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LOI NOI PAU

\‘ SO 7\ Trong y hoc, do lwgng thong tin khong 16 nhung

da dang va c6 nhiéu mirc do tin cady khac nhau
¢ o vé chuyén mén cta mdi chuyén nganh, nén méi
[inh vire can c6 sy ddng thuan trong pham vi cla
HOI GHER TANG VIEl NAM  minh dwdi hinh thirc cac ban hwéng dan cho
chuyén khoa clia minh. Diéu d6 rat birc thiét cho
quyén loi ngudi bénh va cho strc manh ctia hoc

thuét trong thywc hanh chuyén moén.

Sw déng thuan (dwa vao y hoc chirng ctv, con goi la y hoc trén co s&
thire chirng) & pham vi cuc bd hay toan bd rat quan trong trong y hoc. Sy
déng thuén dé hién nay trén thé gigi va & cac linh vire ngudi ta thiee hién qua
céac hoi chuyén nganh. Chinh pha hay cac co quan quan ly y té cé phap quyén
rat mong muén co diéu do trong tay, nhung ho cé thé thuyc hién diéu d6 mang
tinh phap lénh, khé tim sy déng thuan thwc sw. Do d6, tinh phap ly muén
manh phai dwa vao sy d?)ng thuan vé chuyén mon clia cac héi chuyén nganh.
Nwéc ndo cé cac hdi chuyén nganh manh va uy tin, & dé nganh Y té manh.

Vi va@y, nhirng thanh vién sang lap HOi Ghép tang Viét Nam (VSOT)
kién tri theo dudi muc tiéu thanh lap dwoc hoi qudc gia cho nganh ghép tang.
Buoc Chinh phii cho phép, viéc dau tién cia Hoi 1a thuc hién sw ddng thuan
trong nwéc vé chan doan, chi dinh va diéu tri trong ghép tang; dong thoi theo
y kién clia B Y té, VSOT sé gilip nganh ghép mé va bod phan co thé ngudi
phat trién, truéc khi né cé thé hoat ddng mot cach doc lap.

V6i sw cb gang clia Thwdng vu Ban chap hanh VSOT va céc hdi vién,
ban so thao 1an hai cia ban HWONG DAN GHEP THAN VIET NAM da duoc
chinh stra sau gop y lan thir nhat ctia Hoi déng soan thdo do Thwdng vu Ban
chap hanh VSOT cha tri. Nhitng y kién da dwoc thuwong vu théng nhéat sé
dwoc phd bién cho Ban chdp hanh Hoi Ghép tang Viét Nam va toan thé hoi
vién dé van dong ap dung mét cach thdng nhét trong ca nwéc.

Qua viéc xay ,du’ng t?éng hwéng dén nay, c6 mot san pham quy gia
khac dat fiuo’c la thdng nhat duwgc mét sO danh tw thuat nglk chuyén mon,
nho sw dong thuan cda cac giao sw, chuyén vién dau nganh.

Qua viéc xe“gy dang bang hu’(’yng’ dan nay, da dat dwoc mot sdn pham
quy gié khac la thong nhat dwgc mot s danh tu thuat nglr chuyén mén, nho
sy dong thuan cla cac gido sw, chuyén vién dau nganh.



Qua nhirng dong thuan vé chuyén mén clia lan xuat ban nay, Hoi Ghép
tang,Viét‘ Nam hy vong day la mcf)t’téi liéu chuy&n mon tt vé ghép tang co thé
tw van vé chuyén moén cho Bo Y te.

Theo théng 1é quéc té, nhirtng ban hwéng dan sé khong ngirng duoc
cap nhat, Thuéng vu va Ban chap hanh Hoi sé cap nhat hang nam va xin
nhan y kién déng gop dé luén hoan thién hwéng dan nay theo nhirng chirng
c méi c6 dwoc tlr nhivng nghién cteu dwoc cong bd trong va ngoai nwéc.

TM. Ban Chép hanh H)i Ghép Tang Viét Nam
Cha tich
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PHUONG PHAP SOAN THAO

Nguyén tic:

1. L&p nhém chuyén mén theo phan nganh Ghép Than - Tuy, Ghép Gan,
Ghép Tim... Soan céac so thdo ban hwéng dan. Hop 13y y kién ddng
thuan trong nhém, sau d6 trinh uy ban soan thdo cda VSOT do ban
Thwdng vu cha tri, 18y y kién. Nném phan chuyén nganh hop lan hai,
hoan thién ban hwéng dan, trinh 1an hai lay y kién cudi cung trwéc khi
phat hanh.

2. Phat hanh trong hoi nghi va qua mang cta VSOT (http://www. vsot.
com.vn), cac Uy ban soan thdo thu nhan y kién qua thao luan trén
mang va cac hinh thirc khac dé hoan thién trong 1an xuan ban 2017.

3. Dién giadi twong dwong theo do tin cay vé y hoc chirng cr cia Dai
hoc Oxford (dinh kém ban dich). Nhirtng danh gia theo y hoc chirng
c trong ban hwéng dan ghép than nay, cé thé dwa vao cach danh
gia theo bang di&n giai nay, nhwng thwc hién bdi cac Hoi déng qudc
t& (Thi du: dwa vao Ban huéng dan Ghép than clia Hoi Tiét niéu chau
Au-2014, EAU, do mét hdi ddng gébm cac chuyén vién quéc té do EAU
chon ra va thyc hién).

Téng hop va lay y kién déng thuan cua cac nha chuyén mén, théng
qua ban thwong vu VSOT.

Qua trinh thwc hién

Ban so thao 1an hai nay da dwoc Nhém soan thao Phac db hwéng dan
Ghép than phan cong va thdo luan vé hinh thirc va ndi dung Ian thi nhét vao
ngay 2/4/2016 vira qua, sau khi 14y y kién thwéng vu 1an nay, nhém ghép
than sé& hop 1an cudi vao 2 ngay 4 va 5/6/2016, trwdc khi trinh 1an hai cho Ban
Thwong vu va Ban soan thdo VSOT vao ngay 29 thang 6 nam 2016 trwéde khi
cho phat hanh.

Phu trach va lién lac

Moi y kién ctia quy vi sé dwoc thw ky ghi nhan va thé hién qua phac dé
qua céc lan chinh stra. Nhirng ¥ kién chwa thong nhét sé dworc trinh qua phién
hop thuwéng vu lay y kién qua biéu quyét (nhw thdng nhét danh tir, théng nhét
phwong huwéng chan doan va diéu tri).

Nhirng y kién da dwoc théng nhat béi thudng vu sé duwoc phd bién cho
BQH Hoi ,Ghép tang VN va toan thé hoi vién dé van dong ap dung moét cach
thong nhat ca nuwérc.

Phac dd nhitng san phdm c6 dwoc nhw thdng nhéat danh tiy... sé lam co
s& cho Hoi Ghép tang Viét Nam tw van vé chuyén mén véi Bo Y té.

Xl



Lién hé thuong true: Téng Thu ky VSOT: GS.TS. Tran Ngoc Sinh
DT: 0983 723 493, email : vsot@uotlook.com.vn

Tru s& VSOT: BV Cho Ray

201B, Nguyén Chi Thanh, Q5, TP. HCM

Email: vsot@outlook.com.vn

Bién thoai: (+84) (8) 38 554 138

Website : VSOT.com.vn hoac Hoigheptangvietnam.com.vn
Tai khoan:101214851030070, Eximbank

Thw ky vé bai vé: TS.BS. Lé Dinh Hiéu,

DT: 0918274653, email: ledinhhieu@pnt.edu.vn (mién Nam)
ThS.BS. Bang Ngoc Tuén Anh, DT: 01275540425,

Email: dangngoctuananh@yahoo.com (mién Trung va
mién Bac).
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Y HOC CHUPNG CU

Bang dién giai twong dwong theo do tin cay vé y hoc chirng c clia
Dai hoc Oxford

Mtrc d6 chirng c (LE)*

Mdrc d6 | Loai chirng ctr

1a Chirng ctr thu dworc tir phan tich gdp ctia cac thir nghiém ngau
nhién

1b Chirng ct thu dwoc tir it nhat mot thér nghiém ngau nhién

2a Chirng ctr thu thap t&» mét nghién cteu ¢ dbi chirng dwoc thiét
ké t6t nhwng khéng ngau nhién

2b Chirng ctr thu th@p tl:.l’ i’; nhat moét loai nghién ctvu ban thuc
nghiém dugc thiét ké tot

3 Ch,L'rng, cg’ thu thap tr nghién cru khéng thwec nghiém dwoc
thiét ké tét, chdng han nhw nghién ctru so sanh, nghién ctru
twong quan va bao cao cac trwong hop

4 Chirng ctr thu thap tlr cac bao cao cua ban chuyén gia, y kién
hoac kinh nghiém lam sang cla cac tac gid dau nganh

Mirc d6 khuyén céo (GR)*

Cap do |Loai khuyén cao

A Dwa trén cac nghién ciu 1am sang c6 chét lvong tot va tinh
thong nhat clia cac khuyén cao va bao gom it nhat la mot thir
nghiém ngau nhién

B Dwa trén cac nghién ctu |am sang dworc thue hién tét, nhung
khéng cé thtr nghiém 1am sang ngau nhién
C Khéng cé cac nghién clru 1am sang chét lwong tét

* Di&n giai twong dwong theo do tin cay vé y hoc chirng cr ctia Pai hoc
Oxford

Ngudn: Sackett et al. Oxford Centre for Evidence-based Medicine Levels of
Evidence (May 2001). Produced by Bob Phillips, Chris Ball, Dave Sackett,
Doug Badenoch, Sharon Straus, Brian Haynes, Martin Dawes since
November 1998. [access date January 2011]
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BANG CAC THUAT NG VIET - ANH

Tiéng Viét

B& phan co thé khong tai
sinh *

Bénh gut

Bénh ly than ghép man tinh®©
Bénh ly than ghép man tinh©
Bénh than man

Bénh than tai phat sau ghép
Bénh than tai phat sau ghép

B6 phan co thé ngudi*

Chét néo
Chét nao*

Dbai thao dwdng mai khéi
phat sau ghép than
Dai thao dwdng sau ghép

Diéu tri trc ché mién dich duy
tri

Diéu tri (rc ché mién dich khdi
dau

Ghép di loai*

Ghép ddng gen®

Ghép dbéng loai*

Ghép lai

Ghép ty than*

Anh ngir

la bd phan sau khi Iéy ra khoi co
thé nguoi thi co thé khong thé
san sinh hoac phat trién thém
bo phan khac thay thé bé phan
da lay

Gout

chronic allograft nephropathy?
chronic allograft nephropathy®
chronic kidney disease

De Novo nephropathy

De novo nephropathy after
transplantation

la mét phan cla co thé duwoc
hinh thanh tlr nhidu loai mo
khac nhau dé thwc hién cac
chirc nang sinh ly nhét dinh.
Brain death

la tinh trang toan n&o bd bi tén
thwong nang, chirc nang cla
nao da r)gl‘fng hoat dc}ng,vé
ngwoi chét ndo khéng thé song
lai dwoc*

New onset diabetes after
transplantation

Post-transplant diabetes
mellitus

Maintenance
immunosuppressive therapy

Induction therapy

Xenograft, xenotransplantation

Allograft, allotransplantation
Retransplantation
Autograft, autotransplantation

Chir viét
tat
BO phan
co thé
khéng tai
sinh*

CAN®
CAN®
CKD

B6 phan
co thé
nguoi*

BD

NODAT

XV



Ghép than*

Hién mé, bd phan co thé
nguoi*

Hién tang sau chét tudn hoan
) hoac )
Hién tang sau chét tim
hoéq
Ngwoi hien (tang) tim ngrng
dap
Hién tang sau chét néo
Hién than
Hién than ho&c cho than
Hién*
Hién* (cho)
Hoa hop HLA"
Hoa hgp mo”
Khéng tuan tha diéu tri
L4y md, bd phan co thé
nguwoi *

M6 lay than®
Mo*

Nguw&i chét hién tang

Ngudi hién sdng”

Nguwoi hién khong twong hop
nhém mau ABO

Nguw&i nhan than

Nguw&i nhan than®

XVI

Kidney transplantation or renal
transplantation

la viéc c& nhan tw nguyén hién
mo, bd phan co thé clia minh

khi con séng hoac sau khi chét.

Donation after brain death
or

Donation after brain death
or

Donation after brain death

Donation after brain death
Kidney donation

Kidney donation

Donation

Donation

HLA matching
Histocompatibilty
Nonadherence

la viéc tach rpé, bo phénltt‘f co
thé ngudi hién khi con séng
hoac sau khi chét.

8. Ghép mo, bo phan co thé
nguwoi la viéc cay ghép mo,

bé phén twong ¢ng ctia co
thé ngudi hién vao co thé cua
ngudi dwoc ghép.
Nephrectomy

la tap hop céac té bao cung mot
loai hay nhiéu loai khac nhau
dé thuc hién cac chirc nang
nhét dinh cla co thé ngudi

Deceased donors
Living donor or live donor
ABO-incompatible donors

Kidney recipients
Recipient

Hién mo,
bd phan
co thé
nguwoi*
DBD
hoac
DBD
hoac
DBD

DBD

L4y mo,
bbé phan
co thé
nguwoi*



Ngudi séng hién tang
Nhiém tring sau ghép

Rtra than va bao quan than’

Té bao trinh khang nguyén

Tiém chiing

Tén thwong than ghép man

tinh®
hoac

Thai ghép man (tr ng ci)
Tén thwong than ghép man

tinh®

Twong hop ngudi hién va

nguw®i nhan
Thai ghép céap
Thai ghép man

Thoi gian séng clia bénh nhan
Thei gian séng cla than ghép

Thuéc trc ché mién dich®

Living donors
Post-transplant infection
Washing and preservation of

the kidney
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NGUYEN TAC VE
SU TWONG HOP MIEN DICH
GHEP O NGUO'l HIEN
VA NGU'OI NHAN THAN
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hién va ngwoi nhan than



Chwong 1

NGUYEN TAC VE SU TWONG HOP MIEN
DICH GHEP & NGU'O'l HIEN VA NGUO
NHAN THAN

Khuyén cao vé chan doan mién dich

Dinh nhém méu ABO va cic phenotype cia HLA-A, HLA-B,
HLA-C va HLA-DR, HLA-DQ can thyc hién cho tat ca bénh nhan
dang cho ghép than.

Nguoi hién va nguoi nhan can tuong hop nhém mau ABO. Trong
truong hop khong twong hop nhung nong do khang thé thp, co thé
ghép than nhung thuc hién & don vi c6 kinh nghiém va c6 kha nang xur
tri khi tai bién xay ra.

Pinh danh HLA & nguoi hién va nguoi nhan can lam sém trong
truong hop nguoi hién song dé tranh lam nhiing xét nghiém xam lan
khac khi xuat hién khong tuwong hop khong chap nhan duoc.

Tuong hop HLA 1a mot trong nhirng diéu can xem xét khi chon lura
giita nhitng nguoi hién séng (giam kha ning man cam xdy ra sau nay,
diéu nay dic biét quan trong ¢ nhitng bénh nhan ghép than tré tudi vi
kha ning c6 thé ghép lai).

Tam soat khang thé dic hi¢u nguoi hién ¢ ngudi nhan 1a rat quan
trong d€ dam bao chon dugc nguoi hién toi wu va song con manh ghép
sau nay.

Dé tranh thai ghép tdi cp, xét nghiém do chéo té bao lympho
(lymphocyte cross-match test) phai duogc thuc hi¢n trong vong 14 ngay
trude khi tlen hanh ghép than hodc ghép than tuy két hop va khong tién
hanh ghép néu két qua duong tinh.

Béo cdo tuong hop ngu’orl hién va ngudi nhan dua trén s HLA bat
tuong hop, tinh trang man cam ctia ngudi nhan (% PRA) va két qua do
chéo, danh gia nguy co mién dich cho timg céip ghép.

Twong hop HLA: twong hop HLA rit quan trong trong ghép than do
du hau ciia manh ghép lién quan véi s6 lugng HLA khong twong hop
(mismatchs). Bat twong hop HLA c6 thé gay tang sinh va hoat hoa t&
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bao T CD4, T CDS8 cua nguoi nhan cung luc hoat hoa té bao B san xuét
khang thé. Viéc nay dan dén thai ghép té bao va qua trung gian khang thé.
Trong ghép than, twong hop HLA-DR c¢6 anh hudng trén sdng con manh
ghép nhiéu hon so véi tuong hop HLA-A, HLA-B (HLA-DR > HLA-B
> HLA-A). Anh huong ctia twong hop HLA-DR trén manh ghép 13 vao
nhiing thang dau tién sau ghép, trong khi twong hop HLA-B, HLA-A anh
hudng trén ca nhing thang dau sau ghép 1an vé 1au dai (hon 10 nim sau).

Xét trong hop nén tap trung vao khang nguyén HLA, vi anh hudng
trén ty 1¢ thai ghép. Cac phenotype cia HLA-A, HLA-B, HLA-C va
HLA-DR, HLA-DQ nén dugc thuc hién ¢ tat ca ngudi hién va nhan
than. Than tr nguoi hién chét ndo nén duoc diéu phéi cho nguo1 nhan
c¢6 s6 HLA khong twong hop it nhat. Didu nay ciing phu hop ddi véi
ngudi hién séng, mic du twong hop HLA ¢ ngudi hién séng khong quan
trong bang & nguoi hién chét, khi ghép than tir nguoi hién song, nhung
yéu t6 nguy co khac cta thai ghép nhu thoi gian thiéu mau lanh, chét
néo, hodc tudi nguoi hién, ... duoc giam thiéu.

Mirc d6 tuong hop HLA giita nguoi hién va ngudi nhan thuong thé
hién bang sy bat tuong hop cia HLA-A, HLA-B va HLA-DR (s6 khang
nguyén HLA c¢6 & mdi locus & nguoi hién ma khong co & ngudi nhan).
Nguoi hién va ngudi nhan khong co bat trong hop nao s& thé hién 1a
“0-0-0", trong khi bat twong hop hoan toan 13 “2-2-2”.

Chon mdt nguoi hién pht hop nhat ddi voi ngudi nhan 1a mot Viec
phlrc tap va muc do khong hoa hop HLA chi 1a mot trong nhing yéu t6
can xem xét (ngoai ra con c¢é tudi ngudi hién va nguoi nhan, nhimg co
hoi duoc ghép khac ¢ hién tai va tuong lai,...).

Thuec té cua xét nghiém HLA: Phong xét nghiém cta trung tim ghép
(lam HLA va do chéo) can c6 gidy xac nhan dat chuin dé dam bao két qua
chinh x4c va dang tin cdy. Can theo tiéu chudn ctia qudc gia hodc mot to
chirc quéc té c6 lién quan nao d6. Nhiing didu can luu y bao gom:

Lay té bao dinh HLA tir mau ngoai bién ctia ngudi nhan phai ding
chat chéng dong phii hgp (amonium heparin, ethylene diamine tetra-
acetic acid — EDTA, acid citrate dextrose — ACD). Pa s cac phong xét
nghiém HLA ding 20 ml méau ngoai bién heparin hoa dé dinh HLA mirc
d6 huyét thanh va 10 ml méau ngoai bién EDTA dé dinh & mirc phan ti.
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O ngudi hién dung té bao lymphocyte ¢ hach lympho, lach hodc
mau ngoai bién.

Dung bo thudce thir c6 kha nang phat hién ra tat ca cac khang nguyén
HLA thuong gép trong cdng dong, chung toc do.

Dinh khang nguyén nhom HLA-A, HLA-B, dung phuong phap
huyét thanh (mirc d6 khang nguyén hodc do phan giai thdp) hodc phan
tir (muc do6 allele hoac do phan giai cao) déu duge. Vi nhom HLA-DR,
chi phuong phéap phén tir dwoc chap nhan. Bao cio két qua dua theo
cach dit danh phap méi nhat cia WHO.

Do chéo (cross-matching)

Dé tranh thai ghép tbi cip xay ra, do chéo phai duoc thuc hién
true khi tién hanh ghép than hoic ghép than tuy két hop. Bénh nhan
c6 nguy co 1a ngudi co khang thé dic hiéu chéng lai ngudi hién, hinh
thanh khi mang thai, truyén mau hodc da ghép trude d6. Do chéo phat
hién khang thé c6 sin trong huyét thanh ngudi nhan chdng lai té bao
lympho & ngudi hién. Thudng cho xét nghiém doc té bao lympho 18
thugc bod thé (CDC). Xét nghiém dung nhiéu té bao lympho khong
phan loai hodc nhiéu té bao lympho nhung giau té bao T cia ngudi
hién. Do chéo té bao B phai thuc hién néu can thiét tuy vao chuong
trinh ghép ctia ting don vi. Té bao lympho T trinh dién chi khang
nguyén HLA nhém I, trong khi t& bao lympho B trinh dién khang
nguyén cia ca HLA nhém I va II, do chéo té bao B nhay hon do chéo
té bao T. Lach chira nhiéu té bao B hon mau ngoai bién. Po chéo
giita nhitng té bao lympho khong phan loai ldy tir lach s& nhay hon
néu nhitng t& bao lympho khong phan loai liy tir mau ngoai vi. Po
chéo té bao T dwong tinh 1a chéng chi dinh ciia ghép. Do chéo té bao
B duong tinh thuong do nhidu nguyén nhan gom khang thé khang
HLA nhém I/I1, phirc hop mién dich, thudc chdng té bao B (rituximab,
alemtuzumab) va khang thé khong phai HLA. Ddi v6i do chéo té bao
B duong tinh, quyét dinh tuy ting truong hop, dua trén tinh trang
khang thé cua bénh nhan, bénh sit mién dich cua ho.

Can luu y két qua do chéo duong tinh gid, ddc bi¢t trong bénh tu
mién, thé hién bang cac tu khang thé IgM khong lién quan. Bét hoat ty
khang thé IgM bang dithiothreitol (DTT) c6 thé lam giam két qua do
chéo duong tinh gia. Tuy nhién, can luu y khang thé khang HLA IgM
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cling nhay voi DDT. Khang thé khang HLA dang IgM hiém gap va do
chéo duong tinh do IgM-antiHLA c6 kha ning lién quan.

Do chéo bang phuong phap luu bao ké (flow cytometry) ¢ thé
duoc thuc hién ¢ bénh nhan tién man cam c6 nguy co cao thai ghép qua
trung gian khang thé. Tuy nhién, d6 nhay cam cao ciia phuong phap nay
c6 thé loai trir lwong 16n bénh nhan khong duoc ghép khong can thiét.
Phuong phap do chéo ELISA (enzyme-linked immunosorbent assay),
dung k¥ thuat hat ran phat hién khang thé khang HLA dic hiéu nguoi
hién, khong 1a chdng chi dinh ghép ma dung danh gia nguy co thai ghép
& nhitng bénh nhan man cam cao.

Khang thé khang HLA dic hiéu (DSA) c6 trwéc ghép

Nguoi nhan c¢6 khang thé dac hiéu khang HLA ngudi hién trudce
ghép 1a mot yéu td nguy co quan trong cho cudc ghép sép toi, co thé gay
thai ghép t6i cap hodc cap. Do dé, bat budc tam soat nhitng khang thé
nay trudc ghép. Nhimg khang thé nay hinh thanh do truyén méau trude
day, mang thai hay da ghép truéc d6. Can thong bao phong xét nghiém
mién dich nhiing sy kién xay ra xuyén sudt & bénh nhan c6 kha ning
tang nhay cam mién dich, gdbm ca nhiém trung gan day. Khang thé nay
can dugc lam it nhat mdi ba thang va néu cé truyén mau va ché pham tir
mau thi 1am sau 14 va 28 ngay truyén. D6i v6i bénh nhan dang dung tre
ché mién dich néu c6 tang hodc giam hodc ngung thudc, can thir khang
thé lai sau 4 tuan.

Két qua xét nghiém khang thé khang HLA trong huyét thanh nguoi
nhan thé hién bang ty 1¢ phan tram khang thé phan ing (%PRA) va dic
hiéu khang nguyén phan tmng lai nhitng khang thé nay. Dé phat hién
khang thé cua khang nguyén HLA nhom II, ¢6 k¥ thuit duoc dung dé
phan biét ching véi khang thé cua khang nguyén HLA nhém 1. Trong
xét nghiém CDC chuén, panel té bao lympho sir dung phu hau hét cac
allele thudng gip trong cong dong ngudi hién va t6i wu 1a chira it nhat
50 té bao c6 HLA khéc nhau.

Néu xét nghiém khong di nhay, nhitng khang thé khang HLA nhom
I va II ¢6 lién quan khong thé phat hién bai phuong phap CDC truyén
théng. Khang thé khong két hop bo thé khong thé phat hién tat ca. Ky
thuat hat ran nhay va dac hiéu hon, gém luu bao ké va ELISA, dung
phan tir HLA tai t6 hop va hoa tan dugc thay vi té bao lympho. Khang
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thé khong phai HLA c6 trudc ghép ciing anh huong trén dy hau manh
ghép. Phuong phép hat ran rt nhay véi khang thé HLA nhung khong
thé phat hién khang thé khong phai HLA. Ciing chua rd 1 nhitng khang
nguyén khong HLA c6 lién quan nay duoc trinh dién trén té bao B va
do d6 c6 thé nhan ra bang phuong phap CDC. Khong c6 phuong phap
phat hién khang thé nao du do tin cdy dé nhan dién tat ca cac khang thé
¢6 lién quan, do d6 can linh dong str dung timg phuong phap hoic két
hop nhiéu phuong phap khi can.

Bénh nhan tién man cam c6 PRA cao c6 hai bat loi chinh:

Do phan tng thuong duong tinh, ho phai dgi mdt thoi gian dai méi
duoc ghép so véi bénh nhan khong man cam.

Nong do khang thé qua ngudng hodc PRA cao c6 tac dong bat loi
trén song con cua manh ghép.

Chon Iwa cap ngwoi hién — ngwdi nhan phu hop

Xuat hién khang thé khang HLA dic hiéu ngudi hién hodc do chéo
duong tinh ¢ bénh nhan bi man cam la chong chi dinh ghép trur khi ho
da duoc chuan bi protocol giai man cam Déi v6i bénh nhin bi man
cam, can nguoi hién tuong hop tét vé mat khang nguyén. Ghép giira
nhirg anh chi em rudt thuong twong hop tét do thuong hudng cing
gene cua gia dinh. Tuy nhién, can than trong than ghép tir con rudt cho
me hoic tir chong cho vo (d4 sinh con), nhung néu khong c6 khang thé
khang HLA dac hi¢u nguoi hién hodc do chéo Am tinh, tién luong than
ghép tuong tu nhu nhitng cap khong twong hop HLA khac.

Mot didu déng luu ¥ 1a khi bénh nhan da timg ghép than tir nguoi
hién twong hop kém bi suy do thai ghép, bénh nhan nay tré thanh ngudi
c¢6 nguy co cao do bi min cam, gay kho khan cho viéc ghép lai. Diéu
nay dic biét quan trong ¢ bénh nhi va bénh nhan tré tudi do nhu cau
ghép lai, nén tranh bi man cam, dic biét dbi vai nhting khang nguyén
thudng gip trong cong ddng. Tré em dugc dang ky trén danh sach chd
ghép cung voi nhiing dac hiéu khang nguyén HLA cta ba me, nhitng
khang nguyén nao khong tuong hop trong danh sach 1a nhiing khang
nguyén khong thé chdp nhan va can tranh ghép than cua nhitng nguoi
hlen co khang nguyén nay. Nguoc lai, nguy co bi man cam khong phai
la van dé 16n ¢ nhitng cip cho — nhan khong huyét théng 16n tudi, ghép
lan hai.
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Twong hop ABO

Tuong hop khang nguyén nhom mau ABO rat quan trong trong
ghép than. Do khang nguyén nhom mau la khang nguyén manh trong
ghép tang (biéu hién trén té bao ndi mé mach mau than), bat twong hop
khang nguyén ABO giita nguoi hién va ngudi nhan c6 thé gay thai ghép
t6i cap va can phai tranh. Tuy nhién, c6 nhimg phuong phap loai bo
khang thé gan day duoc gidi thiéu va nhimng thudc chdng té bao B, sd
luong trung tdm thuc hién ghep bat tuong hop ABO thanh cong ngay
cang tang, tham chi khong can cat lach.

Mic du nguy co bénh 1y tan huyét ting cao sau ghép do ton tai té
bao B ctia ngudi hién trong manh ghép, nhitng than ctia nguoi hién tiém
nang nhom mau O trén 1y thuyét c6 thé ghép cho ngudi nhan nhom méu
A, B, AB. Bé tranh viéc gia tang tinh trang mat cung ciu trong ghép tir
ngudi hién chét ndo cho nguodi nhan nhém méau O, dong nhat vé nhom
mau ABO 1a diéu kién ma cac t6 chirc diéu phdi tang dua ra voi rat it
ngoai 18, ngay ca than tir nguoi hién khong co bét twong hop HLA-
A+B+DR- ndo ma lai khong cing nhém mau. Ghép tir nguoi hién song,
twong hop ABO duoc chap nhan 14 khi dong nhat vé nhém mau ABO.
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Chwong 2

PAO BUC VA Y DIPC TRONG GHEP TANG

VAN BE DAO BU’C TRONG GHEP THAN VA GHEP TANG NOI
CHUNG: 1a pham tru dao dtic, & ddy bao gom hai ndi dung:

- Pao dirc thé hién qua sy hién ting nhan dao, vo tu clia nguoi
hién tang cho nguoi bénh, 1a hanh vi ¢6 ndi ham dao duc cao
trong cong dong xa hoi. Piéu kién can c6 1a cong ddng xa hoi
phai c6 doi sdng vin hoa va nhan thirc nhat dinh dé tiép nhan tot
nhiing van d& khoa hoc trong hién va nhan tang.

- Y dtrc thé hién qua viéc tiép nhén viéc hién tang, phan phéi
tang hién ting mot cach vo tu va nhan dao, phi hop v6i nhimng
nguyén tic y hoc (y hoc ching ctr), chdng lai viéc budén ban
trong ghép tang dudi moi hinh thire.

KHUYEN CAO CHUNG

1.

10

Tét ca cac bénh nhan bj suy than giai doan cudi déu co quyén duoc
xem xét ghép than néu khong c6 chong chi dinh (chung cu A)[2].

Tiéu chuan quyét dinh ghép than dya vao co sé chuyén moén ndi va
ngoai khoa. Tiéu chuin chon ghép phai minh bach va dugc cong
bd rong rai cho bénh nhan va cong dong. Tiéu chuan chon ghép
khong duoc dua vao cac dac diém xa hoi, gioi tinh, chung toc
(chung ctr C)[2].

Mot bénh nhan duoc chon ghép than can dugc danh gia lai vé loi ich
va nguy co ghép bai mot hoi dong y khoa doc lap (chimg ct C)[2].

Mot bénh nhan c6 kha nang la ngudi nhan can duoc tién hanh thuc
hién cac xét nghiém chuan bi ghép than 12 thang trude khi dugce
dua vao chuong trinh thay thé than (chtng ctr C)[2].

Bénh nhan dang chay than nhan tao hodc loc mang bung ngay khi
tinh trang 6n dinh nén dugc dua vao chuong trinh ghép than (ching
ca C)[2].

Viéc mua ban than dudi moi hinh thire 13 viéc 1am nghiém cam boi
phap luat[1,4].
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CO SO CHUNG CU

Ghép than la blen phap diéu tri t6i wu cho da sb benh nhan bi suy
than giai doan cudi. Mac du con nhidu bién chimg ngin han va dai han
co hen quan dén ghep than nhung day la phuong thirc mang lai thot
gian séng con va chat lugng sdng tot nhat trong cac phu()’ng thirc diéu
trj thay thé than. Loi ich cta ghép than dugc thay rd nhat & nhom ngudi
tré tudi, khong mac bénh dai thao dudng. Tuy nhién. & nhém ngudi 60-
74 tubi van cho théy con nhiéu loi ich. Vi vay, co so lya chon chi dinh
ghép than phai dya vao loi ich ctia ngudi bénh cung véi nén tang ndi
va ngoai khoa.

Thuong c6 it chdng chi dinh trong ghép than. Cac chdng chi dinh
thuong thudc vé nhom bénh 1y nhiém trung - nhiém siéu vi hoat dong,
bénh 4c tinh tién trién, khong tuan thu diéu tri, bénh 1y di kém 1am han
ché ki vong song ciing nhu lgi ich tir ghép than. Pa sb cic rao can nay
déu c6 thé khac phuc véi cac phuong phap thich hop va qua mot qua
trinh quan sat bénh nhan. Céc bénh nhan bi suy than giai doan cudi khi
chuan bi ghép can duoc danh gia tinh trang suy chtc ning cac co quan
khac dé c6 ké hoach ghép da tang cung lac hodc sau do.

POI VOI NGU'O'I HIEN SONG

1. Co so chon nguoi hién song 13 dua trén cac két qua kha quan trén
than ghép va viéc thiéu hut ngudn than tir ngudi hién chét. Nguoi
hién séng c6 thé 1a dong huyét thong hoic khong dong huyét thong
trén tinh than nhan dao, tu nguyén va khong mua ban. Nguoi hién
song phai ky gidy dong ¥ va chiu trach nhiém doc 1ap vé viéc cho
tang.

2. Nguoi hién séng phai dugc tu van vé nguy co stc khoe khi cho
tang. Nguoi hién phai tudn thu chét ché cac quy trinh sang loc dé
danh gid nguy co stic khoe va tam 1i khi cho tang.

3. Ngudi hién song phai duge bao dam vé cham soc y khoa va tam 1y
sau khi cho tang.
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POI VOI NGU'O'l HIEN CHET

1.

Viéc phan phoi than hién tr nguoi hién chét can minh bach va cong
khai.

Luat phap Viét Nam duoc xay dung trén tinh than cta hé théng chii

dong dong y. Néu la nguoi hién chét phai c6 sy dong y cua than

nhan. Theo Diéu 37 chuong 3 cua Luat hién ghép co quan tai Viét

Nam, nguyén tac diéu phoi ghép mo, bd phan co thé nguoi dua trén:

- Nguyén tic hoa hop gitta nguoi hién va nguoi duge ghép va bao
dam cong bang gitra nhitng nguoi dugce ghép.

- Uutién ghép md, bd phan co thé nguoi hién tré em va cac truong
hop cap ctru.

Viéc diéu phdi tang hién tir nguoi hién chét con dya vao céc tiéu

chuan khac bao goém: thoi gian cho, dac tinh tién man cam, tudi

nguoi nhan.

TAI LIEU THAM KHAO

1.
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Chwong 3
HIEN THAN TU NGU'Ol HIEN CON SONG

Xét vé khia canh dao dtrc, cach tiép can ddi véi hién tang can duoc
dinh hudng theo cac quy tic nhan dao. Nguoi ta c¢6 thé cam thiy tiéc
nudi khi nhin nhan lai viéc ghép tang tir ngudn hién khi séng, do nhimng
thanh cong thu duoc khi ghép tang tir nguon hién nay (xét theo ty 16
song cua tang ghép va cta bénh nhan) va sé tang tir ngudn hién sau
chét nghéo nan. Sy thiéu hut tang thuong xuyén tir ngudn hién sau chét
da thuc day viéc chap nhan ngudn hién khi séng. Tuy nhién, trong tinh
huéng nay, tinh trang strc khoe vé thé Iyc va tinh than cua ngu:(}i hién
1a didu quan trong dau tién. Thong thuong & nhung co s& duoc to chuc
chuan muc trén thé gioi, ngu:cn hién c6 nguoi tu van va bao vé quyén loi
(vi du cac chuyén gia tim than va chuyén gia than hoc trong doi danh
gia nguoi hién) dé dam bao rang ho duoc nhan nhitng 161 khuyén khong
sai 1éch vé qua trinh hién tang va c6 hai nhom danh gia riéng biét nguoi
hién va nguoi nhan.

Ngudi hién than c6 thé c6 quan hé huyét thong hoic khong cing
huyét théng voi nguc‘ri nhan, chang han vo chéng, bé ban, nguoi quen
biét, hay ngu:(n hién tinh nguyén (nguo’l dau tén), hay trong chu:ong
trinh hoan dbi dé ghép cip. Ngum hién can duoc mot chuyén gia vé
strc khoe tAm than danh gia vé tam 1y - xa hoi (nguoi nay khong duoc
¢6 bat ctr quan hé nao voi ngudi nhan) va duoc danh gia nang lyuc ra
quyét dinh. Can dam bao viéc bao mat thong tin ctia nguoi hién, viéc
danh gia can duoc thuc hién ving mat nguoi nhan. Néu can nguoi phién
dich, phai chon nguoi khong quen biét véi ca ngudi hién va ngudi nhan.
Ngudi hién phai dugc thong bao vé loi ich dbi véi strc khoe ngudi nhan
(thé lyc va tdm than) va cac nguy co dbi véi ste khoe ngudi hién (thé
luc va tinh than).

Can danh gia dong co ciia ngudi hién tang. Khong dugc ép budc
hién tang hay giao udc vé loi ich thir cép (tién bac hay cac loi ich ca
nhan khac) v6i ngudi hién. Cac két qua phai duoc thao luan rd rang: loi
ich vé tam 1y sau khi ghép thanh cong (ting su tu trong va tu tin), sy oan
gian hay tram cam sau khi ghép that bai. ..
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Khuyén cao

Viéc hién tang hay nhan tang la quyén ctia mdi nguoi.

Ghép than véi muc dich thwong mai 1a diéu khong thé dwoc chap nhan. Luat
phap & rat nhidu noi nghiém cdm diéu nay va Hoi Ghép tang qudc té ciing
phan di manh mé viéc l1am nay.

Ty lé thanh cong cua viéc ghép tang tir nguén hién khi séng ngay cang tang,
dwa theo di¥ liéu vé ty 1é séng cla tang ghép va cla bénh nhan, ddng thoi
ngudn hién sau chét rt nghéo nan, do vay ghép tang tlr ngudn hién khi séng
nén dwoc khuyén khich. Sy kéu goi st dung tang tir ngudn hién khi séng
mot phan 1a do thiéu hut tang tr ngudn hién sau chét.

Nguai hién tang tinh nguyén khi séng phai ky gidy cam doan, diéu nay phai
duoc thwe hién khi nguoi hién thwe sy hiéu hét cac nguy co lién quan dén
hanh déng nay.

Bénh nhan phai duwoc dbi XCP‘ nhw mét “muc dich” chir khéng phai la “phwong
tién”. Phai dam bao cac quyen con ngudi co ban cho ho, nhuw ton trong nhan
pham, s toan ven va sy dich thwc clia moi con ngudi.

Nguoi hién séng khong cling huyét théng chi co thé dwoc chap nhan sau
khi hgi dong dao dirc & co s& cho phép, dwa trén cac diéu luat ciia qudc gia
noi thwe hién hién tang.

Do céc gia tri vé dao duc khong thé do dugc dua trén co so “khoa
hoc” vé mutrc d§ chung ctr, chiing t61 khong thé dua ra cac cap do khuyén
cdo cho van dé nay.
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Chwong 4
HIEN THAN TU NGUOl HIEN DA CHET

Ghép tang tai Vit Nam khoi ddu nam 1992 véi truong hop ghép
than dau tién (em rudt cho anh) va sau d6 nam 2004 ghép gan dau tién
(bd rudt cho con gai), tai BV Quan Y 103. Tir 1992 dén 2009, > 300
truong hop ghép than va 18 ghép gan dd dugc tién hanh tai 12 trung
t'?l,m ghép trén ca nude v6i ngudn hién tang duy nhat 13 tir ngudi hién
song[1].

Luat hién, ldy va ghép mé - bd phan co thé ngudi duge Qudc hoi
thong qua ngay 29/11/2006 va co6 hi¢u luc thi hanh tir ngay 1/7/2007.
Tir ngudn nguoi hién chét ndo, ghép than dau tién duoc thuc hién ngay
23/4/2008 tai BV Chg Ray, ghép gan ngay 22/05/2010 tai BV Viét Purc,
ghép tim ngay 17/06/2010 va ghép tuy ngay 01/3/2014 tai BV Quan
Y 103 va ghép tim phdi ngay 20/7/2015 tai BV Trung wong Hué. Tir
ngudn nguol hién tim ngung dap, ghép than dau tién ngay 18/6/2015 tai
BV Cho Ray. Tur 2010 dén 2015, da c¢6 > 1.200 truong hop ghép thén,
34 ghép gan va 14 ghép tim dugc thyc hién tai 16 trung tdm ghép trén
toan qudc, trong d6 37 ngudi hién chét ndo dan t6i 71 trudng hop ghép
than, 33 ghép gan, 14 ghép tim va 1 ghép tuy va 1 ngudi hién tim ngimg
dap dan toi 2 trudng hop ghép than[1].

Ghép tang da phat trién nhanh chéng nhitng nim gan diy nhung
ch1 dap mg duoc rat it nhu cau cua bénh nhan suy co quan giai doan
cudi. Hau qua 1a nhiéu bénh nhan da tir vong khi dang cho ghep hoac
phal ra nudc ngoai dé ghep v6i ngudn tang khong rd rang va tiém an
nhiéu rui ro va nguy hiém hon 1a thuong mai hoa tang ghép va du
lich ghép tang[2]. Cac duong day budn ban than dugc cac phuong
tién truyén thong phat hién gan day la minh ching cho Vén nan nhuce
nhéi nay. Nguyén nhan 1a do thiéu hut nghlem trong ngudn ngudi hién
tang, didc biét nguoi hién chét ndo va didu nay duge cho 1a tro ngai
16n nhét d6i v6i sy phat trién ghep tang O Viét Nam. Bai viét nay tap
trung phan tich tiém ning hlen tang tuz nguoi hién chét nio, nguyen
nhan chua khai thac dugc tiém ning rt 16n nay va cac giai phap y té
kha thi dé tang s6 nguoi hién chét nio.
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Tiém nang hién tang tir ngwei hién chét nio tai Viét Nam

Trén thé gidi, ngudn tang ghép duoc iy phan 16n tir nguoi hién
chét ndo. Ty 1& chét ndo tai cac nudc phuong Tay 13 4 — 6% sb tir vong
tai bénh vién. Trung binh c6 20 - 40 ngudi hién chét ndo/triéu dan. Tur 1
ngudi hién chét ndo 1y tudng, c6 thé ciru séng hodc cai thién chat lugng
cudc sdng ctia 9 bénh nhan suy co quan giai doan cudi. Trung binh 3,6
tang c6 thé duoc 1y va 3,1 tang c6 thé duoc ghép tir 1 nguoi hién chét
ndo va 60 - 90 tang cé thé dugc ldy va ghép trén 1 tridu dan. Tir 100
ngudi hién chét ndo, c6 thé c6 190 bénh nhan dugce ghép than, 80 ghep
gan, 7 ghép tuy[3]... Nguoi chét ndo c6 thé hién ting mo va tang nhidu
nhat vi dui ndo da chét nhung tim van con dap nhd cac diéu tri ho trg va
do d6, vin dam bao cung cap mau dén cac mo va tang (ngoai trir nio).

Viét Nam véi hon 90 tri¢u dan nhung tir 2010 dén 2015 chi c6 chua
dén 40 ngudi hién chét ndo. Pay that sy 1a con s6 dang suy ngdm néu
nhin vao thue t& mdi nim, nudc ta c6 khoang 10.000 ngudi chét vi tai
nan giao thong (Uy ban An toan giao thong Qudc gia), sé chét ndo vi
chin thuong so ndo tai cac BV 16n nhu Cho Ray, Viét Piic udc tinh
khoang 1.000 ngudi/nam. Néu chi 10% s6 ngudi nay dong v hién tang
thi d4 c6 thém rat nhiéu tang dé ctru chita bénh nhan. Nhu vay, chung ta
thiéu tang khong phai vi khong c6 ngudn tang ma chua khai thac dugc
tiém nang rat 16n nay.

Nguyén nhan khéng khai thac dwo'ec ngudn ngwei hién chét
nao

Nguyén nhan khach quan, dugc cho 1a rao can 16n nhat hién nay
khién hién tang chua dugc chép nhan rdng rai, 1a nhdn thirc cua nguoi dan
vé chét ndo va quan niém chét toan thay. Mot bd phan ngudi dén tin ring
chét ndo ¢ thé ctru séng duoc. Thyc té, ngudi chét ndo khong thé séng
lai. Céc chirc nang sinh ton nhanh chong mét di (trong vai gio) néu khong
¢6 cac thiét bi y té va thudc men dic biét hd trg. Trong y van, thoi gian
dai nhit ma céc chirc nang sinh ton cta ngudi chét ndo c6 thé duge duy tri
13 48 ngay[4]. Quan niém tim linh ‘chét toan thay’, ngudn gbc tir Khong
gi4o xa xua, da an sau trong suy nghi ctia nhiéu ngudi, gy lang phi 16n dbi
v6i sy séng va chua diing tinh than nhan van. Hon nita, khong c6 ton gido
nao néi ‘chét phai toan thay’ hay phan d6i hién mé - tang khi con séng hay
da chét vi myc dich ctru nguoi. Cac ton gido déu tng ho hién mé - tang vo
vu loi nhu 1a nghia ctr cao dep va phu hgp véi gido 1y ton gido.
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Nghién ctru trén 1.063 nguoi dan TP. HCM, véi > 80% c6 trinh do
dai hoc/sau dai hoc va 1a sinh vién - hoc sinh/cong nhan vién chirc, cho
thdy ty 1 hiéu sai vé chét ndo 13 16,6%, khong dong y hién than cua
ngudi than va ban than khi chét 1an lugt 1 36,2% va 23%. Két qua kha
quan va ngoai mong doi do ddi twong nghién ctru chon loc. Mot diéu tra
khéc trén 1.781 ho gia dinh 6 Ha N1, ba Ne:mg va TP. HCM véi két qua
it lac quan hon, cho thay ty 1¢ khong dong v hién mo - tang ctia nguoi
than va ban than khi chét 1a 49,5% va 56,5% tuong tmg. Cac ly do
khong dong ¥ nguoi than hién ting gdm cam giac c6 16i véi ngudi chét
(70,1%), khong phu h0’p tam linh (36,7%), so du luan xa hoi (13,3%)
va trai voi dao dirc truyén thong (11, 7%) Diéu nay cho thy du ngum
théan trude khi chét cé nguyen vong hién tang gia dmh ciing khé chdp
nhén. Cac 1y do khong ddng ¥ ban than hién ting gom khong phu hop
tam linh (61%), so ngudi than khong dong ¥ (59%), s¢ du luan xa hoi
(16,6%) va trai voi dao duc truyén thong (16,6%)[6].

Cdc nguyén nhén thudc vé trach nhiém cua nganh Y té cing
khong kém phﬁn quan trong. Cac nghién ctru dich t& tai chau Au, Hoa
Ky va Uc chi ra ring mét nguoi hién chét ndo tiém niang cha yéu 1a
do nhitng thiéu sét xdy ra trong quy trinh hién tang & bénh vién, tir to
chtc dén trinh d6 chuyén mén cua nhén vién y té tham gia trong quy
trinh nay, hon 1a cac nguyén tac (luat) chi phéi quy trinh nay hay thai
dd cua nguoi dan[7].

*Hién tai chua c6 khao sat nao vé kién thire - thai do - hanh vi cua
nhan vién y té di v6i hién tang chét ndo & nudc ta, ngoai trir mot didu
tra trén 456 sinh vién y khoa tai Pai hoc Y Ha Néi cho théy 62,7% cho
rang chét ndo gidng voi séng thuc vat va hon mé, 44% cho rang co thé
ctru song ngudi chét ndo va 70,3% khong biét vé tiéu chuan chét nio.
Pay 1a sy nham 1an dang tiéc vi néu bac si/diéu dudng tin rang c6 thé
ctru sdng ngudi chét ndo thi khong thé van dong hién tang chét nio,
tham chi phan tac dung[8]. Theo Amaral va cs., hi¢u qua ctuia hoat dong
ghép tuy thudc sy hiéu biét cia nhan vién y té dbi v6i chét ndo. Hicu
biét kém vé chét ndo va hoi strc nguoi chét ndo s& dan dén mdt nguwoi
hién chét ndo tiém nang vi khéng nhdn dién dwoc nguoi chét nio va
khéng duy tri dwoc chdt lwong cdc tang dé cé thé ldy. Khoang 20 - 47%
nguoi hién chét ndo tiém ning khong bao gio duoc phat hién va 17 -
30% bi tir chdi vi cac tiéu chuan khat khe duoc bac si truc tiép cham soc
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ngudi bénh ap dung ma khong tham vén é kip ghép. Hon nita, 10 —25%
nguoi hién chét nio tiém ning bi ngung tim khong hoi phuc trudc khi
léy tang va mot ty 1é chwa dugc biét chinh xac ngu(‘)i hién chét ndo duoc
liy tang de ghép nhung chét lu:ong va kha nang song clia tang va két
qua ghép xau do khong duy tri tot tinh trang ngum chét nao Duy tri tinh
trang nguoi chét ndo, tim con dap la yeu t6 quyét dinh s6 nguoi hlen va
s6 tang co thé 1dy va ciling 1a yéu t6 quyét dinh chat lugng tang va séng
con cua nguoi nhan va cia tang sau ghép[7].

*Tuy nhién, kho khan nhét van 1a thuyét phyc gia dinh nguoi chét ndo
dong y hién tang. K§ ning quan trong nay chwa duoc chi ¥ va huan luyén
cho bac si/diéu dudng. Budc dau, ty 16 thuyét phuc thanh cong ctia nhém
tu van hién tang tai BV Viét Dtic tuy thap (8,6%, chi 3/35 gia dinh dong
¥ hién tang,) nhung rat dang khich 1¢. Nguyén nhan tir chdi vi hau hét gia
dinh cho rang chét ndo van con hy vong séng[9]. Khéo sét tai BV Chg Ry
ciing cho két qua tuong tr (3,3%, chi 1/30 gia dinh déng ¥ hién tang)[10].
Tai cic nudc Au— My, ty 1& tir chdi hién tang tir 30% dén 56% vai ly do
gia dinh khong dong ¥, khong biét chic tang hién ting sé di dau, so 1am dau
va bién dang co thé nguoi than va khong chip nhan chét ndo[11]. RS rang,
1y 1é cao tir choi hién tang la nguyén nhéan quan trong gy mat tang ghép.

*Chiing ta chua dwoc dau tw cdc thiét bi can thiét cho bdo qudn
va van chuyen tang tir bénh vién, nguoi hién dén trung tam ghép. Piéu
nay khién kho bao quan céac tang dugc lay tir ngudi hién tleu chuan mo
rong va co thé kéo dai thoi gian thiéu mau lanh khong can thiét do tro
ngai giao thong hoic lién lac, dan téi mat tang ghép hodc két qua ghép
xau. Van dé nay trd nén quan trong hon khi hién tai ty 16 nguoi hién tiéu
chuan mé rong ngay cang dugc sir dung nhiéu trén thé gidi (30 - 40%
ngudi hién chét ndo) do tir vong vi tai nan giao thong da giam dang ké
nho tang cuong cac bién phéap an toan duong bd.

Nhin lai truong hop van chuyén tang (tim va gan) dau tién & nudc
ta ngdy 4/9/2015, tir Nam ra Béc, dai hon 1.700 km, v6i cac phuong
tién bao quan tang tho so (thung x6p tw mua & cho roi héap tiét tring, tai
nylon nhiéu 16p), khong c6 may bay riéng dé chu dong thoi gian van
chuyén, khong c6 canh sat dan duong cho xe chd tang dé tranh bi tic
nghén duong sa,... Piéu may man, nguoi hién tang 1a ngudi chét ndo
tiéu chuan qui udc va sy nd luc, quyét tim ciia tat ca cac é kip tr BO Y
té dén Bo Cong an va Bo Giao thong van tai.
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Giai phap dé tang s6 lwong ngwei hién chét nao hién tang

Déi véi cdc nguyén nhan khach quan, nhiéu giai phap da
dwoc dé xuat va thure hién, chang han cac chién dich truyén thong
dai chung nham ting cudng nhéan thic ctia nguoi dan va cac t6 chic
chinh tri - x4 hdi vé y nghia nhan dao - nhan vin cao quy ciia hién tang
khi con song va khi chét; xdy dung mang luéi cung cap théng tin, tu
van va dang ky hién tang; phat hanh thé nguoi hién tang; t6 chirc cac
hoat dong tri an ngu’()’l hién tang va gia dinh ho (tang thé bao hiém y té
va cham soc y té sudt doi, ting ky niém chuong/bing khen, dugc wu
tién ghép tang,...). Gan day nht, 1a su ra doi clia cac t chirc Nha nudce
dam trach nhiing hoat dong néu trén, nhu Trung tam Diéu phdi quéc gia
vé ghép bo phan co thé nguoi ngay 29/6/2013, Hoi Van dong hién mé
va bo phan co thé nguoi va Hoi Ghép tang Viét Nam ngay 26/6/2015.

"Gio 1a lac x4 hoi nén thay d6i nép nghi, quan niém, nhan thirc va
can dwa van dé hién va ghép tang vao gido duc trong nhd truong. Co
nhu thé thi 20 nim sau, méi co ban déap u’ng duogc 2/3 ngudn tang hién".
Cantarovich va cs. cho thay gido duc vé hién va ghép tang tir tudi hoc
tro ¢6 vai tro 16n thiic ddy sy phat trién ghép tang, nhat 1a h1en tang tur
ngudi hién chét ndo vi gitip hoc sinh va sinh vién hiéu diing vé chét nao
cling nhu ¥ nghia cao dep cua hanh dong hién tang[12].

Déi v&i cdc nguyén nhéan thudc vé trach nhiém cua nganh
y té, c6 nhiéu co héi dé ting s6 ngwoi hién chét ndo va sé
tang ghép, bao gdom t6i uu hoéa quy trinh hién tang, cai tién k¥ thuat
bao quan va ghép tang, cai thién hé thong phan phdi tang ghép va thay
d6i mot sb didu khoan luat.

Téi wu héa quy trinh hién tang

Phat trién mang ludi cac BV ngudi hién chét ndo tir tuyén quan/
huyén dén tinh/thanh phé truc thudc cac trung tim ghep phan vung
quan ly dua trén khodng céach dia ly tr BV ngu’(n hién dén trung tim
ghép nham dam bao thoi gian thiéu mau lanh ngin nhat.

Nang cao nhén thirc ctia nhan vién y té vé nhu cau hién tang tir nguoi
chét ndo, dic biét la bac si/diéu dudng lam viéc tai cac khoa san soc tich
cuc va cp clru, noi xdy ra hau hét cac trudng hop chét ndo. Mubn ting
sd tang ghép, béc si phai c6 kha nang chan doan chét ndo, tir 46 nhan dién
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som nguoi hién chét ndo tiém ning, tién hanh cac bién phap hoi sirc nham
duy tri chat luong cac tang dé ¢ thé 1ay[13]. Sy tham gia tich cuc ctia doi
ngil y béc si cac khoa sin soc tich cuc va cdp ciru vao quy trinh hién tang
1a yéu t6 then chdt cho s thanh cong ctia bat cir chuong trinh ghép nao.
DA (Donor Action) 1a chuong trinh trg gitip cac y bac si khoa san soc déac
biét va cé'lp clru trd 101 cac cau hoi tai sao, khi nao va ¢ dau nguoi hién chét
ndo tiém nang bi mét va viéc ap dung cic phuong phap ciia DA da giup
tang sO hién tang tir 70% dén 160%.

Phat trién d6i ngii diéu phdi vién hién tang tai chd: Thong thuong day
1a cac bac si hodc diéu dudng lam viéc tai cac khoa hoi strc tich cuc va cap
clru, gitr vai tro cau ndi gitta BV nguoi hién va trung tim ghép, c¢6 nhiém
vu: theo ddi nhitng ngudi bénh c6 tién luong sdng dé dit, kiém tra khong
tri hoan chan doan chét ndo, danh gia 1am sang ngudi hién chét nio tiém
nang, chon lya céc tang du tiéu chuén dé lay, thuyét phuc gia dinh nguoi
chét ndo hién tang va trong mot sO trudng hop, tu van phap ly khi tur vong
lién quan dén chan thuong, duy tri cac chirc nang sinh ton & ngudi hién
chét ndo, phan phdi tang gitra cac & kip ghép, t6 chirc 1iy va van chuyén
tang[ 14]. M6 hinh TPM (Transplant Procurement Management) su dung
diéu phdi vién hién tang tai chd di giup Tay Ban Nha tr¢ thanh nudc din
dau thé giGi vé ty 16 ngudi hién chét nio.

Can huan luyén k¥ ning giao tiép cho bac si/diéu dudng dé thao
ludn vé chét ndo va hién tang vai gia dinh ngudi hién vi c6 tinh quyét
dinh hanh dong hién tang: dia diém va thoi diém dé cap hién tang, ndi
dung va khoang thoi gian trao ddi, kha ning cua bac si va nhan vién
diéu phoi hién tang giai quyét cac cau hoi va yéu cau cua gia dinh déu
1a cac yéu t6 anh hudng dén quyét dinh hién tang. Do d6, doi hoi nhan
vién y té phai co kinh nghiém dé giam ty 1& tir chdi hién tang[7]. Cac
khoa dao tao nhu vay véi tén goi EDHEP (European Donor Hospital
Education Programme) di dugc t6 chirc hang tram lan tai 35 nudc trén
thé gii bang 15 ngdn ngir khac nhau[15].

Ap dung céc ky thuét tién tién trong bao quén va ghép tang

Duy tri kha ning song cua tang sau khl lay va cho dén khi ghep
1a chia khoa dé dam bao chirc ning va song con cua tang duoc toi uu
sau ghép. Bao quan lanh tinh 1 k¥ thuat pho bién nhét hién nay nhung
khoéng thich hop véi cac tang duoc 1ay tir nguoi hién tiéu chuan mo
rong hodc nguoi hién tim ngimg dap. Truong hop nay, truyén rira lanh
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bang may cho két qua t6t hon[16]. Sau nhimng bat cap dugc boc 16 trong
truong hop van chuyén tang dau tién tir Nam ra Béic, BV Viét Puc
da duoc giao dé tai khoa hoc cdp nha nuédc vé bao quan tang. "Trong
twong lai, néu c6 nhidu ngudi hién tang hon thi phai nghi td1 vige trang
bi pthO’ng tién chuyen dung van chuyén tang, do vay, vé 1au dai Trung
tam diéu phdi quoc gia vé ghep bd phan co thé nguoi phai tim nguon
lwc x4 hoi hoa dé giai quyét van dé nay", y kién ctia Bo truong Bo Y té.

Cac ky thuat ghép gan phan tach’, ghép gan ‘domino’ va ghép mot
thay vi hai phoi glup tang sd bénh nhan dwoc ghép véi két qua ghép
ngan va dai han chap nhan duoc.

Céi thién hé théng phan phdi tang ghép

Can cap nhat va hoan chinh danh sach bénh nhan cho ghép dé han
ché tinh hudng c6 nguoi hién tang ma khong c6 ngudi nhan hodc ngudi
nhan & tinh trang chdng chi dinh ghép. Hon nita, chat luong tang thay
ddi tiy phan loai nguoi hién va do d6, can dugc phan phdi dén nguoi
nhan thich hop va déng ¥ chip nhan tang d6. Cac hé thong phan phdi
tang hop 1y dua trén su trao d6i (chia sé) tang s& giup giam ty 1¢ bo tang
sau khi 1dy va cai thién két qua ghép.

Thay déi mét s6 quy dinh trong Luét hién, 1ay va ghép mé - bd
phan co thé nguoi

Luat nudc ta 4p dung nguyén tic ‘dong y bao trude’ (opting-in),
nghia la ngu(‘)’i mudn hién ting, khi con sng va & tinh trang strc khoe
t6t, phai thé hién sy dong y trude va do 6, khi chét, nganh Y té m(n
duoc phép ldy mo - tang dé ghép. Pé xac nhan diéu nay, ngu0’1 mudn
hién tang phai dang ky qua mang vi tinh luu trit dit liéu ngudi hién tang
hodc mang thé nguoi hién tang va nha nudc phai to chuc lién tuc va
thudng xuyén cac chién dich quang ba hién tang. Tuy nhién, gia dinh
nhitng ngudi ndy méi 1a nguoi dua ra quyét dinh sau ciing khi nguoi
hién tang da chét va nhan vién y té ludn ton trong quyét dinh nay. Do
do, dé tam nguyén hién mé - tang sau khi chét dwoc thanh tyu, nguoi
dang ky hién tang nén chia sé voi gia dinh dé c6 sy dong thuan cao.
Nguoc lai, mot sé nudc ap dung nguyén tic ‘dong y gia dinh’ (optmg—
out), nghia 1a moi nguoi duoc gia dinh 1a dong ¥ hién tang, cho dén khi
ban than ngudi d6 hodc gia dinh nguoi d6 phan dbi. Hé théng opting-in
tao ra s6 nguoi chét hién tang it hon hé théng opting-out.
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Luat nudc ta chura cho phép lay tang tir ngudi chét ndo < 18 va > 60
tudi (goi 12 ngudi hién tiéu chuan maé rong) dé ghép. Pay 1a sy lang qui
rit 16n ngudn tang vi tang tir ngudi hién < 18 tudi ciru séng rat nhidu
bénh nhan nhi bi suy co quan giai doan cudi va tang tir ngudi hién >
60 tudi, diac biét than va gan, s€ ciu séng nhiéu bénh nhéan suy than
man giai doan cudi > 60 tudi (goi 1a chuong trinh ghép than hoa nién,
Eurotransplant Senior Program) va bénh nhan bénh gan giai doan cudi.

Luat nudc ta ciing chua cho phép sir dung ngudi hién tim nging dap.
Pay 1 ngudn ngudi hién chét c6 tiém nang rat 16n[17]. Truong hop ghép
than dau tién thanh cong tir ngudi hién tim nging dap co kiém soat -
Maastricht ITI, & BV Cho Ry ngay 18/6/2015, 1a minh chtig cho tinh kha
thi cta viéc khai thac ngudn tang nay dé giai quyét phan nao sy thiéu hut
tang & nudc ta. Hé thong opting-out cho phep bao quan lanh cac tang trong
co thé trudc khi than nhan ngudi chét dén, vi thé, cho phép ldy duoc tang
dé ghép, trong khi truyén rira lanh ngudi chét khong duge phép cua than
nhan 1a diéu xdm pham va khong duoc khuyén cdo ¢ hé thong opting-in.

Két luan

Thiéu tang 13 tré ngai chinh han ché ghép tang. S6 tang dugc ghép
c6 thé tang dang ké néu quy trinh hién tang dugc t6 chirc chuyén nghiép
va nhan vién y té tham gia trong quy trinh nay dugc dao tao bai ban.
Thiéu tang khong phai do van dé phap 1y, mic du nhan thirc ctia ngudi
dan vé chét ndo va nhu cau ghép tang hién tai 13 van dé can quan tam.
Ngoai ra, chat luong cua tang duoc ldy va do do, két qua ghép sé duoc
cai thién néu tinh trang nguoi hién chét ndo tiém niang dugc duy tri tot.
Diéu nay gitp giém chi phi lay tang nho ting sb ngu?éri hién chét nio
tiém nang c6 thé hién tang duoc, cai thién kha ning song cua tang, glam
tir vong va bién chimg & ngudi nhan, glam thoi glan nam vién, ting séng
con cua tang ghép va ngudi nhan, gop phan giam s6 bénh nhan chd ghép.
Tét ca nhimng diéu nay s& lam giam chi phi cho hé thong y té cong.
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Chwong 5

CHi BINH VA CHONG CHi BINH HIEN THAN

Tiéu chuan cua ngwoi hién than

Ngudn than ghép duge chon tir ngudi hién than séng hodc tir nguoi
chét ndo, hodc tim ngirng dap.

Hoan toan ty nguyén: ¢ gidy cam doan cta ban than, sy dong
¥ cua gia dinh va sy ching nhan cta chinh quyén dia phuong.
Pu sire khoe dé thuc hién cudce phau thuat.

C6 chirc ning than binh thuong va nguy co méc bénh than sau
nay thp nhat.

Khong ¢ yéu té nguy co truyén cac bénh truyén nhiém hoic ac
tinh sang ngudi nhan.

Khong c6 cac yéu td nguy co anh huéng dén chirc ning thin con
lai ctia nguoi hién.

Phan tng chéo giita nguoi hién va nhan 1a 4m tinh.

Tubi nguoi hién than nén twong duong hodc 16n hon ngudi nhan.
Khoéng nén 1ay than cta ngudi hién trén 60 tudi[1]. Tudi cang
cao s& lam ting nguy co phiu thuat nhung chua cé giéi han 1&
rang cho giéi han trén cia tudi cho than. Tai My, khoang 25%
cac trung tim dong }'/ gid1 han trén lé 65, song van co nhfrng
truong hop ngudi hién than trén 70 tudi nhu:ng hiém[2]. Céc két
qua ngan han ctia viée ghép than tir nguoi hién tang trén 65 tudi
hau nhu twong ty ddi v6i nhitng ngudi nhan than tir nguoi hién
than tré tudi. Tuy nhién, sy séng con ctia than ghép dai han thap
hon[3]. Ngoai ra, yéu td nguy co sinh Iy chinh trong than ‘gia’
1a thoi gian thiéu mau lanh kéo dai[4,5]. Do dé ngay nay, cac
huéng dan it nhdn manh vao d6 tudi ngudi hién tang nhung chu
¥ nhiéu hon vé thé trang ctia nguoi hién, dic biét 1a cac co quan
dugc hién ting.

Ngwoi hién than tiéu chuan mé réng (nguwdi hién than & gioi
han giap bién)[6]
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Tiéu chuan

Tudi trén 70 khong co yéu té nguy co.

60-70 tudi c6 bénh st dai thao duong, ting huyét ap, tiéu dam

1g/24 gio, hay c6 thay d6i mach mau véng mac.

D6 thanh thai creatinine 50 ml/phut va tang van con gia tri cho

ghép mot than.

D¢ thanh thai creatinine < 50 ml/phit — nén dugc ghép hai than

cung nhau hoac loai bo néu mo hoc bat thuong.

+ 5-20% cau than bi xo héa khi sinh thiét véi it nhat 25 cau
than 14y tir ca hai qua than - than vin c6 thé ghép don hay
hai than.

+ Hon 20% cau than bi xo hoéa - quyét dinh dua trén churc
nang than.

Y nghia 1am sang thyc sy ctia mdi tiéu chuan dén nay van chua 16
vi chua dugce danh gid mot cach nghiém thc, vi du van dé sinh thiét than
trude khi cay ghép[7,8].

Chéng chi dinh hién than

Than mong ngua, than da nang, than bénh 1y.

Bénh hé théng, ung thu, bénh lao, giang mai, nghién ma tay, phu
nir ¢o thai.

Chéng chi dinh tuong doi: bt thuong mach méu than, bénh béo
phi (BMI > 30), tién st so1 than.

Bénh lay nhiém

Nguoi hién tang tiém nang phai duoc kiém tra cac bénh nhidm:
HIV

Viém gan virus C

Viém gan virus B

Cytomegalovirus (CMV)

Epstein-Barr virus (EBV)

Giang mai

Nhiém virus, nhiém tring huyét, lao,...

+ o+ + +
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Nguy co lay nhiém HIV cao tir ngudi hién tang tiém nang nghi
ngd lam dung thudc gdy nghién tiém tinh mach. Ngoai ra, xét
nghiém huyét thanh trong thoi gian @ bénh cia HIV (2 thang)
hodc viém gan (1én dén 6 thang) c6 thé am tinh. Bén canh do,
mot lugng 16n dich truyén st dung trong qua trinh hoi stc ¢o
thé dan dén mot phan tmg huyét thanh binh thuong do tac dong
pha lodng[9]. Xét nghiém huyét thanh hoc do d6 phai dugc lap
di 1ap lai va kiém tra bd sung thuc hién (vi du PCR) dé loai trir
tinh trang nhiém cac virus trén.

Truong hop ngoai 1€ déc biét dbi voi bénh nhiém virus HIV hodc
viém gan virus.

Nguwoi hién tang viém gan virus C

Nguoi nhan bi viém gan virus C dugc ghép than sau khi giai
thich va c6 dong y cua bénh nhan

Nguoi nhan khong viém gan virus C, ¢6 nguy co cao lay nhiém
bénh. Tuy nhién, ghép than co6 thé thuc hién trong truong hop
khan cap sau khi giai thich va c6 sy dong ¥ cua bénh nhan.

Nguwoi hién tang HBsAg(+)

Ngudi nhdn c6 HBsAg(+) (néu khang nguyén HDV (-)), ghép than
¢6 thé thuc hién sau khi gidi thich va co su déng y cua bénh nhan.
Nguoi nhan ¢6 HBsAg(-) voi hiéu gia khang thé anti-HBs cao
va anti-HBc(+), ghép than co thé thuc hién sau khi giai thich va
¢6 su ddng ¥ ciia bénh nhan.

Ngudi nhan c6 HBsAg(-) v6i hiéu gia khang thé anti-HBs trung
binh/cao don thuan (anti-HBc(-)), ghép than co thé gay lay
nhiém cao nhung van c6 thé thuc hién sau khi giai thich va co su
ddng y ctia bénh nhan.

Nguoi nhan c¢6 HBsAg(-), khong co khang thé anti-HBs, ghép
than chi thyc hién trong tinh trang bénh nhan khong con duong
loc mau, khi khang nguyén HDV am tinh va sau khi giai thich
va ¢ sy dong ¥ ctia bénh nhén.

Nguwoi hién tang cé khdng thé HBc (+)

Trong ghép gan, nguy co 1y truyén viém gan virus B tir ngudi
hién tang c6 khang thé anti-HBc(+) cho ngudi nhan rat cao
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(50%). Trong tinh hudng nay, ghép gan duoc cho phép sau
khi giai thich va c6 sy déng ¥ cua bénh nhan. Ghép than, tim
va phdi c6 nguy co lay truyén viém gan virus B thap hon,
nhung khong phai khong c6. Do dd, ghép than dugc cho phép
0 nguodi nhan HBsAg duong tinh, hodc ngudi nhan HBsAg am
tinh voi anti-HBs hiéu gia khang thé > 10 mIU/ml, sau khi giai
thich va c6 sy dong y ctia bénh nhan.

- Nguoi nhan HBsAg am tinh khong c6 khang thé khang HBsAg,
chi cho phép ghép than trong tinh trang bénh nhan khong con
duong loc mau, sau khi giai thich va c6 sy dong ¥ ciia bénh nhan.

Bénh ly ac tinh
Chdng chi dinh tuyét dbi: bénh ung thu hoat dong hodc co tién sir
ung thu di can (véi mét so ngoai 1€, chang han nhu ung thu tinh hoan)

va ung thu co ty 18 tai phat cao, chang han nhu ung thu va tién trién, u
teé bao hac t0, bénh bach cau, hodc ung thu hach.

Vi nhitng bénh ung thu khac, néu it hon 10 nam ké tir khi két thuc
diéu tri, viéc danh gia nguy co - loi ich phai dugc thyuc hién can thén,
can nhic nguy co lay nhidém bénh so sanh véi ty 18 tir vong trong danh
sach cho. Chinh vi van dé thiéu hut tang ghép da dan dén nhiéu chuong
trinh ghép chdp nhan ngudi hién tang chi sau 5 nim khong c6 bénh 1y
ac tinh tai phat. Cho dén nay, chi mot ty 18 thap cta bénh 1y 4c tinh lay
nhiém tir nguoi hién tang dugc bao cao[10]. Ghép than thanh cong da
duoc thuc hién v6i ung thu than do 4c thap (low- grade renal carcmoma)
dugc cit bo budu. Ngudi nhan tang tir nguoi h1en tang co tién sir mac
bénh 1y 4c tinh phai duoc théng bao va theo ddi can than[11].

Diéu kién mach méu va chiec nang than

Tién str dai thio duong lau dai hodc tang huyet ap nghiém trong voi
ton thuong mach mau vong mac la nhung yéu t6 nguy co quan trong
cho ghép co ‘quan that bai. Cac yéu t6 dé loai bo ngudi hién tang tiém
ning hoic dé xem xét iy mot tang chtr khong phai da tang bao gom:

- Nhodi méu co tim trude day

Pau thit nguc va phiu thuat bac cau mach vanh
Bénh mach mau hé théng nghiém trong

Ha huyét 4p kéo dai
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- Thiéu niéu

- Nam tai khoa chim séc dic biét kéo dai.

O nhiéu trung tam ghep tang, do thanh thai creatinine 50 mL/phut
1a & gidi han thap c6 thé s dung cho hai ngudi nhan, khéng phy thudc
vao d6 mo hoc cua co quan, nhung tity thudc vao tién sir ciia nguoi hién
tang. Trong khi d6, cac trung tdm khac danh gid mtrc do xo hda cau than
va dong mach tir sinh thiét than[12].

To6n thuong than cap khong phai 1a chdng chi dinh. Than cé thé
duoc su dung sau khi danh giéa can than.

Ghép mot hay hai than cho mgt bénh nhan

Ly do dé ghép hai than dong thoi trén cing mot ngudi dya trén hai
khai niém mau thuan. Tha nhét, than c6 khoi lugng cau than nho phai
siéu loc lam tang huyét 4 ap & cau than, gdy xo hoa cau than tién trién[13].
Mot than theo tiéu chuan mo rong don thuan c6 khdi lugng than giam
va mot s6 cau than khong nhiéu, bi giam thém do thoi glan thiéu mau
lanh, chan thuong than ghép va diéu tri thudc trc ché mién dich tiém
ning giy doc cho than. Ghép dong thoi hai than cho cing nguoi nhan
c6 thé tang sb luong cau than va ngin ngira tén thuong than. Thir hai,
than lay theo tiéu chuan mo rong c6 chitc ning hay khong chi cé thé
kiém chtng sau khi ghép. Ngoai ra, d loc cdu than cta than ghép
thuong gia ting sau ghép[14-16]. Ghép hai than khong can thiét vi thiéu
ngudn tang ghép.

Hai khai niém d6i lap duong nhu cho thdy rang danh gia than khong
phii hop duya trén chirc ning hodc mo hoc nén hodc 14 ca hai dugc cay
vao mot ngudi nhan hodc ca hai bi loai bé[17]. Tuy nhién, mdt nghién
ctru tién ctru da trung tAm[ 18] da két luan rang viéc ghép hai than déu
an toan, dung nap t6t va khong c6 bién ching phiu thuat nhiéu hon cac
k¥ thuat ghép mot than.
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Ngudi hién tang

Panh gia vé mat kinh té va xa hoi

Péanh gia vé mat tam 1y
‘ Danh gia tinh trang stre khoe |
| R |
Chtre nang than Bénh 1y Bénh ly Bénh 1¥ 4c tinh va
tim mach nhiém trung céc van dé khac

Téng phan tich nde Tiéu duwong, Viém gan vi- Tam soat cac

tiéu, tiéu dam, tiéu tang huyét ap, mit B, C, HIV, bénh Iy 4c tinh
méau, GFR, bénh than loan nhip tim, CMV, EBV...

bAm sinh, soi than, bénh valve tim

bét thwomg cdu tric

Hinh 1. Cac buéc danh gia co ban trén ngwdi hién than.

TAI LIEU THAM KHAO

Bd Y té (2006), Quy trinh k¥ thuat ghép than tir ngudi hién song.
Danovitch, G.M., Handbook of Kidney Transplantation, Chapter 6 “Living

Donnor Kidney Transplantation”. Lippincott Williams & Wilkins, 2009, 5th
edition: p. 128-149.

Alexander JW, B.L., Breen TJ, Effect of donor age on outcome of kidney
transplantation. A twoyear analysis of transplants reported to the United Network
for Organ Sharing Registry. Transplantation, 1994. 57(6):871-6. http://www.ncbi.
nlm.nih.gov/pubmed/8154034.

Wyner LM, M.J., Hodge EE, et al Use of kidneys from older cadaver donors
for renal transplantation. Urology, 1993. 41(2):107-10. http://www.ncbi.nlm.nih.
gov/pubmed/8497979.

Cicciarelli J, 1.Y., Mendez R, The influence of donor age on kidney graft
survival in the 1990s. Clin Transpl 1999. 335-40. http://www.ncbi.nlm.nih.gov/
pubmed/11038652.

G. Karam, T.K., A. Alcaraz, F.T. Aki, K. Budde, U. Humke, F. Kleinclauss,
G. Nicita, J.O. Olsburgh, C. Siisal, Kidney donor selection and refusal criteria

29



HUPONG DAN GHEP THAN VIET NAM

10.

I1.

12.

13.

14.

15.

16.

17.

18.

30

European Association of Urology 2014: p. 18-21.

Andrés A, H.J., Morales E, et al, The double or single renal graft depending
on the percentage of glomerulosclerosis in the preimplant biopsy reduces the
number of discarded kidneys from donors older than 60 years. Transplant Proc
1999. 31(6):2285-6. http://www.ncbi.nlm.nih.gov/pubmed/10500580.

Pokorna E, V.S., Chadimova M, et al, Proportion of glomerulosclerosis in
procurement wedge renal biopsy cannot alone discriminate for acceptance of
marginal donors. Transplantation 2000. 69(1):36-43. http://www.ncbi.nlm.nih.
gov/pubmed/10653377.

Scheinkestel CD, T.D., Cooper DJ, et al, Medical management of the (potential)
organ donor. Anaesth Intensive Care, 1995. 23(1):51-9.[No abstract available]
http://www.ncbi.nlm.nih.gov/pubmed/7778748.

Taioli E, M..D., Palmieri S, et al, A population-based study of cancer incidence in
solid organ transplants from donors at various risk of neoplasia. Transplantation,
2007. 83(1):13-6. http://www.ncbi.nlm.nih.gov/pubmed/17220783.

L., P., Precautions to be taken to prevent transmission of neoplastic diseases in the
grafting process. In: Organ and Tissue Transplantation in the European Union.
London: Graham and Trotman, 1994: 33-41.

Karpinski J, L.G., Cattran D, et al, Outcome of kidney transplantation from
high-risk donors is determined by both structure and function. Transplantation,
1999. 67(8):1162-7. http://www.ncbi.nlm.nih.gov/pubmed/10232568.

Brenner BM, C.R., Milford EL, In renal transplantation, one size may not
fit all. J Am Soc Nephrol, 1992. 3(2):162-9. http://www.ncbi.nlm.nih.gov/
pubmed/1391717.

Halloran PF, M.A., Barth C, Rethinking chronic allograft nephropathy: the
concept of accelerated senescence. J Am Soc Nephrol, 1999. 10(1):167-81. http://
www.ncbi.nlm.nih.gov/pubmed/9890324.

Berardinelli L, B.C., Raiteri M, et al, Long-termresults of 211 single necrokidney
transplantations from extreme-age donors: why dual allograft? Transplant Proc
2001. 33(7-8):3774-6. http://www.ncbi.nlm.nih.gov/pubmed/11750606.

Beckurts UT, S.D., Pollok M, et al, Single-centre experience with the ‘old for
old’ program for renal transplantation. Transplant Proc, 2001. 33(7-8):3779-80.
http://www.ncbi.nlm.nih.gov/pubmed/11750608.

Alfrey EJ, L.C., Scandling JD, et al, Expanded criteria for donor kidneys: an
update on outcome in single versus dual kidney transplants. Transplant Proc,
1997. 29(8):3671-3. http://www.ncbi.nlm.nih.gov/pubmed/9414884.

Remuzzi G, G.J., Ruggenenti P, et al, Early experience with dual kidney
transplantation in adults using expanded donor criteria. Double Kidney Transplant
Group (DKG). J Am Soc Nephrol, 1999. 10(12):2591-8. http://www.ncbi.nlm.
nih.gov/pubmed/10589699.



Chwong 6
KY THUAT LAY THAN

Ngwei hién séng

Ngudi hién séng 1a ngudn hién than quan trong, hién tai chiém
khoang 20% s6 than ghép trong khu vuc EuroTransplant va khoang
40% tai Hoa Ky. Tai Viét Nam, hau hét than ghép 1a tir nguoi hién sdng.
Da s6 nguoi hién séng 1a cac thanh vién trong gia dinh, nhung nguoi
hién séng khong c6 quan hé di truyén ngay cang nhiéu, goi 1a ngudi
hién séng c6 quan hé tinh cam, chéng han vo chéng hodc ban be. Trong
khu vuc EuroTransplant, gan 50% ngudi hién song khong c6 quan hé di
truyén (42,2%). Tai Hoa ky, ty 1& nay 1a 37,2%. Tai Viét Nam, hau hét
ngudi hién séng 13 ciing quan hé huyét thong.

Ghép than tir ngudi hién sdng c6 nhiéu vu diém hon tir nguoi hién
chét, bao gom két qua ghép (ngin va dai han) t6t hon, hdi phuc chirc
nang than ghép tirc thi, rc ché mién dich it hon, thoi gian cho ghép ngén
hon, tham chi bénh nhén c6 thé duoc ghép don dau (trude khi loc mau)
va tao dugc quan hé tinh cam véi nguoi hién.

Céac huéng dan y duc bat buc rang nguoi hién séng khong bi
cudng ¢ép va khong dugc chi tra cho viéc hién tang. Hién tang tir nguoi
hién song can dugc xem la moén qua vo gia va nén duoc tao diéu ki¢n
bat cur khi nao c6 nguoi hién thich hop.

Cham séc tién phau

Bénh nhan phai dugc bac si gdy mé va € kip xu tri dau thdm khadm
trudc mo.

Chon Iwa than

Néu tham kham mach méau than va dudng niéu c6 bat thudng, phai
xac dinh nguy co do6i véi nguoi hién hodc nguoi nhan. Khi mot than nho
hon hodc c6 bat thuong nhe, than tot hon ludén can dé lai véi nguoi hien.
Khi hai than tuong duong vé giai phau, chon cat than phai hay trai qua
ndi soi 0 bung van con tranh cai. Cat than phai di kém vdi tinh mach
than ngan hon va nguy co huyét khoi tinh mach than & nguoi nhan.
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Mot van dé khac 1a st dung than voi nhiéu dong mach vi di kém
cac bién chiing mach mau va niéu quan, dic biét cac dong mach than
phu cuc dudi. Tuy nhién, cling nhu nhitng tranh cii vé st dung thin
phai, nhiéu trung tim c6 xu hudng cit than trai ngay ca khi co nhiéu
dong mach.

Chon Iwa phau thuat cat than

Hién than tir ngudi hién séng chi dugc chap nhan khi nguy co tic
thi va 1au dai ddi v6i nguoi hién 14 téi thiéu va loi ich mang lai dbi voi
ngudi nhan 1a t6i da. An toan va strc khoe ngudi hién 13 wu tién hang
dau, do d6, cac ky thudt ngoai khoa phai duoc tdi wu hoa lién tuc. Ky
thudt cit than da tién trién tir m6 md dudng hong lung sang md mo tach
co du(‘mg rach da t6i thiéu, dén céc k¥ thuat can thiép tdi thiéu, gdm noi
soi 0 bung quy udc, noi soi 6 bung véi tay tro gitp, ndi soi sau phiic
mac don thuan, ndi soi sau phiic mac véi tay trg gitip va cat than ngu(n
hién sdng véi robot tro gitup. Hién tai, cac k¥ thuat can thiép t6i thiéu
dang du:cc danh gia va so sanh dua trén két qua ngoai khoa, chét luong
cudc sdng, theo ddi 1au dai va bién chung d6i véi ngudi hién, ngudi
nhan va than ghép. Chon lya k¥ thudt nao tuy thudc kinh nghiém cta
phau thuat vién va chon lya ctia bénh nhan.

Bang 1. Ky thuat |4y than t&» ngwdi hién séng.
Ky thuat M6 ta

Mé mé& qua phic mac | Dwong gitra bung
hoac dwong dwdi swon phai hoac trai

Mé mé ngoai phic mac | Bwéong lung — that lwng trén hodc dudi swon, bén
phai hoac bén trai

Noi soi 6 bung Qua phuc mac hoac sau phuc mac

Céac bude phau thuat twong tu nhu cit than qua ndi soi o bung dugc
thuc hién d6i v6i cac bénh than lanh tinh hay 4c tinh. Puong qua phtic
mac di kém véi ty 1& cao hon céc bién ching rudt (nhu liét rudt co nang
hodc tham chi co hoc) va ¢ 2,3% trudng hop, phai cat lach dong thoi vi
t6n thuong lach xdy ra khi boc tach dai trang.

Trude khi cat than, cin ting cudng loi tiéu & nguoi hién bang cach
truyén dich va dung mannitol (25 g). Co that dong mach than c6 thé
ngin ngira bang papaverine str dung tai chd.
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Cit than nguoi hién sdng qua ndi soi 6 bung hién dang chiém wu thé
vi it xam hai hon va két qua than 13y ra t6t nhu mé mé. Vai tro thay thé
mo mo ctia ndi soi 6 bung duge khang dinh qua trudng hop tha 1.000
ctia Hoa Ky tai Hoi nghi Ghép tang Thé giGi 2006 tai Boston. Hiéu qua
d6 1am cho s nguoi hién than ting 1én tir 50% dén 100% tai cac nudc
Au - My.

Bang 2. Nhirng diém can Iwu y khi Iy than qua ndi soi 6 bung.

Chuan bj bénh |Trong khi lay than, dc biét khi phau tich ron than, bénh
nhan n,hén can dwoc truyén dich va mannitol thigh hop dé
toi wu hda chirec nang than trong qua trinh lay than va
sau ghép.

Vi tri bénh nhan |D&t bénh nhan trén ban md & vi tri trai hay phai véi dung
trén ban phau|cu nang than.

thuat Than trai thwong dwoc chon vi tinh mach than dai hon.
Bén phai, gan c6 thé khién phau tich khé khdn & dwdng
qua phuc mac.

No6i soi 6 bung|Puong qua phic mac cé khong gian thao tac réng hon.
qua phic mac | Than duwoc tiép can bang cach phau tich dai trang va
phlic mac & nhivng chiéu dai khac nhau. Tiép can dong
mach than phurc tap hon vi vi tri nam sau tinh mach than.
Tuy nhién, sau c&t cubng than, than cé thé lay ra ngoai
dé dang hon qua dwong rach da dwdi rén.

N6i soi 6 bung|DPuwong sau phuc mac cho phép nhan dién dé dang va
sau phiic mac  |ngay tir dadu ddng mach than va tiép can truc tiép cac
nhanh tinh mach than. Nhwoc diém chinh cda duwdng
tiép can nay la khong gian thao tac han ché, khién kho
khan cho viéc str dung cac tui noi soi dé 14y than ra ngoai
nhanh chong.

Cham séc hau phau

Giam dau hau phau day du 1a yéu t6 then chét dé ngan ngira bién
chtng hau phau, dic biét xep phdi va viém phoi. Khang sinh du phong
cling can st dung. Heparin tiém duéi da, st dung lién tuc vo chan va
cac dung cu bang ép chan duoc khuyén cdo nham ngan ngira huyét khéi
tinh mach sau chi dudi. Pa s6 bénh nhan c6 thé dn udng tir hau phau
ngay 2 hodc 3 va ngudi hién c6 thé duoc xuat vién tir ngay hau phau 2
dén 6. Chtrc ning than sau md can dugc danh gia dinh ky. Mic du ngudi
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hién c6 thé bi tang 25% tri s6 creatinine huyét thanh, né)ng do creatinine
s& trd vé gan mirc ban du trong vong 3 thang.

Khéng c6 bang chimg thuyét phuc 14 ngudi hién séng bi ting nguy
co 1au dai do hién than. Tuy nhién, danh gia theo ddi lau dai mot cach
dinh ky duoc khuyén céo dbi véi nguoi hién.

Khuyén cao Cap do
St dung nguoi hién séng di kém voi ty 1& thanh cong cao hon B
ngui hién chét va cho phép mét sd bénh nhan tranh dugc thoi
gian ch& doi kéo dai va tham chi tranh dwoc loc mau.

Phau thuat vién cé trach nhiém dadm bdo rang ngudi hién than B
thI',Ch hop vé phwong dién y khoa yé tdm ly doi véi cude mo; than
hién tang binh thwdng; va xac suat thanh cdng & nguwdi nhan la
c6 thé chap nhan.

Than tét hon phai ludn duoc dé lai véi nguwdi hién B
L&y than qua dwong phic mac co ty 1€ bién ching rudtnon valach| B
cao hon so v&i cac phuwong phap phau thuat khac
Céat than qua md mé nén thuc hién qua dwdrng ngoai phic mac B
Céat than qua ndi soi 6 bung chi nén thwc hién béi phau thuat vién B
da duwoc dao tao ky thuat nay
Cét than qua ndi soi 6 bung v&i tro gilp clia ban tay gitp giam thiéu| B
thoi gian thiéu mau néng so véi phau thuat néi soi 6 bung quy wéc

Ghép than twr ngwoi hién séng tai Viét Nam

Viét Nam hién c¢6 18 trung tim ghép than tir nguoi hién séng. M6
mo cat than 12 k§ thuat pho bién nhat. Noi soi 6 bung cat than duoc thuc
hién & BV Quan Y 103 va BV Vié¢t Dtic va ndi soi sau phuc mac don
thudn cat than tai BV Cho RAy. Noi soi sau phiic mac don thuan so sanh
v6i m6 mé cét than cho thay chirc ning than ghép twong duong nhung
it hon vé bién chuing va di chung. Noi soi sau phic mac don thuan, do
do, it xam hai, an toan va hi¢u qua hon md mo kinh dién[ 1]. Nghién ctru
so sanh cit than sau phic mac va qua phiic mac cho thiy dudng ngoai
phuc mac 13 k§ thuat hop 1y véi ty 18 tai bién va bién chtng it hon so
v6i qua phuc mac[2].
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Ngwei hién chét ndo (ngudi hién chét - tim con dap)
Chuan bj

Cac buoc sau day duoc ap dung dbi véi 1dy than don thuan cung
nhu l4y than trong bdi canh ldy da co quan: nhan di¢n ngu(n hién (dleu
phdi vién ghép), bénh str, ching thuc chét ndo, cam két dong ¥ hién
tang, nhdm mau, tinh trang virus hoc, xét nghi¢m cén lam sang (cong
thirc mau, dién giai do, creatinine, urea, khi mau), xét nghiém hinh anh
hoc, thudc sir dung trong hi st (dac biét catecholamine), sb luong
nudc tiéu.

Tw thé nguwoi hién

Nam ngua, hai tay doc than minh, cao sach 16ng tir ¢ dén khép mu,
sat trung va trai khan vo khuan.

Ky thuat lay than

- Puong rach da 1a duong gitra tir miii kiém dén khép mu, c6 the
mo 10ng nguc néu can thiét (dic biét & ngudi béo phi)

- Thiam do céc tang trong 6 bung (quan sat va s& nan) dé loai trir
bénh 1y c tinh, nhiém tring hodc chin thuong va danh gia cac
tang vé giai phau va chat luong.

- Chuén bj dat 6ng thong vao dong mach chu va tinh mach chu
dudi

- Thuyc hién tha thuat Cattell-Braasch va thu thuat Kocher dé
boc 10 dong mach chu va dong mach chau chung cling nhu tinh
mach chi tir chd hop luu dén tinh mach than. Luu y 1-3% dong
mach than cuc dudi bét nguén tor dong mach chau chung.

- Nhan dién niéu quan vé sb lwong, chiéu dai va kich thudc.

- Phau tich dong mach chu trén dong mach mac treo trang trén
néu léy than don thuan (luu y tinh mach than trai) hodc trén
dong mach than tang néu lay than kém céc tang khac (di dong
thuly trai gan sau khi cit ddy chang tam giac va cit co hoanh dé
tiép can dong mach chii ngay sau thuc quan).

- Dat hai lacet trén va dudi dong mach chu (hoac dong mach chau
chung) va hai lacet trén va dudi tinh mach chu.
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- Cot lacet dudi dong mach chu va lacet dudi tinh mach chu dé

ngan luu thong méu ¢ hai chi dudi va vung chau.

bat 6ng thong vao dong mach chu (hoac dong mach chau chung)
va tinh mach chu duéi: sau khi kep dong mach chu, ludn 6ng
thong truyén rira vao dong mach chu (duéi dong mach mac treo
trang dudi) hodac dong mach chau chung. Canh giac sy hién dién
ctia dong mach than cuc dudi bat thuong. Ong thong truyén rira
¢6 duong kinh 16n (22-24 F), dugc két ndi san voi hé théng truyén
rira va da duoc dudi sach khi bang dung dich truyén rira. C6 dinh
ong thong quanh dong mach chu dé tranh ro ri mau. O ngudi hién
< 5 tudi, phu thuat vién phai than trong khong dé 6ng thong dong
mach chu 1am tic cac 16 dong mach than. Tuong tu, sau khi kep
tinh mach, ludn 6ng thong 16n (22-24F) vao tinh mach chii dé dan
lwu mau tinh mach. C dinh dng théng quanh tinh mach cha dé
tranh 10 ri mau. Ciing c6 thé cit tinh mach chii duéi tinh mach
than dé dan luu mau tinh mach truc tiép vao 6 bung.

Néu doan xa dong mach chu bung khong thé sir dung vi xo vira

nang hodc phinh dong mach, dong mach chi nguc c6 thé dung dé truyén
rira dé tranh tac mach huyét khoi hodc dat ong thong sai duong.

- Truyén raa than tai chd trong co thé: tiém heparin tinh mach

(300 TU/kg hay 25.000 IU) va cho doi it nhat 3 phit trude khi
dat 6ng thong vao dong mach chu hodac dong mach chau chung.
Cot hodc kep dong mach chu trén dong mach mac treo trang trén
hodc trén dong mach than tang. Tién hanh truyén raa bfmg dung
dich bao quan lanh qua dong mach chu hodc dong mach chau
chung (4p luc 150 mmHg, nhiét 46 4°C). Pong thoi, can lam
lanh tai chd tirc thi bé mit cac tang trong b bung voi Ringer’s
Lactate hodc nudc mudi sinh ly lanh va da bao. Luu y kiém tra
chét lugng truyén rira cac tang.

- Ky thuét 1y than
Trong quy trinh liy da tang, than 14 co quan dugc liy sau cung, sau

gan, tuy, tim va phdi. Than c6 thé duoc lay riéng 1¢ hay nguyén khoi
(en bloc).
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Lay than riéng 1¢: ngay khi két thuc truyén rira tang, mé doc thanh
trude tinh mach chu tir chd dat dng thong dén tinh mach than. Luu ¥
su hién di¢n cia dong mach than bat thuong trudc tinh mach chu. Xé
doc thanh sau tinh mach chu bung. Luu y vi tri dong mach théan phai.
MGGt cach khac 1a sau khi xac dinh cac tinh mach than chinh, tinh mach
than trai dugc cat ngay chd hop luu véi tinh mach chi kém patch tinh
mach cha va dé lai tinh mach chii gan nhu nguyén ven di kém tinh
mach than phai. Tiép theo, phau tich cac patch tinh mach than vé hai
bén. Sau d6, md doc thanh trudc dong mach chu bung tur chd dit éng
thong (hay tir chd chia dong mach chu bung) dén ngay trén dong mach
mac treo trang trén. Xac dinh vi tri cac 16 dong mach than (luu y cac
16 dong mach than bat thuong gitra dong mach mac treo trang trén va
dong mach chau chau). X¢ doc thanh sau dong mach chu bung gifra cac
16 dong mach that lung. Tiép theo, phau tich cac patch dong mach than
vé hai bén. Niéu quan duogc phau tich va cit sat bong dai. Than duoc
ldy nguyén ven gdbm mac Gerota, m& quanh than, cac patch mach mau
va niéu quan.

Lay hai than nguyén khdi (en bloc): Niéu quan dugc phau tich va
cét sat bong dai. Phiu tich 16p m& canh than cho phép di dong hai than.
Ca hai niéu quan dugc nang 1én cung véi dau xa tinh mach cha va dong
mach chu. Tiép tuc phiu tich mé sau phiic mac cho phép 13y hai than
nguyén khoi. Tach roi hai than dugc tién hanh tai ban phau tich (back
table) v6i cat roi tinh mach than trai kém patch tinh mach chua. Diéu nay
cho phép dé lai phén 16n tinh mach chu di kém tinh mach than phai.
Nguyén khdi than duoc 14t lai dé cit doc thanh sau dong mach chu gitra
cac dong mach that lung. Phan chia dong mach chu dugc hoan tat nho
cit doc thanh trude dudi sy quan sat rd rang cac 16 dong mach than va
cac dong mach bat thuong thém vao, bao toan cac patch dong mach cho
ca hai than.

Doi voi nguoi hién < 5 tudi, hai than nén duoc lay nguyén khoi bao
gom nguyén ven dong mach chu va tinh mach chu bung.
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Hinh 2. Than tir nguoi hién chét duoc lay ding cach: dong mach than kem
patch dong mach chu va tinh mach ‘thén keém patch tinh mach, mé m& ron
than va quanh niéu quan dugc bao ton.

- Panh gia than tai ban phau tich: boc 16 bé mit than tai ban phau
tich 14 bit budc dé loai trir u than va danh gia chét luong truyén
rira (nén bat dau tir bo ngoai than). Luu y tranh phau tich ving
ron than va vung gitra cyc dudi than va ni¢u quan (tudi mau bé
than va niéu quan). Cudi cung, nén truyén rira bd sung dé danh
gia chat lwong truyén rira va tinh trang mach mau cua timg than
(dich truyén rira chay ra tir tinh mach than trong va khong c6 ton
thuong mach mau than).
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Bang 3. Nhirng lwu y khi 14y than

M& mac Gerota bdc 16 than dé lam lanh bé mét

- Khong déy éng théng dong mach chi vwot qua 16 ddng mach than nham
tranh nguy co riva than khong day du, dan téi thiéu mau néng cé hai khéng
can thiét.

- Néu dong mach mac treo trang trén khong lay cung déng mach than tang
cho gan, phan trén cla déng mach chi con lai cé thé dwoc kep lai dé tiép
tuc truyén riva than va lam lanh trong khi 1ay gan. Mac du diéu nay co thé
cho phép tiép tuc truyén rira than, cé nguy co lam téc 16 ddng mach than,
dac biét bén phai.

Khi cat ngang tinh mach chi gitra gan va than, tranh lam tdn thwong tinh
mach than phai. Tinh mach than phai thwéng mé réng Ién trén truéc khi d6
vao tinh mach chi va co thé bi cat ngang vo tinh. Vi doan tinh mach chd
dwéi gan can cho ghép gan, & kip lay than can dé lai phan tinh mach chd
dwai gan da dai dé di véi gan ddng thoi tranh 1am tén twong tinh mach than.
Tén thwong ddng mach hodc tinh mach than trai cé thé xay ra trong khi phau
tich tuy. Thong thuong, tuy dwoc I4y nguyén khdi véi gan va sau d6 dwoc
tach roi trén ban phau tich (back table).

Khong can thiét phau tich than nhiéu trwéc khi lay than, déc biét trong 14y
da tang. Phau tich sau phic mac nhiéu cé thé vé tinh gay tén thwong cac
déng mach than bat thwdng, dan téi truyén rira than khong day da va thiéu
mau néng than (cap dd chirng c: 2a). Phau tich dwoc thue hién phia trén
than va cang xa vé phia sau cang tét; gi¢i han phau tich gitr & sat co canh
séng. Mac Gerota dwoc gilr cling véi than. O cwe trén than, tuyén thwong
than dugc gitk nguyén ven cung v&i than. Khong can nhan dién cac cau trac
ron than.

C6 lgi néu truyén riva lai than trén ban phau tich cho dén khi dich chay ra tir
tinh mach than khéng con mau truwéc khi dong goi bao quan.

Vi sy phat trién ky thuat 1y da tang, diéu phdi va hop tac tot giira
cac & kip phau thuat vién khac nhau 1a then chdt dé ldy thanh cong cac
tang c6 thé ghép dugc. T6 chirc hau can va ké hoach 13y tang can dugc
thuc hién thuong quy boi diéu phdi vién ghép tai chd.

Cham séc ngwoi chét sau khi lay tang

Pong lai co thé ngudi hién 1 budc can thiép ngoai khoa cubi cing
trong qué trinh 14y tang. Can 1ay hét dich va vat la (cac loai théng 6ng)
trong 16ng nguc va 6 bung. Quan sat 1an cudi cac khoang va tang con
lai. Co thé nguoi hién duoc lam day bang chat liéu co thé hap thu va
dugc dong can than theo cing cic nguyén tic duoc dp dung sau phiu
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thuat. Tranh dé ro dich qua vét thuong trong qué trinh van chuyén hoic
tién hanh nghi thtrc tang 1€. Bang kin vét thuong.

Pong co thé ngudi hién can than thé hién sy t6n trong ddi voi thé
xac nguoi hién tang va gia dinh ho.

Khuyén cao Cép do
Thér] la co quan dwoc lay sau cung trong’phz’au‘thuét lay da tang. C
Dat ong théng dong mach chu thich hgp dé truyén rira lanh tai chd
la diéu then chét.

Trong phau thuat lay da tang, diéu quan trong la sy diéu phoi va C
hop tac tot gitra cac & kip phau thuat vién.

Ghép than tir nguwoi hién chét ndo tai Viét Nam

Trong 18 trung tdm ghép than tai Viét Nam, hi¢n tai, ba trung tam,
1a BV Cho Ray, BV Quan Y 103 va BV Viét Puc, di tién hanh ghép
than tir nguoi hién chét ndo. Truong hop ghép than chét ndo dau tién
trong ca nudc 1a ngay 23/4/2008 (khong dién hinh vi hién cho ngudi
nha) sau d6 1a 2 nguoi hién chét ndo trong ngay 11 thang 2 nim 2010,
tai BV Cho Ray, sau d6 1a tai BV Viét Ptrc ngay 22/5/2010[3]. Tir 2010
dén 4/2015, da c6 37 nguoi hién chét ndo dan téi 71 truong hop ghép
than, 33 ghép gan, 14 ghép tim va 1 ghép tuy[18].

Nguwi hién chét tim (ngwdi hién chét - tim ngirng dap)

Cai tién k¥ thuat 14y tang tir nguoi hién tim ngimg dap da cho phép
st dung cac co quan ma trudc day khong dugc xem xét dé ghép. Cac
bao cao vé chirc nang kha quan cua tang ghép da dugc cong bo theo sau
nhitng phat trién vé k¥ thuat truyén rua trong dong mach chu. Nguoi
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hién tim ngimg dap chiém 11,06% trong khu vuc Eurotransplant va
6,5% tai Hoa Ky.

Tai Viét Nam, truong hO’p ghép than dau tién thanh cong tir ngu:orl
hién tim ngimg dap c6 kiém soat - Maastricht III ¢ tai BV Cho Ray
ngay 18/6/2015[7,8].

Bién chirng ctia ngwei hién than séng

Phau thuat cit than dé ghép, nhu cac diéu tri can thi¢p khac, co
thé c6 bién chiing va tir vong. Tuy nhién, trong diéu kién hién nay,
nhét 1a voi phau thuat noi soi, mirc d6 xam hai it va bién ching phau
thuat thap, nhat 1a thoi ky cat than qua noi soi. Phiu thuat ndi soi qua
b bung cat than dé ghép thuc hi¢n lan dau tai BV Cho Ray nam 2004;
cling nim, nhanh chéng chuyén sang phau thuat ndi soi sau phiic mac
cat than dé ghép, dén nay (2016), di thyc hién hon 500 truong hop,
khong c6 ty 1¢ tir vong do phiu thuat, trudng hop bién chimg chu phau
khong dang ké (1 truong hop chuyén mo mé, 1 tudét Weck® Hem-o-
lok® clip), chua c6 trudng hop suy than sau md; trong loat trén co
thuc hi¢n quan diém dé la than c6 chirc nang tét hon cho nguoi hién
du @6 1a than d& 13y (thi du than trai néu tét hon, céac tac gia gitr lai cho
ngudi hién)[10,14,15,16].

Ty 1€ tor vong do moi nguyén nhan trong 90 ngay trong mot nghién
ctru ciia Hoa Ky (80.347 ngudi hién tir ndim 1994-2009) 1a khoang
1/3.000 (0,03%) dya trén 25 ca tir vong[23]. Ty 1¢ twong tu ciling da
duogc bao cdo trong cac nghién curu khac[23].

Dénh gia qua dit liéu hanh chinh, tai Hoa Ky, ty 18 bién chtng phiu
thuat 12 7,9% giam tir 10,1% (ndm 1998) xudng con 7,6% (nam 2010).
Theo hd so hanh chinh cta 98 BV (2008-2012, n = 14.964) va thay
rang 16,8% sd nguoi hién bi bién chimg, duong tiéu hoa (4,4%), chay
mau (3,0%), ho hip (2,5%) va chin thuong lién quan dén phiu thuat /
gay mé (2,4%)[23].

Céc bién chung chinh, c6 dén 2,5% s6 nguoi hién bi bién ching
phau thuat cép 4 hodc 5 theo hé théng phan loai Clavien. Mot nghién
ctru Na Uy, trén 1022 nguoi hién than séng (1997- 2008) ¢6 2,9% bién
ching 16n va 18%bién ching nhe theo phan loai Clavien[23].
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Lwa chon bén than lay dé ghép

Can kiém tra su bat thuong ctia hé théng mach mau dé dimg ap dat

su rui ro qué 16n cho nguoi hién hay nguoi nhan than.

Khi mot than nhé hon hodc c6 mot bat thuong nho,chirc nang chénh

léch mat it gitra hai than, than tdt hon nén ludn ludn duge dé lai voi
nguoi hién than[24].
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BAO QUAN VA VAN CHUYEN THAN GHEP

Dung dich bao quan tang
Dé bao quan tang hiéu qua, dung dich bao quan can ¢6 cc thanh
phan sau:
- Chat dai phén tir hodc chit khong thim thau dé chdng lai phu
né té bao
- Chéat dém dé ngin ngira toan hoa té bao
- Thanh phan dién giai can bang natri va kali dé duy tri khuynh do
dién giai giita trong va ngoai té bao
- Chét chéng oxy hoa dé trung hoa cac gbe oxy tu do duoc phong
thich chu yéu trong giai doan tai tudi mau
- Cac chét cung cap ngudn ning luong du triv
Trong vai thap nién qua, nhiéu dung dich bao quéan tang khac nhau
da duogc phat trién nhung chi mot sé it dugc ap dung 1am sang. Tac
dung bao v¢ cua cac dung dich bao quan ngay cang tré nén quan trong
khi ty 16 ngudi hién ly tu’ong ngay cang it di, trong khi ngudi hién nguy
co cao (con goi 1a nguoi hién voi tiéu chuan mé rong) ngay cang phd
bién. Dudng nhu viéc thay d6i thanh phan cac dung dich bao quan
khong mang lai thém loi ich dbi véi cac tang chét luong gidi han va
thay d6i phuong phap bao quan tir bao quan lanh “tinh’ sang bao quan
lanh ‘dong’ (nghia 1a bao quan bang may) cé y nghia quan trong hon.
Bang 1 liét ké cac dung dich bao quan di hodc dang st dung, ké cac cac
dung dich gan ddy nhét kém theo cac thanh phan hiéu qua nhat.

Dung dich bao quan lanh tinh dau tién dugc phat trién boi Collins
G.M. ndm 1969, goi la dung dich C2. Dung dich nay sau dé dugc
Eurotransplant Foundation bién d6i nim 1976, bang cach loai bo Mg
va trd thanh dung dich EuroCollins (EC), dé bao quan tit ca cac tang.
EC 14 dung dich bdo quan ‘dang ndi bao’, don gian va c6 gia thanh
thap, v6i phosphate 1a chat dém va glucose 1a chat tham thau. Cudi thap
nién 1970, Ross H. va Marshall V.C. tai Uc, gidi thiéu mot dung dich
rat th vi va dugc thir nghiém trén nhiéu moé hinh thue nghiém, goi 1a
dung dich HOC (hyperosmolar citrate) hay dung dich Marshall, dugc
dung rat phd bién & Vuong qudc Anh va Uc dé bao quan than. Dung
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dich nay hiéu qua dén 72 gio trong bao quan than & ché va hién van
duoc str dung trén 1am sang. Mot dung dich bdo quan don gian khac 1a
PBS (phosphate-buffered sucrose), duoc phat trién bai Coffey A.K. va
Andrews P.M. dau thap nién 1980. Pay la cai bién cua dung dich C2
va EC, v6i sucrose 1a chat khong tham thau thay vi glucose va hiéu qua
hon trong chéng phu né té bao.

Mot budc ngoat trong bao quan lanh tinh 1a sy ra doi dung dich
UW (University of Wisconsin) nim 1987. Céac chat khong tham thau
(raffinose, lactobionate) hiéu qua nhat, chit keo (hydroxyethyl starch,
HES) va chat dém (phosphate) da duoc thir nghiém trén hang loat dong
vat nho va 16n. Ngoai ra, l1an dau tién vai trd quan trong cua cac chat
chdng oxy hoa dugc biét dén, voi viée bo sung glutathione va allopurinol
vao dung dich UW. Adenosine, tién chét cuia ATP, ciing duoc dua vao
trong dung dich bdo quan. Dung dich UW da duoc thuc nghiém & tat
ca cac tang, ké ca tim va phoi, nhung hiéu qua nhat trong bao quan
cac tang bung (than, gan, tuy, rudt non). Cac thur nghi€ém lam sang so
sanh cac dung dich UW va EC da khing dinh tinh wu viét cia UW, do
d6, chim dat ky nguyén dung dich EC trong bao quan tang. Ngay nay,
UW-CSS van dugc xem 1a dung dich bao quan tiéu chuan vang ddi voi
than, gan, tuy va rudt non. Thé tich chudn dé truyén rira cic tang bung
la 4-5 L dung dich UW.

Dung dich HTK ra doi khong 1au sau dung dich UW véi muc dich
ban dau 1a gay liét tim trong phau thuat tim md. Cac thuc nghiém &
dong vat cho thdy HTK ciing c6 thé str dung dé bao quan cac tang khac
va lién quan kha ning dém cua dung dich nay. Thanh phin cin ban
ctia dung dich nay 1a histidine, mot chat dém rat manh, két hop voi hai
amino acid. Tryptophan d(’)ng vai tro 1a chat 6n dinh mang té bio trong
khi ketoglutarate 13 co chat cho chuyen hoa ky khi trong qua trinh bao
quan HTK c6 d6 nhét thip va dé dat can bang hoan toan VO'l mo, can
truyén rira mot thé 16n (khoang 10-15 L) qua cac co quan & toc d6 luu
lwong thap. Str dung < 10 L do lo ngai vé gia thanh c6 thé lam giam hiéu
qua va lam céc tang dé ton thuong hon va it dugc bao vé. Mot nghién
ctru da trung tAm ngiu nhién tién ctru so sanh UW-CSS va HTK trong
bao quan than cho thdy hiéu qua trong duong vé ty 18 DGF (33% so voi
33%). Khong co nhiéu dir liéu vé sir dung HTK trong truong hop thoi
gian thiéu mau lanh kéo dai (> 24 gi®). Mot nghién ctru don trung tim
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cho thiy ty 1¢ DGF ting gap do6i sau bao quan than bang HTK so voi
UW-CSS khi thoi gian thiéu mau lanh > 24 gid. Trong bao quan gan,
HTK c6 thuan loi do né)ng do kali thép. Do dé, nhu cau truyén rira lai dé
loai bé dung dich UW-CSS giau kali ra khoi gan trude khi tai tudi mau
c6 thé sé it hon. Cac nghién ciru sir dung HTK trong bao quan gan voi
thoi gian thiéu mau lanh ngan cho thiy twong duong véi UW-CSS vé
ngan han. HTK hién dugc st dung ¢ nhiéu trung tam ghép dé bao quan
tat ca cac tang bung, ké ca gan va tuy.

Celsior 1a dung dich bdo quan ‘dang ngoai bao’, dugc phat trién
nam 1994 d bao quan lanh tinh tim ghép. Dung dich nay ciing duoc
chtrng minh hiéu qua trong bao quan cac tang bung. Celsior két hop
nguyén 1y dung chét tham thau tro ((lactobionate, mannitol) cia UW-
CSS vé1 kha nang dém manh cua HTK (histidine). Glutathione dugc
thém vao nhu 1a chit bat cac géc tu do. Hién tai, Celsior dugc sur dung
hi€u qua trong bao quan tim, phéi, than, gan, tuy va rudt non. Cac
nghién ctru so sanh Celsior voi UW-CSS trong bao quan than cho thay
ty 16 DGF va séng con cta than ghép tuong tu.

Mot dung dich bao quan méi khac vira xuét hién gan day trén thi
truong 1a IGL-1 (Institut George Lopez), dugc phat trién béi nhom
nghién ctru tai Lyon, Phap. IGL-1 dugc thiét ké trén co so thira ké cac
nguyén 1y cia UW-CSS va Celsior, két hop thanh phan ngoai bao ciia
Celsior v6i su hd tro chit keo cia UW-CSS bflng viéc st dung PEG
(polyethylene glycol) thay vi HES. Trong m6 hinh ghép than tu than
0 heo véi IGL-1, PEG c6 kha nang han ché sy xam nhap cua dai thuc
bao khoang 50%. Céac polymer, nhu PEG, gin két trén bé mit mo va
té bao, gitip 6n dinh vé phuong dién hoa lap thé 16p bé mat bén dudi
khoi sy twong tac v6i cac thanh phan khac. Loi diém cua sy nguy trang
mién dich ‘immunocamouflage’ nay 1 lam thay d6i tinh sinh mién dich
nguyen thuy ctia mo ngu()’i hién. PEG khong gay két tu hong cu va khi
két hop véi thanh phan ngoai bao ctia IGL-1, tic dung rira tréi hong cau
trong qua trinh truyén rira tang & ngudi hién tét hon UW-CSS. Cac két
qué nghién ciru 1am sang trong ghép than v6i IGL-1 cho thay giam ty 1¢
DGF so véi UW-CSS (5,7% so véi 13,8%), it chét 1ap trinh té bao hon
va chirc nang than ghép hdi phuc nhanh hon. Vi nhitng tinh chat noi
trén, IGL-1 dugc xem la dung dich bao quan hira hen tiép ndi UW-CSS.
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Phwong phap bao quan than
C6 hai phuong phap bao quan than 1a bao quan lanh tinh va truyén
rira bang may.

Bao quan lanh tinh

MJi qua than duoc giit trong ba tai riéng biét: (1) tai thir nhat: than
duogc gitr trong dung dich bao quéan lanh (500 ml, 4°C); (2) tai tha hai
chira Ringer’s lactate hodc nude mudi sinh 1y lanh (1.000 ml, 4°C); (3)
tai thir ba dé tréng va dan nhan than phai hay trai. TAt ca cac ti déu
khong c6 khi. Than sau d6 duoc dit trong thung van chuyén day da bao
di kém vé6i cac mau mau va mot mau lach (8-10 cm®) hodc t6 chirc hach
lympho duoc dé trong mét lo nude mudi sinh 1y hodc Ringer’s lactate
lanh. Bong goi than dung quy cach, khong c6 khi bao xung quanh than,
cho phép lam lanh than tt, dam bao nhiét d6 toi wu trong qua trinh van
chuyén va bao quan than.

Hinh 1. Cach thirc budc kin cac tui bdo quan than.

Mic du bao quan lanh tinh d tao diéu kién thuan loi cho sy phat
trién ctia nhiéu chuong trinh ghép tang trén thé giéi, dudng nhu thach
thirc ngay cang 16n trong viéc duy tri kha ning séng (viability) ctia
cac tang tir nguoi hién tiéu chuan mé rong da cham téi nhimng gidi han
khong thé vuot qua ciia k¥ thuat nay. Ngay ca v6i sy thém vao cac thanh
phan c6 10i, bao quan lanh tinh trong diéu kién tot nhat ciing chi lam
cham céc ton thuong thiéu mau. Hon nira, cac xét nghiém danh gia kha
ning sdng ciia cac co quan trudc ghép bi gidi han va thoi gian bao quan
van chi tinh bang gid thay vi 1a ngay. Dé cai thién hon nita kha niang
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song clia cic co quan, cac phuong phap bao quan dong 1a can thiét dé
dap g tot hon nhu cau chuyén hoa cua cac co quan bi ton thuong.
Truyén rira bang mdy

Quan trong ddi véi than ldy tir ngudi hién tiéu chuan mé rong va
nguoi hién tim ngung dap.

Kravitz’s LifePort Kidney Transporter (Organ Recovery) 1a thiét b
pho bién nhét va da duoc dung thudng quy tai nhidu trung tim ghép trén

thé gi6i. Cac thu nghlem 1am sang so sanh bao quan bang may va bao
quén lanh tinh cho thay tinh wu viét cta k¥ thut nay (Hinh 2).

Hinh 2. C4c thé hé ndi tiép nhau ciia may bdo quan than: (a). ‘may Belzer’
nguyén thdy nam 1967, (b). RM3 (Waters Medical systems, Birmingham, AL,
USA), (c). LifePort Kidney Transporter (Organ Recovery Systems, Itasca, IL,
USA) va (d). Kidney Assist (Organ Assist, Groningen, the Netherlands).

Khoang th&i gian bao quan than

Khoang thoi gian thiéu méau lanh can ngén dén muc tdi da. Thén tir
ngudi hién 16n tudi (> 55 tudi) va ngudi hién tiéu chuan mé rong nhay
cam voi tinh trang thiéu mau hon than tir nguoi tré. Bao quan tang chi
yéu dua trén nhiét d thap, gitp giam tdc dd chuyén hoa, bao ton du trix
ATP (adenosine triphosphate) va ngin ngira hinh thanh cac gbc oxy tu
do trong giai doan tai tudi mau.
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(mOsm)

EC HOC [PBS |UW- |HTK Celsior [IGL- [UW-
CSS 1 MPS
N&m xuét hién 1976 |Cudi |Pau |1987 |Cubi |1994
1970s | 1980s 1980s
Chat |HES - - -] 0,25 - - -1 0,25
keo PEG-35 - - - - - -| 0,03 -
(mM)
Chét | Citrate - 80 - - - - - -
khong | Gluconate - - - - - - - 85
tham | Glucose 195 - - - - - - 10
thau | Histidine - - - - 198 30 - -
(mM) | Lactibionate - - -| 100 - 80| 100 -
Mannitol - 185 - - 38 60 -1 30
Raffinose - - - 30 - - 30 -
Ribose - - - - - - - 5
Sucrose - - 140 - - - - -
Chat |HEPES - - - - - - -1 10
dém K,PO, 15 - - - - - - -
(mM) |KH,PO, 43 - - 25 - - 25| 25
NaHCO, 10 10 - - - - - -
NaH,PO, - - 13 - - - - -
Na,HPO, - - 56 - - - - -
bién |Ca - - - -1 0,0015 0,25 -1 0,5
giai Cl 15 - - 20 32 42 20 1
(mM) | Mg - 40 - 5 4 13 5 5
K 115 84 -1 120 9 15 25| 25
Na 10 84 125 30 15 100| 120| 100
Cac Allopurinol - - - 1 - - 1 -
chat Glutathione - - - 3 - 3 3 -
bat Tryptophane - - - - 2 - - -
‘g0c
oxy
tw do’
(mM)
Chat |Adenine - - - - - - - 5
dinh Adenosine - - - 5 - - 5 -
dwdng | Glutamate - - - - - 20 - -
(mM) | Ketoglutarate - - - - 1 - - -
D6 tham thau 406| 400 320 310 255| 320| 300

EC: Euro-Collins, HOC: hyperosmolar citrate (hoac Marshall’s solution), PBS:
phosphate-buffered sucrose, HTK: histidine—tryptophan—ketoglutarate, IGL-1:
Institut-George Lopez-1 solution, UW-CS: University of Wisconsin cold storage
solution, UW-MPS: University of Wisconsin machine perfusion solution, HES:
hydroxyethyl starch, PEG: polyethylene glycol, HEPES: 4-(2-hydroxyethyl)-1-
piperazineethanesulfonic acid.
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Cung cap oxy va dinh dwéng

Loai bé ddc té

Truyén rira bing may Giam co thit mach

~

Bao vé té bao ndi md mach mau:
biéu hién bén virng cac gen

1& thudc lwu luong
\ J

4 )

Tién hanh cac can thigp diéu tri:
bang thudc hay liéu phap gen

L J/
Hinh 3. Co ché bao vé tang clia truyén rira bang may[3]

Khuyén cao Cap do

Dung dich UW va HTK la cac dung dich bdo quan chuan va A
hiéu qua ngang nhau déi voi nguoi hién lay da tang hoac
ngu i hién chi Iay than.

Dung dich Celsior duwdng nhw ¢ cung hiéu qua. B

Gilr thoi gian thiéu mau néng va lanh ngan dén muc téi da dbi A
v&i bat ky than ghép nao.
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Phan il
NGU'O'l NHAN THAN

Chwong 8. Chon Iwa ngw®i nhan than va ky thuat ghép than

Chon ngwoi nhan than.

Diéu tri trwdc ghép.

Chi dinh va chdng chi dinh nhan than.
Ky thuat ghép than & nguwi I6n.

Gay mé va hdi strc trong ghép than.
Bién chirng sém sau ghép than.

Bién chirng mudn sau ghép than.

Chwong 9. Theo dbi va diéu tri sau ghép than
Diéu tri dan nhap.

Diéu tri c ché mién dich duy tri va theo d&i dung thubc trc
ché mién dich sau ghép.

Thai ghép cép.

Diéu tri tbn thwong than ghép man.
Theo dbi chirc nang than ghép.

Sinh thiét than ghép.

Bénh than tai phat sau ghép.

Bénh nhiém sau ghép than.

Dai thao dwdng trong ghép than.
Bénh tim mach sau ghép than.

Bénh xwong & bénh nhan ghép than.
Bién chirng huyét hoc.

Tang acid uric mau va bénh gout.
Bénh ly ac tinh sau ghép.

Tiém chung sau ghép than.

Tuan tha diéu tri.

Chwong 10. BD&i séng va sinh hoat sau ghép than
DPoi sbng va tai hoa hop cube séng sau ghép.
L&i sbng sau ghép than.

Do&i sbng tinh duc sau ghép than.

Tam soat hang nam.

Kham dinh ky sau ghép.

Tién lwong thdi gian séng cha than ghép va nguwdi nhan than.

51



Chwong 8
CHON LUA NGU'Ol NHAN THAN
VA KY THUAT GHEP THAN

CHON NGUO'l NHAN THAN

Khuyén cio

Dinh nhom méu ABO va céac phenotype cia HLA-A, HLA-B,
HLA-C va HLA-DR, HLA-DQ can thuc hién cho tit ca bénh
nhan dang cho ghép than.

Nguoi hién va ngudi nhan can twong hop nhém méu ABO.
Trong trudong hop khong twong hop nhung nong do khang thé
thép, o thé ghép than nhung thuc hién & don vi c6 kinh nghiém
va c6 kha ning xir tri khi tai bién xay ra.

Dinh danh HLA & ngudi hién va ngudi nhan can 1am som trong
truong hop nguoi hién séng dé tranh 1am nhiing xét nghiém xam
1an khac khi xuét hién khong tuwong hop khong chap nhan duoc.
Tuong hop HLA 1a mét trong nhitng diéu can xem xét khi chon
lira gitra nhitng ngudi hién sdng (giam kha nang min cam xay ra
sau nay, diéu nay dic biét quan trong ¢ nhirng bénh nhan ghép
than tré tudi vi kha ning c6 thé ghép lai).

Tam soat khang thé ddc hiéu ngudi hién & ngudi nhan 1a rat
quan trong dé dam bao chon dugc ngudi hién t6i vu va sdng con
manh ghép sau nay.

Dé tranh thai ghép t6i cap, xét nghiém do chéo té bao lympho
(lymphocyte cross-match test) phai dugc thuc hi¢n trong vong
14 ngay trude khi tién hanh ghép than hodc ghép than tuy két
hop va khong tién hanh ghép néu két qua dwong tinh.

Bio céo twong hop ngudi hién va nguoi nhan dua trén sé6 HLA
bat twong hop, tinh trang man cam ctia ngudi nhan (% PRA) va
két qua do chéo, danh gia nguy co mién dich cho timg cap ghép.

Twong hop HLA

Tuong hop HLA rit quan trong trong ghép than do du hdu cua
manh ghép lién quan v6i s6 lwong HLA khong tuong hop (mismatchs).
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Bét tuong hop HLA c6 thé gay ting sinh va hoat hoa té bao T CD4, T
CD8 ctia ngudi nhan cung lic hoat hoa té bao B san xuat khang thé. Viéc
nay dan dén thai ghép té bao va qua trung gian khang thé. Trong ghép
than, tvong hop HLA-DR c6 anh hudng trén song con manh ghép nhidu
hon so véi teong hgp HLA-A, HLA-B (HLA-DR > HLA-B > HLA-A).
Anh hudng ciia trong hop HLA-DR trén manh ghép 1a vao nhiing thang
dau tién sau ghép, trong khi tvong hop HLA-B, HLA-A anh huéng trén
ca nhirng thang dau sau ghép 1an vé lau dai (hon 10 nam sau).

- Xét tuong hop nén tdp trung vao khang nguyén HLA, vi anh
hudng trén ty 1¢ thai ghép. Cac phenotype cua HLA-A, HLA-B,
HLA-C va HLA-DR, HLA-DQ nén dugc thuc hién & tat ca
ngu’(‘yi hién va nhan than. Than tfr nguoi hién chét ndo nén dugc
diéu phdi cho nguoi nhan c6 s6 HLA khong tuong hop it nhat.
Diéu nay ciing phu hop dm v6i nguoi hién séng, mac du tuong
hop HLA & nguoi hién song khong quan trong bang o nguol
hién chét, khi ghép than tir ngudi hién song, nhimng yéu t nguy
co khéc cua thai ghép nhu thoi gian thiéu mau lanh, chét nio,
hodc tudi nguoi hién,... duoc giam thiéu.

- Muc do tuong hop HLA giita ngudi hién va ngudi nhan thudng
thé hién bang sy bat trong hop cua HLA-A, HLA-B va HLA-
DR (s6 khang nguyén HLA c6 & mbi locus ¢ ngudi hién ma
khong c6 & nguoi nhan). Nguoi hién va ngudi nhan khong co
bét tuong hop nao s& thé hién 1a “0-0-0”, trong khi bat tuong
hop hoan toan la “2-2-2”.

- Chon mot ngudi hién phtt hgp nhét dbi véi nguoi nhan 1a mot viée
phu:c tap. va murc do khong hoa hgp HLA chi 1a mot trong nhiing
yeu t6 can xem xét (ngoai ra con co tudi nguoi hién va nguoi
nhan, nhitng co hdi dugc ghép khac ¢ hién tai va tuong lai,...).

Thuc té ctia xét nghiém HLA phong xét nghi¢m cua trung tam
ghép (lam HLA va do chéo) can ¢ gidy xac nhan dat chuan dé dam
bao két qua chinh xac va dang tin cdy. Can theo tiéu chuan cua qudc
gia hodc mot t6 chic qudc té co lién quan nao d6. Nhitng diéu can luu
¥ bao gom:

- Léy té bao dinh HLA tlr mau ngoai bién ctia ngudi nhan phai
dung chat chong dong phu hop (amonium heparin, ethylene di-
amine tetra-acetic acid — EDTA, acid citrate dextrose — ACD).
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Da s cac phong xét nghiém HLA dung 20 ml méu ngoai bién
heparin hoa dé dinh HLA mirc d6 huyét thanh va 10 ml mau
ngoai bién EDTA dé dinh & mirc phan tu.

- O nguoi hién dung té bao lymphocyte & hach lympho, lach hoic
mau ngoai bién.

- Dung bo thude thir c6 kha ning phat hién ra tit ca cac khang
nguyén HLA thuong gip trong cong dong, ching toc do.

- Dinh khang nguyén nhom HLA-A, HLA-B, dung phuong phép
huyét thanh (mtrc d6 khang nguyén hodc d6 phan giai thip) hodc
phan tir (muc do allele hodc do phan giai cao) déu dugc. Véi
nhém HLA-DR, chi phuong phéap phan tir duoc chip nhan. Bao
céo két qua dya theo cach dat danh phap méi nhét cia WHO.

Do chéo (cross-matching)

Dé tranh thai ghép t6i cap xdy ra, do chéo phai dugc thuc hién
trude khi tién hanh ghép than hodc ghép than tuy két hgp. Bénh nhan c6
nguy co la ngudi 6 khang thé dic hiéu chéng lai nguoi hién, hinh thanh
khi mang thai, truyén méau hodc da ghép truéc d6. Po chéo phat hién
khang thé c6 sin trong huyét thanh ngudi nhan chong lai té bao lympho
& ngudi hién. Thudng cho xét nghiém doc té bao lympho 18 thude bo thé
(CDC). Xét nghiém dung nhiéu té bao lympho khong phan loai, hodc
nhiéu té bao lympho nhung giau t& bao T cua ngudi hién. Do chéo té
bao B phai thuc hién néu can thiét tily vao chuong trinh ghép ctia timg
don vi. Té bao lympho T trinh dién chi khang nguyén HLA nhém I,
trong khi té bao lympho B trinh dién khang nguyén cta ca HLA nhém
I va 11, do chéo té bao B nhay hon do chéo té bao T. Lach chtra nhiéu té
bao B hon mau ngoai bién. Do chéo giira nhiing té bao lympho khong
phan loai 13y tir lach s& nhay hon néu nhing té bao lympho khong phéan
loai ly tir mau ngoai vi. Do chéo té bao T duong tinh 1 chéng chi dinh
ctia ghép. Do chéo té bao B duong tinh thuong do nhiéu nguyén nhan
g6m khang thé khang HLA nhém /11, phirc hop mién dich, thudc chdng
té bao B (rituximab, alemtuzumab) va khang thé khong phai HLA. Déi
v6i do chéo té bao B duong tinh, quyét dinh tuy ting truong hop, dua
trén tinh trang khang thé ctia bénh nhan, bénh st mién dich cta ho.

Cénllu'u y két qua do chéo duong tinh gid, dac bi¢t trong bénh tu
mién, thé hién bang cac tu khang thé IgM khong lién quan. Bat hoat tur
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khang thé IgM bang dithiothreitol (DTT) c6 thé lam giam két qua do
chéo duong tinh gia. Tuy nhién, can luu ¥ khang thé khang HLA IgM
cling nhay v6i DDT. Khang thé khang HLA dang IgM hiém gip va do
chéo duong tinh do IgM-antiHLA c6 kha ning lién quan.

Do chéo bing phuong phap lu'u bao ké (flow cytometry) co thé
duoc thuc hién ¢ bénh nhan tién man cam c6 nguy co cao thai ghép qua
trung gian khang thé. Tuy nhién, d6 nhay cam cao ctia phuong phap nay
c6 thé loai trir lwong 16n bénh nhan khong duoc ghép khong can thiét.
Phuong phap do chéo ELISA (enzyme-linked immunosorbent assay),
dung k¥ thuat hat ran phat hién khang thé khang HLA dic hiéu nguoi
hién, khong 1a chéng chi dinh ghép ma dung danh gia nguy co thai ghép
& nhitng bénh nhan man cam cao.

Khang thé khang HLA dic hiéu (DSA) cé trwéc ghép

Nguoi nhan c6 khang thé dic hiéu khang HLA ngu:oi hién trude
ghép 1a mot yeu t6 nguy CO quan trong cho cudc ghép sap t6i, c6 thé gay
thai ghép ti cAp hodc cap. Do d6, bit budc tAm soat nhu'ng khang thé
nay trude ghép. Nhitng khéng thé nay hinh thanh do truyén mau trudc
day, mang thai hay da ghép trudc d6. Can thong bao phong xét nghiém
mién dich nhitng sy kién xay ra xuyén sudt & bénh nhan c6 kha ning
tang nhay cam mién dich, gdm ca nhiém tring gan diy. Khang thé nay
can duoc lam it nhat mdi ba thang va néu c6 truyén mau va ché pham tir
méu thi 1am sau 14 va 28 ngay truyén. Ddi voi bénh nhan dang ding e
ché mién dich néu ¢ tang hoac giam hodc ngung thudc, can thu khang
thé lai sau 4 tuan.

Két qua xét nghiém khang thé khang HLA trong huyét thanh nguoi
nhan thé hién bang ty 1& phan traim khang thé phan ting (%PRA) va dic
hiéu khang nguyén phan tmg lai nhitng khang thé nay. Dé phat hién
khang thé ctia khang nguyén HLA nhom II, ¢6 k¥ thuat dugc dung dé
phan biét chung voi khang thé ciia khang nguyén HLA nhém L. Trong
xét nghiém CDC chudn, panel té bao lympho sir dung pha hau hét cac
allele thuong gip trong cong dong ngudi hién va t6i wu 14 chia it nhat
50 té bao c6 HLA khéc nhau.

Néu xét nghiém khong du nhay, nhimg khang thé khang HLA nhém
I va II c6 lién quan khong thé phat hién boi phuong phap CDC truyén
thong. Khang thé khong két hop bo thé khong thé phat hién tat ca. Ky
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thuat hat rin nhay va dac hiéu hon, gé)m luu bao ké va ELISA, dung
phan tir HLA tai t6 hop va hoa tan dugc thay vi té bao lympho. Khang
thé khong phai HLA c6 trude ghép ciing anh hudng trén du hau manh
ghép. Phuong phap hat rin rat nhay voi khang thé HLA nhung khong
thé phat hién khang thé khong phai HLA. Ciing chua rd 1a nhiing khang
nguyén khong HLA c6 lién quan nay duoc trinh dién trén té bao B va
do d6 c6 thé nhan ra bang phuong phap CDC. Khong c6 phuwong phap
phéat hién khang thé nao du do tin cay dé nhan dién tit ca cac khéang thé
¢6 lién quan, do d6 can linh dong str dung timg phuong phép hoic két
hop nhiéu phuwong phap khi can.

Bénh nhan tién man cam c6 PRA cao c6 hai bat loi chinh:

- Do phan ung thuong duong tinh, ho phai doi mot thoi gian dai
m&i dugce ghép so v6i bénh nhan khong man cam

- Nong d¢ khang thé qua ngudng hoidc PRA cao ¢ tac dong bat
loi trén song con cua manh ghép.

Chon Iwa cap ngwoi hién - ngwei nhan phu hop

Xuat hién khang thé khang HLA dic hiéu ngudi hién hodc do chéo
duong tinh ¢ bénh nhan bi man cam la chéng chi dinh ghép trur khi ho
d3 duoc chuan bi protocol gidi man cam. P6i véi bénh nhan bi man
cam, can nguoi hién tuong hop tét vé mat khang nguyén. Ghép giira
nhimg anh chi em rudt thuong twong hop tét do thuong hudng cing
gen cua gia dinh. Tuy nhién, can than trong than ghép tir con rudt cho
me hoic tir chdng cho vo (di sinh con), nhung néu khong c6 khang thé
khang HLA dac hi¢u nguoi hién hodc do chéo am tinh, tién luong than
ghép tuong tu nhu nhitng cap khong twong hop HLA khac.

Mot didu déng luu ¥ 1a khi bénh nhan da timg ghép than tir nguoi
hién twong hop kém bi suy do thai ghép, bénh nhan nay tré thanh ngudi
¢6 nguy co cao do bi man cam, gay kho khin cho viéc ghép lai. Piéu
nay dic biét quan trong ¢ bénh nhi va bénh nhan tré tudi do nhu cau
ghép lai, nén tranh bi man cam, dic biét ddi voi nhitg khang nguyén
thuong gap trong cong dong. Tré em duoc dang ky trén danh sach cho
ghép cung v6i nhitng ddc hiéu khang nguyén HLA cua ba me, nhiing
khang nguyén nao khong tuong hop trong danh sach la nhitng khang
nguyén khong thé chap nhan va can tranh ghép than cua nhimng ngudi
hién c6 khang nguyén nay. Nguoc lai, nguy co bi man cam khong phai
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1a vin dé 16n ¢ nhing cip cho — nhan khong huyét thong 16n tudi, ghép
1an hai.

Twong hop ABO

Tuong hop khang nguyén nhom méau ABO rat quan trong trong
ghép than. Do khang nguyén nhom mau la khang nguyén manh trong
ghép tang (biéu hién trén té bao ndi mdé mach mau than), bat tuong hop
khang nguyén ABO giita nguoi hién va nguoi nhan c6 thé gay thai ghép
tbi cap va can phai tranh. Tuy nhién, c6 nhiing phuong phap loai bo
khang thé gan day dugc gi6i thiéu va nhimg thude chdng té bao B, sb
luong trung tam thuc hién ghép bat twong hop ABO thanh cong ngay
cang ting, tham chi khong can cat lach.

Mic di nguy co bénh 1y tan huyét ting cao sau ghép do ton tai té
bao B clia ngudi hién trong manh ghép, nhimng than ciia ngudi hién tiém
nang nhém mau O trén Iy thuyét c6 thé ghép cho ngu(‘)i nhan nhom mau
A, B, AB. Bé tranh viéc gia tang tinh trang mat cung cau trong ghep tur
ngudi hién chét ndo cho ngudi nhan nhém mau O, dong nhit vé nhom
méau ABO 1a diéu kién ma céc t6 chuc diéu phdi tang dua ra véi rat it
ngoai 1, ngay ca than tir ngudi hién khong c6 bat twong hop HLA-
A+B+DR- nao ma lai khong ciing nhém méu. Ghép tir nguoi hién séng,
tuong hop ABO dugc chip nhan 14 khi dong nhat vé nhom mau ABO.
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PIEU TRI TRUWOC GHEP

Chay than nhan tao & ngwi suy than man giai doan cudi cé
tiém nang ghép than

Chay than nhéan tao ngay trwérc khi phau thuét

Khuyén cdo: Khi can diéu tri sy mat can bang nudc va dién giai ngay
trudc ghép khi khong thé dung cac bién phap bao ton ndi khoa khac
(muc do 2, cap do B).

Chay than nhéan tao ngay truéc mo khong 1a bién phap thuong quy
vi nguy co chay mau do heparin ton du.

Chi dinh ngay truéc mo: khi c6 tang kali mau.

Chi dinh can nhic gifra nguy co chdy mau trong mo do than nhan
tao va cac viéc cho thude, dlCh truyen lam tang nguy co tang ganh thé
tich: c6 thé gay phu phdi cap, mat thing bang dién giai, kiém - toan
ngay trén ban mo.

Khi ghép than tir ngudi hién tir thi, chay than nhan tao ngay trudc
md c6 bat loi vi co thé 1am dan dat mot qua trinh viém nhiém, cham
tré cudc mo, kéo dai thoi gian thiéu mau lanh, ting nguy co cham chuc
nang sau ghép.

Bénh nhén cé bat thuwong dwong tiét niéu

O bénh nhan bi suy than giai doan cudi do cac bt thuong bam sinh
(vi du bat thuong van niéu dao sau, thoat vi mang nio tay, khiém khuyét
co thanh bung, trao ngugc bang quang niéu quan, bang quang lac cho,
hoi chimg Vater), nhirg bit thuong vé than - di san nguyén phat hoic
nhimng di tdt mac phai, (vi du bénh lao, cac bat thuong vé than kinh,
phiu thuat nhidu 1in trao nguoc bang quang nidu quan, rdi loan chirc
nang duong tiéu dudi). Bénh nhan can duoc danh gia ni¢u dong hoc
nhu mot thim do co ban va nhitng bat thuong can dugce stra chita trude
ghép[1,2]. Nhitng bénh nhan c6 bang quang dung tich nhd ma c6 ap luc
trong bang quang cao va/hodc luong nudc tiéu ton du nhiéu, nén duoc
ding mét s6 thude (vi du thude dbi giao cam) va/hodc dat catheter ngit
quing. Néu nhitng phuong phap nay that bai hoic viéc dat catheter 1a
bat kha thi, can tién hanh dan luu nudc tiéu[2,3,4,5]. Khong nén ciy
niéu quan vao mot thanh bang quang day, xo héa (vi du tiép theo sau
van niéu dao) vi c6 nguy co mit chirc nang thian ghép[1]. Nén chi dinh
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cat than trudc ghép cho bénh nhan bi bénh than da nang di truyén troi,
tang huyeét ap khang tri, nhiem trung thdn man tinh, ung thu than hodc
ung thu duong tiét niéu.
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CHi BINH VA CHONG CHi BINH NHAN THAN
Chi dinh ghép than
- Suy than man giai doan cudi c6 nguyén vong dugc ghép than.
- Tudi khong phai 1a mot chong chi dinh cho viée ghép than. Ghép
than cai thién séng con va chat lugng cudc séng & bénh nhan tré
méc bénh than man giai doan cuéi, nhung van con nhiéu tranh
luan veé viéc ghép than cho bénh nhan 16n tudi. Bénh nhan can
dugc danh gia toan dién trudce ghép, can nhic giita rui ro va loi
ich c6 duoc. Bénh nhan phai dugc thong bao vé nhimg mbi nguy
hiém tiém tang cua viéc ghép than, gia ting nguy co khi ghép
than ¢ nguoi 16n tudi, trong d6 c6 ty 1& tir vong cao trong nim
dau tién sau khi ghép[1-6], do d9, strc khoe bénh nhan phai bao
dam dé phiu thuat ghép than va phuc hdi sau ghép[7]. O bénh
nhan trén 65 tudi, ghép than lam giam ty 18 tir vong so v4i bénh
nhan trong danh sach chd va cac két qua tot da duoc bao cao &
nhom bénh nhan 16n tudi nay[1-2]. O nhitng bénh nhan loc mau
16n tudi chuin bi ghép than, can cha y dén bénh Iy tim mach
kém theo va ca ung thu c6 thé c6 tir trude[3].
- C6 tinh trang toan than va tinh trang mach mau ving chau tot dé
c6 thé tién hanh phiu thuat ghép than.
- Tinh trang tim mach on dinh. Huyét ap duogc kiém soat tt.
Chéng chi dinh cua ghép than
Bénh ly ac tinh

Diéu tri thude e ché mién dich sau ghép co6 thé 1am ning né thém
tinh trang cac bénh 1y 4c tinh, do d6 de doa doi séng cua bénh nhan
cling nhu anh hudng lau dai 1én thanh cong ctua cudc ghépl®'%. Vi vay,
bénh nhan c6 tién st bénh 4c tinh nén duoc chita khoi trude ghép.
Nhiém khuan cap chwa kiém soat

Nhiém khuan cip chua kiém soat 13 mot nguyén nhan chinh gay
bénh tat va tir vong ¢ bénh nhan dugc ghép than, dic biét khi diéu tri
béng {rc ché mién dich manh. Nguoc lai, nhiém khuén man tinh khong
gy ra nguy co ngay sau ghép, can tu van va diéu trj trudc khi ghép hoic
¢6 bién phéap du phong sau khi ghép cho bénh nhan.

60



Chwong 8. Chon Iwa ngw&i nhan than va ky thuat ghép than

Tam soat cac bénh nhidm khuan con nham phat hién tinh trang léy
truyen cac bénh 1y nay tir ngudi hién tang. Tam soat cac bénh 1y nhiém
khuan, virus quan trong trude khi ghép bao gdm: HBV, HCV, HIV, lao,
CMYV va giang mai.

- Xét nghiém huyét thanh hoc ctia HBV va HCV dic biét quan
trong vi viém gan virus 1a nguyén nhan chinh gay bénh gan va
gop phan vao ty 16 mic bénh va tir vong sau ghép than cta bénh
nhan[11-13]. Néu can thiét c6 thé sinh thiét gan dé danh gia tinh
trang duong tinh v4i viém gan virus B hoac C trén bénh nhan
truée khi ghép. Can nhic diéu tri khang virus truéc ghép theo
hudng dan hién nay[14-16].

- Tat ca bénh nhan trudc khi ghép than phai xét nghiém CMV vi
str dung thudc @re ché mién dich sau ghép c6 thé gy bénh CMV,
anh huong dén tinh mang cta bénh nhan. Tuy nhién, CMV c6
thé duoc dy phong bang chién luge ngin ngira thich hop[8-10].

- Bénh AIDS 1a mét chng chi dinh cho ghép than[8-10]. Tuy nhién,
cac nghién ctru hdi ctru cho thay rang ghép than c6 thé thanh cong
néu dugc kiém soét tot (khong c6 tai lugng virus duoc phat hién)
va ngudi nhan duong tinh véi HIV dugc diéu tri t6t[10].

- Hoi k¥ tién st lao cii ciing rat quan trong dé co bién phap du
phong thich hop nham tranh dé vi tring lao tai hoat khi str dung
thudc wrc ché manh sau ghép[2-4].

Tinh trang nhiém khuén ctia ngudi nhan c6 thé ¢ y nghia trong van
dé phan phéi tang. Néu bénh nhan c6 tién sir hay thaim kham cho thay ¢
nhiém khuén tiém 4n, nén hoi chan véi cac chuyén khoa khac, dé chic
chan loai trir cac 6 nhidm trung[8-10].

Bénh ly tim mach

Tir vong khi chtrc ning than con tét thuong gip & bénh nhan sau ghép
than, trong d6 bénh 1y tim mach 1a nguyén nhan chinh[17]. Bénh nhan c6
bénh 1y tim mach di kém c6 nguy co chu phau cao hon[18,19]. Tuy nhién,
sdng con ¢ bénh nhén ting uré huyét co bénh tim mach dai hon ¢ bénh
nhan ghép than so véi chay than nhan tao[20, 21]. T4t ca bénh nhan chuin
bi ghép than nén dugc héi bénh st can than, kham tim mach, do dién tim
va chup X-quang nguc[22]. Van dé danh gia bao gdm[23-24]:
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- Siéu am tim dé phat hién bénh van tim, bénh co tim, ting huyét
ap tam thu va rdi loan chirc ning tdm thu hodc tim truong that
trai[25].

- Dién tam d6 ging stc va/hodc xa hinh twdi mau co tim bang
thalium hodc siéu 4m tim gang strc trén bénh nhan c6 kha ning
van dong kém[23-24].

- Chup dong mach vanh trong moi truong hgp nghi ngo, dac biét
la ¢ nhitng bénh nhan loc mau cao tudi va/hodc dai thao duong,
hodc ¢ nhitng bénh nhan c¢6 bénh str bénh thén lau dai[26].

- Phau thuat hoic can thi€p mach vanh nén thyc hién tuy theo
dang bénh 1y tim mach[21-27] trude khi ghép than.

Bénh ly déng mach ngoai bién, bénh tic nghén mach mau ndo

Bénh dong mach ngoai bién 1a bénh ly thuong gdp ¢ bénh nhan
suy than man[28]. Bénh mach mau ving chiu rat nghiém trong c6 thé
chéng chi dinh ghép than, do d& dan dén that bai va co thé 1am ting
nguy co bi cit cut chi. Tic mach mau ndo c6 thé din dén bénh tat hau
phau va tir vong[29-30].

Danh gia can than cac du hiéu va triéu ching cua bénh nhan cé
bénh 1y tic mach mau. Chup X-quang ving chiu nén duogc thuc hién
thuong xuyén trude khi ghép than[31-32]. Néu c¢6 voi hoa mach mau,
cac dau hiéu va triéu chtng hodc cic yéu td nguy co (vi du nhu tudi
tac, bénh dai thao duong, thoi gian loc mau) cia bénh tdc mach mau,
can siéu 4m mach mau ngoai vi va mach méu no[33] va/hoidc chup CT
scan vung bung - chau khong can quang. Chyp dong mach va sura chira
dong mach trudc khi ghép than cé thé dugc chi dinh. Tranh chup MRI
v6i thude can tir vi nguy co xo hoa hé thong than[34].

Bénh dai thao dwong

Bénh nhan méc bénh dai thao dudng c6 ty 1& tir vong ting va két
qua dai han cua manh ghép giam so vd&i bénh nhan khong dai thao
duong sau ghép than[35]. Tuy nhién, bénh dai thao duong khong phai
1a chéng chi dinh cho ghép than[8-10]. Hon nita, ghép than hodc ghép
tuy than két hop s& lam giam ty 1¢ méc bénh lau dai va ty 18 tir vong ctia
bénh nhan dai thao duong tang uré so vdi chay than nhan tao[36,37].
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Nhu vay, ghép than nén dugc xem xét & mdi bénh nhan suy than
man giai doan cudi do dai thdo duong khong co chdng chi dinh tuyét
dbi khac, dic biét 1a bénh 1y tim mach. O bénh nhan dai thio duong type
I, ghép than - tuy két hop dugc ua thich vi cai thién kiém soat duong
huyét va 1am cham tién trién cta bénh tim mach[38,39].

Vibénh ly tim mach chiém ty I¢ dac biét cao trén bénh nhan suy than
man do dai thdo duong[22-24], do d6 chup dong mach ngoai vi hodc cac
phuong phép chan doan hinh anh khong xam 1an (vi du CT scan)[26] dé
loai trir nhitng bénh nhan cé nguy co tim mach cao. Bang quang hon loai
than kinh 1a mot bién chtng thudng gip ¢ bénh nhan dai thao duong[40],
vi vay, nén do ni¢u dong hoc ¢ bénh nhan chuén bi nhén than.

Béo phi

Céc bién chimg do phiu thuat va khong do phiu thuét chiém ty 18
cao trén bénh nhan béo phi[41 42] Béo phi 1a mét yéu t6 nguy co cho
bénh dai thao duo’ng, tang huyét ap va bénh 1y tim mach Tuy nhién,
ghép than mang dén su sdng con va chat luong cude song tot hon &
bénh nhan loc mau thira cdn[43,44]. Khong c6 du bang chimg dé chong
chi dinh ghép than cho bénh nhan dwa trén chi s6 khdi co thé (BMI).

Bénh ly déng mau

R6i loan dong mau c6 tac dong xau dén séng con ctia manh ghép,
dan dén bién chung huyét khdi manh ghép[45,46]. Sir dung thubc
khang dong som sau ghép co thé ngan ngira huyét khdi va mat manh
ghép[47,48]. O nhitng bénh nhan c6 huyét khdi tai phat hodc co tién
str huyét khdi, can xét nghiém trudc ghép: ATIIL, protein C, protein C
hoat hoa (yéu t6 V Leiden), protein S va khang thé khang phospholipid.
Bénh nhéan dang diéu tri chong dong (vi du: warfarin, acetylsalicylic
acid, clopidogrel) khong phai chdng chi dinh ghép than.

Nguy co’ bénh than tai phat

Bénh than tai phat 12 vin dé thudng gip sau ghép than. Mic du ty
1¢ tai phat cao trong mot sd bénh, nhung nhin chung mat manh ghép do
bénh than tai phat it hon 10% sau 10 nam[49-50]. Ty 1€ tai phat cao hon
xay ra trong & ngudi hién tang séng cung huyét théng, do , van dé can
duoc xem xét mot cach nghiém tac, dac biét 1a trong cac bénh co ty 1¢
tai phat som va rat cao.
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Mot sb bénh than hiém véi ty 1€ tai phat cao, c6 thé dan dén mat
manh ghép sém 14 chng chi dinh ghép: cac bénh bénh ling dong chudi
nhe (LCDD light chain deposition disease), nhiém oxalat nguyén phat
va viém cau than c6 khang the khang mang day cau than (antl GBM)[8-
10]. Tuy nhién, ghép than van c6 thé thuc hién trong mot sd truong hop:

- Bénh nhan c6 bénh khang mang ddy cdu than c6 thé ghép than
sau khi khong con anti-GBM.

- Ghép than két hop voi ghép gan ¢ bénh nhan nhidém oxalate
nguyén phat[8-10].

- O bénh nhan amyloidosis hay bénh bénh ling dong chudi nhe
(LCDD) chua c6 hudng dan diéu tri.

O nhitng bénh nhan c6 bénh 1y hé thong (vi du lupus, viém mach
mau, hdi chung tan huyét tang uré mau), cac bénh tiém 4n can diéu tri
thuyén giam trudc ghép[8-10]. D4i v6i hau hét bénh nhéan bi viém cau
than, khong c6 bién phap phong ngira dic biét[8-10]. Xo chai cau than
va khu tri timg ving (FSGS) ¢6 thé tai phat sém sau khi ghép[51,52]
¢6 thé dugc diéu tri bang thay huyét trong va/hodc st dung khang thé
anti-CD20 (rituximab)[53,54]. Khi 1an ghép than trudc bi that bai vi
viém cau than tai phat, dac bi¢t 1a FSGS, bénh nhan can duogc tu van vé
nguy co mat manh ghép cao trong 1an ghép thr hai. Tuy nhién, két qua
dai han thanh cong da xdy ra ¢ nhitng bénh nhan nay[51,52].

Bénh nhan da ghép than trwdéc day

Danh gid bénh nhan bi mét than ghép lan trude mot cach can than
cac yéu to: bénh 1y 4c tinh, tim mach[8-10] va ting nguy co mién dich
do su phat trién ctia cac khang thé chdng lai manh ghép dau tién[55].
Ngtmg dan thudc rc ché mién dich sau khi suy chirc ning than ghép,
do diéu tri trc ché mién dich lién tuc c6 nguy co bién ching cao trong
diéu tri thay thé than[56,57]. Néu manh ghép c¢o tri€u ching, thuc hi¢n
cit than ghép ngay[60]. Nut mach than ghép[59] c6 thé 1a diéu tri thay
thé. Tuy nhién, cét than ghép du phong dudng nhu khong 6 10i[60-62].

Bénh nhan ghép tang (khong phai ghép than trude do), bi bénh than
man giai doan cudi[63,64], cling c6 loi khi ghép than. Can chu y dén
bénh 1y 4c tinh, tim mach, tiém chung.
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Chéng chi dinh ghép than khac

- Bénh nhén c6 ky vong doi séng ngin.

- Phan tng do chéo véi ngudi hién than trude ghép duong tinh.

- Cac bénh ly ngoai than nghiém trong (nhbi mau co tim, tai bién
mach mau ndo,...). Nhu:ng bénh 1y ¢6 thé anh huong dén dién
tién sau ghep nén duoc chan doan trong giai doan chuan bi va
diéu tri néu c6 thé trude khi md ghép than.

- Mot sb diéu kién hodc bénh 1y ¢6 thé 1am tinh trang 1am sang
tram trong hon sau khi ghép do diéu tri trc ché mién dich va/
hoidc c6 thé dat qua than ghép co nguy co bi bién chimg cao[8-
10], vi du tai thira, bénh cuong giap chua diéu tri 6n dinh, cudng
can giap, loét da day nang, xo gan, hoac viém gan man hoat
dong, nghién ruou, s dung chét gay nghién.

- Cham phat trién tim than va bénh tim than khong phai 1a chéng
chi dinh tuyét d6i trong ghép than[8-10]. Néu bénh nhéan c6 thé
hiéu dugc nhimng quy trinh va c6 thé tudn tha sir dung thude thi
c6 thé tién hanh ghép than.

Diéu tri chuan bi trwéc mé

Bat thuong vé duong niéu

Nhing bénh nhan ESRD giy ra bai bam sinh nén duoc stra chira
trudce khi ghép. Vi du: van niéu dao sau, nat 6ng ni¢u, thanh bung mdéng
(bung qua man), nguoc dong bang quang - ni¢u quan, bang quang 16
ngoai co thé, hoi chimg VATER, teo bang quang hodc bang quang do
bénh 1y than kinh (bang quang hdn loan than kinh).

Chuyén Iuwu nuére tiéu

Nhing bénh nhan c6 ton thuong hé than kinh trung wong véi bang
quang do bénh 1y than kinh bang quang hdn loan than kinh hoic khong
c6 bang quang, dan luu bang quang trén xwong mu 1a bat budc.

Thoi gian din luu bang quang trén xwong mu it nhat 10-12 tuan
trude khi ghép. Tuy nhién, viéc dan luu, mo rong bang quang hoac cé
bat thuong giai phau déu lam tang nguy co nhiém khuan duong tiét ni¢u.
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Chi dinh cé&t than truéc ghép

Bénh than da nang dot bién gen troi (ADPKD): cit mot hodc hai
than néu khong du khong gian cho than ghép, hodc nang nhiém
khuan, nang bi v, ¢ hoic khong c6 dai mau. Viéc cat than thuc
hién trudc ghép.

Tang huyét 4p khang tri: thuong it thuc hién vi hiéu qua thap,
mit khac do thude diéu tri huyét ap ngay cang duoc cai thién.
Thén nhiém khuin man tinh

Ung thu thén, ni€u mac hodc bang quang

So6i duong tiét niéu: néu can thiét khi séi c6 nguy co nhidm
khuén cao.

Chudn bj truréc mé cho nguroi nhan than
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Chay than nhan tao cho nqui nhan ngay trudc ghép véi ché
d6 khong stir dung heparin néu ngay trudc d6 bénh nhan khong
duoc chay than nhan tao dinh ky.

Xét nghiérq thuong quy: cong thL’tg mau, dong rqéu toan bg,
duong huyét, BUN, creatinin huyét thanh, ion d6 (sau chay
than), men gan, dam mau, khi méu dong mach,...

Phﬁm ung do chéo nth mau, tién man cam ghép giira nguoi
hién va nguoi nhan. Néu do chéo duong tinh khong dugc ghép,
phai chon lya bénh nhan khac.

Chuén bi tim Iy cho ngudi nhan, néu than ghép chépl chirc nang,
ph;”li chay thar} nhan tao sau ghép mat thot gian, ké ca kha nang
that bai phai lay thén ra.

Thut thdo, tm rira vé sinh than thé, sat khuan vung mo.

Khong cho an ubng trong khoang 6 gid trudc mo.

Lam bénh an ghép than (moi) va ghi chép trude md.

Chuén bi dl;l bént} an cii va :cu liéu hiph énhNChén doén X-quang
kém theo dé chuan bi chuyén 1&én buong phau thuét.

Thuc hi¢n cac tha tuc hanh chinh chuyén mon:

+ Moi béc sT gdy mé, bac si hdi strc khdm trude phiu thuat.

+ Ghi vao bénh an cac y 1énh kham va diéu tri.
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Moi ph'fiu thuat vién kham trudce phéu thuat, 1am so két trude
phau thuat.

Dy trii méu truyén (mau cing nhom hé ABO, méu truyén
cho nguoi nhan la héng cau khéi da loc bo khdi lugng bach
cau va loai bo huyét tuong).

Nguoi nhan va nguoi than ky gidy cam két phau thuat.

Thir cac test thude voi cephalosporin, lidocain. ..

- Sir dung thudc trc ché mién dich trudc ghép:

_|._

+

Tacrolimus: Img 3-4 vién (0305-0,} mg/kg) ubng 1 lidu trude
ghép (tuy trong lugng co thé va yéu té nguy co).
Mycophenolat mofetil:1g hay mycophenolic acid: 0,72 g uéng
Basiliximab 20 mg 01 lo tiém tinh mach/30 phut, 2 gio trudc
rach da hodc st dung anti-thyro-globulin (ATG):1,5 mg/kg.
Methyl-prednisolone: 500 mg tiém tinh mach trudc khi thao
kep (declamp) mach mau.

Chuan bj nhan sw cho: kip md, kip gdy mé - hoi stc, sin soc dic
bi¢t hau phau...

Chuan bi dung cu va cdc trang thiét bi can thiét: phong md, phong
hdi stc cach ly, bo dung cu ghép than, bd vi phau, kinh lap cho kip mo..

Quy trinh mé ghép than

A. Tw thé bénh nhian: nam ngtra, don goi ¢ vung lung dé lam nong
hoéa ving mo.

B. Chuén bj bang quang: dit thong Foley 20Fr qua niéu dao vao bang
quang, bom rtra bang quang. Bom tir 100-200 ml nudc muoi sinh ly
c6 pha khang sinh pho rdng vao bang quang va kep ong thong Foley

lai.

D. Pwong mé ghép thin: duong mo Gibson bén phai hodc bén trai.

E. Boc 10 mach mau viung chau

- Truong hop ghép than theo ky thuit ¢6 dién (Hinh 4.A va
Hinh 5B): néu than ghép 1a than trai thi chon hic chau phai dé
ghép; néu than ghép 1a than phai thi chon hdc chéu trai dé ghép.
Diéu kién 1a phai c6 du do dai va ving sau phiic mac bén chon
mo khong c6 cudc md trong tién can. Trinh ty chung nhu sau:
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+ Tinh mach chau ngoai dugc boc 16 vura du ngay vi tri du
kién 1am miéng ndi. Trong truong hop than cho c6 tinh mach
ngan, can cat cac nhanh tinh mach chau trong. Boc 10 dong
mach chau ngoa1 dong mach chau trong duoc boc 16 néu
phai dung dé ndi. Trong qua trinh boc 16 chi y cat va cot ky
ludng cac nhanh bach mach cling nhu budc that hodc dbt
cam méu cac nhanh nhé mach mau.

+ Than ghép lay tir tir thi thuong kém theo cdc manh dong
mach chu va tinh mach chil bung (patch) véi 16 dong mach
va 15 tinh mach con tot. Can duy kién ddi voi dong mach, nén
ghép vao dong mach chau chung (trdi hodc phai); ddi voi
tinh mach s€ ghép vao tinh mach chau chung hay tinh mach
chéu ngoai tiy do dai, ngan.

+  Truong hop 16 bi cic manh xo vira lam ton thuong, 1dy manh
X0 vira phai chiu nguy co tic mach sau md; cat bo thi phai
ghép vao dong mach chau trong.

+ Boc 16 mat trude bén phai bang quang, ghép niéu quéan theo
ky thuat Lich-Gregoir cai bién c6 thong JJ (loai 15 cm) lam
nong.

- Truwong hop ghép than phai vao hdc chiu phai theo kinh
nghiém BV Ch¢ Riy (Hinh 4 va Hinh 5): theo kinh nghiém
BV Chg Ray[3-11] va qua thyc hién hai trudng hop ghép than
tir ngudi hién tim ngimg dap dau tién. Ghép bén phai cho than
phai v6i ki thuat chuyén vi giup tranh nhitng kho khan khi phai
ghép bén trai.

Tur kinh nghiém ghép véi ki thuat chuyén vi tai Vién truong Lille
voi 92 truong hop ghép tir tir thi va cac bao céo va kinh nghi¢m sau 20
nam ghép tir nguoi hién sdng tai BV Cho Ray.

Chi dinh: tit ca cac than phai tir nguoi hién tir thi: hodc ngudi hién
song (tinh mach than ngan).

Chéng chi dinh: tién cin phiu thuat viing sau phuc mac hdc chau phai.

K¥ thut: gdm hai k¥ thuat két hop hodc chi dung mot trong hai:
chuyén vi trén - dudi mach mau than ghép va kéo dai tinh mach; chuyén
vi mach mau chau, boc tach va di doi tinh mach chau phai sang canh
phai dong mach chau ngoai phai (Hinh 4B va Hinh 5A).
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F. Chuin bi va kiém tra thin ghép: than ghép luén dugc che phu boi
gac tam dung dich 1am lanh 4°C. Dé chon vi tri ndi mach mau can
“uém thir” bang cach dit than ghép vao 6 ghép. Kiém tra va chuan
bi cac miéng dong mach va tinh mach than, cat tia “patch” vira du
trude khi kep va cit m& mach mau.

G. Phoi phop v6i vong ngoai

- Chuén bi methyl-prednisolone tiém truyén cho “liéu bolus”
(250-500 mg pha trong 50 ml nudc mudi 0,9%, dung trude khi
mo kep 15 phut.

- Nguoi ghi thoi gian: ghi thoi gian thiéu mau 4m (cac tac gia
Phép hay dung, temps ischemique tiéde) tinh tir khi lay than ra
khoi thing bao quan lanh dén khi mé kep mach mau (declam-
page). Ghi gio bit dau va chim dut khau tinh mach, khau dong
mach. Ghi gi& khau néi ni¢u quan.

H. Néi tinh mach: Dat than ghép vao hd chau phai, wém thir tinh mach
than ghép voi vi tri s€ ndi trén tinh mach chau ngoai, m¢ mat 16
trén tinh mach chau ngoai tuong ung voi duong kinh tinh mach
than, chi y trdnh vi tri van tinh mach. Tinh mach ndi trude, dong
mach ndi sau. Néi tinh mach than véi tinh mach chau ngoai kiéu
tan — bén bﬁing chi téng hop khong tan (don sg¢i, monoflilament),
nhu Prolene® 6.0 hodc 70 tuy theo kich thudc mach mau. Khau vit
(2 hemi-surjets) tir mot bén (trong va ngoai) hay hai bén (ngoai va
ngoai). Khau mii roi chi ding bd sung sau khi x4 kep (bulldog).
Truong hop pacth bi hong co the cit va nbi khong patch, theo nhu
kinh nghiém trén nguoi hién song.
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Hinh 4. Ky thuat “cé dién”: chon héc chau phai (P) cho than tréi (T) va hdc chau
T cho than P. A: Trwong hop than T- ghép bén P, néu tinh mach than da dai
(khéng can chuyén vi cac mach mau); B: Trudng hop than P-ghép bén T, néu
tinh mach than dd dai. Trwéng hop cac tinh mach than ngén (do gidi phau hay
do phau thuat), nguoi ta sé phai tao hinh lam dai tinh mach than (ky thuat cb
dién). Xt tri ddng mach tuy cé “patch” hay khéng, sé déng mach, do dai, ngan...

GHEP THAN CO MACH MAU NGAN

mach mau chéu binh thipdng chuyén vi tinh a
HinhB: M6 ta k¥ thuat chuyén vi tinh mach chau: chuyén vi tinh mach ngoai
sang bén phai ddng mach chau ngoai sau kni cat cac nhanh bén

Du Thi Ngoc Thu, Trin NgocSinh va Cs (2010). Ky Thudt Chuyén Vi Mach Mau Chau-Than Ghép
Trong Ghép Than tai Bénh Vién Chg Ray (2010). Y Hoc Viét Nam, théng 11, s 2. tap 375, trang 512-
515

Hinh 5. Ky thuat ghép than cia BV Cho Ray (ky thuat chuyén vi mach mau):
than ghép tai héc chau phai (1a than trai hay than phai). Hinh A: chuyén
vi mach mau than phai: béc tach lam dai tinh mach ngan (do phau thuat),
chuyén vi tri tinh mach than phai t& trwéc ra sau ddng mach, dé twong rng
V@i vi tri mach mau chau.

Hinh B: cat cac nhanh bén cda tinh mach chau ngoai, chuyén vj tri sang bén
phéi clia ddng mach chau ngoai. Khau néi cac mach mau nhw cach théng
thuwdng, khéng can tao hinh lam dai tinh mach than.
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I. N6i dong mach

- Chon vi tri thich hop theo chiéu huyét dong hoc tai dong mach
chau chung. Dung may bam 15 dong mach chau ngoai hoac cit
md dong mach chéu ngoai, kich thudc twong xing véi dau tan
dong mach than ghép, sau khi kep bang cac kep mach mau.

- Noéi dong mach than ghép voi dong mach chau ngoai cta nguoi
nhan kiéu tin - bén. Chi khau ndi 1a chi téng hop khong tan (don
s¢i, monoflilament), nhu Prolene® 5.0 hoac 6.0 tuy theo kich
thudc mach méau. Nén khau vit theo ky thuat Carrel (3 miii khau
giit hodc hai ntra khiu vat néu patch dai). Khau miii roi chi dung
bd sung sau khi xa kep (bulldog). Trudng hop pacth bi hong co
thé cit va ndi tan - tn vao dong mach chau trong, theo nhu kinh
nghiém trén nguoi hién séng.

Pong mach than cho thuong dai va co thé c6 manh dong mach chu
kém (manh Carrel) nén duogc ndi tin - bén vao dong mach chau ngoai
nguoi nhan hodc ndi dong mach than ghép vdi dong chau trong cua
nguoi nhan kiéu tan - tan bé’mg mot, hai hodc ba loat khau lién tuc (ky
thuat Carrel véi ba miii chi cho), véi cac nhanh ddng mach than c6 kich
thude nhoé k§ thuat khau miii roi s€ dugce ap dung.

Trudc khi m¢ kep dong mach 15 phut, nhic nhé béc si gy mé
truyén “methyl prednisolone bolus”.

Quan sat tinh trang tudi mau (mau sac va do cang cua than), nudc
ti€u chdy ra & ni¢u quan va xu tri cac tinh hudng: chay mau, tac mach,
thai ghép toi cap,...

Néu cac miéng ndi thong tot nhung chua c6 nudc tiéu tai ban:
thudng 1a tinh trang cham chirc nang than trén ngudi hién tir thi, di voi
tim ngimg dap diéu nay dugc ghi nhan 1a ¢6 ty 1& cao. Ngoai ra, ¢ thé
c6 thé bénh nhén bi thiéu nude (dya vao ap luc tinh mach trung wong
(CVP), ap lyc dong mach xam lén), nhung can cén than viéc cho nudc
du dan t6i bién chimg chét nguoi 1a phu phoi cap, néu di nude c6 thé
dung thém thudc loi tiéu.

K. Xir tri nhirng bat thwong ciia mach mau than

Néu than ghép co6 hai dong mach gan nhau, k¥ thuat khi ldy than
1a lay mdt manh dong mach chu c¢6 hai dong mach, s€ ndi tdn bén voi
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dong mach chau ngoai nguoi nhan. Truong hop c6 mot dong mach
chinh va mot dong mach phu xa nhau, thi nén ni vao dong mach chau
trong 14y v6i nhiéu nhanh. Néu hai dong mach thén co du’()’ng kinh gan
bang nhau thi nén rach mo long dong mach va nbi lai kiéu nong sung,
hodc ndi tan - bén dong mach phu vao than dong chinh hodc noi tuy
truong hop. Truong hop c6 nhiéu hon hai dong mach thi c¢6 thé phdi
hop nhiéu k¥ thuat hodc ndi cac dong mach voi cac nhanh cua dong
mach chau trong,...

L. Néi niéu quan-bang quang: Néi niéu quan bang quang theo k¥ thuat
Lich — Gregoir c6 dat thong ni¢u quan (loai thong JJ s6 6 hodc 7 Fr,
dai 15 cm 1am nong). C6 thé khau dinh thong JJ va dau thong Foley
niéu dao dé khi rut thong ni€u dao s€ rut bo thong JJ cung mot lan,
theo kinh nghiém BV Chg Ray[7,8,9] (Hinh 6 A, B, C, D, E).

Thinghép

E

Thing ndng niéu quin-bing quang
(Gng thdng doubic 1)

Hinh 6 (A, B, C, D, E): ky thuat Lich-Gregoir cai bién b&i B\{ Cho Ray, c6
thdng niéu quan JJ 1am nong. C6 thé khau dinh thdng JJ va dau théng Foley
dé khi rut théng niéu dao sé rat bé théng JJ cing mot 1an[7,8,9].

M. Két thuc cudc md: Kiém tra cAm mau, dit dan luu vung md canh
bang quang. Khi dong bung luu ¥ khau cAm mau 16p co, tai tao 16p
can cht y khong gay dé ép vao than ghép gay dé ép mach mau c6 thé
gdy tic mach mau than ghép.

O. Theo ddi sau ghép: Ong din luu ving mé s& dugce rit ra khi hét ra
dich, thuong sau 48 - 72 gid, thong Foley ni¢u dao bang quang rut
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sau 5 - 7 ngdy. Cat chi vét md sau 10 - 12 ngay. Thong JJ niéu quan
s& dugc rat cung thong ni¢u dao néu c6 khau dinh vao dau thong
Foley ni¢u dao hodc 4 tuan sau mo néu khong khau dinh.

P. Sin séc hau phéu: sau ghép néu than cham chirc ning, can chay than
nhan tao hd trg mot thoi gian. D061 voi nguodi lam tham phan phtc
mac, st dung tham phan trong thoi gian chirc nang than chua hoi
phuc.

Q. Theo déi cac bién chirng ngoai khoa

Chay mau: chiay mau vét mé hodc quanh than ghép. Thuong xay
ra & bénh nhan c6 dung thudc khang dong hodc than ghép co
nhiéu dong mach va thai ghép t6i cap. Néu khdi mau tu 1on hay
chay mau nhiéu anh hudéng huyét dong hay cac chi s vé mau,
can mo cam mau va dan luu.

Tiéu mau: c6 thé tir noi cim niéu quan vao bang quang hay tir
than ghép sau sinh thiét than trong lac mo, dic biét o nhfrng
bénh nhan st dung khang déng. Néu tinh trang nang c6 thé gay
nghet thong, bi tiéu,... can xir tri phdi hop giita ndi ngoai khoa.

Bién chung tiét niéu: ro nudc tiéu 1a bién chig thuong xay ra
nhat 3-5%. C6 thé ro tir chd cdm niéu quan - bang quang hay do
hoai tir thanh niéu quan sau md do sir dung dbt dién khong dung
trong luc 1ay than.Day 1a nguyén nhan thuong gip nhét.

Bién chimg mach mau: bién ching nguy hiém, ty 1& mat than
ghép cao. Huyét khdi dong mach chiém ty 1& 0,5%, thuong xay
ra trén nhirng bénh nhan c6 xo vira dong mach hay than ghép cé
nhiéu dong mach, ... cAn nghi dén néu sau ghép than khong co
nude tiéu hodc vo niéu dot ngdt va co thé phat hién sém nho siéu
am Doppler, CT scan, MRI va xa hinh than.

Mb cat bo khi than khong con kha niang hdi phuc do than chét
hoic thai ghép t6i cap. Thoi gian xac dinh tiy theo dién tién 1am
sang, Can lam sang (siéu am va giai phdu bénh qua sinh thiét
than néu can).

Két luan

Céc tiéu chuan xac dinh chét tim (tu’c tim ngu’ng dap, chét tuan
hoan) sao cho c6 thé ldy tang néi riéng, lay than dé ghép noi riéng, hién
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da dugc cong nhan ¢ nhiéu nudce trén thé gidi va ngay cang dugc cap
nhat véi nhicu tien b nham tang nguon hién tang dé ghép.

Tuy con mot sd di biét, di biét d6 1a sy mau thuan giira mot bén
mudn tin dung khoang thoi khic vang sau khi tudn hoan ngung tire thoi
gian thiéu mau néng cho 1am sao tang ciia ngudi chét c6 thé tai sinh
duoc sau khi ghép trén nguoi bénh.

Do d6, nhiéu tiéu chuan tuong ddi tao bao duogc dua ra, dan dan
dugc chdp nhan 1a: s& ngung moi diéu tri khi a4p huyét tim thu con
50 mmHg hodc 55 mmHg, tirc lac tim con dap nhung tuan hoan dén
mo, tang da ngung.
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GAY ME VA HOI SI’'C TRONG GHEP THAN

Bao dam co s&, thiét bi, do tiéu hao, thuéc cho gay mé hoi
strc cho ghép than theo quy dinh caaBo Y te

Quy trinh gay mé hoi sirc v&i ngwei hién than

Bénh nhéan khong co chdng chi dinh, gy mé toan than véi 6ng ndi
khi quan hoac gay té tuy song két hop vdi gay t€ ngoai bao cung.

Chuan bi bénh nhan trweé'c mé

Nguoi thue hién: bac si gdy mé hoi strc ¢6 chimg chi hanh nghé
va dugc dao tao vé gady me hoi strc cho phau thuat lay than.
Kham gay mé: dong vién va giai thich cho bénh nhan.

Bénh nhan dugc chuan bi: vé sinh co thé, dn nhe chiéu hom
trudc mo (sang ngay mo nhin an).

Seduxen 5 mg x 2 Vlen ubng trude khi ngi (ngay trude mo)
Hoac atarax 25 mg udng 1 vién budi t6i truée md va 1 vién uéng
trude mod 1 gio.

Chuan bi tai phong mé

Thiét lap monitoring: ECG, SpO,, huyét 4p dong mach khong
xam lan, do EtCO,

Ludn kim G18- G16 tinh mach

bat catheter tinh mach trung wong theo doi ap luc tinh mach
trung tdm (néu can)

Mo mo: dit tu thé bénh nhan theo yéu cau bén lay than (nghiéng
phai hoac trai) sau khoi mé, gittr am cho bénh nhan bang chan
dién. Néu mo ndi soi lay than: thi tu thé tuong tu nhu moé mo
lay than.

Tién mé
Tai phong mé: midazolam 0,04mg/kg tiém tinh mach.
Khéi mé

76

Propofol theo phwong phap c6 kiém soat ndong do dich (propofol
TCI) liéu 2,5 — 4 mg/ml huyét tuong (tuy thé trang bénh nhan).
Fentanil 2 mcg/kg, hodc sufentanil 0,2 mg/kg.



Chwong 8. Chon Iwa ngw&i nhan than va ky thuat ghép than

Esmeron 0,6 — 0,8 mg/kg (tily thé trang bénh nhén).
Khéang sinh du phong: ceftriaxone 20mg/kg tiém tinh mach
cham trudce rach da 60 phut.

Duy tri mé

Propofol TCI duy tri theo d mé, isofluran hodc sevorane duy tri
MAC theo tudi

Giam dau: fentanil (hoac sufentanil).

Gian co: esmeron.

Dich truyén: natriclorid 0,9%; Ringerfundin.

Néumd léy than ndi soi: ‘thé' may PQ\L duy tri Ppl <30 cmH,0,
EtCO, 35 - 40 mmHg bang cach dicu chinh thong khi phit va
gian co du sau, diéu chinh FiO, thap nhat dé gitr SpO, > 95%, ap
luc bom hoi cang thap cang tot va dudi 12-15 mmHg

Truyén dich di dam bao tudi mau than: truyén duy tri dich tinh
thé (t6t nhat 1a dich can bang) 10 - 15 ml/kg trong luong co thé
(néu mé mod) va 6—8 ml/kg TLCT (néu md nodi soi) + luwgng dich
bu cho mau mat néu c6. Khong dung dich hydroxylethyl starch,
c6 thé sir dung gelofusin.

Sau mo6 c6 thé khir gidn co bang neostigmin 40 mcg/kg pha 1an
atropin 15 meg/kg khi du diéu kién va khong c6 chéng chi dinh,
rat ndi khi quan va theo di tai phong hoi tinh, chuyén budng
bénh khi thang diém Adrete 9 — 10 diém.

B3ao vé than

Mannitol 20%: 60 ml trude khi boc 16 than, 60 ml trude khi kep
dong mach than.

Heparin 0,5 mg/kg tiém tinh mach khi cap dong mach than
Lasix 10 - 20 mg tiém tinh mach trudc khi cap dong mach than
10 phut.

Giadm dau sau mé

Khi bénh nhan tinh du tiéu chuén rat ndi khi quan dua bénh nhan
vé bénh phong

Fentanyl 1-2 mcg/kg/24 gio.

Nén két hop nhiéu cach khac nhau
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+ Chu y khong diung thudc chdng viém giam dau khong steroid
(NSAIDs)
+ Paracetamol 15 mg/kg TLCT truyé\n trong 15 phut trude khi
két thuc mo 30 phut va 15 mg/kg/lan x 4 lan/ngay
+ Két hop nefopam 20 mg/dng x 4 6ng/500 ml G5%/truyén
trong 24 gio
+ P(;A Morphin: 1 mg liéu bolus va th(‘yi‘gian khoa 15 phl:l'E (co
thé thay morphin bang fentanyl v6i licu twong duong vé do
mgnhNgiém dau). Néu mo ndi soi, nén thém gay t€ tai cho
moi 16 ddt trocar bang 3 ml bupivacain 0,5%.
+ Gidm dau ngoéli mang cfn}g sau mo n}lung phai theo doi
nguy co tut huyét ap va thiéu thé tich tuan hoan.
Quy trinh gady mé cho ngw®i nhan than
C6 thé lya ch/on m@t trong hai phuong phéap: gdy mé noi khi quénz
hodc gay té tiy song ket hp”p véi gy t€ ngoai mang cung, cling c6 thé
gay té ngoai mang cung két hop gdy meé ndi khi quan.
Gay mé néi khi quan
Chuén bi bénh nhan
Tén trong nguyén tic vo khuan khi thao tac hodc lam thi thuat
- Trudc md cho tiém ranitidine 50 mg dé giam tiét pH da day
- Thoi diém t6i vu dé ghép than 1a 24 gid sau loc mau chu ky, kali
mau < 5,5 mmol/L.
- Lap monitoring the:o doi: ECG, SpO,, ET CO,, huyét ap dong
mach khong xam lan (do ¢ tay khong c6 shunt). Tho mask oxy
3 1/pht.
- Dit duong truyén tinh mach ngoai vi ¢ tay khong c6 shunt bang
kim 18 G.
- Chc_)c‘kim ludn vao d@ng mach theo ddi huyét 4p dong mach lién
tuc bang kim G20 (néu can).
- Ludn catheter vao tinh mach trung wong theo ddi ap luc tinh
mach trung tam.
- Theo doi nhi¢t 36 khoang mi¢ng hodc thuc quan
- Dat sonde da day qua miii, sonde bang quang.
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Chu y:

+ Khong dung thude doc véi than: hydorxylethyl starch, volu-
ven, NSAIDs, khang sinh doc voi than.

+ Bang che phu vj tri c6 shunt va khi ndm khéng ti dé can tré
mau luu thong qua shunt.

Tién mé
Midazolam 0,04mg/kg tinh mach.

Khéi mé (phéi hop thoi diém phu hop véi bén I&y than)

Fentanil 2 mcg/kg hodc sufentanil 0,2 mcg/kg tinh mach cham.
Etpmidatq 0,3 mg/kg hoac propofol 1,5‘-2 mg/kg tinh mach cham.
Néu co6 dieu kién dung TCI propofol ndong do dich 2,5-3 meg/ml.
Gian co: esmeron 0,6 mg/kg, hodc atracurium 0,3 mg/kg.

Khang sinh dy phong: ceftriaxone 20 mg/kg tinh mach cham
trudc khi rach da 60 phut.

bat ndi khi quan qua mi¢ng co cuff, co file loc khuén, tho may
CMV (Vt 10ml/kg, f 14 I/phut, FiO, 0,4 - 0,6. Duy tri SpO, >
95% va EtCO, 30 - 35 mmHg).

Dan, bang bao v¢ mat.

Duy tri mé

Isofluran < 1,5 MAC, sevorane hoac propofol TCI 2,5 — 4 mcg/ml,
fentanil (hodc sufentanil).

Dich truyén trong mé

Theo ty 1& 1 glucose 5%/2 natriclorid 0,9%, gelofusin (néu can).
Khong dung voluven va heas.

Hong cau khdi (loai bach cau) néu mat mau va hemoglobin <
8 g/dl.
Khong dung dich haes steril 6%.

Duy tri than nhiét

bam bao khong dé bénh nhan bj ha nhiét do: cho dung may sudi
thoi khi am toan than (tror truong mod) va cac dich truyén déu
duoc u am.
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Cac thi dac biét

Solu-medrol 500 mg tinh mach lac bat dau khau nbi dong mach
than.

Mannitol 20% 200 ml va Lasix 20 - 40 mg trudc luc mo kep
dong mach than tir 5 - 10 phut.

Duy tri ap luc tinh mach trung vong khoang 10 - 15 mmHg (v6i
bénh nhan suy tim duy tri tir 8 -12 mmHg) va dam bao huyét ap
tam thu khoang 120 - 150 mmHg, huyét ap trung binh tir 70-90
mmHg.

Theo ddi nudce tiéu hang gio tir thoi diém ndi xong niéu quan —
bang quang, duy tri nudc tiéu 2ml/kg trong luong/gio.

Néu nuéc tieu dudi 1,5ml/kg/gio: kiém tra sonde tiéu, bu dich
duy tri 4p luc tinh mach trung wong 12 - 15 mmHg, huyét 4p tim
thu 120 - 150 mmHg (tiy theo huyét 4p nén cta bénh nhan). Cho
lasix 20 - 40mg tinh mach, hoic dopamin liéu than 3 - 5 meg/kg/
phut (néu can).

Chu y khong dung thude co mach kich thich hé o 1am giam dong
mau dén than.

Xét nghiém va theo doi

Nam phut sau tha kep dong mach than ghép: thir khi mau, Hct,
duong mau, dién giai do, ure, creatinin mau, chirc nang gan, than,CRP
(néu can).

Sau mé

Tuy tinh hinh c6 thé giai gidn co (neostigmin 30 mcg/kg + atropin
15 mcg/kg tinh mach cham) néu bénh nhan tinh tdo hoan toan, thd tot
chi dinh rat NKQ, hodc d¢é NKQ chuyén bénh nhan thd may tiép tai
phong hdi sirc tich cyc dam bao ché do vo khuan (tot nhét ¢6 ap luc
duong trong phong Hdi strc sau ghép).

Dich truyén sau mo: can ctr theo lwgng nudce ticu:

Ctr 1 ml nude tiéu bu 1 ml dich vao (cha yéu 1a NaCl 0,9% hodc
Ringerfundin). Khi nuéc tiéu gidm dot ngdt can tim nguyén
nhan dé xtr Iy ngay.

Giam dau sau mo:
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Dung fentanyl giam dau gay t€ ngoai mang cing.

Chu ¥: khong ding morphin vi ¢6 thé anh huong dén ho hap. Khong
dung NSAIDs vi c6 thé gay doc voi than ghép.
Quy trinh gay té tay séng két hop véi gay té ngoai mang

clrng

Cdc bwéc chuan bi bénh nhéan, theo déi trong, sau mé twong
tw nhw gay mé toan than.

Chuan bi thuéc gay té

Thudc gay té tiry sdng: marcain 0,5% liéu 8 - 12 mg (tiy theo
chiéu cao cua bénh nhan), hodc anaropin (ropivacain) ¢ phdi
hop fentanil 0,5 mcg/kg.

Thudc giy té ngoai mang ctng: marcain 0,5% hodc anaropin
(ropivacain).

Cédc bwoérc tién hanh

Tién mé: midazolam 0,04 mg/kg tinh mach.

Gay té: bac si gy mé sau khi ria tay, méc do di gang vo trung,
sat trung vi tri gay té, trai sang vo khuan.

Xac dinh vi tri gdy té tiy séng: khe lién d6t song L2-3 hodc L3-
4.

Tién he‘m‘h gdy té tiiy sdng bang marcajn 0,5% liéu 8 - 12 mg (tuy
theo chiéu cao cua bénh nhan), c6 phoi hop fentanil 0,5 meg/kg.
Sau d6 gay té ngoai mang cung L2-3 hodc L3-4 c6 luu catheter.

Sau khoang 120 phut tac dung cua gay té tiy song giam dan, tién

hanh bom thudc gy té ngoai mang cimg phdi hop.

Liéu thudc gay té ngoai mang cimg:

+ Liéu test: lidocain 2% 80 mg c6 pha adrenalin 1/100.000 sau
khi tiém liéu test khoang 10 phtit mach, bénh nhan 6n thi gay
té ngoai mang cling.

+ Liéu gay té ngoai mang cimg: marcain (0,5%) 25 - 50 mg/1
lan tiém. C6 thé nhac lai sau 90 phut tuy tinh trang bénh
nhan.
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BIEN CHIPNG SOM SAU GHEP THAN
Bién chirng chung
Ap-xe thanh bung

Xay ra vao khoang 5%, thu’O'ng gap 0’ nhitng bénh nhan beo phi
hay 16n tudi. Yeu td nguy co bao gom tleu duong, tu mau vét mo, 10
nudc tiéu sau mo, béo phi, thai ghép cap, hodc qua lidu trc ché mién
dich[15,16]. Ap-xe thanh bung c6 thé dugc ngin ngira bang cach giam
thiéu d6t dién va sir dung hé thong dan luu dudi da bang hut chan khong
0 nhitng bénh nhan béo phi. Vé diéu tri, voi mot ap-xe bé mat (nong) cb
thé duoc diéu tri don gian bang cach cat bé mot vai moi chi khau cua
vét mo dé thoat luu, trong khi mot ap xe ndm sau doi hoi phal thoat lu‘u
bang phau thuat. Didu quan trong 1a phai tim va xir 1y ro tiét niéu néu
co (LE; 3).

Chéy mau sau mé

Céc yéu t6 nguy co bao gdm str dung acid acetylsalicylic, chudn bi
ron than ghép trong luc md khong tt, nhiéu dong mach than, sinh thiét
than trong mo va thai ghép tdi cap (HAR)[17-19]. Truong hop méu tu
16n hodc xuat huyét dang dién tién doi hoi phai phau thuat 1ay bo méau
tu va cAm mau. Kiém tra miéng ndi niéu quan - bang quang, thong JJ
niéu quan va dan luu ving mo.

Tiéu médu

Thudng xay ra sau khi sinh thiét than ghép. Xir tri bang cach tim 18
10 dong - tinh mach (AVF)[20], 1am thuyén tic dudng ro bang can thiép
ndi mach qua da cho nhiing truong hop c6 16 ro 16n va dai ra mau kéo
dai hodc tai phat. Mau dong c6 thé gy tic nghén niéu quan, lam ting
nguy co dai mau. Loc méau c6 thé can néu phuong phap dit nong niéu
quan hodc mo than ra da ma khong hi¢u qua.

Thodt vi vét mé

Chiém ty 1& 3-5%. Céc yéu tb nguy co bao gom tu01 tac, beo phi,
tiéu duong, tu méau, bi thai ghép, mo lai qua duong md cii va cudi cung
la su dung chét (rc ché m-TOR (LE; 3). Xur tri tuong ty nhu mot thoat vi

“c dién” c6 hoic khong c6 sir dung ludi tong hop[15,16,21,22].
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Ro6 dwérng tiét niéu

RO duong tiét niéu 12 bién chimg som thudng gip nhét. Xay ra vao
khoang 3-5% cac truong hop, trong d6 mot 1y do thuong gap 1a khong
st dung thong JJ 1am nong niéu quan trong mo[24-25]. RO c6 thé xay
ra trén ni€u quan, bang quang hodc nhu mo than. Nguyén nhan thuong
gip nhit 1a hoai tir do thiéu mau nudi ni¢u quan[24,26].

Néu 10 nho c6 thé diéu tri béng dan luu duong ro, ndi soi dit thong
JJ va dat thong bang quang néu thit bai co thé kém mé thin ra da. Cim
lai ni€u quan vao béng quang va dat théng JJ néu hoai tir dau xa cua
niéu quan thong JJ can dat du 1au. Cim niéu quan than ghép vao niéu
quan goc cung bén cta bénh nhan c6 thé dugc thuc hién[27]. RO bang
quang c6 thé dugc diéu tri bang mo bang quang ra da hodc dat thong
niéu dao. RO dai than ¢ thé dugce diéu tri bﬁng cach dat JJ ni¢u quan
va thong bang quang. Trong hau hét cac trudng hop, cit than cuc 1a can
thiét[28].

Khuyén cao Cap do
S& dung niéu quan ngan va git* mdé m& quanh niéu quan va rén C
than[29]
Tranh cot ddong mach cwe dwéi than vi nguy co hoai tir nhu moé va C
niéu quan
Da&t JJ dw phong ngan ngra phan Ién cac bién ching tiét niéu A

Huyét khéi déng mach

Ty 18 huyét khoi dong mach vao khoang 0,5% xay ra trong tuan dau
sau md. Yéu té nguy co bao gém xo vita dong mach, v& 16p ndi mac
khong dugc xac dinh, k¥ thuat khau néi kém, gap goc néu dong mach
dai hon tinh mach hodc cac miéng ndi dugc bd tri khong ding vi tr1
nhiéu dong mach[30] va ghép than & tré em[31-33]. Phai nghl dén néu
than ghép khong chirc nang sém hodc v6 ni¢u dot ngot. Chan doan bang
siéu am Doppler hoic dong vi phong xa va bang CT scan.

Phau thuét ludn can thiét. Mot can thiép ndi mach co thé duoc
thuc hién thanh cong trong vong 12 gio dau. Tuy nhién, kha niang hoi
phuc kém do thiéu mau kéo dai va hau hét cac truong hop phai 1y bo
than ghép.
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Khuyén cao Cap do
Tam quan trong vé chat lwgng cha quy trinh k¥ thuat C
Gitr mc}t~phén doéng mach chu (patch) néu dwoc; st dung dung C
cu duc 16 (punch) dé mé 16 trén thanh dong mach
Can x&c dinh tdn thwong 1&p ndi mac trén thanh déng mach C
Tranh gay gap, xoan cho déng mach C
V0 niéu dét ngot nén chi dinh siéu am Doppler C

Huyét khéi tinh mach

Huyét khi tinh mach hiém khi xay ra, chiém ty 1& khoang 0,5%

cac ca ghép than ¢ nguoi 16n va 2,5% ¢ tré em[33,34]. N6 dugc nghi
ngo khi than ghép khong chiic nang sém, dai mau, hodc v ni€u va
duoc chan doan bang siéu am Doppler hodc dong vi phong xa. Salvage
thrombectomy cho ty 1¢ thanh cong thip va cit bo than ghép thuong
can thiét.

Khuyén cao Cép dd

Kéo dai tinh mach than bang tinh mach chii (ngudi hién chét ndo)

Thwc hién miéng ndi tinh mach 16n

Tranh dé tut huyét ap sau md

Néu co tién st huyét khdi, kiém tra van dé tang dong hodc dot
bién yéu to V Leiden

oo0|o|o|T

V0 niéu dét ngdt nén chi dinh siéu am Doppler

@
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BIEN CHIPNG MUON SAU GHEP THAN
CAC BIEN CHUNG NGOAI KHOA MUON SAU GHEP THAN

Hep niéu quan than ghép

Tan sudt gap: hep niéu quan gap tr 2-7,5%, cd thé xuat hién mudn sau
1-10 ndm sau ghép than.

Yéu té nguy co: than ghép c6 nhiéu dong mach, tudi nguoi hién cao,
thoi gian thi€u mau lanh dai, cham phuc hoi chirc nang than, nhiém

CMV.

Phirong phdp chin dodn: siéu 4m, chup X-quang c6 thé danh gia dugc
vi tri hep, muc do hep, chi¢u dai doan hep.

Diéu tri:

Diéu trji ban dau: dit thong JJ (JJ bé than - bang quang) qua ndi
soi bang quang hodc qua da. Néu kho khin hodc khong dat duoc
stent thi ddt dan luu bé than qua da tam thoi dé tranh anh hudng
xau dén chirc nang than.

Néu khong hiéu qua can danh gia k¥ vi tri hep, mirc do hep,
chiéu dai doan hep dé chi dinh phau thuat: khau ndi niéu quan
than ghép vai niéu quan ciia chinh bénh nhan hogc khau ndi bé
than ghép voi bang quang.

Két qua diéu tri phu thudc vao vi tri hep, muc do hep, chiéu dai
doan hep va thoi gian phat hién sém hay mudn.

Khuyén cao:
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Nén st dung doan ni€u quan ghép c6 do dai thich hop, c6 mach
nudi dudng tot, cd td chirc md bao quanh ni¢u quan

Can bao ton t6 chuc md bao quanh vung bé than va ni€u quan
doan gan

Khau noi khong dugc lam hep ni€u quan va khong nén tao
duong ham chong trao nguoc.

Ngoai ra, néu c6 gian niéu quan can tim cac nguyén nhan khac:

Ap lyc trong bang quang cao do thanh bang quang day, cing
hodc 1 tré nudce ti€u trong bang quang



Chwong 8. Chon Iwa ngw&i nhan than va ky thuat ghép than

- Trao nguoc bang quang - than: khong gay tic nghén

- Hep niéu quan - bang quang do tao seo hoic 15i ky thuat khau ndi
niéu quan - bang quang, chiém khoang 80% trudng hop chit hep
niéu quan. Hau hét bién chimg nay hinh thanh trong ndm dau sau
ghép, tuy nhién nguy co hep tang theo thoi gian sau ghép.

Trao ngwoc bang quang - niéu quan than ghép va viém bé
than cap

Tan sudt gdp: viém bé than - than cap sau ghép 1a bién chimg hiém gap
trong khi trio nguoc bang quang - niéu quan than ghép lai gip phd blen
hon. Bién chting trao nguoc bang quang - niéu quan gip t6i 30% sb ca
khau ndi niéu quan - bang quang theo phuwong phap Leadbetter. Vi
phuong phép Lich - Gregoir, ty 18 ¢6 thé gap toi 80% néu dudng ham
16p dudi niém mac bang quang ngan va khoang 10% néu duong ham
nay dai. Khi c¢6 nhidm trung tiét niéu thip nguy co dan dén viém bé than
cap c6 thé téi 80% néu c6 trao nguge bang quang - nidu quan, trong khi
néu khong c6 trao nguoc nguy co chi khoang 10%.
Piéu tri: bénh nhan c6 viém bé than cép can duoc diéu tri ngay khi da
duoc chan doan xac dinh:

- Can thiép ndi soi: ty 1€ thanh cong dat té1 30-78%

- Néu can thi¢p ndi soi that bai:

+ Néu niéu quan cua bénh nhan khong c6 trao ngugc: khau nbi
niéu quan than ghép véi ni€u quan bénh nhan.

+ Néuniéu quan cua bénh nhan c¢6 trao ngugc hodc khong con
sir dung duoc: trong lai niéu quan - bang quang theo phuong
phap Lich - Gregoir v6i duong ham dai.

Khuyén cdo
- Puodng ham chéng trao nguoc khi khau ndi niéu quan - bang
quang nén dai khoang 3 - 4 cm
- Phong tranh khong dé xay ra nhiém tring tiét niéu dudi
- Can thi€p ndi soi nén duoc lya chon déu tién dé diéu trj bién chiung
trao nguoc bang quang - ni¢u quan c6 tri¢u chung lam sang.
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Séi than
Tan sudt gdp: soi than c6 thé di c6 san trong than tir khi ghép hodc mic
phai. ty 1¢ md&i mac sau ghép dudi 1%.
Triéu chirng: soi than c6 thé gay dai mau, nhiém trung hodc tic nghén
duong niéu.
Chan dodn: CT (khong can dung thudc can quang).
Piéu tri
- Mot sd truong hop soi co thé dai ra mot cach tu nhién
- Néu cén can thiép:
+ PAu tién nén dat thong sonde JJ hodc dan luu bé than ra da
dudi hudng dan si€éu am
+ Soi & cac dai than hodc soi nho: 6 thé tan soi ngoai co thé
+ Soi 16n hon: nén lay s6i qua da hoic moé mé
+ S6i niéu quan: nén diéu tri bang tan so6i ngoai co thé hodc lay
s01 niéu quan qua ndi soi
Khuyén cdo
- Diéu trj tét tinh trang cudng chirc ning tuyén can giap ¢ nguoi
nhan than
- Nén dung chi tu tiéu d€ khau ndi ni¢u quan
- Giai quyét hiéu qua cac tic nghén va nhiém trung dudng tiét
niéu
- Dinh ky kiém tra canxi ni¢u.
Hep déng mach than ghép
Tan sudt gdp: hep dong mach than sau ghép gip trung binh khoang
10% (dao dong 1 - 23%). Yéu to nguy co gay hep dong mach than sau
ghép bao gom: tudi nguoi hién va nhan than, than cho mé rong tiéu
chuan, cham phuc hoi chirc nang than, bénh tim thiéu mau cuc bd va st
dung thuoc e ché mién dich dan nhép.
Triéu chitng: nghi ngd hep dong mach than ghép khi co ting huyét ap
khang tri va hoac tang creatinine nhung khong c6 bi€u hi¢n o nudc
than ghép.
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Piéu tri
- Diéu tri bang thudc gidn dong mach
- Piéutrican thi€p thu thuat khi hep > 70% khéu kinh dong mach:

+ Nong dong mach co6 dat hoac khong dat stent: don gian, hi¢u
qua khoang 70% va la lga chon dau tién doi voi hep dong
mach doan xa.

+ Phau thuat mo: tai tao lai doan hep/chd hep. Chi dinh khi
c6 hep dong mach do gap khic hodc hep tai miéng khau noi
dong mach, nong qua da that bai. Khong dung tinh mach
hién dé tai tao dong mach bi hep.

Khuyén cdo
- Sur dung vat dong mach ctuia nguoi hién, néu can
- Kiém tra k¥ 16p ndi mac trudce khi khau ndi, cit bo hodc chinh
stra néu can
- Néu than ghép 1a than trai can giir lai doan tinh mach than du
dai; néu than ghép 1a than phai thi nén noi dai tinh mach bang
viéc st dung tinh mach chu
- Tranh khau ndi miéng ndi qua chit.
Thong dong - tinh mach than va gia phinh mach sau sinh
thiet than
Tan sudt: thong dong - tinh mach than c6 thé gip khoang 10% (7-17%)
Triéu chitng goi y: dai mau tai phat nhiéu 1an
Chdn dodn: dya vao siéu am Doppler, chan doan chinh x4c hon bang
chup cong hudng tir hodc chup mach mau than. Chup mach mau than
ghép nén duogc lya chon dau tién.
Diéu tri
) thong dong - tinh mach théan co thé tu bit lai
- Khi dai mau dai dang hoic khi dudng kinh 16 thong > 15 mm: nén
lwa chon phuong phép gay tac chon loc 16 thong dong - tinh mach
Gia phinh dong mach than thuong do nhiém ndm va c6 thé gay
tir vong.
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Khuyén cdo: Tranh sinh thiét sdu vio viung ron than (cd'p do C).

Nang bach huyét
Tén sudt gdp: Nang bach huyét gap 1 - 20% s truong hop, do tac dong
vao cac h¢ thong bach huyét ving chau hodc cua than ghép.

Nguy co: ngudi nhan béo phi hodc st dung thudc e ché mién dich
nhém m-TOR.

Triéu chitng
- Hau hét khong c6 triéu chimg 1am sang
- Khi ¢6 chén ép niéu quan hodc nhiém tring: c6 thé dau ving
than ghép.
Piéu tri

- Khong can can thiép néu u nang bach mach nhé hodc khong
c6 biéu hién chén ¢p mach mau vung chau hodc ni€u quan than
ghep

- Mo thong cura ) phtc mac béng ndi soi: thuong duoc lya chon

- Chi dinh ph§u thuat m¢ khi khong c6 phuong tién ndi soi hodc
ndi soi ¢ thé gay nguy hiém.

Khuyén cdo: Kiém sodt kj hé thong bach mach ving chdu khi phdu
thudt bcing kep hoac thdt cac bach mach ciia than ghép trong qua trinh
phau tich mach méu viing chdu (cép dé C).
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THEO DOI VA BIEU TRI SAU GHEP THAN

DPIEU TRI DAN NHAP
Diéu tri kh&i dau triét tiéu té bao T

Trong qué trinh diéu tri &c ché mién dich dy phong, ¢ nhiéu qubc
gia dac bié¢t 1a tai My da hinh thanh viéc “dicu tri khoi dau”, st dung cac
tac nhan sinh hoc triét tiéu té bao T. Cac tac nhan nay bao gom globulin
khang t€ bao tuyén uc (anti-thymocyte globulin - ATG), OKT3 va gan
day nhat la khang thé anti-CD52 (Campath1-H) sau ghép than.

Mot sb trung tdm sir dung cac tac nhan nay dé dy phong thai ghép
mot cach hiéu qua va chi bat dau dung CNI sau khi tang ghép hdi phuc
tir nhirg thuong ton do thiéu mau cuc bg, mic di chwa co nhiéu béng
ching tng ho gla thuyét nay (LE: 1b). Ty 1& thal ghép dau tién la thap
hon khi ¢6 diéu tri khoi dau. Tuy nhién, mot sd nghlen ctru cho thay
ty 1¢ thai ghép tang 1én sau khi nging diéu tri triét tiéu té bao lympho.
Chua c6 bang ching vé ty 1é song cua thian ghép duoc cai thién & nhitng
bénh nhan duoc diéu tri khoi dau so v6i nhimg bénh nhan khong dugc
diéu tri (LE:3). Nguoc lai, mot diéu rat rd rang 1a diéu tri khoi dau voi
céc tac nhan triét tidu té bao T gdy ting nguy co nhidm tring co hoi va
ung thu sau phau thuat, dic biét 12 bénh ting sinh té bao lympho sau
ghép (LE: 3).

Khuyén cao Cap do

Cac tac dung khéng mong mudn cé nguy co de doa tinh mang B
clia diéu tri khéi dau bang tac nhan sinh hoc triét tiéu té bao T
bao gdbm cac bénh nhiém trung co hdi ndng, nguy co bénh ac
tinh, d3c biét la bénh tang sinh t& bao lympho sau ghép.

S& dung cac khang thé triét tiéu té bao T khong cai thién dwoc B
két qua & quan thé chung.

Khong nén str dung thuwong quy cac khang thé triét tieu tébao T B
cho bénh nhan ghép than lan dau c6 nguy co thap.

Néu co st dung diéu tri khéi dau, can gidi thich cho bénh nhan| B
vé nguy co nhiém trung va ung thw trwéc khi bat dau tien hanh
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Khang thé khang thu thé interleukin-2

Hai khang thé don dong c6 4i luc cao voi thu thé cua interleukin-2
(IL-2) (daclizumab va basiliximab) da dugc phé duyét dé sir dung trong
du phong thai ghép sau ghép tang. Cac tac nhan nay duoc sir dung ngan
han sau khi ghép tang mét cach an toan va lam gidm dugc khoang 40%
tan suat thai ghép cdp qua trung gian té bao nhu két qua cia cac thir
nghiém ngau nhién c6 ddi chimg cho thdy (LE: la). Ca hai khang thé
nay déu co hiéu qua nhu nhau, du chwa c6 nghién ciru so sanh chinh
thirc nao dugc thyc hi¢n. Mot phan tich téng hop da khfmg dinh hi¢u qua
cua cic tadc nhan nay, du khong chimg minh dugc tdc dung tich cuc 1én
ty 1¢ sdng cua tang ghép hay cta bénh nhan (LE: 1a), nhung c6 nhiing
nghién ctru hdi ctru theo chidu doc 16n va mot nghién ctru tién ctru 16m
gin day c6 dé cap dén loi diém nay. Hiéu qua cta cac khang thé nay khi
str dung phdi hop véi tacrolimus va/hodc mycophenolate chua duoc tim
hiéu trong phan tich tong hop. Mot vai thir nghiém c6 ddi chimg trén s6
luong 16n bénh nhan dugc cong bd gan day tng ho tinh hiéu qua va su
an toan cua viéc su dung phac dd bo61n loai thude co str dung cac tac
nhan nay (LE: 1b). Sir dung khang thé khang thu thé interleukin-2 c6 thé
cho phép ngig corticoid sém (LE: 1b), mic du c6 thé 1am ting ty 1é thai
ghép. Quan trong nhit 1a khi sir dung khang thé khang thu thé IL-2, co
thé giam liéu CNI mot cach dang ké ma van duy tri hiéu qua diéu tri va
chirc ning than tét (LE: 1b).

Khuyén cao Céap do
St dung khang thé khang thu thé IL-2 dé chong thai ghép Ia hiéu A
qua va an toan, gilp gidm dang ké ty & thai ghép cap, cho phép
khéng st dung CNI va corticoid trong diéu tri.

Con thiéu bang chirng chinh thirc chirng minh sy cai thién vé két A
qua cua bénh nhan va cta than ghép, tuy nhién cac thir nghiém
I&m sang I&n gan day déu goi y vé nhirng lgi ich nay.

CNI = trc ché Calcineurin
Diéu tri kh&i dau
Chung téi khuyén cdo viéc bat dau str dung phéi hop céc

thuéc trc ché mién djch trwéc hay ngay tai thoi diém ghép
than (1A)
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Chuing t6i khuyén céo st dung diéu trj khéi dau bang mét
tac nhan sinh hoc trong phac do trc ché mién dich ban dau
cho bénh nhéan ghép than (1A)

- Chiing t6i khuyén céo sir dung khang thu thé IL-2 (IL2-RA) lam
tac nhan dau tay trong diéu tri khoi dau (1B)

- Chung t6i dé xuat str dung tac nhan triét tiéu lympho bao thay
cho IL2-RA cho nhitng bénh nhan ghép than c6 nguy co mién
dich cao (2B).

Uc ché mién dich 1a diéu quyet dinh cho thanh cong cua ghep tang
va vi¢c su dung ph01 hop céc thude 13 can thiét. D6i voi diéu tri khoi
dau, mot phan tich tong hop trén hon 5.000 bénh nhan tham gia vao
céc thir nghiém tién ctru ngiu nhién da dua ra két qua khang dinh rang
diéu tri khoi dau v6i IL2-RA lam giam duoc ty 1& thai ghép cap va cai
thién duoc ty 1é séng ctia than ghép va khong co khac biét 1on nao giira
basiliximab va daclizumab. Trong cac thir nghiém danh gia so do diéu
tri phdi hop v6i hai loai thude néi trén khong thay thude nao c6 loi ich
vuot troi ro rét. Gralla va cs. phan tich dir liéu hdi ctru tir 28.686 bénh
nhan tir Hé thdng Dit liéu vé Than hoc Hoa Ky (USRDS) duoc ghép
than trong giai doan 2000 dén 2008, dugc diéu tri bang tacrolimus va
MPA. Mic du ty 1€ thai ghép cép & nhom bénh nhan duogc diéu tri thém
IL2-RA chi thip hon ¢ mirc gidi han so véi nhoém bénh nhan khong
duogc diéu tri, ty 16 séng n6i chung & thoi diém 1, 3 va 5 nam sau ghép 1a
tuong duong. Tuong ty, Willoughby nhan thiy viéc bd sung thém IL2-
RA cho nhitng bénh nhan dung tacrolimus va MPA chi c6 tac dong toi
thiéu 1én ty 1& thai ghép cip va ty 1& mat than ghép ¢ thoi diém 6 thang
sau ghép néu bénh nhan van duy tri corticoid.

Nhu vy, v6i phac do @e ché mién dich c6 tacrolimus va MPA, loi
ich cua IL2-RA c6 1€ chua bién ho dugc cho su tang gid thanh diéu
tri d6i vai tat ca moi truong hop. Hon nitra, can hét suc than trong khi
ap dung khuyén cao nay cho nhitng bénh nhén trén 65 tudi do cac dbi
tuong nay déu bi loai ra khoi hau hét cac thu nghiém lam sang ngﬁu
nhién c6 d6i chimg vé tc ché mién dich. Nhu vay, chung toi nghi nén
ha cép do khuyén cao dmuc 1.2 tr 1A Xuéng 1B. Trong mdt phan tich
téng hop méi day, cac tac gia so sanh IL2-RA véi globulin khang té bao
tuyén rc (ATG) (16 nghién ctru, 2.211 d6i twong tham gia). Cac bénh
nhan dugc lya chon vao nghién ctru ban dau thudc dién nguy co mién
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dich thap (ghép lan dau, khong c6 khang thé khang HLA). Khong thay
c6 su khac biét rd rét vé ty 16 mat than ghép tai bat ky thoi diém nao, hay
vé ty 16 thai ghép cap trén 1am sang. ATG c6 tac dung hon IL2-RA trong
viéc 1am giam ty 18 thai ghép cdp dugc chimg minh bang sinh thiét &
thoi diém 1 nam nhung chi & muc ranh gidi va phai tra gia bang viéc
tang 75% ty 1& bénh 4c tinh (bénh ting sinh té bao lympho sau ghép)
va ting 32% ty 1& mic bénh do CMV. Cac bénh nhan dung ATG hay
bi sdt, hoi chimg phong thich cytokine va cac phan tng khong mong
mudn khac khi ding thudc nhidu hon déng ké so v&i IL2-RA; cac bénh
nhan nay ciing hay bi giam bach cau hon nhung khong co6 su khac biét
vé tinh trang giam tiéu cau. Khong co khac biét rd rét vé két qua chung
glua nhom dung CsA hay tacrohmus dung azathioprin hay MPA, hay
ve€ nguy co thal ghép cép nén & nhém bénh nhan nghién ciru. Khong c6
bang ching vé hiéu qua khac biét giita ATG cila thé hay cua ngwa. Do
vay, 0 nhirng bénh nhan c6 nguy co thép, diéu tri khoi ddu duoc vu tién
la IL2-RA.

D6i voi bénh nhan c6 nguy co cao, ¢6 hai thir nghiém ngau nhién
tién ctru duoc thuc hién, mot thir nghi¢m tuyén lva chu yéu la nhiing
bénh nhan c6 nguy co than ghép cham hoat dong cao va mot thir nghiém
tuyén lya nhimg bénh nhan c6 nguy co mién dich cao. Két qua cua cac
thir nghlem cho thiy ding ATG lam nguy co thal ghép cap giam thap
hon déng ké so voi IL2-RA. Theo khuyen cao vé thyc hanh tét cia chau
Au, cac bénh nhan c6 nguy co cao c6 thé gdm nhitng ngudi co tién man
cam cao (nhiéu khang thé phan tng co sin), ghép than khi co hang rao
khang thé dic hiéu voi ngudi hién, da ghep nhiéu 1an trude d6 hay da
mét tang ghép trudc do do nguyen nhan mién dich, 5-6 khang nguyen
HLA khong twong hop, ngudi hién sau ngimg tim va thoi gian thiéu
mau lanh > 24 gio.
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PIEU TRI 'C CHE MIEN DICH DUY TRI VA THEO
DOI DUNG THUOC U’C CHE MIEN DICH SAU GHEP

Giéi thiéu

Nguyén tic co ban dé dam bao trc ché mién dich thanh cong 13 “su
can béng dé séng so6t”. Bac si can cho bénh nhian mot liéu thude du
cao dé chong thai ghép ma khong gay nguy hiém dén strc khoe cua ho
V6i sy hiéu biét ngay cang tang vé hoat dong thai ghép ctia hé mién
dich, nhiéu thudc tc ché mién dich méi va an toan hon da duogc phat
trién, nham wc ché hoat dong cua cac té bao lympho duogc man cam
chdng lai tang ghép. Uc ché mién dich dic biét quan trong trong giai
doan dau ngay sau ghép, khi ty 16 mic moi tinh trang thai ghép sém
sau ghép rat cao.

Trong giai doan hau phau muodn hon, qua trinh “thich tmg véi tang
ghép” dién ra; diéu nay dan dén ty 18 thai ghép rat thip ¢ cac bénh
nhan giai doan duy tri. Dy phong thai ghép, do vy can dugc giam
thiéu theo thoi gian bang cach giam corticoid va giam dan thudc e ché
calcineurin (CNI) (LE: 1b).

Céc tac dung khong mong mudn khong ddc hiéu cua e ché mién
dich bao gbm tang nguy co mac cac bénh ac tinh va nhiém trung, nhat
1 nhitng bénh nhiém tring co hoi. Tat ca cac thudce (e ché mién dich
déu c6 tac dung khong mong mudn phu thudc lidu. Cac phac dd wc
ché mién dich hién tai déu nham giam thiéu cac tic dung khong mong
mudn dic higu ctia thude véi mot phac dd thude hiép dong. Mot phac
d6 thudc hiép dong tot cho phép bac si giam thiéu dang ké liéu thude tre
ché mién dich, nho d6 giam cac tac dung khong mong mubn, dong thoi
van duy tri dugc hiéu qua nho tac dung hiép dong, cong hudng cia cac
thudc e ché mién dich (LE: 1b).

Phac d6 trc ché mién dich ban dau chuén hién nay déu c6 hiéu qua
rat t6t va kha nang dugc dung nap tot. Phac d6 nay dugc dung cho hau
hét cac bénh nhan va bao gom:

- Thudc te ché calcineurin (CNIs) (cyclosporine hodc tacrolimus)

- Mycophenolate (MMF hodc mycophenolate sodium dang vién
bao va tan trong rudt, EC-MPS)

- Corticoid (prednisolone hodc methylprednisolone)

96



Chwong 9. Theo doi va diéu tri sau ghép than

- C6 hoic khong co diéu tri khoi dau.

Phac d6 nhiéu thudc hién dang 1a phac d6 chuan dugc toan thé gidi
ap dung cho hau hét cac bénh nhan ghép tang (LE: 1b).

Phéc do chuan nay c6 kha ning sé& thay do6i vi thudc trc ché mién
dich moi va cac phéc dd moi dang duoc phét trién. Ngoai ra, bat ky
phac d6 thudc ban dau nao ciing can duoc diéu chinh phu hop voéi nhu
cau cua tung c4 thé bénh nhan tiy theo biéu hién tac dung khong mong
mubn, thiéu hiéu qua trong diéu tri va theo yéu cau cta phéc do.

Dw phong vé&i trc ché mién dich co ban
Cédc thudc tre ché calcineurin (CNIs)

Ca cyclosporine va tacrolimus déu co cac tac dung khong mong
mudn dang ké c6 the gy nguy hiém cho bénh nhéan va tang ghép. Can
phai nhin manh rang ca hai thudc déu doc cho than (LE la) va viéc su
dung hai thudc nay lau dai 1a nguyén nhan chinh gy rdi loan chtic ning
than ghép man tinh, thuong dan dén mat tang ghép hoac bénh than man
tinh nang & nhitng bénh nhan ghép tang khac ngoai than.

Cyclosporine A

Dugc dong hoc cua cyclosporine A dang vi nhil twong (CsA-ME;
Neoral) tdt hon va thude duge bénh nhan tiép nhén tot hon so véi dang
bao ché trudc d6 (Sandimmune). Quan trong hon, phd hip thu cia
CsA-ME rong hon ctia Sandimmune, cho phép bac si c6 thé giam liéu
cyclosporine ma khong anh hudng dén hiéu qua diéu tri. Diéu tri voi
CsA-ME cling giam ty 1€ thai ghép 1 nam sau ghép (LE: 1b).

Maic du CsA-ME da chung minh duoc hi¢u qua va tinh an toan,
thube nay van c6 dic tinh “nguy hiém vé lidu”, vi vay viéc chi dinh
thudc khong phi hop co thé dan dén ngd doc ning hodc 1am mat hiéu
qua diéu tri. Ngay ca viéc chimg minh dugc su twong dwong sinh hoc
trén nguoi tinh nguyén khoe manh theo dung chuan muc van chua phai
1a bang chimg day du dé quyét dinh str dung cyclosporine dang cong
thirc chung cho tit ca cac bénh nhan ghép than. Cho dén khi c¢6 thém
nghién ctru va s liéu, bénh nhan va bac si ké don thudc dang cong
thirc can phai y thie duoc nhitng khac biét tiém tang vé lidu hap thu
duoc, néng d6 thude tdi da, su bién dong va tac dong cua thuc an dbi
v6i cyclosporine. Can hét sirc than trong (vi du theo dai chit ché va xac
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dinh nong do thudc) khi chuyén tir cong thirc cyclosporine nay sang
mdt cong thuc khac (LE: 2a).

Céc cong ty duoc pham va cac nha nghién ctiru déu phai cung cap
da dir li¢u, thong s6 co ban vé dugc dong hoc ¢ cac quén thé dich, bao
gdm ca cac bénh nhan ghép tang 1an dau. Cac co quan quan Iy dugc
pham nén thiét 14p tiéu chuan nghiém ngit hon cho cac thudc ¢ dic
tinh “nguy hiém vé licu” (LE: 4).

Cyclosporine gdy ting cholesterol mau, ting huyét ap, phi dai loi,
tdo bon, chimg ram 16ng, mun tring ca (LE: 1a). Theo ddi nong do
thude diéu tri 1a bat budc (LE: 3) vi ctra s6 diéu tri hep va kha ning
tuong tac v4i cac thue khac. Nong do thude 2 gio sau khi uéng (C2)
c6 thé twong quan tét hon v6i do phoi nhiém véi thude; nhiéu nghién
ctru hdi ctru cho thdy mdi twong quan cao hon gitra C2 va céac chi s6 két
qua (LE: 3). Tuy nhién, chua c6 nghién ctru tién ctru so sanh nao dugc
thyc hién va nong do C2 don doc c6 the khong phan énh day du do phoi
nhiém véi cyclosporin trong g1a1 doan dau ngay sau ghep[17 18] (LE
2b). Hon nita, viéc xac dinh nong d6 C2 co thé giy ra mot so van dé vé
hau can. Quan trong nhat 13 cac két qua chung tuong tu van dat dugc
vé6i cac cach theo dbi thudng quy. Tom lai, ca hai chién lugc theo ddi
cyclosporine déu hiru ich dé danh gia d¢ phoi nhidm vdi cyclosporine.
Viéc do thém ndng do tdi thiéu ¢ nhitng bénh nhan dugc theo doi C2
hodc do thém C2 ¢ nhitng bénh nhan dugc theo doi néng d6 tbi thiéu co
thé gitp danh gia chinh xac hon vé d phoi nhiém véi thudc. (LE: 4).

Tacrolimus

Tacrolimus 14 thudc trc ché mién dich manh hon cyclosporine, véi
kha nang phong ngtra thai ghép cao hon. Tuy nhién, tacrolimus c6 kha
ning giy tiéu dudng, cac tic dung khong mong mudn 1én than kinh
(run, nhirc dau), rung toc, tic dung khong mong mudn 1én dudng tiéu
hoa (vi du tiéu chay, budn nén, nén mira) va giam magie mau (LE: 1a).
Néu duoc két hop v6i mycophenolate, tacrolimus thuong hay gay tc
ché mién dich qua muc hon va c6 thé gay bénh than do virus polyoma
(LE: 1b).

Advagraf 1a mét cong thirc méi c6 diéu chinh sy phong thich, cho
phép dung tacrolimus mot lan mot ngay, vira dugc cho phép luu hanh ¢
chau Au, du chua dugc phép tai My. Advagraf dap ing cac ti€u chuan
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tuong duong sinh hoc, du thude nay c6 do phoi nhiém, nong do dinh
va nong do tdi thiéu thap hon chat it, do d6 doi hoi dung liéu cao hon
dé duy tri d6 phoi nhiém (LE: 1b). Nong d6 thudc qué thap c6 thé giy
nguy hiém, nhét 13 giai doan sém ngay sau ghép.

Ca hai cong thirc tacrolimus déu c6 kha ning du phong thai ghép
hi¢u qua va tthO’ng mang lai két qua twong tu cyclosporine (LE: lb)
Do thude co ctra so diéu tr1 hep va kha ning tuong tac véi cac thude
khac cao, can theo doi ndng d6 tdi thiéu cua tacrolimus; diéu nay sé
cho phép c6 thé udc tinh dugc d6 phoi nhiém mét cach hop 1y (LE: 3).

Tom tiit

Phan tich tong hop vé tacrolimus va cyclosporine cho thdy hai
thudc cho két qua tuong tu vé ty 18 séng ctia bénh nhan va tang ghép
noi chung (LE: la) Mot sb phan tich nhén thy tacrolimus c6 tic dung
phong thai ghép tot hon va cho ty 18 sdng cuia tang ghép cao hon chut it
khi kiém duyét ca s6 ca tir vong. Chirc ning than c6 vé tot hon & nhom
bénh nhan dung tacrolimus, tuy nhlen ty 1€ nay khong dat ¥ nghia thong
ke trong hau hét cac phan tich. Mot s6 thir nghiém gan ddy da xac nhan
rang tacrolimus phong ngira thai ghép tét hon, nhung khong cho thiy
loi ich ctia thudc nay 1én ty 1é song ciia bénh nhan va cia tang ghép. Vi
vay, dé tom tit, ca hai thudc tre ché calcineurin (CNIs) déu c6 thé phong
ngtra thai ghép cip mot cach hiéu qua (LE: la).

Trong trudng hop xut hién tac dung khong mong mudn dic hiéu
cua CNI (vi du chung ram 16ng, rung toc, phi dai loi, tiéu duong, bénh
than do virus polyoma), c6 thé chuyén tir thuc CNI nay sang mot CNI
khac dé giam tac dung khong mong mudn (LE: 1b). Do sy khac biét vé
hi€éu qua va tinh an toan cua cac thude, nén lua chon thudc CNI theo
nguy co va lgi ich cia tirng bénh nhan (LE: 4).

Mic du c6 nhiéu tac dung khéng mong mudn, cac thuéc CNI di la
nén tang trong cac phac dd trc ché mién dich hién dai ctia hon 20 nim
qua, vi cac thudc nay di mang lai sy cai thién dang ké vé ty 1¢ song cua
tang ghép. Piéu ndy dd mang lai thanh cong trong ghép tuy, tim, gan va
phdi (LE: 1a). Cac quy trinh tuong lai huéng dén viéc giam thiéu hodc
tham chi loai bo CNI khoi phac dd. Tuy nhién, cho dén khi cac phac db
nay chimg minh dugc két qua vuot troi, cac thude CNI van nam trong
phac dd chdm soc chuin & giai doan dau tién sau phau thuat. (LE: 1b).
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Khi xuat hién cac tac dung khong mong mudén nghiém trong ctia CNI,
c6 thé can xem xét viéc loai bo, thay thé, hodc giam manh liéu thude
(LE: 2b). Can cha ¥ dic biét dén cac bénh nhan & giai doan duy tri, vi
ho c6 thé can it CNI hon so véi dy dinh (LE: 1b).

Khuyén cao Cap do

Dy phong thai ghep v&i CNI hién dang la chudn thwc hanh A
thuong quy khi con cho cac cong bd vé két qua dai han clia cac
thudc méi hon

Viéc Iwa chon CNI dwa vao cac nguy co mién dich, dac diérn cua A
bénh nhan nhan tang, trc ché mién dich dong thoi va cac yéu to
kinh té xa hoi

Theo di néng do cyclosporme va tacrolimus trong mau la bat A
budc dé tranh trc ché mién dich khong du (tang nguy co thai
ghép) va nong do qua cao (dan dén tang nguy co co cac tac
dung khdng mong mudn man, dac biét Ia gy doc cho than).

Mycophenolates

Céc mycophenolates, MMF va EC-MPS, Ia dan chit tu
acid mycophenolic (MPA), chit (rc ché inosine monophosphate
dehydrogenase. Pay 1a budc gi6i han téc do trong qua trinh sinh tong
hop guanosine monophosphate qua duong purine tir dau.

Do chirc ning va su ting sinh cta cac té bao lympho phu thudc
vao su téng hop cua nucleotide purine nhiéu hon céc loai té bao khac,
chat trc ché inosine monophosphate dehydrogenase (IMPDH) c6 thé
e ché mién dich véi dich ddc higu la céc t€ bao lympho (1). Acid
mycophenolic khong gay doc cho than. Tuy nhién, thuoc gay trc ché
tay xwong va co thé giy ra cac tac dung khong mong mudn vé dudng
tiéu hoa, nhat 13 tiéu chay. Ca hai cong thirc MPA déu c6 hiéu qua
tuong duong va do an toan hau nhu twong duong (LE: 1b), mic di mot
sO nghlen ctru tién ctru cho thdy EC-MPS c6 it tac dung khong mong
mudn vé dudng tiéu hoa hon trén cac bénh nhan da c6 van dé vé tiéu
hoéa lién quan dén MMF nhung van con thiéu bang chimg chac chan tir
nhirng nghién ctru ngiu nhién tién ctru (LE: 2a).

Str dung dong thoi mycophenolate véi prednisolone va CNI di lam
giam dang ké ty 1¢ thai ghép x&c nhan bang sinh thiét (LE: 1b). Mot
nghién ctru hdi ctru khac cho thdy mycophenolate mofetil 1am giam
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dugc 27% ty 1¢ thai ghép man tinh tuong ddi so véi azathioprine, két
qua nay doc 1ap va khong lién quan dén su giam ty 1¢ thai ghép cip qua
trung gian té bao trén cac bénh nhan sir dung MMF (LE: 3). Cac nghién
ctru hoi ctru gan day ciing goi ¥ rang cac két qua chung kém hon khi
giam liéu MPA (LE: 3).

Cac tac dung khong mong mudn khac bao gém viée trc ché mién
dich qua mtc, thé hién qua tan sut mac méi CMV va bénh do CMV
ning tang 1én, tan suat mic madi bénh than do virus polyoma ting 1én,
dic biét 1a khi ding phdi hop mycophenolate véi tacrolimus (LE: 1b).
Khi dung phéi hop véi cyclosporine, liéu chuan cia MMF 14 1 g 2 lan/
ngdy hoic EC-MPS 720 mg 2 lan/ngay (LE: 1b), nhung c6 thé bat dau
v6i lidu cao hon theo mét s6 khuyén céo gan day (LE: 2b). MPA khong
dugc phé duyét chinh thirc dé sir dung phdi hop véi tacrolimus, mic
dui phac dd phdi hop nay lai hay dwoc ap dung nhat ¢ rat nhicu qudc
gia. Mic du thude thudng dugc phdi hop véi tacrolimus, hién chua co
du bang chung vé lidu téi wu khi dung phdi hop. Tacrolimus khong anh
huong dén nong do ciia MPA va lam ting ndng d6 ctia MPA 1én khoang
30% so véi cyclosporine (LE: 2a). Hau hét cac trung tim ghép tang sir
dung liéu ban dau cho nhém bénh nhéan ding tacrolimus twong ty nhu
cho nhém bénh nhan dung cyclosporine (LE: 2b), nhung thuong hay phai
giam liéu chu yéu 1a do céc tac dung khong mong muon Ién duong ti€u
hoa cuia thudc. Sau 6-12 thang, hau hét cic bénh nhan déu sir dung MMF
heu 1. OOO 1.500 mg/ngay, hoic EC-MPS liéu 720 1.080 mg/ngay Vi tan
suat miac mdi cac tac dung khéng mong muén cao, mot sO trung tam
giam liéu MPA dinh hudng theo quy trinh ddi véi cac bénh nhén sir dung
tacrolimus (LE: 3). Khuyén céo theo dai dinh ky tinh trang virus polyoma
cho cac bénh nhan dung MPA phéi hop tacrolimus (LE: 3).

Do ty 1& mic méi bénh do cytomegalovirus (CMV) cao hon ¢ bénh
nhan dung MPA, nén diéu tri du phong CMV hoac diéu tri don dau kem
theo sang loc thuong xuyén tai lugng virus mau (LE: 1a). Dy phong
CMV véi thude khang virus (vi du valganciclovir) nén duoc 4p dung
thuong quy cho nhirng bénh nhan nhan than c6 CMV duong tinh hay cho
ngudi nhan than ¢ CMV am tinh tir ngudi hién c6 CMV duong tinh, vi
viée diéu tri du phong CMV co6 thé lam giam ty 1& méc bénh do CMV, ty
1 tir vong lién quan dén CMV & nguoi nhan tang va ting ty 1é song dai
han cta tang ghép ¢ bénh nhan ghép than (LE: 1a).
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Lot ich cua viéc theo doi né)ng do MPA mau con chua ro rang va hién
chua dugc khuyén cao cho da so bénh nhan (LE: 1b).

Dbi véi cac bénh nhan duoc diéu tri duy tri, d0 manh ctia MPA
c6 thé cho phép loai bo thanh cong corticoid khoi phac d6 cho hau hét
bénh nhan (LE: 1a) hodc giam déng ké liéu cac CNI doc cho than, giap
cai thién chuc nang than (LE: 1b).

Mic du di c6 mot s nghién ctru sir dung phac dd véi MPA va
corticoid ma khong c6 CNI, viéc khong ding hay cat bo hoan toan CNI
trong 3 ndm dau cho thay nguy co thai ghép ting dang ké, tham chi mot
s6 nghién ctru ngéu nhién tién ctiru con cho thdy két qua chung bi xau di
(LE: 1b). Nguoc lai, viéc cit bo CNI khi sir dung MPA va corticoid ¢
vé nhu an toan trén nhfrng bénh nhan diéu tri duy tri dai han sau ghép
tir 5 nam tro 1én va diéu nay giup céi thién chirc nang than (LE 1b).
Hién nay, cac nghlen clru vé sy an toan va hi¢u qua cua viéc cat bo CNI
som véi phac dd phdi hop MPA, steroid va e ché m-TOR dang duoc
thuc hién.

Khuyén cao Céap do

Mycophenolates hién 13 diéu tri chuén. Liéu MMF chuén két hop A
véi cyclosporine 1a 1g 2 lan/ngay hodc EC-MPS 720 mg 2 lan/
ngay.

Két hop mycophenolates vé&i tacrolimus chwa dwoc phé duyét A
chinh thtre. Lidu mycophenolate ti wu hién chwa rd, vi cac bénh
nhan dwoc diéu tri phdi hop véi tacrolimus c6 ndng d6 thubc MPA
cao hon cac bénh nhan str dung phdi hop véi cyclosporine. Liéu
chuén bat diu khi phdi hop véi tacrolimus véi MMF 1a 1g 2 1an/
ngay, con véi EC-MPS 1a 720 mg 2 1an/ngay. Hau hét cac trung
tam ghép tang déu ap dung mdc liéu nay va thwong giam 30-
50% liéu tai thdi diém sau ghép 1 nam.

Hién chwa thé khuyén céo viéc theo ddi nong d mycophenolate A
mau do bang chirng vé lgi ich cla sy theo dbi nay con han ché.

EC-MPS = mycophenolate sodium dang vién bao tan trong rudt;

MMF = mycophenolate mofetil
Azathioprine

Mycophenolate hién duoc st dung thuong quy trong phac d6 co
ban thay cho azathioprine gan nhu trén toan thé g101 Néu so sanh véi
azathioprine, theo cac thir nghiém tién ctru ngau nhién thi MPA lam
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giam dugc ty 1€ thai ghép ro rét (LE: 1b). Mac du c6 mot nghién clru
tién ctru 16n gan day cho thay azathioprin ¢ thé cho két qua chip nhan
duoc & quan thé c6 nguy co thip, azathioprine thuong chi duoc ding
cho nhimng bénh nhan khong thé dung nap dugec MPA. Khi duoc két
hop véi cyclosporine va corticoid, mot phan tich tong hop cho thiy
azathioprine khong mang lai loi ich gi dédng ké theo cac thong sb két
qua chinh (LE: 1a).

Khuyén cao Céap do

Azathioprine c6 thé dugc si dung trong phac d6 e ché mién A
dich ban dau cho quan thé c6 nguy co thap, nhat la cho nhirng
doi twong khéng dung nap dwoc MPA.

Chua co bang chirng chac chan nao vé hiéu qua clia azathioprine A
trong phac do phoi hop véi CNI va steroid.

MPA = acid mycophenolic

Corticoid

Corticoid c6 rat nhidu tac dung khong mong mudn, nhét 1a khi
duoc str dung dai han. Nhiéu bac si van coi prednisolone 1a mdt thude
hd trg e ché mién dich co ban trong phac dd ban dau, mic du trong
nhiéu thir nghiém 1adm sang ngau nhién tién ciru ngudi ta da cat bo
thanh cong prednisolone ddi vé4i rat nhiéu bénh nhan (LE: 1a). Nhitng
thir nghiém nay cho thay nguy co ciia viée cit bo corticoid phu thude
vao cac thude e ché mién dich duoc sir dung dong thoi, nguy co mién
dich va thoi gian sau ghép. Méc du nguy co thai ghép giam theo thoi
gian, cac loi ich tiém nang ciing c6 thé giam sau mot thoi gian diéu tri
voi corticoid kéo dai (LE: 3).

Khuyén cao Cap do

St dung corticoid trong giai doan dau tién van la diéu tri tiéu A
chuén trong va ngay sau phau thuat.

Cang ngay cang co6 nhiéu bang chiing cho thay co6 thé ngirng A
corticoid m@t cach an toan sau 3-12 thang v&i phac do phoi
hop tre ché calcineurin va acid mycophenolic.

Phac db dai han khéng c6 corticoid gan lién véi gidm thiéu cac A
tac dung khéng mong muodn do corticoid gay ra.
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Uc ché protein dich ctia rapamycin (m-TOR)

Céc thube trc ché mién dich sirolimus va everolimus e ché protein
m-TOR va han ché sy tang sinh va bi¢t hoa cua té bao lympho. Cac
thudc nay tc ché cac con duong phu thudc canxi va khong phu thudce
canxi va chan céc tin higu tir cytokine trong qua trinh ting sinh cia té
bao T. Tac dung tuong tu cling duoc nhan thay trén cac té bao B, té bao
ndi mo, nguyén bao sgi va cac té bao ung thu. Uc ché m-TOR c¢6 hiéu
quéa tuong ty nhu MPA khi phdi hop voi CNI trong phong ngira thai
ghép (LE: 1b).

Tdc dung khéng mong muon

Cac thudc trc ché m-TOR gay doc cho tuy xuong theo lidu luong.
Mot s tac dung khong mong mudn khac gom tang 11p1d mau, phu,
gay tu dich bach huyét, anh hudng dén qua trinh lién vét thuong, viém
phoi, ting protein niéu va suy giam kha nang sinh san (LE: 1b). Khi
két hop v6i CNI bét budc phai diéu tri du phong viém phoi, vi du véi
cotrimoxazole liéu thap (LE: 3). Can hét strc luu ¥ rang viéc phdi hop
{rc ché m-TOR véi CNI lam tang doc tinh cua CNI cho than, mac du
ban than thudc Gc ché m-TOR khong gay doc than (LE: 1b). Mot sb
nghién ctru dua ra nhiing két qua it kha quan hon khi ding phac d6
phéi hop nay, nhat 1a khi duy tri CNI ¢ mirc lidu chuan (LE: 3). Do
vay, can giam dang ké lidu thudc trc ché calcineurin khi dung phéi hop
v6i e ché m-TOR; diéu nay dudng nhu khong anh hudng dén hiéu
qua diéu tri, nhd vao kha ning hiép doéng, cong hudng cao cia phac
d6 phdi hop giira hai thudc nay (LE: 1b).

So sanh dwoc dpng hoc va gidy phép sir dung

Cho dén nay, chua co nghién ctru tién ctru so sanh nao duoc thuc
hién dé so sanh sirolimus va everolimus. Ca hai thudc rc ché m-TOR nay
déu c6 nhing tac dung khéng mong mudn gan nhu tuong tu, chi khac
nhau vé tinh chat dugc dong hoc. Sirolimus c6 thoi gian ban hily khoang
60 gio, duge ding mot 1an mdi ngay va chi ding cho bénh nhan ghép
than. Everolimus c6 thoi gian ban hily 24 gid, duge cip phép sir dung
cho bénh nhan ghép thin va tim va dung hai 1an/ngay. Everolimus duoc
cap phép str dung véi cyclosporine (LE: 1b) va c6 thé duoc st dung ciing
thoi diém véi cyclosporine, trong khi sirolimus phai dugc st dung 4 gio
sau khi di cho bénh nhén cyclosporine. Sirolimus con dugc cap phép sir
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dung phéi hop véi corticoid khi dimg cyclosporine trong phac do da co
cyclosporine (LE: 1b).

Vi cira s6 diéu tri hep va nguy co tuong tac thude cao nén can theo
doi nong do toi thi€u cua thuoc trong mau (LE: 3).

Chuyén déi tiv CNI sang ikc ché m-TOR

Du két qua tir phan tich tong hop c6 vé rat dang khich 18, cac nghién
clru gan day cho thay rang tc ché m-TOR khong thé thay thé CNI trong
giai doan ban dau ngay sau ghép, vi hiéu qua kém hon va kha ning tac
dung khong mong mudn cao hon, nhit 1a cac van dé vé lién vét thuong
va tu dich bach huyét. (LE: 1a). Mot nghién ctru khéac cho thay thude tc
ché m-TOR c6 thé thay thé CNI mét cach an toan trong cac giai doan
mudn hon sau ghép, vi du 3 thang sau ghép va diéu nay s& cai thién
chtrc nang than cho bénh nhan (LE: 1a). Kha nang thai ghep co tang nhe
& giai doan ngay sau ghép, tuy nhién, c6 thé can nhéc diéu nay vi thude
trc ché m-TOR khong gay doc cho than. Mic du ty 16 thai ghép cao hon,
mdt nghién ciru cho thy khi diéu tri bang phac d6 hai thude sirolimus
va corticoid thi ty 18 séng dai han cao hon, chirc nang than t6t hon va
kha nang méc bénh 4c tinh thép hon, néu so sanh véi diéu trj béng
cyclosporine, steroid va sirolimus gay doc than nhiéu hon (LE: 1b).

Tang protein niéu va chirc nang than kém thudng kém theo két qua
chung x4u hon. Chuyén CNI sang trc ché m-TOR khong duoc khuyén
cdo khi proteln niéu cua bénh nhan > 800 mg/ngay (LE 1b). Cén c6
cach tiép can than trong va tiy theo ting ca thé néu bénh nhan co
MLCT < 30 mL/phut (LE: 3).

Do c6 tac dung chdng tang sinh va ty 16 mic méi cac bénh 4c tinh
thap hon & cac bénh nhan diéu tri véi sirolimus, chuyén doi tir CNI
sang Uc ché m-TOR c¢6 thé c6 loi cho mot s§ bénh nhan phat bénh ac
tinh sau ghép hodc c¢6 nguy co phat trién bénh 4c tinh sau ghép cao
(LE: 3). Tuy nhién, chua c6 thir nghiém c6 d6i chirng nao cong bd két
qua chung tét hon sau khi chuyén d6i tir CNI sang ¢ ché m-TOR.
Cho dén nay s6 liéu vé bénh nhan dugc diéu tri lau dai véi e ché
m-TOR con it duge bdo cao. Nén than trong va can nhic ting truong
hop v6i nhing tac dung khong mong muén nhu ting protein niéu, vo
sinh (LE: 3).
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Khuyén cao Céap do

Thai ghép cap co thé duwoc ngan nglra véi cac thubc te ché A
m-TOR nhu sirolimus va everolimus trong diéu tri phéi hop véi
CNI. Phac db diéu tri phéi hop nay gay téng tinh déc cho than va
lam két qua chung xau di. Liéu CNI can phai dwoc gidm dang ké

dé

tranh doc tinh cho than.

Cac phac dd khong str dung CNI ma chi dung trc ché m-TOR A
phoi hop véi MPA va corticoid ngay tir dau khong du hiéu qua dé
ngan ngtra thai ghép cap khi so v&i phac do chuan.

S dung céac thubc e ché m-TOR gay anh hwéng dén qua trinh A
lién vét thwong. Céc bién phap dw phong trong phau thuat can
phai dwoc thwe hién néu bénh nhan cé chi dinh dung Gc ché
m-TOR giai doan trong va ngay sau phau thuat.

c ché m-TOR c6 thé thay thé cho CNI an toan sau khi da qua A
giai doan dau sau phau thuat ghép. Day la mét bién phap thay
thé da dwoc xac nhan dé thay thé cho CNI khi bénh nhan c6 biéu
hién tac dung khéng mong muén do CNI nghiém trong, vi du nhw
doc tinh dén than.

Néng do6 sirolimus va everolimus trong mau can phai duwoc do A
déu dan.

CNI = trc ché calcineurin; MPA = acid mycophenolic

Thuéc trc ché mién dich duy tri ban dau

Thubc

1.
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Chiing t6i khuyén cdo sir dung két hop nhiéu thuéc ikc ché mién
dich, bao gom mot CNI, mot thuoc vec ché tang sinh kem hoac khong
kem voi corticoid dé diéu tri duy tri. (1B)

Chiing t6i khuyén cdo CNI duwoc sir dung dau tay nén la tacrolimus.
(2A4). Chung toi khuyéen cdo nén bat dau sw dung tacrolimus hodc
CsA truoc hodac vao thoi diem ghép, thay vi tri hoan dén khi tang
ghép bat dau co chirc nang (2D cho tacrolimus; 2B cho CsA)
Chiing 16i dé xudt mycophenolate nén la thuéc irc ché ting sinh
dwoc sw dung dau tay. (2B)

Chiing t6i dé xudt rang doi véi nhitng bénh nhdn ¢o nguy co mién
dich thap va dvwoc su dung diéu tri khoi dau, co thé ngung corticoid
trong tuan dau tién sau ghép. (2B)
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5. Chiing téi khuyén cdo rang néu sir dung thuéc irc ché m-TOR thi
nén bat dau sw dung sau khi tang ghép co churc nang va cdc vet
thwong da lién. (1B)

CNI, tc ché calcineurin; CsA, cyclosporine A; mTORi, uc ché
protein dich cua rapamycin.

Théng tin co’ ban

Thudc I'Ic ché mién dich duy tri 1a diéu tri dai han dé phong ngira
thai ghep cap va suy giam chirc ning tang ghép. Diéu tri duy tri duoc
bét dau trudce hodc vao thoi diém ghep va cac thube ban dau c6 thé phbi
hop hoic khong phdi hop véi didu tri khoi dau. Céc tic nhan duoc sur
dung phéi hop dé dat trc ché mién dich dung mirc, dong thoi giam thiéu
duoc doc tinh cua timg tac nhan. Do nguy co thai ghép cip 1 cao nhat
trong 3 thang dau sau ghép, trong giai doan nay lidu thudc s& cao hon
va sau d6 giam dan ¢ nhimg bénh nhan 6n dinh d han ché doc tinh.
Trong huéng dan nay, cac thude trc ché ting sinh duoc dé cap chu yéu 1a
azathioprine hoac mycophenolate (MMF hodc mycophenolate sodium
dang vién bao tan trong ru¢t EC-MPS).

Corticoid theo truyén théng 1a nén tang trong rc ché mién dich
duy tri & bénh nhan ghép than. Tuy nhién, vi cac tdc dung khong mong
mudn cua corticosteroid, di c6 rat nhiéu nd luc dé tim kiém cac phac
dd diéu tri duy tri khong co corticoid. Cac thuat ngit thudng gdy nham
14n, tuy nhién ‘tranh dung steroid’ duoc sir dung trong huéng dan nay
dé chi cac phac do co sir dung corticosteroid lac ban dau, sau d6 ngimg
sir dung trong tuan dau sau ghép. Nguoc lai, ‘khong ding steroid’ chi
cac phac d6 khong st dung corticosteroid thudng quy ngay tir ban dau
hodc trong giai doan duy tri. ‘Cét bo steroid’ chi cac phac do ngimg
corticosteroid mudn hon tuan dau sau ghép. Cac dinh nghia twong tu
cling dugc ap dung cho vi¢c str dung CNI.

Phén tich ly do

Khi duoc str dung phdi hop va & lidu thap, cac thude c6 co ché tac
dung khac nhau sé c6 thém hi€u qua va han ché duogc doc tinh.

bdi voi CNI, cang som dat dugc néng do diéu tri trong mau thi
thudce s€ cang c6 hi€u qua phong ngura thai ghép cap.
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Khong c6 1y do dé tri hodn viée st dung CNI, ciing khong c6 bang
chting nao chirg minh rang viéc tri hodn dung CNI c¢6 thé phong ngira
hoac cai thi¢n duogc tinh trang than ghép cham hoat dong (DGF).

So véi CsA, tacrolimus giam nguy co thai ghép cap va cai thién ty
1€ song cua tang ghép tot hon trong nam dau sau ghép.

Tacrolimus li¢u thip giam thiéu duoc nguy co tiéu dudng méi khoi
phat sau ghép (NODAT) so véi tacrolimus ¢ li€u cao hon.

So V0’1 gla duoc va azathloprme mycophenolate gidm nguy co thai
ghép cép tot hon, c6 mot s bang chung cho thiy mycophenolate cai
thién ty 18 sdng dai han cua tang ghép tot hon so véi azathioprine.

Tranh sir dung corticoid duy tri tir sau tuan dau tién sau ghép than
lam gidm tac dung khong mong mudén ma khong anh hudng dén ty 1¢
song cua tang ghép.

Chua ching minh dugc cac thudc e ché m-TOR (mTORi) céi
thién duoc két qua ghép chung cia bénh nhan khi dugce st dung nhu
mot tdc nhan (e ché tang sinh hodc thay cho CNI, hodc nhu diéu tri bd
sung thém. Cac thudc nay co nhing tic dung khong mong mudn ngin
han va dai han dang Kké.

Céc thudc trc ché calcineurin
Thoi diém bét dau st dung

Vé 1y thuyét, cang dat duoc ndng d6 muc tiéu ciia CNI trong mau
som thi thude c6 vé s& cang c6 hiéu qua trong phong ngira thai ghép cap.
Tuy nhién, ciing c6 nhiéu Iy thuyét cho rang viéc bat dau sir dung CNI
som c6 thé 1am tang tan suat mac moi va mic d6 ning cia tinh trang
than ghép cham hoat dong (DGF). Vi viy, da c6 nhiing thir nghiém
ngiu nhién so sanh viéc bat dau st dung CNI sém so vé6i viéc bat dau
su dung muon sau ghep Trong 3 thtr nghiém (N = 338), khong co6 su
khac biét vé tan sudt mic méi tinh trang than ghép cham hoat dong.
Trong 5 thir nghiém (N = 620), khong c6 su khac biét vé ty 1¢ thai ghep
cap, suy chuc nang tang ghep hodc chirc ning than. Téng hop lai, tat
ca cac thir nghiém nay cho thdy khong c6 1y do gi dé tri hodn viéc bat
dau st dung CsA. Khong c6 nghién ctru twong ty nao duogc thuc hién
v6i tacrolimus, nhung v6i phac d6 co diéu tri khoi dau va giam lidu
tacrolimus, 6 1& nguy co doc than ctia CNI duoc giam thiéu ma co thé
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phong ngira dugc thai ghép ti wru. Voi cac phac do st dung CsA, khong
thdy c6 khac biét 1 rét nao vé lgi ich hay tac hai cua viéc bat dau dung
CsA sém hay mudn va bang chimg & cip d6 trung binh; bang chimg
v6&i1 CNI néi chung chi ¢ muce chét luong thép, do thiéu dit liéu vé céc
phac d6 st dung tacrolimus (xem T4p hop bang ching va cac bang
chung di kém & Bang 11-13 tai http://www3.interscience.wiley.com/
journal/118499698/toc).

Tacrolimus so voi cyclosporine

Mot phan tich tong hop céac thir ngh1em 1am sang ngau nhién cho
thiy ty 18 thai ghép cdp giam va ty 1& sdng cua tang ghép tot hon khi
st dung tacrolimus so véi CsA. Ctr 100 bénh nhan duoc diéu tri véi
tacrolimus trong nam dau tién thay cho CsA, 12 bénh nhédn s& c6 thé
phong ngira duoc thai ghép cap, 2 bénh nhan s& phong ngira duoc suy
giam chirc nang tang ghép, nhung 5 bénh nhan s€ bi dai thdo duong
khoi phat sau ghép (NODAT).

Céc thir nghiém 1am sang ngau nhién trong phan tich tong hop nay
két hop céc nghién ctru trén bénh nhan dugc diéu tri v6i CsA dang bao
ché dau tién va cyclosporine A dang vi nhii twong (CsA-ME). Nghién
clru nay ciing cho thdy giam liéu tacrolimus di kém véi ting nguy co
mat tang ghép twong dbi, con ting liéu tacrolimus lai di kém voi ting
nguy co dai thao duong khdi phat sau ghép.

Céc thir nghiém ngau nhién c6 dbi ching so sanh tacrolimus véi
CsA-ME st dung azathioprin va corticoid phdi hop, khong dung diéu
tri khoi du, da cho thiy ty 18 thai ghép cap giam khi dung tacrolimus;
vi du, 22% (tacrolimus) vs 42% (CsA-ME) tai thoi diém 12 théng, (p <
0,0001). Su khac biét vé ty 16 thai ghép cdp ctia hai CNI nay mat di khi
c6 sir dung diéu tri khoi ddu va sir dung MMF thay cho azathioprine; vi
du 4% (tacrolimus) vs 6% (CsA-ME) (24), hoac 7% (tacrolimus) vs 10%
(CsA-ME) tai thoi diém 6 thang, nhét 1a khi sir dung thém C2 ciia CsA
dé theo doi. Hon nita, ciing c6 bang ching rang thai ghép dudi ngudng
1am sang (cac thay d6i do thai ghép cip phat hién duoc trén tiéu ban sinh
thiét than theo quy trinh va khong c6 thay doi chirc nang than) dugc ngin
ngtra hiéu qua hon vai tacrolimus va MMF khi so véi CsA va MMF; 15%
(tacrolimus) vs 39% (CsA) (p < 0,05).
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Mot thir nghiém 1am sang ngﬁu nhién da trung tdm 16n dugc thyc hién
trén bénh nhan duoc ghép than 1an dau (n = 1.645; nghién ciru Symphony)
cho thay chtrc nang than ghép cap tt hon (12,3%) va ty 18 séng cta tang
ghép cao hon (96,4%) tai thoi diém 12 thang v6i phéc do c6 sir dung diéu
tri khoi dau voi dachzumab va tacrolimus liéu thip (C 3-7 ng/mL). Cac
nhém so sanh bao gom cic nhom dicu tri véi CsA liéu thap va sirolimus
lidu thap déu co st dung diéu tri khoi dau v6i daclizumab va CsA lidu
chuén khong stir dung lidu phap diéu tri khoi dau. Tét ca cac bénh nhan
déu str dung MMF (2 g/ngay) va corticoid.

Khong c6 dinh nghia théng nhét vé dai thao duong méi khai phat
sau ghép (NODAT) trong y van. Vi vy, tan suat mic méi dai thao dudng
moi khoi phat sau ghép rat dao dong. Cac nghién ciru bao céo vé tan
sudt mic méi NODAT, r6i loan dung nap glucose, hodc str dung thudc
diéu trj d4i thao duong, thuong tng ho CsA; vi du 17% (tacrohmus) \&
9% (CsA) (p < 0,01). Nhitng nghién ctru khac thay tan suat mac méi
thap hon hodc khong khac biét rd rét. Mot nguyén nhan lam két qua
dao dong c6 thé 1a su khac biét trong str dung corticoid trong phac dd
diéu tri duy tri va diéu trj thai ghép cap. Viéc ap dung phac do khong co
corticoid s& 1am giam tan suat mac méi NODAT.

Nhin chung, bé‘mg ching vé loi ich vuot trdi cua tacrolimus so véi
CsA (xem Tép hop bang ching va cac bang ching di kém trong Bang
8-10) 1a & muc trung binh. Khong ¢ bang ching rd vé sy khac biét
d6i voi ty 1é tir vong ctia bénh nhan, tan suat mic méi cac bénh 4c tinh,
nhiém tring, than ghép chim c6 chiic nang hay HA. C6 bang chimg vé
viée tang ty 18 ting cholesterol, ting cholesterol ty trong thip (LDL-C)
(nhung khong phai 1a cholesterol ty trong cao[HDL-C]), thai ghép cap
va mat than ghép khi dung CsA so véi tacrolimus. Tuy nhién, ciing c¢6
bang chimg vé viéc dai thdo dudng méi khoi phat sau ghép ¢ nhom
dung tacrolimus cao hon so védi CsA, nhu vay can co su can nhic chon
lwra hai thubc nay trong nhém CNI dya trén cac két qua chung sau ghép
cua cac bénh nhan khac nhau.

Liéu cta CNI

Xac dinh lidu CNI 1a diéu quan trong, nhung con chua dugc nghién
ctru day du. Co it thir nghiém lam sang duogc thiét ké dé so sanh hiéu
qua cua cac muc liéu khac nhau hay cac muc liéu dich cua cung mot
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loai thudc trén nén trc ché mién dich co ban c¢b dinh trong ca hai nhanh.
So sanh gian tiép va loat ca bénh cho thay dung liéu cao c6 vé 1am ting
cac bién cd khong mong mudn va dung lidu thip c6 vé 1am ting thai
ghép cip. Liéu tacrolimus chuan c6 thé duoc coi 13 lidu ma nha san xuét
khuyén céo (Astellas Pharma, Tokyo, Japan); 1a liéu dé dat duoc nong
d6 thude sau 12 gio (C) 10 (5-15) ng/mL. Liéu tacrolimus thip mai
dugc dua vao st dung trong nghién ctru Symphony va dugc xac dinh
voi Cjla 5 (3-7) ng/mL (27). Liéu CsA chuén c6 thé dugc xac dinh dua
vao C dat 200 (150-300) ng/mL hay C, dat 1.400-1.800 ng/rnL giai
doan som va 800—1.200 ng/mL giai doan mudn hon sau ghep Liéu CsA
thap dugc sir dung trong mot vai nghién ctru 1am sang gan day va dugc
xac dinh voi C dat 75 (50-100) ng/mL.

Mycophenolate Mofetil

Céc thir nghiém 1am sang ngau nhién cho thdy MMF (2 hay 3 g,
nhung khong phai 1a 1 g/ngay) t6t hon rd rét trong phong ngtra thai
ghép cép so v6i placebo. Piéu ndy dugc quan sat thdy trong cac nghién
ctru ¢6 str dung corticoid dong thoi kém theo tacrolimus hay CsA. Vi
du, thai ghép cap 6 thang sau ghép giam tir 55% véi placebo xudng 30%
va 26% voi MMF 2 va 3 g/ngay. Ty 1& song cta than ghép cai thién
dugc 5-7% o thoi diém 12 thang khi dung MMF, nhung nghién ctru
khong du luc dé danh gia su khac bi¢t nay. Khong c6 khac biét ro rét vé
ty 1€ séng cua bénh nhan, chic nang than ghép, ty 1€ bénh ac tinh, dai
thao duong méi khoi phat sau ghép, nhiém trung hay rdi loan tiéu hoa
nhu tiéu chay, mic du ¢ vé nhu c¢6 bang chimg vé viéc dung MMF lidu
cao gy tiéu chay nhiéu hon so véi lidu thap. Uc ché tuy xwong ning
hon ¢ nhom diung MMEF so véi placebo. Nhin chung, ¢ bang ching vé
loi ich cia MMF 13 rét so voi placebo trong phong ngira thai ghép cap
& muc do trung binh, nhung bang chimg vé két qua chung d6i voi than
ghép va bénh nhan chi & cap do thap.

Céc thir nghiém 1am sang ngau nhién so sanh két qua ghép than
chung giita MMF vs. azathioprine c6 su khong nhat quan quan trong
vé két qua. Trong mot phén tich tong hop tong hop 19 thir nghiém
trén 3.143 bénh nhén, sir dung MMF cho ty 1¢ thai ghép cap thap hon
(RR 0,62, khoan tin cay 95%[CI] 0,55-0,87) va ty 1& séng cua than
ghép duogc cai thién (RR 0,76; 0,59-0,98). Tuy nhién, khong c6 khac
biét vé ty 1é séng ctia bénh nhan hay chtic ning than. Ciing khong co
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khac biét ddng ké nao vé tac dung khong mong mudn quan trong (nhu
nhiém tring, CMV, giam bach cau, thiéu mau va bénh ac tinh) khi so
sanh MMF v61 azathioprine, nhung bénh nhan dung MMF hay bi tiéu
chdy hon so véi azathioprin (RR 1,57; 95% CI 1,33—28,6). Trong mot
s6 thir nghiém 1am sang, MMF lam giam duoc tan suit mic méi cua
thai ghép cip sau 6 thang; vi du tir 36% v&i azathioprine (100—150
mg/day) xudng 20% vdi MMF (2 g/ngay) c6 sir dung CsA va steroid
nhu cac thude phdi hop va tir 38% xudng 20% véi viée bo sung thém
mot liéu trinh diéu tri khoi ddu. Tuong tu, ty 18 thai ghép cip giam tir
29% xudng con 7% khi ding phdi hop tacrolimus, corticoid va diéu
tri khoi dau khi dung MMF 2 g, chtr khong phai 1 g. Nguoc lai, mot
nghién ctru khac lai cho thay ty 18 thai ghép cp giam nhe 6 thang sau
ghép tir 23% khi dung azathioprine (100—150 mg/ngay) xudng con
18% khi ding MMF (2 g/ngay), su khéac biét khong c6 y nghia thong
ké. Cac bénh nhan nay cung duoc diéu tri bang CsA-ME va corticoid.
Tuy nhién, véi phéc dd thude tuong tu, trong d6 c6 CsA-ME, cac
nghién ctru vién khac lai thay giam dang ké ty 18 thai ghép cap sau
ghép 12 thang, tir 27% voéi azathioprine xudng 17% véi MMF 2 g.
Céc bénh nhan thudc nhanh thu ba trong nghién ctru nay dugc dung
MMF tir ngay 0 dén ngay 90 va sau d6 dung azathioprine va ty 1¢
thai ghép cip quan sat dugc 13 twong tu, 17%, ciing nhu nhom ding
MMEF subt 12 thang nghién ctru. Nhu vy, bang ching vé tac dung
vuot troi cia MMF so voi azathioprine trong phong ngtra thai ghép
cap 1a & cap d6 cao, nhung dbi voi két qua chung cta bénh nhan thi
chi & cap do trung binh. Do gia thanh cia MMF ludn cao hon so voi
azathloprlne va tac dung khong mong mudn ciing nhiéu hon chua
thay loi ich chung r0 ret ctia thudc nay, nén viéc quyét dinh can dua
vao sy can bang cac yéu to.

Céc phan tich dir liéu thdng ké quan sat cho thdy chi c6 cai thién
chut it ty 1¢ séng cua than ghép khoang 4% khi dung MMF thay cho
azathioprine hodc gan day hon 1a khong thiy cai thién vé ty 18 song clia
than ghép. Tuy nhién, do nhiéu 1y do, cc két qua phan tich hoi ctru dir
liéu théng ké quan sat can dugce xem xét mot cach than trong.

MMF so véi EC-MPS

Mot thir nghiém 1am sang ngiu nhién so sinh MMF liéu 2 g/ngay
v6i EC-MPS 1,44 g/ngay phdi hop CsA-ME, corticoid, ¢6 hoic khong
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c6 diéu tri khoi dau. Khong thay c6 khac biét rd rét vé ty 1é thai ghép
cap (24% vs. 23%), ty 1& séng ctia bénh nhan va than ghép hay ty 18
bénh 4c tinh hodc nhiém trung. Khong c6 khac biét vé ty 1€ 16i loan tiéu
hoa (80% vs. 81%) mic du rd rang 1a EC-MPS dugc phat trién nham
muc tiéu gidm céc bieu hién rdi loan tiéu héa. Mot nghién ctru khéc da
thir nghién ctru bat chéo so sanh hai dang san pham va ciing khong thay
khac biét vé bat ky thong s6 két qua nao. Tong hop cac thir nghiém 1am
sang ngau nhién so sinh MMF vs. EC-MPS duoc trinh bay trong bang
25-26.

Tranh dung corticoid hay cét bé corticoid

Lap luan vé viéc giam liéu corticoid c6 strc thuyét phuc va dia vao
nguy co da duoc xac lap vé tinh trang loang xuong, hoai tr vo mach,
duc thily tinh thé, ting can, dai théo dudng, tang huyét ap va réi loan
lipid méau. Nguy co nay khong c¢d dinh va thay ddi tuy theo cac bénh Iy
di kem nhu hoi ching chuyen hoa di co va tudi. Bén canh dé, corticoid
da timg 1a thudc (rc ché mién dich co ban cho bénh nhan ghép than
trong nhiéu thap nién, dir li€u tr thir nghiém danh gia viéc giam thiéu
lidu corticoid con it 61 so voi mot sé lwong 16n cac thir nghiém 14m sang
danh gia cac phac db c6 dung corticoid. Hon nita, nhiéu tac dung khong
mong mudn do corticoid dugc quan sat thay khi ding liéu cao. Liéu
viéc dung licu thap (vi du 5 mg/ngay) nhu thuong duoc sir dung trong
cac phac dd e ché mién dich duy tri dai han c6 gay cac tac dung khong
mong mudn nguy hiém hay khong hién con chua 3.

Céc thu nghiém lam sélng ngau nhién cho thay viéc cit bo corticoid
ra khoi phac d6 trc ché mién dich duy tr1 gay tang nguy co thai ghép cap,
néu thu’c hién sau ghép than nhiéu tuan dén nhiéu thang. Cac nghién
clru gan day da xem xét liéu tranh dung corticoid (nging thudc trong
tudn dau sau ghép) co thé dugc thuc hién mot cach an toan hay khong.
Céc nghién ctru nay nhin chung cho thiy c6 ty 1€ thai ghep cap cao hon,
nhung ty 1€ bi céc tac dung khong mong muon dai han thap hon. Nhung
do cac thir nghiém nay c6 nhiéu han ché trong thiét ké nén viéc nhan
dinh két qua gap kho khan.

Nhin chung, bang chimg vé viéc tranh dung hay cét bo corticoid
s0 véi duy tri corticoid chi & muc vira, v6i ty 16 bi thai ghép cip nhay
corticoid cao hon nhung tranh duoc cac tac dung khong mong mudn
lién quan dén corticoid.
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Uc ché protein dich cta rapamycin

Céac phac do st dung trc ché mTOR sirolimus va everolimus di
dugc so sanh v6i nhiéu phac d6 khac trong thir nghiém 1am sang ngau
nhién trén bénh nhan ghép than, vi du thay cho azathioprine, MMF
hay CNI va trong cac phac d6 phdi hop voi CNI (cé lidu cao va liéu
thap). Str dung rc ché mTOR trong tinh trang ton thuong than ghép
man dugc trinh bay & Chuong 7. Uc ché mTOR c6 mot loat tac dung
khong mong mudn giy han ché st dung, trong d6 co6 rdi loan lipid
mau va tc ché tiy xwong. Mic du cac thude nay duogc so sanh voi
nhiéu phac do khac trong thir nghiém 1am sang ngiu nhién, chua thay
cai thién dugc ty 18 séng ctia than ghép hay cua bénh nhén trong cac
thur nghiém nay.

Uc ché mTOR thay cho céac thubc chbng tang sinh

Trong mdt phan tich tong hop ciia 11 thir nghiém 1dm sang ngau
nhién trén 3.966 bénh nhan ghép than danh gia tc ché mTOR khi thay
thé cho azathioprine hay MMF, khong thiy khac biét vé ty 1¢ sdng cta
than ghép hay cua bénh nhan. Céc trc ché mTOR ¢6 vé lam giam nguy
co thai ghép cap (RR 0,84; 95% CI 0,71-0,99; p = 0,04), nhung chirc
ning than ghép va LDL-C néi chung 14 tt hon khi ding azathioprine
hay MMF.

Uc ché mTOR thay cho CNI

Trong mot phan tich tong hop tong hop 8 thir nghiém 1am sang
ngau nhién trén 750 bénh nhan dé danh gia viéc ding trc ché mTOR
thay thé cho CNI, khong thdy c6 khac biét vé ty 18 thai ghép cap, bénh
than ghép man, ty 1& song cta than ghép hay ctia bénh nhan. Nhom
dung trc ché mTOR ¢6 MLCT tbt hon, nhung ciing c6 nguy co tc ché
tay xwong va roi loan lipid méu cao hon.

Uc ché mTOR phéi hop véi CNI

Nén tranh sir dung phdi hop trc ché mTOR va CNI, do cac thude
nay lam tang doc tinh Ién than, dac biét 1a khi st dung ¢ giai doan sdém
sau ghép. Khi str dung dé duy tri dai han, (rc ché mTOR duoc ding
trong hai phac d6 khac nhau phdi hop véi CNI. Tam thir nghiém 1am
sang ngau nhién trén 1.360 bénh nhan danh gia (rc ché mTOR liéu thap
phéi hop CNI liéu chuin so v6i (rc ché mTOR liéu chuan phdi hop
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v6i CNI liéu thap. Nhin chung, phic db @c ché mTOR liéu thap phdi
hop CNI liéu chuan lam ting nguy co thai ghép 1én 30% va khong co
khac biét gi vé ty 1& sdng cua than ghép. Ngoai ra, c6 10 thir nghiém
1am sang ngau nhién trén 3.175 bénh nhan di danh gia tac dung ctia e
ché mTOR liéu cao so voi liéu thap khi dung phéi hop véi liéu CNI ¢
dinh, két qua cho thay ty 1é thai ghép thap hon nhung MLCT thap hon
& nhém dung lidu cao va khong c6 cai thién vé két qua ghép cua bénh
nhan. Bang chiing vé tac dung co hai cua sirolimus ma khong cai thién
duoc ty 18 séng cua than ghép hay ctia bénh nhan & muc trung binh; doc
tinh ctia CNI bi tidng 1én khi dung phéi hop véi sirolimus.

Céc khuyén céo cho nghién ctru

Thir nghiém 14m sang ngau nhién dai han véi luc théng ké du dé
xac dinh su khac biét vé ty 18 thai ghép cip va cac tac dung khong mong
mubn quan trong can duoc tién hanh dé xac dinh liéu loi ich cua viéc
tranh dung corticoid c6 vuot trdi nguy co hay khong.

Thuéc rc ché mién dich duy tri dai han

Chiing téi dé xudt sir dung liéu duy tri theo ké hoach & mirc thap
nhat tw thoi diem sau ghép 2-4 thang, néu truoc do khong co thai ghép
cap. (2C)

Chiing téi dé xuat tiép tuc ding CNI chir khéng cdt bo. (2B)

Néu da sir dung prednisone kéo dai hon 1 tuan sau ghép, ching t6i
de xuat tiép tuc dung prednisone chu khong cat bo. (2C)

Co6 rat it dir liéu vé tc ché mién dich dugc duy tri dai han va
thuong khong phan anh duoc cac tinh hudng thuc té. Hon nita, theo
thuc hanh tai chd, cac nguy co, cac dang nguoi hién tang va diéu tri
khoi dau thuong rat khac nhau, khuyén céo 2.1 va 2.2 hop 1y nhung
khong manh. Tuy nhién, véi khuyén cao 2.3, Khuyén céo thuc hanh
t6t ctia chau Au (ERBP) tin rang khong c6 nguy co dic biét nao khi
ngimg corticoid sau tuan dau tién, nhu da dugc néu ra & trén, trong
truong hop dang diéu tri két hop tacrolimus - MPA. Duya trén mot
phén tich tong hop méi, ngirng corticoid tai bat ky thoi diém nao sau
ghep déu 1am ting nguy co thai ghép tic thi. Tuy nhién, duong nhu
diéu nay khong anh huong dén chic ning tang ghép hoic ty 1¢ séng
ctia tang ghép vé lau dai. Nguy co thai ghép dudng nhu cao hon & cac
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bénh nhan duoc diéu tri véi cyclosporine so v6i tacrolimus. Vi viéc
ngumng corticoid dong nghia véi viée giam cac tac dung khong mong
mudn, c6 nhiéu Iy do dé bac si nging corticoid ngay cé sau tuan dau
tién. Mat khac, c6 nhitng bénh nhan phu thudc corticoid dé tranh thai
ghép. Tuy nhién, do thiéu dit liéu mé ta kiéu hinh cta cac bénh nhan,
chung t6i gia dinh d6 1a nhiing bénh nhan c6 nguy co cao (xem ¢ trén)
hodc nhiing bénh nhan da ting bi thai ghép nang.

Vi vay, ERBP cho rang ngimg corticoid ¢ bat ky thoi diém nao sau
ghép co thé mang lai loi ich cho mot s6 bénh nhan nhat dinh va khong
¢ 1y do nghiém ngit nao dé tuan thu tuyét ddi khuyén céo 2.3, nhan
manh vao su can thiét cia viéc ngimg steroid trong tuan dau sau ghép.

Théng tin co ban

St dung thude 1'rc ché mién dich liéu cao giai doan méi ghép khi
nguy co thai ghép cAp ¢ mirc cao nhat sau d6 giam lidu khi nguy co thai
ghep cap glam la mot chién luoc nén tang dira theo kinh nghiém khi dung
thude e ché mién dich dai han ké tir khi c6 ghép than. Tuy nhién, chua
c6 thtr nghiém 1am sang ngau nhién dé danh gia chién lugc diéu tri nay.
Phéan tich ly do

Néu CNI liéu thap chua dugc ap dung & thoi diém ghép, viéc giam
liéu CNI sau ghép 2-4 thang c6 thé lam gidm doc tinh ma van phong
ngura dugc thai ghép cap.

Céc thir nghiém 1dm sang ngau nhién cho thay viéc cat bo CNI chi gay
tang thai ghép cap ma khong lam anh hudng dén ty 1€ song cua than ghép.

Céc thir nghiém 1am sang ngau nhién cho thiy cit bo corticoid sau
khi da dung tir 3 thang trd 1én sau ghép lam tang nguy co thai ghép cap,

Céac thudc tre ché mién dich khac nhau c6 binh dién doc tinh khac
nhau va bénh nhan ciling c¢6 sy nhay cam khéac nhau doi véi cac tac dung
khong mong muodn.

Giém liéu CNI

Mic du chua c6 thir nghiém 14m sang ngau nhién dé so sanh viéc
giam liéu véi gir nguyén licu cao ban dau va cac muc liéu dich, chién
lugc gidm liu da dugc ap dung thanh cong trong hau hét cac thu
nghiém 1am sang ngiu nhién. Gia dinh 1a h¢ thong mién dich lam quen
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dan v6i khang nguyén la trong tang ghép va nhu cau vé trc ché mién
dich do vay giam dan. C6 sy dao dong 16n giira cic ca thé va mot sb
bénh nhan ¢6 nguy co bi bién chirng mién dich cao (thai ghép cip va
man tinh) c6 thé tiép tuc can lidu e ché mién dich cao hon so v6i hau
hét cac bénh nhan khac.

Mot loat cac thir nghiém 1am sang dé so sanh truc tiép hay gian
tiép cac tic dung cia CNI ¢ nhiéu muc lidu khac nhau, thuong 1a cac
mirc liéu dich khac nhau. Trong céc thir nghiém 1am sang ngau nhién so
sanh CNI v6i trc ché mTOR (8 thir nghiém 1am sang ngau nhién, 1.178
bénh nhan), nhu trc ché mTOR liéu thap v&i CNI liéu chuan hay e ché
mTOR liéu cao hon va CNI liéu thap hon, dung CNI liéu chuén cho ty
1¢ thai ghép cap thap hon (RR 0,67) nhung MLCT lai thép hon (9 mL/
phut/1 713 m?). Cac thur nghlem nhu vay 16 rang 1a ¢6 nham 1an, nhung
goi ¥ rang muc phoi nhiém véi CNI khac nhau dan dén cac loi ich va
nguy hai canh tranh. Chtrc ning than ghép c6 thé tot hon khi giam thiéu
lidu CNI, giam ton thuong than ghép man nhung chirc ning than co thé
xau di néu thai ghép cap xay ra.

Bing chimg manh nhat thu dugc tir cac thir nghiém 1am sang ngiu
nhién so sanh truc tiép CNI liéu thdp véi lidu cao (4 thir nghiém 1am
sang ngau nhién, 1.256 bénh nhﬁn) Trong céc thir nghiém nay, cac két
qua thu dugc khong khac biét (ké ca ty 1¢ song ctia than ghep) loai trur
MLCT, véi 2 trong s6 4 nghién ctru ting ho CNI lidu thap Bang chung
goi ¥ khong c6 loi ich hay nguy hai 1d rang gitta CNI liéu thap so voi
lidu chuan chi & cip do thip (xem Tap hop bang chimg va cac bang
chung di kem trong cac Bang 27-29 tai http://www3.interscience.wiley.
com/journal/118499698/toc).

Cac thu nghiem so sanh gian tiép cac mirc 1iéu CNI khac nhau cho
thay nguy co tiéu duong va mat chiic ning than ghép giam khi sir dung
lidu thap hon. Tuy nhién, con c6 it dir liéu vé tac dung tuong dbi ciia cac
gia tri liéu CNI dich cu thé trong nhirng thir nghiém ddi dau, bén canh
mot nhém 16n nghién ciru so sanh liéu cao véi lidu thap.

CNI liéu thép giai doan duy tri

Y kién vé viéc ngirng hoan toan CNI sau giai doan dinh diém ciia
cac bién chung qua trung gian mién dich (3 thang) c6 vé rat hap dan,
xét vé cac bién chung cua tinh trang phoi nhiem CNI dai han. Tuy
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nhién, cac thir nghiém 1am sang ngiu nhién vé viéc ngimg hoan toan
CNI cho thay, mic du c6 thé c6 chut it loi ich ddi véi chirc ning than
ghép, nguy co thai ghép cap tang 1én dang ké va khong cai thlen duoc
ty 1& sdng cuia than ghép 1o rét (8 thir nghiém 1am sang ngau nhién,
trén 1.891 bénh nhan). Nhu mo ta trén day, tinh doc cia CNI c6 thé
dugc lam giam bang cach dung CNI lidu thdp va dam bao sy wc ché
mién dich du. Pa c6 bang chimg vé su nguy hai cta viéc ngimng CNI
& cap do vira.

Ngtrng corticoid

Dung corticoid dai han c6 thé dan dén tang huyét ap, tiéu duong
khai phat sau ghép, lodng xuwong, giy xuong va rdi loan lipid mau, tat
ca déu gay anh huong dén ty 1é sdng cua than ghép. Tuy nhién, ding
corticoid dai han lai phong ngira dugc thai ghép cip va ton thuong
gdy mat than ghép qua trung gian mién dich. Trong 6 thir nghiém
lam sang ngau nhién trén 1.519 bénh nhan ghép than, viéc nging
corticoid gy tang thai ghép cap ma khong dat duoc su cai thién rd rét
vé céac chi sb danh gia két qua ghép than danh cho than ghép va bénh
nhan, ngoai trir vi¢c lam gidm duogc cholesterol toan phén 0 nhom bo
corticoid. C6 bang chimg vé sy nguy hai cua viée ngimg corticoid &
cap do thép.

Piéu chinh s trc ché mién dich duwa theo tinh trang nguy co cua
méi cé thé

Mic du thyc hanh 1dm sang chuan doi héi viée diéu chinh mic do
diéu tri wc ché mién dich tuy theo tinh trang nguy co cia mdi ca thé
bénh nhan (nguy co thai ghép cap va nguy co bi cc tac dung khong
mong muén), hién co it nghién ctru dé xuit dugc cach thuc hién phai
nhu thé nao. C6 mot sb dir liéu vé tdn suat mic méi twong ddi va mirc
d6 cua céc tac dung khong mong mudn thu thap duoc tir cac thir nghiém
lam sang va cac nghlen clru quan sat. Tuy nhién, nguoi ta chu:a su dung
dinh nghla chuan dé xac dinh céc tac dung khéng mong mudn cua thude
{rc ché mién dich. Viéc thu thap dir liéu no6i chung 1a dya vao thong béo
tu phat ctia ngudi nghién cru va c6 thé thong bao con rat khong day du.
Vi nhitng 1y do nay va ca nhirng 1y do khéc nita, chit luong céc dit lidu
vé tac dung khong mong mudn ctia thude con rat thap.
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Viée cit bo mot loai thude cu thé nao d6 & mot ca thé bi tac dung
khong mong mudn c6 thé cai thién duoc tinh trang 1am sang hozc khong.
Mic du véy, ngimg hodc d6i thude 12 mot quyét dinh hop 1y néu loi ich
(giam triéu ching) vuot trdi nguy hai (thai ghép cap).

Tiéu dudng c6 thé khoi phat sau ghép hoidc co thé bi ning 1én do
su dung corticoid, tacrolimus, thude e ché mTOR va & muc thép hon
1a do CsA. Ddi v6i bénh nhéan bi rdi loan dung nap duong hay mic dai
thao dudng khoi phat sau ghép, giam liéu hay ngung corticoid c6 thé
¢6 ich. Néu 1am nhu thé ma van chua du, c6 thé xem xét viéc chuyén
tacrolimus sang CsA.

Corticoid, CsA va dic biét 1a cac thudc (rc ché mTOR c6 thé giy ra
hodc lam nang thém tinh trang roi loan lipid mau. Nhitng bénh nhan bi
101 loan lipid rd trude hay sau ghép c6 1€ nén tranh dung trc ché mTOR.

Corticoid, CsA va, & muc do it hon 13 tacrolimus cé thé gy ra
hodc Iam nang thém tinh trang tang huyét 4p. D6i v6i nhitng bénh nhan
khong dua dugc huyet ap vé binh thu’orng sau ghep mic du da diéu trj
ha ap phu hop, c6 thé xét giam liéu hay ngimg han corticoid hodc trc
ché calcineurin.

Corticoid va c6 thé ca CsA va tacrolimus c6 thé gay ra hodc lam
nang thém tinh trang mat xuong. Giam liéu hoic ngimg corticoid c6 thé
giup cai thién.

MMEF, azathioprine va trc ché mTOR c6 thé gay ra hoac lam néng
thém tinh trang tc ché tuy xuong. Theo ddi ndng d6 MPA (do bang
dién tich du6i duong cong nong dd theo thoi gian- AUC) va co thé giam

liéu MMF hay azathioprine 1a dong tac dau tién duoc d& cap dén khi c6
thiéu mau hay giam bach cau.

Uc ché mTOR c6 thé gay ra hay lam ning thém tinh trang cham
lién vét thuong. Nhirng bénh nhan bi cham lién vét thuwong khi dung
mTOR c6 thé dugc cai thién khi chuyén do6i tir (rc ché mTOR sang
CNL

MMF va tacrolimus c6 thé gy ra hay 1am ning thém tinh trang tiéu
chdy, buon nén va non. Theo déi AUC cua MPA va C0 cuia tacrolimus
co thé gitp lam giam nhirng bién chiing nay. Bén canh d6 can loai tru
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cac nguyén nhan tiém tang c6 thé diéu tri dugc khac trude khi két luan
do thudc trc ché mién dich. Trong mot nghién ctru méi ddy, khoang mot
nira s6 bénh nhan dugc chita khoi nhd diéu tri nhiém khuan[58]. Chi
sau khi da loai trir cdc nguyén nhan tiém tang khac méi nén xem xét
viéc gidm licu MMF, hay chuyén MMF sang azathioprine.

Uc ché mTOR c6 thé gy ra hay 1am ting protein niéu. Nén tranh
st dung tc ché mTOR doi voi nhitng bénh nhan c6 protein niéu dai
dang trén 500-1.000 mg/ngay.

CsA va tacrolimus c6 thé gy ra hay lam ning thém tinh trang giam
chure nang than. Xem Chuong 7 vé phuong phap diéu tri tinh trang doc
than do thudc trc ché calcineurin man tinh.

Theo déi str dung thudc (rc ché mién dich

- Khuyén céo nén do néng do thude e ché calcineurin trong mau
(1B) ¢ nhiing thoi diém sau:

+ Ngay sau ghép, can do nong do thuée CNI cach ngay dén khi
nong do trliing dat muc tiéu (2C)

+ Khi can thay ddi thudc, hodc bénh nhan c6 bénh Iy c6 thé anh
huodng 1én nong do thuoc (2C)

+ Khi ¢6 suy than ma chua rd do nguyén nhan thai ghép cap
hoac ngd doc CNI (2C)

- Véi cyclosporine, chung ti dé nghi theo ddi ndng do triing 12
gi0 sau udng thuoc (CO0), 2 gio sau uong thuode (C2), hodc st
dung di¢n tich dudi duong cong dé chinh liéu (AUC) (2D).

- Véi tacrolimus, chi can theo doi ndng do triing 12 gid sau udng
thude (CO) (2C)

- V&i mycophenolate mofetil, chiing toi dé nghi theo dai ndng do
MMF (2D)

- Vi thude e ché mTORi, chiing t6i dé nghi theo ddi ndng do
mTORi (2C)

Co s ly luan

Do cyclosporine A (CsA) c6 ctra s diéu tri hep (khoang cach hep giira
liu diéu tri hi¢u qua va lieu doc) nén can dieu chinh liéu cyclosporine A
cho tirng bénh nhan. Sy hap thu thuoc giao dong nhi¢u nhat trong 4 gio
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dau sau ubng va trong 2 tudn dau sau ghép, nén can theo ddi sit nong
do thudc trong giai doan nay. Khong c6 nghién ctru mu dbi ¢o ching so
sanh giita viéc theo ddi ndng d6 véi khong theo ddi ndng do, nhung bang
chimg cho thay hiéu qua va doc tinh ciia CsA xuat hién ¢ nhitng ndng do
dich khac nhau cho thiy lgi ich ctia viéc theo doi ndng do6 thudc.

Thoi diém CO 1a thoi diém do 12 gio sau uong thudc (néu khoang
cach liéu 1a 12 gio), C2 1a thoi diém 2 g10 sau uong thuoc va AUCO0-4
1a dién tich dudi dudng cong trong 4 gio dau tién sau udng thude. {t co
du liéu vé theo doi néng d0 tacrolimus hon CsA.

MPA 1a dang chuyén hoa hoat tinh cia MMF, ciing 13 phan tir dung
dé theo ddi nong d6 MMF.

V61 mTORU, thoi gian ban huy cia mTORI trén 48 gio [am cho viée
theo ddi bang CO khong hiéu qua. Khéng ¢ bién phap 14m sang nao dé
theo ddi ndng do corticosteroid. Co nhiu bién phap dugc nghién ctru
dé danh gia duoc dong hoc cua thude bang theo ddi nong do thude tre
ché mién dich va chinh liéu thudc. Tuy nhién, van chua du dir lidu dé
chtirng minh hiéu qua cua viéc do dugc dong hoc nay.

Theo déi néng dé CsA

Su hip thu CsA ting nhanh trong 1-2 tuan sau ghép va trong ghép
than, su hép thu thudc 6n dinh vao cudi thang 1 sau uéng thude. Co nhidu
yéu t6 anh hudng 1én nong dd CsA nhu viée dung cac thudc anh huong
lén men cytochrome P450 3A4 (CYP3A4) va/hoac P-glycoprotein,
khau phan va van chuyén cua rudt. Khong nghién ciru so sanh giira cac
chuong trinh theo ddi néng d6 thudc nén viée tiép can du doan nhitng
thay d6i do hip thu thudc van theo kinh nghiém. Khong co6 dit lidu
chtng minh viéc theo ddi ndng d6 thudc & bénh nhan da 6n dinh 2 tuan
sau ghép 1a co lgi. C6 it nghién ctru mu d6i, ngau nhién c6 ching, xac
dinh ndng d6 thudc can dat t6i vu. Nong d6 thude can dat ciing thay
dbi tuy theo phac d6 phédi hop thude e ché mién dich Viduy, trong giai
doan som ngay sau ghép, khi dung thudc e ché mién dich dan nhép,
can giam nong do CsA muyc tiéu.

Trong moi truong hop, can xac dinh trude néng do thube can dat
dé can bang gilta nguy co thai ghép va ddc tinh ciia CsA. Nong do
CO cua CsA thuong duoc dung dé theo doi hi¢u qua diéu tri, nhung
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CO0 khong lién quan chat véi AUCO0-4. C2 1a ndng do6 CsA 2 gid sau
udng thudc, thudng duoc dung dé theo ddi diéu tri CsA khi dung loai
CsA-ME. Mic du C2 lién quan chat ché voi viéc do AUCO0-4, trong
hai nghién ciru RCT, khong c6 su khac biét vé ty 1& méi méc thai ghép
cAp, mat chire ning than ghép, hoic tic dung phu ¢ bénh nhan theo doi
bang AUCO0-4 hoic C2 hoic CO.

Tom lai, rat it béng ching du manh dé dé nghi viéc dung CO hodc
C2, do vy, viéc do CO hodc C2 déu chap thuan trén 1am sang (Xem
ching cur ¢ Phu luc 34-36).

Theo déi nong dé tacrolimus

C6 it nghién ctru vé theo ddi nong d¢ thude ciia tacrolimus hon
CsA. Tuy nhién, KDIGO 2009, dé nghi loi ich va tac hai cua viéc theo
doi nong dd thudc cua hai thuée CNI déu nhu nhau.

Do CO0 cua tacrolimus c6 twong quan chat (r > 0,8) voi AUC cua
tacrolimus va sy tuong quan nay sé& 16 trong thang dau tién sau ghép. Tuy
nhién, nong do thuoc van giao dong cao gilra cac bénh nhan khi dung
cting mot liéu va ndng do nay ciing dao dong ngay ca véi cling mot lidu
trén cung mot bénh nhan. Tuong tu nhu trong CsA, khong nghién ctru so
sanh gitra cic bién phap theo ddi ndng do tacrolimus; nén viée tiép can
tién doan hiéu qua thude van con theo kinh nghiém. Nong do muc tiéu ctia
tacrolimus sé& tily thudc vao phac d6 e ché mién dich chung va can nhéc
gitra hidu qua va nguy co thai ghép, nhu liéu cao ngay sau ghép va giam
dan sau do.

Theo déi nong dé6 MMF

Do AUC 1a bién phép t6i vu dé danh gid liéu hién qua cuia MPA.
Céc nghién ctru vé duoc dong hoc cho thay it ¢ twong quan giira CO
va AUC. Khong c¢6 mot thoi diém nao, nhat 13 trong giai doan sém
sau ghép, dugc chimg minh 1a c6 hi¢u qua thay thé cho viéc do AUC,
khién cac nghién ctru vé ndong d6 MMF tap trung vao gidi han sb luong
mau mau lay dé danh gia AUC. Thuong dung nhiéu diém tip trung
giita gio thir 2 va 4 sau udng thudc dé du doan AUC. Theo kinh dién,
mycophenolate mofetil duoc dung ¢ liéu ¢b dinh khong can theo ddi
thuong xuyén néng do thude, do vdy, viéc theo ddi hiéu qua diéu tri khi
ding MMF van con tranh cii. Nhitng nghién ctru vé chinh liéu MMF

122



Chwong 9. Theo doi va diéu tri sau ghép than

cho thay nhiéu nhugc diém va két qua mau thudn. Trong giai doan som
sau ghép, ding MPA AUC c¢6 thé lién quan dén giam nguy co cua thai
ghép cip hon dung CO, nhung chi c6 mdt nghién ctru RCT. C6 hai
nghién ctru RCT va nghién ctru quan sat cho thdy v6i nhitng mirc MPA
AUC khac nhau din dén nhitng ty 1 thai ghép cdp khac nhau. Tuy
nhién, hau hét cac nghién ctru cho thay it c6 su lién hé giita cac thong
s6 duoc dong hoc MPA véi tac dung ngoai y. Ngoai ra, c6 mot thay doi
quan trong cua dugc dong hoc MPA trén cung mot bénh nhan, cung véi
viéc gia tang phdi hop nhiéu thude khac nhau, anh hudng dén sinh hoc
kha dung MPA. Cira s6 diéu tri cia MPA duogc dé nghi 1a AUC0-12 (30-
60 Ig-h/mL) chi ¢ giai doan sém sau ghép va khi ding MMF phdi hop
vo1 CsA. Tom lai, MPA CO 1- 3,5 mg/L lién quan v61 MPA AUCO-12
(30-60 1g-h/mL) ¢ bénh nhan dung CsA.

Theo déi nong dé6 mTORI

Dugc dong hoc cia mTORIi nhu sirolimus va everolimus khéc biét
nhau. Mic du thoi gian dat ndng do dinh tuong tu giita hai thudc nay,
thoi gian ban hiy cda sirolimus 60 gio ¢ nguoi trudng thanh (10-24 gio
O tré em), trong khi everolimus la 28-35 gio. CO lién quan chat ché véi
AUCO-12. Do vay, CO du dé theo doi ndng 6 mTORi. Mot sb dit lidu
nghién ctru quan sat cho thdy CO mTORI lién quan dén tac dung ngoai
y. Khong c6 nghién ctru ngau nhién mu déi vé viéc theo ddi nong do
mTORI gitip giam thai ghép cap hodc giam tic dung ngoai ¥ ctia thude.
Van dé thuéc (rc ché mién dich loai “generic”

Thube theo cong thirc gdc (generic drug) 1a thude twong dwong sinh
hoc véi biét dugc gde vé cac tinh chat duoc dong hoc va duoc luc hoc,
duoc san xuit khi quyén sO hitu cong nghi¢p cua biét dugc da hét han, nho
do thuong dugc ban voi gia ré.

Hién nay hau hét cac dong thudc rc ché mién dich bén canh thudc
chinh hang déu ¢6 thude twong dwong sinh hoc (generics), ¢6 thude dung
chuan. Do tam quan trong cua viéc duy tri hiéu qué tinh trang trc ché mién
dich, nén ludn can c6 sy kiém tra xuit xt va uy tin cta nha san xuét.

Hoi Ghép tang chau Au (ESOT) da dua ra hudng din nhu sau vé thay
the cac thudc generics:
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1. Cac ché pham thudc trc ché mién dich generics can dam bao tuong
duong sinh hoc chat ché theo quy dinh méi cia Cuc Quan ly Dugc
chau Au (EMA) danh cho thudc c6 gi6i han trj liéu hep.

2. Viée quyét dinh thay ddi ké toa cac thude phat minh hoic generics phai
duogc quyét dinh boi bac si lam sang va dam bao hé thong xét nghiém
theo dbi ndng d6 thude tuong thich.

3. Tranh chuyén d6i nhiéu lan giita cic loai generics khac nhau.
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THAI GHEP CAP

Khuyén c4o nén sinh thiét than truéc khi diéu tri thai ghép cap,
ngoal trir viéc sinh thlet than 1am tri hoan diéu tri (IC) Pé nghi
diéu tri thai ghép cap thé dwéi 1am sang va thai ghép cap toi han
(borderline) (2D). Khuyen cao dung corticosteroid cho diéu tri khoi
dau thai ghép cip té bao (1D).

1. Chung tbi dé nghi dung ting lidu hoic sir dung lai prednisone
duy tri & nhirng bénh nhin khong dugc dung steroid khi bi thai
ghép cip (2D).

2. Dé nghi diung khang thé diét lympho bao hoic OKT3
(muromonab, khang thé khang té bao T) trong thai ghép cfip té
bao, néu khong dap wng véi corticosteroid va cho thai ghép cap
té bao tai phat (2C).

3. D& nghi thai ghép cAp qua trung gian khang thé bang dung/hoic
khong dung corticosteroid két hop véi cac bién phap (2C) nhuw
thay huyét twong, dung immunoglobuline tinh mach, khang thé
khang-CD20 va khang thé tri¢t tiéu lympho bao.

4. Véi cac bénh nhan thai ghép cp, dé nghi dung mycophenolate
néu bénh nhan chuwa dwgc dung mycophenolate hoiic azathioprine
trwgc d6, hodic chuyén bénh nhin tir azathioprine sang
mycophenolate, néu bénh nhin dang dung azathioprine (2D).

Co s& ctia khuyén cao

Thai ghép cap 1a hau qua dap ung mién dich ctia nguoi nhan than
gay pha hity than ghép. Thai ghép cap bao gom thai ghép cip té bao (qua
lympho bao) va/hoic thai ghép cap dich thé (qua khang thé luu hanh).
Trén 1am sang, thai ghép cap duoc nghi dén néu co ting creatinine
huyét thanh, sau khi loai trir cc nguyén nhan khac gay suy chirc nang
than ghep (thuong dua vao sinh thiét than ghép). Tir nhiing ngay dau
khoi dau trong lich su ghép than, trude khi co cac bién phap diéu tri thai
ghép c6 hiéu qua, néu khong diéu tri thai ghép cap sé& dan dén mat than
ghép. Do vay, trur khi viéc diéu tri duoc tién doan c6 thé anh huong Ién
tinh mang cua bénh nhan hodc gy hai cho bénh nhan, con lai, can diéu
tri moi loai thai ghép cap.
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Thi ghép cip dic trung bang giam chirc nang than ghép kém theo
nhimg dic diém chuyén biét dugc chan doan dua vao sinh thiét than.
Thdi ghép dwdi nguwong lim sang dugc dinh nghia la su hién dién cua
nhiing thay d6i mé hoc ddc hiéu cho thai ghép cép khi tim soat thai
ghep qua sinh thiét hodc khi bénh nhan duoc sinh thiét than theo phac
d6, trong khi bénh nhan khong c6 cac bleu hlen co nang hodc thu:c thé
ctia suy chirc nang than ghép. Thdi ghép cdp té bao 14 thai ghép cip qua
trung gian t& bao lympho T va dap Ung vai corticosteroid. Thdi ghép
cdp toi han (borderline) 1a nhitng thay d61 mo6 bénh hoc theo phan loai
Banft cho thay chi nghi ngo “thai ghép cap”. Thai ghép cap khong dap
trng véi diéu tri khi chirc nang than khong tré vé chirc nang than nén
sau khi di cham dut diéu tri chdng thai ghép.

Thdi ghép qua trung gian khdng thé 1a thai ghép ma nhiing thay doi
mo hoc gay ra do khéng the Iuu hanh khang HLA ddc hi¢u cho nguoi hién
tang. Nhirng tiéu chuan sau thuorng dugc dung dé xac dinh liéu thai ghép
cap qua trung gian khang thé dic hiéu cho ngudi hién tang:

- Nhuom C4d dwong tinh v6i mao mach quanh dng

- Khang thé luu hanh, khang HLA, dic hiéu cho ngudi hién tang

- Thay d6i mé hoc cia té bao da nhan & ving mao mach quanh

ong lién quan hang dinh voi thai ghép qua trung gian khang thé.
Nguon géc tw liéu

Thai ghép cap duoc phan biét v6i nhiéu nguyén nhan khac giy suy
churc nang than ghép qua sinh thiét than.

Do suy chtrc ning than ghép khong chi do thai ghép cap, nén viéc
tly tién thém thudc tre ché mién dich co6 thé gay hai cho bénh nhan.

Diéu tri thai ghép cap dudi mirc 1am sang phat hién qua sinh thiét
than dinh ky theo phac do gitp cai thién chirc nang than ghép.

Hau hét thai ghép té bao dap tng véi diéu tri corticosteroid.

Trong thai ghép té bao cap khong dap tng véi corticosteroid hodc
thai ghép cap tai phat, viéc dung khang thé¢ khang té bao T giup kéo dai
doi song than ghép.

Pé phong ngira thai ghép, can tang sb luong thude e ché mién dich
sau thai ghép cap.
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Diéu tri thai ghép cap ti han co thé kéo dai doi song than ghép.

Mot s6 bién phéap c6 thé co hiéu qua trong diéu tri thai ghép cap
quan trung gian khang thé nhu thay huyét twong, immunoglobulin tinh
mach, khang thé khang-CD20 va khang thé khang té bao T.

Khong c6 nghién ctru mu doéi c6 chung (RCT) chiing minh viéc
sinh thiét than ghép cai thién két qua cua nhitng truong hop nghi ngd
thai ghép, khi nguyén nhan suy than ghép khong phai do thai ghép cap.
Vi du suy chtic ning than ghép cap do polyomavirus (BK virus) dugc
diéu tri bang cach giam thudc e ché mién dich, khac vai thai ghép cap
(tang thudc trc ché mién dich). Do vay, nén hop 1y nhét 1a can phai sinh
thiét than ghép khi can xac dinh chan doan nguyén nhén suy chirc ning
than ghép, dé tranh diéu tri khong can thiét.

Mot sd trung tAm dung sinh thiét than theo phac dd dé phat hién sém
va diéu tri thai ghép cip dudi ngudng 14m sang. Trong mot nghién ctiru
ngau nhién, mu doi, c6 chung, cho thdy viéc phat hién va diéu tri thai
ghép cap dudi ngudng 1dm sang & bénh nhan ding CsA, MMF va steroid
(N = 72) gitp bao vé chirc ning than t6t hon. Tuy nhién, mot nghién
ctiru da trung tAm voéi mau 16n hon (N = 218) dung tacrolimus, MMF,
corticosteroid, sinh thiét than theo protocol va diéu tri thai ghép cap dudi
ngudng phat hién bang 1am sang khong mang lai loi ich thém. Trong mot
nghién ciru RCT cta 102 ngudi ghép than tir nguoi hién than con sdng
(diéu tri bang CsA) (N = 96), hoic tacrolimus (N = 6), MMG (N = 55),
hodc azathioprine (N = 47) va corticosteroid), viéc sinh thiét than theo
protocol va diéu tri thai ghép cap dudi ngudng phat hién bang 1am sang
gitip cai thién chirc nang than ghép. Dit liéu khong kiém soat dé nghi, khi
tan sudt ctia thai ghép cip 1am sang thap, sb luong bénh nhéan thai ghép
cap dudi ngudng phat hién 1am sang co thé qua thip dan dén su bat tién
va tang chi phi khi 4p dung sinh thiét than theo protocol.

Corticosteroid 1a diéu tri dau tién, quan trong nhat trong diéu tri thai
ghép cap té bao. Mic dii hau hét bénh nhan dap Gmg vai corticosteroids,
nhung ciing chua ¢6 nghién ctiru RCT nghién ciru vé lidu ding va thoi
gian dung. Piéu tri thudng dung solumedrol 250-500 mg truyén tinh
mach mdi ngay trong 3 ngay.

Diéu tri thai ghép cip té bao véi khang thé khang té bao T ngudn
goc tir chudt (muromonab [OKT3], ATG hodc ALG) c6 hi¢u qua trong
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hoi phuc chirc nang than va phong ngira mat chirc ning than hon 1a don
tri liéu bang corticosteroid. Tong quan di duc két lai viéc diéu tri bang
khang thé khang lympho bao lién quan dén viéc ting tac dung ngoai
¥, nhung nhin chung can cén nhéc giita loi ich va tac hai cia diéu tri
giita khang thé khang lympho bao va corticosteroid. Chwa c¢6 nghién
ctru ngau nhién, mu doi, c6 ching nao khao sat so sanh giita khang thé
khang té bao T va corticosteroid trong khoi dau diéu tri thai ghép cap
phan loai Banff ITA hodc IIB (thai ghép cip mach mau). Mot nghién
ctru khong du manh cho thiy khong co su khac biét giita loi ich va tac
hai cua viéc chi dung khang thé hodc steroid. Cac nghién ctru dé nghi
dung khéng thé khang té bao T da dong hodc don dong khi bénh nhan
thai ghép cap dé khang steroid hoic thai ghép qua trung glan té bao T tai
phat. Viéc bo sung MMF trong chuong trinh diéu tri trc ché mién dich
duy tri, hodc diéu tri thay azathioprine bang MMF, gitip phong ngira
thai ghép cép.

Mot nghién ctru ngau nhién, mu déi, co6 chung (N = 221) so sanh
MMEF véi azathioprine trong diéu tri thai ghép cip lan dau, 130 bénh
nhan dung MMF it bi thai ghép cap hon khi hoan tit nghién ctru. Tém
tat cic nghién ciru mu doi, ¢ chimg dung thay thé azathioprine bang
MMF. Van con ban cai vé liéu viéc diéu tri hodc khong diéu tri thai
ghép cap loai téi han c6 hiéu qua kéo dai doi song than ghép khong va
liéu loi ich cua diéu tri c6 vuot hon nhitng tac hai do diéu tri mang lai.
Néu chirc ning than khong hdi phuc vé gia tri nén trude thai ghép, hodc
néu c6 sy giam chirc ning thin sau khi diéu tri thanh cong thai ghép
cip, can xem xét sinh thiét than gitp phan biét thai ghép cap khac tiép
nbi, voi bénh than do BK virus va nhirng nguyén nhan khac gy suy
chtrc nang than ghép.

Khang thé khang té bao T (OKT3, ATG, ALG) ¢6 thé dung khi
bénh nhan khong dap ting vadi corticosteroid, hodc dung cho thai ghép
tai phat. Trong truong hop nay, 1oi ich thuong vugt trdi hon tac hai. Tuy
nhién, van khong du chimg ctr tir cac nghién ctru RCT dé duc két didu
tri nao 13 tdi wu trude cac bénh nhan thai ghép cip dé khang steroid hodc
thai ghép cép tai phat.

Hau hét cac nghién ctru so sanh OKT3 véi ATG hodc ALG déu
khong du sirc manh thong ké dé xac dinh sy khac biét. Tuy nhién, trong
mot nghién ctru ngau nhién, mu ddi, c6 ching, ATG dé dung nap hon
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OKT3. Khi thai ghép cap dé khang steroid hoac thai ghép cap tai phat
khong dap tmg véi khang thé triét tiéu lympho bao hoic OKT3, cin
xem x¢ét sinh thiét than lai dé loai trir nguyén nhan suy than ghép do
nguyén nhan khong phai thai ghép cap.

Céc chién luoc diéu tri bao gdbm phdi hop thay huyét twong dé
lay bo khang thé HLA dic hiéu cua ngum hién than va/hoic truyén
tinh mach immunoglobuline va khang thé don dong khang CD-20
(rituximab) dé trc ché san xuit khang thé dic hiéu HLA nguoi hién
tang dugc dung dé diéu tri thanh cong thai ghép thé dich cip. Tuy
nhién, van chua co protocol toi wu dé diéu tri thai ghép thé dich cap,
van chua c6 nghién ctru RCT véi thong ké du manh dé so sanh giira
tinh an toan va hiéu qua ctia nhitng chién lugc diéu tri trén. Trong
nghién ctru RCT ¢ bénh nhan 20 tré em, viéc dung rituximab c6 hi¢u
qua hon trong cai thién chtic nang than ghép va thang diém danh gia
sinh thiét than sau ghép so vé6i diéu tri khang thé khang té bao T va/
hodc corticosteroid. Can thém nhiéu nghién cuu xac dinh diéu tri toi
wru ciia thai ghép cip thé dich

TAI LIEU THAM KHAO
KDIGO 2012, Kidney transplantation.
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PIEU TRI TON THWONG THAN GHEP MAN (chronic
allograft injury)

Khuyén cao

Khuyén céo sinh thiét than & moi bénh nhan suy giam chiic ning
than ghép chua rd can nguyén, dé tam soat nhiing nguyén nhan co6 thé
hoéi phuc dugce chuc nang than (1C).

O bénh nhan c¢6 tén thuong than ghép man, kém ton thuong mo hoc
cua ngd doc thudc uc ché calcineurin, d€ nghi giam li€u, ngung thudc
hodc thay thé¢ CNI bang thudc khac (2C).

V6i bénh nhan co ton thuong than ghép man, eGFR > 40 mL/
phut/1,73 m? va ty 1¢ protein niéu/creatinine niéu < 500 mg/g (hoac
protein ni¢u bang ky thuat tuong duong), dé nghi thay thé CNI bang
mTORi (2D).

Co s& cta khuyén cao

Theo lich su, “thai ghép man” (chronic rejection) hodc “bénh than
ghép man’ (chromc allograft nephropathy) dugc dung cho suy chirc nang
than ghép dan theo thoi gian kém theo xo hoa mé k& va teo dng than. Tuy
nhién, nhitng thuat ngir trén déu khéng thich hop va tir Hoi thao Banff
2005 d¢ nghi thut ngit “ton thuong than ghép man” (chronic allograft
injury, CAI) dé tranh hiéu 1am vé6i nhiing truong hop suy chirc nang than
ghép ma vé co ché bénh sinh va diéu tri chua biét rd.

Céc nguyén nhan cua CAI bao gom ting huyét ap, ngd doc thude
trc ché calcineurin, thai ghép man qua trung gian khang thé va nguyén
nhan khéc. 50% bénh nhan ghép than tr vong do suy chirc ndng than
ghép. Tuy nhién, ¢ nhitng bénh nhan quay trd lai chay than nhan tao
hodc ghép than lai, nguyén nhan thuong gip la suy chitc nang than
ghép man, ké tiép 1a thai ghép cdp va bénh than tai phat sau ghép. Ton
thuong than ghép man trung binh va ning gip trong 1/4 bénh nhan
trong khoang 1 nim sau ghép va 90% trong 10 nim. Ton thuong than
ghép man dugc chin doan, dya vao loai trir moi truong hop suy chic
nang than ghép man khong do bénh than tai phat hoac nhirng nguyén
nhan khéac. V& mé hoc, CAI duoc dinh nghia béng x0 hdéa mo ké/teo
ong than. Nhiing thé 1am sang khac bao gdm thai ghép dudi mirc 1am
sang, bénh cAu than ghép hodc bénh mach mau ghép.
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Nguén géc tw liéu

Két qua chire ning than ¢ thoi diém 6-12 thang sau ghép, 1a két qua
ghi nhan trong hau hét cac nghién ctru RCT vé e ché mién dich. Twong
tu, viéc dung cac thude khac (thude huyét ap, thude ha lipid mau, thude
giam protein niéu) dé phong ngira CAI hodc lam cham tién trién cua
CAI (dugc trinh bay & cac chuong khéc trong khuyén co).

Mot sb nguyén nhan ciia CAI ¢6 thé hdi phuc dugce. Cac bénh nhan
co thai ghép cép, bénh than do BK virus, hodc bénh than tai phat c6 dap
g véi diéu tri thich hop. Do vay, nhiing bénh nhan nghi ngd CAL
néu khong c6 chdng chi dinh, can tién hanh sinh thiét than. Hau hét cac
truong hop, khi nguyén nhén suy chirc niang than khong hoi phuc duoc,
sinh thiét than ghi nhan xo héa mo ké/teo 6ng than, kém hodc khong
kém nhiing dir kién lién quan dén CAL do vay, chan doan CAI van la
chan doan loai trir. Vai tro ctia ngd doc CNI, thai ghép man qua trung
gian thé dich va cac co ché mién dich va khong mién dich van chua rd.
Diéu tri CAI van con tranh cai.

Ngwng CNI va/hoic thay thé CNI

Tuy ¢ nhiéu nghién ciru, nhung chii yéu 14 nghién ctru khong c6
16 chiing, chi c6 hai nghién ctru RCT, mé ta hi¢u qua ctia ngung CNI
& bénh nhan ghép than c¢6 kém CAIL Mic du c¢6 nhiéu nghién ctru véi
mau nghién ciru 16n trinh bay hiéu qua cua ngung CNI & bénh nhan
ghép than kém CAI, chi c6 hai nghién ctru RCT. Trong ca hai nghién
ctru nay, CNI duoc thay thé bang thudc trc ché mién dich khac. Trong
nghien cuu “Creeping Creatinine” ¢ 143 ngudi ghép, CsA dugc thay
thé bang MMF va gh1 nhan két qua 12 thang sau ghep Khong c6 khac
biét vé tir vong, mat than ghép, thai ghép cap, nhlem trung hoic huyét
ap giita hai nhém. Nhitng bénh nhan dugc ngiu nhién chuyén sang
MMF, ¢6 su tang nhe d¢ thanh loc creatinine (+ Sml/ph vs -0,7ml/ph)
12 thang sau ghép, nhung d6 thanh loc creatinine khong thay dbi qua
mirc 20% va tdm quan trong cua viéc thay doi nay lau dai van chua
biét dugc. Nghién ctiru “Chronic Renal Allograft Failure”, thay thé
CsA bing tacrolimus & 186 bénh nhan (ngau nhién ty 18 2:1), véi CKD
& mirc d trung binh. Creatinine nén tang 220 umol/L va két qua bao
c4o O thoi diém 5 nam cho thay khong khéc biét vé tir vong, mét chirc
ning than ghép, ngung diéu tri, dai thao dudng sau ghép, ting huyét

131



HUPONG DAN GHEP THAN VIET NAM

ap, nhiém tring hodc ung thu giira hai nhém. Tuy nhién, nhiing bang
chting vé tim mach, cho thiy loi ich nghiéng vé nhém tacrolimus.
Trong 5 nim, creatinine huyét twong ting & nhom CsA 60umol/L so
v6i nhoém tacrolimus. Nhin chung, cac bang chimg vé thay thé CNI &
nhirng bénh nhan c6 CAI déu co chat luong thap va chua khang dinh
duoc su khac biét gitra loi ich va tac hai.

Thay thé CNI bang mTORi

Khong c6 nghién ciru RCT khao sat viéc chuyén do6i thude tir CNI
sang mTOR & bénh nhan di duoc chin doan CAL Tuy nhién, mot
nghién cttu RCT ngau nhién phan 830 bénh nhan ghép than thanh cac
nhom cé churc nang than khac nhau nhu eGFR > 20 mL/phat/1,73 m?
tiép tuc dung CNI (N = 275) so v6i nhom chuyén sang sirolimus (N =
555). Bénh nhan dugc phan tﬁng thanh hai nhém dua vao eGFR 2040
mL/phat/1,73 m* (N = 87) va eGFR > 40 mL/phtt/1,73 m? (N = 743).
Hoi dong theo dbi sé liéu va tinh an toan cua nghién ctu di ngung
nghién ciru & nhom eGFR 20—40 mL/phiit/1,73m?khi diém két thuc
nguyén phat an toan cta nghién ctru (thai ghép cip, suy chic ning
than ghép cap hodc tir vong ¢ thoi diém 12 thang sau ghép) xay ra &
8/48 bénh nhan dung sirolimus, so v&i 0/25 bénh nhan dung CNI (p =
0,045). Trong nhom phan ting eGFR > 40 mL/phut/1,73 m2, diém két
thic nguyén phét cua nghién ctru (thay d6i eGFR nén tang ¢ thoi diém
12 thang) khong khac biét giita hai nhom nhung nhém sirolimus c6 tiéu
protein nhiéu hon so véi CNI. Tur d6, khi phan tich sau khi két thuc
nghién ctru, & nhém phan ting nho, néu eGFR 20-40 mL/phat/1,73 m?
viéc chuyén CNI sang sirolimus c6 thé c6 hai cho bénh nhan hodc khi
néu eGFR > 40 ml/phut/1,73 m? viéc chuyén doi ciing khong co loi.
Tuy nhién, bénh nhan tham gia nghién ctru da bi loai bd néu co CAl,
nén chung t6i nghi 1a nhitng bénh nhan CAI, bao ton chirc ning thin
ghép va protein niéu thip, van c6 thé c6 loi khi chuyén d6i. Can tién
hanh thém céc nghién ctru vé van dé nay.

TAI LIEU THAM KHAO
KDIGO 2012, Kidney transplantation.
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THEO DOI CHU’C NANG THAN GHEP

Cac yéu t6 c6 lién quan dén tién lwong doi song thin ghép

Xin xem cac Chuong c6 lién quan.

Cic yéu t6 khac anh hwdng dén chirc ning than ghép vé lau dai xin

xem thém Chuong: Bién ching sém, mudn, Thudc e ché mién dich,
Bénh than tai phat, khong tuan thu diéu tri.

Theo do6i chirc nang than ghép (KDIGO)

thuwdng khac

Xét nghiém Yéu ciu khao sat Khuyén cao
Phéi hop CNI, MMF + 1B
Steroid
Creatinin-huyét thanh Chtrc néng than 1B
Nong d6 thudc CNI Kiém soat liéu lwong thube 1B
Néng d6 thubc mTOR Kiém soat lidu lwong thubc 2C
Mycophenolate Mofetil | Kiém soat liéu lwong thubc 2D
Cytomegalovirus Kiém soat tinh trang virus 2C
BK virus Kiém soat tinh trang virus 2C
Nhi&m trung, siéu vi N&m, lao, nhiém triing tiéu 1B, 2B
trung khac
Sinh thiét than ghép Chan doan xac dinh nguyén nhan suy 1C
chirc nang than ghép
Dai thao dwong HbA1c trong gi¢i han binh thwong 2D, 1C
Huyét ap Trong gi¢i han binh thuwdng 1C
Bénh tim mach Sy vOi héa mach mau, suy tim not grade
Réi loan lipid mau Trong gi¢i han binh thuwdng not grade
Béo phi Kiém soat can nang not grade
Ruwou, thubce 14 Kiéng not grade
Acid uric, gout Ché dd an, nwéc ubng, thude thai uric 2D
Dam niéu/24 gi& Bénh than tai phat, doc than do CNI 2C
Nwoc tiéu/24 gior Theo d&i méi gid, 2 gio, 24 gio 2C
Siéu am than ghép RI, sy twdi mau, tu dich va nhivng bét 2C
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Xét nghiém dé nghi b6 sung

Xét nghiém Khuyén cao

Tbng phan tich nwéc tidu Phat hién s&m cac yéu té cé lién quan dén

lon dd niéu

bénh ly than, éng than

Uré, creatinin niéu

Can lang nuwéc tiéu

lon @& mau

Két luan

Hiéu chinh liéu thudc (e ché mién dich thich hop voi ting cé thé, kiém
soat &n dinh cac bénh 1y kem theo, cac r6i loan nudce, dién giai, virus,...
phat hi¢n som, diéu tri sém céc bénh 1y cua than ghép thi co thé kéo dai
duoc doi sdng than ghép va doi sdng ngudi bénh sau ghép than.
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SINH THIET THAN GHEP
Chi dinh sinh thiét than ghép|[1]

Creatinin-huyét thanh thay d6i khong rd nguyén nhan (1C)
Creatinjn-huyét thanh khong tré vé binh thudng sau diéu tri thai
ghép cap (2D)

Sinh thiét than ghép mdi 7-10 ngay trong thoi gian chirc ning
than ghép bi tri hoan (2C)

Khi ch@c ning than ghép khong dat dén mic mong doi trong 1-2
thang dau tién sau ghép (2D).

Khi ¢6 dam niéu méi xuat hién sau ghép (2C).

Khi khong giai thich dugc nguyén nhan ctia dam ni¢u > 3 g/24
gio (20)

Tiéu chuan Banff trong ghép than

Nam 1991, cac nha Giai phéu bénh hoc, than hoc va phﬁu thuat
vién da x4y dung nén ti€u chuan chan doan cho than ghép tai Banff,
Canada va lay tén cua vung nay dat tén “The Banff classification”.

Phéan loai thai ghép[1]

1) Hyperacute rejection: Thai ghép tdi cap, xdy ra ngay tirc khic (vai
phut hay vai gid) sau ghép.

2) Acute rejection: Thai ghép cip, xay ra sau 5-7 ngdy sau ghép do hoat
dong cua t€ bao T.

3) Accelerated acute rejection: Thai ghép cap, Xdy ra trong Vong 5
ngay lién quan dén sy hinh thanh khang thé & ngudi bénh c6 tién can
truyén mau, mang thai, ghép than trudc do.

4) Chronic rejection: Thai ghép man, 1am than mét chtrc ning tir tir,
bét dau tir thang thu ba. Sinh 1y bénh cua thai ghép man c6 lién
quan dén mién dich va khong lién quan dén mién dich qua trung
gian té bao.

Nhom chuyén gia ¢6 bon lan cap nhat cac tiéu chuan cua bang xép
loai Banff dugc tom tat theo bang sau[1]:
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Trwée Banff | Banff dau tien | Banff 97 Banff 97 cap | Banff 051 Banff 07
nhat
1. Normal 1. Normal 1. Normal 1. Normal 1. Normal 1. Normal
2. 2. Hyperacute 2. Antibody 2. Antibody 2. Antibody 2. Antibody
Hyperacute mediated rejection | mediated mediated mediated
immediate rejection rejection rejection
- Hyperacute
Delayed
- Accelerated acute
-Type I: C4d+, | Acute AMR Acute AMR
ATN, min. Type I: Type I
inflamm C4d+, ATN, C4d+, ATN,
-Typell: C4d+, | min. min.
leukocytes inflamm inflamm
in ptc Type II: C4d+, | Type II: C4d+,
-Typelll: C4d+, |leukocytes in leukocytes in
transmural ptc Typelll: ptc Typelll:
arteritis Chronic | C4d+, C4d+,
active transmural transmural
AMR arteritis Chronic | arteritis Chronic
active AMR active AMR
3. 3. Borderline 3. Borderline 3. Borderline 3. Borderline 3. Borderline
Accelerated | Mild Mild Mild Mild Mild
acute tubulitis: t,, t, tubulitis: t;, t, tubulitis: 1, t, tubulitis: 1, t, tubulitis: t,, t,
interstitial interstitial interstitial interstitial interstitial
inflamm: i, i, inflamm: i, i, inflamm: i, i, |inflamm:i, i, inflamm: i, i,
4. Acute 4. Acute 4. Acute/Active 4. Acute/Active 4. T cell 4. T cell
rejection rejection rejection cellular mediated mediated
Grade I: TypelA:i, it rejection rejection Acute | rejection Acute
i, i, and/or t, Type IB: TypelA:i,i,t, | TCR TCR
Grade Il t, severe tubulitis t, | Type IB: Type lAi, i, t, | TypelA:i, i1,
and/or intimal Type lIA: mild mod | severe Type IB: severe | Type IB:
arteritis: v,,v, Intimal arteritis v, | tubulitis t, Type | tubulitis t, severe tubulitis
Grade il Type IIB: severe | lIA: mild mod Type lIA: mild  |t,
Transmural intimal arteritis v, | intimal mod intimal Type lIA: mild
arteritis v, Type lII: arteritis v, Type | arteritis v, mod intimal
transmural IIB: Type IIB: arteritis v,
arteritis v, severe intimal | severe intimal | Type lIB:
arteritis v, Type | arteritis v, Type | severe intimal
il il arteritis v, Type
transmural transmural iI:
arteritis arteritis v, transmural
v, Chronic active | arteritis v,
TCR Chronic active
TCR
5. Chronic 5. Chronic 5. Chronic allograft | 5. Chronic 5. Inter stitial 5. Interstitial
rejection allograft nephropathy allograft fibrosis and fibrosis and
nephropathy Gradel: mild nephropathy tubular atrophy | tubular atrophy
Gradel: mild Gradell: moderate | Gradel: mild (IFTA) (I FTA)
Gradell: Gradelll: severe | Gradell: Grade I: mild Grade I: mild
moderate moderate Gradell: Gradell:
Gradelll: severe Gradelll: moderate moderate
severe Gradelll: Gradelll:
severe severe

Mononuclear cell interstitial inflammation (‘i *) score; i, No ortrivial inflammation (<10% of unscarred
parenchyma), i,10-25% of parenchyma inflamed; i,26-50% of parenchyma inflamed, i,more than 50% of
parenchyma inflamed; Tubulitis (‘t ) score; t;: No mononuclear cells intubules; t,1-4 cells/tubular cross section;
t,5-10 cells/tubular cross section; t,> 10 cells/tubular cross section; or tubular basement membrane destruction
with i /i, inflammation Intimal arteritis (“v’) score; v ,No arteritis; v,Mild tomoderate intimal arteritis; v,Severe
intimal arteritis; v,Transmural arterits and/or fibrinoid necrosis.

136




Chwong 9. Theo doi va diéu tri sau ghép than

Tiéu chuan chan doan thai ghép man tinh qua trung gian
khang thé[4]

Mo bénh hoc
Xo hoa mé k& va teo dng than co lién quan véi bénh cau than ghép
- Mang day cau than doi
- Gia tang chat nén trung mo
- Gia tang s6 luong té bao chit ndi mod
- Gia tang chat nén mang day cudén mao mach
- Bénh mao mach than ghép.
Xép loai thai ghép theo phan loai Banff[1]

Tiéu chudn yéu cau cho mau sinh thiét phai c6 t6i thiéu 7 cau than,
1 dong mach; tot nhat 13 6 > 10 cau than va > 2 dong mach (c6 2 miu
sinh thiét hay c¢6 2 ving vo trén cting mot mau). Nhuom H&E, PAS,
hoac bac va trichome.

Xép loai chan doan Banff 97 cho sinh thiét than ghép:

1. Binh thuwong (normal)

2. Thdi ghép qua trung gian khdng thé: (Antibody mediated rejection)
- Ngay tirc khic (thai ghép t6i cap, hyper-acute)
- Cham (accelerated acute)

3. Borderline changes: Thai ghép giap bién.

Phan loai nay str dung khi khong c6 viém ndi mac dong mach,
nhung c6 viém ong than mic d nhe (1-4 TB Ong than/lat cat ngang)
vaitnhatlai.
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4. Thai ghép cip/hoat dpng

Loai |Mo6 bénh hoc

IA" | Sw tham nhap té bao viém vao mod k& (> 25% nhu mé bi anh hudng)
va viém ong than trung binh (> 4 té bao don nhan/phan cat ngang
ctia 6ng than hodc nhém 10 té bao 6ng than)

IB | Sw tham nhap té bao viém vao mo k& (> 25% nhu mé bj anh hudng)
va vi’ém ong than trung binh (? 10 t@ bao don nhan/phan cat ngang
cua 6ng than hoac nhém 10 té bao 6ng than)

lIA | Viém ndi mac dong mach mirc do trung binh - nhe (v,)

[IB |Viém ndi mac ddng mach mirc dd nang > 25% khau kinh ddng mach

(V,)

Viém déng mach xuyén thanh/xo héa’dcjng mach va hoai t& t& bao
co tron mirc do trung binh kém theo té bao lympho (V,)

5. Bénh thdn man tinh/xo hoa

Loai

M6 bénh hoc

Grade | (nhe) |Xo héa md ké mirc dd nhe va khong teo dng than (a)/(nhe)

v&i nhirng thay dbi d&c thu goi y dén thai ghép man (b)

Grade | (trung|Xo héa mé ké mirc do trung binh va teo 6ng than (a)/(b)
binh)

Grade | (ndng) | Xo hda mé ké mirc d6 néng va teo 6ng than va mat 6ng than

nang (a)/(b)

6. Khdc: Cac thay d6i khong dugc xem la thai ghép c6 thé trung 1ap véi
loai 2, 3, 4, 5.

Cap nhat xép loai Banff 2007
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Bénh hoc cua antibody mediated rejection (AMR) va T-cell me-
diated rejection (TCMR) c6 su khac bi¢t va c6 lién quan dén
nhudm C4d. Ca hai AMR va TCMR dugc x4c nhan la nguyén
nhan cta thai ghép cip va man.

Thai ghep qua trung gian khang thé dugc xép loai thanh “thdi
ghép cap qua trung gian khdng thé” véi C4d (+), hién dlen cua
khéng the luu hanh Va chimg minh ctia ton thwong mé cp nhu:
hoai tir ong than cap nhu hién tugng viém, viém mao mach
quanh éng than, viém cau than hodc viém dong mach xuyén
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thanh va “thdi ghép man qua trung gian khdng thé” véi nhing
tiéu chuan tuong ty nhung véi chimg minh cia thuong t6n man
tinh nhu mang day cau than 1a mang doi, mang day cua mao
mach quanh cAu than nhiéu 16p, xo hoa mé k&, teo éng than, déy
va xo hoa nd1 mac dong mach.
Tuong tu voi thai ghép qua trung gian té bao T dugc xép loai
thanh “thdi ghép cdp qua trung gian té bao T” (twong tu IA,
IB, IIA, IIB va III) va “thai ghép man qua trung gian té bao T
(bénh ly dong mach than ghép man tinh) v6i xo héa ndi mac
dong mach man tinh véi sy tham nhap cua té bao don nhan trong
qua trinh xo hoa va sy hinh thanh tan sinh ndi mac.
Bénh hoc cuia than ghép man tinh/xo hoéa dugc thay thé bang
xép loai méi va “xo hda mé ké va teo ong thin” duoc xem nhu
12 mot thé riéng bao gom xo hoa cau than va mach méau khong
dic hiéu, nhung muc d6 nang di dugc xép loai boi mo ké - éng
than nhu:
+ Xo héa mo k& va teo 6ng than mirc d6 nhe (< 25% ving vo).
+ Xo hoa mo ké& va teo 6ng than muc do trung binh 26-50%
vung vo).
+ Xo hoéa mo k& va teo 6ng than muc do néng/mét > 50%
vung vo).

Cap nhat xép loai Banff 2007-2013

Lang dong C4d dugc xem nhu diém dic trung cia ABMR,
nhu:ng v6i chirg minh cta sy phat trién cia ABMR (voi thU:O'ng
t6n cua vi mach mau va khang thé dac hiéu ctua nguoi hién,
DSA) khi Vang mat Cd4, x€p loai da dugc xem lai nam 2013,
dudi kinh hién vi dién tir (EM, electron microscopic) tim thay
moi lién quan chit ché voi bénh than man tinh (cg, chronic glo-
merulopathy). Nén tiéu chuan EM duoc yéu cau thyc hién ddi
v6i cac mau sinh thiét than ghép trong khoéng thoi gian tir 3- 6
thang khi nguyén nhan nghi ngo 1a bénh ly cau than giai doan
som sau ghép. Ngoai ra con ¢ sy nhan biét trung 1ap gnra viém
dong mach cia ABMR va TCMR ¢ murc do tir nhe dén trung
binh (Vl) va nang (v,), ma day chi la mot phan don doc trong
bang x&p loai 2007, cling cd tinh ning trong phéan loai Banff
ABMR cép/hoat dong ndm 2013.
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Trong viéc xét lai xép loai, ABMR da duoc Xép loai nhu la
ABMR cép tinh/hoat dong va ABMR man tinh, hoat dong. bé
chan doan ABMR cap tinh/hoat dong c6 3 diém yéu cau phai co:

+

+

Béng chiig ctia ton thuong mé bénh hoc cép tinh: viém vi
mach, Vlem ndi mac dong mach hay xuyen thanh huyét khoi
Vl mach cip tinh hodc ton thuong 6ng than cip tinh (khi
vang mit cac nguyén nhan khéc).

Bé‘mg chirng nd1 mac mach mau bi anh hudng cua khang
thé: lang dong C4d trong mao mach quanh dng than, it nhét
¢6 hinh anh viém vi mach mirc do trung binh hodc cho thay
t6n thuong ndi mod ctia mau sinh thiét do s gia ting cua qua
trinh sao chép gen.

Huyét thanh hoc cia DSA

Tuong tu cho chan doan cuia ABMR man tinh, hoat dong: co6 3
diém yéu cau phai co:

+

+

+

Bing chimg cta ton thwong moé bénh hoc man tinh (bénh
hoc than ghép) (néu khong c6 bang chung cta huyét khoi
vi mach man tinh) hodc tang sinh cua mang ddy mang mao
mach quanh dng than niang (dudi kinh hién vi dién tir) hodc
x0 hoa ndi mac dong mach maoi xuét hién (loai trir nhiing
nguyén nhan khac)

Bang chimg ndi mac mach mau bi anh huong cta khang thé
(tiéu chuén tuong ty nhu ABMR cép tinh/hoat dong).

Huyét thanh hoc ctia DSA.

Thang diém va xép loai md hoc miu sinh thiét thian ghép

Diém sb cla viém ciu than

Loai M6 bénh hoc
g0 Khoéng viém cau than
g1 Viém < 25% cau than
g2 Viém tirng phan hay toan bd 25-75% cau than
g3 Trén 75% cau than bi viém toan bd
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Tiéu chuan cla bénh hoc ciu than

Loai M6 bénh hoc

cg0 [Khdng cé mang day doi cla ciu than duwoc phat hién bdi LM hodc
EM

cg1 |1a: Khdng cé mang day doéi cla cau than duoc phat hién bé&i LM hoac
EM (kh6ng hoan toan ho&c hoan toan trong: ‘
- It nhat Ia mao mach cda 3 cau than dugc phat hién bang EM cd lién
quan dén phu TB ndi mé va/hoac dwdi ndi mo
1b: 2 1 cau than khong xo hda c6 mang day doi clia co mang day doi
cla mao mach dugc phat hién bang LM. Yéu cau kiém tra lai bang
EM néu co thé

cg2 [Mang day doi co tir 26-50% & cudn mao mach quanh cau than trén
hau hét cac cau than khéng xo héa

cg3 |Mang day doi co trén 50% & cuén mao mach quanh cau than trén hau
hét cac cau than khéng xo hoa

Diém sb cua viém éng than

Loai M6 bénh hoc

TO |Khéng co tén bao don nhan trong 6ng than

T1 |Khu tra véi 1-4 té bao trén mat cat ngang 6ng than (hodc 10 TB
ong than)

T2 |Khu trG v&i 5-10 t& bao trén mét cat ngang 6ng than

T3 |Khu trG v&i >10 té bao trén mét c&t ngang 6ng than hoac hién dién
clia it nhat 2 vung ctia mang day ong than bi pha hly béi hién
twong viém ong than vai i2/i3

Diém s6 clia viém ndi mac doéng mach

Loai |Mo bénh hoc
vO0 |Khéng co viém ddng mach
vl |Viém ndi mac cda it nhat mot lat cat ngang ddng mach mirc d6 nhe
dén trung binh
v2 | Viém ndi mac ndng vd&i it nhat 25% chu vi cat ngang déng mach
v3 |Viém dc_‘)n,g mach xuyén thanh/xo héa déng mach, hoai t&r co tron
v&i sy tham nhap lympho trong mach mau
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Xép loai cia viem mao mach quanh éng than (ptc)

Loai |Mo bénh hoc

ptcO |Khdng cé dau hiéu viem mao mach quanh éng than viing vé, hodc
<10%

ptc1 |> 10% cé dau hiéu viem mao mach quanh éng than ving vd, véi ti
da 3-4 TB viém

ptc2 |> 10% cé d4u hiéu viém mao mach quanh éng than ving vé, véi ti
da 5-10 TB viém

ptc3 |> 10% c6 d&u hiéu viem mao mach quanh éng than vung vé, véi
> 10 TB viém

Diém sb cla viem mo ké

Loai M6 bénh hoc
i0 Khéng c6 viém md ké
i1 10-25% chu md bj viém
i2 26-50% chi mo bij viém
i3 > 50% chd mo bj viém
Két luan

Sinh thiét than ghép 1a mdt xét nghiém xam hai dén nguoi bénh,
nhung sé& cho chan doan xac dinh tinh trang va tién luong doi séng than
ghép. Muén thyc hién quy trinh chan doan giai phau bénh thi can phai
c6 bac si giai phiu bénh chuyén vé than hoc ghép va trang bi phong xét
nghiém giai phau bénh du tiéu chuan chan doén.
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BENH THAN TAI PHAT SAU GHEP

Khuyén cao

1. bé ngl}j nén tam soé}t proteiI} ni€u & bénh nhén,ghép than co6 bénh
than goc 1a xo hda cau than 6 cuc bd (2C), it nhat:

Hang ngay trong tuan dau (2D).

Hang tuan trong 4 tuan dau (2D).

MGdi 3 thang trong nim dau (2D).

Hang nim trong nhing nam tiép theo (2D).

2. bé ngbi n‘én tam soat héng cAu niéu vi thé dé phat hi¢n bénh than
(cp thé diéu tri‘ duoc) tai phat ¢ bénh nhan ghép than c¢6 bénh than
goc la Vi7ém cau than IgA, yiém cau than mang tang sinh, bér}h
khang thé khang mang day cau than hoac viém mach lién quan dén
ANCA (2C), it nhat:

Mot 1an & thang dau tién dé xac dinh mdc ban dau (2D).
M&i 3 thang trong nam dau (2D).
Hang nam trong nhimng nim tiép theo (2D).

3. Trong nhing dot rdi loan chirc ning than ghép & nhitng bénh nhén co
hoi chirng tan mau tang ure méu (HUS) nguyén phat, ght’mg to1 (?é nghi
nén tam soat ti’nh trang huyét khoi vi mach (vi du: so lugng tiéu cau,
hinh thai cac t€ bao méau ngoai vi, haptoglobin va LDH mau) (2D).

4. Trong qua trinh s‘a‘mg loc nhitng bén}l than (co thé diéu tri duoc) tai
phat, ching t6i dé€ nghi nén sinh thiét than ghép (2C).

5. Diéu tri bénh than tai phat:

5.1.pé nghl nén thay huyét twong (plasma exchange, neu két qua sinh
thiét than 1 bénh thay doi t6i thleu hoac X0 hoa cau than 6 cuc b
trén bénh nhan c6 bénh than gdc 14 xo hda cau than 6 cuc bd nguyén
phat (2D).

5.2.Dé& nghi nén ding liéu cao corticosteroid va cyclophosphamide &
nhiing jbénh nhan ghép than c6 tinl} trang tai phat Viém mach lién
quan dén ANCA hodc bénh khang thé khang mang day cau than (2D).

5.3.Dé nghi nér} sir dung thudc trc ché men chuyén Ar}giotensin hodc
chen thy thé Angiotensin cho bénh nhan ¢6 viém cau than tai phat
va protein ni¢u (2C).
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5.4.Dbi v6i nguoi nhan cé tang oxalate ni¢u nguyén Rhét, chung toi dé
nghi nﬁn dung cac bién phap thich hop du phong lang dong qxalate,
cho dén khi muc oxalate mau hoac binh thuong (2C), bao gom:
Pyridoxine (2C).
Ché d6 an nhiéu calci va it oxalate (2C).
Tang luong nude udng vao nham pha lodng oxalate niéu (2C).
Natri citrate hodc kali citrate dé kiém hoa nudc tiéu (2C).
Mudi phosphate (2C).
Magie oxid (2C).
Loc mau tich cyc dé loai bo oxalate (2C).
Ly giai
Bénh 1y than gbc thuong dugc chan dpén xac dinh péng sinh thi}ét
than ty than cua ngudi nhan hodc sinh thict than ghép lan trudc. Chan

doén bénh tai phat dugc dat ra khi hinh 4anh m6 bénh hoc than ghép cé
lién quan dén bénh 1y than gbc.

Mot vai bénh than tai phat 1a nguyén nhan gay thai ghép.

Mot s6 loai bénh than tai phat néu dugc diéu tri, s& gitp phong ngira
hodc tri hoan thai ghép.

Viéc tim soat nhitg bénh than (co thé diéu tri duoc) tai phat giup
dua ra chan doan va chi dinh diéu tri sém, c6 thé mang lai nhiing két
qua hiru ich.

Bénh than tai phat 1a mot nguyén nhan quan trong gay suy gidm va
mat chtic ning than ghép, & ca nguoi 16m va tré em. Trong mdt nghién
ctru gom 1.505 trudng hop ma trude d6 da ting duoc sinh thiét than tu
than va sau ndy duoc sinh thiét than ghép, ngudi ta thiy rang, 10 nim
sau ghép, viém cau than tai phat 1a nguyén nhan dimg hang tha 3 gay
suy giam chirc nang than[1]. Biéu hién ctia bénh than tai phat co thé chi
1a creatinine huyét thanh ting lén (mirc loc cau than giam di), protein
niéu va/hoac héng cAu niéu méi xuét hién hodc tang lén. Hau qua cua
tinh trang tai phat rat khac nhau, ty theo loai bénh than gbc. Khong
phai tit ca cac bénh déu tai phat v6i tan suat nhu nhau. Nguy co tai phat
dic biét cao & bénh nhan bi xo hoda cau than 6 cuc bd, bénh than IgA,
viém cau than mang ting sinh, hoi chimg tan mau ting ure mau (HUS),
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tang oxalat mau va bénh Fabry. Nguy co tai phat it hon ¢ bénh nhan
bi viém than lupus, bénh khang thé khang mang day (GBM) va viém
mach[2]. Ngoai ra, thoi gian va biéu hién 1am sang cua tai phat ciing rat
khéc nhau. Xo hoa cau than 6 cuc bd, hoi ching tan mau ting ure mau
va bénh tang oxalat mau co thé tai phat trong vai ngay dau dén vai tudn
sau ghép, trong khi cac bénh 1y khac c¢é thé 1au hon[3].

Bang 1. Sang loc bénh than tai phat

Bénh Sangloc |Tansuatsang |Xét nghiém |Diéu tri khuyén
(ngoai loc téi thiéu chan doan |cao
creatinine (ngoai sinh
mau) thiét than)
Xo héa cau |Protein niéu | Hang ngay trong Loc huyét twong
than & cuc tuan dau, hang (plasmapheresis)
bod tuan trong 4 tuan
dau, mdi 3 thang
trong nam dau,
sau d6 hang nam
Bénh than | Protein niéu,
IgA héng cau
niéu vi thé
Viemcau | Protein nigu, |Motlantrong - Nang g6 bb
than mang |héng cau tha,mg dau, moi 3 | & may
tangsinh  |niguvithé |thang trong nam
- - ———dau, sau do hang - < "
Bexnh khang P(oteln‘meu, nam Khang thé |Loc huyét twong
thé khang | hong cau khang mang
mang ddy | niéu vi thé day (anti-
céu than GBM)
(Anti_GBM)
Viém mach | Protein niéu, ANCA Cyclophosphamide
khéng l&ng | héng cau va corticosteroid
dong mién | niéu vi thé
dich (Pauci-
immune
vasculitis)
H6éi chirng | Protein niéu, | Trong nhitng dot | Sé lwong Loc huyét twong
tan mau s6 lwong rbi loan chirc tiéu cau,
tang ure tiéu cau nang than ghép |cong thirc
mau (HUS) mau ngoai
vi, LDH mau
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Trong hau hét cac truong hop, nhing biéu hién ban dau ciia tai phat
bénh 1a protein niéu va/hodc giam mirc loc cau than. Do nhiing thong s6
trén van dugc danh gia thudng quy ¢ nguoi nhan than, vi vy khong can
thiét phai c6 mot chién luoc riéng cho viée phat hién bénh than tai phat.

Phuong phép sang loc cac loai bénh thén tai phat cling rat khac nhau
(Bang 1). Vi du, bénh xo hoa ciu than 6 cuc bd co thé tai phat som, vi
Vay can sang loc som va thuong xuyen theo ddi nong do protein niéu.
Chan doan hoi chang HUS tai phat can c6 bang chtng cua tan mau vi
mach. Mot s& bénh nhu viém ciu than IgA, viém cAu than mang tang
sinh, bénh khang thé khang mang day cau than va viém mach, ngoai
protein can xét nghiém hong cau vi thé va/hodc tru protein trong nudc
tiéu. Nén st dung que thu dé phéat hién protein ni¢u, sau dé dinh lugng
ty 1¢ protein/creatinine trong nudc ticu mot mau hoic nhig mau nude
tiéu duoc thu thap du thoi gian. Tly theo bénh 1y gbc, danh gid mo bénh
hoc ¢6 thé can thém mién dich huynh quang va hién vi dién tir ngoai
hién vi quang hoc, nhdm chan doan xac dinh c6 hay khong tinh trang tai
phat, ciing nhur chan doén loai trir nhitng nguyén nhéan khac cua protein
niéu, héng cau niéu hodc rdi loan chuc nang than ghép[4].

Ciing c6 mot vai bang chimg yéu (tir nhitng nghién ctru khong d6i
chung va nhiing bdo cdo truong hop lam sang) cho rang, viéc dicu tri
dac hi¢u bénh tai phat c6 thé mang lai loi ich cho bénh nhan.

Xo héa céu than 6 cuc bé (FSGS) nguyén phat

Xo hoa cau than 6 cuc bd nguyén phat hay vo can dugc dac trung
bdi hién tuong xo hoa dién hinh & mot phan ctia cudn mao mach cau
than, doc theo chd ndi véi té bao co chan trén kinh hién vi dién t. O
nhirng trudng hop tai phat som, trén kinh hién vi quang hoc c6 thé thay
cdu triic cau than binh thudng ma khong thay hinh anh xo héa. Nén nghi
t61 kha ning tai phat trén bénh nhan c6 bénh 1y gbc hodc ton thuong
than ghép lan trude 1a xo hoa cau than 6 cuc b, khi trong giai doan s6m
sau ghép than c6 xuat hién protein niéu va/hodc ting creatinin mau[3].

Xo hoa cau than 6 cuc bd nguyén phat tai phat trong 20 — 50% bénh
nhén ghép than (1én t6i 80% néu bénh d4 timg tai phat trén than ghép trudc
d6)[5]. Can phan biét xo héa 6 cuc bd nguyén phat va thir phat vi thuong
cac truong hop xo hoa cau than 6 cuc bd thir phat khong tai phat trén than
ghép. Su tai phat cua xo hoa cau than 6 cuc bd mang tinh chét gia dinh
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ciing da dugc ghi nhan, néu nguoi hién mang gen gay bénh nhung khong
¢6 biéu hién 1am sang. Nhitng yéu t6 dugc cho 1 nguy co cua tai phat bao
g6m tudi khoi phat bénh xo hoa cau than 6 cuc bd (trong khoang tir 6 — 15
tudi)[6], toc do tién trién cua bénh (vi du: < 3 nam tir khi chan doan dén
khi xudt hién suy than giai doan cudi), ting sinh gian mach lan toa trén mo
bénh hoc, chiing tdc ngudi My khong phai goe Phi. Yéu t6 nguy co manh
nhat 12 bénh nhan di timg bi tai phat trén than ghép lan trudc.

Trén thi nghiém, nguoi ta théy cau than dugc phan 13p ctia chuot tro
nén tang tinh thAm véi albumin trong huyét thanh cua bénh nhan ghép
than bi xo hoa cau than 6 cuc bo tai phat. Didu nay c6 thé 1a mot phuong
tién gitip dua ra tién luong chinh xac hon vé kha ning tai phat bénh|[7].
Tuy nhién, gia thuyét nay van trong giai doan thir nghiém.

Xo hoa cau than 6 cuc bd nguyén phat co thé xay ra & bat cir thoi
diém nao sau ghép than, nhung thudng xay ra trong giai doan som. Biéu
hién ciia tai phat thuong la sy xuat hién cuia protein niéu mirc do nhiéu.
Khoang 80% cac truong hop xay ra trong vong 4 tuan dau sau ghép[7].
Vi véy, trong giai doan sém ngay sau ghép, nén sang loc protein ni¢u
thudng xuyén ¢ nhimg bénh nhan c6 bénh gdc 1a xo héa cau than 6 cuc
b, dic biét v6i nhitng nguoi co nguy co tai phat cao. Tan sut tai phat
chinh xéc khong dugc dua ra. bé 1y giai cho sy Xuét hién protein ni¢u,
dic biét ¢ thoi diém sém sau ghép, can c¢6 nhimng dit liéu vé tinh trang
protein niéu trudc ghép. Mic du protein bai tiét tir than tu than cia
ngudi nhan sé giam sau ghép[8], nhung thoi gian bién mat rat dao dong.
Nén so sanh protein ni¢u sau ghép véi gia tri trudc khi ghép.

Hién chua c6 thir nghiém 1am sang ngau nhién c6 ddi chimg nao
nghién ctru vé phac dd diéu tri xo hoa ciu than 6 cuc bd nguyén phat
tai phat. Tuy nhién, c6 mot vai truong hop riéng 1¢ va nhiéu khao sat
khong dbi chimg bao céo rang lidu phép thay huyét tuong co thé lam
giam protein ni¢u déng ké[9, 10] Pidu nay xay ra c6 thé do cac yéu td
luu hanh (Iam thay d6i t1nh thAm cta cau than véi protein) bi loai bo
khoi tudn hoan. Nhiing yéu t6 du bao kha nang dap tng véi liéu phap
thay huyét twong bao gdm viéc chi dinh diéu trj som sau khi c6 tai phat
va nguy co xuat hién tai phat som cta bénh[10]. Khong may la protein
niéu c6 thé xuat hién lai sau diéu tri, doi hoi nhitng dot thay huyét trong
tiép theo, tham chi, li€u trinh dinh ky va lién tuc d6i khi cling dugc ap
dung. Gia thuyét dat ra 13, thay huyét twong c6 thé lam giam protein
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nidu va tir d6 bao ton dugc chirc nang than ghép. Tuy nhién, gia thuyét
nay chua dugc kiém chirng bang cac nghién ctru.

Hién chua rd phai can bao nhiéu lan thay huyét twong dé giam
protein niéu. Tuy nhién, di c6 mot tong két bao céo rang, liéu trinh
trung binh 9 1an thay huyét tuong s& lam glam dugc proteln ni¢u[9].
Mot vai truong hop 1am sang nho 1¢é bao cio vé phac d6 du phong tai
phat bang thay huyét twong, nhung cac dir liéu dua ra khong du do
thuyét phuc vé tinh hiéu quéa cta phuong phap du phong nay[11,12].

Str dung liéu cao cyclosporin A c6 thé lam giam protein niéu. Trong
mot bao céo vé loat truong hop 1am sang, 14 trong sé 17 bénh nhi s
dung cyclosporin A da dat dugc tinh trang thuyén giam protein ni¢u kéo
dai[13]. Nén duy tri ndng do cyclosporin A cao trong mau nham lam
giam tinh trang tang cholesterol mau- thuong gép ¢ bénh nhan xo hoa
cau than 6 cuc bo tai phat- do lipoprotein gin vao cyclosporin A. C6 thé
ap dung phac dd cyclosporin A lidu cao phdi hop véi loc huyét tuong.
Két qua mot nghién ciru cho thiy loc huyét twong don doc it hiéu qua
hon so v&i phac dd phdi hop véi cyclosporin A liéu cao[14].

Vi nhimg bénh nhan khong dép tng véi liéu phap thay huyét
tuong hodc nhitng bénh nhan c6 protein niéu dudi ngudng than hu, céd
thé dung thudc e ché men chuyén angiotensin (ACE-I) va/hodc thudc
chen thy thé angiotensin II (ARB) nham lam giam protein niéu.

Bénh than IgA

Bénh than IgA 13 loai viém cau than phd bién nhat va 1a nguyén nhan
giy suy than giai doan cudi ctia khoang 20% bénh nhan ghép than ¢ nhiéu
ving trén thé giGi. Ti phat bénh than IgA 1 tinh trang thuong gip o bénh
nhan sau ghép. Tan suét tai phat dao dong tir 13-50%, tiy theo khoang
thoi gian theo doi, chi dinh sinh thiét than coa tung trung tam. Ty 1€ tai
phét cao nhat dwoc ghi nhan ¢ nhing trung tim 4p dung sinh thiét than
thuong quy[15]. Lang dong IgA mét cach tiém tang trong cau than cia
nguoi hién (dugce xac dinh bang sinh thiét trudc ghép) 1a nguyén nhan gay
tai phat & mot s6 bénh nhan bi suy than do viém cau than IgA, tai nhiing
vung dia 1y co6 tan suat mic bénh cao[16]. Su da hinh thai nucleotid don
trén gen IL-10 va TNF-a dugc xéac dinh 1a cac yéu to tién luong tai phat
(203, 204). Udc tinh ty 16 mét chic ning than ghép do bénh than tai phat
sau 10 ndm 14 9,7% (CI = 4,7 — 19,5%)[1]. Nguy co tai phat & nhimng lan
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ghép than sau tang 1én, néu trong vong 10 nam sau lan ghép dau tién,
chtc nang than bi mét do tai phat bénh than IgA[17]. Khong c6 liéu phap
nao hiéu qua trong viéc du phong tai phat bénh than IgA. Thude tc ché
men chuyén angiotensin va chen thu thé angiotensin II dugc cho 1a 1am
giam protein ni¢u, tir do co thé bao tdn churc nang than ¢ bénh nhan bi tai
phét bénh than IgA[18]. Trong mét nghién ciru gdm 116 bénh nhan bénh
than IgA duoc ghép than, sir dung thudc dan nhéap 13 ATG lam giam nguy
co tai phat tir 41% xudng 9% so véi thude ddi khang thy thé IL2[19].

Viém cau than mang tang sinh

Nén chan doan phan biét nhitng nguyén nhan thir phat gdy viém cau
than mang tang sinh, vi du viém gan C. Ty 1¢ tai phat trén mo bénh hoc
clia viém cau than mang ting sinh 1a 20 — 30% véi type I va trén 80%
v6i typ I1[6]. Nhimng biéu hién tai phat bao gdm hong cau niéu vi thé,
protein niéu va suy giam chirc ning than. Nhitng yéu td nguy co cia
tai phat bao gdm hinh anh ton thuong nang né trén mo hoc ning & than
ngudi nhan, HLA-BSDR3, ngudi hién séng cing huyét thong va mat
chtre nang than do tai phat bénh ¢ 1an ghép trude d6[20, 21]. C6 nhiing
nghién ctru béo céo vé hidu qua ciia phac d st dung cyclophosphamide
kéo dai[22], loc huyét trong[23,24] va cyclosporin A trong diéu trj viém
cau than mang tang sinh tai phat trén than ghép[25].

Héi chirng tan mau tang ure mau (HUS)

Hoi chimg HUS duoc xac dinh trén mo bénh hoc 14 sy ting sinh té
bao ndi mac mach mau, day 1én va hoai tir thanh mach, huyét khéi va hep
long mach & cau than, tiéu dong mach hodc dong mach gian tiéu thuy.
Mirc d6 ning cia ton thuong co thé dao dong tir sung phong cac té bao
ndi md dén hoai tr hoan toan vung vo than. Biéu hién 1am sang cua hoi
chimg HUS bao gdém thiéu mau tan méu trong cac vi mach va suy giam
chtrc nang than nhanh chong kém theo hodc khong t6n thuong cua cac co
quan khac. Hoi ching HUS thuong duoc phén loai thanh loai khong dién
hinh (phi hop véi tiéu chay: D-HUS) va loai dién hinh: D+HUS.

Hoi ching HUS tai phét xay ra ph6 bién ¢ bénh nhan (nguoi 16n va
tré em) c6 bénh than goc 1a hoi chimg D-HUS. Nguy co téi phat dudi 10%
& tré em. Bién thé D+HUS thuong khong tai phat, trong bién thé D- HUS
nguyén phét- hoic HUS c6 tinh chat gia dinh c6 ty 1¢ tai phét ¢ tré em la
21-28%[26]. Tai phat xay ra khoang 80-100% nhiing bénh nhan c6 dot
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bién yéu t6 H hodc yéu t6 1, trong khi nhitng bénh nhan c6 mot dot bién
trén protein dong yéu t6 mang thuong khong bi tai phat[27 28]. Nguoi lon
6 nguy co tai phat cao hon, véi 33 — 56%[29,30] c6 biéu hién 1am sang
va 16 — 20% khong c6 biéu hién 1am sang Nguy co tai phat dic biét cao
& nguoi 10n ¢6 hoi chimg HUS di truyén trén gen lin hodc gen trdi[26]. O
hau hét cac truong hop, tai phat xay ra trong vong 4 tuan sau ghép. Dau
hiéu tai phat ¢ phan 16n bénh nhan thuong 1a thiéu mau vi mach, giam
tiéu cau va rdi loan chirc nang than, trong khi mot s6 bénh nhan c¢6 biéu
hién suy chtic ning than ghép tién trién nhanh ma khong c6 ton thuong
mo bénh hoc dién hinh. Nén dém s luong tiéu cau trong nhiing dot réi
loan chirc nang than ghép ¢ nhiing bénh nhan bi suy than giai doan cudi
do hoi chimg HUS. O nhimg bénh nhén c6 sb lugng tiéu cau giam, can soi
lam kinh mau ngoai tim nhitng méanh v& té bao (schistocytes), dinh lugng
haptoglobin va LDH mau dé chan doan tinh trang tan mau. Nhiing truong
hop tai phat c6 ty 1¢ giir dugc than ghép thap hon (khoang 30%).

Chién lugc diéu tri bao gdbm loc huyét twong, immunoglobin dudng
tinh mach va rituximab. Liéu phap loc huyét twong tich cuc (bang
plasma tuwoi dong lanh 40 — 80ml/kg mdi 1an) 1am ting ndng do cua
cac yéu to thiéu hut va mang lai nhitng két qua kha quan, tham chi véi
nhitng truong hop c6 dot bién yéu td H va I[31,32]. Do yéu t6 H dugc
téng hop tai gan, nén liéu phap ghép dong thoi gan va than (c6 loc huyét
tuong bang plasma twoi dong lanh va heparin trong lwong phan tir thap
trude va trong phau thuit) co thé 1am giam nguy co tai phat[33,34,35].
Phac do dung Immunoglobulin dudng tinh mach va rituximab dugc
béo cdo 1a giup ctru sdng nhitng truong hop HUS tai phat khang trj v6i
nhitng liéu phap trao d6i huyét tuong nhiéu dot[36,37]. Khong c6 bang
chtng cho thay viéc tranh sir dung CNI, mTORi va OKT3 (la nhiing
thudc c6 thé gay huyét khdi vi mach) 1am giam nguy co tai phat.

Viém mach (ién quan dén ANCA va bénh khéng thé khang
mang day cau than (anti-GBM)

Ca viém mach lién quan dén ANCA va bénh khang thé khang mang
day cau than deu c6 thé biéu hién bang bénh than man tinh trién trién
nhanh va viém cau than hinh liém. Ty 1¢ tai phat thap néu tai thoi diém
ghép, bénh dang trong giai doan 6n dinh. Mot phén tich gdm nhiing dir
liéu gdp tir 127 bénh nhan bi viém mach ANCA (+) cho théy, 17% bénh
nhan bj tai phat, 57,1% trong sd d6 c6 biéu hién than, 33% c6 suy than
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(229). Nhiéu nghién ctru gan day[38] bao céo ty 1¢ tai phat thip hon
(7%), phan 16n xay ra tir ndm tht hai sau ghép va khong gy anh huong
truc tiép hodc gian tiép 1én chic nang than ghép. Viém mach lién quan
dén ANCA tai phat & than ghép thuong biéu hién gidng viém cau than
hoai tir khong lang dong mién dich (pauci-immune), nhung chtic ning
than ghép ciing c6 thé bi anh hudng bdi viém dong mach cép, hep ni¢u
quan va tinh trang tic nghén dudng tiét niéu do viém mach dang u hat.

Céc yéu to nhu qua trinh bénh trudce ghép, phan nhom bénh viém
mach, loai ANCA hoac néng do ANCA, thoi gian ghép, cac thong $6
lién quan dén ngudi hién khong du bao tai phat. Ton thuong than do
viém mach lién quan dén ANCA nhin chung dap tmg t6t v6i liéu cao
prednisolone va cyclophosphamide[39-41]. Nhing bién phéap diéu tri
khac bao gdm str dung MMEF, loc huyét trong kém hodc khong kém
immunoglobulin tinh mach va rituximab[42-48].

Bing chirmg md bénh hoc ctia bénh khang thé khang mang day cau
than c6 thé duoc tim thay ¢ 15-50% truong hop bénh. Biéu hién 1am
sang cuia tai phat hiém gap va chi duoc bao cio qua cac trudng hop 1am
sang don 16[15,49]. Hiém khi chirc ning than ghép bi suy do tai phat[1].
Ty 16 tai phat c6 1& cao hon & bénh nhan c6 khang thé khang mang day
cau than luu hanh trong méu tai thoi diém ghép. Diéu tri bénh khang
thé khang mang ddy (loai c6 biéu hién 1am sang) c6 thé bao gom steroid
dang dot song (pulse steroids), cyclophosphamide va thay huyét tuong,
dic biét ¢ nhitng bénh nhan c6 triéu chimg phoi nghiém trong[49].

Tang oxalate niéu nguyén phat

Nguyén nhan giy ting oxalate niéu nguyén phat 13 do thiéu hut
alanine peroxisomal ¢ gan: glyoxylate aminotransferase, din dén ting
tong hop va hau qua 1a ting bai tiét oxalate qua nude tiéu, tai di tai lai
soi calci oxalate duong tiét niéu, bénh calci hoa than khong hoi phuc
va cubi cung l1a bénh than man tinh. Khi than bi suy, oxalate khong hoa
tan dugc sé tich ity trong co thé, ddc biét & xuwong va dong mach. Ghép
than khong thé diéu tri duoc cin nguyén thiéu hut enzyme, tinh trang
ting san xuat oxalate van ton tai va dan dén ling dong tai phat calci
oxalate & trén 90% than ghép va tham chi din dén thai ghép[50], trir khi
enzyme nay duoc thay thé bang cach ghép gan dong thoi[51]. Luong
oxalate lang dong trong co thé rat cao & nhitng bénh nhan suy than giai
doan cudi va oxalate duoc bai tiét rat nhidu qua nudc tiéu ngay sau khi
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than ghép c6 chirc nang. Nong do oxalate mau va niéu c6 thé van duy
tri & muc cao mot khoang thoi gian sau ghép, tham chi & nhiing bénh
nhan dugc ghép dong thoi ca than va gan. Nong do oxalate niéu cao
lam tang ling dong nhiing tinh thé calci oxalate, trudc tién & ong lugn
xa, dan dén rdi loan chirc nang than ghép. Tiép theo, lang dong xay ra
& ving nhu mé than ghép, dan dén suy chirc ning than ghép. Nguy co
suy than con ting 1én rd rét néu ngay tir dau than ghép di khong co chirc
nang. Cac phéac do diéu tri dugc xdy dung nham giam thiéu nhiing bién
ching cua tinh trang tai phat, bao gdm pha lodng nudc tiéu giai doan
som sau ghép bang cach ting cudng truyén dich, loc mau sém va tich
cuc ¢ nhimng bénh nhan chirc nang than ghép xuat hién mudn.

Maic du viéc ghép than don ddc khong dugce khuyén cao & bénh
nhan ting oxalate niéu nguyén phat, nhung d6i khi van duoc 4p dung &
nhitng nudc dang phat trién, noi ma ghép gan chua kha thi. Tinh trang
tai phat luoén xay ra véi nhitng bénh nhan ting oxalate ni€u nguyén phat
chi dugc ghép than, ddy ciing 1a nguyén nhan dan dén thai ghép. Nhitng
bénh nhan ¢ dot bién Gly170Arg nhay cam véi pyridoxine, vi vdy ho
nén duoc dung liéu cao pyridoxine néu chi duoc ghép than[52].

Bénh nay d6i khi dugc chin doan 1an dau tién sau ghép than, khi
tinh trang léng dong oxalate trén mo6 bénh hoc than ¢ bénh nhan c6 roi
loan chirc nang than ghép duoc quan sat thiy. Nhitng bénh nhan d6 nén
dugc chuyén dén nhimng trung tim ghép gan ngay khi c¢6 thé. O giai
doan ngay sau ghép, c6 thé loc mau hd tro nham kiém soat nong do
oxalate mau cho dén khi gan ghép hoan toan c6 chirc ning[53].

Nhitng phuong phép diéu tri dic hiéu (1am ting thai trir va giam san
xuét oxalate) gitip giam thiéu tinh trang tai phat nén dwoc ding cho tat
ca bénh nhan trong nhimg ndm dau hodc nhitng thang dau sau ghép than
hodc sau ghép dong thoi than va gan[54]. Nhimng phuong phap niy bao
gom duy tri lugng nudc tiéu trén 3 — 3,5 I/ngdy, sir dung citrate kiém,
phosphate trung tinh va magie oxid. Ché do an han ché oxalate nghiém
ngat t6 ra khong c6 nhiéu hiéu qua[55], tuy nhién, cling khong nén sir dung
ché d6 an glau oxalate va vitamin C (mot tién chat cua oxalate). Dung
pyridoxine liéu thich hop c6 thé lam giam tinh trang ting oxalate niéu &
mot s6 bénh nhan, dic biét 1a ¢ nhitng nguoi ¢ dot bién Gly170Arg[52].
Mot bénh nhan sau ghép ma chua sir dung pyridoxine & giai doan tién loc
mau, dugc danh gid 1a c6 dap ing voi thude ndy, khi anh chi em ho (nguoi
bi bénh than nhe hon) str dung pyridoxine véi lidu 10mg/kg/ngay[56] ma
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oxalate ni¢u giam hon 30%. Kiém hoa nude tiéu bang citrate lam giam
nguy co qué bdo hoa calci oxalate trong nudc tiéu bang cach tao thanh
mot phirc hop hoa tan véi calci, tir d6 han ché viéc gén va hinh thanh
két tiia v6i cac chit khac nhu oxalate[57]. Liéu luong cua natri hodc kali
citrate 14 0,1 — 0,15 g/kg. C6 thé kiém chiing viéc str dung ti wu cac bién
phép ciing nhu sy tuan thi ctia bénh nhén c6 thé dugc kiém ching bang
cach do pH niéu citrate niéu. C6 thé sir dung orthophosphate (20 — 60 mg/
ngay) két hop véi pyridoxine nhdm han ché sy tao thanh tinh thé calci
oxalate trong nudc tiéu[58].

Bénh Fabry

Bénh Fabry 1a mot bénh hiém gip. Day 13 bénh di truyén trén nhiém
sdc thé gidi tinh X, ddc trung boi sy thiéu hut men alpha-galactosidase
A (alpha-Gal-A), dan dén tich tu toan than va ngdy cang ning né chat
glycosph1ngohp1ds Ghép than 1a bién phap diéu tri duoc Iya chon & hau
hét cac bénh nhan suy than giai doan cubi do bénh Fabry[59]. Mic du
nhitng bénh co thé tai phat trén than ghép (qua hinh anh mé bénh hoc), tuy
nhién hién chua 10 ty I¢ bénh nhan bi suy chirc ndng than ghép do nguyén
nhén tai phat. O mot béo cao gan day cia Trung tim Diéu phdi tang ghép
Hoa Ky, trong s6 197 bénh nhan ghép than bi suy than do bénh Fabry, ty
1¢ song sot ctia than ghép sau 5 nam 1a 74%, so vdi con s6 64% trong sd
nhting bénh nhan bi suy than do nguyén nhan khac[60]. Hai dang hoat
chét cua alpha-Gal A nguoi tai to hop hién dang dugc luu hanh: agalsidase
alpha (Replagal, Transkaryotic Therapies, Cambridge MA) va agalsidase
(Fabrazyme Genzyrne Cambridge, MA) O nhimg ngum khong ghép
than, diu tri bang alpha- Gal- A nguoi tai to hop lam giam toc do suy chuc
nang than. Tuy nhién, hién chua rd viéc diéu tri c6 1am cai thién thoi gian
song cua than ghep hodc giam céac bién ching cua bénh Fabry hay khong.
Mic du cac thude diéu tri t6 ra an toan cho bénh nhan ghép than[61,62];
tuy nhién chiing rat dat do va hién ciing chua co két luan liéu rang gia tri
chung mang lai c6 tuong xtng véi gia thanh hay khong.
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BENH NHIEM SAU GHEP THAN
Nhiém khuan va thuéc rc ché mién dich dwoc str dung
trong viéc ghép tang

Céc tac nhan tc ché mién dich ¢ 3 anh hudng chinh sau:
- Diéu tri dy phong nguy co thai ghép.
- Tinh trang suy giam mién dich dan dén nguy co liy nhiém va
ung thu.
- C6 ddc tinh truc tiép hodc gian tiép dbi voi mo cua nguoi ghép
than.
Khung th&i gian lién quan dén bénh nhiém sau ghép
Mot trong nhirng hau qué quan trong nhét ciia mot giai doan tir chdi
ndi tang hodc tang 4p luc mién dich (tir diu chinh ché do) 1a khung thoi
gian tong thé c6 xu hudng duogc dit lai vao giai doan ban dau dé bi ton
thuong so véi ban than ghép. Trong 6 thang sau ghép gan, 3 giai doan
cung cip cach tiép can ciu trac dé quan Iy bénh truyén nhiém (xem hinh
anh dudi day).

Lay nhiém | Nnigm khuan tir bénh vien Hoat hoa PR
— . L 2 VIgh, : Mac phai tir
t nguoi | dodungeu vi rit con tiém an . P X
hién than [ (BN hodcngudi hién) (Tai phat. con sét. cor héi ) cong dong
i . Danh gia tich cwe cta nguy co’ nhiém khuan, vi rat, ndm
ey GHEP  THAN
Tw lay nhidm _ <Athang 1-6 thang > 6 thang
- Nhieém cac chung vi khuan - V6i PCP & CMV, HBV: thuéc

& nguwoi

khang thuoc:

khang vi rat (dw phong.

- Viém ph0| cong dong méc phai,
nhiém khuan dwong tiét niéu

nhén thén MRSA, VRE Nhiém Polymavirus BK, bénh Iy
- Candida céc loai (non- than NT:";;.Sperg'-"u:- A cac IOTI
I 9 ¢ € molds khéng dic hiéu, cac loai
g multbresistant albicans) Viém d.trang Clostridium difficile mocey, ong deehiE ’
VRE:vancomycin- - Viém phoi hit Nhiém adenovirus, influenza - Nhiém nocardia, cac loai

resistant enterococcus
faecalis
HSV:herpes simplex virus
LCMV:lymphocytic
choriomeningitis virus
PCP: pneumocystis
carinii
V2ZV: varicella-zoster
virus
CMV:cytomegalovirus
EBV:Epstein-Barr virus
SARS:sevre acute

- Nhiém khuén do dng théng

tidu

- Nhiém khuan vét md

- RO miéng ndi thiéu mau nuéi

- Viém dai trang do
Clostridium difficile

- Nhiém tlr ngwoi hién (it khi):
HSV, LCMV, rhabdovirus

(dai), West Nile virus, HIV,

leukoancelopathy

aspergillus, pseudomonas

Nhiém cryptococcus neoformans

Nhiém mycobacterium tubeculosis

- Bién chirng chd ndi

- Khéng diéu tri dw phong :

Pneumocystis

Nhiém cac loai herpes viruses
(HSV, VZV, CMV, EBV)

Nhiém HBV

Nhiém listeria, nocardia,

Nguén: Fishman J

A

rhodococcus.

- Cac nhiém vi rit mudn:
Nhiém CMV (viém dai trang va
viém vong mac).
Viém gan (HBV, HCV)
Viém néo do HSV
Bénh méc phai tir cong dong
(SARS, nhiém West Nile virus)
Nhiém JC polymavirus (PML)

i Tr cruzi.

piratory YE N

. ) R x| toxoplasma, strongyloides, Ung thw da, lymphoma (PTLD
;Mu;;’;;’g’“s'“ - Nguoi nhan ty nhiem : leishmania, trypanosoma cruzi 9 b ymp ( )

N Engl J Med 2007;357:2601-2614.

So dd 1. Thoi diém cla bénh nhiém sau ghép tang (Theo Fishman J. NEJM.
2007:357(25):2601-14).
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Trong vong 30 ngay du sau khi ghép, bénh nhan c¢é nguy co cao
nhat vé cac bénh nhiém tring lién quan dén chiam soc strc khoé, thuong
do cac sinh vat khang khang sinh va thudng c6 nhiéu vi khuan trong
nguyén nhan.

Cac nhiém trung nay, nhu trudng hop nhiém trung do chim séc
sttc khoé néi chung, thuong lién quan dén cac phwong phéap diéu tri
hodc lién quan dén thiét bi, thi du nhu cac bénh nhim trung do catheter
(duong niéu, nhiém trung duong mau), viém phdi lién quan dén tho
may, ho khan, c6 lién quan v&i ro ri hdu mon va thiéu méau cuc bo. That
khong may, nhiém tring ciing c6 thé do viéc thay doi hé thyc vat vi
khuén ndi sinh & nguoi nhan hodc tinh trang thudc dia dang tdn tai hodc
moi (thuong lién quan dén moi trudng cham soc stic khoé, bao gdbm
ca tay ctia nhan vién cham soc strc khoé), chang han nhu Clostridium
difficile va céc chat doc do spore gy ra.

Céc “siéu nhiém” tham chi con co thé phat trién va nhiing tién
doan nay c6 thé mang lai mot du bao x4u. Cac sinh vat dic biét trong
pham vi cac loai mam bénh (tic 1a cac virus co hdi, vi khuén, nim, ky
sinh tring bat ngudn tir nguoi hién, ngudi nhan hodc ca hai) c6 thé gy
nhiém trung trong thang dau tién nay. Nhin chung, cac loai nhiém trung
trong giai doan nay chia sé cic mau véi nhing loai thudng xay ra sau
cac hoat dong tuong tu.

Giai doan thtr hai (khoang 1-6 thang sau khi ghep gan) dugc dac
trung bdi sy hién dién hodc vang mit ciia nhitng mam bénh duogc lua
chon bdi viéc co hay khong cac khang sinh duy phong dang ding ddi
voi P. jiroveci hoac cac virus nhu CMV hay viém gan B. Cac tac nhan
khang khuan dy phong dugc st dung cho nhirng sinh vét ndy ciing
c6 hiéu qua chéng lai cac mam bénh co hoi khéac, nhu vi khuan thong
thuong, Listeria, Nocardia, Strongyloides va herpesviruses nhu: virus
herpes simplex, virus varicella-zoster va EBV. Quan trong 13, nhiém
CMYV dong thoi trong 5 thang nay co thé cé tac dung trc ché mién dich
doc lap, dua nhung bénh nhan ghep c6 nguy co mac bénh co hdi co hoi
va déng gop gan 2/3 giai doan st trong giai doan nay.

157



HUPONG DAN GHEP THAN VIET NAM

Khung danh gia nguy co’ lay nhiém sau ghép
Céng thure “CREDIT”

Lu6n ghi nhé vé quan diém bénh nhan trong trang thai trc ché mién
dich, bac si 1am sang nén tiép can cac bénh nhiém lién quan deén ghép
tang bang cach sir dung khung danh gia nguy co lay nhiém dya trén sy
tiép xtic véi cac sinh vat c6 thé co dugc thong qua sau con duong sau:

1. Mam bénh méc phai tir cong dong.

2. Kich hoat lai cdc mam bénh bi nhiém trude d6 (tir nguoi hién
tang hodc ngudi nhan).

3. Caéc hién tuong dich t& cu thé, bao gém s& thich, thuc phém va
nudce, cong viée, cac hoat dong giai tri, vat nudi, 1ay nhiém tir
dong vat nudi, hoac hoat dong tinh duc.

Lay nhiém dic hiéu v6i tang ctia nguoi hién.

5. Lay nhiém do nhan vién y té hodc lién quan dén viéc cham soc
suc khoé.

6. Cac mam bénh dic hiéu lién quan dén du lich, bao gém mot loat
cac bénh nhiét doi.

Khung danh gia nguy co nay hy vong s€ cho phép bac si lam sélng

két hop thé 10a1 vi smh vat (vi khuan, virus, nim, ky sinh tring) vi mdi
trong 6 nguon tiém an tlep xtc va nhiém trung.

Khung danh gi4 rai ro bénh nhiém & ngudi nhan ghép tang duge
thdo luan dudi day, voi cong thue “CREDIT” dugc st dung nhu mdt
cong cu ghi nhd, nhu sau:

C — Bénh lay nhiém tir cong dong (Community acquired)

R — Bénh do hi¢n tuong kich hoat lai (Reactivation).

E — Phoi nhiém dich t& (Epidemiologic exposure).

D — Bénh lay nhidm tir ngudi hién than (Donor derived).

I — Bénh lay nhim do thdy thudc, méi trudng y khoa (Iatrogenic).

T — Bénh lay nhiém lién quan dén du lich.

C — Bénh lay nhiém tir cdng dong (Community acquired)

Bénh nhiém do cong dong gay ra la pho bién va bao gom: cam lanh,
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nhiém virus duong hd hap va nhiém khuan dwong ho hip va nhiém
trung duong ti€u hda. Véi su phire tap ngay cang tang cia cac mo hinh
dich té anh huong dén cong ddng, cac mam bénh nhu Staphylococcus
aureus khang methicillin (MRSA) va Streptococcus pneumoniae khang
thudc ciing c6 thé roi vao nhom tong quat nay.

Céc vi sinh vét khong dién hinh nhu Mycoplasma Leglonella va
Chlamydla cling nhu cac bénh cé thé phong ngira bang vac xin phd
bién, cung c6 thé gy bénh & ngudi ghép tang. Cac mam bénh virus cu
thé bao gom:

- Virus cim

- Virus cum lau

- Vi khuan hop bao tir ho hip

- Adenovirus

- Human metapneumovirus

- Rhinoviruses

- Coronaviruses
R - Bénh do hién tuwgng kich hoat lai (Reactivation)

Bénh lién quan dén kich hoat lai cac mam bénh tir nguoi hién than.

Cac vi sinhNVét,’du('yi diéu lfién suy giam mién dich, c6 thé dugc
kich hoat lai, dan dén bénl} nhi~ém voi triéu chung lam sang va tham
chj con tadc dong lam trc ché mién dich ndi sinh (thi du nhu CMV), cac
mam bénh nhu:

- Mycobacteria lao phoi

- Mycobacteria khong dién hinh

- Ky sinh trung (Strongyloides stercoralis, Trypanosoma cruzii,

cac loai Leishmania)

- Herpesviridae (CMV, EBYV, virus herpes simplex, virut varicel-
la-zoster)

- Cac virus khac (HIV, viém gan B, viém gan C, papillomavirus,
BK virus)

- Néam dic hiru (endemic fungi): Histoplasma capsulatum, Coc-
cidioides immitis, Paracoccidioides brasiliensis.
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E - Phoi nhiém dich t& (Epidemiologic exposure)

Nhan thay ring danh gi4 chinh xac va kip thoi nguy co lay nhiém
ctia BN ghép lién quan tryc tiép dén su tham gia ctia minh vao céac hoat
dong cu thé co thé co y nghia dich t& hoc to 16n trong viéc danh gia
BN ghép bi st. Trén thyc té, viéc danh gia nhu vay 1 ¢6 ¥ nghia quan
trong trén co s& du phong, vi viéc xac dinh chu dong vé su tiép xuc dich
t& lam ting nguy co ctia BN ghép co thé 1a mot cach hiéu qua dé giam
thiéu tinh trang 1ay nhiém & noi dau tién. Diéu nay dic biét quan trong
trong bdi canh (e ché mién dich, vi bénh nhiém trung va bénh cudi cung
¢6 thé phu thudc vao tuong tac ning dong gitra cac phoi nhiém cu thé
va cac khiém khuyét mién dich cu thé (vi du, giai phau, mién dich té
bao, hai hoa, bo thé).

Dua trén cach tiép can tiéu chuin trong viéc danh gia sOt khong rd
ngudn gde hodc bénh sét ¢ bat ky ngudi bi suy giam mién dich nao, cac
bac si 1am sang dugc khuyén khich kham pha day du cac linh vyc sau
day cho cac dau mbi vé dich té:

- Noi sinh (vi du sinh ra & nude ngoai)

- Chd & trudc/gan day (thi du, vo gia cu)

- Tinh trang viéc lam va diéu kién 1am viéc

- Céc théi quen gidi tri (thi du: ruou, thude 14, thude “giai tri”
khac (ké ca tiém ma tay).

- S6 thich (thi du nhu thé thao duéi nuée, 1am vuodn, ngam chim)

- Lich st truyén tai

- Lich su giam gitr

- Bénh st tinh dyc (thi du, hién tai/trudc day ddi tac, phong ngira
cac bién phap phong ngura, lich str cia bénh lay lan qua duong
tinh duc trudc do)

- Tiép xtc tiém an voi cac dong vat chan vet (thi du, kham pha
hang dong, leo nhi)

-Vt nudi (thi du nhu ché va méo[gan ddy/cin tir xa], méo con
[bénh catscratch], bo sat [nhiém khuan rudt], chim [thi du, psitta-
cine phoi nhiém], dong vat ky la, bao gém ca nguén thu nhan)

- Thudc hién ding (thi du nhu thudc giam dau, chat Gc ché bom
protein c¢6 nguy co giam tiét acid da day (achlorhydria)
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- Thirc an hodc nudc dung (tiém ning tiém ning sinh vat truyén
qua thuc pham/chat doc)

- Bénh phdi hop 1am ting nguy co lay nhiém (thi du nhu dai thao
duong, bénh phéi man tinh

D - Bénh lay nhiém tir ngwoi hién than (Donor derived).

Nhiém tring c6 ngudn gdc tir nguoi hién than co ¥ nghia dic biét,
chtng minh bang mot s bao cdo vé cac bénh truyén nhiém truyén qua
cac co quan ghép. Chung bao gdm virus (virut viém gan B va C, virus
herpes, virut lymphotropic ctia té bao T (HTLV) 1 va 2, virus West Nile,
bénh dai, LCMV, BK/JC, HPV, parvovirus B19, HIV), mycobacteria
[bénh sot rét, Babesia, Toxoplasma gondii, Trypanosoma cruzi (bénh
Chagas), S stercoralis] va mot s6 vi khuan nidm. Céc vi khuan khang
thudc c6 ngudn gdc tir cac nha cung cip ciing co thé lay truyén, bao
gdm céc enterococci khang vancomycin, MRSA va cac loai Candida
khang fluconazol.

I - Bénh lay nhiém do thay thudc, méi truwomg y khoa (Iatrogenic).

Nhén vién y té can nd luc ting cudng an toan cho bénh nhan, giam
thiéu nguy co lay nhiém do thiéu hicéu biét va bién phap chong lay
nhiém tir nhan vién y té va mai trudng bénh vién.

Tang cuong su canh giac, giam thiéu sai sot va ting cudng tun thu
v€ sinh ban tay cua nhan vién chdm séc: trang phuc theo quy dinh (c6
khau trang), rira tay, sat khuan ban tay, mang bao tay (bao tay sach hoac
vo khuan tuy truong hop) trong moi ti€p xtic voi bénh nhan va bénh
pham), dé chong lay nhiém tryuc tiép va lay nhieém chéo.

Can c6 cac quy trinh theo d01 bénh nhiém, dic biét trong thang dau

tién sau khi ghép, déng thoi can tién hanh trong sudt thoi gian tiép xtc
v6oi BV sau ghép.

T- Bénh lay nhiém lién quan dén du lich (Travel related).

Di lai cia BN 1a yéu t6 nguy co quan trong trong danh gié rii ro lay
nhiém. Bénh nhiém c6 thé 1 mgi mac hay tai nhiém. Mot s6 mam bénh
quan trong phoi nhiém c6 thé Ia:

- Escherichia coli (thi du doc t duong rudt cua E coli)

- Mycobacterium leprae (bénh phong)
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- Human T-Cell Leukemia Virus type 1 vatype 2 2 (HTLV 1 va2)

- Penicillium marneffei

- Plasmodium sp

- Filaria sp

- Echinococcus sp

- Schistosoma sp

- Clonorchis sp

- Trypanosoma brucei

- Taenia solium

- Entamoeba histolytica.
3. Danh muc f:éc vi sinh~Vét quan trong (thong thuong \(é khong thong
thuong) c6 thé bi lay r}hiém thay (L)’ nguoi nhan than (Ngudn: Hoi Vi sinh
hoc Hoa Ky, ASM) vé “Lay Nhiém trén ngudi ghép tang dac”.
Vi khuin

Cdc vi khudn gram am: céac loai Acinetobacter, Burkholderia,
Enterobacteriaceae (E coli, Klebsiella, Entembacte‘r species,
Pseudomonasas, Proteus, Salmonella va cac mam bénh ti€ém an khac

trong thyc pham (Campylobacter, Plesiomonas, Shigella species,
Vibrio, Yersinia), H. pylori va cac loai Bacteroides.

Cdc vi khudn gram dwong: gém S. aureus (bao gdm MRSA),
Staphylococcus epidermidis, Enterococci, S pneumoniae, Streptococcus
nhom B, Streptococcus milleri, Streptococcus suis, Rhodococcus equi,
Corynebacterium urealyticum, Loai Lactobacillus, cac loai Rothia (thi
du Rothia dentocariosa), C. difficile, M. tuberculosis, Mycobacterium
bovis va cac chung vi khuan khong dién hinh.

Cdc mam bénh hé hdp khdc: H. influenzae, Moraxella catarrhalis,
Mycoplasma, Legionella va Bordetella.

Cdc vi khudn khdc: 09870cac loai Listeria, cac loai Nocardia,
Borrelia, Neisseria meningitidis, cac loai Treponema pallidum (giang
mai), cdc loai Rickettsia, Anaplasma phagocytophilum, Bartonella,
Coxiellaburnetii, cac loai Ehrlichia, Francisella tularensis va Leptospira.
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Virus

Ho Herpesviridae: CMV, EBV, HHV-6, HHV-7, HHV-8 va virut
varicella-zoster.

Cdc virus gdy bénh tir dong vit (Zoonotic): bao gdbm virut Nipah,
bénh dai, arenavirus, LCMYV, virus West Nile va cac arbovirus khac va
virut parapox.

Cdc virus viém gan, virus viém rugt. virut viém gan C (HCV), viém
gan A (HAV), viém gan B (HBV), viém gan E (HEV), rotavirus va
norovirus.

Cdc virus hé hdp: adenovirus, bocavirus, coronaviruses (hoi chimg
hé hap cép tinh nghiém trong), cam, H5N1, metapneumovirus, virut
syncytial ho hip, parainfluenza, enteroviruses, HIV, HTLV 1 va 2 va
parvovirus B19.

Cdc logi virus khdc (cé thé tiém ching dwoc): sdi, quai bi, rubella,
bénh bai liét va si€u vi khuan viém ndo Nhat B.

Nam

Nam co héi va hé thong bao gom Candida: cac loai Candida va
Cryptococcus.

Cac loai nam dac hitu vé mat dia ly: coccidioidomycosis,
histoplasmosis, blastomycosis va paracoccidioidomycosis.

Céc logi nam xdm hai: 10ai Aspergillus, cac loai Fusarium,
Scedosporium, zygomycosis, cac loai Mucor, entomophthoramycosis
(thi du Basidiobolus), P jiroveci (trudce day la carinii), penicilliosis (P
marneffei), nAm bao mon (nAm dematiaceous), Sporothrix schenckii,
Malassezia, Trichosporon.

Ky sinh trung

Protozoa: loai Toxoplasma, trypanosomiasis (T cruzi[bénh
Chagas], T brucei[bénh ngu][chii yéu & ngudi nhan tim va phdi]),
Acanthamoeba, nhiém Cryptosporidium, loai Giardia, loai
Microsporidia va Isospora.

Cdc mo va protozoa mau: leishmaniasis (ndi tang), cac loai
Plasmodia (sot rét) va cac loai Babesia.
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Giun san: Strongyloides stercoralis, Clonorchis sinensis,
Echinococcus, T solium, amebiasis va Schistosoma.

Cac mam bénh lay nhiém thwéng gip & ngwdi sau ghép
than

Nhiém khuan co’ hoi

Vi khudn khdng thuéc MRSA, enterococci khdang vancomycin va
Clostridium difficile, cung voi cac vi khuan gram dm dm: dong vai tro
quan trong, dic biét 1a trong giai doan hau phau (<30 ngay sau ghép).

Pseudomonas aeruginosa: c¢6 nguy co nhiém trung huyét cao, voi
ty 1¢ tir vong cao.

Clostridium difficile (CDAD): lién quan dé tiéu chay, viéc dung
steroid lam nguy co tai phat cao hon, b¢nh viém dai trang do Clostridium
difficile phirc tap (CCDC) c6 lién quan dén mat ghép, tong thé cit bo tir
cung, hodc tir vong, tan suat dinh cia CDAD la gitra 6 va 10 ngay sau
khi ghép. Cac yéu td nguy co doc lap cho CDAD: tudi trén 55, c6 dung
ATG, ghép than két hop ghép tang khac (gan, tim, tuy). Xét nghiém du
bao: hong cau> 25.000/uL, cac bang chimg vé viém tuy trén chup cit
16p vi tinh.

Legionella: van 1a mot thach thirc 16n sau ghép. Nguyén nhan c¢6 thé
do viéc khir trung bang nuéc hodc hit phai binh xit c6 chita Legionella co
thé dan dén sy bung phat & cac trung tim ghép twong tu nhu cac co sd'y té
khac. Giai doan tir 2 dén 6 thang sau ghép 1 thoi diém quan trong. Ngoai
ra, nhiém Legionella do cong dong c6 thé xay ra bat c liic nao.

Listeria monocytogenes: gdy ra bénh nhiém trung huyét, viém
mang ndo va nhiém khudn huyét sau ghép, thuong 1a vai thang sau khi
phau thuat; viém ndi tim mac, viém noi nhan (endophthalmitis), 4p xe
ndo va nhiém khuén céc tang ghép (thi du nhu gan, tim).

Nhiém khudn Nocardia: 13 nhing loai vi khuan hiéu khi, lay qua
duong ho hap, hit vao, giy viém phdi, viém ndo, xuong hoic da. Tuong
d6i hiém gap. Lién quan dén diung steroid lidu cao, bénh CMV va sir
dung chat trc ché calcineurin.

Mycobacterium tuberculosis (BK, AFB): Hau hét tai hoat dong cua
bénh lao & ngudi nhan. Chi co khoang 4% s6 ca nhiém lao & ngudi nhan
la do nguoi hién tang. ty 1€ tir vong 13 9,5% Dac diém:
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- Biéu hién nhiéu qua cac dang 1dm sang khong dién hinh nhu lao
ngoai phdi va bénh lao tiém an hoic lan téa & ngudi nhan

- Piéu tri kho khin vi: doc tinh thude khang lao va twong tac
thude giﬁ:a lidu phap lao va cac thude rc ché mién dich. Lao phoi
khang thudc dic biét quan trong d01 v6i nguoi ghép than vi phai
diéu tri trong tinh trang giam mién dich.

Helicobacter pylori va bénh tiéu hoa: 1ién hé vdi bénh loét da day,
viém da day man tinh, ung thu biéu mé da day, lymphoma mé bach
huyét da duoc nghién ctru nhiéu.. Ty 1& H. pylori dudng nhu twong tu
gitra cac bénh nhan sau ghép va nguoi khong ghép than nhung c6 xu
hudng giam sau ghép, c6 thé do y nghia cta goi dicu tri khang sinh sau
ghép. Tuy nhién, do li€u phép tic ché mién dich hién tai (vi du, chét te
ché calcineurin, mycophenolate mofetil, steroid), doc tinh ctia H pylori
gia ting, nén can theo ddi sau ghép dé can thiép dy phong sém.

Cac AFB khac (AFB modified) tuc la cdc loai Cryptosporidium va
Isospora: da dugc xac dinh la nguyén nhan cua tiéu chay nang ¢ nhiing
ngudi bi suy giam mién dich, nhung ching ciing c6 thé gay tiéu chay &
ngudi mién dich binh thuong. Oocysts trong cic mau bénh pham 1am sang
c6 thé kho xac dinh bang phuong phap nhudém dic biét. Cac thé giéng
Cyanobacterium (various cyanobacterium-like bodies, CLBS) cling da
dugc bao co 1a co tinh khang axit-con. K§ thuat khang acid-con cai bién
(mot phan AFB) duoc khuyén cdo dé xac dinh nhitng vi sinh vat nay.

Virus Iay nhiém co’ hdi sau ghép than

Nhiéu loai virus lién quan bénh. Bao gdm: CMV, EBV (va PTLD)
va virus BK, viém gan E (truéc day dugc xem la khong dang ke),
arenaviruses. Cac mam bénh mai xuat hi¢n nhu 6 lién quan dén tir vong.

CMV: 1a mam bénh virut quan trong nhit & nguoi sau ghép than.
Hon mot nira s6 nguoi nhan phat trién nhidm CMV trong vong 3 thang
dau sau ghép. Tuy nhién, gidng nhu cac mam bénh khac, CMV ciing ¢
thé gay ra bénh & giai doan sau. Tan suat chung cua huyét thanh duong
tinh cia CMV 1a 80 -90%, hau hét cac truong hop so nhiém CMV ban
dau xay ra O tré em hodc thanh thiéu nién. Cong dong ngudi ghép than
Viét Nam c6 ty 1& huyét thanh dwong tinh 14 93,7% (n = 757). Cac vi tri
nhiém tiém 4n: hé thong mé quanh mang phdi, cac té bao lympho ngoai
bién va bach cu don nhan, dan dén viéc kich hoat lai diéu kién cua liéu
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phap UCMD. Bénh nhan diéu tri bang sirolimus ¢6 ty 1& nhiém CMV
thap hon, nhitng bénh nhan nay thuong duoc diéu tri dan nhap véi cac
loai thuoc triét lympho bao T.

Nhiém tu nhién sau ghép tir nhitng ngudi nhan trude d6 cd xét
nghiém huyét thanh CMV am tinh.

Nhieém CMYV c6 thé do nhiém di can tir cdc sdn pham mau.

Lam sang: thuong yén lang, hodc chi biéu hién qua con sét lanh run
nhe khong dac hiéu nhung khi bung phat thanh bénh CMV xam hai dén
sinh mang va 1am ton thuong chtc ning than hodc gay thai ghép.

CMV thuong khong xuét hién v6i viém vong mac & BN sau ghép,
khong gidng nhu & nhitng ngudi c6 HIV/AIDS.

CMYV, trong diéu kién giam mién dich trén BN sau ghép, c6 thé
gitip gdy bénh nhiém thtt phét véi vi khuan va nam.

Can c6 quy trinh theo ddi va diéu tri phong ngira, phat hién sém
bénh CMYV (dicu tri don dau, dicu tri bénh khi da c6 triu ching).

Nhanh chong va hi€u quéa quan ly viéc loai bé man tinh lién quan
dén nhiem CMV can duogc uu tién.

Thai ghép man tinh c6 lién quan dé tic dong CMYV, c6 thé dan dén
céc hoi chimg khac nhau, bao gdm hoi ching dng mat, bién ching viém
tic phé quan, xo vira dong mach vanh va bénh 1y than & nguoi nhan
ghép gan, phdi, tim va than.

CMV ciing c6 cac tac dong gian tiép, vi du nhu su khéi phat thi
phat ctua bénh tiéu duong sau khi nhiem CMV & nguoi nhan than.

Cudi cung, bdi nhiém siéu vi khudn ciing c6 thé dan dén hau qua
nghiém trong, vi du nhu truyén va kich hoat lai CMV c6 nguon goc tir
nguoi hién tang & nguoi nhin huyét thanh duong tinh.

Céc khuyén cdo chan doan va diéu tri cu thé vé CMV c¢6 trong bai
bao Cytomegalovirus cua Medscape (nghlen cu’u Kotton va cong su
d3 dua ra nhitng huéng din dong thuan qudc té vé viéc quan 1y nhiém
CMV ¢ nguoi nhan than. Tai Viét Nam, cong trinh nghién ctru tai 6
trung tam ghép than trén 808 BN sau ghép.

Tuy nhién, luu ¥ rang sy dé khang di dugc ghi nhan d6i voi
valganciclovir (VGCV), do dot bién gen UL97 va UL54. Trong mdt
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nghién ciru, ty 1¢ va két cuc cta virut CMV khang virus Ganciclovir da
dugc diéu tra ¢ 1.244 bénh nhan. Liéu dung cta cac nha nghién ctru ddi
v6i viée didu tri CMV du phong (VGCV 900 mg/ngdy) c6 lién quan
dén ty 1& dot bién gen khang cao ciia CMV. Sau khi giam diéu tri uc
ché mién dich ctia bénh nhan, Foscarnet dugc dung cho mot s6 bénh
nhan, loai virus nay nhanh chong va an toan; nhitng ngudi khong dugce
foscarnet tiép tuc diéu tri VGCV va x6a sach virus.

Nhiém EBV: ciing rat phd bién, v6i gan 95% dan sé bi nhiém
bénh (thuong khong triéu chung) khi trudng thanh. Mac du héi ching
mononucleosis truyén nhiém pho bién, di dugc luu ¥ nhiéu thap ky
trude rang EBV ¢6 thé dugc nudi cay tir cac té bao lymphoma Burkitt.

EBV c6 thé van con tiém an trong té bao B va thudng xuyén nhan
1én trong mé thyc quan. Mic dil nhiéu gen virut duge biéu hién trong
vong doi ctia nhiém EBV, su hién dién cia DNA EBV qua khang
nguyén hat nhan EBV va protein mang tiém an EBV c6 thé duoc phat
hién trong cac mo dic trung ctia Bénh rdi loan ting sinh lympho bao sau
ghép (post-trasplant lymphoproliferative disorders, PTLD).

PTLD

Trong cac bai danh gid ctia PTLD tir nhitng nam 1990, thoi gian
trung binh cho biéu hién ctia PTLD da dugc cong b 1a khoang 32 thang
sau khi ghép. PTLD c6 khuynh hudng phat trién nhanh hon (<6 thang)
¢ bénh nhan dung cyclosporine.

Tﬁn s6 PTLD khac nhau tily theo loai ghép n6i tang, tur khoéng 2%
trong ciy ghep than va gan dén 4,9 -13% trong cay ghép tim (co thé do
mirc d6 e ché mién dich can thiét nhiéu hon).

Mot s6 biéu hién lam sang cua PTLD la: s6t khong déac hiéu, bénh
mononucleosis, xuit huyét tiéu hoéa, nhiém ndm xam nhap va bénh
CNS. Khéi u PTLD c6 khuynh huéng giy hung phan va mic du c6
phuong phap diéu tri nhung thuong két hop vai két cuc xau.

BK virus: 1a mdt thach thirc dac biét trong ghép than, c6 ho virus
Papovaviridae, virus BK dugc dat tén theo tén ctia n6 sau khi phat hi¢n
ra trong nude tiéu ngudi nhan ghép than co ho bat dau bang chir BK.
Nhiém virus ban dau thuong khéng cé tridu ching va than, noi ma
n6 van con tiém an, duoc truyén sang ngudi nhan qua than ghép[66]
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Khoang 20 - 40% ngudi nhan than co thé bi nhiém BK virus, v6i khoang
12% v6i virus Iuu hanh. Cac biéu hién 1am sang phan 16n c6 lién quan
dén bénh 1y than do polyomavirus. Hai yéu t6 chinh can thiét 13 sy ton
tai cua virut va cac phac dd e ché mién dich tang cuong, thi du nhu
tacrolimus, mycophenolate mofetil va prednisolone.

Mic du giam tre ché mién dich duoc dam bao 13 mot nd lyc nham cai
thién dép ung mién dich chéng lai nhiém khuan BK, nhung viéc diéu tri
chéng thai ghép can can than & nhimg bénh nhan nhiém BKV hoat tinh,
¢6 thé dan dén viéc thiéu dap tmg 1am sang, do d6 1am cho nd kho phéan
biét thai ghép va nhiing bién doi viém virus giy ra trong cac mo.

Chan doan: phan mg PCR tim AND cta BKV trong tinh trang r6i
loan churc nang than cép, chan doan chinh x4c dua trén két qua sinh thiét
than (it nhat 2 mau sinh thiét véi kim 16i ddng truc, 1y tuong ldy miu tiy
than, noi virus c6 nhiéu kha ning xay ra); két hop cac xét nghiém hoa
mién dich dwong tinh (str dung céc khang thé chéng BKV) hodc phan
g chéo SV40. Piéu tri bénh than do polyomavirus: dung cidofovir, &
lidu thép, la tdc nhan c6 hiéu qua, mac du cé tac dung doc than.

Adenovirus: hoat ddng nhu mot copathogen, no lién quan dén viém
bang quang xuat huyét. N6 dugc chan doan bang sy tro gitip cua cay té
bao hoac phat hién khang nguyén/mién dich huynh quang.

Virus viém gan E (HBE): nhiém virus viém gan E man, mot virus co
RNA twong ty nhu ho Caliciviridae (bao gdm norovirus), trén BN sau
ghép. virus viém gan E dugc truyén qua dudng phan va dudng miéng
thai nhi vao tam c4 nguyét thi ba thai ky, giy viém gan tbi cap. O cac
nudc cong nghiép hoa, virus viém gan E ¢6 xu hudng c6 biéu hién bénh
lay qua thu nudi, bao gém lon, gia suc, ciry, vit, dé va chudt bi nhiém
bénh.

Nguoi bénh ghép gan, than, than va tuy tang cé thé bi viém gan E
man tinh va HBE RNA duong tinh c6 thé kéo dai trung binh 15 thang
sau giai doan cép tinh két thuc. Cac phat hién mé hoc ¢ nhitng bénh
nhan viém gan virus C man tinh bao gdbm thdm nhiém cong lymphocytic
v6i hoai tir timg phan.

Viée su dung céc phac dd re ché mién dich manh bao gém céc chat
uc ché mycophenolate mofetil va/hoac mTOR dudng nhu 1a céc yeu
td nguy co cho su phat trién va tién trién nhiem HBE man tinh. Dién
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tién sau d6 co thé 1a hién tuong dao nguge két qua huyét thanh sang
am tinh. Trén thuc té, nhiém HBE man tinh & nguoi ghép than duoc
béo cdo s& nhanh chéng tién trién thanh xo gan. Trudng hop nay ghi
nhén vi thiéu sy dao nguoc huyét thanh globulin mién dich viém gan E,
immunoglobulin M duong tinh trude dé (va RNA HBE tang cao trong
giai doan viém gan man tinh), da tr¢ thanh am tinh gia tim kiém, co thé
1a do tinh trang suy giam mién dich ctia bénh nhan. Ribavirin, don tri
lidu c6 thé co6 hiéu qua, liéu trinh kéo dai 3 thang.

Virus lymphocytic choriomeningitis (LCMV): 1a m{t thanh vién cta
gia dinh Arenaviridae, gdy viém mang ndo lympho bao (LCM), nhu
viém mang nao vo trung, viém nao hoac viém mang nao man tinh, tac
nhan gdy bénh cta n6. LCMVc6 thé khong c6 triéu ching hodc cé thé
lién quan dén bénh nhe nhung ciing c6 thé dan dén viém mang nio vo
tring hodc viém ndo. Tuy nhién, hau hét BN déu binh phuc ma khong
¢6 bién ching.

Loaqi virus arenavirus méi: c¢6 lién quan dén mot loat cac truong
hop tir vong, phét trién bénh sdt nhanh tién trién vai tuan sau ghép,
tir vong trong vong vai ngdy; chin doan bang k¥ thuat phan tir méi
“unbiased high-throughput sequencing” c6 d§ dac hi¢u, sau do duoc
xac nhan boi cay té bao va cac xét nghiém khac.

Cdc logi virus viem gan (HBV, HCV):

Anh huong cta khang nguyén viém gan B (HBsAg) va virat viém
gan siéu vi C (HCV, ARN) trén ghép than van con nhiéu tranh cai. Mot
s0 nghién ciru bao céo ty 1é thai ghép, mat than ghép va ty 1¢ tir vong
cao hon. Theo hudng dan diéu tri bénh viém gan siéu vi B ctia BO Y té
Viét Nam (2014): “Nhiing trudng hop nhiém HBV (HBsAg duong tinh
hodc anti-HBc dwong tinh) dugc ghép tang, ding thudc e ché mién
dich, hoa tri liéu:

- Xétnghi¢em HBV DNA dé xéc dinh tinh trang nhiém HBV.

- Xem xét diéu tri dy phong viém gan virus B man bung phat
bang thudc ETV, TDF. Thoi gian diéu tri trude, trong va tiép tuc
it nhat 12 thang sau khi ngung tri li€u thude e ché mién dich,
hoa tri ligu™[1].
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T4t ca BN GHEP THAN
¥

XN: HbsAg, Anti-HBc & Anti-Hbs
Néu HBsAg (-) & anti-HBs (-): tiém chiing HBV

[} v
D/ HBsAg(+)—> R/ HBsAg (-) R/ HBsAg(+)
y Chua didu tri | | DA didu trj LAM/ ETV
- Khi R/ Anti-HBs (+): Truyén HBIG
- Néu D/ HBV DNA(+) hodc HBeAg (+): Diéu tri dy phong
dung thuéc khang virus Rx cho D, R :)oi%u tri don dAu:
- Sau ghép: thir lai cac XN HBV ETV Ia .héng dau

|

| Monitor LFT/ HBV DNA/ AFP/ USG

]

. ) Pé phat hién viém gan bung phat
Nfguon: Yap DY, Chan TM (2014): Evolution hoic HBV kiéu gen khang thuéc
of hepatitis B management in kidney A 2 ia 2
transplantation.World J Gastroenterol. Jan Cfan nl.lac VIE}? chljyen sAang ADVITFV
14, 2014; 20(2): 468-474 Lam bilan chirc nang than

Hinh 1. So' db theo déi va didu tri viém gan siéu vi B & ngwdi nhan ghép than.
ADV: Adefovir; AFP: Alpha-fetoprotein; ETV: Entecavir; HBV: Vi-rat viém gan
B; HBIG: globulin khang HBV; HBsAg: khang nguyén b& mét viém gan B;
LAM: Lamivudine; LFT: Thir nghiém chtc ndng gan; RRT: Liéu phap thay thé
than; TFV: Tenofovir; USG: Siéu am, D: nguwdi hién than, R: ngudi nhan than,
(-): &am tinh, (+): dwong tinh. Nguén: Yap DY, Chan TM (2014): Evolution of
hepatitis B management in kidney transplantation.World J Gastroenterol. Jan
14, 2014; 20(2): 468-474.

Nhiém nam

Ném co héi: thuong 1a cac loai Candida, nAm mdc nhur aspergillus va
cryptococci. Cac bénh nam gidi han vé dia 1y c6 thé gy bénh nang ¢ BN
sau ghép gom: coccidioidomycosis, blastomycosis va histoplasmosis.

Nhiém niam dic hitu c6 thé biéu hién nhu cac hoi ching tién trién
nhanh tién phat phat tdn qua dudng mau téi nhiéu co quan khac nhau;
o nguoi nhan, két hop véi nam, kich hoat lai cac mam bénh khéc co6 thé
xay ra trong boi canh ghép tang trc ché mien dich cling c6 thé xay ra.

Cdac mam bénh moi xuat hién: Fusarium, Scedosporium va
Trichosporon, c6 thé giy ra cac hoi chirng khac nhau twong tu nhu cac
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loai Aspergillus, ciing ¢6 khuynh huéng vé mach mau, gay ra mot sb
bénh. Nhiéu bénh nhan da co sy di cin cua cac té bao di can vao thoi
diém trinh bay, c6 lién quan dén ty 1é tir vong cao - thuong 1én dén 50%
mac du da duoc tiém tinh mach.

Cdc loai Candida: 1a cac mam bénh ndm phd bién nhat, c6 lién
quan dén mot loat cac bai thuyét trinh, bao gdm ca cac dang dau nhirc
mac du dau dén nhu du duong, viém ni€ém mac va vo can. Bénh nang
c6 su tham gia cta co quan ciing c6 thé xay ra, v6i cac biéu hién nhu
candida lithium, viém ndi tdm mac va hdi chung b phan sinh duc.

Nhiém candida trong mau c6 thé do lay nhidm tir dung cu y té, nhat
1a céc thiét bi va dung cu can thiép xam hai. Cac quy trinh phau thuat
tién tién va diéu chinh cac phac dd e ché mién dich sau ghép, it xAm
hai hon Aspergillus va Candida.

Criptococcus: yéu td nguy co: bénh nhan 16n tudi va st dung cic
ché @6 UCMD c6 tacrolimus; cling c6 thé, bénh phéi han ché duoc ghi
nhén voi tan s6 cao hon so véi viém mang ndo hodc cac dang bénh lan
rong hon so véi trude dy (co thé do giam khang thé OKT3 trong diéu
tri thai ghép tang va st dung phac dd e ché mién dich c6 chira chét
tic ché calcineurin). Piéu quan trong 1a & BN ghép, xét nghiém khang
nguyén cryptococcus co thé cho két qua dwong tinh gia vi phan tng
chéo cua Trichosporon beigelii.

Pneumocystis pneumonia: nhiém Pjirrovi thuong tién trién dén
viém phdi gy tir vong & BN ghép, dic biét & ngudi co suy giam mién
dich té bao, nhu ¢ nhitng ngudi bi nhiém HIV/AIDS. Nhitng BN ghép
trai qua phoi hodc tim-phdi c6 nguy co cao, thudng sdt va céc tridu
chtng phoi khong binh thuong trong vong 2-6 thang sau khi ghép. Biéu
hién 1am sang thuong kin dao, X-quang va giai phdu bénh gitp chan
doan xac dinh.

Khuyén cao cach tiép can véi sau ghép than bi sét

Chién lugc tiép can ngudi ghép than bi sét (kém cac biéu hién 1am
sang va can 1am sang khac) gdm céac budc nhu:

- Ung dung m6 hinh thoi gian ctia bénh 1ay nhiém sau ghép

- Danh gié tinh trang cac tang.
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- Cong nhan cac bénh kérq theo (diéu nay co thé dic biét hitu ich
¢ nhitng ngudi nhan bi sot khong dac hi¢u).
- Panh gia 1am sang toan dién bang cach s dung cong thirc
“CREDIT”.
- Dang gia, chu y dic biét, dén bénh st va kiém tra sirc khoé.
- Sau mot danh gia chan doan ban dau thich hop.
Truge tién, can chi y dén hoi chimg (thi dy: bénh sét, viém phoi,
du’fyng tiét ni¢u, hoi chung hé than kinh trung wong, sau do thu hep cac
chan doan phan biét, cac vi sinh vat gay ra biéu hién 1am sang.

Thir hai, bac st 1am sang nén luu y dén cac bénh nhiém cu thé c6
lién quan dén ghép than hay loai ghép tang cu thé. Thi dy, BN ghép than
¢ nguy co cao vé nhiém khuédn hé niéu-sinh duc, bao gdm viém than-
than (6ng thong, nguoc dong). Nhiém BK virus 12 mdi quan tAm dic
biét. Nhiém khuan vét mo, nhiém khuan huyét, viém phdi 1a cac van dé
thuong gip trong thang dau sau khi ghép. Sau do, 6 thang dau, c6 thé
la cac hoi ching cua mam bénh co hdi, nhuw CMV, cac vi khuén, virus,
nam va ky sinh tring.

Thir ba, bénh nhan sau ghép bi sdt véi triéu ching (thi du ho, dau
bung), bac si lam sang nén xem xét cac vi sinh vat trong danh muc phé
bién va khong thuong gip. Bao gom cac vi khuan: Bartonella két hop
v&i biéu hién san do (bacillary angiomatosis); viém ndi tdm mac; b¢nh
lao, nhiém Nocardia ngdm ngam (deep-seated Nocardia infection);
virut herpes simplex, EBV, CMV va HHV-6; cac bién ching nim
nhu hdi ching Aspergillus; hoac cac bénh nhiém ky sinh trung nhu
leishmaniasis noi tang. Cac bénh khong nhiém co thé kém theo: thai
ghép, PTLD, hodc s6t ma tay ciing can duoc xem xét. Cac nghién ctru
d chi ra raing ngudn gbc ctia ching sot: khong rd rang trong 25% trudng
hop, can tiép tuc tim kiém cac ddu mbi phy.

Thir tw, st dung cong thic “CREDIT”: bac si 1am sang can thu
thép dic diém bénh sir quan trong, bao gém cac mam bénh c6 ngudn
goc tur cong dong co6 hoac khong c¢6 dic diém theo mua, kha ning k1ch
hoat clia cdc mam bénh cu thé hoac cua BN), cac nguy co quan trong vé
dich t& hoc, nhiém triung cé nguon gbe quan trong, cac bién chung do
nguyén nhan tir nhan vién y t& va di chuyén du lich.
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Cach tié'p, can chan dodn bénh nhiém & bénh nhan ghép
than co sot

Bang tom tit danh gia chian doan ban dau, theo Fischer (2006).

Khuyen cdo vé cach danh gia ban dau:

Xét nghiém nudc tiéu va cdy nudc tiéu.

Chup X-quang nguc.

CAy mau.

CMV PCR

Purified protein derivative (PPD) (k¥ thuat QuantiFERON dung
interferon gamma assays).

Cac xét nghiém phat hién khang nguyén: adenovirus, influen-
za A, Respiratory syncytial virus (RSV) va rotavirus; dung k¥
thuat PCR cling dugc.

Khuyén cdo vé cach danh gi ban dau dbi véi tham nhiém phoi
(phé nang) nhu sau:

PPD (k¥ thuat QuantiFERON dung interferon gamma assays).
CAy mau.

Nhuom Gram dam va céy.

Xét nghiém nudc tiéu tim Legionella va khang nguyén phé cau
(pneumococcal antigens).

Xét nghiém dam tim’BK (AFB) va nudi cdy tim BK (dinh danh
DNA, DNA Probe néu c¢0).

Xét nghiém nudc tiéu tim khang nguyén Histoplasma & céc
vung luu hanh dédc biét hodc da di du lich qua.

Noi soi phé quan néu sot va thadm nhiém con ton tai.

Khuyen cao vé cach danh gia ban dau d61 voi tham nhiém phoi (moé
ké) nhw sau:

Khau xét nghiém tham nhiém phdi (miu phé nang) cong véi
CMV PCR

Cococidioides huyét thanh hoc, néu dugc bao hanh

Phau thuat soi sinh thiét giap xuyén néu sot va tham nhiém van
ton tai
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Thudc rira chén bot (BAL) cho vi khuén, virut, nAm va vét ban
AFB va cac nén vin hoa; khang thé huynh quang truc tiép (DFA)
va nudi cdy Legionella; DFA cho P jiroveci; CMV PCR; té bao
hoc; stra ddi AFB smear va van hoa dé xéac dinh Nocardia

Khuyen cado vé cach danh gia ban dau d6i voi cdc triéu ching cua
hé than kinh trung wong nhw sau:

MRI ndo (v6i gadolinium)

Choc do dich ndo tiy (CSF): &ém té bao va phan loai; glucose,
protein; vi khuén, virus, ndm, tim BK truc tiép hoac PCR va
cdy, khang nguyén cryptococcus, virus herpes simplex (ky thuat
PCR) va xét nghiém té bao hoc.

PCR va huyét thanh hoc d6i véi cac mam bénh: CMV, EBV,
WNYV, xét nghiém Arbovirus (IgM and IgG Antibodies & Nu-
cleic Acid Amplification Tests).

Sinh thiét ton thuong (khdi u) va/hodc leptomeninges, dic biét
dé xac dinh viém mang ndo hat (granulomatous meningitis).

Khuyén cao vé cach danh gia ban dau doi voi bénh tiéu chay la
nhu sau:

Phén: dém bach cau (WBC) va ciy (tim Salmonella, Shigella,
Campylobacter)

Lay it nhat 2 mau phan riéng cho xét nghiém C. difficile (k¥
thuat EIA)

Ba mau phan riéng cho tring hay ky sinh tring

Xét nghiém mau: CMV PCR.

Néu xét nghiém phan vo trang va tiéu chay van ton tai: ndi soi
(voi sinh thiét niém mac); nhuém hoéa mo mién dich tim CMV.

Khuyen cdo vé cach danh gia ban dau doi voi triéu chung hach to
nhuw sau:

Xét nghiém mau: EBV PCR, CMV PCR

Huyét thanh chan doan Bartonella (bénh cat-scratch disease (CSD)
thuong Bartonella henselae gay ra.)

Huyét thanh chan doan Toxoplasma gondii.
PPD (k¥ thuat QuantiFERON dung gamma interferon)
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- Sinh thiét hach: giup chian doan phan biét PTLD va nhiém khuan
4n nhu bénh lao; mau md sinh thiét duoc gui dé kiém tra mé hoc
dé tim cac té bao khong dién hinh, granulomata va cdy tim céac
vi khuan hiéu khi, ky khi, AFB, nam va cac loai vi tuong tur AFB
(AFB modified).

- Chuyp CT vung ¢, nguc, bung va xuong chau dé xem mirc do
anh hudng cua hach.

Bénh nhiém sau ghép than trén cac déi twong dic biét
Bénh nhi sau ghép
Tudi 1a yéu to quyet dlnh dic biét 1a vi cac nhom tudi tré hon

tthO’ng c6 nguy co mac mot sd loai bénh nhidm ty nhién va mot loat
mién dich ban dau co thé chua hoan thanh vao thoi diém ghép than.

Mot nghién ctru doan hé trén bénh nhi cho thiy cac yéu t6 nguy
co d6i voi nhiém khuan va ndm 13: tudi (nguy co cao nhit & tré so
sinh), ching toc (ngudi da den va ngudi My gbc Ty Ban Nha), sir
dung cyclosporine nhu 13 tac nhan e ché mién dich dau tién va ting
muc bilirubin. Cac tac nhan vi rut phé bién nhat gém CMV, EBYV,
HHV-6, adenovirus parovovirus BN, gém ca virus HHV-7,126, human
metapneumovirus va polyomavirus.

Nhiém virus c6 lién quan dén thai ghép than, lam suy chirc ning
than ghép, gay cac bénh Iy mach mau va lam tién lugng xau di.

So nhiém virut varicella-zoster chinh c6 thé lan truyén sang tang ghép.

Céc chung vi khuin Mycobacter khong phai lao (nontuberculous
mycobacteria) dugc phan 1ap trong 8% mau dich stc rira phé quan &
mat sO nghién ctru.

Theo khuyén céo ctia Trung tdm Kiém soat Bénh va Phong bénh
Hoa Ky (CDC): can thuc hién tot viéc ti€ém chung céc loai vac-xin trudc
khi ghép théan & tré em.

Hiéu gi4 vic-xin co thé nhanh chong giam sau ghép, can nghién
ctru thém vé cach dé duy tri hiéu gia mién dich. Vi phat ban & tré em rét
phd bién trong quan thé noéi chung, nhitng bénh nhan nhiém sau ghép
nhu vay c6 thé c6 nhitng biéu hién twong ty. Con cac ton thuong da
khac c6 thé 1a khong dién hinh va c6 thé lan téa do qua man cam voi
thudc, hodc do thai ghép.
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Bénh nhan nhiém HIV

Nhu cau ghép than va gan ¢ nguoi song chung véi HIV ngay cang
gia tang. Nhu:ng tién bo dang ké trong diéu tri khang retrovirus va xir
tri cac nhiém tring co hoi, nhiém HIV khong con 1a mot chéng chi dinh
tuyét d6i trong ghép than noi riéng, ghép tang néi chung.

Dir liéu tor mot sb nghién ctru doan h¢ nhiéu trung tadm 16n cho
thay rang ghép tang ¢ nhitng nguodi nhiem HIV duoc lya chon can
than la an toan.

Thach thirc duoc xac dinh 13 ngan ngira thai ghép cap, xu tri trong
tac thudc va diéu tri viém gan tai phat do cac vi rut viém gan[129].
Phuong phap diéu trj chdng thai ghép c6 thé thuc hién véi diéu kién sau
do AIDS khong ndng thém.

Mot s6 khuyén nghi ngan ngira bénh nhidm tring sau ghép theo
kinh nghiém, trong d6 c6 khuyén céo diéu tri du phong thir phat nay sau
ghép, bét ké s6 lugng té bao T. Viée sang loc cic truong hop 1ay nhidm
co hoi can duoc thuc hién manh mé, bao gdm theo ddi bénh nhiém lién
quan dén HIV va céc loai bénh khac & nguoi nhan than.

Chién Iwoc phong chéng nhiém khuan

Chién lugc phong ngtra chinh & BN sau ghép bao gom cai thién viéc
tudn thi cac tiéu chuan du diéu kién cho viéc hién tang ctia nguoi hién
tang da chét, (2) du phong ban dau hodc du phong trude voi cac thude
chdng vi tring va tiém ching va thic day cac hanh vi lanh manh va giam
nguy co ¢ nhitng noi khac nhau sau SOT (vi du nhu tuan thu cac cudc tu
van trudc cho ngudi nhan SOT, cac khuyén cdo kiém soat nhidm tring
trong cham soc strc khoé hodc nha ).

Mic du c6 hai danh gid xuit sic vé cac khuyén cdo chung vé cac
bién phap phong ngira va tiém ching can than ¢ nhitng ngudi nhan
SOT, c¢6 nhiéu huéng din cho bénh nhan va ngudi cung cap dich vu
trong céac linh vuc nay, bao gom:

Huéng dan vé liéu phap khang khuan ¢ Pai hoc Pennsylvania

Kotton CN, Ryan ET, Fishman JA. Phong ngira nhiém trung &
ngudi 16n sau khi cay ghép ndi tang. Am J ghép. Thang 1 nam 2005, 5
(1): 8-14.[Medline]
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Kotton CN, Hibberd PL. Y hoc du lich va ngudi nhan ghép tang.
Am J ghép. Thang Muoi Hai 2009, 9 Suppl 4: S273-81[Medline].

Trubiano JA, Johnson D, Sohail A, Torresi J. Cac khuyén cao tiém
phong vac xin va nguy co nhiém bénh dic hitu trong ngudi nhan ghép
tang. J Travel Med. 2016 Jun 23 [6][Medline].

Thuyc hanh kiém soat nhiém tring phai dugc t6i wu hoa cho nguoi
nhan va nha cung cap dich vu SOT. CDC cung cap mdt s6 hudng din vé
cac bién phap kiém soat nhiém khudn c6 hiéu qua ¢ day. Mic du nhiéu
chinh sach va tha tuc lién quan dén cac thiét 1ap cu thé va cac loai phoi
nhiém, cong cu quan trong va hi¢u qua nhét ¢6 sin cho tit ca moi nguoi,
dac biét 1a nguoi nhan SOT va gia dinh ho va ngudi than 1a vé sinh ban
tay. Co rat nhiéu thong tin vé k¥ thuat phu hop c6 san tir CDC & day,
ngoai viéc huéng dan cho nhiéu cau hoi lién quan dén phuong phap vé
sinh tay, vat liéu va cac phuong phap hay nhat.
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DAl THAO PUONG TRONG GHEP THAN
Khuyén cao tam soat dai thao dwong méi khéi phat sau
ghép than (NODAT)

- Khuyén cdo tim soat dai thio dudng cho tit ca nhitng BN duoc
ghép than khong c6 dai thao duong trude do, bang glucose méau
doi, nghiém phap dung nap glucose bang duong uong va’hoac
HbA lc, it nhét:

+ MGJi tudn trong 4 tuan dau.
+ MOdi 3 thang trong nam dau.
+ Moi nim sau do.

- Khuyén céo tdm soat NODAT bang glucose mau d6i, nghiém
phép dung nap glucose bang duong uong va’/hoac HbAlc khi
bat dau hay tang mot cach dang ke licu cua CNIs, mTORi, hay
corticosteroid.

CNI, trc ché calcineurin; HbAlc, hemoglobin Alc; KTRs bénh
nhan duoc ghép than; mTORI, e ché rapamycin & dong vat co vi;
NODAT, dai thdo duong maéi khaoi phat sau ghép tang.

Khai quat

Dai thao duong dugc dinh nghia theo WHO va hoi dai thao duong
Hoa Ky(ADA).

Dai thao duong mdi khoi phat sau ghép 1a dai thao duong khoi phat
lan dau tién sau ghép tang.

Cos&

Phat hi¢n va can thi¢p soém co thé 1am tang co hoi ddo nguoc hay
cai thién NODAT.

Diéu tri sém NODAT c6 thé ngin chin bién chimg cta dai thao
duong.

Ty 16 NODAT du cao dang dé tam soat.

Glucose mau doi, Puong mau sau 2 gio lam nghiém phap dung
nap (udng 75 g dudng), hemoglobin Alc c6 the thich hop cho tam soat

dé phat hién NODAT & KTRs. Tan suit tim soat NODAT dura trén ty
1¢ xuit hién NODAT tai nhitng thoi diém khéac nhau sau ghép than.
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Ty 1& nay thay ddi giita cic bao cdo boi dinh nghia dai thao duong va
loai thude e ché mién dich dugc sir dung khac nhau. Tuy nhién, ty 18
NODAT cao nhat trong 3 thang dau sau ghép. Ty 18 tich lity cia NODAT
vao cubi nim dau tién khoang 10-30% & ngudi trudng thanh duoc diéu
tri bé‘mg CsA hodc tacrolimus cong véi corticosteroid va 3-13% o tré
em. Ty 1¢ cao cia NODAT chirng minh tai sao can phai tam soét thu’(‘mg
xuyén trong nam dau tién. Mot sb yéu té nguy co lam tang ty 1¢ mac
NODAT (Bang 20) va bénh nhan véi mot hodc nhiéu cac yéu té nguy
co ¢6 thé duoc hudng loi tir sang loc thudng xuyén hon. Do tacrolimus,
CsA, mTORI va corticosteroid c6 thé gdy NODAT, boi vay can tAm soat
NODAT sau khi bat dau, hodc khi c6 ting dang ké lidu cia mot trong
nhing loai thudc nay. Vi du nhu can nhanh chong tim soat NODAT khi
diéu tri thai ghép cip bang liéu cao corticosteroid.

Tacrolimus va CsA c6 thé gdy NODAT bai giam tiét truc tiép
insulin tir t& bao beta tuy. Viéc giam liéu hodc ngung cac thude nay
s6m c6 thé lam giam thiéu su hu hai té bao beta, mic du chua cé bang
chung 1am sang cu thé. C6 nhitng bang chimg bao cao nhitng truong
hop NODAT c6 thé dao nguoc bai giam liéu, thay thé hay ngung CsA,
tacrolimus hodc corticosteroid. Co rat it dir liéu veé tac dong cua vi¢e
giam liéu corticosteroid 1am dao chiéu NODAT mot khi n6 da xay ra.
Twong tur, ¢6 rat it dit liéu cho thay viéc ngimg mTORi s& dao nguoc
NODAT.

Nguoi ta nhan thdy kho xac dinh duoc hiéu qua tuong dbi cla cac
tac nhan e ché mién dich khac nhau ddi véi NODAT, béi vi cac thir
nghiém kiém soat ngau nhién sir cic phac o, lidu luong thude ciing nhu
dinh nghia NODAT khéc nhau, tit ca nhitng diéu d6 lam cho rat kho
dé so sanh. Tuy nhién, nguy co xuit hién NODAT do Tacrolimus cao
hon CsA. Rd rang 1a su dung lidu cao corticosteroid ngay sau ghép hay
trong diéu tri thai ghép cip lam tang nguy co cho NODAT. Sirolimus
thi chua c6 nhimg nghién ciru dir tot. Mot sd nghién ciru quan sat cho
thdy str dung sirolimus lién hé voi gia ting Ty 16 NODAT. Thir nghiém
ngau nhién d tao ra két qua trai ngugc. Khong co bang ching cho thiy
azathioprine hay MMF gay NODAT.

Tiéu chuan chan doan dai thao dwong

- Glucose mau doi >126 mg/dL (7,0 mmol/L). D61 duge dinh
nghia la khong bd sung nang luong trong it nhat 8 gio. Hodc,
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- (€6 triéu chung ting glucose mau va glucose méau bét ky > 200
mg/dL (11,1 mmol/L). Bat ki duoc dinh nghia Ia bat ki thoi diém
nao trong ngay ma khong lién quan dén bira in gan nhat. Triéu
ching ting glucose mau bao gdm tiéu nhiéu, udng nhiéu va sut
can khong giai thich duoc.

- Glucose mau sau 2 gio [am nghiém phéap dung nap glucose
> 200 mg/dL (11,1 mmol/L). Nghiém phép nén thuc hién theo
huéng dan cia WHO, lugng glucose twong duong véi 75g glu-
cose khan hoa tan trong nudc. Hoac,

Nguy co NODAT tir thudc trc ché mién dich cao hon 16 rét & nhiing
ngudi c6 kém yéu td nguy co khac, vi du nhu My gdc Phi hodc My gbc
Tay Ban Nha, béo phi va tudi. Nhu vay, su lya chon cua cac thube tc
ché mién dich 6 thé duoc ca nhan hoa véi cac nguy co NODAT do cac
yéu t6 nguy co khac trén timg bénh nhan. Ngoai ra, nguy co NODAT
nén dugc xem xét dudi anh sang nguy co cua thai ghép cap.That vy,
su xuat hién cta thai ghép cap va diéu tri voi corticosteroid 1a mot yéu
t6 nguy co NODAT. That khong may, rat kho dé can nhéc nhitng nguy
co twong ddi cua su thai ghép va NODAT ¢ mdi bénh nhan dé xac dinh
phac d6 thude trc ché mién dich tot nhét.

Theo hau hét cac dinh nghia, béo phi lam ting nguy co NODAT.
Ngudi My gde Phi va Tay Ban Nha nhin chung déu c6 nguy co nay. Do
céc nghién ctru trén ngudi Mi gbe Phi va Tay Ban Nha dugc thyc hién
rong rdi chi trén lanh tho Hoa Ky, nén ngudi ta van chua biét rd rang
vé vi¢c cO hay khong nguy co tuong tu cua NODAT 0 nhiing chuing toc
khac hay cac quoc gla khac. Tudi cao l1a rnot yéu t6 nguy co cho thy
¢6 mbi quan hé tuyén tinh v&i nguy co mac NODAT, nhung khong c6
ngudng ro rang. Nhiém HCV dugc xac dinh boi sy hién dién cua khéang
thé HCV tai thoi diém ghép tang.

Mot s6 yéu to nguy co khac cta bénh dai thao dudong chua duge
nghién ctru chit ché trong KTRs, nhung ¢ rat it Iy do dé tin ring chung
s& khong con 13 yéu t6 nguy co sau khi ghép tang. Nhitng yéu t6 nguy
co bao gdm: tién st gia dinh (bénh déi thao dudng typ 2), bénh dai thao
duong thai ky, rdi loan duong mau d6i, dung nap duong va rdi loan
lipid mau (triglyceride ltic d6i cao va/hodc thadp HDL-C).

Dit lidu tir cac nghién ctru quan sat da chi ra NODAT c6 mbi lién hé
v6i nhitng két qua toi té hon, bao gdm ca ting mat chiic ning tang ghép,
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tor vong va bénh tim mach. C6 thé 1a c6 mdi lién hé gitta mot ) yéu td
nguy co khong do luong dugc véi ca NODAT va mot két cuc xau. Tuy
nhién, chic chian 1a NODAT tryc tiép va gian tiép gop phan vao két qua
t6i té hon. Bénh dai thdo duong khong duogc diéu tri ¢6 thé lam ting
nguy co bién chimg chuyén hoa, trong d6 cé ting kali mau va tham
chi nhidm ceton acid. Tuy nhién, khong c6 bang ching tir cac nghién
clru quan sat cho thay mirc do thudng xuyén cac bién chimg xay ra sau
NODAT. Nhitng RCT twong lai cia cac phac do thude trc ché mién dich
nén do dudong mau luc doi, HbAlc va/hodc xét nghi¢m dung nap duong
va bat ky diéu tri bénh dai thao dudng ndo, dé xac dinh hiéu qua cia
phac d6 thudc trén tan suat NODAT.

Quan ly NODAT hay dw phong dai thao dwéng tai thoi diém ghép

- Khuyén céo quan 1y va du phong NODAT):

+ Néu NODAT xuit hién, xem xét sira d6i phac do thube trc
ché mién djch dé dao nguoc hodc cai thién dai thao duong,
sau khi can nhic nhitng nguy co thai ghép va tac dung phu
tiém nang khac (khong dugc phan loai).

+ Xem xét muc tiéu HbAlc 7,0-7,5% va tranh muc tiéu HbAlc
<6,0%, dic biét 1a néu phan ing ha dudng huyét thuong gip
(khong dugc phan loai).

+ Ching toi dé nghi rang, ¢ nhitng bénh nhan bi bénh dai
thao duong, aspirin (65-100 mg/ngay) st dung dé du phong
nguyén phat CVD dua trén 191 ich va nguy co cua bénh nhan,
can bang nguy co cho cac bién cb thiéu méau cuc b voi nguy
co chay mau. (2D).

+ Bénh tim mach; HbAlc, hemoglobin Alc; NODAT, dai thao
duong mai khoi phat sau ghép tang.

+ Nén tranh cac liéu phap can thiép qua mirc nhim muc tiéu
HbA1c <6,0%. Do viéc quan ly bénh dai thao duong tai thoi
diém ghep c6 thé kho khan boi bénh 1y than kinh ty dong
ning né va cac bién chung lau dai khac cua bénh dai théo
duong ma c6 thé lam cho kiém soat ‘chat’ duong mau khoé
dé dat duoc. Tuy nhién, cac bién chimg lau dai cta bénh dai
thao duong lam cho viéc quan 1y bénh dai thao duong kho
khan thi duong nhu lai it gép it gdp & bénh nhan NODAT va
khong 1o 1a liéu NODAT c6 thé duoc kiém soat mot cach an

183



HUPONG DAN GHEP THAN VIET NAM

toan va hi¢u qua trong pham vi hep ciia muc tiéu duong mau
va HbA Ic thap hay khong.

Nhiing loi ich va tac hai cta viéc thay d6i phac d6 thude tc
ché mién dich dé dap ung v6i su phat trién cia NODAT la
chua r0 rang.

Trong quan thé dai thao duong noéi chung, khong ¢ du bang
ching cho thiy muc tiéu mot mirc 46 HbA Ic cu thé dé giam
bénh tim mach. Tuy nhién, s6 liéu gan day cho thay ty 1é tur
vong c6 thé ting 1én ¢ nhitng bénh nhan dai thio dudng typ
2 ma muc tiéu mic HbAlc d6 1a < 6,0%.

Trén bénh nhéan sau ghép, c¢b gang dé lam giam nong d6 HbA 1c
dé giam bénh tim mach c6 thé din dén nhiéu bién chimg hon
trong quan thé bénh nhan d4i thdo dudng néi chung

Thir nghiém ngau nhién trong dan sé chung cho thay du
phong bang thudc aspirin ¢ thé ngan ngira bénh tim mach &
bénh nhan dai thao duong.

Nhitng thay d6i cac thude trc ché mién dich c6 thé ddo nguoc
hoac cai thién NODAT bao gém:

] Giam liéu tacrolimus, CsA hodc corticosteroid

1 Ngung tacrolimus, CsA hodc corticosteroid

" Thay thé tacrolimus bang CsA, MMF hoic azathioprine

" Thay thé CsA bang MMF hoic azathioprine.

Chung t6i chua thiy bao cao niao cong bd cho thiy viéc giam lidu

hodc ngung mot mTORi dé dao ngugc hodc cai thién NODAT.

Khéng ¢ bao cao nao cho thay liéu thay dbi phac dd thude trc ché

mién dich khac nhau dao nguoc hodc cai thién tinh trang NODAT. C6
nhimng bao céo khong kiém soat duoc nhirng anh hudng cia viéc thay
d6i tac nhan tc ché mién dich khi NODAT d3 phat trién. V6i méi lién
hé cua NODAT véi CsA, tacrolimus, mTOR va corticosteroid, la chinh
dang néu giam hoac loai bo cac loai thude e ché mién dich c6 thé dao
nguoc hodc cai thién NODAT.
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soat duong mau nén cang thap c6 thé duoc cang tot ma
khong phai gip nhitng nguy co qua mirc gip bién ching.
Cac tac gia két luan réng muc HbA1C < 7% la mot muc tiéu
hop 1y cho hau hét cac bénh nhan dai thao dudng noi chung.
Trong khi c6 bang chiing trong quan thé bénh nhan dai thao
duong cho thiy viée kiém soat chat duong mau gip giam
cac bién ching bénh 1y vi mach, thi lai ¢6 it bang chtng cho
thdy no lam giam cac bénh Iy tim mach (CVD). Nghién ctru
United Kingdom Prospective Diabetes Study (UKPDS) va
thir nghiém “Kiém soat dai thiao duong va cac bién chimg”
(Diabetes Control and Complications) cho thiy su giam chwa
c¢6 ¥ nghia bénh 1y tim mach véi HbAlc thip. Mot sy theo
ddi 1au dai thir nghiém nay cho thay rang liéu phap insulin
tich cuc lam giam bénh 1y tim mach. Tuong tu, trong nghién
ctru quan sat theo doi 10 nam cia UKPDS, c¢6 mot sy gidm
ty 1& nhdi méau co tim trong cac nhom bénh nhan duge diéu
tri tich cuc voi liéu phép sulfonylurea-insulin va metformine
(so sanh v&i nhom diéu tri thong thudng).

Gan day, nhanh kiém soat glucose ctia nghién citu ACCORD (Action
to Control Cardivascular Risk in Dabetes) da phai dung nghién ctru sém,
do nhiing ngudi tham gia trong nhom diéu tri tich cuc c6 ty 16 tir vong
tang. Trong ACCORD, 10.251 nguoi trudng thanh voi dai thdo duong
typ hé 2 1au nam (trung binh 10 ndm) va cé bénh tim hoac nhiéu hon mot
yéu td nguy co ctia bénh tim, duoc phan phdi ngiu nhién dé kiém soat
HbAlc muc tiéu < 6,0% v&i nhom diéu tri chuan co6 muc tiéu HbAlc
7,0 — 7,9%. Mot nira sb nguoi tham gia trong nhom diéu trj tich cuc dat
HbA1c <6,4% va mot ntra trong nhém diéu trj chuan dat HbA 1¢ < 7,5%.
Uy ban Kiém soat an toan sé liéu (The Data Safety Monitoring Board)
da ngimg nhanh kiém so4t duong mau trong thir nghiém nay sém 18
thang, do ty 1 tir vong cao trong nhém dat muc tiéu ha thap mtc HbA Ic.
Trong nhém diéu trj tich cuc ¢6 257 trudng hop tir vong, con nhom
diéu tri chuan 13 203 truong hop. Diéu nay cho thiy khac biét khi so
sanh v&i 54 truong hop tor vong, ty 1€ 3 trén 1.000 nguoi tham gia,
trén muc trung binh ctia 4 ndm diéu tri. Trong ca hai nhom diéu tri
tich cuc va diéu tri chuén cua nghién cttu ACCORD, céc nha 1am sang
c6 thé sir dung tat ca nhitng phan nhom chinh ¢ sin cia cac thudc
dai thao duong. Cac phan tich mé rong khong xac dinh dugc nguyén

185



HUPONG DAN GHEP THAN VIET NAM

nhan dic hiéu ciia viéc tang tir vong va khong co bang chimg cho
thdy thudc hay phdi hop thudc nao chiu trach nhiém cho van dé nay.
Tuong tu, nghién ctu ADVANCE (Action in Diabetes and Vascular
Disease) da thit bai trong viéc cho théy su kiém soat tich cuc duong
mau lam gidm céc bién ¢ tim mach so vé6i diéu tri chuén.Nghién cuiu
ADVANCE dat muc trung vi HbAlc 6,3% & nhom diéu trj tich cuc,
con & nhoém diéu tri chuan 1a 7,0%. Cac két qua cia ACCORD va
ADVANCE khong 4p dung cho cac bénh nhan déi thao duong typ 1,
cac bénh nhan moi duoc chan doan dai thao dudng typ 2 gan day hay
nhirng bénh nhan cé nguy co tim mach khéc so voi cac bénh nhan trong
nhom nghién ctru cia ADVANCE va ACCORD.

Dic biét, cac két qua nay ciing khong ap dung trén bénh nhén c6
bénh ly than man hay nhimng bénh nhan ghép than. Tuy nhién, cac két
qua cua hai thir nghiém nay c6 gié tri cao cho viéc dat muc tiéu HbAlc
thip nham giam bénh 1y tim mach. Céc thir nghiém khéc trong quan
thé bénh nhan dai thio dudng co thé s& giup xac dinh chién luoc tdi vu
kiém soat bénh.

Nhimng nguoi than ghép co bénh dai thdo dudng, dic biét néu dai
thao duong gay bénh than giai doan 5, thuong la nhitng bénh nhan khé
kiém soat dudng huyét, voi bénh 1y than kinh ty dong gay liét da day
va ha glucose mau khong triéu ching. Trong mot thir nghiém kiém soat
ngéu nhién so sanh viéc kiém soat glucose tich cuc véi viée diéu tri thong
thuong & 99 bénh nhan dugc ghép than, ty 18 hién mic cta ha glucose
mau ning cao hon c6 ¥ nghia & nhom kiém soat glucose tich cuc.

Tuy nhién, s€ kho hon dé dat dugc HbAlc < 7% ma khong lam
ting nguy co va tir vong ¢ nhiéu bénh nhan dugc ghép than. Thém
vao d6, mot vai thubc s dung diéu tri dai thao dudng co thé can
giam liéu, hodc tranh sit dung ¢ nhiing bénh suy than (Bang 21)
Nhitng bénh nhan dai thao duong typ 1 khé kiém soat co thé la
tmg vién cho viéc ghép tuy. Chua cé thir nghiém ngau nhién nio
vé ghép tuy hay ghép than don ddc, nhung c6 mot cau hoi duge
dat ra 1a liéu ghép tuy thanh cong co thé cai thién chat luong cude
song & nhimng bénh nhan dai thao dudng kho kiém soat hay khong.
Viéc ghép tuy chua 10 1a c¢6 lam gidm duogc bénh 1y tim mach hay
khong. Ghép tuy duoc thyc hién tét nhat 1a cung luc, hodc theo
sau ghép than & nhitng bénh nhan dugc st dung cac chat tc ché
mién dich. Ghép dao tuy van con dua trén kinh nghiém va su séng
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sot lau dai cua dao tuy van chua dat duoc. Thém vao do, dua vao
thém cac té bao dao c6 thé 1am cho ngudi nhan nhay cam véi cac
khang nguyén hoa hop mé chinh ma ndé co thé khién bénh nhén
gap kho khan trong viéc tim mot tang dac phu hop dé ghep khi can.
Bang chimg cho thay loi ich cta aspirin (ngin cac bién cb tim mach)
vuot trén tac hai (cac bién chimg chay méu) trén bénh nhan dai thao
duong khong c6 bénh 1y tim mach la chua di manh. Tuy nhién, trong
khi mot vai khuyén céo trong quan thé chung goi y rang aspirin dugc
sir dung trong ngin ngira tién phat trén tit ca bénh nhan déi thao duong,
thi mot vai khuyén cdo khac lai khong. Vi du, ADA gan day dé nghi:
St dung aspirin (75-162 mg/ngay) nhu mét chién luge phong ngira
tién phat ¢ nhitng bénh nhan c6 kém dai thdo duong typ 1 hodc thé 2
¢6 nguy co tim mach cao, bao gdm nhing bénh nhan > 40 tu6i hoic c6
nhimng yéu t6 nguy co khac (tién st gia dinh ¢6 bénh 1y tim mach, ting
huyét ap, hit thude 14, rdi loan lipid méu hay alubmin niéu).

Str dung aspirin (75-162 mg/ngay) nhu chién luoc phong ngira thir
phat & nhimng bénh nhan c6 kém dai thao duong véi tién sir bénh 1y tim
mach (A).

Aspirin khong dugc khuyén cédo & nhitng nguoi dudi 30 tudi do
thiéu bang chimg cho thay loi ich ciia n6 va chdng chi dinh ¢ nhiing
bénh nhan dudi 21 tudi do nguy co di kém ciia hoi ching Reye. (E)
Trong d6, A nghia 1a bang chung rd rang tir nhitng thir nghiém 1am
sang ngau nhién, rong khap va mic chig ctr manh: C nghia 13 c6 bang
chtng tng ho tir nhimg nghién ctru kiém soat yéu hoic khong kiém
soat; va E 1a dong thuan cua cac chuyén gia hodc kinh nghiém l14m sang.

Mot thir nghiém 1am sang ngau nhién & nhitng bénh nhan dai thao
duong typ 2 va bénh Iy mach méau ngoai bién cho thiy du phong voi
aspirin khong c6 hiéu qua trén cac bién ¢ tim mach. Mot thir nghiém
nho khac véi aspirin lidu thdp nham phong ngtra tién phat cac bién ¢
x0 vita dong mach & nhirng bénh nhan dai thao duong typ 2, nguoi Nhat
da that bai trong viéc chi ra loi ich rd rang cua aspirin. Cac két qua cla
nhitng nghién clru nay c6 gia tri chu trong viéc su dung aspirin trén bénh
nhéan d4i thao dudng nham ngan ngira cac bién c6 tim mach dau tién. Tuy
nhién, chung chua cho théy ro réng liéu loi ich cua aspirin cé vuot trén
tac hai khi st dung ¢ nhitng bénh nhan dai thdo duong nhéan than ghép
hay khong. Cac két qua ctia nhing thir nghiém dang tién hanh cua viéc st
dung aspirin du phong trén quan thé c6 thé gitp lam sang t6 loi ich va tac
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hai cta aspirin trong phong ngtra tién phat & bénh nhan dai thao duong.
Cac khuyén cdo nghién ctru. Mot thir nghiém 1am sang ngau nhién ¢
kiém soat 1a can thiét dé xac dinh vai trd dy phong cua aspirin trén nhimg
bénh nhan nhan than ghép c6 kém hodc khong bénh déi thao duong.

Bang 1. Yéu td nguy co cia NODAT

Yéu t6 nguy co Kich thwéc mau | p < 0,05) | S6 nghién
ctru
p < 0,05)

Tacrolimus (474—477,479,482—-485) 100 418 7 2
(386—28 941)

CsA (479,484) 1066 (528-538)

Corticosteroids (477,478,484,486) 2035 (386-589)

Sirolimus (479,484,487,488) 22 525
(528-21 459)

Thai ghép cap (477-479) 1436 (386-528)

Béo phi/BMI cao 97 702 2

(471,472,474,476-479,482,484,485,488) (386-28 942)

Nguoi Mi gbe Phi 103 383 8 1

(471,472,474-476,479,482,485,488) (528-28 942)

Nguoi gbc Tay Ban Nha (US) (474) 15 787 1

Tubi cao 94 487 9 2

(471,472,474-479,484,485,488) (386-28 942)

Nam gidi (471,474,476-479,484,485) 64 090 8
(386—28 942)

Khong phii hop HLA (474,476,478,485) 60 560 2 2
(522-28 942)

Ngudi hién than chét 63 024 1 5

(471,474,476-478,485) (386—28 942)

Viém gan C (474,477,478,482,485,488) 63 805 5 1
(386-21 459)

Nguy co viém gan C (D+/R-) (476) 28 942 1

Nguy co virus dai cy bao (CMV) 386 1

(D+/R-) (477)

Cac thubc chen bé-ta nd

Cac thudc loi tiéu thiazides nd

Tién st

Gia dinh mé&c déai thdo dwong typ 2
(478,484)

1060 (522-538)

Bbai thao dwong thai ki

nd

Réi loan dung nap glucose mau déi

nd
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Bang 2. Quén ly dwoc clia bénh dai thdo dwong & ngwdi nhan than ghép

man tién trién dang loc mau

Lép Thuéc Chinh liéu Twong tac
thuoc
Sulfonylureas Acetohexamide | Tranh dung 1 ndng dd CsA
Thé hé 1
Chlorpropamide | |50% néu GFR 50-70 mL/| 1 néng d6 CsA
phat/1,73 m?
Tranh dung néu GFR <50
mL/phat/1,73 m?2
Tolazamide Tranh dung 1 ndng d6 CsA
Tolbutamide S dung than trong 1 ndng dd CsA
Sulfonylureas Glipizide Khéng can chinh liéu 1 ndng dd CsA
Thé hé 2
Gliclazide Khoéng can chinh liéu 1 ndng dd CsA
Glyburide Tranh dung néu GFR <50 | 1 ndng d6 CsA
(Glibenclamide)? | mL/phut/1,73 m?
Glimepiride Liéu bat d4u 1 mg/ngay 1 ndng d6 CsA
Gliquidone® Khoéng can chinh liéu
Glisentide® Tranh dung néu bénh than
man tién trién
Uc ché Acarbose Tranh ding néu Scr >177
Alpha-glucosidase Imol/L (2 mg/dL)
Miglitol Tranh dung néu GFR <25
mL/phut/1,73 m?
Biguanides Phenforphut Chéng chi dinh
Metforpht Chéng chi dinh néu Scr
2133 Imol/L (1,5 mg/dL)
nam, 2124 Imol/L (1,4 mg/
dL) ni
Meglitinides Repaglinide Bat dau 0,5 mg khi &n néu| 1 ndng do
GFR <40 mL/phat/1,73 m?| Repaglinide va
va theo ddi than trong CsA
Nateglinide Thén trong v&i bénh than
man tién trién
Thiazolidinediones® | Pioglitazone Khéng chinh liéu
Rosiglitazone Khoéng chinh liéu
Incretin mimetic Exenatide Tranh dung néu GFR <30
mL/phuat/1,73 m?(522)
Twong tw Amylin | Pramlintide Khéng can chinh liéu néu
GFR >20 mL/phat/1,73 m?
Uc ché DDP-4 Sitagliptin 150% néu GFR 30-50 mL/
phat/1,73 m?
175% néu GFR <30 mL/
phut/1,73 m?
Vildagliptine Tranh ding néu bénh than

TAI LIEU THAM KHAO
American Journal of Transplantation 2009; 9 (Suppl 3): S106-S109
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BENH TIM MACH SAU GHEP THAN

O nudc ta hién nay con it nghién ctru dugc cong bd vé tan suit bién
ching tim mach ciing nhu ty 1€ tir vong do nguyén nhéan tim mach &
bénh nhan sau ghép than. Theo thong ké ctia mot sb nuwdc thi tin xuat
bénh 1y tim mach kha cao sau ghép than véi ty 18 bién ¢ tim mach co
hodc khong gay tir vong vao khoang 3,5 — 5%, cao gap 50 1an ty 18 trong
dan sb binh thuong. Pa sb cac yéu td nguy co tim mach & dan sb binh
thuong nhu hat thude 14, dai thdo duong, ting huyé ap, réi loan lipid
mau ciing dugc coi 1a yéu td nguy co tim mach ¢ bénh nhan sau ghép
than. Ghép than cting dugc coi nhu 1a mot yéu td nguy co tim mach. Do
vay, quan 1y tt cac yéu té nguy co nay, chan doan va diéu tri tot, can
st dung aspirin (65 — 100 mg/ngay) & tat ca bénh nhan c6 bénh 1y tim
mach do xo vita, trir khi c6 chdng chi dinh 1a van dé duoc dé cap toi.

Mot s6 yéu t6 nguy co tim mach nhu dai thao dudng, ting huyét ap,

r6i loan lipid mau, thudc 14, béo phi. Quan 1y bénh tim mach duoc dé
cap t6i va khuyén céo trong KDIGO (Phan III, Chuong 15-17) nhu sau:

- Tam soat dai thao duong méi mic sau ghép than va diéu tri.

- Huyét ap muc tiéu la < 130/80 mmHg. Khong c6 lua chon dac
biét dbi véi thude huyét ap nao, trir khi protein niéu vuot qua
1g/24h nén str dung thudc trc ché hé renin angiotensin.

- Dbi vai truong hop c6 réi loan lipid mau khuyén céo cu the, dua
trén hudng dan cia KDOQI vé réi loan lipid mau.

- Aspirin chi khuyén céo cho du phong thir phat ctia bénh tim
mach (du phong cép 2).

- Khuyén cdo ngimg hut thudc 14

- Du phong va diéu tri béo phi va bénh tim mach 1a thuc hanh 1am
sang thuong quy.

Pai thao dwong (Theo KDOQI 2010 Vol 56, No2, thang 8/2010:
Khuyén cdo KDIGO — Chuong 15).
Tam sodt ddi thdo dwong méi mac

Khuyén c4o nén tam soat tat ca cac bénh nhan ghép than khong do
dai thao dudng: dudng méu luc doi, nghiém phap ting duong huyét va/
hodac HbA1C (1C) va:

- Xét nghiém hang tuan trong 4 tuan (2D)
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- Xét nghiém mdi 3 thang trong 1 nim (2D)

- Xét nghi¢m hang ndm sau do (2D)

Dé nghi ddi v6i ngudi dai thdo duong méi mic sau ghép than
(NODAT -New — Onset Diabetes after transplantation) xét nghiém
dudng mau luc doi, test dung nap dudng huyét va/hodc sau khi bat dau
hoic khi tang liéu CNIs, mTORi, hoic corticoid (2D).

Khuyén cdo cham séc ngwéi méi mac dai thdo dwong sau
ghép (NODAT) hodc nguwoi dédi thdo dwong & thoi diém ghép

- Néu phat hién dai thao duong can diéu chinh ché do thudc tc

ché mién dich dé giam duong mau va cai thién tinh trang dai
thao dudng. Sau khi can nhic nguy co thai ghép va cac tac dung
khac c6 thé gip (not Grade).

- Can giit HbA1C <7 —7,5%, tranh ha < 6%, dic biét & bénh nhan

c6 nguy co ha dudng huyét (not Grade).

- Dbi véi bénh nhan dal thdo duong, aspirin (65 — 100 mg/ngay)

str dung dy phong cp 1 bénh tim mach va can d6i nguy co nhoi
mau co tim v&i nguy co chay mau (2D).

Tang huyét ap

O ngudi ghép than, huyét ap 1a yéu té nguy co d6i véi bénh 1y tim
mach va ton thwong man tinh manh ghép. Vi vay, khuyén céo:
Can do huyét 4p méi lan bénh nhan dén kham (1C)
Néu bénh nhan > 18 tudi nén git huyét 4p & mirc < 130/80 (2C)
Diéu tri tang huyét ap (not grade)

- Su dung bat ky nhém thudc ha huyét 4p hién hanh

- Theo di chit cac tac dung phu va cac twong tac thude.

- Néu protein nidu > 1 g/24 gid & ngudi >18 tudi va > 0,6 g/m%/24
gio & nguoi < 18 tudi, thi thude e ché men chuyén hoic tic ché
thu thé nén duogc lya chon dau tién. Theo KDOQI vige sur dung
trc ché men chuyén va trc ché thy thé c¢6 thé dan den giam phan
nao GFR, st dung thudc nay c6 thé dugc tiép tuc néu creatinin

méu tang khong vuot qua 25 — 30% mirc ban dau. Can luu ¥
bénh nhan udng du nudc.
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Réi loan lipid mau (dwa vao KDOQI Dislipidemia Guideliné -
Not Graded)

Trong quan thé binh thudng, c6 bang chimg vé viéc giam LDL-C lam
giam duoc nguy co bién ¢d tim mach. Tan xuat rdi loan lipid mau cao &
nguoi ghép than va can thiét phai tam soat, can thiép. O ngudi ghép than
¢6 bang chig vé viéc rdi loan lipid lién quan dén bénh 1y tim mach va
dicu tri tang LDL-C bang statin c6 thé lam gidm bdt bién co tim mach.
Corticoid, CsA va mTORI 1a nhiing tdc nhan gay roi loan lipid mau.
Khuyén céo xét nghiém day du théng sé lipid mau cho tat ca
nguwoi ghép than 2 18 tudi va vi thanh nién

- 2-3 thang sau ghép

- 2-3 thang sau khi thay ddi thudc hodc biét nguyén nhén réi loan
lipid mau.

- Sau d6 mdi ndm it nhat 1 lan

Danh gia roi loan lipid méu thir phat & bénh nhan ghép (dwa
vao KDOQI réi loan lipid 3)

Déi véi than ghép véi TG luc déi > 500 mg/dl (> 5,65 mmol/l) ma
khéng thé diéu chinh dwoc bang viéc loai bo nguyén nhan thi
diéu tri bang:

- Nguoi 16n: thay d6i 16i séng va dung thuc ha TG

- Vi thanh nién: thay dbi 16i séng

Déi véi bénh nhan ghép than cé ting LDL-C

- Nguoi 16n: néu LDL-C > 100 mg/dl (> 2,59 mmol/l) thi phai
dicu tri giam xudng dudi muc do.

- Vi thanh nién: néu LDL-C > 130 mg/dl (> 3,36 mmol/l) thi phai
diéu tri dé giam xudng dudi mic do.

D6i véi bénh nhan ghép than c6 LDL-C binh thuong, TG va non
HDL-C tang thi:

- Ngudi 16n: néu LDL-C < 100 mg/dl (< 2,59 mmol/l), TG >
200 mg/dl (> 2,26 mmol/l) va non HDL-C > 130 mg/dl (> 3,36
mmol/dl) thi phai diéu tri dé gidm non HDL-C dé giam < 130
mg/dl (< 3,36 mmol/dl).
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- Vi thanh nién: néu LDL-C < 130 mg/dl (< 3,36 mmol/l), TG >
200 mg/dl (= 2,26 mmol/l) va non HDL-C > 160 mg/dl (> 4,14
mmol/1) thi diéu tri giam non HDL-C xudng du6i mirc do.

Hut thudc 1a: co thé lam giam doi sdng than ghép ciing nhu lam ting
nguy co bénh tim mach sau ghép.

Sang loc va tw vép cho tat cd bénh nhan ghép than vé tai hai cua
thudc la, ké ca doi vdi vi thanh nién va tré em (not graded)

- Sang loc trong thoi diém nam vién ban dau cua qua trinh ghép
- Sang loc hang nam sau ghép
Diéu trj cai thubc cho tat cd bénh nhan hat thude. Liéu khoi dau
cua varenicline c6 thé lam gidm ¢ bénh nhan c6 GFR < 30 ml/ph.
Béo phi
Pénh gié béo phi mbi Ian bénh nhan dén khém
- Do chiéu cao va can ning mdi 1an dén kham cho ca ngudi 16n
va tré em
- Tinh BMI mdi lan dén kham
- Po vong bung khi bénh nhin cé thé trang béo phi nhung BMI
<35 kg/m?.
Tw van ché do gidm cén cho téat ca bénh nhan béo phi

Cham séc tim mach (theo KDIGO khuyén céo trong Chuong 17,
Theo KDOQI 2010 trong Vol 56, No2, thang 8/2010). Bénh ly tim mach
12 nguyén nhan chinh ctia mét tang ghép sau ghép nam dau tién.

Coi chdm séc tim mach tich cuc & bénh nhén ghép nhuw qudn thé
ddn cu voi cac test chan doéan va dicu tri (Not grade)

Khuyén céo str dung aspirin (65-100 mg/ngay) & tdt ca bénh nhan
co bénh tim mach xo vira (CVD vita xo), trie khi co chong chi dinh (2B).
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BENH XWONG O’ BENH NHAN GHEP THAN
KHUYEN CAO CHUNG

O bénh nhan trong giai doan ngay sau ghép than, ching t6i
de nghi do canxi mau va phospho mau it nhat 1 lan/tuan cho dén khi 6n
dinh. (1B)

O bénh nhan sau ghép than, tin suit kiém tra canxi, phospho va
PTH can dya vao su hién dién va tam quan trong ctia nhiing bat thuong
va muc do tién trién cua suy than (khong phan loai).

Khoang cdch hop ly dé kiém tra sé la

(Khong phan loai):

- Suy thdn man giai doan 1-3T, ddi voi canxi mau va phospho
mau, moi 6-12 thang va doi voi PTH, mot 1an, véi khoang cach
theo sau dya vao murc co s& va su tién trién STM.

- Suy than man giai doan 4T, ddi v6i canxi mau va phospho mau,
moi 3-6 thang; va d6i véi PTH mdi 6-12 thang.

- Suy than man giai doan 5T, ddi v&i canxi mau va phospho mau,
moi 1-3 thang; va doi voi PTH moi 3—6 thang.

- Suy than man giai doan 3-5T, do phosphatase kiém hang niam
hay tan suat nhiéu hon khi c6 ting PTH.

Bénh nhén suy than man c6 diéu tri rbi loan khoang xuwong hoic &
nhting nguoi cd bat thuong veé hoa sinh thi can tdng tan suat do dé giam
sat hi¢u qua va tac dung phu (khong phan loai).

Can xv tri nhirg bét thudong ndy cho bénh nhén suy thin man giai
doan 3-5. (Khong phan loai).

Bénh nhan suy than man giai doan 1-5T, ching t6i dé nghi do
néng dd 25(OH)D (calcidiol) va thir 1ap lai dugc xéc dinh boi gia tri ban
dau va nhing diéu tri. (2C)

Bénh nhan suy than man giai doan 1-5T, ching t6i dé nghi rang
su thiéu vitamin D dugc diéu chinh bang nhiing chién lugc diéu tri nhu
d6i véi ngudi binh thuong. (2C)

O bénh nhan vé&i eGFR cao hon 30 mL/phit/1,73 m2, ching
toi dé nghi do BMD trong 3 thang dau sau ghép than néu ho udng
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corticosteroid hodc c¢6 yéu td nguy co lodng xuwong nhu & ngudi binh
thuong. (2D)

O bénh nhan trong 12 thang dau sau ghép véi eGFR cao hon
30 mL/phat/1,73 m?va BMD thap, chiang toi dé nghi rang can xem xét
viéc dicu tri vitamin D, calcitriol/alfacalcidiol, hay bisphosphonates.
(2D)

Chung téi dé nghj sw hién dién cta suy thdn man - Bénh
khoang xuong anh hudng dén su chon lya diéu tri, dugc chi dinh bdi
nong dd canxi, phospho, PTH, phosphatase va 25(OH)D bat thuong.
20).

Can xem xét sinh thiét xwong dé¢ huong dan diéu tri, dac biét trude
khi str dung biphosphonates do ty 1¢ bénh xuong bat dong cao (khong
phan loai).

Khéng cé du dir liéu dé huong dan diéu tri sau 12 thang dau tién.
(Khong phan loai).

O bénh nhan suy than man giai doan 4-5T, chung t6i d& nghi
khong do mat do khoang xuong mot cach thuong quy vi mat do khoang
xuong khong tién doan nguy co gdy xuong nhu ¢ nguodi binh thuong
va mat d§ khoang xuong khong tién doan loai bénh xuong ctia nguoi
ghép than. (2B)

O bénh nhan suy than man giai doan 4-5T v¢i mat do khoang
xuong thap, ching t6i dé nghi diéu tri nhu & bénh nhan suy than man
giai doan 4-5 khong loc méu. (2C)

TAI LIEU THAM KHAO
American Journal of Transplantation 2009; 9 (Suppl 3): S106—-S109
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BIEN CHU’NG HUYET HOC
Xét nghiém toi thieu cong thirc mau: (khdng phéan dé khuyén
cao)

MGdi ngay trong 7 ngay, hoic cho dén khi xuat vién, c6 thé sém hon
bat ctr khi ndo can thiét.

2 - 3 1an/1 tudn vao tuan tht 2 dén thie 4;

1 14n/1 tuan vao thang thi 2 dén thang thir 3;

1 1an/1 thang vao thang thir 4 dén thang thir 12;

Sau do 1t nhét 1 1an/1 nam, sau bat ky thay d6i diéu tri c6 thé gay
giam bach cau, thiéu mau hodc giam tiéu cau.

DPanh gia va diéu trj thiéu mau bang cach loai bo cac nguyén nhan
tiém an bat ctr khi nao c6 the va str dung tiéu chuan danh gia danh cho
bénh than man. (khong phan do khuyén céo).

De diéu tri tinh trang giam bach cau va glam tiéu cau, bao
gdm diéu tri bat cr nguyén nhan tiém an nao c6 thé. (khong phan do
khuyén c4o).

Khuyén cao diéu tri bang thuéc trc ché men chuyén hoic tc
ché thu thé trong di€u tri ban dau tinh trang tang khoi luong hong cau
thtr phat (mtrc khuyén cdo 1C).
ACE-I, angiotensin-converting enzyme inhibitor: trc ché men chuyén.
ARB (angiotensin II receptor blocker): trc ché thu thé angiotensin II.
CKD (chronic kidney disease): bénh than man.
Dai cwong
Céc bat thuong vé huyét hoc 1a tic dung phu thuong gip trong khi
diéu tri thudc trc ché mién dich va 1a tinh trang di kém lién quan dén
cay ghép va trc ché mién dich. Hon nira, bat thuong vé huyét hoc c6 thé
la nguyen nhan tiém an giy ra bién chimg nguy hiém dén tinh mang.
Vi vy, can phai tim soét bat thu’ong nay O cac phong xet nghlem
xét nghiém cong thirc mau bao gdm dém sb lwong hong cau, bach ciu

(voi nhiéu loai khéc nhau) va tiéu cau. Thiéu mau dugc xac dinh khi
hemoglobin < 13,5 g/dl (135 g/L) ¢ nam gidi, < 12,0 g/dL (120 g/L) &
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nir gigi va < bach phan vi thtr 5 ¢ tré em. Giam bach cau duge xac dinh
khi s6 Iwong bach cau < 1.500/1L (1,5%10%L). Giam tiéu cau duoc xac
dinh khi s0 Iugng ti€u cau < 150.000/1L (1.5x10'/L).

Tinh trang ting héng cau thir phat

Tinh trang ting hong cau thir phat hodc da hong cau dugc xac dinh
khac nhau khi Hb > 16-18 g/dL, hodc Het > 50- 52%. Mot sb dir liéu
bao cao vé khoang gidi han ctia Het theo gidi tinh (nam 53-55%, nir 48-
51%) va nhitng dir liéu khac doi hoi bang ching vé tinh lién tuc khi xac
dinh dugc khoang thoi gian cu thé hay dya trén nhiéu yéu té xac dinh.
Nhom lam viéc da Iya chon dinh nghia ting hong cau thir phat khi Hb
> 17 g/dL hodc Hct >51%.

Co s0 1y luan:
O nhimng bénh nhan ghép than:
Tinh trang thiéu mau, giam bach cau va giam tiéu cau thuong gip.

Tinh trang thiéu mau c6 lién quan dén nguy co mic bénh 1y khac
va nguy co tir vong, tinh trang giam bach ciu thi lién quan dén nguy co
nhiém tring va tinh trang giam tiéu cau lai lién quan dén nguy co chay
mau. Hon nita, cac bat thuong vé huyét hoc ¢6 thé 1a mot ddu hiéu cho
théy céc roi loan va co thé diéu tri duoc, nhung c6 kha nang de doa tinh
mang, hay cac bat thudng tiém an.

Theo di va xac dinh nguyén nhan tiém an va diéu tri s& lam giam
ty 1é méic va tir vong do tinh trang thiéu mau, giam bach cau va tiéu cau.
Thiéu méu

Nhém lam viéc da xem lai Huéng dan ctia KDOQI vé van dé thiéu
mau trong bénh than man va két luan rang nhimg hudng din nay co thé
hd tro trong kiém soat van dé thiéu mau & bénh nhan ghép than. Bdc
gia c6 thé tim thiy thong tin chi tiét khi xem xét tai liu  huong dan  nay.
Thiéu mau trong g1a1 doan ngay sau cay ghép c6 thé xut phat tir vin dé
thiéu mau trudc cay ghép va mat mau qua phau thuat. Viéc diéu chinh

198



Chwong 9. Theo doi va diéu tri sau ghép than

thiéu mau sau khi ghép phu thudc vao viéc dat dugc su dong cAm mau,
str dung thudc e ché mién dich, tinh trang thiéu sit, nguyén nhan khac
gay trc ché tuy xwong va cac yéu t6 anh huong dén chirc ning than (vi
du DGF).

Giai doan ngay sau ghép tang, tinh trang nhiém tring, su thai ghép,
cac thude tre ché mién dich, céc loai thude nhu thude tre ché men chuyén
hay trc ché thu thé, su tan huyét va it gap hon 14 ung thu, c6 thé giy ra
hodc gop phan gay thiéu mau. Mot s6 bang ching cho thay bénh nhan
ghép than co thé c6 murc d6 thiéu méau nhiéu hon muc duge du kién, dua
trén muc do chuc nang than, ngay ca khi khong c6 nguyén nhan nao cu
thé. Panh gia thiéu mau vao thoi diém nao va bang cach nao ciing duoc
néu ra trong cac huéng dan KDOQI danh cho bénh nhan ghép than ma
khong chay méau do chil ¥ va c6 chirc nang than 6n dinh. Diéu tri can
dugc hudng vao cic nguyén nhan tiém an. Tinh trang thiéu sit thuong
phé bién. Bang chung tir mot thir nghiém ngiu nhién c¢6 kiém ching
(RCTs) quy md nho cho thay nhom dugc bo sung sit s& dat duoc chi sd
Hct cao hon (44%) so voi nhoém khong duoc bd sung sit (36%) ¢ nhitng
bénh nhan ghép than.

Thay d6i thudc trc ché mién dich dé diéu trj thiéu mau can duoc
xem xét, nhung c6 thé gap kh(') khan, dac biét la trong giai doan sdém
sau ghep kh1 ty 16 thai ghép cap 1a cao nhat va viéc duy tri dy du su
trc ché mién dich 1a rat quan trong. Mot sb, nhu’ng khong phai tat ca,
céc nghién ciru di xac dinh thiéu mau 1a mot yéu té du bao doc lap cho
nguy co tir vong trong giai doan ngay sau ghep tang. Tuy nhién, khong
¢6 RCTs nao cho thay viéc diéu tri v6i thude kich thich tao mau (ESA)
¢6 loi ich nhiéu hon so véi tac hai hodc cac muc tiéu hemoglobin tdi uu
¢ bénh nhan ghép than.
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Bang 1. Nhém thubc diéu tri lién quan dén bat thwdng huyét hoc

Nhém thubc gay bat thuwdng huyét hoc

Phé bién Khéng phd bién
Thiéu mau Azathioprine (714-717) CNIs (722,723)
MPA (718,719) OKT3 (722,723)

Giam bach cau

Giam tiéu cau

Sirolimus (50)

Leflunomide (720)
ACE-I (721)

ARB (721)
Azathioprine (714,715)

MPA (718)

Sirolimus (50)
Leflunomide (720)
LyLLLymphocyte-depleting
antibodies (8)
Valganciclovir (724)
Trimethoprim—
sulfamethoxazole (725)
Sirolimus (42)

MPA (729)
Azathioprine (729)
Lymphocyte-depleting
antibodies (8)

Trimethoprim—
sulfamethoxazole

Rituximab (726)

ACE-I (727)
Ticlopidine/clopidogrel(728)
Other antimicrobials (728)

OKT3 (730)

Valganciclovir (722,723)
Ticlopidine/clopidogrel (731)
Heparin (732)

ACE-Il, angiotensin-converting enzyme inhibitor; ARB, angiotensin Il
receptor blocker; CNI, calcineurin inhibitor; MPA, mycophenolic acid; OKTS3,
muromonab (anti—T-cell antibody).

Co hai thtr nghiém RCTs quy m6 nhé nghién ctru st dung ESAs
trong giai doan sém sau khi ghép, nhung hiéu qua tong thé vé thiéu mau
khong nhiéu. Mot thir nghiém nhoé khac cho thay nhitng bénh nhan da
dat mirc hemoglobin binh thudng, sir dung ESAs trudc khi cdy ghép, c6
du hau khong khac biét so véi nhom cd mic hemoglobin thip. Khong
¢6 bang chimg tng ho viée str dung thuong quy ESAs trong trudng hop
du phong thiéu mau (xem Supporting Tables 54-55 tai http://www3.
interscience.wiley.com/journal/118499698/toc).
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Hiép hoi chau Au khuyén cdo can tam soat thuong xuyén va danh
gi4 can than tinh trang thiéu mau trén bénh nhan ghép than. Nhém thude
trc ché mién dich, thudc e ché men chuyén va tre ché thu thé cling dugc
xac dinh 13 cac tic nhan giy thiéu méau. Hiép hoi khuyén ban nén di
theo Hudng dan thyc hanh chau Au trong kiém soat thiéu méu, trong d6
khuyén cdo rang ESA khong nén thuong 18 ngung & bénh nhan trai qua
phau thuat hodc nhitng ngudi hay c6 bénh tai phat. Khong ¢ khuyén cao
duoc dua ra vé viéc ¢o nén tiép tuc hay dung str dung ESAs trong giai
doan ngay sau cdy ghép. Bénh nhan ghép than khong thanh cong nén
dugc theo ddi nhu tat ca cac bénh nhan dang bi suy giam chirc ning than.

Tinh trang giédm bach cau

C6 nhiéu cac yéu t twong tu nhu trén gy thiéu mau cling gy giam
bach cau. Mic du khong c6 nhimg thir nghiém RCTs vé tim soat nhiing
bat thudng nhung néu khong tam soat s& gay nhiéu hau qua nghiém
trong sau nay. Nhiém tring 12 nguyén nhan thir hai gay tir vong nhiéu
nhat, sau bénh 1y tim mach ¢ nhirng bénh nhan ghép than. O nhom bénh
nhan khong ghép tang ma c6 tinh trang giam bach cau do diéu tri, (s6
luong bach cau trung tinh &ém dwoc < 500 /uL[5%10%/L]), c6 su ting
nguy co nhiém trung nghiém trong.

Mot yéu t6 16n gop phan gay giam bach cau & bénh nhan ghép than
la viéc roi loan chirc ndng than c6 thé dan tri hoan d¢ loc cac thuoc, dicu
nay Uuc ché sinh bach cau cua tiy xuong.

Cac thudc diéu tri 13 mot nguyén nhan phd bién gay bat thudng vé
dong bach cau. Mot sb thir nghiém RCTs chi ra rang tinh trang giam
bach cau xuat hién trong 1-3 ndm dau tién sau khi cay ghép. Pang tiéc,
dinh nghia cta tinh trang giam bach cau lai khac nhau giita cic nghién
cliru; vi vay, su so sanh tryuc tiép qua cac thir nghiém s€ kho khan. Céc
nhom thude e ché mién dich khac nhau s& co tac dung khac nhau trén
té bao bach cau. Thudc trc ché calcineurin (CNIs) nhin chung khong
lién quan dén giam bach cau. Nguoc lai, thudc e ché ting sinh lai
1 nguyén nhan quan trong ciia giam bach cdu. Cac thir nghiém ban
dau cho thiy azathioprine c6 lién quan véi giam bach cu. Trong thir
nghiém so sanh gitta MMF (Mycophenolate mofetil) va gia duoc gdm
CsA (Cyclosporine A) va prednisone, c¢6 su giam bach ciu nhiéu hon &
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nhom diéu trj véi MMF 2g/ngay (14%, n = 165), so voi gia dugc (4%,
n = 166). Trong thtr nghiém MMF véi 3 chau luc, ty 1¢ giam bach cau
1a thap hon & nhom diéu tri véi MMF 2g/ngay (19%, n = 171), so véi
nhom sir dung azathioprine 100 - 150 mg/ngay (30%, n = 162). Trong
hai cugc thtr nghiém danh gia sy an toan cia EC-MPS (Enteric-coated
mycophenolate sodium) so sanh véi MMF, khong ghi nhéan su khéc biét
dang ké trong giam bach cau. Cac quy wdc nghién ciru ndy bao gdm céc
quy dinh vé viéc phai giam liéu hodc ngung cac thuc nay néu c6 tinh
trang giam bach cAu, diéu d6 co thé han ché muc do va ty 18 tong thé cua
viéc giam rat thap sb luong bach cau.

Trong danh gia tong quan hé thong Cochrane, mTORi (Mammalian
target of rapamycin inhibitor(s)) cé lién quan voi giam bach ciu nhiéu
hon (RR 2,02, 95% CI 1 ,12- 3,66, bang phan tich cat ngang) so voi
CNIs. Khong ghi nhan vé sy khac biét trong giam bach cau O nhiing
bénh nhan duoc diéu tri bang sirolimus so véi gia dugc gom CsA va
prednisone, hoidc trong phén tich so sanh sirolimus va cac thudc trc ché
tang truong khac. Thir nghiém Symphony so sanh giira bon phuong
phap can thiép: CsA liéu chuan véi MMF (n = 384), CsA liéu thap voi
MMF (n = 408), liéu thap tacrolimus véi MMF (n = 403) va sirolimus
véi MMF (n = 380). Sau 12 thang, ty 1& giam bach cau xay ra ¢ 10,2%,
10,1%, 13,4% va 10,3% bénh nhan, theo tht tu cua 4 phuong phép can
thiép trén (p > 0,05).

Khong c6 bang chimg cho thay IL2-RAs gay ra nhimng bat thuong
vé huyét hoc dang ké. Nguoc lai, cac khang thé té bao lympho c6 lién
quan (p <0,001) dén tinh trang giam bach cau nhiéu hon (33%, n = 141)
s0 v6i IL2-RA, basiliximab (14,6%, n = 137). Tinh trang giam bach cau
dugc mo ta trong nghién ciru RCT ¢ nhom diéu tri co khang thé lam
suy giam té bao lympho véi tacrolimus hodc CsA 16n hon so vi nhom
diéu tri bang tacrolimus nhung khong kém theo nhom khang thé lam
suy giam té bao lympho. Thém vao dé, viéc diéu tri véi steroid cling co
tac dong dén su giam bach cau. Trong mot thur nghiém, ty 1¢ giam bach
cau thuong gap hon (khong néu y nghia théng k&) & nhom khong ding
steroid (17,9%) giam liéu dan steroid (16,5%) so v&i nhom liéu chuan
steroid (13,8%).

Céc thude diéu tri bénh 1y di kém, thuong duge st dung & bénh
nhan ghép than cling c6 lién quan dén su giam bach cau. Valganciclovir
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gdy giam bach cau nhiéu hon so v&i ganciclovir (8,2% so véi 3,2%)
trong mot thir nghiém RCT tién hanh trén bénh nhan duoc ghép tang
ddc nguy co cao. Tuy nhién, thudc thay thé valacyclovir trong diéu tri
khang virus lai khong lam ting nguy co giam bach cau so véi gia dugc
trong mot nghién ctru RCT trén bénh nhan ghép than duoc diéu tri du
phong CMV, nhung giam bach cau do thudc trong nhém diéu tri c6 thé
bu dép cho su giam bach cau do CMV giy ra trong nhom chtng. Liéu
phap két hop thudc khang virus va thude e ché ting truong co thé 1am
nguy co giam bach cau.

Nguy co giam bach cau do trimethoprim-sulfamethoxazole ¢ bénh
nhan ghép than 13 khong 1 rang. D3 c6 nhiéu nghién cuu RCTs quy
mo nhd dugc tlen hanh va khong c6 bao cao ve su khac biét trong ty
1¢ giam bach cau. Trong mot nghién ctiru cdy ghép tiy xuwong, diéu tri
du phong véi trimethoprim-sulfamethoxazole (so véi ciprofloxacin) cé
lién quan dén sy phuc hdi mudn sau 6 ngdy cua tinh trang giam bach
cau trung tinh. Cac trudng hop giam bach cau hat do trimethoprim-
sulfamethoxazole da dugc bao cao.

Tinh trang giam tiéu cau

Nhiéu yéu t6 giy thiéu mau va giam bach cau ciing giy giam
tiéu cau. Ngoai ra, con co cac tinh trang tuong ddi it gip, nhu bénh 1}'/
mach mau nho thuyén tic tai phat hay moi khoi phat didu do6 co the
gay ra roi loan chtrc nang than, thiéu mau tan huyet va giam tiéu cau.
Giam tiéu cau cling co lién quan dén mot s6 loai thube duoge su dung &
bénh nhan ghép than. Nguy co tuong dbi ctia giam tiéu cau ¢ nhom st
dung mTORIi cao hon nhiéu lan so v6i nhém st dung CNIs (RR 7.0,
95% CI 3,0-16,4). Sirolimus ciing gdy giam tiéu cdu nhiéu hon so véi
azathioprine va MMF (RR 1,95, 95% CI 1,29-2,97).

Giam tiéu cau ciing thudng duoc quan sat trong cac thir nghiém
MMF véi 3 chau luc (5% & nhom str dung MMF 3g/ngay, 9% ¢ nhom
su dung MMF 2g/ngay, 12% & nhom st dung azathioprine, khong dé
cap dén muc d6 trim trong). Trong mot nghlen ctru so sanh dan xuat
thymoglobulin véi basiliximab, ty 1& giam tiéu cau (s6 lugng tiéu cau <
80.000/1L) khong khac biét dang ké giita hai nhom (10,6% so véi 5,8%,
p=0,19). Giam tiéu cau ciing duoc quan sat thiy ¢ nhitng bénh nhan co
bénh huyét khdi thuyén tdc mach méau nho lién quan CNIs va hiém gap
& cac thude khac nhu clopidogrel va valacyclovir.
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Céc nguyén nhan khac gy giam bach cau va tiéu cau bao gom
nhiém tring huyét ning, nhiém virus (CMV, parvovirus B19) va cac
thudc khac. Giam tiéu cdu vo can rat hiém khi duoc mo ta sau phiu
thuat ghép tang va 6 thé lién quan dén phan tmg ty mién dich chuyén
tir nguoi hién tang. Giam tiéu cau thoang qua cung dugc mo ta & nhitng
bénh nhan ghép ddng loai ma ngudi hién tang mic phai tinh trang dong
mau ndi mach lan toa.

Bénh nhan ¢ s lugng tiéu cau thip s& ting nguy co chay mau.
biéu trj tinh trang giam tiéu cau bao gém viéc loai bé cac loai thube
gdy hai hodc diéu tri nguyén nhan tiém an. Vi du, mot sb trudng hop
parvovirus B19 co lién quan dén bat thuong vé huyét hoc, c6 thé
duogc diéu tri v6i globulin mién dich. Hoi ching tan huyet uré huyet/
bénh Iy mach mau nho thuyén tic c6 thé gay giam tiéu cau, co thé
dugc diu tri bang cach loc huyét tuong. Nhiéu truong h(rp bao cao
viéc sir dung céac yéu t6 kich thich dong (CSFs) trong diéu tri giam
bach cau trung tinh & bénh nhan ghép than. Tuy nhién, cach diéu trj
nay c6 nguy co tiém an gdy hai. Mot truong dugc bao céo cho ring
CSFs ¢6 thé c6 lién quan dén tinh trang x4u di cta than ghép Hudng
dan thyc hanh 1am sang trong y van vé ung thu c6 nhic dén viée sir
dung CSFs. Higp h01 1am sang vé Ung thu hoc M¥ nhan thay co nhiéu
bang chtng cho rang CSFs s& riit ngan thoi gian giam bach cau trung
tinh. Tuy nhién, khong c6 day du dit liéu dé xac dinh c6 hay khong
¢6 loi ich & cac bénh nhan giam bach cau trung tinh khong kém sét
(sb luong bach cau trung tinh < 1.000/uL[1x10%L]). Nhung c6 bang
chimg chi ra, trén nhém bénh nhan giam bach cau c6 kém sbt (sd
lugng bach cau trung tinh < 500/uL[5%10%/L]) sé& loi ich khi CSFs
diéu tri di kém voi khang sinh néu ¢ viém phdi, nhiém nim, ha huyét
ap, hoi ching nhiém trung huyét hoic suy da co quan.

Hudng dan thuc hanh chau Au vé cdy ghép than khuyén cdo viéc
kiém tra thuong xuyén va danh gia can than tinh trang giam bach cau &
bénh nhan ghép than. Nén tranh phdi hop allopurinol va azathioprine dé
ngin ngira sy giam bach cau. Duong nhu khong c6 thir nghiém RCTs
x4c dinh khi nao str dung CSFs & bénh nhan ghép than. Huéng dan s
dung CSFs chﬁ yéu dwa vao cac huéng dan thyc hanh 1am sa‘ing va ung
thu hoc tai moi quoc gla Co cac huéng dan tuong ty dé diéu tri giam
tiéu cau bang cach truyén tiéu cau.
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Tang héng cau tha phat
Tang hong cau thir phat 1a bién chimg thuong gip trong ghép than.

Trong dan so ndéi chung, ting hong cau lién quan dén mot s6 bénh
1y (mét moi, kho thd, van dé huyét khoi,...) va tir vong.

Trong dan sb noi chung, mot sd bang ching cho thdy viéc didu
chinh tang hong cau tht phat c6 lién hé vdi gidm bién chiing lién quan
dén huyét khoi.

O bénh nhan ghép than, hé qua bét loi cua tang hé)ng cau thir phat it
gap hon so véi dan so chung.

O bénh nhéan ghép than, diéu trj ting hong cu thir phat bang trc ché
angiotensin thuong hi€u qua va an toan.

Ty 1é ting hong cau tht phat thay doi tir 8% dén 22% giita cac bao
céo di dugc xac dinh tir cac 4n pham hudng dan thyc hanh 1am sang
trude day. Trong mot sd tai lidu nghién ciru gan day ting hong cau thi
phat van xuat hién ¢ bénh nhan ghép than. Nhiéu nghién ctru khong
phan biét gitra viéc ting s6 lugng té bao hong cau voi viée giam thé tich
huyét twong. Tang hong ciu tht phat c6 xu hudng xay ra trong vong 2
nam dAu tién, nhung ciing c6 thé xuit hién sau d6. Bénh nay ciing c6 thé
tré lai ngau nhién trong khoang 20% céc truong hop.

Co ché cua ting hong cau tht phat thi khong rd rang va kha niang do
nhiéu yeu td. Kha nang tang lién tuc erythropmetm khong phai lic nao
ciing thay, nhlmg c6 vé ting muc d hematocrit rat nhleu ngoai mong doi.
Nhiing chét trung gian khéc lién quan dén ting hong cau thi phat nhu ting
androgen noi sinh, kich hoat h¢ rein-angiotensin, hodc nhitng tdc nhan tang
treong. Nhitng yéu td nguy co 1am sang di duogc xac dinh va dugc bao cdo
bao gém nam gidi, bénh than da nang, hut thude 14, trc ché mién dich, suy
giam chtrc nang than, khong thai ghép, hep dong mach than, than 1'1 nudc,
tang calci mau, loc méu lau dai, tang hernoglobln trudc ghép, van dé di
truyén lién quan dén hé angiotensin, ting huyét ap va déi thao dudng.

Hau qua cua tang hong cau tht phat c6 thé nghlem trong. Chung
co cho két qua bat loi lién quan dén viéc ting hong cau thuf phat bt
ngudn chu yéu tir nhitng quan sat & bénh nhéan bi ting hong cau nguyén
phat. Theo thoi gian, cac tai liéu quan sat thdy ring 20% bénh nhan bi
da hong cau nguyén phat c6 su hién dién cua huyét khéi va huyét khoi
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tiép theo xuat hién trong khoang 50%. Tuy nhién, yéu t nguy co lién
quan dén huyét khoi thi rat khé dé dinh lugng. Bénh nhén bi ting hong
cau c6 tudi tho giam, nhung diéu nay ciing c6 mot phan lién quan dén
sy tién trién bénh 1y ac tinh. Thém vao do, mot nghién cuu 16n & nguoi
cao tudi khong bi bénh ting hong cau nguyén phét trai qua phau thuat
khong phai tim mach cho thy rang viéc ting hematocrit lién quan dén
ty 1& tr vong trong ngan han va tir vong do tim mach.

Trong dan s6 chung, viéc diéu tri ting hong cau thir phat c6 hiéu
qua. Trong nghién ctru quan sat 16n vé bénh nhan trong dan sé c6 bénh
da hong cau nguyén phat va c6 sy hinh thanh ban dau huyét khoi, liéu
phap lam giam té bao hong ciu co lién quan dén giam 53% céc bién cb
do huyét khoi tai phat. Rat nhiéu truong hop tai phéat xuat hién ¢ bénh
nhan diéu tri khong day da (hematocrit > 45%).

O bénh nhan ghép than, ting hong cau thtr phat c6 thé khong ¢
triéu chung, hoac bénh nhan hay phan nan bi mét moi, nhic déau, kho
tho hay giam thi lyc. Nhitng hau qua nghiém trong hon bao gom ting
nguy co khdi trong tinh mach va dong mach. Mot nghién ctu bénh
chung nho di thay bién cd huyét khdi ¢ bénh nhan bi ting hong cau (11
van dé ¢ 53 bénh nhan) so voi nhitng ngudi ma khong bi ting hong cau
thir phat (0 trong 49 ngudi trong nhom chtng). Phan 16n cac nghién ctru
khac & bénh nhan ghép than khong thdy bao cdo nhitng bién cd bat loi,
nhom chimg dugc mé ta khong cung thoi diém, hodc khong tim thay
tang cac yéu t6 bat lgi. Trong mot phan tich dir liéu 16n & bénh nhan
ghép than, ting hong cau thir phat khong duoc xem nhu 13 yéu t6 giy
nén dot quy. Ké tir khi ting hong cau thir phat c6 thé didu tri duoc va
nhitng hé qua sau nay tré nén nang (huyét khdi dong, tinh mach) khi
khong diéu tri, duong nhu khong c6 nghién ctru RCTs nao trong thoi
gian dai so sanh hiéu qua cua viéc diéu tri hay khong diéu tri.

Mot sd nghién ctru RCTs twong d6i co chat lwong va cac ca
lam sang cho thay rang viéc sir dung ACEIs hay ARBs d¢ lam giam
hematocrit gia tri rd khoang tir 4% dén 15%. V&i c& mau nho va thiéu
dir liéu két qua 1am sang quan trong, diéu nay cho thdy muc do ching
ctr thip. Trong mot nghién ctru RCT so sanh enalapril (2,5 mg/ngay,
n = 15) véi gia duoc (n = 10), hematocrit giam 6,6% & nhoém diéu tri
so voi chi 1,3% & nhom ching (p = 0,004). Trong mdt thir nghiém
nho, 15 bénh nhan dugc chon ngau nhién dung ACE-I (enalapril) va
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12 bénh nhan dung ARB (losartan)(796). Nong d6 hemoglobin giam
dang ké ¢ ca hai nhom (174-149 g/L & nhém enalapril va 171-159
g/L 6 nhom losartan); tuy nhién, mic giam 16n hon (p = 0,05) véi
enalapril (giam duoc 32,6 g/L) so voi losartan (giam dugc 17,0 g/L).
Theophylline d3 dugc thay c6 ich & cac bénh nhan ghép véi mirc
giam ngoan muc hematocrit 8-12% (798.799). Tuy nhién, mot s6 cac
thir nghi¢m da cho théy ACE-Is vuot troi khi so sanh truc tiép Vol
theophylline. Trong nghién ctu cua Trivedi va cong su, hematocrit
giam dugc dén 7,6% nhom ACEIs (lisinopril, n = 9) va khong thay
ddi dang ké (1én dén 2,3%) ¢ nhoém theophylline (n = 5). Cac chién
lwge khac bao gém trich mau va cit thian song phuong, nhung day 1a
nhitng xam hai va c6 thé lién quan véi ty 1¢ tir vong dang ké sau nay.
Céac nha 1am sang ciing nén luu y rang ca hai ACE-Is va ARBs c¢6 lién
quan véi viéc giam chirc ning than it, c6 thé hdi phuc.

Hudéng dan thuc hanh chau Au vé ghép than khuyén cao diéu trj
dau tay ting hong cau thir phat (> 52% hematocrit & nam gidi va > 49%
& phu nit) 14 ACE-Is hoic ARBs. Hoi Ghép tang Hoa Ky cho thy van
dé tang hong ciu thir phat (> 17-18 g/dL hodc hematocrit > 51-52%)
gy nén nhitng bién ching de doa tinh mang va tinh trang ting hong cau
nay lic nao ciing cé thé chira tri duogc.
Cdc nghién ctru kién nghij

- Can c6 nhiéu nghién ctru RCT vé str dung ESAs va mtic hemo-
globin tdi wu & bénh nhan ghép than.

- Can c6 nhiéu nghién ctru RCT v& sir dung CSFs va muc tiéu sb
lwong té bao trong mau.

- Can nhiéu nghién ctru ghi lai ty 1é mic va mac d6 nghiém
trong cta van dé ting hong cau thi phat voi cac thanh phan
thude diéu tri.

- Can nhiéu nghién ctru dé ghi lai vai tro cia ACE-Is va ARB
trong viéc giam ty 1é ting hong cau tht phat.
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TANG ACID URIC MAU VA BENH GOUT TREN BENH

NHAN GHEP THAN
bai cwong

Tang acid uric mau rat thuong gip trén bénh nhan sau ghép véi ty
1¢ khoang 80% dan sé ghép than[1,2]. Nghién ctru gan day cua Abbott
KC va cong sy trén 29.597 bénh nhén tai My cho thiy ty 1& cong don
mic gout 3 nam sau ghép 1a 7,6%[1]. Co ché gay tang acid uric mau va
gout phuc tap. Tang acid uric mau 1am ting ty 16 mac bénh gout hoic
cac bién chimg khéc trén bénh nhan sau ghép than va cé thé lién quan
dén mét chirc niang than ghép va cac bénh 1y tim mach. Su twong tac cac
nhom thude quan trong sé thay ddi chién luge diéu tri gout trén bénh
nhan sau ghép than.

binh nghia

C6 nhiéu dinh nghia vé tang acid uric khac nhau do nong do nay bi
anh hudng gidi tinh va tinh chuyén biét cia xét nghiém. Tang acid uric
mau khi néng d6 acid uric >0,36 mmol/L (6,0 mg/dL) & nir va >0,42
mmol/L (7,0 mg/dL) & nam[2].

Nguyén tac diéu tri

Piéu trj ting acid uric mau trén bénh nhan ghép than khi ¢ bién
ching (gout, not tophi hodc soi urat) (2D)

Diéu tri bang colchicine trong con gout cap véi su diéu chinh giam
liéu cho thich hop véi tinh trang suy giam chirc nang than hay st dung
CNI dong thoi. (2D)

Tranh st dung allopurinol trén bénh nhan st dung azathioprine. (1B)
Tranh st dung NSAIDs va (rc ché COX-2 khi c6 thé. (2D)

Ly do
Tang acis uric mau rat thuong gip trén bénh nhan sau ghép.

Tang acid uric mau 1am ting ty 1& mic bénh gout hodc cac bién
chirng khac trén bénh nhan sau ghép than va c6 thé lién quan dén mat
chirc nang than ghép va cac bénh ly tim mach.

Sy twong tic cac nhom thude quan trong s& thay doi chién lugc diéu
tri gout trén bénh nhan sau ghép than.
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Coché gay tang aCId uric mau va gout phirc tap. Nhiéu nghlen
ctru cho thiy ty 16 mac tinh trang ndy cao hon & nhom dung CNI, nhét
1a CsA, khi so sanh véi azathioprine. Tan suat ting acid uric ting cao
hon gidng nhau & nhom c6 sir dung CsA hoic tacrolimus so véi nhom
khong c6 st dung CNIs. Vi dy, mot thur nghiém dbi ching lam sang
ngiu nhién gan day cho thdy ndng do acid uric gidéng nhau & nhom sir
dung CsA liéu thp va tacrolimus & thoi diém sau 1 ndm va cao hon ¢
y nghia & nhém bénh nhan stir dung sirolimus va MMF. M6t nghién ctru
khac trén 35 bénh nhan cho thdy khong c6 su thay d6i ndng do acid
uric khi chuyén do6i tir CsA sang tacrolimus gép phan cing ¢ nhan
dinh trén. Tuy nhién, néu chuyén d6i tir CNIs sang sirolimus trong mot
bao cio khéc lai chimg minh c6 su giam c6 y nghia nong d6 acid uric.
Tuong ty, mot thir nghiém dédi ching 1am sang trén mot nhém nhé (n
= 28) bénh nhan ghép gan cho thiy ndng d¢ acid uric giam 15-20% khi
chuyén d6i tir CNIs sang MMF.

Ngoai ra, cac yéu td nguy co khac lién quan dén ting acid uric mau
va gout 12 tién st trude day, BMI cao, loi tiéu, tudi cao, ting huyét ap,
ghép tang gan day. Biéu hién 1am sang ciia ting acid uric thuong gip
nhat 1a gout, lang dong nhiéu tinh thé urat & tay,... di c6 bao cdo cho
thdy t6n thuong thin cap xay ra khi nong do acid uric rit cao. Mot
nghién ctru cohort 16n gan day cho thiy c6 mdi lién quan gitta gout véi
su gia tang ty 1& tir vong (ti s6 nguy co Hazard hiéu chinh 1,26, 95% CI
1,08-1,47) va mAt manh ghép (ti ) nguy co Hazard hi€u chinh 1,22,
95% CI 1,01-1,49). Tuy nhién, van dé nay khong dugc chimg minh
trong cac nghién ciru khac. Chua tim thay nghién ctru ndo chimg minh
noéng do acid uric thip hon lién quan dén séng con manh ghép, chirc
nang than va séng con cta bénh nhan t6t hon.

Theo ddi bénh nhan tang acid uric dong thoi véi xét nghlem mau
thu:ong quy gitp kiém soat nong dd acid uric mau va nguy co mac gout.
C6 bang ching cho thy diéu chinh ché d6 an (giam can, giam thit va
ruou), tranh st dung nhom loi tiéu c6 thé 1am giam néng d0 acid uric
trong dan s6 chung. Tuy nhién, chua cé nghién ciru trén dan s6 ghép.
Mot sb thude co thé lam giam ndng do acid uric trén bénh nhan ghép
than. Vi dy, mot nghién ctru ngﬁu nhién trén 26 bénh nhan ghép than
cho thay losartan c6 thé lam giam ndng d6 acid uric 8%. Theo ddi ndng
d6 acid uric giup cung cip thong tin cho béac si lam sang danh gia t6t
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hon céc trudng hgp gout khong c6 triéu ching dién hinh. Po néng do
acid uric dugc chi dinh & nhitng bénh nhan bi nghi ngd bénh gut. Tuy
nhién, trong mot dot gout cap, ndng do acid uric c6 thé binh thuong.
Diéu tri tang acid uric mau khong triéu ching chua duge khuyén céo
trong dan s6 chung hodc din s6 ghép than, nhung nd dugc khuyén khich
diéu trj trén cac bénh nhan c6 triéu ching tai phét ciia bénh gout, tophi
hodc thay doi hinh anh X-quang ctia bénh gout.

Theo déi: do nong d6 acid uric dong thoi voi cac xét nghiém mau
thuong quy khac dé€ nham phat hién sdém cac truong hop tang acid uric,
han ché nguy co tién trién bénh gout[11].

Cac nhém thuéc diéu tri tang acid uric mau va gout trén
bénh nhan ghép than

Diéu tri con gout cap

Colchicine: cha y ting nguy co cac bénh Iy co va than kinh, diéu
chinh liéu thich hop trén bénh nhan suy than, c6 thé gay tac dung phu
nghiém trong trén da day rudt, tuong tac thudc vdoi CsA, statins va
macrolides[3,4,5].

Corticoids: dung nap tdt, chi1 ¥ trén bénh nhan nhiém tring va/hodc
dai thao duong[3,4,6].

Cdc yéu té lam giam néng dé acid uric
Uc ché men xanthine oxidase

Allopurinol: hiéu qua trén bénh nhéan bai tiét kém hodc san xuit qua
nhiéu acid uric, chinh li€u trén bénh nhan c6 GFR <50ml/phut/1,73m?,
chong chi dinh két hop v61 AZA hay 6-mercaptopurine, co thé gay hoi
ching nhay cam qué muac nguy hiém tinh mang|[3.4,6,7,8].

Febuxostat: chon lga trén bénh nhan qua man cam hodc
khong dung nap vo6i allopurinol. Khong can chinh lieu trén
bénh nhan suy gidm chirc nang than, chong chi dinh két hop voi
AZA hodc 6-mercaptopurine, va theophylline[3,9,10].

Chon Iwra thudce trong téng acid uric sau ghép

Colchicines duong udng va/hodc cic thude chdng viém khong
steroid dugc khuyén cao nhu la lya chon hang dau d6i vdi bénh gout.
Céc thuoc chong viém khong steroid va cyclo-oxygenase-2 inhibitors

210



Chwong 9. Theo doi va diéu tri sau ghép than

két hop v6inhau c6 thé 1am giam dang ké chirc nang than va ton thuong
than cap tinh. Bénh nhén c6 chirc nang than binh thudng cé thé sir dung
cac thudc ndy vai lidu luong vira phai trong thoi gian ngdn. Tuy nhién,
nhom khang viém khong steroid nén tranh st dung trén bénh nhan
ghép than. Nong do colchicine c6 thé ting 1én ¢ nhirng bénh nhén suy
giam chirc nang than va ¢ nhitng bénh nhan dugc diéu trj bang CsA
(va c6 1€ tacrolimus). Ngo doc colchicine de doa tinh mang ¢ nhiing
bénh nhan suy giam chirc nang than diéu tri colchicine liéu 1 mg/ngay
chi trong 5-8 ngay. Do d6, nén tranh sir dung colchicine kéo dai trén
bénh nhan c6 eGFR < 60 mL/phut/1,73m? Tuy nhién, colchicine c6
thé dung it hon trén 1 tuan v6i eGFR > 10 mL/phut/1,73m? ma khong
doi hoi loc mau. Trén bénh nhan ¢6 eGFR < 60 mL/phut/1,73m?, tranh
str dung lidu colchicine > 0,6 mg/ngay. St dung corticoid tiém khép
hodc corticoid dudng toan than néu cac thudc trén chdng chi dinh
hoac khong dung nap.

Allopurinol 13 nhém thudc ha acid uric thuong dung. Tuy nhién,
néu két hop allopurinol va azathioprine s& lam suy tay de doa tinh
mang, vi vy phai hét strc canh giac, tot nhat 1a khong két hop. Néu két
hop nén giam 50% lidu azathioprine va phai kiém tra cong thirc méau
thudng xuyén. MMF khong lién quan dén allopurinol va c6 thé thay thé
cho azathioprine. Néu bénh nhan dj ung véi allopurinol, c6 thé sir dung
benziodarone.

Huéng dan ciia Hoi Ghép tang My dé nghi do nong d6 acid uric, mdi
2-3 thang sau ghép, hodc tAm soét trén bénh nhan c6 suy chtrc ning than
ghép hoidc dang diéu tri loi tiéu. Theo Hudng dan chim séc bénh than
ctia Uc cho rang diéu tri tang acid uric mau khong lam cham tién trién
bénh than, bénh nhan nén han ché an thit va diéu tri allopurinol giam
lidu. Huéng dan thuc hanh chau Au dé nghi tranh phdi hop allopurinol
va azathioprine.
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BENH LY AC TiNH SAU GHEP
NGUY CO BENH AC TiNH SAU GHEP THAN

Bénh nhan ghép than tir khip noi trén thé gidi co nguy co phat trién
ung thu so voi dan sb néi chung (Bang 1). Piéu nay dic biét dung d6i
v6i cac bénh ung thu lién quan dén nhiém virus (vi du EBV lién quan
dén u lympho). Mot s6 bénh ung thu rat phd bién trong dan sb noi chung
va cling Xay ra & mot ty 1€ cao hon ¢ bénh nhan ghép than (ung thu ruot
két). Mot sO rat phd bién ¢ bénh nhan ghép than vi chung phé bién trong
dan sd noi chung va c6 mot ty 1€ tuong tu & bénh nhan ghép than (vi du
ung thu vi). Nhitng nguoi khéc 13 rat hiém, nhung xay ra & mot ty 18
cao hon dang ké & bénh nhan ghép than (vi du Kaposi sarcoma). Ngoai
ra con co cac bénh ung thu cé thé gay ra bénh than man giai doan 5 va
do d6 thuong thiy hon & bénh nhan ghép than (vi du u tity va ung thu
biéu mo6 té bao than). Nghién ctru thuan tap da chimg minh su thay d6i
clia nguy co ung thu véi ca tudi va gidi tinh, véi nhimg bénh nhan ghép
than tré c6 nguy co 15-30 14n so voi dan s6 noéi chung ¢ cung do tudi,
trong khi nguy co 16n chi c6 hal lan cho bénh nhan 65 nam tudi. Sau
khi phat trién cua ung thu, sy séng con ctia nhan ghép 1a kém va su lua
chon dleu trj diéu tri dugc gidi han boi viée ghép hodc cac bénh di kém.
Vi thé, can phai xem xét lya chon cac bién phap phong ngua va sang
loc benh nhan ghép than, ma vé mit 1y thuyét c6 thé mang lai 101 ich vé
ty 16 méc bénh va tir vong thap hon théng qua viéc giam ty 1é mac hoic
can thi¢p som.
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Bang 1. Ung thw dwoc phan loai theo SIR & bénh nhan ghép than va ty 1é
ung thw (a)

Ung thuv & quan|Ung thu thuéng gap | Cac ung thw hiém
thé chung (b) & bénh nhan ghép|gap (d)

(wde tinh) (c)
SIR cao(e) U Kaposi(cung | U Kaposi(f)

(>5) v&i HIV) (e) Am dao (f) Mé&t
U lympho Non
Hodgkin
Than
U da khéng ac tinh(f)
Mai(f)
Tuyén giap
Dwong vat(f)
Ruét non(f)
SIR trung binh|Phdi Mi hong U ac tinh
(>1-5, p < 0,05)
Ruot két Thwe quan Thanh quan
C6 tlr cung Bang quang Da u tay xwong
Da day Bénh bach hau Hau mén
Gan U lympho Hodgkin
Khéng gia tang|Vu Néo Budbng trirng
nguy co(e) Tién ligt tuyén | Tinh hoan T& cung
Trwe trang(f) Tuy
Nao
Tinh hoan

HIV, virus suy giam mién dich cua con nguoi; SIR, ty 1& méc
chuan hoa.

a. Theo thtr tu giam dan twong ddi cua tan sé ude tinh (SIR x ty 1&
trong dan s noi chung).

b. Ty 1é mic bénh & ca hai n6i chung va ghép dan s6 > 10 trén 100.000
dan; dua trén ty 1€ the gidi. Ty 1€ chuan hoa theo tudi. Binh thuong
hoa dan so the gioi.

c. Ty 1é mic bénh trong dan s6 néi chung < 10/100.000, nhung ty 1&
udc tinh trong dan s6 ghép (SIR x ty 1€ dan s6 ndi chung) > 10 trén
100.000 nguoi. Ty 1& mac bénh & ca dan nodi chung va dan s ghép
<10/100.000 nguoi.

e. Trich tr Bang 4 cua Greulich et al.
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f. Dua trén ty 1¢ ctia My. Ty 1¢ tiéu chuan héa tu6i (binh thuong cua
dan s6 My).

Ung thw da va moi

Chung t6i khuyén cao nhitng bénh nhan ghép than, dic biét 1a
nhiing nguodi da tréng, séng & Vl‘mg khi hau phoi nhiém ning
cao, co nganh nghé d01 hoi phai tiép xtc voi anh ning mat troi,
da tiép xtc v6i anh niang mit troi o ¥ nghia nhu mot dia tre,
hodc c¢6 tién sir ung thu da thi nguy co bi ung thu da va ung thu
moi 1a rét cao. (1C)

Chung toi khuyen c4o nhitng bénh nhan ghép than giam thiéu
tiép xtic v6i 4nh ning mit troi sudt doi va sir dung cac tac nhan
{rc ché tia cyc tim. (1D)

Chung t6i dé nghi nhitng ngudi ghép than truong thanh tu thuc
hién kiém tra da va méi va bao cdo cac ton thuong méi cho béac
sT diéu tri. (2D)

Pbi voi nhitng bénh nhan ghép than truong thanh, chung toi
dé nghi mot chuyén gia y té c¢6 trinh d6 chuyén mén, cé kinh
nghi¢m trong viéc chan doan bénh ung thu da, thyuc hién kiém
tra da va moi & bénh nhan ghép than, co6 thé loai trur nhitng bénh
nhan ghép than c6 mau da tbi. (2D)

Chung t6i dé nghi rang nhu'ng bénh nhan co tién s ung thu
da hodc mdi, hodc cac ton thu’orng tién 4c tinh, dwoc nhic dén
va theo sau 1a mot chuyén gia y té c6 trinh d6 véi kinh nghiém
trong viéc chan doan va diéu tri ung thu da. (2D)

Chung toi dé nghi nhitng bénh nhan c6 tién sir ung thu da duoc
cung cap diéu trj bang acitretin uéng, néu khong c6 chdng chi
dinh. (2B)

Téng quan

Ung thu da bao gom ung thu biéu mé té bao d4y, ung thu biéu mo
teé bao vay va u hac to ac tinh.

Nhiing ca thé da sang 1a nguoi da trang va dac biét 1a nhirng nguoi
cO mai tdc vang va sang.

Khi hau bi phoi nhiém cao 4nh sdng mat troi la cac khu vuc cua thé
gid1 gan voi duong xich dao va noi c6 16p bao v¢ - tang ozon ngheo.
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Tia cyc tim thich hgp/tranh anh nang mit troi bao gdm viée st dung
cac bong mat va tranh anh sang mat troi vao gio cao di€m cuia buc xa,
mac quan ao bao ho va st dung cac tac nhan chong tia cyc tim.

Tu kiém tra da va moi duoc thuc hién béng cach kiém tra chat ché
cua tat ca cac vung da, st dung mot chiéc guong va’hoac sy trg gitp cua
mot thanh vién trong gia dinh, chang han nhu nguoi vo.

Chuyén gia y té ¢6 trinh d6 véi kinh nghiém trong viéc chan doan
ung thu da bao gdm céc bac s, phu ta bac si hoac y ta hoc vién co6 kinh
nghiém trong viéc chan doan bénh ung thu da.

Chuyén gia y té c6 trinh d6 v6i kinh nghiém trong viéc chan doén
ung thu va di€u tri ung thu da bao gom bac si da liéu, bac s hodc bac si
phau thuat cé kinh nghiém trong chan doan (bao gom sinh thict da va
su giai thich cua ho) va di€u tri cac bénh ung thu da.

Acitretin dd duoc stir dung ¢ lidu giita 0,2 va 0,4 mg/kg/ngay trong
RCT @€ ngan ngura ung thu da.

Nguyén tic

- Bénh nhén c¢6 nguy co cao c6 thé dugc xac dinh.

- Cac hanh vi cia bénh nhan c6 thé 1am giam nguy co.

- Gi4o duc bénh nhan c6 nguy co cao s& khuyén khich ho thuc

hién hanh vi ma diéu d6 sé lam gidm nguy co.

- Phoi ning 1a mot yéu t6 nguy co ung thu da.

- Tranh tiép xtic v6i 4nh nang mit troi c6 thé lam giam ty 1¢ mac

bénh ung thu da.

- Ty kiém tra s& phat hién ung thu da ¢ giai doan som hon so voi

cac bién phap khac.

- Phat hién va diéu tri sém s& 1am giam ty 16 mac va ty 18 tir vong

cua ung thu da.

- Kiém tra da va moi boi mot chuyén gia y té c¢6 trinh d6 c6 thé

phat hi¢n ung thu da sém.

- Tu van thuc hién tu kiém tra da thuong xuyén.

- Acitretin c¢6 thé 1am giam nguy co ung thu da té bio vay tai phat

¢ bénh nhan ghép than.
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- Mac du tac dung phu lién quan dén viéc s dung céc acitretin la
pho bién va thudong doi hoi phai ngung thude, nhiing loi ich c6
thé 16n hon hai trong viéc lya chon ctia bénh nhan ghép than.

Ung thu da Xéy ra véi mot ty 1€ cao hon nhiéu ¢ bénh nhan ghép
than so voi dan s0 noi chung. Ng0a1 ra, cac yeu t6 nguy co ung thu da
trong dan sd noéi chung ciling co thé s& 1a yeu t6 nguy co ung thu da &
bénh nhan ghep than. Bao gom: da tring, s6ng 6 vung khi hau phoi
nhiém anh ning mit troi cao, ¢ nganh nghé tiép xuc v4i anh nang mat
troi, vi dd ¢6 tiép xtic voi dnh ndng mit trdi ¢6 ¥ nghia nhu mot dira tre,
hoic ¢6 tién str ung thu da.

Hau hét cac bién phap dé giam nguy co ung thu da (mo ta trong béo
cdo hudng dan & trén) doi hoi su hop tac cia bénh nhan. Mac du chi co
dir ligu nghién ¢t 1m sang doi chimg ngau nhiéu (RCT) han ché chimg
minh nhitng ngum ghép than vé nguy co gia tang ung thu da cua ho va
gitip giam thiéu nguy co, loi ich cia gido duc bénh nhan.

C6 bang ching 12 vi trf dia Iy lién quan dén viéc ting tiép xtic voi anh
ning mat trdi co lién quan véi ting nguy co ung thu da & ca bénh nhan
ghép than va dan sé néi chung. Ciing c6 bang chimg trong dan s chung
rang viéc sir dung kem chéng ning lam giam ty 1 méc ung thu té bao vay.
Mic du khéng c6 bang ching cac khi bénh nhan ghép than tranh tiép xuc
v6i anh nang mit troi hodc sir dung cac cac tac nhan chan anh sang mat
troi lam giam ung thu da, loi ich tiém ning c6 kha nang 16n hon hai. Anh
néng mit troi ¢6 thé bi chan boi viée & trong mai trudong bong ram, mac
quén 4o bao ho, do1 mii rong vanh va kinh ram ngan chan tia cuc tim. Co
lo ngai cho rang viéc str dung kem chdng ning c6 thé din dén hanh vi gia
tang tong sb 1an tiép xtic véi anh ning mat troi.

Mot cach chinh déng, ty kiém tra s& din dén phat hién sém ung
thu da it hon tan suét kiém tra boi cac chuyén gia sirc khoe. Do ciing 1a
chinh dang ma phat hién sém s& dan dén diéu tri som va do d6 1am giam
ty 1€ méc bénh va tir vong. Tuy nhién, tu kiém tra da da khong duoc
chimg minh 14 ¢6 hidu qua trong viéc giam ty 1¢ méac bénh va tir vong do
ung thu & ca trong dan s6 chung va & bénh nhan ghép than. Tuy nhién,
ké tir khi cac chi phi va tac dong bét loi cua tu sang loc thép, viéc s
dung cac chuong trinh gido duc dé khuyén khich tu kiém tra, dic biét 1a
& cac khu vuc c6 ty 1é nhiém cao ctia bénh ung thu da, dugc bién minh.
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Nhing huéng dan chuyén nghiép vé ghép cia My va Chau Au
khuyén c4o sang loc bénh ung thu da ¢ nhitng bénh nhan ghép than, ty
kiém tra da hang thang va tong kiém tra da co thé it nhat 1a hang nam bai
mot bac si da liéu hodc bac si chuyén gia. USPSTF két luan rang khong
¢ du bang chung dé khuyén cao cho hay chéng lai sang loc ung thu
da trong dan so su dung kham da tong thé, trong khi Truong Cao ding
My Y té du phong khuyén cdo sang loc cho céc ca nhan c6 nguy co cao.
Tu van dé thuc hién kiém tra da thuong xuyén c6 phan hdi kém va thue
hién khong déng tin cdy. Tuy nhién, trong mot RCT dwa vao cong dong
cua sang loc da thuong xuyén, nhom can thi¢p bao cao ty 1€ cao hon
dang ké. Kiém tra bang mat boi bénh nhan ghép than ciing khong déng
tin cay dé phat hién ung thu da nhu viéc kham da thudng xuyén boi cac
chuyén gia y té co trinh do.

Céc nghién ctu trong dan s6 ndi chung da cho thdy ring cac ca
nhan véi viéc dao tao day du va kinh nghiém, vi du nhu béc si da liéu,
phat hién ung thu da sém hon so vdi cac hoc vién néi chung. Cac hoc
vién no6i chung véi kinh nghiém cé thé thuc hién nhu bac si da lidu tai
mét sd khu vuc. Su Véng mat cua cac hoc vién co6 kinh nghiém, nguén
luc ¢ thé khong du dé cho phép cac bénh nhan ghép than dugc thim
kham hang nam bdi bac si da lidu. Vi vay, mot chién luge két hop sang
loc so cp voi gidy gidi thiéu cua cac ton thwong nghi ngd dén mot bac
si da liu co thé dat dugc hiéu qua nhat. Nhitng bénh nhan da c6 bénh
ung thu da c6 nhiéu kha ning dé phat trién mot thuong ton thir hai so
v6i bénh nhan khong co tién st ung thu da. Do d6, bénh nhan méc bénh
ung thu da co thé duoc huong loi nhiéu hon tir viéc theo ddi thuong
xuyén béi mot bac si da lidu, hodc chuyén gia y té véi dao tao twong
duong. Chan doan sém va loai bo cac loai ung thu da 1a can thiét dé
glam phau thuat gdy mat thAm my va ngin ngira tr vong do ton thuong
tién trién hodc di can.

Mot s6 it nghién ctru RCT dénh gia nhing loi ich cta viée thay doi
phac dd thube e ché mién dich dé 1am giam nguy co ung thu da. Vi
du, trong mot RCT gan déy, bénh nhan ghép than 10-15 nim sau khi
ghép duoc phan ngiu nhién dé chuyén doi tir CNI sang sirolimus (N =
555), so voi nhom van duy tri CNI (N = 275). 2 nam theo ddi, 12 (2,2%)
trong nhom chuyén d6i so véi 21 (7,7%) trong nhém CNI bi ung thu da
dugc bao cdo (p <0,001). Tuy nhién, cac tac dung phu & nhom chuyén
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d6i sirolimus 1a cao hon so v6i nhitng ngudi trong nhoém CNI. That vay,
Ban Giam sat An toan Dugc dimg nghién ciru sém dbi v6i bénh nhan
c6 mure loc cau than 20- 40 ml/phat/1,73 m? sém, béi vi trong tdng nay
(N = 77) diém cubi an toan hdn hop (xay ra trong lan dau tién ctia sinh
thiét da chimg minh thai ghép cip, suy tang hodc chét) 13 cao hon dang
ké trong chuyén ddi so véi nhom ddi chimg. Nhom nghién ctru két luén
rang van chua ro liéu c6 mot nhom ¢ nguy co cao cia bénh nhan ghép
than, trong do co loi ich tur viéce chuyén d6i mot phac dd diéu trj e ché
mién dich khac dé 1am giam ung thu da.

Trong ba nghién ctru RCT, bao gdm tong cong 93 bénh nhan ghép
than (10-15 nam sau khi cdy ghép), nhimg ngudi duoc diéu tri bang
acitretin tir 6-12 thang thay giam toc d6 hinh thanh ciia ung thu da méi
so vo1 nhom chirng khong dugc diéu tri, khong c6 su khac biét gitra cac
lidu 0,2 va 0,4 mg/kg/ngay. Trong cac thir nghiém, mot s ca nhan c6
tac dung phu do diéu tri; Tuy nhién, nhiing tic dung phu thudong dugc
giai quyét sau khi ngung diéu trj. Cac tac dung phu dan dén ngung diéu
tri bao gom: dau dau (N = 3), rdi loan lipid mau (N = 2), than phién vé
co xuong (N = 2) va phat ban da (N = 2). Ngoai ra, thoi gian diéu trj va
theo doi tuong do6i _ngan trong cac thir nghlem Nhin chung, cdc Nhom
1am viéc két luan rang c6 bang chung chit luong trung binh 13 ¢6 su can
bang dé du phong bing acitretin (xem ho so bang chimg Hd tro Bang
52 tai http://www3.interscience.wiley.com/journal/118499698/toc);
mot sd bénh nhan ghép than co thé cho ré‘mg nhirng 1o1 ich cua diéu tri
khong 16n hon tac hai.

Cac bénh ly ac tinh ngoai da
- Xay dung ké hoach sang loc cho mdi bénh nhan ghép than, bd
sung vao ho so bénh sir cia bénh nhan va gia dinh, hat thudc 14,
nguy co tir vong va hi¢u qua hoat dong cua cac phuong phap
sang loc. (Khong dugc phan loai)
- Sang loc cho céc bénh ung thu sau theo hudng dan ddi voi cong
dong chung (Khong duoc phén loai):
+ Phuy nir: ¢6 tir cung, ung thu vii va ung thu dai trang
+ Nam gidi: tuyén tién liét va ung thu dai trang.

- Dinh ky siéu 4m gan va AFP mdi 12 thang & nhitng bénh nhan

bi xo gan con bu. (Khong dugc phan loai).
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Téng quan

Sang loc ung thu ¢6 ca loi ich va tac hai. D6i v6i bénh nhan ghép
than c6 nhiéu bénh di kém, can thiét dé xem xét mac do va tdm quan
trong ctia nhimng tac hai tiém ning, vi viy can can nhic nhimg tac hai
nay so v&i véi rui ro vé bénh tat va loi ich cua viéc phéat hién sém. Co ly
do dé tin rang sang loc hi¢u qua, thoi gian séng con & nhitng bénh nhan
sang loc sém c6 su khac nhau dang ké gitta bénh nhan ghép thin so véi
dan s6 chung. Do d0, can can than danh gia timg c4 nhan khi tién hanh
sang loc cho bénh nhan ghép than.

N6i chung, tién lwong bénh nhan cang tbt, ting kha ning phat hién
bénh ly va gidm nguy co ton hai tir sang loc, do d6 mang lai lgi ich lon
hon. Néu, mit khéc, nhitng bénh nhén c6 tién lugng xdu do bénh tim
hodc cac bénh ly di kém khéc, nguy co bénh 1y dugc sang loc khong
cao va tac hai ctia viéc sang loc 1a dang ké. Vi dy, tim soat ung thu c6
tir cung ctia mot bénh nhan 45 tudi chua duoc tiém ching, than ghép
hoat dong tdt va khong c6 bénh di kém sé& dé dang hon tim mau 4n trong
phan (FOBT) va ndi soi dai trang & mot bénh nhan 69 tudi c6 dai thao
duong typ 2 va bénh mach vanh nang. Ty 1¢ méc bénh can bd sung vao
hd so theo ty 1¢ mic chudn héa (SIR) nhu biéu dién trong Bang 29.

Nguyén tic

Bénh 1y di kém va cac nguy co & bénh nhan ghép than ¢ thé thé anh
huong dén loi ich va tac hai cua sang loc d61 vdi mot s6 bénh ung thu.

Céc quyét dinh dé tam soat ung thu nén duoc ca nhan hoa.
Sang loc ung thw cé ttr cung

Trong dan s6 néi chung, c6 bang ching tot cho thay loi ich cua viéc
sang loc 16n hon tac hai.

D6i v6i bénh nhan ghép than, ung thu ¢ tir cung thudng phd bién
hon cdng dong, do do sang loc co6 thé co6 lgi hon.

D61 voi1 bénh nhan ghép than c¢6 chat luong cudc song va tudi tho
khong giam déang ke, 1o1 ich cua viéc sang loc c6 thé 16n hon tac hai.

Trong cong dong, c¢6 bang ching cho thiy loi ich cta vic xin ung
thu ¢0 tir cung 16n hon tac hai.
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Déi véi bénh nhan ghép than, mac du viéc chiing ngtra co thé kém
hi€u qua, cé rat it ly do dé tin rang lgi ich khong 16n hon tac hai.

Khai dau tim soat ung thu ¢o tir cung dugc khuyén cao cho phu nir
trong 3 nam bat dau c6 quan hé tinh duc hodc 21 tudi (tuy theo cai nao
dén trudc) dé phat hién cac ton thuong 4c tinh do nhiém HPV kéo dai
(www.ahrq.gov/clinic/uspstf/uspscerv.htm; truy cap lan cudi ngay 17
Théng 7 nim 2009). Ung thu ¢6 tir cung phd bién hon, phat trién nhanh
h0'n va c6 thé nang hon & nhiing bénh nhan suy giam mién dich, goi ¥
rang & bénh nhan ghép than nén duoc kiém tra thuong xuyén hon. My
va chau Au khuyén cdo sang loc hang nam ddi véi ung thu ¢6 tir cung
bang kham phu khoa va xét nghiém Pap. Xét nghiém HPV DNA van
chua dat duoc su chép nhén rong rai.

(Www.ahrq.gov/clinic/uspstf/uspscerv.htm; truy cap lan cubi 17
thang 7 ndm 2009).

Sang loc ung thu ¢6 tir cung ciing cho phép kiém tra hiu mén, ving
am dao va am hg khi ma ty 1¢ ung thu phu khoa cling tdng 1én & bénh
nhan nit ghép than. Chi phi tim so4t ung thur ¢o tir cung & bénh nhan
ghép than tai M 1a 120008 trén thoi gian séng con so sanh véi dan sb
chung (25000$ dén 500008 trén thoi gian song con).

Trong dan s6 chung, c6 bang ching manh mé& cho rang loi ich cta
viéc tiém chung 16n hon hai, nhung khoang thoi gian theo ddi lau nhat
tinh dén thoi diém hién tai 12 52 thang. Tiém phong HPV ¢ nit giGi
trude khi tiép xtc voi HPV (ddi v6i cac ching gay ung thu 16 va 18,
chiém ty 18 khoang 70% céc ca ung thu ¢ tir cung va ddi véi cac ching
6 va 11) da duoc ap dung & mot sé nude. Vic-xin bat hoat va do dé ¢o
thé duoc sir dung trude khi cdy ghép va sau khi ghép, nhung khong co
bang chimg vé hiéu qua va an toan ¢ bénh nhan suy giam mién dich.

Sang loc ung thw vu

Trong cong dong, it c6 bang chimg rang loi ich cua sang loc 16n
hon hai.

O bénh nhan ghép than, ty 1¢ méc bénh ung thu vi tuong ty nhu
trong cong dong.

O bénh nhan ghép than véi chat lugng cude sdng va tudi tho twong
tu nhu dan s6 chung, 191 ich cua viéc sang loc c6 the 16n hon hai.
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Chup nhil anh & nir gidi d9 tudi 50-74 giam ty 1é tir vong do ung thu
v 23% (95% CI 13-31%). Ty 1é mac bénh ung thu via trong tu nhau giira
cong dong va bénh nhan ghép than. Khong c6 d6i chimg hodc nghién ctru
lam co s& chdng lai sang loc ung thu vii & bénh nhan ghép than. Hai yéu
t6 c6 thé anh huong dén quyét dinh sang loc 14 hiéu qua sang loc va tudi
tho tang 1én tir viéc sang loc. Hiép hdi ghép My va chau Au khuyén cao
sang loc bénh nhan ghép than do tudi 50 - 69 tudi va mot ¥ kién khac cho
rﬁng nén sang loc trén 40 tudi. Kiém tra do chinh xac cua chup nhii anh
thay ddi véi két qua tot nhat & phy nit 16n tudi va két qua chua chinh xac
O phu nir tré. Xem xét nhiing thiét hai vé thé chét va tinh than tir cac két
qua xét nghiém sang loc duong tinh gia va am tinh gid. M6 hinh sang loc
ung thu vi1 & bénh nhan ghép than goi y rang c6 hiéu qua & cong dong da
trang khong bi tiéu duong.

Sang loc ung thw tuyén tién liét

Trong cong dong, cé rat it bang ching cho thiy nhiing loi ich cua
sang loc 16n hon hai.

O bénh nhan ghép than, ty 1é mac ung thu tuyén tién liét twong tu
0 cong dong.

O bénh nhan ghép than, it c6 bang chimg cho rang loi ich cua viéc
sang loc 16n hon hai.

Sang loc ung thu tuyén tién liét, sir dung khang nguyén tuyén tién
liét (PSA) va/hodc chup ki thuat sd truc trang, dang gy tranh cii trong
cong déng Khuyén cao méi nhat tir USPSTF 1a tranh sang loc & nam
glm 75 tudi tro 1én (www.ahrq. gov/chnlc/uspstf/uspsprca htm; truy cap
lan cubi ngay 17 thang 7 nam 2009). Khuyén cdo ciing chi ra rang
khong c¢6 du bang chimg dé danh gia su cin bang loi ich va tac hai
khi sang loc ¢ nam gidi tré hon 75 tudi (www.ahrq.gov/clinic/uspstf/
uspsprea.htm; truy cap lan cudi ngay 17 thang 7 2009). Ty 1é mic bénh
ung thu tuyén tién liét & bénh nhan ghép than twong tu nhu trong dan
sO chung va la mot trong nhitng bénh ung thu pho bién nhat & nam
gidi. Tuy nhién, khong ¢ dir lidu vé hiéu qua sang loc, loi ich & bénh
nhan ghép than. Co 1y do dé tin rang hiéu qua cua xét nghiém PSA c6
thé khac nhau giita bénh nhan ghép than so véi dan s6 chung. Do dé,
khoéng c6 101 khuyén dugc dua ra dong tinh hay chdng lai tAm soét ung
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thu tuyén tién liét & bénh nhan ghép than, ngoai khuyén céo tiéu chuan
de sang loc ung thu tuyén tién li€t trong cong dong.

Sang loc ung thw dai trwc trang

Trong cong dong, c6 bang chimg tbt cho thy loi ich cia viéc sang
loc 16m hon tac hai doi véi bénh nhan tir 50 tudi tré 1é€n.

O bénh nhan ghép than, ty 1€ méc bénh ung thu dai trang cao hon
cong dong, dac biét & bénh nhan ghép than dudi 50 tuoi.

O bénh nhéan ghép than, ¢ 1y do dé tin ring xét nghiém méau an
trong phan it c6 gia tri ddi v6i ung thu dai trang so véi cong dong,
nhung khong c6 bang chimg cho thay ni soi dai trang c6 do nhay, do
dic hiéu thap hon.

Céc nghién ctru da chimg minh rang loi ich cta viée sang loc thuong
16n hon tac hai. Khuyén cdo cho cong dong & Uc/New Zealand, MV va
chau Au, dé nghi sang loc cac ca nhan 50 nam tudi tro 1én, st dung FOBT
va/hoac ndi soi dai trang hang nam. Ty 1€ tiéu chuén cua ung thu dai truc
trang tang 1én ¢ bénh nhan ghép than so v6i cong dong va cd bang ching
cho thay ung thu dai trang xay ra & do tudi tré hon & bénh nhan ghép than
so voi dan so chung Hiép hoi Ghep M§¥ va chau Au khuyén cao nen sang
loc hodc & do tudi 50, hodc ¢ d6 tudi duoc khuyén cao trong dan sb chung
& mdi nude.

Sang loc véi FOBT c6 do dac hiéu thép hon ¢ bénh nhan ghép
than, do ty 1€ cao xét nghiém duong tinh tr nhiém CMV va doc tinh
thudc. Nhiing tac hai ctia ndi soi dai trang phai dugc xem xét mot
cich cin than & mdi ca nhan dua trén cac bénh di kém, do hau qua cua
bién chtng noi soi dai trang trén bénh nhan e ché mién dich. Trong
truong hop khong co sb liéu vé loi ich va tac hai cua sang loc ung thu
dai trang & bénh nhan ghép than, viéc sang loc can duoc ca nhan hoa
dua trén tién lugng va cac bénh dong méic. Mot phan tich gan ddy cho
thy rang loi ich c¢6 thé 1on hon tac hai khi sang loc & bénh nhan ghép
than tir 35-50 tudi.

Sang loc ung thw té bao gan

O bénh nhan ghép than, ty 1é ung thu té bao gan cao hon trong
cong dong.
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Trong cong dong, khong c6 bang chimg cho thiy loi ich sang loc
16n hon tac hai.

Khuyén céo sang loc trong nhom nguy co cao (bénh nhan bi xo gan
va bénh nhan viém gan B), bao gdm siéu 4m bung va kiém tra AFP mdi
6-12 thang. Kiém tra dinh ky 6 thang dugc tinh dua trén thoi gian ting
gap do6i cta khéi u. Ca hai xét nghiém nay déu c6 nhirng han ché vé do
dic hiéu va do nhay. Vién Ung thu Qudc gia Hoa Ky khong khuyén cdo
sang loc chi1 yéu 1a do mdi quan ngai vé tac hai thuong gip nhung dang
ké do két qua sang loc dwong tinh gia. Co hai nghién ciru 16n & chau A
& dbi twong bi nhiém HBV. Nghién ctru 16n hon cho thay mot s 1oi ich,
nhung chit luong kém va nghién ctru th hai cho thay khong c6 loi ich.

O bénh nhan ghép than, nhom c6 nguy co cao nhat 1a nhimg bénh
nhan xo gan con bu va viém gan si€u vi man tinh, dac bi¢t la viém gan
B. Cho rang cac loi ich 1a khong thuyét phuc & bénh nhan khong cdy
ghép, khuyén céo cta Vién Ung thu Qudc gia Hoa Ky 1a khong phan
biét & bénh nhan ghép than so voi cong dong.

Sang loc ung thw than

O bénh nhan ghép than, ty 1& mac ung thu biéu mo té bao than 1a
cao hon nhiéu so voi trong dan s6 chung; Tuy nhién, khong c6 bang
ching cho thay nhiing l¢i ich cua sang loc 16mn hon hai.

Sang loc thudng khong dugce khuyén céo trong cong dong. Ca hai
rtii ro twong d6i va tuyét dbi ung thu té bao than ting 1én dang ké & bénh
nhan ghép than so v6i dan s6 chung. Mic du khong c6 bang chimg cho
thay ty 1¢ tir vong giam, mot sb trung tdm tai Hoa Ky, chau Au va chau
A thyc hién sang loc ung thu biéu mé té bao than sau khi ghép. Ty 1¢
ung thu biéu moé té bao than (sb ndm theo ddi) kho c6 thé xac dinh tir
cac bao cao ndy, nhung co su thay d6i dang ké. Hai yéu t6 nguy co quan
trong d6i voi ung thu biéu moé té bao than trong cac bao cao nay 1a ung
thu biéu m6 té bao than trude d6 va sy hién dién clia cac bénh nang
than mic phai. Mot nghién ctru phan thyc hién vai nam trude, cha yéu
& bénh nhéan loc mau véi ty 16 séng con thap, cho rang loi ich cua viée
tam so4t thip. Viéc sang loc co kha ning phat hién nhiéu tén thuong
khong quan trong va doi hoi cac can thiép, diéu tri va do d6 co thé co
hai. Bénh nhan ung thu té bao than c6 nguy co tai phat va ca mic moi,
du ho da duogc cay ghép. Mot s6 bénh, nhu bénh than do thude giam
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dau, xo ciing ¢t va cac bénh nang than méc phai 1am tang nguy co ung
thu bicu mo t€ bao than. Hi¢p hoi ghép My khuyén cao cho thay khong
c6 bang ching lgi ich sang loc vé hinh anh hodc té€ bao hoc nudc ticu.
Khuyén cao

Nghién ctru quan sat 13 can thiét dé xac dinh r6 d6 tudi dic hiéu
can sang loc doi véi hau hét cac bénh ung thu, véi phan tich so bd cho
thay rang bénh nhan ghép than tré c6 sy tang 1én dang ké nguy co so véi
bénh nhan ghép than 16n tuoi.

Nghién ctru vé hiéu qué ciia xét nghiém méu 4n trong phan ¢ bénh
nhan ghép than gitp xac dinh vai tro tiém nang cta n6 doi voi sang loc
bénh nhan ghép than.

RCT nén duoc thuc hién dé danh gia nhitng lo1i ich va tac hai cua
sang loc so voi khong tam soat ung thu biéu mo té bao than. Dt li€u so
bo can thiét dé xac dinh ty 1€ tir vong tir ung thu biéu mo t€ bao than
sau khi cay ghép va xac dinh d6 tudi dac hi¢u mac phai, cho thay rang
bénh nhan ghép than tré co sy tang 1én dang ké nguy co so vdi bénh
nhan ghép than 16n tudi.

Quan ly ung thw véi giam thuéc trc ché mién dich

Chung t6i dé nghi xem xét dugc giam thudc e ché mién dich cho
nhirng bénh nhan ghép than bi bénh ung thu. (2C)

Yéu t6 quan trong dé xem xét bao gdbm (Chua duoc phén loai):

- Céc giai doan cua ung thu, chan doén;

- Liéu ung thu co thé tram trong hon do thube e ché mién dich;

- Céc phuong phap diéu tri c6 sin cho cac bénh ung thu;

- Liéu thudc trc ché mién dich can tré kha nang quan 1y cac hoa

tri liéu chuan.

D4i véi bénh nhan Kaposi sarcoma, chung t6i dé nghi str dung
mTOR cung véi viéc giam e ché mien dich tong the. (2C)

Nguyén tic

- O bénh nhan ghép than, ung thu c6 mot ty 18 cao hodc vira phai

tang SIR (vi du > 3.0) déu c6 kha nang gay ra hodc lam tram
trong hon khi dung thudc e ché mién dich.
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- O bénh nhan ghép than ma phat trién bénh ung thu c6 thé dugc
gdy ra hodc 1am tram trong hon khi dung thubc trc ché mién
dich, giam lidu thudc trc ché mién dich c6 thé kéo dai sy sdng.

- O bénh nhéan ghép than, ung thu ¢ SIR thap (vi du < 1.5) khong
¢6 kha ning di duoc gy ra hodc 1am tram trong hon khi dung
thude e ché mién dich.

- O bénh nhéan ghép than ma phat trién bénh ung thu ma khong c6
kha ning dugc giy ra hoic lam tram trong hon khi dung thudc
{rc ché mién dich, giam thube (rc ché mién dich 14 it c6 kha nang
dé c6 mot tac dong dang ké dén su sdng con va c6 thé 1am ting
nguy co bi thai ghép cap.

- Giam chat lugng cudc sdng tir mét tang ghép duoc can ddi voi
kha ning kéo dai sy séng bang cach giam thude (e ché mién dich.

- Giam céac thudc e ché mién dich c¢6 thé lam giam cac bién
ching ciia diéu tri ung thu.

- O bénh nhan ghép than v6i Kaposi sarcoma, giam dang ké kich
thude ton thuong lién quan dén viée thay ddi thube tre ché mién
dich mTOR:.

O bénh nhan ghép than, ung thu té bao ngoai than c6 mot SIR cao

(vi du > 3,0) c6 kha ning gy ra hodc lam trim trong hon khi dung
thudc rc ché mién dich. C6 bang chirg manh mé& cho rang thubc e
ché mién dich 1am ting nguy co ctia mot s6 loai hinh dic biét cua bénh
ung thu, dic biét 1a ung thu duoc gy ra boi virus (Bang 30). C6 rét
it bang chung cho thay cac tac nhan trc ché mién dich cu thé c6 nhiéu
kha niang hon so véi nhitng cai khac dé lam ting nguy co ung thu.
C6 nhiéu kha nang 1a téng s6 lugng thude trc ché mién dich lam ting
nguy co ung thu, hon 1a céac loai thudc e ché mién dich riéng 1é. Di
lidu quan sat cho rang c6 mot mdi lién hé giﬁ’a PTLD va viéc str dung
cac tdc nhan sinh hoc trc che té bao T. C6 bang chung tor phan tich
post hoc cta cac RCT cho ring co mot gidm ty 1€ mac bénh ung thu
khi diéu tri sirolimus. Tuy nhién, sb lugng nhitng bénh nhan phat trién
ung thu it va bai hoc tu nhién cua phan tich 1am ting kha ning rang
nhing két qua 1a do ngau nhién.

bpé giam céc thube trc ché mién dich ¢ bénh nhan ghép than duoc
chian doan mac bénh ung thu 1a mot quyét dinh khd khan. C6 bang
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ching rang nguy co ung thu dau tién (denovocancer) trd vé & muc nhu
truéc ghép sau khi mo ghép that bai, goi ¥ rang giam lidu thude trc ché
mién dich c6 thé cho phép. Nghién ctru thyc nghiém dd chimg minh kha
nang cy thé cta CNIs ting di can. Cac nghién cru 1am sang d4 chi ra cac
tac nhan trc ché tang sinh va mTORI lién quan dén giam tuong dbi trong
nguy co ung thu. Tuy nhién, khong c6 RCT kiém tra tac dong clia viée
giam hodc thu hdi cac thude e ché mién dich trong ung thu sau ghép
va ¢6 thé 1a thanh 1ap bénh ung thu va denovocancer hanh xur khac nhau
do anh huéng cua suy giam mién dich. Cac tiéu chuan duoc diéu tri cho
PTLD va Kaposi sarcoma bao gém viéc giam &rc ché mién dich va diéu
nay da dugc chimg minh 1a du dé kiém soat hodc loai b cac khéi u &
mot s6 bénh nhan ghép than.

Cac quyét dinh giam hodc ngung thudc e ché mién dich ciing phai
can bang gitta chat lu’ong cugc song va khong c6 than ghép hoat dong
néu viéc ngung thudc gay thai ghep Nhin chung, bang chung cho thay
viéc xem xét rang nén giam thude U:c ché mién dich trong mdi c4 nhan,
nhung ké tir khi bing chimg nay 1a yéu, cac loai ung thu, giai doan bénh
va so thich bénh nhan nén duoc dua vao tai khoan.

O bénh nhan ghép than, ung thu c6 SIR thap (vi du < 3,0) khong co
kha nang duoc gay ra hodc lam tram trong hon khi ding thudc trc ché
mién dich. Phan biét véi nhfrng bénh ung thu trong dé SIR dugc nang
1én trong liéu phép trc ché mién dich ctia bénh nhan ghép than, ung thu:
trong d6 khong co bang ching cho viéc gia tang nguy co tir trc ché mién
dich khong c6 1y do dé giam hodc ngimg diéu tri.

Mot sb loat truomg hop ¢ nhitng bénh nhan véi thiét 1ap Kaposi
sarcoma dd chimg minh loi ich tir viéc chuyén d6i tir liéu phap we ché
mién dich tiéu chuan sang sirolimus hodc everolimus. Céc truong hop
méc bénh gidi han ¢ da c6 d6 phan gii ctia cac ton thuong da, trong khi
cac cdu tra 101 cta bénh xam nhap cac tang dic pho bién it thuyét phuc.
Loi ich manh mé thay trong nhiing truong hop hang loat, ciing véi s6 lidu
thuc nghiém va co s khoa hoc rd rang cho hiéu qua thong qua su trc ché
thu thé tang trudng ndi moé mach mau, yéu t6-F, da dan dén két luan réng
cac bénh nhan v4i Kaposi sarcoma nén diéu tri thudc e ché mién dich
wu tién. Mit khéc, ciing c6 hang loat truong hop da thé hién sy thoai lui
clia sarcoma Kaposi véi viée giam ding thude tre ché mién dich don doc
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Bang 30. Virus lién quan dén ung thw

Vi tri ac tinh/Loai ung thw

bao T typs 1 & nguwoi

Virus Bang chirng day du Bang chirng gi&i
han

HBV va HCV gan

Virut gay ung thuw té U lympho non-Hodgkin

HPV 8

Kaposi sarcoma

moén, am dao, t cung,
dwong vat

EBV Mdai hong, u lympho non
hodgkin, u lympho hodgkin
HPV Lwdi, miéng, amidam, hau  |U hé&c té da, thanh

quan
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TIEM CHUNG SAU GHEP THAN
CHUNG NGUA

Chiing tbi khuyén cdo chiing ngira cho tat ca cic bénh nhan ghép than
cac loai vaccin bat hoat, tuy theo chwong trinh khuyén cdo cho dan sb
chung, ngoai trtr chung ngira HBV. (1D)
- Chung t6i dé nghi ching ngira HBV (Iy tudng 1a trudc ghép)
va dinh lugng HBsAD tir 6 — 8 tuan sau khi hoan thanh phéc dd
chung ngtra (2D)
+ Chung t6i dé nghi dinh lugng HBsAb hang nam (2D)
+ Chung toi d& nghi ching ngira lai néu khang thé thap dudi
10 mUl/ml (2D)
Chiing t6i dé nghj tranh ding vaccin séng trong ghép than. 2C)

Chiing tbi dé nghi tranh chiing ngira, ngoai trir chiing ngira cim,
trong 6 thang dau sau ghép than. (2C)

- Chung to1 dé nghi chung ngtra lai mgt khi bénh nhan dugc dung
lidu e ché mién dich duy tri tdi thiéu. (2C)

- Chung t6i khuyén céo cho tit ca cac bénh nhan ghép than, nhitng
nguoi sau ghép it nhét 1 thang, chich ngira cam trude khi khoi
dau mua cim moi, cho du c6 dang trong tinh trang trc ché mién
dich hay khong. (1C)

Chiing t6i dé nghi chung ngira cac loai vaccin sau day cho bénh nhan
ghep than, dua theo tudi tac, su phoi nhlem truc tiép, thuong tru hoac di

dén vung dich & hay khong, hodc cé cac yéu td nguy co khac vé dich t&
hoc cho cac loai bénh dac biét sau day:

- Bénh dai (2D)

- Viém n3o mang nio do ve cin (2D)

- Viém ndo nhat ban B - bt hoat (2D)

- Viém ndo mé cau (2D)

- Phé cau khuan(2D)

- Samonella typhi — bt hoat (2D)

Tham Véq bac si chuyér} khoa Nhi~ém, mdt phong kham du lich hodc
nhan vién y t€ cong dong vé hudng dan cho cac truong hop chung ngtra
dac biét (khong phan loai).
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NEN TANG

Vaccin duogc khuyén cao la vaccin da duoc chép thuan va dé xuit
boi bo y té va sd y té tai dia phuong cho dan s6 chung. Nhimng vaccin
nay c6 thé khac nhau theo cac qubc gia va vi tri dia ly. Hiéu qua cta
chung ngira viém gan B duoc quyét dinh boi viée phong ngira nhiém
viém gan B, dugc do mot cach gian tiép qua dinh lugng nong do khang
thé bé mat cua siéu vi B (HbsAb) > 10 mUI/ml. Nhitng ngudi c6 nguy
co cao bao gdm nguoi tiép xuc tryc tiép, hodc thudng tri hodc du lich
dén cac ving dich t&. Trong trudng hop nhiém nio mé cau, nhirg bénh
nhan da bi cat lach 1a nhitng ngudi c6 nguy co cao hon.

CO SO LY LUAN

Tac hai cta cac bénh nhiém tring khac nhau va gidng nhu loi ich
cua vaccin thay doi tuy theo khu vuc dia ly.

Str dung vaccin dugc cap phép, vaccin bat hoat thi c6 rat it tac hai
hoac vo hai.

Hau hét cac vaccin tao ra dép tung khang thé, cho du c6 giam vé
twong hop mien dich ¢ tirng ¢4 nhan, bao bom bénh nhan ghép than.

Chung ngtra véi vaccin bat hoat & bénh nhan ghép than c6 nhiéu loi
ich hon la nguy hai.

Nhiém tring nghiém trong cé thé xay ra khi ding vaccin séng &
bénh nhan dang bi tc ché mien dich, bao gdm bénh nhan ghép than.

Khi khong c6 cac so0 liéu vé an toan thich hop, can luén nhé rang
tac hai cua vaccin song 16n hon nhi€u so véi lgi ich cua n6 trén bénh
nhan ghép than.

Chung ngtra c¢6 vé hiéu qua khi bénh nhan ghép than dang dugc
dung liéu trc ché mién dich thap nhat.

Chung ngira cim nén thyc hién mdi nam trude khi bat dau mua
cim trong nam. Tham chi khi bénh nhan ghép than dang dugc dung
thudc e ché mién dich lidu cao, loi ich cta ching ngira van vuot troi
hon so vdi tac hai cia no.

Mot vai bénh nhan ghép than cé nguy co cao mac mot hodc nhiéu
bénh do phoi nhiém hodc & trong vung dich te, hoac di du lich dén noi
c6 dich. Méc du céc s6 li¢u vé hiéu qua ctia chung ngtra vaccin bat hoat
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cho céc bénh hiém gap con it, nhung loi ich cua ching ngtra van nhiéu
hon tac hai cua no.

VACCIN BAT HOAT

Guidelines cua Hoi Ghép tang Hoa Ky cho viéc phong ngura va
diéu tri cac bénh nhiém trung trong ghép tang dic cung cp cac hudng
dan cho chiing ngira. Trong khi céc khuyén céo nay c6 vé thich hop cho
vung Bic My, nhung khong thé ap dung cho toan thé gisi.

Cho du chi c6 mét sé it nghién ctru vé tinh an toan va hiéu qua cta
vaccine bat hoat duoc thuc hién trén dan s ghép tang dic noi chung
va dac bi¢t 1a bénh nhan ghép than noi riéng, cac b?mg chuing cho théy
vaccine bat hoat thi an toan. Khong c6 bang ching cho thay viéc ching
ngira dan t6i tang nguy co thai ghép.

Tuy nhién, cac dir liéu vé hiéu qua cua vaccine bt hoat trén timg
c4 nhan thi rat it. Nhin chung cac con s6 c¢6 sin cho thiy viéc dap Gmg
v6i chung ngura ¢ bénh nhan ghép than thi gidm hon so vai trudce ghép.
Theo d6, thoi diém t6i vu dé chung ngira cho bénh nhan ghép than 1a
ching ngira trudc ghép. Tuy nhién, diéu nay khong phai lic nao ciing
thuc hién dugc va trong mdt vai truong hop, viéc chung ngua nhéc lai
sau ghép la can thiét. Mot sd nghién ctru da dugce thye hién & bénh nhan
ghép tang cho thay tinh sinh mién dich ctia nhiéu vaccine bat hoat sau
ghép tang dac. Chung ngtra cim la mdt trong nhitng loai ching ngtra
dugc danh gid k¥ cang ¢ bénh nhan ghép tang. Miac du dép ung véi
chung ngira cum thay d6i khac nhau giita cac bénh nhan ghép va thay
d6i theo ting nam, 30 — 100% céc bénh nhan ghép than da dugc ching
ngira s& dat dugc nong do khang thé trong huyét thanh. Theo ghi nhan,
hiéu qua cta ching ngira cim & tré em thuong tét hon so véi ngudi
16n. Cac s liéu ciing ung ho cho viée st dung vaccine ngira phé cau
khuan dang 23 polysaccharide & bénh nhan ghép than > 2 nam. Nguoc
lai vaccine viém gan B d4 lam giam dang ké tinh sinh mién dich & bénh
nhan ghép tang so véi nguoi chua ghép. Cac sb liéu dic biét lién quan
dén tinh sinh mién dich cta ching ngira cac vaccine bat hoat van con
chua co trén bénh nhan ghép tang dic. Mic du thiéu dir kién, nhung hau
hét cac chuyén gia déu dong ¥ ring loi ich cia chung ngtra thi vuot troi
hon so v&i nguy co khi chiing ngira bang vaccine bat hoat.

231



HUPONG DAN GHEP THAN VIET NAM

C6 nhiing s6 liéu ¢ bénh nhan ghép than cho thiy nguy co ciia
chung ngira bang vaccine bat hoat thi rat it. Mat khac, nguy co nhiém
trung & bénh nhan ghép than thi cao hon so véi dan sb chung. Vi vy,
viéc chung ngira véi khang sinh bat hoat duoc dam bao (Bang 12).

VACCIN SONG

Céc vaccine song dugc cip phép hién nay déu sir dung hoic 1a cac
dong virus dugc pha lodng bang tay dé lam giam doc luc trong khi van
c¢b gang duy tri tinh sinh mién dich, hodc nhu trong chung ngira BCG
(thay thé vi khudn c6 lién quan bang vi khuan khéc it doc hon, nhung
van c6 kha niang cho phan tng chéo sinh mién dich v6i bénh mubn
chung ngira). Trong khi cac s lidu cé it, nguoi ta van con lo ling vé
viée str dung vaccine sdng & bénh nhan c¢6 mién dich tt. Ngay nay, chi
c6 mot s it nghién ctru danh gia vaccine sdng & bénh nhan ghép tang.
Ty 1€ nh1em trung cao 0 bénh nhan ghep tang 1a nguyén nhan cua viéc
cho rang Vacc1ne song c6 thé gy ra nhidm tring trén bénh nhan ghep
Trong khi céac an pham it 61 mo ta viéc s dung mot vai vaccine song
giam doc lu:c ¢ bénh nhan ghép tang, mot con so g10’1 han va cac cO mau
nho bao gdm céac nghién ctru nay néu 1én quan diém vé tinh an toan va
hiéu qua cua céc vaccine trong bénh nhan ghép than. Theo d6, hau hét
cac chuyén g1a déu dong y rang, nhin chung, nguy co cua dung Vaccme
song thi nhiéu hon so voi 10’1 ich ctia n6. Mot sé vaccine séng dugc cap
phép str dung trong dan s6 chung thi chng chi dinh trong bénh nhan
ghép than (Bang 13).
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Bang 12. Céac vaccine duoc khuyén céo sau ghép than

Thwong han, ubn van, ho ga

Haemophilus influenza B

Viém gan Aﬂ(cho nhirng nguwdi du lich, nguy co bénh nghé nghiép va trong
vung dich t&). Xem xét chiing ngra phé cau khuan méi 3 - 5 ndm)

Viém gan B

Pneumovax

Vaccin bai liét bat hoat

Influenza types A va B (tiém hang nam)

Nao méd cu: tiém néu ngudi nhan cé nguy co cao

Thwong han

Bang 13. Céac vaccine chdng chi dinh sau ghép than

Thay dau

BCG

Pau mua

Cum trong xoang mii
Vaccin séng thwong han va cac vaccine méi khac
S&i

Quai bi

Rubella

Bai liét ubng

Viém ndo Nhat Ban B séng
Sét vang

THO' GIAN TIEM VACCIN

Viée dap ung cua khang thé giam di voi cac vaccine khac nhau &
bénh nhan ghép than duong nhu do thube (rc ché mién dich. Mic du
chua c6 cac thir nghiém 14m sang ngau nhién c6 ddi chimg, thi van co 1y
khi két luan rﬁng tiém vaccine khi lugng thudc e ché mién dich ¢ bénh
nhan dang & muc thap nhat s& toi uu hoa dap tmg voi vaccine.

Luong thudc trc ché mién dich thudng cao nhat trong vai thang dau
sau ghep, khi nguy co thai ghép cap cling cao nhét. Do6i khi trong 6 — 12

thang dau tién, luong thuoc {rc ché mién dich thuong duogc giam xudng
lidu thap nhit dé duy tri, néu khong c6 thai ghép cap xay ra, thi day 1a
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thoi diém t6t nhat cho chung nglra. Thoi diém ding thude e ché mién
dich lieu duy tri va thoi diém chich ngtra toi uu c6 thé khac nhau ¢ cac
bénh nhan duoc di€u tri thai ghép cap.

Nhiém cum 1a nguyén nhan quan trong trong bénh tat va tir vong
¢ bénh nhan ghép than. Viéc sir dung vaccine ngtra cum dugc mo té la
an toan va nhin chung Ia c6 hi¢u qua 0 bénh nhan ghép tang, bao gom
ca bénh nhan ghép than. Dic biét, can ghi nhé rang khong ¢6 mdi lién
hé gitra dung vaccine ngtra cim va thai ghép & bénh nhan ghép tang.
Theo d6, viéc chung ngira cim hang nim duoc khuyén céo cho ca bénh
nhan ghép than va nhitng nguoi tiép xtc trong nha. Boi vi viéc nhiém
cim thudng xay ra theo mua trong ndm nén khong thé tri hodn viéc st
dung vaccine cho dén khi bénh nhan da ghép lau ngay hodc liéu thude
trc ché mién dich thap xudng. Cho vaccine nhitng ngudi nay 1a vaccine
uéng bét hoat, bat tién chinh cua viéc dung qué sém nay la su mién
dich chua hoat dong. Dé dat duoc tac dong c6 loi tiém an cua viée ding
vaccine, ngudi ta khuyén cdo st dung vaccine trudc mua cim hang
nam, khi nguoi nhan sau ghép it nhat 1 thang. Thoi diém duoc chon 1a
khi vaccine duong nhu it hoat dong nhét trong thang dau sau ghép, dic
biét néu bénh nhan ghép than duoc diéu tri dan nhép.

CHUNG NGUA NHAC VIEM GAN B

Nhu cau chung ngura viém gan B con dang ban cai va thuc hanh
lam sang thay doi theo timg dat nudc. Cac bénh nhan véi chirc ning
mién dich suy giam c6 khuynh huéng dinh HBsAb thip so véi nhiing
ngudi c6 mién dich dy du. Co it s lidu vé su kéo dai mién dich ghi nhé
trong ky cha c¢6 mién dich tét. Tuy nhién, dd c6 nhitng bao cdo vé nhiém
trung nang trén lam sang do viém gan virus B ¢ cac bénh nhan da duoc
chich ngira trude ghép trong khi loc mau, nhirng ngudi ma su san xuat
ra HBsAb khong con do dugc nira.

Viéc do ndng d6 HBsAb hang loat dé canh bao cho viéc ching
ngura viém gan B ¢ cac bénh nhan loc mau da dugc khuyén cao boi Hoi
d6ng c¢b van vé thuc hanh ching ngira & My. Thém vao d6, cac khuyén
céo cta chau Au vé viém gan virus B ciing dd mé rong cac khuyén céo
nay dén cac bénh nhan c6 chirc ning mién dich kém. Ghi nhé mién
dich giam nhanh hon & bénh nhan ghép than c6 dung thudc trc ché
mién dich. Mot mic > 10 mUI/ml thuong co6 tic dung bao vé, nhung
bénh nhanghép véi ngudng < 100 mUI/1 lai ¢6 khuynh huéng mét di
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nhanh chéng. Kha ning bao vé ctia mirc HBsAb thap khoi nhiém tring
nghiém trong (dugc cho 1a khang nguyén bé mat HBsAg) va sy giam
nhanh chong luong khang thé da thuc day Hoi dong chau Au nang lidu
vaccine dé dat ngudng < 100 mUI/L. Mic du khong c6 bang chimg 16
rang dé ung ho cho khuyén céo nay, ty 1¢ gitta loi ich va nguy co cia
tiém ngira viém gan B cho thdy can nhic lai chung ngira viém gan B
hang ndm.

CAC VACCIN KHAC

Bénh nhan ghép than c6 thé co nguy co cao hon d6i véi cac tac
nhan gdy bénh c6 thé ngira duoc bing vaccine trong lac cu trd, di du
lich qua ving dich t&, hodc do phoi nhiém khong c¢6 y. Cac khuyén céo
cho bénh nhan di du lich qua nhitng ving dia 1y nhét dinh thudng c
duoc mot hoac nhiéu mién dich v6i cac tdc nhan gay bénh & do. Cac
khuyén cao nay nén ap dung mot cach hop 1y & bénh nhan ghép than,
cling nhu ding vaccine bat hoat, vi du vaccine ching ngira Salmonella
typhi Vi polysaccharide, hodc vaccine phong ndo mé cau. Tham van voi
chuyén gia bénh truyén nhiém, phong kham du lich hodc nhan vién y té
cong dong dugc khuyén cao dé 1am rd viée sir dung vaccine thich hop
cho bénh nhan.

Mic du céc sb liéu vé tinh hiéu qua thi khong c6 san trén bénh nhan
ghép than, vaccin bat hoat thudng an toan. Nguoc lai, mot vai chich
ngira thuong duoc khuyén céo cho khach du lich thuong c6 sin dudi
dang vaccine song pha lodng. Viéc str dung cac vaccine nay khong thé
duoc khuyén céo, cho du ¢6 cac dir liéu vé tinh an toan va tinh hiéu qua
trén dan sé chung.
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TUAN THU DIEU TRI , o
VIEC KHONG TUAN THU DUNG THUOC UC CHE MIEN
DICH

Nén can nhic viéc gido duc, phong ngira va diéu tri dé giam thiéu
tinh trang khong tuin tha diéu tri & bénh nhan ghép than va gia
dinh bénh nhan (khéng phan tang khuyén cdo)

Nén cin nhic viéc tAm soat kha niang khong tuan thi diéu tri trc ché
mién dich & nhitng bénh nhin cé nguy co cao khong tuin thi diéu
tri (khong phan tang khuyén cdo)

Co sé ly luan cta khuyén cao

Tuan tha diéu tri (adherence) dugc dinh nghia 13 tinh trang bénh
nhan tuan thu theo liéu thudc trong toa ké ctia nguoi thay thudc. Trong
héi thao dong thuan gan day, dinh nghia dugc thay doi, bd sung thém
muc do anh hudng cua khong tuan thu 1€n két qua diéu tri.
Khéng tuan thu (nonadherence) dugc dinh nghia la sy sai 1éch
gitra cach dung thudc va toa ké thuoéc dén murc du dé giy ra nhiing tac
hai lén muc ti€u diéu tri trc ché mién dich. Khong tuan thu diéu tri bao
gom khong tudn thu nguyén phat (luc khdi dau ghép) va thir phat (mot
thoi gian sau ghép), mdt phan va/hodc toan phan, cling nhu viéc khong
tuan thu thoi gian dung thuoc.
Co s& ly luan cta khuyén cao

Khong tuan thu diéu tri lién quan véi nguy co cao cta thai ghép cap
va mat than ghép.

Khong tuan thu c6 thé xay ra sém va/hodc tré sau ghép.

Giai doan chuyén tiép bénh nhan ghép than tir cac si nhi khoa sang
cham soc tai nguoi 1on, bénh nhan dé bi khong tuan thu dicu tri.

Céc bién phap duogc ap dung dé giam thiéu va cai thién viéc khong
tuan thu diéu tri.
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Khong tuan thi thudng gap trong thang dau tién sau ghép va gia ting
trong thoi gian theo dai. Mtrc d6 tuan tha anh hudng 1én két qua 1am sang
va lién quan dén thai ghép som va tré, dé suy giam chirc nang than va doi
song than ghép. Khong tuan tha diéu tri lién quan dén mat than ghép bay
1an nhiéu hon so véi tuan thu diéu tri. Trong mot nghién ctru khéc, viéc
khong tudn thi diéu tri (quén tai kham, ndng do thudc giao dong) gay ra
50% mat chtrc nang than ghép. Trong khuyén céo nay, chung toi tap trung
chi yéu vao tuan thu thuéc tic ché mién dich. Trén thyc té, khong tuan thu
la da phu:ong C6 nhiéu yéu t6 lién quan dén khong tuan tha nhu khong
tuan thu khau phan khong tuan thi ché do van dong; hit thude 14, nghién
ruou va ding thudce khac, khong tuan thu viée tu theo doi dau hiéu sinh
ton, vi du huyét ap, can nang va khong tudn thi ngay tai kham.

Tuan tha diéu trj thudce khi sy khac biét gitra lidu thude uéng va lidu
thudc ké toa khong anh hudng 1én két qua diéu tri. Dinh nghia vé tuan
thu thude nay, nhan manh dén két qua diéu tri, khac vai thai d6 tuan thu
uéng mot loai thude uéng nao hodc tuan thu dat néng d6 thudc, thuong
duoc tién hanh trong ghép. Nhimg thong sd vé tuan thu thude 1a (1)
Thai do chap thuan cua bénh nhan (liéu bénh nhan chap thuan thudc
da ké toa), (2) Viéc chap hanh ctia bénh nhan (bénh nhan da chip hanh
viée dung thude tét dén mirc nao) va (3) Viéc ngung thude (bénh nhan
ngung dung thude tir luc nao). Panh gia truc tiép viéc tuan tha diéu tri
qua tryc tiép danh gia thudc da dung, nhu truc tiép dém luong thudc da
uong va do bénh nhan thong béo (Bang 9) Danh gia gian tiép tuan thi
diéu tri thong qua ndng do thudce, cac dau an sinh hoc dung cu theo doi
bang dién ttr, dung cu dém vién thude va viéc cap toa thudce khi bénh
nhan hét thudc. Cho dén nay, van chua c6 bién phap nao 1a téi uu, dé do
ludng tuan thi diéu tri, nén can dung it nhat hai bién phap cung dé danh
gia tuan tha diéu tri.

O bénh nhan ghép tang néi chung, ty suat khong tuan thi cao nhat
1a vé ché d6 an (25 trudng hop trén 100 bénh nhan mdi nam), tiép theo
1a khong tuan tha thudce e ché mién (22,6 truong hop trén 100 bénh
nhan mdi ndm), khong tuan tha theo ddi ddu hién sinh ton (20,9 trudng
hop trén 100 bénh nhan mdi nim) va khong tuan thu ché do van dong
(19,1 truong hop trén 100 bénh nhan mdi nim). Riéng & bénh nhan

237



HUPONG DAN GHEP THAN VIET NAM

ghép than, khong tuan thu thudc rc ché mién dich 1a cao nhat (35,6
trudng hop trén 100 bénh nhan mdi nam). O cac nudc da phat trién
khong tuan thu thudc khi sau ghép than 1au nam lén dén 50% va cao hon
O cac nudc dang phat trién.

Bang 9. C4c bién phap danh gia khong tuan tha thubc

Bénh nhan tw bao céo vé thuéc dang udng ‘ ’
Ngu&i than, ban beé, nguwdi cham séc bao céo vé viéc dung thude clia
bénh nhan

Nhat ky cla bénh nhan

Bang cau h6i ) ]

Xét nghiém do nong do thudc va cac san pham chuyén héa thude
Hbi ctru cac bao céq, két qua d:iéu tri ) ) ) )

S6 1an bénh nhéln dérj nha thuéC dé lay thudc khi hét thube

Theo ddi dém s thudc da uéng

Dung cu dién t& theo doéi thudc da udng

Bang 10. Cac yéu tb nguy co cla khong tuan tha diéu tri
Thai d6 khong tuan tha diéu tri trudc ghép

Bénh tam than

Ca tinh cGia bénh nhan bat thwong

Bénh nhan khéng dwoc hé tro cia xa hoi

Dung chét gay nghién hodc c6 nhirng hanh vi nguy hiém
Tré vi thanh nién

Nguwoi co hoc thire cao

Thoi gian tr Iuc ghép than

Khéng duoc cac chuyén gia vé ghép theo dbi

Huan luyén trwdc ghép khong day du

Bénh nhan cé nhiéu tac dung phu cta thubc

Phéac db thudc phirc tap

Céc nghién ciru phan tich gop cho thdy néu bénh nhan tuan thu diéu
tri, két cuc t6t c6 ty sudt chénh cao gap 2.9 lan so véi khong tuan th.
Céc yéu t6 nguy co ctia khong tuan thu diéu tri bao gdm ghép than lau
nam (muc do tudn thi giam dan theo thoi gian), kho khan trong lién lac
glua bénh nhan va bac si va thiéu sy hd tro cua xa hd1) (Bang 10). Cac
yéu t6 nguy co cia khong tudn thu ¢ thé xép thanh 4 nhom twong tac
v6i nhau: bénh nhan/méi trudng, nhan vién y té, bénh 1y va thude.

238



Chwong 9. Theo doi va diéu tri sau ghép than

Bang 11. Tém tét cac bién phap can thiép nhdm cai thién viéc tuan tha dung
thubc

Gido duc va can thiép bang thuéc

Dam bdo bénh nhan biét tén tirng loai thubc dung, liéu va ly do dung
thudc; nhan manh nhirng diém quan trong nay méi khi bénh nhan tai kham
Théng bédo cho bénh nhan vé cac tac dung ngoai y cla thubc

Ghi thong tin thay dbi thudc trén gidy, méi khi thay déi liéu thubc, hodc sb
lan dung thubc.

Giadm thiéu sb lwong va sb 1an dung thuéc trong ngay. Néu dwoc, nén
dung thudc 1 14n hodc nhiéu I&m 2 1an méi ngay

Dam bdo bénh nhan hiéu viéc lién tuc dung thudc rc ché mién dich 1a can
thiét ngay ca khi than ghép hoat dong tét.

Trinh bay cho bénh nhan biét thai ghép man xuét hién cham, khé chan
doan & giai doan s&m va mot khi xay ra lai khé hdi phuc

Kiém soét cac tac dung ngoai y bang cac bién phap khac hon 1a giam liéu
thudc

Hoi bénh nhan vé cac van dé nay trong méi lan tai kham va giai quyét
nhi*ng van dé bénh nhan quan tam

Theo ddi viéc tuan th xét nghiém, tai kham lam sang va viéc mua thubc
theo toa.

Tiép can thay déi hanh vi va tam ly xa héi hoc

Hb tro tich cwe khuyén khich hanh vi tuan tha diéu tri

Khuyén khich bénh nhan trinh bay hé so theo déi dé chirng minh sy tuan
tha va hiéu biét ctia bénh nhan vé thubc

Khuyén khich tirng ngwoi trong nhém cuing thiét 1ap quan hé véi bénh
nhan

X&c dinh va tham dw vao hé théng hé tro dw phong cho bénh nhan (gia
dinh hoac ban bé)

Diéu tri trAm cam, lo 4u hodc cac van dé khac vé tam than

Khéu goi bénh nhan tw hiva vé tuan tha didu tri (viét ban cam két ra gidy)
Tiép can nhung khong phan xét, ma ban luan vé viéc tuan tha diéu tri
X&c dinh nhitng van dé x& hoi anh hudng lén bénh nhan nhw thay déi bao
hiém y t& hodc nhirng khé kh&n trong truéng, hodc noi lam viéc.

Diéu chinh tan gbc cac nguyén nhan cla viéc khéng tuan tha.

Tich hop viéc dung thudc véi nhirng viéc lam méi ngay.

Xem xét viéc dung nhirng bién phap nhac nh& béng céng cu bao thirc
ho&c bao dong bang ky thuat s6

Cung cép chwong trinh gido duc thwong xuyén, ban luan va sén sang tw
van cho bénh nhan

Thay d6i hanh vi néu dwoc phép

1. Céac yéu t6 lién quan gitta bénh nhan/méi truong gitr vi tri trung tim
va tuong tac vdi ba nhdém con lai.
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2. Céc yéu t6 lién quan giita bénh nhan va thudc 1a tic dung phu ctia
thudc, phuong thic ding thude phtic tap, chi phi thude cao va kho
khin trong viéc c6 duoc thude. Thai do khong tin tudng vao thude
va thiéu hiéu biét vé thudc c6 anh huong ¢ muc trung binh nén
khong tuan thu ding thudc.

3. Cac yéu t lién quan giita bénh nhan va nhan vién y t& bao gém
khong quan h¢ lién lac tot va chuong trinh chdm séc sau xuat vién
kém hi¢u qua.

4. Cac yéu t6 lién quan giira bénh nhan va bénh tat bao gdbm kém hiéu
bi€t vé bénh tat, thoi gian bénh kéo dai va c6 bénh tdm than dong mac.

Mot nghién ctru phan tich gop tir 164 nghién ctru trong nhom céc
nghién ctru khong lién quan bénh tim than ghi nhan cac yéu to nguy co
ctia khong tuan tha diéu tri bao gdm: tudi (tré vi thanh nién it tuan tha
diéu tri), gidi (nir tuan thu tdt hon nam, ké ca bénh nhi), trinh 6 hoc van
(tuan tha t6t & bénh nhan nhitng bénh nhan c6 bénh man tinh) va diéu
kién kinh té x4 hoi (tuan thii & ngudi truong thanh lién quan dén diéu
kién kinh té x4 hoi tot). Nhu vay, su phdi hop giita trinh d6 hoc van, thai
d6 va cac bién phap hd tro ciia cong dong cung cap két qua tot nhat cho
viéc tuan thu diéu tri (Bang 11).

Pé tranh viéc quén udng mot s6 lidu thude, nén khuyén bénh nhan
két ndi viéc uéng thude vao lich hoat dong mdi ngay, sir dung hop dung
thudc hd trg cho nhimng ché d6 dung thudc phirc tap v6i nhiéu loai thude
kém lich dung thudc nhiéu lan trong ngay. Cac thiét bi hd trg dién tir,
bao g@)m ca ché do bao thurc, dung cu c6 chuong trinh cai dat san tin
nhin theo gid, hé thdng mobiphone truc tuyén hd trg cai thién tuan tha
diéu tri. Tuy nhién, ngoai trir bién phap quan sat (kho thuc hién), tit ca
cac bién phap cai thién tudn tha déu bat loi va khong chinh xac nén dé
danh gia khong tuan thi, can dung nhiéu hon mot bién phap.

Cach tiép can chung dé do ludong khong tuan thu 1a thay doi tuy
timg bénh nhan. Néu phac d6 nhiéu thude phtc tap, udng thude 2 lan
trong ngdy s& gia ting khong tuan thu diéu tri. Do vy, nén don gian
hoa chién luge dung thude e ché mién dich ciing nhu thude khong te
ché mién dich (nhu thudc ha 4p). Giam sd luong thude, s6 1an ding
thudc giup dat tuan tha, nhu nhitng phac d6 khong dung steroid hoic
CNI, ciing gitip giam duoc thude va tic dung phy cia thude. Trong mot
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nghién ctru cho thiy tinh trang tudn thu thue duoc cai thién rd 1 nim
sau khi c6 duoc si 14m sang hd tro giup bénh nhan hidu biét hon vé loi
ich ciing nhu tac dung ngoai y ctia cac thude. Cac bién phap nhu thay
d6i hanh vi qua tiép xtc, gido duc, huan luyén ky ning, hdi dap va cing
c¢d. Nhimng dir liéu cho thiy nhiing can thiép lién quan dén hanh vi tuy
thudc tirng c4 nhan va dong co cua ting c4 nhan trong vi¢c tuan thu
thudc va can cap nhat thuong xuyén. Nghién ctru ding hé thdng theo
ddi thude - sy kién dé theo ddi hang thang viéc tuan thu voi azathioprine
cho théy su lién quan chat ché gitra tuan thu thude va ty 1&€ bénh nhan
khong thai ghép trong 6 thang sau ghép than.

TAI LIEU THAM KHAO
American Journal of Transplantation 2009; 9 (Suppl 3): S106-S109
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POl SONG VA SINH HOAT
SAU GHEP THAN

DO1SONG VA TAIHOAHOP CUQOC SONG SAU GHEP

LOI SONG SAU GHEP THAN
Phong cach séng

Khuyén bénh nhan nén thyuc hién 16i séng lanh manh, tap thé duc,
ché d6 an udng hop 1y va giam cin néu can. (1C) (Xem thém Bénh
béo phi).

Ly do
- C6 nhiéu du liéu tir dan chung noi chung bao gdm tap thé duc,

ché d6 an udng hop ly va tranh bénh béo phi cai thién tudi tho
va chét lugng cudc song.

- RCT bang KTR, khong c6 1y do dé tin rang KTRs c6 trong quan
thé chung.

- CVD va céc bién chung khac trong KTRs nhu trong dan s néi
chung.

- C6 it tac hai lién quan dén tap thé duc, ché d¢ an udng hop 1y va
giam can. Do d6, bat ky loi ich ¢ thé s& 16n hon thiét hai.

D lieu tir RCTs trong quan thé néi chung cho thiy tap thé duc,
ché d6 an udng hop ly Va giam can (0 bénh nhan béo phi) cai thién tudi
tho, chat luong cudc sdng va cac két qua stuc khoé quan trong khac.
Trong mot RCT lién quan dén 100 KTR, nhom duoc phan ngiu nhién
dé dugc tu van vé dién thoai thudng xuyén c6 thoi gian dung nap sau
1 nam sau khi cdy ghép so v&i nhom d6i chimg khong dugc tu van.
Nghién ctru nay khong c6 kha nang thong ké day du dé kiém tra két cuc
nang cua bénh tim mach.

Thuc hién cac cau héi truc tiép v& trim cam va lo léng la mot phén
cua cham soc theo doi thuong quy sau khi ghép than.
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Ly do

- Tram cam va lo au phd bién hon & BN ghép than so v6i dan sb
ndi chung.

- Tram cam va lo ling c6 thé lién quan dén viéc khong hop tac
diéu tri (nonadherence), rdi loan gidc ngl va cac phan tGng
phu khac khién chan doan va diéu tri tram cam va lo ling
quan trong.

- Dung cac liéu phap c6 sin dé diéu tri tram cam va lo lang.

Lo ling va tram cam thu’O’ng gip ¢ bénh nhan loc mau, nhidu hon
nira trong dan s néi chung. P6i voi nhiéu bénh nhan bi suy than, cay
ghép than 1a mot li¢u phap thay thé than tot hon 1a chay than. Tuy nhién,
ciy ghép than khong lam thay do6i cac réi loan co thé bén dudi hoic
dao nguoc sy ton thuong vat Iy trude d6. Khi ghép than khong hoat
dong tdt, cac van d& y hoc méi c6 thé nay sinh va khi ghép khong thanh
cong, bénh nhan s& quay trd lai véi mot hinh thie khong mong mudn.
Du do tinh trang strc khoe mai hodc tdn tai trudc do, cac thudc nhu
corticosteroid, tinh trang céng viéc trao doi vang, KTRS c6 nguy co ddi
v6i su lo lang va tram cam.

C6 rét it nghién cu‘u vé 16i loan strc khoé tim than & BN ghép than
Nhiéu ngum trong s6 cac nghién ctru tap trung 1a chét lu:ong cudc song,
qui bao gém céc linh vuc tim 1y muc tiéu khong nhat thiét phai kiém tra
su lo léng va tram cam, hodc rdi loan sirc khoe tdm than khac.

Céc nghién ctru vé tram cam va lo lang trong BN ghép than bao céo
két qua mau thuan. Mot s6 bénh nhan bdo cdo tram cam ¢ bénh nhan
bi loc mau.

Pi bao céo tinh trang trdm cam it hon va & nhimng nguoi khac,
khong c6 su khac biét so voi cac bénh nhan chay than. Mot nghién ctru
kiém tra bénh nhan ghép than tir 5 dén 22 tudi cho thay 36% bi chan
thuong tdm 1y va/hodc trim cam. Tré lai loc mau sau khi cat ghép da
duoc két hop voi trAm cam nghiém trong.

Lo ling va trim cam trong BN ghep than-da-duoc két hop v6i mot
chat lvong kém ctia cudc song, cac moi quan h¢ hon nhan ngheo, chiic

nang tinh duc va chat luong gidc ngil. Trong mot nghién ctru, mot mirc
dd cao sau ghép gan ¢ lién quan dén gidm chirc ndng xa hodi, c6 khicu
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nai vé thé chat va nhiéu van dé kinh té. Muc do lo lang cao ciing lién
quan dén tram cam. Tram cam ciling c6 lién quan dén sy khong tuan
thu thuoc.

Liéu phap tam 1y c¢6 thé hitu ich. Mot nghién ctru so sanh liéu phap
tam 1y ca thé va nhom trong KTRs cho thdy ca hai cach tiép can nay
déu dan dén diém sd D4u 4n Tram cam Beck thdp hon. Liéu phap ca
nhan c6 két hop véi mot két qua tot hon trong nghién ctru nay. Vi hau
hét cac trung tdm ciy ghép c6 nhan vién xa hoi, nhitng ca nhan nay c6
thé 12 ngudn tu lidu hiru ich cho tu van. Thudc chdng trim cam thudng
dugc str dung. Do d6, xét mot s6 thude duoc chuyén hoa boi CYP3A4
duong, nong do cua thude tre ché mién dich chuyén hoa qua aussi con
duong nay co thé can phai duge diéu chinh.

TAI LIEU THAM KHAO
1. EAU renal transplantation guideline 2016

2. DKIGO recipient of kidney transplantation guideline 2012
3. CANADA kidney transplantation guiddeline 2014
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POl SONG TINH DUC SAU GHEP THAN
PO SONG TINH DUC SAU GHEP THAN O PHU NI

Téng quan: Suy than man giai doan cubi thudng c6 lién quan dén su
kho va rdi loan chirc nang tinh duc. Sau ghép thi cudc séng tinh duc s&
duoc cai thién. Ca hai ddi tugng ca nam 1an nit déu can c6 10i khuyén
vé kha niang mang thai sau ghep than[1,2]. Su thanh cong cua viéc ghép
than da c6 nhiing thay doi rat 16n lam cai thlen kha nang sinh san cia
nhirng phu nit bi suy than man giai doan cudi.

Khuyén cao vé chirc nang tinh duc va kha niang sinh san sau
ghép than

Hoai dong tinh duc nit cho phép sau thang thtr 3 sau md, néu
khong c6 bién chimg.

Panh gia sy r6i loan chirc ning tinh duc ¢ ngudi 16n sau ghép
than (khong xép loai)[2,3].

Mang thai sau khi ghép than duoc khuyén cédo vao giai doan
ding thudc wre ché mién dich giai doan liéu duy tri, chirc ning
than binh thudng vao khoang 1-2 nim sau ghép. Can duoc tu
van vé hoat dong tinh duc va tu van cac bién phap tranh thai
va an toan trong hoat dong tinh duc khi chua c6 chi dinh mang
thai[4,5].

Tai hoat dong tinh duc sau ghép than 1a rat riéng cho timg ca
thé, nhung phai chd it nhat 1a 4 tuan cho sy lanh ciia vét md
bén trong va bén ngoai. Chtrc ning tinh dyuc va sy ham mubn c6
thé duoc cai thién sau ghép than. Mic du vy, co thé co mot sd
ngudi bi mat hay réi loan chirc ning tinh duc sau ghép nén co su
trao ddi voi bac si hay diéu dudng ghép[5].

Hoat dong tinh duc s& khong gay ton hai chtic ning than ghép.

Két luan: 30-60% bénh nhan sau ghép than co rdi loan chirc nang tinh
duc, 1a van dé thuong hay bj bo quén[5]. Can phai c6 dé cap va thao
luén van dé nay voi nguoi bénh sau ghép than.
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Chwong 10. D&i séng va sinh hoat sau ghép than
THAI KY SAU GHEP THAN

Dat van dé: Sy thanh cong ctia viée ghép than da c6 nhimng thay doi rat
16mn lam cai thién kha nang sinh san cta nhitng phu nir bi suy than man
giai doan cudi[1]. Tuy nhién, ngudi bénh sau ghép phai st dung thude
trc ché mién dich sudt doi cung véi cac tic dung phu cua thude, nguy
co thai ghép than cing cac bién ching khac. Pong thoi thai ky cling 1a
mdt trong nhitng nguy co anh huéng dén ca me 1an con ¢ ngudi me sau
ghép than so v6i ngudi me binh thuong. O ngudi sau ghép than, néu cd
chure nang than tot, khong c6 dam niéu, kiém soat tot huyét ap, thi sé c6
it nguy co hon. Do d6, béc si diéu tri va bénh nhan sau ghép than can
phai ké hoach quan 1y, diéu tri, theo ddi dién tién thai ky va chirc ning
than sau ghép.

Khuyén céo [1] Xép loai

Thai ky nén c6 ké hoach vao thei gian cé strc khde chung, B
chtrc ndng than va thudc tre ché mién dich 6n dinh. Khéng cé
d4u hiéu thai ghép, tdng huyét ap, dam niéu, than & nwéc hay
nhiém tring man tinh

Thoi gian ly twdng la nam thi hai sau ghép B

Sau ghép than cé thé mang thai va cé két qua tét & hau hét B
ngu®i cé chre nang than ghép binh thwong

Tuy nhién ngudi cé thai sau ghép than 1a déi twong cé nguy co B
cao, can dwoc theo ddi bdi bac si san khoa, than hoc va tiét
niéu

Theo déi thai ky nén chu y kiém soat dam niéu, huyét ap (30% B
tién san giat), chirc nang than, thai ghép va nhiém tring

Cyclosporin va tacrolimus dwd'ng nhw khdng lam tang nguy co B
gay quai thai va hién dang dwoc str dung c6 hoac khong cé
steroid va azathioprine.

Khéng khuyén céo st dung véi Mycophenolate Mofetil, mTOR B
Néu khong c6 de doa sinh non hodc suy thai co thé xem xét B
sinh qua nga am dao

Bu stva me khong duoc khuyén céo vi nguy co thuée e ché B
mién dich
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Thuéc rc ché mién dich: Sau ghep than, ngudi bénh can phai st
dung céc loai thudc trc ché mién dich gdm cac loai thudc:

Thudc trc ché mién dich dan nhap: don dong (muromonab-CD3,
daclizumab, basiliximab, alemtuzumab) hoac da dong (ATG an-
tithymocyte globulin, ngua hodc tho).

Thudc e ché mién dich Quy tri: mot s6 phac d6 phdi hop thude
da dugc cac chuyén gia vé ghép chon lya:

Sandimmun Neoral + Azathioprine + Steroid.

Sandimmun Neoral + Mycophenolate Mofetil + Steroid.
Tacrolimus + Azathioprine + Steroid.

Tacrolimus + Mycophenolate Mofetil + Steroid.

mTOR + Mycophenolate Mofetil + Steroid.

+ mTOR + Sandimmun Neoral/Tacrolimus (liéu thap) + Steroids.

+ o+ o+ 4+ o+

S loai thudc phéi hop tiy thudc vao dién tién va ting giai doan cua
tirng nguoi bénh khéac nhau.

Khuyén cdao vé thei gian mang thai
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Nguoi phu nit mang trong 2 nim dau tién sau ghép than, co thé
lam tang nguy co mat than ghép[2,3].

Mang thai khi chirc ning than 6n dinh, khi khéng c6 thai ghép
cap, dam niéu dudi 1 g/24 gid (2C)[4,5].

Thoi gian dugce phép mang thai s€ tuy thudc vao tinh trang bénh
ctia timg ca thé sau ghép than[6].

Khong khuyén cdo nguoi bénh va gia dinh sau ghép nén mang
thai cang som cang tot.
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Khuyén cao tac dung phu cta thuéc cé lién quan dén thai ky

LOAI THUOGC KHUYEN CAO NGUON THAM
KHAO

Steroids - Gidm céan tré so sinh, gidm san http://www.dieutri.
thwong than & tré so sinh néu dung vn/p/8-6-2011/
corticosteroid toan than dai ngay cho | S770/Prednisolon.
ngudi me. htm#ixzz44BpkWOS5I
- C6 thé gay thiéu oxy cho bao thai néu
str dung corticosteroid cho ngwdi mang
thai bi hen.
- Prednisolon tiét vao stva me véi lwong
dwdi 1% lidu dung va cé thé khong cé y
nghia 1am sang.

Mycophenolate |- Cé thé gay ra di tat bAdm sinh, dic biét |- http://santhuoc.vn/chi-

Mofetil (Cellcept,
Myfortic)

Ia st dung trong 3 thang dau cla thai
ky (22%). Khéng str dung néu dang
mang thai.

- Nén ngwng thudc it nhat 1a 6 tuan

tiet-thuoc/cellcept.html

-http://mimsconsult.
mims.com/Vietnam/

. . . drug/info/Myfortic/
tru’ci’c kl’]l malng th:eu. i . o MYFORTIC?type=
- I\‘{Iac du I_(hong cod thon9 tin thudc co vidal&q= NovoMix%20
thé qua sira me hay khéng, nhung 30%20FlexPen
khuyén cao la khdng nén cho con bu
Azathioprine - Khuyén céo loai D (FDA) http://santhuoc.vn/chi-

- Khéng st dung AZA néu dang mang
thai, c6 thé gay hai cho thai nhi

- AZA c6 thé qua sira me, khdng nén
cho con bu khi dang s dung AZA

tiet-thuoc/azathioprine.
html

Tacrolimus - Khuyén céo C (FDA). Tacrolimus dung | http://santhuoc.vn/chi-
tai chd sé gay tén hai cho thai nhi tiet-thuoc/tacrolimus-
- C6 thé gay hai cho bé bu siva me topical.html
- Khéng st dung tacrolimus tai ché cho
tré < 2tudi.
Sandimmum - C4c nghién ctru vé kha nang sinh san | http://www.dieutri.
Neoral & dong vat khéng cho thy nguy co tén | vn/s/20-8-2011/51212/

thwong nao cho thai nhi, nhwng hién
chwa dwoc xac nhan bang cac nghién
ctvu c6 kiém soat & phu nir mang thai.

- Céc két qua nghién ctru & nguoi duoc
ghép cho thdy nguy co vé cac tac dong
Ién qua trinh thai nghén va chuyén da
cta Sandimmun Neoral khéng cao hon
so v&i cac loai thude thong thueng. Tuy
nhién, chi dwgc dung khi cac lgi ich
mang lai I&n hon nguy co cé thé xay ra.
- Ciclosporin dwoc bai tiét qua sira
va ngudi me dung thuéc Sandimmun
Neoral do vy khéng nén cho con bu.

Sandimmun-Neoral.
htm#ixzz44C3DGm2B
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Theo déi dién tién thai ky va me trong diéu kién tai Viét Nam[4]

Nén cq su trao dbi gitra bac si diéu trj sau ghép va béc si san
khoa vé dien tién bénh

Vo tam cd nguyét thir ba cua thai ky phai tai kham rpg)i 1-2 tudn
tuy theo dién tién thai ky, néu can phai nhap vién dé theo doi.
Chinh liéu thudc trc ché mién dich thich hop, tranh dé hién tugng

thai ghép xay ra

- Céc xét nghiém theo doi trudce,trong thai ky[12]:

Xét nghiém/tham kham

Thoi gian thye hién

Ghi chu

Danh gia trwéc mang thai

Rubella

Trwdc ghép

Vaccine virus song, khdng nén tiém phong sau
ghép

Rh

Trwéc thai ky thai

Néu nguoi bénh co Rhr, than ghép 1a Rh*, ly
thuyet thi bénh nhan co thé s& nhay cam véi
Rh, vi thé c6 thé sé& c6 vin dé néu em bé 1a Rh*

Viém gan siéu vi B, C, HSV,
CMV, HIV, Toxoplasmosis,
Rubella

Trwéc thai ky

Nguy co trwdc mang thai va nguy co cho sy
lay truyén; C6 thé chich ngira viém gan siéu vi
B; gidm sy lay truyén HIV, Kiém tra CTC néy
HSV (+)

DPanh gia khi mang thai

Trong sudt thai ky

Tuy thudc vao dién tién cla thai ky

Huyét ap

Theo déi hang ngay

Bénh nhéan phai theo doi va bao bac st

Tham kham

M3i 2-3 tudn cho dén
20ws, méi 2 ws cho dén
28ws; sau d6 mdi tudn/lan

Thai ky co nguy co cao cua viéc doa sinh non

Cac xét nghiém thwong quy

Thyc hién khi tai kham
theo hen

Phéc dd theo déi bénh nhan sau ghép

Tiéu ma va cay NT

M&i 1an tham kham

Nguy co téng dan cta nhiém tring niéu khéng
triéu chirng va viém than bé than

thanh, eGFR, Dam niéu

Cong thirc mau M6i 2-6 tuan Giam bach cau, c6 thé dy doan la bach cau
va tiéu clu & tré so sinh; néu co thiéu mau, st
dung thudc tao mau, néu khong thiéu sét hodc
loai trlr cac nguyén nhan khac

BUN, Creatinin-huyét | M&i 2-4 tuan Chéan doan kho khan gitra thai ghép va tién san

giat

Calci va phosphor

Theo dbi luc bat dau va
khi can

Bénh nhan ghép co thé co cuong tuyén can
giap hodc phai cat mot phan tuyén can giap

Calcineurin Inhibitor

Méi 2-4 tudn

Thudc c6 thé qua nhau thai

Chtrc nang gan

Méi 6 tuan

Khi cé thai, gan c6 thé nhay véi AZA

Glucotolerance test

M6i tam c& nguyét

Nhiéu bénh nhan co st dung steroids hay CNI

Xét nghiém dac trwng cho
thai

Toxoplasmosis IgM

Mbi tam ca nguyét néu xét
nghiém(-)

Nguy co di tat bAm sinh

giam khong gidi thich

duwoc

CMV IgM M6i tam ca nguyét néu xét | Nguy co' di tat bAm sinh
nghiém (-)
Sinh thiét than Khi chirc ndng than suy | Kho khan trong chan doan suy glam chire nang

than phan biét voi thai ghép cap, doc than do
thudc, tién san giat va viém dai bé than cap
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Cac phwong phap cham dirt thai ky

C6 hai cach chuan bj chdm dut thai ky:

+ Sanh md trong trudong hop danh gia khong an toan cho me
va con: de doa san giét tién san giét chtrc nang than ghép
c6 giao dong, tang huyét 4 ap kho kiém soat, de doa tinh mang
me, con to, v 6i sém, bat xing dau chau . Mb trong diéu
kién chuan bi cho ngudi suy giam mién dich.

+ Sanh bing duong tu nhién véi cac diéu kién: huyét ap on
dinh, khong c6 dam ni€u, chirc ndng than ghép trong gidi han
binh thuong, khong phu, khong dai thao duong, thai ky phat
trién binh thudng, khong bat ximg diu chau, trong lugng
thai khong qua to so véi khung chau. Chi dinh nay phai duogc
quyét dinh bdi cac chuyén gia vé san khoa, ghép, than hoc.
Khong cb ging chon sanh bang dudng tu nhién, néu khong
bao bao dugc an toan cho thai nhi, me va than ghép.

Phat hién va chim dut thai ky kip thoi néu ¢6 nguy co de doa

tinh mang cia me

Trudng hop cham dit thai ky sdm, nhung c6 thé giit dugc bé,

nén ¢ su phdi hop véi bac si so sinh tai phong hoi sirc dé ¢ ché

do diéu tri riéng co thé giit dugc tinh mang bé.

Do bé c6 thé ¢ anh huong boi sy diéu tri thudc e ché mién

dich cua me, nén phai dugc cham sdc trong diéu kién vo trung

cho dén khi sirc khoe phuc hoi tot, chi ¥ phat hién cac khiém
khuyét cta tré.

Go1 con khoa so sinh.

Theo doi sau sanh[12]

Cllém s’(')c hau san me, nang d& thé trang, chong nhi‘ém tring vét
mo, chong & dong san dich, xem xét khang sinh diéu tri.

Chu y chinh liéu thudc e ché mién dich, huyét 4p, chirc nang
than, theo doi hién tuong thai ghép than.

Khong cho con bt sira me.

Theo doi dié{l tién bé, hd tro trong viéc chiam soc cac dbi tuong
suy gidam mién dich.
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Két luan: Bé mot bénh nhan nir sau ghép than c6 thé c6 con an toan
1a ca mot qua trinh theo ddi, phdi hop chic ché giita bac si san khoa va
béc si than hoc, ghép than va khoa so sinh dong thoi ciing yéu cau san
phu c6 su tuan thu tdt cac y 1énh diéu tri.

Khuyén c4o[0] Xép loai
Thai ky nén cé ké hoach vao thoi gian cd strc khde chung, chtre B
nang than va thudc wc 'ché mién dich 6n dinh. Khéng c6 dau
hiéu thai ghép, tang huyét ap, dam niéu, than & nwdc hay nhiém
trang man tinh

Thoi gian ly twdng la nam th& hai sau ghép B

Sau ghép than cé thé mang thai va cé két qua tét & hau hét B
nguwoi co chire nang than ghép binh thwdng

Tuy nhién, nguwdi co thai sau ghép than la déi twong c6 nguy co B
cao, can dwoc theo d&i bdi bac si san khoa, than hoc va tiét niéu

Theo déi thai ky nén chi y kiém soat dam niéu, huyét ap (30% B
tién san giat), chirc nang than, thai ghép va nhiém tring

Cyclosporin va tacrolimus dwong nhw khéng lam tang nguy co B
gay quai thai va hién dang dwoc st dung cé hodc khong co
steroid va azathioprine.

Khong khuyén céo st dung véi Mycophenolate mofetil, mTOR B
Néu khéng co de doa sinh non hodc suy thai cé thé xem xét sinh B
qua nga am dao
BU sira me khéng dwoc khuyén céo vi nguy co thubc rc ché B
mién dich
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KHAM BINH KY SAU GHEP
SANG LOC HANG NAM

Nguy co ung thu va bénh tim & bénh nhan ghép cao hon nhiéu lan so
v6i nguoi binh thuong [1,2]. Ung thu 1a nguyén nhan bénh tat va tir vong
quan trong ¢ nhiing nguoi dugc cay ghep [1]. Bénh tim mach la nguyén
nhan tr vong thuong gap nhat & nguoi nhan than ghép [2,3] (LE: 3).
Khuyén cao sang loc hang nam

Nhitng khuyén céo sau cg') thé dugc thuc hién hang nam ddi véi
bénh nhan ghép. Ching bao gom:

- Theo di sau ghép déu din subt doi boi mot bac si chuyén khoa
ghép dugc dao tao va c6 kinh nghiém toi thiéu mdi 6-12 thang
la mot khuyén cdo manh.

- Theo ddi thuong xuyén hon (mdi 4-8 tuan) doi vdi chirc ning
than, rc ché mién dich va cac tac dung phu.

Sang loc hing nam bao gdm kham da liu, sang loc ung thu (kham
khoi u, tim mau an trong phan, X-quang phoi, kham tiét ni¢u sinh duc
va siéu am bung gdém si€u am than cii va than ghép).

Trong qua trinh theo ddi bénh nhan ghép, dic biét chu y dén protein
ni€u, su tai phat cua bénh ly than cii.

Theo ddi sau ghép nham phat hién bénh tim va cac yéu td nguy co
tim mach. Can thiam kham tim va khai thac tién st bénh tim va néu can
thi thuc hién nhitng tham do chan doan chinh xac hon dé ngan chan tién
trién bénh tim.

Huyét ap, duong mau va lipid mau can duoc thyc hién & mot
khoang cach thoi gian thich hop va tién hanh cac bién phap xur tri twong
g dé kiém soat cac yeu t6 nguy co nay.

Thay thude ciing can cha ¥ dén viéc phong bénh thich hop, phat hién
va diéu tri cac bénh kém (vi du bénh xuong, thiéu méau) va nhiém tring.
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TIEN LUONG THO!I GIAN SONG CUA THAN GHEP

VA NGU'O'l NHAN THAN

Khuyén cao Murc Mirc
khuyén cdao | chirng cr
Séng con cla than ghép sau ghép than noéi 3 B
chung )
nén it nhat 1a 85% sau 1 nam va 70% sau 5
nam (Hinh 1)
Séng con clia bénh nhan sau ghép than néi 3 B
chung
nén it nhat 1a 90% sau 1 nam va 85% sau 5
nam (Hinh 2)
Mam ghép
Than ghép
100
VR

"% S -\H""—\-\__\__

E) N — 2001-2005 n=62,156

5 T, S ~

] " .

Z 70 T TRen 1996-2000 n=60,038

(= TTel TTee 1991-1995 n=T4,186
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Hinh 1. Cai thién séng con than ghép trong hai thap nién qua.
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Mam ghép
Thén ghép

2001-2005 n=62,156

= ~_ . 1996-2000 n=69,038
= S-T- 1991-1995 n=74,166

=
& ~ 1985-1980 n=B80,859
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Hinh 2. Cai thién séng con clia bénh nhan sau ghép than trong hai thap nién
qua.

Céc két qua chung sau ghép than nay tiy thudc mot sb yéu td duge
ban luan dudi day:

Ngwoi hién séng va ngwi hién chét
Séng con cua than ghép

Séng con clia than ghép tir ngudi hién sdng néi chung tot hon tir
ngudi hién chét (Hinh 3). Chon Iya nguoi hién tot hon, khong co chét
ndo va thoi gian thiéu mau lanh ngin hon 1a giai thich chic chin nhat
cho céac két qua nay.
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Quan hé
Thén ghép 1997-2005

(=)
‘% . Ngw&i cho sdng n=32135
= Nguai cho chét n=84306
:é 70
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2 60
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= 50
0 :
] 1 3 4

Hinh 3. Séng con than ghép tir ngwoi hién séng va ngudi hién chét.

Séng con 1 nam cia than ghép tir nguoi hién séng trung binh 1a
97% d6i voi anh chi em rudt giéng hét HLA va 95% ddi véi nguoi hién
song cung huyét thong gibng mot haplotype so véi 88% ddi véi nguoi
hién chét (Hinh 4). Song con 3 nim cta than ghép tir ngudi hién séng
trung binh 1a 95% ddi véi anh chi em rudt giéng hét HLA va 90% ddi
v6i ngudi hién séng cung huyét thdng gidng mot haplotype so v6i 83%
d6i v6i than tir nguoi hién chét (Hinh 4).

Quan hé
Ghép thén lan ddu 1997-2005

Anh chi em ruét giéng hét HLA n=2429
--—_____. Cung huyét théng gidng 1 haplotype n=10488

"7 Ngui cho chét

% Séng con than ghép

3

Nam

Hinh 4. Séng con than ghép tlr nguoi hién sbng va nguoi hién chét.
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Két qua ghép rat tot dd dugc bao céo trong ghép than tir ngudi
hién sdng khong cung huyét théng, ngay ca khi cip nguoi hién va
nguoi nhan tuong hop HLA kém[3]. Dir liéu CTS cho thay than twong
hop kém tir nguoi hién séng khong cing huyet thong 6 két qua ghép
t6t hon nhleu than tuong hop kém tur ngum hién chét. Tuy nhién, khac
biét ndy gan nhu’ bién mét ¢ ngudi hién tudi tir 15 dén 45 (Hinh 5)
Bleu nay goi y rang két qua ghép tot trong ghép than tur ngucn hién
séng khong cung huyét théng chi yéu 1a do chon lwa nguoi hién téi
vu va khong ¢ chét nio.

Ngw&i cho séng, khéng cling huyét théng
s0 VoI nguwdi cho chet 1997-2005
Bét twong hop HLA-A + B + DR
Tudi ngwéi cho 15-45

3

5-6 bét fireng hop, khéng ciing huyét n=1024
5-6 bét twong hop, ngwdi cho chét n=3151

% Séng con than ghép
3 8

g8 8

(=]
Y

Né&m
Hinh 5. Song con than ghép ti» nguoi hién chét twong hop HLA kém va tir
ngwoi hien song khéng cung huyét thong.

Ghép than tir chéng cho vo va tir vo cho ché)ng thuc hién tir 1991
dén 2005 cho thiy két qua gan nhu gidng hét nhau v6i séng con 3 nam
ctia than ghép 1a 87% (Hinh 6). Néu nguoi nhan 1a vo da cé thai, két
qua c6 thé xau hon[3].
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Quan hé cla nguwéi cho sdng khéng cung huyét théng
Ghép than lan dau 1991-2005
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Hinh 6. Séng con than ghép tir ngudi hién sdng khéng cuing huyét théng.

Séng con cua bénh nhan

Ngay nay, séng con cta bénh nhan sau ghép than tir nguoi hién séng 1a
khoang 98% sau 1 nam va 90% sau 5 nam. Két qua nay tot hon song
con cua bénh nhan sau ghép than tr nguoi hién chét véi ty 1€ song con
1 ndm 1a 95% va 5 nam khoang 80%[ 1,2].
Tudi ctia ngwei hién va ngwei nhan
Tuéi ngwoi hién

Tudi nguoi hién c6 anh huong dang ké dén két qua ghép than tir
nguoi hién chét. Véi tudi ngudi hién cang cao (trir ghép than & tré
em), chirc nang than sém, chirc nang va song con lau dai cua than
cang xau. Ty 1¢ song con 3 nam cua than ghép tir ngudi hién chét cao
hon dén 20% do61 vé1 nguoi hién tudi 18-30 so véi nguoi hién trén 70
tudi (Hinh 7)[1,2,4].
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Tudi ngwei cho
Ghép thén lan dau 1997-2005

(=R
2 18-30 n=13,980
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2 51-80 n=14,463
s 70 61-70 n= 8,356
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&= 50

oL :
0 1 2 3 4

MNam

Hinh 7. Anh huéng cla tudi nguoi hién dén song con than ghép tir nguoi
hién chét.

Khac voi ghép than tir nguoi hién chét, tudi nguoi hién duong nhu
anh huong rat it dén két qua ghép than tir ngudi hién séng[4]. Giai thich
kha di nhat cho khac biét nay la nguoi hién séng duoc chon lua dé hién
tang dua vao tinh trang sttc khoé chung trong khi chon lga nhu vay
khong thuc hién dugce ddi véi ghép tir nguoi hién chét. Hon nita, han 1a
qué trinh chét ndo, di kém véi phong thich cytokine, chemokine, ... gop
phan thém vao két qua ghép kém hon tir ngudi hién chét 16n tudi.
Tuéi ngwoi nhan

Tudi ngudi nhan c¢6 anh huong quan trong dén két qua ghép[5).
Séng con 5 nam cua than ghép & ngudi nhan tudi 18-34 1a 72% so véi
59% & ngudi nhan trén 65 tudi[2]. Tuy nhién, ghép than ctia ngudi hién
16n tudi vao nguoi nhan 16n tudi lai kha thi véi ty 18 thanh cong c6 thé
chap nhan duoc[6]. TAm quan trong cua tuong hop HLA khong r6 rang

’\”

trong nhém “16n tudi cho 16n tudi” nay.
Twong hop nhém phu hop td chirc chinh

Mic du co sy cai thién an tuong vé ty 18 ghép thanh cong trong
nhitng nim gan day (Hinh 1), tic dong “twong ddi” cua twong hop HLA
trén két qua ghép khong thay d6i. Tir 1995 dén 2004, nguy co tuong
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d6i mat than ghép 1a 0,77 d6i véi truong hop co 0-1 bat tuong hop
HLA-A+B+DR va 1,17 d6i véi trudng hop ¢ 5-6 bat trong hop HLA-
A+B+DR. Céc tri s6 nguy co twong d6i ndy gan nhu giéng hét véi cac
tri s6 0,76 va 1,16 duoc tinh ra dbi voi cac trudng hop ghép co 0-1 va
5-6 bat twong hop, trong tng, giai doan 1985 - 1994[7,8].

Theo UNOS, & bénh nhan duogc ghép tir 1997 dén 2005, nguoi nhan
than tir nguoi hién chét ¢6 0 bat twong hop HLA-A+B+DR c6 song con
5 ndm cua than ghép cao hon 11% so v&i ngudi nhan than tir ngudi hién
chét c6 6 bat twong hop, két qua nay tuong ty v6i dy liéu CTS (Hinh 8).
Ciing tuong tu véi cac phat hién trong co sé dir liéu CTS, dir liéu UNOS
xac nhan két qua ghép xau dan véi mdi bat twong hop thém vao[2].
Twong hop HLA vin quan trong ngay ca khi da c6 cac thudc e ché
mién dich “hién dai” nhu tacrolimus, MMF, rapamycin hodc khang thé
khang thy thé IL-2 (Hinh 9). Van con tranh cai liéu tvong hop HLA-DR
anh huong két qua ghép nhiéu hon tuong hop HLA-A+B khong.

Bat twong hop HLA-A + B + DR
Ghep théan lan dau tr ngwdi cho chét 1997-2005

= OMM n= 3,494
= 1MM n= 3,923
= 2MM n=10,534
= 3MM n=14,607
= 4MM n=11.936
= 5MM n= 6,303
§ 70 8 MM n= 2,040
=
i 60 -
03]
2 504

oF - . . :

0 1 2 3 4
Nam

Hinh 8. Anh huéng cla twong hop HLA trén séng con than ghép tlr nguoi
hién chét.
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CYA-Neoral / Tacrolimus / MPA / RAPA [/ anti-IL2R

Bat twong hop HLA-A + B + DR
- Ghép thén lan dau tlr ngwéi cho chét 1997-2005

& OMM n= 4,435
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a2 50
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Hinh 9. Anh huéng cta twong hop HLA trén sdng con than ghép trong diéu
kién (rc ché mién dich hién dai.

c ché mién dich

Dit liéu tir cac nghién ctru CTS rd rang cho thay loi ich cua e ché
mién dich duya trén cyclosporine A. ty 1& sdng con ctia than ghép cao
hon khoang 15% so véi e ché mién dich khong co cyclosporine A
(Hinh 10). Tuy nhién, cac két hop khac nhau cua cac thude trc ché mién
dich “hién dai” dudong nhu khong tao ra nhimng khac biét 1on trong két
qua ghép (Hinh 11).

Urc ché mién dich ban dau (CYA)
Ghép thén lan dau tr ngwdi cho chét 1997-2005
Khang cé FK, khéng cé MMF

100
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Hinh 10. Anh huéng clia (rc ché mién dich dua trén cyclosporine A trén song
con than ghép & bénh nhan ghép lan dau.
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Fc ché mién dich ban dau

Ghép than lan dau tlr ngw&i cho chét 1997-2005
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n=12,725
n= 1,922
n=21,696
n=12,303

Hinh 11. Anh hwéng clia cac két hop &c ché mién dich khac nhau trén séng

con than ghép.

Sé 1an ghép

Ti 1¢ séng con 4 nam cua than ghép giam khoang 5% tir lan ghép
dau tién sang thir hai va tir 1an ghép th hai sang thi ba. ty 1 song con 4
nam cua than ghép dau tién tir nguoi hién chét 1a 80% so véi 75% & lan
ghép thir hai, 70% & 1an ghép thi ba va 63% & 1an ghép tht tu hay hon
(Hinh 12).Véi ghép tir nguoi hién sdng, mirc d6 suy giam chic ning
than ghép gitra 1an dau tién va tha hai it hon (khoang 2%)[1].

S6 lan ghép

Ghep than tlr ngureri cho chét 1997-2005
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Hinh 12. Sé 14n ghép va séng con than ghép.

n=72956
n=9566
n=1490

n=220
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The&i gian thiéu mau lanh

Su thanh cong ctia ghép than tir ngudi hién séng khong ciing huyét
théng goi ¥ rang thoi gian thiéu mau lanh c6 vai trd quan trong trong
ghép than. Tuy nhién, theo dir liéu CTS, séng con cua than ghép chi bi
anh huong it khi thoi gian thiéu mau lanh dén 24 gio (Hinh 13) va tuong
hop HLA c6 anh huéng dang ké dén két qua ghép, ngay ca véi thoi gian
thiéu mau lanh ngin (Hinh 14). So vdi cac dung dich bao quan khéc,
dung dich UW di kém voi két qua ghép tét hon khi thoi gian thiéu mau
lanh > 24 gi¢ trong nghién ctru CTS[7].

Thoi gian thiéu mau lanh
Ghép than lan dau tir ngwdri cho chét 1997-2005
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Hinh 13. Anh hudng clia thoi gian thiéu mau lanh trén song con than ghép
tr nguwoi hién chét.
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Thiéu mau lanh - S6 bat twong hop HLA-A + B + DR
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Hinh 14. Anh hwéng cda thoi gian thiéu mau lanh trén séng con than ghép tir
ngwoi hién chét giai doan 1990-2005 Ié thudc twong hop HLA.

Th&i gian diéu tri loc mau

Theo dit liéu CTS, két qua ghép 1a tt hon hét néu bénh nhan chua
bao gid loc mau va giam dan véi moi nam diéu tri loc mau thém vao
(Hinh 15). Nhitng phat hién nay phu hop vdi cac bao cdo nhan manh
tam quan trong cua ghép don dau[9].

_ Th&igianlocmau
Ghép than lan dau tlr ngwdi cho chét 1997-2005
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Hiph 15,. Anh huéng cla thdi gian loc mau trén séng con than ghép tir nguoi
hién chét.
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Chwong 11
TANG TRUONG SAU GHEP THAN
O TRE EM

CAC KHUYEN CAO

Sau ghép than, can theo ddi tang truong déu din & tré em bao gom:
can nang, chiéu cao, vong dau (voi tré < 3 tudi), danh gia day thi (2C)

it nhat mdi 3 thang néu tré < 3 tudi
MB&i 6 thang néu tré > 3 tudi

Str dung rGH 28 UI/m%tuan hoic 0,05 mg/kg/ngay) & tré chim
tang truong sau ghép than (1B)

Giam tdi da hodc ngung steroid & tré dang tang truong (2C)

Bénh than man c6 thé dua dén cham tang trudng ¢ tré em. Du ghép
than thanh cong, cham ting trudng van c6 thé xay ra do nhiéu nguyén
nhan. C6 ba nhom nguyén nhan chinh: tudi luc ghép, chic ning thin
ghép, licu steroid.

Hormone ting truong (GH) cho thdy an toan va hiéu qua cho tré
ghép than. Viéc str dung rGH ¢ liéu 28 Ul/m?*/tuan trong nam dau sau
ghép cho tré cham tang trudng vadi chicu cao < 3 percentile hoac <-2DS
cho thdy tang chiéu cao tot hon nhom khong sir dung.

Sau nam thtr hai, hiéu qua ctia rGH s& kém dan va viéc st dung GH
lau dai khong c6 loi.

GH cho thiy c6 hiéu qua tot hon & nhom CKD 3 so v6i CKD 4 va
CKD 5. GH cling hiéu qua hon ¢ giai doan tién day thi so véi giai doan
day thi.

Céc tac dung phu dugc bao cdo tur viéc st dung rGH bao gém:
suyén, thai ghép cap, phu gai thi, ting dudng huyét.

Tuy nhién, cac thu nghi¢m 1am sang khong chiing minh su khéc
biét vé tan suat thai ghép va rdi loan dung nap dudng ctia nhém st dung
rGH so v6i nhém chung.
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rGH ciing khong dugc chimg minh 1a yéu té nguy co doc 1ap véi
su phat trién carcinoma than, twong tu voi hdi ching tang sinh lympho
sau ghép (PTLD).

Céc thir nghiém 1am sang cho thdy véi liéu steroid trén 7mg/m%/
nga‘ly, s& din dén chim ting truong. Co sy khac biét co ¥ nghia thong
ké vé tang trudong kh1 su dung steroids cach ngay so v&i moi ngay ma
khong khac biét vé tan suat thai ghép. Tuy nhién, khi cho udng cach
ngay, nguy co khong tuan thi diéu tri s& cao hon.

TAI LIEU THAM KHAO
American Journal of Transplantation 2009; 9 (Suppl 3): S104-S105
Pediatric Nephrology; 7" edition -2016- Springer
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Chwong 12
GHEP TRAO BOI NGUOl HIEN THAN

Ghép than trén thé gidi thuc hién thanh cong dau tién vao nhiing
niam cua thap nién 50 va khoi dau ngudn than ghép 1a tir nguoi hién
song cung huyét théng. Do khong du than ghép, ngudn than ghép duoc
mo rong qua ngudi hién chét ndo va tim ngung dap. Tuy nhién, nguén
cung van khong dap ung du, do do nhleu giai phap duoc dat ra. Doi
v6i nguoi hién song, uu diém cia nguon cho nay 14 rat ngan thoi gian
cho doi, két qua ngan han va lau dai t6t hon c6 ¥ nghia so v&i ghép
than tir nguoi chét. Tuy nhién, khong phai ludn luén thyc hién dugc
ghép than tor nguoi hién séng 0 mot cap hién va nhéan duoc du tinh va
ghép than doi nguoi hién 13 mot giai phap kha thi va ngay cang duoc ap
dung rong rdi. Theo KDIGO (2015) day 1a mot giai phap c6 téc do phat
trién nhanh tir 2 trudng hop nam 2000 1én 700 trudng hop nam 2013
(OPTN) Néam 2014, Ha Lan da thanh lap he thong d6i ngudi hién &
tat ca trung tam ghep da lam tang dang ké sb truong hop ghép than d6i
ngudi hién tai dat nudc nay.

Céc chi dinh ctia ghép than d6i ngudi hién: khong twrong hop nhom
mau, khong tuong hop HLA, phan tng chéo dwong tinh, c6 khang thé
dic hiéu nguoi hién.

Rapaport (1986) 1a nguoi dau tién dua ra ¥ tuong vé tinh kha thi
cua ghép than doi nguoi hién. Mot trong nhiing diéu kién dé thuc hién
ghép than d6i ngudi hién 1 2 cdp hién-nhan than duoc thyuc hién dong
thoi nham tranh mgt nguoi trong 2 cap ghep thay di y v dinh. Mot trong
nhung van dé ctia ghép than doi nguoi hién 1a ap luc vé mat tam 1y, do
mot s6 diém khong twong dong giira 2 cip hién va nhan sau khi hoan
d6i (tudi, hoa hop mién dich, thudc (e ché mién dich, két qua ghép...).

Park va cong sy (1991) thyc hién truong hop ghép than d6i nguoi
hién dau tién tai Han Qudc. Tai chau Au, truong hop ghép than doi cip
dau tién duoc Thiel va Kirste thuc hién tai Basel, Thuy Si gitta mdt cap
nguoi Pirc va mét cap nguoi Thuy ST nam 1999. Tai Hoa Ky, truong
hop ghép than ddi nguoi hién 1an dau thuc hién vao nam 2000. Nam
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2011, wdc tinh c6 dén 10% cac truong hop ghép than tir nguoi hién sdng
duogc thyc hién bang cach doi ngudi hién.

C6 ba phuong phap hoan dbi: hoan d6i ngudoi hién don gian, d6i
dang chudi, dang chuSi NEAD. O dang co ban nhét cta ghép than doi
ngudi hién, nhitng van dé bat twong hop cua hai cap ngu:(n hién - nguoi
nhan c6 thé duoc giai quyét bang cach d6i nguoi hién.

18 S. E. Gentry ct al.

Fig. 2.1 A two-way kidney

paired donation. The donor in

blue is not compatible with

his or her intended recipi- Pai r1
ent, and the donor in gray is

not compatible with his or

her intended recipient, but,

through KPD, both rccipicnts Pa‘.r 2

can be transplanted

Recipienl

=

surpass 500 transplants per year in 2010 [2]. Kidney exchange accounted for nearly
10 % of living kidney transplants in 2011.

Hinh 1. Hai cach trao dbi ngwdi hién than, nguwdi hién (xanh ) khéng hoa hop
v&i (’ng vién nhan than (xanh) ctia minh. Nguwoi hién (xam) thi khéng hoa hop
v&i ngudi nhan (xam) cta minh. Ngudn: Shapiro R. (2014), “Kidney Paired
Donation Programs for Incompatible Living Kidney Donors and Recipients”,
Living Donor Advocacy, Springer, pp. 17-27.

Mot khéi niém mo rong cua ghép than ddi cap la doi gitra 3 hoac
nhiéu cdp voi nhau, con goi 1a chudi d6i nguoi hién than. Trong khai
niém nay, than duoc 1ay tir nguoi hién cia cip dau tién s& duoc ghép
cho nguoi nhan cua cdp tha hai va than tr ngu:(‘)ri hién cua cap thtr hai s&
ghep cho nguoi nhan cua cip ké tiép, ctr thé cho dén than ldy tir nguoi
hién cua cap cudi ciing s& dugc ghép cho ngudi nhan cua cip dau tién.
Phuong phap nay giup gia ting déng ké ty 18 cac cap ghép tuong hop.

Véi nhiing tién bd ctia phan mém cong nghé, nhiéu trung tim da
tién hanh doi cdp tir ba cip trd 1én. Nhitng bio cdo gan day mo ta viée
thuc hién dong thoi ghép than domino bat dau bang mot ngudi hién tu
nguyén va két thic khi ngudi hién cta cip cudi cing trong chudi hién
than cho mdt ngudi nhan khong cung cdp vao danh sach cho ghép.
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H‘mh 2. Khai niém mé rong trao ddi ngudi hién ting theo kiéu “domino”.
Nguon: Morris P., Knechtle S. J. (2013), “Kidney Transplantation-Principles
and Practice E-Book”, Elsevier Health Sciences.

Nhu vay, ghép than d6i ngudi hién 13 mot trong nhiing phuwong

phéap gitp md rong ngudn tang hién va giai quyét nhitng truong hop
kh6 nhu khong tuong hop nhém mau hoic co dia nhay cam mién dich.
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GHEP THAN
KHONG TUONG HOP NHOM MAU

Nguoi hién than khong twong hop nhém méu ABO di ting 13 mot
chéng chi dinh cta chi dinh ghép than, nhung diéu nay khong con la
chdng chi dinh tuyét d6i vi da c6 cac ki thuat moi (cot hap phu khang
thé)[1] va cac cong cu rc ché mién dich méi (vi du khang thé don dong
khang-CD20, rituximab)[2]. Piéu nay da 1am ting co hoi hién tang.

Nghién ctru 1am sang cho thiy da thanh cong vi vuot duge riao can
vé su di biét nhém mau khi ghép than tir ngudi hién than séng, dbi chiéu
v6i cac két qua tuong tu trong nghién ciru hdi ciru ghép than tir nguoi
hién than sdng voi nhém mau twong hop[3,4]. Han ché cuia cac bao cdo
hién nay 1a s6 bénh nhan nho, thoi gian theo ddi twong dbi ngan va con
c¢6 sy khac biét trong cac phac do diéu tri[5,6]. Cac nghién ciru tuong
tu dang duoc tién hanh[7,8,9,10]. Cac bao cao hién tai cho théy nguyén
tac cua ghép khong twong hop voi ABO doi hoi mét liéu phap te ché
mién dich manh hon va tén kém hon[11,12,13] (LE: 3).

Trong khi cho ¢6 cac chimg cr dai han hon va khi cac van dé chinh
clia cac quy trinh diéu tri dugc giai quyét, cac phac d6 hién van con 1a giai
doan thir nghiém va chi nén thuc hién nhu 1a mot phan ciia mot nghién
ctru khoa hoc. Bénh nhan nén duoc tu van can phai can nhéc vé nhitng
1l ro tiém 4n (nhu phai dung thém thudc trc ché mién dich manh mé, nhu
1a con thiéu tu lidu vé két qua dai han), so v&i loi ich. Pong thoi nén tan
dung cac gidi phap cho ghép than khac khi c6 bat tuong hop ABO cho-
nhan, nhu nhu ghép than trao d6i ngudi hién than, cho phép ghép than véi
céc phéac db trc ché mién dich tiéu chuan (LE: 3).

Khuyén cao [14] Cép dd
Ghép khéng twong hop ABO |a mot phac d6 day hira hen dang C
dwoc danh gia lam sang.

Do con trong giai doan nghién ctru, nén dwoc thwe hién tai cac C

trung tam da c6 kinh nghiém duéi sw hwéng dan cda tai liéu
khoa hoc.

Bénh nhan phai dwoc tw van vé nhirng rii ro tiém tang va céc C
lwa chon thay thé khac.
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Chwong 14
CAC DANG GHEP THAN KHAC

GHEP THAN & NGU'Gl NHAN CO KHANG THE KHANG HLA
TREN NGU'OI HIEN SONG

Diéu nay trude day duge cho 1a chdng chi dinh. Tuy nhién, mot s6
nghién ctru thi diém[11,12,13,14] da bao cdo ghép gan thanh cong voi
cac két qua ngén han ¢6 thé chép nhan duogc, st dung cac chién luge
loai bo khang thé mé rong (vi du nhu sy két hop huyét khéi), tiém
globulin mién dich va mét su tc ché mién dich manh hon véi su kich
thich khang thé va str dung B- céac chét can kiét té bao (vi du nhu khéng
thé anti-CD20 rituximab) (LE: 3). Do thiéu cac quy trinh diéu tri chuan
va khong c6 két qua dai han tir cic nhoém 16n hon nén thi tuc nay van
con thur nghiém va chi nén duoc thuc hién nhu 1a mot phén cua mot thir
nghiém khoa hoc. Bénh nhan can dugc tu van ddy di vé nhitng nguy co
tiém an. Nhing cach khac dé cdy ghép nhiing bénh nhan duoc chung
ngura cao (vi du nhu chuong trinh Eurotransplant Acceptable Mismatch,
cross-over transplantation) nén dugc xem xét dé cho phép ciy ghép
kip thoi nhitng bénh nhan nay véi cac phac dd e ché mién dich tiéu
chuan[15] (LE: 4).

Khuyén cao Cap do

Ghép than voi phan ting chéo dwong tinh voi nguoi hién than con C
sbng hién con trong quy trinh nghién ctru khoa hoc. Bénh nhan can
dwoc tw van vé rii ro va cac lwa chon thay thé tiém nang.

Hién va ghép than khéng cuing huyét théng

O nhiéu qudc gia & chau Au, hién than vi tha & nhitng nguoi khong
cung huyét thong dugc phép vé mit phép 1y, sau khi kiém tra dugc dong
co cua 10ng vi tha va loai trir loi ich tai chinh [15,16]. Két qua co thé so
sanh duogc v6i ghép tir ngudi hién sdng c6 lién hé huyét thong (LE: 3).

Khuyén cao Cép do
Ghép than tlr nguoi hién con song ca vé co lién hé huyét thong B
va khong lién hé huyét thong nén duoc khuyén cao phai tuén
theo khudn kho luat phap quoc gia.
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Ghép than tir ngwei hién than séng “khéng dinh hwéng”
(Non-directed living-donor transplantation)

Ghép gitta nguoi hién than vi long vi tha va ngudi nhan khong quen
biét (khong can biét danh tinh ngudi nhan than) dang duoc tién hanh tai
mot vai trung tAm trén toan thé gisi[17,18,19]. Mic du gy nhiéu tranh
cdi, nhung khong c6 1y do dao dire dé tir chdi 1ong tot nhitng nguoi thuc
su tinh nguyén Va thuc su co long vi tha[16,17, 18 19,20]. Tuy nhién,
hién c6 nhitng mbi quan tdm dao dirc va phap 1y vé loai hién than nay,
vi su nhan danh hay ntp bong tén goi “tu nguyén” va “vi tha”, hién rat
kho ¢6 thé dwa ra mot hudng dan hiéu qua[21].
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KET LUAN

Dé c6 mot ban hudng din vé ghép than that sy co gia tri ¢6 thé noi
la viéc khong dé, Ban hudng dan “Piéu tri nguoi nhan than sau ghép
than” cua KDIGO duogc sy cong nhan cua Hoi Ghép tang Thé gidi,
Hoi Ghép tang Hoa Ky ra doi ndm 2009, dén nay sau nhiéu nim, chua
ra dugc phién ban cip nhét do nhimg khé khan trong viéc thong nhat
chuyén mon.

Ban hudng dan nay, 1an dau tién thuc hién do nd luc va quyét tim
cua cac thanh vién va cua Hoi Ghép tang Viét Nam, véi ky vong s€ 1am
duoc diéu twong tu voi ghép gan, ghép tim, ghép tuy.. ..

Chiéc chéc 1an xuat ban nay c6 rat nhiéu thiéu sot, nén vin phong
VSOT xin d6n nhan dé hiéu dinh hang nam qua phan binh luan trén
trang web https://www.vsot.com.vn hoac e-mail: vsot@outlook.com.vn
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LOI CAM ON

Thay mit Ban chip hanh Hoi Ghép tang Viét Nam, chung t6i xin
tran trong cam on:
- Quy vi Hoi vién, la chuyén gia trong chuyén nganh ghép than
da dong gop bai vé va tham gia soan thao ban Hudng dan Ghép
Than, phién ban lan mdt nay.
- Quy Co, 1a chuyén gia linh vuc ghép tang noi chung da tham
gia gop y cho ban Huéng dan nay.
- Cac cong ty Astellas Pharma Viét Nam, Cong ty TNHH

Novartis Viét Nam va Hoffmann Roche va Hoffmann - La
Roche Ltd Tai Viét Nam.

GS.TS.BS. PHAM GIA KHANH
Chd tich
Hoi Ghép Tang Viét Nam (VSOT)
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Phu luc 1:

Phu luc 2:

Phu luc 3:

PHAN PHU LUC

Luat hién, 14y, ghép mé, bd phan co thé ngudi va
hién, lay xac, cta qudc hodi khéa X, ky hop thir 10
s 75/2006/QH11 ngay 29 thang 11 nam 2006

Quy trinh k¥ thuat ghép than tir ngwdi hién séng cua
B& Y t&-2006

Danh muc b&nh ma ngwdi mac bénh d6 khéng dwoc
ldy md, bd phan co thé dé ghép cho ngudi bénh
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Phu luc 1: LUAT HIEN, LAY, GHEP MO, BQ PHAN CO THE
NGUOI VA HIEN, LAY XAGC, ciia quéc hdi khéa XI, ky hop thir
10 s6 75/2006/qh11 ngay 29 thang 11 nim 2006

LUAT

HIEN, LAY, GHEP MO, BO PHAN CO THE NGU'OIl
VA HIEN, LAY XAC CUA QUOC HOI KHOA XI,
KY HOP THU 10
SO 75/2006/QH11 NGAY 29 THANG 11 NAM 2006

Can civ vao Hién phéap nuée Cong hoa xa héi chii nghia Viét
Nam nam 1992 di dwoc sira doi, bé sung theo Nghi quyét sé6 51/2001/
OH10 ngay 25 thang 12 nam 2001 ciia Quoc hoi khod X, ky hop thir 10;

’ Lu,ét nay quy dinh vé hién, ldy, ghép mé, bé phén co thé ngieoi
va hién, lay xdc.
Chuong I
NHUNG QUY PINH CHUNG
Piéu 1. Pham vi diéu chinh

1. Luat nay quy dinh vé hién, 14y, ghép mo, bd phan co thé nguoi va
hién, lay xac; to chuirc, hoat dong ctia ngan hang mo va Trung tam diéu
phoi quoc gia vé ghép bd phan co thé nguoi.

2. Viéc truyén mau, ghép tuy khong thudc pham vi diéu chinh ciia
Luat nay.

Piéu 2. Poi twong ap dung

Luat nay &p dung doi véi to chure, cd nhan Viét Nam, nguoi Viét Nam
dinh cu ¢ nudc ngoai, t6 chirc, cd nhan nude ngoai co lién quan dén hién,
lay, ghép mo, bd phan co thé nguoi va hién, 1ay xac tai Viét Nam.

Piéu 3. Giai thich tir ngir
Trong Luét nay, cac tir ngit dudi day dugc hiéu nhu sau:

1. Mé 1a tap hop cac té bao cing mot loai hay nhiéu loai khac nhau
de thuc hién cac chirc nang nhat dinh cua co thé nguoi.
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2. B§ phdn co thé nguoi 1a mot phan cia co thé duge hinh thanh tir
nhiéu loai m6 khac nhau d¢ thuc hi¢n cac chirc nang sinh ly nhat dinh.

3. Nodn 1a té bao trimg.

4. Phéi 1a san pham cua qua trinh phat trién do su két hop giira
noan va tinh trung.

5. B$ phdn co thé khéng tdi sinh 13 bo phan sau khi 1y ra khoi co
thé nguoi thi co thé khong thé san sinh hodc phat trién thém bd phan
khac thay thé bo phan da lay.

6. Hien mo, by phdn co the nguoi 1a viéc ca nhan tu nguyén hién
mo, bd phan co thé cuia minh khi con song hodc sau khi chet.

7. Ldy mé, bg phdn co thé nguoi 1a viée tach mo, bd phén tir co thé
nguoi hién khi con song hoac sau khi chét.

8. Ghép mé, bo phdn co thé nguoi 1a viée ciy ghép mo, bod phan
tuong tng cua co thé nguoi hién vao co thé cuia nguoi duge ghép.

9. Chét niio 1a tinh trang toan nao bd bi ton thuong nang, chirc nang
cua nao da ngung hoat dong va ngudi chét ndo khong thé song lai dugc.

10. Ngdn hang mé 1a co so y t€ tiep nhan, bao quan, luu gilr, van
chuyén va cung irng mo.

Diéu 4. Cac nguyén tac trong viéc hién, lay, ghép mo, b¢ phan
co’ thé nguwoi va hién, lay xac

1. Ty nguyén dbi véi nguoi hién, nguoi duoc ghép.

2. Vi muc dich nhan dao, chita bénh, giang day hodc nghién ctru
khoa hoc.

3. Khong nham muc dich thuong mai.

4. Giir bi mat vé cac thong tin c6 lién quan dén ngudi hién, nguoi
dugc ghép, trir truong hop cac bén cé thda thuan khac hodc phap luat
c6 quy dinh khéc.

Pi¢u 5. Quyén hién md, bo phan co thé ngudi va hién xac

Nguoi tor di muodi tdm tudi tro 18n, cd nang luc hanh vi dan sy d:?ly
da cé quyen hién mo, bd phan co thé cua minh khi con song, sau khi
chét va hién xac.
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Pi¢u 6. Quyén hién, nhan tinh tring, noin, phai trong thu tinh
nhén tao

1. Nam tir da hai muoi tudi trd 1én, nit tir du mudi tam tudi trd 1én,
c6 nang lyc hanh vi dan sy day du c6 quyén hién, nhén tinh tring, noan,
phoi trong thu tinh nhan tao theo quy dinh cta phap luat.

2. Viéc hién, nhan tinh trung, noan, phdi trong thu tinh nhan tao
duogc thuc hién theo quy dinh cua Chinh phu.

Piéu 7. Trach nhiém quan 1y nha nwéc vé hién, 1y, ghép md, bd
phén co thé ngudi va hien, lay xac

1. Chinh phii thong nhat quan ly nha nudc vé hién, lay, ghép mo, bo
phan co thé ngudi va hién, 13y xac.

2. Bo Y té chiu trach nhiém truéc Chinh phu thyuc hién quan 1y nha
nude vé hién, 1dy, ghép mé, bd phan co thé nguoi va hién, 14y xac trong
pham vi ca nudc.

3. Bo, co quan ngang bd trong pham vi nhiém vu, quyén han cta
minh co trach nhiém phéi hop véi Bo Y té trong viée thuc hién quan ly
nha nudc vé hién, lay, ghép mo, bo phan co thé nguoi va hién, 1dy xac.

4. Uy ban nhan dan cac cap trong pham vi nhiém vu, quyén han cta
minh thyc hién quan ly nha nudc vé hién, lay, ghép md, bd phan co thé
nguoi va hién, lay xac tai dia phuong.

Pi¢u 8. Noi dung quan ly nha nuwéce vé hién, lay, ghép mé, bd
phan co thé nguoi va hién, lay xac

1. Ban hanh va t6 chire thuc hién cac vin ban quy pham phap luat
v¢ hién, lay, ghép md, bo phan co thé nguoi va hién, lay xac.

2. Xay dung va chi dao thuc hién ké hoach vé hién, 1y, ghép mo,
b phan co thé nguoi va hién, lay xéc.

3.. Tuyén truyén, phd bién phap luat vé hién, 13y, ghép md, bd phan
co thé nguoi va hién, lay xéc.

4. T chirc va chi dao viée dao tao, bdi dudng can bd quan ly va
chuyén mon vé hién, lay, ghép mo, b phan co thé ngudi va hién, lay xéc.

5. Huy ddng, quan ly, st dung cac nguén luc cho hoat dong hién,
lay, ghép mo, by phan co thé ngudi va hién, lay xéc.
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6. TO chiic va quan 1y cong tic nghién ctru, tmg dung khoa hoc,
cong nghé ve hien, lay, ghép md, bd phan co thé nguoi va hién, lay xac.

7. Thanh tra, kiém tra viéc chap hanh phap luat vé hién, lay, ghép
mo, bo phan co thé nguoi va hién, lay xac.

8. Giai quyét khiéu nai, to cdo va xir 1y vi pham phép luét vé hién,
lay, ghép mo, bd phan co thé nguoi va hién, lay xéc.

9. Hop tac quéc té vé hién, ldy, ghép mo, bo phan co thé ngudi va
hién, lay xac.

Diéu 9. Théng tin, tuyén truyén vé hién, 1y, ghép mé, b phén
co thé ngwoi va hien, lay xac

1. Co quan nha nudc, Mat tran T quéc Viét Nam va cac td chiic
thanh vién, t6 chire x4 hoi, to chuc kinh té va don vi vii trang nhan dan
trong pham vi nhiém vy, quyén han ctia minh c6 trach nhiém thong tin,
tuyén truyén vé muc dich nhan dao, chira bénh, giang day, nghién ctru
khoa hoc va ¥ nghia cua viéc hién, léy, ghép mo, bd phan co thé nguoi
va hién, 13y xac.

2. BOY té o trach nhiém chu tri, phéi hop v6i Bo Van hoa - Thong
tin cung cap cho cac co quan thong tin dai chung ndi dung thong tin,
tuyén truyén vé muc dich nhan dao, chita bénh, giang day, nghién ctru
khoa hoc va ¥ nghia cta viéc hién, 14y, ghép mo, bo phan co thé ngudi
va hién, ly xac.

3. B6 Van hoa - Thong tin ¢6 trach nhiém chi dao cac co quan
thong tin dai ching thuong xuyén thong tin, tuyén truyén vé muyc dich
nhan dao, chita bénh, gidng day, nghién ctru khoa hoc va y nghia cia
viéc hién, 1ay, ghép mo, bd phéan co thé nguoi va hién, lay xac.

4. Uy ban nhéan dan céc cap co trach nhiém t6 chtic thyc hién cong
tac thong tin, tuyén truyén vé muc dich nhan dao, chita bénh, giang day,
nghién ctru khoa hoc va y nghia cua viéc hién, léy, ghép md, bo phan co
thé nguoi va hién, lay xac tai dia phuong.

Piéu 10. Chinh sach ciia Nha nuéc vé hién, 1iy, ghép mé, bo
phan co thé nguoi va hién, lfly xac

1. Pau tu hodc hd trg dau tu cho co s y té thuc hién viéc nghién
cuu, léy, ghép, bao quan, luu gitr mo, bd phan co thé nguoi.
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2. Ho trg viéc nghién ctru va ing dung céc thanh tyu khoa hoc -
cong ngh¢ tién tién, dao tao, trao doi chuyén gia, chuyén giao k¥ thuat
trong viéc lay, ghép, bao quan, luu gitt mo, bg phan co thé nguoi.

3. Khuyén khich to chirc, ca nhan trong nude va nude ngoai dau
tu, hop tac trong viéc nghién ciru, lay, ghép, bao quan, luu gitr mo, bd
phan co thé nguoi.

4. H6 trg viéc thong tin, tuyén truyén vé hién, ldy, ghép mo, bd
phan co thé ngudi va hién, ldy xac.

5. Hd tro ngudn luc phuc vu viée nghién ctru, nudi cdy va ghép mo,
bo phan co thé nguoi nhan tao.

6. Cham soc suc khoé cho nguoi da tu nguyén hién mo, bo phén co
theé nguoi theo quy dinh cua phép luat.

7. Ton vinh nguoi ty nguyén hién bo phan co thé nguoi va nguoi
tu nguyén hién xac.

Piéu 11. Cac hanh vi bi nghiém cim
1. Lay trom mo, bd phan co thé ngudi; 14y trom xac.

2. Ep budc ngudi khac phai cho mo, bo phan co thé ngudi hodc lay
mo, bo phan co thé cua nguoi khong tu nguyén hién.

3. Mua, ban mo, bd phan co thé ngudi; mua, ban xac.

4. Lay, ghép, st dung, luu git mo, bd phan co thé ngudi vi muc
dich thuong mai.

5. Lay md, b phan co thé ¢ ngudi song dudi mudi tam tuoi.

6. Ghép mo, bd phan co thé cua ngudi bi nhiém bénh theo danh
muc do B truéng Bo Y té quy dinh.

7. Cay tinh tring, nodn, phoi giita nhitng ngudi cung dong mau vé
truc hé va gitra nhitng nguoi khéac gioi c6 ho trong pham vi ba doi.

8. Quang cao, modi gidi viéc hién, nhan bd phan co thé nguoi vi
muc dich thuong mai.

9. Tiét 16 thong tin, bi mat vé ngudi hién va ngudi dugc ghép trai
voi1 quy dinh cta phap luat.

10. Loi dung chic vy, quyén han dé 1am sai léch két qua xac dinh
chét nao.
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Chuong I1
HIEN, LAY MO, BQ PHAN CO THE O NGUOI SONG

Muc 1
PANG KY HIEN MO, BQ PHAN CO THE O NGUOI SONG

Piéu 12. Thi tuc ding ky hién md, bd phin co thé & nguoi
song

1. Nguoi c6 du diéu kién quy dinh tai Didu 5 ciia Luat ndy c6 quyen
bay t6 nguyén vong hién mé, bd phan co thé ctia minh véi co sd' y té.

2. Khi nhan dugc thong tin ctia ngudi cd nguyén vong hién mo, bo
phan co thé nguoi, co s¢ y té co trach nhiém thong bdo cho Trung tam
di€u phoi qudc gia vé ghép bd phan co theé nguoi.

3. Khi nhan dugc thong bao vé trudng hop hién mo, bd phan co
thé nguoi, Trung tim diéu phdi qudc gia vé ghép bd phan co thé nguoi
c6 trach nhiém thong bao cho co s¢ y té quy dinh tai Didu 16 ctia Luat
nay dé tién hanh cac tha tuc dang ky cho ngudi hién.

4. Khi nhan dugc thong bao cua Trung tim diéu phdi quéc gia vé
ghép bd phan co thé nguoi, co s y t€ quy dinh tai Bicu 16 ctia Luat nay
c6 trach nhi¢ém sau day:

a) Truc tiép gap ngudi hién dé tu van vé cac thong tin ¢6 lién quan
dén hién, 1ay md, bg phan co thé nguoi;

b) Hudng dan viéc ding ky hién theo mau don; thyc hién viéc
kiém tra stc khoe cho nguoi hién;

¢) Bao cao danh sach nguoi dang ky hién mo, bd phan co thé ¢ ngudi
song cho Trung tam diéu phoi quoc gia vé ghép bo phan co thé nguoi.

5. Viéc dang ky hién mo, bo phan co thé & ngudi sdng c6 hiéu
lyc ké tir khi co s¢ y t€ nhan don dang ky hién mo, b phan co thé &
nguoi song.

6. Bo tru’orng BoY té quy dinh mau don diang ky hién mo, bo phan

cothé & ngu’orl sdng; viée tu van, kiém tra stc khoe cho ngudi hién mo,
bd phan co thé & nguoi séng.
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Piéu 13. Thi tuc thay ddi, hity bé don ding ky hién mé, bd
phan co thé ¢ ngudi song

1. Trudng hop mudn thay d6i hodc hiy bo don dang ky hién mo,
bd phén co thé & nguoi song thi nguoi da dang ky hién giri don dé nghi
thay doi hodc huy bo dén co s¢ y t€ da tiép nhan don dang ky hién.

2. Co'sd'y té quy dinh tai khoan 1 Diéu nay c6 trach nhiém sau déy:

a) Tlep nhan don thay do6i hoac hily bo don dang ky hién mo, bd
phan co thé & ngudi séng cua ngudi da dang ky hién;

b) Trong thoi gian hai ngay lam Vlec ké tu ngay tiép nhan don,
thong bao cho Trung tam diéu phdi qudc gia vé ghép bd phan co thé
ngudi vé viée thay doi, huy bo don dang ky hién mo, bo phan co thé &
ngudi séng.

3. Viéc thay d6i hodc hiry bo don ding ky hién mo, bd phén co thé
& nguoi song ¢ hidu luc ké tir khi co s¢ y té nhan don thay d6i hodc
hiy bo don dang ky hién mé, bd phan co thé & ngudi song.

4. B truong BOY té quy dinh mau don thay d6i, huy bo don dang
ky hién mo, bo phan co thé & ngudi séng.

Muc 2
LAY MO, BQ PHAN CO THE O NGUOI SONG
Diéu 14. Diéu kién, thi tuc 1y md, bd phin co thé & ngudi sdng

1. Chi co sd'y té quy dinh tai Piéu 16 ctia Luat niy méi duoc tién
hanh lay md, bo phan co thé & nguoi song.

2. Chi lay mo, b phan co thé & nguoi sdng da dang ky hién. Trong
truong hop cip ciru ma can phai ghép mé hodc can ghép mé cho cha,
me, anh, chi, em rudt thi dugc phép lay mod cua nguoi chua dang ky
hién néu co6 sy dong ¥ ctia ngudi do.

3. Co sd y té trude khi tién hanh 1dy mo, bd phan co thé & nguoi
song co trach nhi¢m sau day:

a) Tu van vé suc khoe, tm 1y xa hoi cho ngudi hién;

b) Kiém tra cac thong s6 sinh hoc ctia nguoi hién.
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4. Bo truéng BO Y t€ quy dinh cu thé viéc tu van, kiém tra cac
thong so sinh hoc ciia ngudi hién md, bg phan co thé ¢ nguodi song.

Piéu 15. Piéu kién, thii tuc iy bd phén co thé khong tai sinh &
nguwoi song

1. Viéc lay bo phan co thé khong tai sinh & ngudi séng phai tuan
theo quy dinh tai Diéu 14 cua Luat nay va chi dugc tién hanh sau khi
co y kién dong y bang van ban cia Hdi dong tu van lay, ghép bd phan
co thé nguoi.

2. Hoi dong tu van lay, ghép b phan co thé ngudi do co so y té
quy dinh tai Diéu 16 cua Luat néy thanh 1ap. Thanh phéan cta Hoi dong
tu van lay, ghép bo phan co thé ngudi phai co it nhat 1a nim ngudi, bao
gom cac chuyén gia vé y té, phap luat va tam 1y.

3. Bo truong BO Y té quy dinh cu thé vé to chirc va hoat dong cia
Hoi dong tu van lay, ghép bo phan co thé nguoi.

Picu 16. Pidu kién ddi véi co sé y té ldy, ghép md, bd phan co
thé nguoi

1. Co s y té lay, ghép bo phan co thé nguoi phai c6 du cac dicu
kién sau day:

a) C6 du doi ngli can bo y té co nang luc, trinh d§ chuyén mon vé
lay, ghép bo phan co thé nguoi, gdy mé, hoi strc sau ghép dugc co s¢'y
te hodc co so dao tao cap gidy ching nhan hoac van bang chuyén khoa;

b) C6 trudng kip ghép bo phan co thé nguoi 1a nguoi da truc tiép
thuc hién ca ghép trén nguoi;

c) Co it nhat ba phong lién hoan khép kin, bd tri mot chiéu, bao
dam vo trung, bao gom phong lay, xtr ly va bao quan bo phan co thé
nguoi, phong ghép va phong hoi strc sau ghép;

d) C6 phong ky thuat danh riéng cho viéc theo ddi, cham soc lién
tuc nguoi hién hodc nguoi dugce ghép;

d) Co6 don vi ghép thuc nghiém,;

e) Co phong xét nghiém;

g) Co don vi loc mau, chay than nhan tao ddi véi truong hop
ghép than,;
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h) C6 du trang thiét bi, dung cu y té vé thim do chirc nang, huyét
hoc, hoéa sinh, vi sinh, mién dich, giai ph?lu bénh, chan doan hinh anh,
dinh luong ndng d6 thudc chdng thai ghép dé bao dam viéc chan doan
va theo ddi ngudi hién, ngudi dugc ghép trudc, trong va sau khi ghép;

i) C6 du co s thude can thiét dép Gmg yéu cau thyuc hién qua trinh
lay, ghép va phuc hoi sau khi ghép.

2. Bo truéng BO Y té quy dinh cu thé cac diéu kién quy dinh tai
khoan 1 Bi€u nay; diéu kién cua co so y té lay, ghép mo; trinh ty, thu
tuc cho phép co sé y t€ lay, ghép bd phan co thé nguoi, co sd y té lay,
ghép mo hoat dong.

Piéu 17. Quyén lgi ciia ngwdi da hién md, b phan co thé nguoi

1. Ngudi di hién mo duoc chim soc, phuc hdi strc khoé mién phi
ngay sau khi thuc hién viéc hién mo tai co sd y te.

2. Ngudi da hién bo phan co thé nguoi co cac quyén loi sau day:

a) Puogc chiam soc, phuc hdi strc khoé mién phi ngay sau khi thuc
hién viéc hién bd phan co thé nguoi tai co s¢ y t€ va dugc kham stic
khoe dinh ky mién phi;

b) Pugc cap thé bao hiém y té mién phi;

¢) Pugc uu tién ghép mo, bd phan co thé nguoi khi co chi dinh
ghép cua co so y te;

d) Pugc tang Ky niém chuong vi stcc khoe nhan dan theo quy dinh
cua Bo truong BO Y te;

3. B0 truong B Tai chinh quy dinh cu thé ché d6 tai chinh vé kham
suc khoe dinh ky va cap thé bao hiém y t€ cho nguoi da hién by phan
co thé nguoi.
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Chuong III

HIEN, LAY MO, BQ PHAN CO THE O NGUOI
SAU KHI CHET VA HIEN, LAY XAC

Muc 1
PANG KY HIEN MO, BQ PHAN CO THE O NGUOI
SAU KHI CHET VA HIEN XAC
Piéu 18. Thi tuc ding ky hién mé, b phén co thé & nguwoi sau
khi chét

1. Nguoi co du diéu kién quy dinh tai Piéu 5 cua Luat nay co
quyén bay t6 nguyén vong hién mo, bd phan co thé ciia minh sau khi
chét v6i co sd y té.

2. Khi nhan dugc thong tin ctia ngudi ¢6 nguyén vong hién md, bo
phan co thé nguoi sau khi chét, co s¢' y té ¢ trach nhiém thong bao cho
Trung tam diéu phdi quéc gia vé ghép bd phan co thé ngudi.

3. Khi nhan duoc thong bao vé truong hop hién mo, bd phan co
thé nguoi, Trung tam diéu phdi qubc gia vé ghép bd phan co thé nguoi
¢6 trach nhiém thong béo cho co sd y té quy dinh tai Piéu 16 cua Luat
nay dé tién hanh cac tha tuc dang ky cho ngudi hién.

4. Khi nhan dugc thong béo cua Trung tdm diéu phdi quic gia vé
ghép bo phan co thé ngudi, co so'y té quy dinh tai Didu 16 ciia Luat nay
c6 trach nhi¢m sau day:

a) Truc tiép gap nguoi hién dé tu van vé cac thong tin ¢6 lién quan
dén hién, 1ay mo, bd phan co thé nguoi;

b) Huéng din viéc dang ky hién theo mau don; thyc hién viéc
kiém tra strc khoe cho nguoi hién;

¢) Cap thé dang ky hién mo, bd phan co thé ngudi sau khi chét cho
nguoi hién;

d) Bao cio danh sach nguoi dang ky hién di duoc cip thé dang ky
hién mo, bd phan co thé nguoi sau khi chét cho Trung tam diéu phoi
quoc gia vé ghép bo phan co thé nguoi.
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5. Viéc dang ky hién mo, bo phén co thé nguoi sau khi chét c6 hiéu
luc ké tir khi nguoi dang ky dugc cap thé dang ky hién.

6. Bo truong B Y té quy dinh mau don dang ky hién mo, bo phan
co thé & nguoi sau khi chét; viée tu van, ki€m tra stcc khoe cho nguoi
hién mo, bd phan co thé & nguoi sau khi chét.

Piéu 19. Thi tuc ding ky hién xac

1. Nguoi c¢6 du diéu kién quy dinh tai Diéu 5 cta Luét ndy co
quyén bay to nguyén vong hién xac vdi co so y te.

2. Khi nhan dugc thong tin cua nguoi co nguyen vong hién xac, co
sO'y té ¢o trach nhiém thong bao cho co s6 tiép nhan va bao quan xéac
ctia nguoi hién quy dinh tai Piéu 23 cta Luat nay.

3. Khi nhan duoc thong bao vé trudng hop hién xac, co so tiép
nhan va bao quan xac cua nguoi hién co trach nhiém sau day:

a) Truc tiép gap ngudi hién dé tu van vé cac thong tin c6 lién quan
ve€ hién xac;

b) Hudng dan viéc dang ky hién theo mau don;

c) Cap thé dang ky hién xac cho nguoi hién.

4. Viéc dang ky hién xé4c c6 hiéu luc ké tir khi ngudi dang ky dugc
cap theé dang ky hién.

5. BO trudong BO Y té quy dinh mau don dang ky hién xac; viée tu
van cho nguo1 hién xéc.

Piéu 20. Thi tuc thay doi, hity bé don ding ky hién mé, bd
phan co thé & nguwoi sau khi chét va hién xac

l. Tru’(‘)’ng hop mudn thay doi hoic hﬁy bo don dang ky hién m,
bo phan co thé ¢ ngudi sau khi chét hodc hién xéc thi nguoi da dang ky
hién giri don dé nghi thay ddi hodc huy bo den co sy té hoic co so tiép
nhan va bao quan xac cua ngudi hién di tiép nhan don dang ky hién.

2. Co so'y té hodc co so tiép nhan va bao quan xac cua nguoi hién
quy dinh tai khoan 1 Diéu nay c6 trach nhi¢m sau day:

a) Tiép nhan don thay doi hodc hity bo don dang ky hién mo, bd
phan co thé & nguoi sau khi chét, hién xac cua nguoi da dang ky hién;
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b) Cap lai thé hodc thu hdi the dang ky hién mo, bo phan co thé &
nguoi sau khi chét, hién xac cho nguoi dang ky hién néu nguoi do da
duoc cap the;

¢) Trong thoi gian hai ngay lam viéc ké tir ngay tiép nhan don,
thong bao cho Trung tdm diéu phdi qudc gia vé ghép bd phan co thé
ngudi vé viée thay doi, huy bo don dang ky hién mé, bo phan co thé &
nguoi sau khi chét.

3. Viéc thay d6i hodc huy bo don ding ky hién mé, bd phan co thé
& ngudi sau khi chét, hién xac c6 hiéu lyc ké tir khi co s y té hoic co
sO tiép nhan va bao quan xac ctia ngudi hién nhan don thay doi hodc
huy bo don dang ky.

4. B truong Bo Y té ban hanh miu don thay doi, huy bé don dang
ky hién mo, bo phan co thé & nguoi sau khi chét, hién xac.

Muc 2
LAY MO, BO PHAN CO THE O NGUOI SAU KHI CHET,
LAY XAC
Pi¢u 21. Piéu kién ldy md, b phan co thé & nguoi sau khi chét

1. Chi co so y té quy dinh tai Diéu 16 ctia Luat nay méi duoc tién
hanh lay md, bd phan co thé ¢ nguodi sau khi chét.

2. Viéc léy mo, b phan co thé & nguoi sau khi chét dugc thyuc hién
trong céac truong hop sau day:

a) Co thé dang ky hién mo, bo phan co thé nguoi sau khi chét;

b) C6 thé dang ky hién mé, bd phan co thé nguoi sau khi chét va
da duoc cong bo 1a chét nao theo quy dinh tai khoan 5 Bi¢u 27 cua
Luat nay;

¢) Trudng hop khong c6 thé hién mo, b phan co thé nguoi sau khi
chét thi vi¢c lay phai duoc sy dong v bang van ban cua cha, me hoac
nguoi gidm hd cua nguoi dé hodc vg, chong hodc dai dién cac con da
thanh nién ctua nguoi do.
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Piéu 22. Piéu kién lay xac

1. Chi co s tiép nhan va bao quan xac ctia ngudi hién quy dinh tai
Diéu 23 cua Luat nay mai dugc tién hanh lay xac.

2. Viéc 1ay xac dugc thuc hién trong cac truong hop sau day:

a) Nguoi chét ¢ thé dang ky hién xac;

b) Truong hop ngudi chét khong c6 thé dang ky hién xéc thi phai
dugc sy dong v bang van ban cia cha, me hodc nguoi gidm ho cia
ngudi d6 hodc vo, chong hodc dai dién cac con da thanh nién cua
nguoi do;

¢) Ngudi chét khong xac dinh duoc noi cu tri cudi cung va co
giay ching tu do Uy ban nhan dan xa, phuong, thi tran noi nguoi do
chét cap.

Diéu 23. Piéu kién ddi véi co sé tiép nhin va bao quan xac ciia
nguoi hien

Co s tiép nhan va bao quan xac cua ngudi hién 14 co s& nghién
ctru, dao tao y hoc co6 du diéu kién vé co s¢ vat chat bao quan xac, trang
thiét bi, nhan sy va c6 phong tudng niém theo quy dinh ctia B trudng
Bo Y té.

Diéu 24. Trach nhiém ciia co s6' y té, co sé tiép nhin va bao
quan xac cua nguwoi hién trong viéc lay bo phan co thé ¢ ngudoi sau
khi chet, lay xac

1. Co s y te, co so tiép nhan va bao quan xac cia ngudi hién co
trach nhi¢m sau day:

a) Pén noi co xac dé 1ay bo phan co thé nguoi hodc 1dy xac;
b) Phdi hop véi gia dinh dé t6 chirc 18 truy diéu;

¢) Khoi phuc vé mit thim my thi thé sau khi 14y b phan co thé
nguoi hodc khi khong con nhu cau sir dung xéc;

d) T6 chtrc mai tang di hai sau khi khong con nhu cau sir dung.

2. Kinh phi t6 chirc tang 1& va mai tang di hai do ngan sach nha
nudc chi tra theo quy dinh cta BS truong Bo Tai chinh.
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Piéu 25. Tén vinh ngudi hién bd phin co thé ¢ ngudi sau khi
chét, hién xac

Nguoi d hién b phan co thé & ngudi sau khi chét, hién xac duoc
truy tdng Ky niém chuong vi sttc khoe nhan dan theo quy dinh cua Bo
truéng BO Y té.

Muc 3
CHET NAO
Piéu 26. Muc dich va diéu kién xac dinh chét nio

1. Viéc xac dinh chét ndo 1a co s¢ phap 1y dé tién hanh liy mo, bd
phan co thé ctua nguoi c6 thé dang ky hién mo, bd phan co thé nguoi
sau khi chét.

2. bicu kién dé xac dinh la chét ndo bao gom:

a) Co du tiéu chuan vé chét ndo theo quy dinh tai Diéu 28 va Piéu
29 cua Luat nay;

b) Puoc ba chuyén gia quy dinh tai khoan 3 Piéu 27 ctia Luat nay
truc ti€p khadm va két luan 1a chét ndo;

¢) Viéc chan doan chét ndo chi dugc thuc hién ¢ cac co so y t€ ¢o
khoa hoi suc cap ctru, c6 may thd, may phan tich khi, méu va du cac
diéu ki¢én khac theo quy dinh tai Bi¢u 16 cua Luat nay.

Piéu 27. Thi tuc va thim quyén xac dinh chét nio

1. Nguoi dimg dau co s¢ y té quy dinh tai diém ¢ khoan 2 Piéu 26
cua Luat nay ra quyét dinh phé duyét danh sach chuyén gia tham gia
xac dinh chét nao.

2. Danh sach chuyén gia x4c dinh chét ndo 1a cac chuyén gia thudc
cac linh vyuc sau day:

a) Hoi stic cap clru;
b) Than kinh hodc phiu thuat than kinh;
¢) Giam dinh phap y.
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3. Khi can xac dinh chét ndo, nguoi ding dau cia co so y té quy
dinh tai khoan 1 Diéu nay chi dinh nhém chuyén gia géom ba ngudi
thudc danh sach chuyén gia tham gia xac dinh chét ndo va thudc ba linh
vuc theo quy dinh tai khoan 2 Diéu nay. béac si tryc tiép tham gia ghép
mo, bd phan co thé ngudi va bac si dang truc tiép diéu trji cho nguoi
chét ndo khong duoc tham gia nhém chuyén gia xac dinh chét nio.

4. Két luan chét ndo ctia nhom chuyén gia xac dinh chét ndo chi
duoc cong bo khi cé ket luan chét ndo bang van ban ctia ca ba thanh vién.

Thanh vién nhém chuyén gia xac dinh chét ndo phai chiu trach
nhiém trudc phép luat vé tinh khoa hoc, chinh xé4c trong két luan chét
nao cuia minh.

5. Nguoi dimg dau cua co sd y té quy dinh tai khoan 1 Piéu nay
cong bo két luan chét ndo bang van ban.

Dieu 28. Tiéu chuan lam sang va tiéu chuan thoi gian deé xac
dinh chét nao

1. Tiéu chudn 14m sang dé x4c dinh chét ndo bao gdm:

a) Hon mé sau (thang diém hon mé Glasgow bang 3 diém);

b) Pong tir ¢6 dinh (duong kinh dong tir hai bén gidn trén 4 mm);

c¢) Pong tir mat phan xa v6i anh sang;

d) Mat phan xa giac mac;

d) Mat phan xa ho khi kich thich phé quan;

e) Khong c6 phan xa dau - mat;

g) Mit khong quay khi bom 50 ml nuéc lanh vao tai;

h) Mét kha ning tu thé khi bo may tho.

2. Tiéu chuan thoi gian dé xéc dinh chét ndo it nhat 1 12 gio, ké tr
khl nguoi bénh co dfl‘céc tiéu chuan lam sang theo quy dinh tai khoan 1
Diéu nay va khong hoi phuc mai duge chan doan chét nao.

3. BO'Y t€ quy dinh cu the céc truong hop khong ép dung céc tiéu
chuan 1am sang quy dinh tai khoan 1 Diéu nay dé xac dinh chét ndo.
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Diéu 29. Tiéu chuin cin 1am sang dé xac dinh chét nio

1. Pé x4c dinh tiéu chuén can lam sang dé xac dinh chét nio, phai
st dung mot trong cac k¥ thuat chuyén mon sau day:

a) Ghi dién ndo;

b) Chup cit 16p vi tinh xuyén nio;
c¢) Chup siéu &m Doppler xuyén so;
d) Chyp X-quang dong mach nio;
d) Chup dong vi phong xa.

2.Bo truong Bo'Y té quy dinh ti€u chuin can 1am sang dé xac dinh
chét ndo va viéc ap dung cac ky thuat chuyén mon quy dinh tai khoan
1 Bicu nay.

Chuong IV

GHEP MO, BQ PHAN CO THE NGUOI

Piéu 30. Piéu kién d6i véi nguoi dwge ghép ma, bd phén co thé
nguoi

1. C6 chi dinh ghép cua co sd y té duoc ghép md, bd phan co thé
nguoi.

2. C6 don tu nguyén xin ghép. Pbi véi ngudi dudi mudi tam tudi
phai c6 su dong y bang van ban cua cha, me hodc ngudi gidm ho cta
nguoi do.

3. Déi véi truong hop ghép bo phan co thé khong tai sinh & ngudi
song phai dugc sy dong ¥ bang vén ban cia Hoi dong tu vén lay, ghép
bd phén co thé nguodi quy dinh tai Piéu 15 cia Luat nay.

Piéu 31. Piéu kién doi véi co sé'y té dwge ghép md, bd phan co
thé nguoi

Chi co so'y té quy dinh tai Piéu 16 cua Luét nay moi dugc thuc
hién k¥ thuat ghép mo, bd phan co thé nguoi.
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Piéu 32. Chim séc sirc khée sau khi ghép md, bd phan co thé
nguoi

1. Nguoi da dugc ghép md, bo phan co thé nguoi duoc chim séc
y t€ sau khi ghép; duoc theo ddi strc khoé va kham strc khoe dinh ky tai
co sd' y té da ghép hoac co so y t€¢ duge ghép md, bd phén co thé nguoi.

2. Ngudi di duoc ghép mo, bo phan co thé ngudi ¢ nude ngoai néu
muon dugce chdm soc strc khoé sau khi ghép tai Viét Nam phai dang ky
v6i co sd y t€ duoc ghép mo, bo phan co thé nguoi.

3. Cosd'y té duoc ghép mo, bo phan co thé ngudi ¢ trach nhiém
cham soc suc khoé cho cac doi tugng quy dinh tai khoan 1 va khoan 2
Diéu nay.

4. Bo truong Bo Y té quy dinh cu thé quy trinh chuyén mén chim
soc suc khoé doi voi nguoi da dugc ghép mo, bo phan co thé nguoi.

Piéu 33. Ché dj bao hiém y té va vién phi d6i véi nguoi dwoge
ghép mo, by phan co thé nguoi

1. Ngudi duge ghép mo, bd phan co thé ngudi c6 the bao hiém y té
duogc co quan bao hiém y té thanh toan vién phi vé viéc ghép theo quy
dinh cua phap luat vé bdo hiém y te.

2. Ngudi dugce ghép mo, bd phan co thé nguoi khong co thé bao
hiém y teé phai thanh toan vién phi.

Pi¢u 34. Ghép bd phan co thé ngudi cé lién quan dén nguoi
nudc ngoai

1. Nguoi nude ngoai, nguoi Viét Nam dinh cu ¢ nudce ngoai dugc
ghép bo phan co thé ctia ngudi Viét Nam tai Viét Nam trong trudong hop
¢6 cung dong mau vé truc hé hodc c6 ho trong pham vi ba doi voi ngudi
hién hodc trong trudng hop ngudi hién da c6 don ty nguyén hién ma
khong néu dich danh nguo1 dugc ghép.

2. Nguoi Viét Nam chi dugc ra nude ngoai dé hién bod phan co thé
nguoi trong truong hop c6 cung dong mau vé truc h¢ hoac co6 ho trong
pham vi ba doi voi nguoi duge ghép.
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Chuong V
NGAN HANG MO VA TRUNG TAM DIEU PHOI
QUOC GIA VE GHEP BQ PHAN CO THE NGUOI
Diéu 35. Ngin hang mé
1. Ngan hang mé 14 co sy té do co quan, o chtrc, ca nhan thanh lap.

2. Ngan hang mo6 dugc tiép nhén, bdo quan, luu gitlr, van chuyén
mo; cung ung mo cho cac co sd y t€ hodc co sd nghién ctru, dao tao y
hoc va hgp tac quoc té trong vi¢c trao doi mo.

3. Diéu kién thanh lap ciia ngan hang mo:

a) Co du cac diéu kién vé co s& vat chat, trang thiét bi, nhan sy
theo quy dinh tai khoan 6 Bicu nay;

b) Nguoi quan ly chuyén mon cta ngan hang mé phai cé du cac
tiéu chuan theo quy dinh tai khoan 4 Diéu nay.

4. Tiéu chuan cua ngudi quan 1y chuyén mon ngan hang mo:

a) Co bang tot nghiép dai hoc y, duge hodc chuyén nganh sinh hoc,
hoa hoc;

b) C6 thoi gian cong tac tir ba ndm trd 1én tai cac co so y té hoic
chuyén nganh sinh hoc, hoa hoc;

¢) Co dao dirc nghé nghiép;

d) Co du sirc khoe hanh nghé;

d) Khong dang trong thoi gian bi cAm hanh nghé, cim lam cong
viéc lién quan dén chuyén mon theo ban an, quyéet dinh cia Toa éan;
dang bi truy ctru trach nhiém hinh syu; dang trong thoi gian chap hanh
ban &n hinh sy cua tda an hodc quyét dinh 4p dung bién phap hanh
chinh dua vao co s¢ gido duc, co so chita bénh; dang trong thoi gian bi
ky luat tr canh céo trd 1én co li€n quan tryc tiép dén hoat dong chuyén
mon; mat hodc han ché nang lyc hanh vi dan su.

5. Ngan hang mo ¢6 tu cach phap nhan va chi dugc hoat dong sau
khi c6 giay phép cua Bo Y te.
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6. BO truong BO Y té quy dinh vé co s& vat chat, trang thiét bi,
nhan sy, ho so, thu tuc cap giay phép hoat dong ctia ngan hang mo.

7. Ngan hang mé hoat dong khong nham muc dich thuong mai.
Chinh phu quy dinh cu thé loai hinh t6 chirc hoat dong cua ngan hang
md phi hop véi tinh hinh phat trién kinh té - xa hoi.

Piéu 36. Trung tadm diéu phdi qudc gia vé ghép bd phin co thé
nguwoi

1. Trung tim diéu phdi qubc gia vé& ghép bd phan co thé nguoi 1a to
chure su nghiép, co tu cach phap nhan, truc thuéc Bo Y te.

2. Trung tdm diéu phdi qudc gia vé ghép bd phan co thé ngudi co
chtric ndng, nhiém vu sau day:

a) Tiép nhan va xir Iy thong tin vé viéc hién, thay d6i hodc huy bo
viéc hién mo, bd phan co theé nguoi;

b) Quan 1y danh sach chd ghép mé, bd phan co thé nguoi cua
quoc gia;

¢) Quan ly viéc cap thé hién mo, bd phan co thé ngudi sau khi chét,
hién xac;

d) Quan 1y cac thong tin lién quan dén nguoi hién, nguoi duoc
ghép mo, bd phan co thé nguoi;

d) Piéu phdi viéc lay, ghép, bao quan, luu giir, van chuyén mo, bo
phan co thé nguoi;

e) Hop tac quc té trong viéc diéu phdi ldy, ghép mo, bd phan co
the nguoi.

3. Chinh phu quyét dinh thanh lap va quy dinh cu thé vé t6 chic va
hoat dong cua Trung tdm diéu phoi quoc gia vé ghép bd phan co thé nguoi.

Diéu 37. Nguyén tic diéu phdi ghép md, b phén co thé nguoi

1. Viéc didu phdi ghép md, bd phan co thé nguoi phai bao dam
nguyén tac hoa hop giltta nguoi hién va nguodi duge ghép va bao dam
cong bang gitra nhirng nguoi dugc ghép.

2. Thi ty vu tién ghép mo, bd phan co thé nguoi duoc quy dinh
nhu sau: a) Tré em;

b) Trudng hop cip ciru;
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¢) Nguoi da hién bd phan co thé nguoi khi co chi dinh ghép hodc
ngudi co tén dau tién trong danh sach cho ghép cua Trung tam diéu phdi
qudc gia vé ghép bd phan co thé ngudi hodc trong danh sach chd ghép
clia co sO'y té 1dy, ghép md, bd phan co thé ngudi;

d) Truong hop nhiéu nguoi co cing théng sé sinh hoc véi ngudi
hién thi uvu tién do1 véi nguodi co6 tén trong danh sach cho ghép cua co
sO'y té da lay bo phan co thé cia nguoi hién do.

Piéu 38. M héa thong tin

1. Moi thong tin vé ngudi hién, ngudi dugce ghép bd phan co thé
nguoi phai dugc ma hoa thong tin va bao mat.

2. Trong trudng hop cong bd thong tin quy dinh tai khoan 1 Diéu
nay thi phai bao dam tinh v6 danh dé khong xac dinh duge nguoi hién
va nguoi duoc ghép, trir truong hop ngudi hién va nguoi duoc ghép 1a
ngudi c6 cuing dong méu vé truc hé hodc ¢ ho trong pham vi ba doi.

3. Trong truong hop dac biét vi muc dich chira bénh theo yéu cAu
cua nguoi dung dau co sd 'y té hoac theo yéu cau ctia co quan tién hanh
to tung thi co s¢ luu gitr thong tin méi dugc phép cung cap thong tin.

4. HO so vé nguoi hién va nguoi duoc ghép phai dugc luu gitr, bao
quan trong ba muoi nam.

Chwong VI
PIEU KHOAN THI HANH
Diéu 39. Hi¢u luc thi hanh
Luat nay c6 hi€u lyc thi hanh tir ngay 01 thang 7 nam 2007.
Pi¢u 40. Hwéng din thi hanh
Chinh phi1 quy dinh chi tiét va huéng dan thi hanh Luat nay.

Luat nay da dwoc Quéc hoi nuwoc Cong hoa xd hoi chu nghia Viét
Nam khoa X1, ky hop thur 10 thong qua ngay 29 thang 11 nam 2006.

CHU TICH QUOC HOI
(Pa ky)

Nguyén Phi Trong
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Phu luc 2: QUY TRINH KY THUAT GHEP THAN TU NGUOI

HIEN SONG ciia B) Y t6-2006

QUY TRINH o
KY THUAT GHEP THAN TU NGUOI HIEN SONG

(Ban hanh kém theo Quyét dinh sé 43/2006/0P-BYT ngay 29 thang 12

nam 2006 ciia Bé trucong Bo Y té)

. QUY TRINH TUYEN CHON NGUOI NHAN THAN
1. Chi dinh ghép than

Ghép than dL}’(_)’C chi dinh cho nhitng ngudi bénh bi suy than man

giai doan cuoi (IlIb, IV) c6 nguyén vong dugc ghép than.

Tubi nén dudi 60 tudi.

Nguoi nhan than:

+ CSS tinh Frar}g toan thé{l, tinh trang mach méu vung chau tbt
de co the tién hanh phau thuat ghép than.

+ Tinh trang tim mach 6n dinh

+ Tinh trang huyét 4p dugc kiém soét tot.

2. Chéng chi dinh ciia ghép théin

Nhing nguoi bénh bi ung thu,

Nhiém khuan cp chua khéng ché,

R6i loan tdm than chua kiém soat,

Bénh cuong giap chua diéu tri 6n dinh,

Xo gan hoac viém gan man hoat dong,

Nhiém HIV (+), lao, giang mai, lupus ban do,
Viém cau than ting sinh mang,

Viém cau than c6 khang thé khang mang nén than,
Bénh Berger.

Can can nhac céc truong hgp c6 bénh tiéu duong.

3. Cic chi tiéu chuyén mén trong tuyén chon ngudi nhin than va
trinh ty tién hanh tuyén chon: (xem phu lyc 1 va phu luc 2)
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II. QUY TRINH TUYEN CHON NGUOI HIEN THAN
1. Tiéu chuin ngudi hién thin

- Nguoi hién hoan toan ty nguyén cho than va c6 don tu nguyén
cho than.

- Phan tng chéo gitra nguoi hién va nhan 1a 4m tinh.

- Tudi nguoi hién nén twong dwong hoic 16n hon ngudi nhan.
Khong nén ldy than ctia nguoi hién trén 60 tudi.

- Nguodi hién c6 hai than c¢6 chic ning va hinh thé binh thuong,
béo dam sau khi cat mot than dé ghép, qua than con lai van bao
dam (Ehﬁ’C nang bai niéu cho nhu ciu hoat dong binh thuong cia
co thé.

2. Quy dinh vé nhém mau va hoa hop méd

- Nguoi hién va nguoi nhan than ¢6 cing nhom mau ABO hodc
c6 nhém mau ABO phu hop theo nguyén tic truyén mau, cing
nhom Rh (néu khac nhom Rh thi cin cin nhéc).

- Hoa hop HLA tbi thiéu tir 2 allen tr¢ 1én. Néu hoa hop duéi 2 al-
len c6 thé xem xét cho céc trudng hop dic biét va bao cao BO Y té.

3. Chéng chi dinh cho thian

- Than doc nhét, than mong ngua, than da nang, than bénh ly, tién
can so1 hai bén, tiéu mau vi the.

- Bénh hé théng, bénh mau, ung thu, dai thdo dudng, rdi loan
dung nap glucose, b¢nh phoi man tinh, bénh tim, huyét 4p dong
mach cao trén 140/90 mmHg, bénh lao, giang mai, sot rét, HIV,
CMV, HBV, HCV, nghién ma tay, phu nir c6 thai.

- Chéng chi dinh tuong ddi: bat thuong mach mau than, bénh béo
phi (BMI > 30), tién st soi than.

4. Quy dinh vé viém gan virus B, C va nhiém virus CMV, EBV: khi
ngudi hién va nguoi nhan thir xét nghiém ADN hodc ARN cua virus
déu 4m tinh hodc chi & nguoi nhan duong tinh thi dua vao dién tuyén
chon ghép dugc. Néu cac xét nghiém trén duong tinh & nguoi hién ma
nguoi nhan lai c6 xét nghiém am tinh vé loai virus d6 thi khong dua vao
dién tuyén chon ghép. Chi tuyén chon khi nguoi hién da duogc diéu tri
khoi sau hai 1an xét nghiém am tinh cach nhau 3 thang.
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5. Cic chi s6 chuyén mén trong tuyén chon ngudi hién thin va trinh
tw tién hanh tuyén chon: (xem Phu luc 1 va Phu luc 2)

III. QUY TRINH CHUAN BI TRUGC GHEP THAN
1. Hai ngay truéc md
a) Di v6i nguoi nhan than:

- Chay than nhan tao cach ngay md 1 ngay (dam bao cac chi sb
sinh héa mau: Kali, pH, pCO,, ure, creatinin trong gidi han cho
phép) va dung heparin trong luong phan tir thap.

- Thtr lai xét nghiém do chéo, néu két qua am tinh ma&i tién hanh
ghép than.

b) Dbi voi ngudi hién than:
- Thir lai xét nghi¢m do chéo, néu két qua am tinh méi tién hanh
cho than.
2. Ngay truéc md
a) Déi v6i nguoi nhan than:

- Nguoi nhan lam don xin moé

Céc kip khadm xét trudc mo.

Du tru mau truyén: héng cAu khoi d3 loc bo bach ciu va huyét
tuong (cung nhém mau hé ABO).

Thtr cac test khang sinh, lidocain...

V¢ sinh rang miéng, suc hong béng cac dung dich stc miéng.
Vé sinh ving mo.

Thut thdo dai trang.

Dung thudc an than trudce khi ngu

- Tiém khang sinh pho rong.
b) DBbi v6i nguoi hién than:

Nguoi hién lam don xin mo

Cac kip kham xét trudc mo.

Dy tril mau truyén cing nhom hé ABO

V¢ sinh ving mo.
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- Thut tho dai trang.
- Dung thudc an than trude khi ngi
3. Ngay md

a) Boi véi nguoi nhan than:

Nhin an, thut théo lai dai trang

Lay mach, nhiét do, huyét ap, nhip tho, can ning

Tiém khang sinh pho rong.

Sat khuan, bang v6 khuan lai ving mo.

Dat catheter tinh mach trung tam.

Dung thudc trc ché mién dich trudc mo theo phac do.

Cyclosporm A liéu Smg/kg truyén tinh mach tr 6 gio 30 phuat
trude khi mo va truyén trong 5 glor hodac dung Simulect, Zina-
pax, Campath, ATG, ALG trong dan nhap.

Dung céc thudc bao vé niém mac da day: losec hodc simetidin

Chuyén nguoi bénh (NB) 1én phong mo.

b) Déi v6i nguoi hién than:
- Nhin an, thut thao lai dai trang
- Lay mach, nhiét do, huyét ap
- Chuyén nguoi hién 1€n phong mo.
IV. QUY TRINH GHEP THAN
1. Quy trinh gy mé hdi sirc
a) Phwong phap vo cam:
- Ngudi hién: gdy mé noi khi quan (NKQ)
- Nguoi nhan: gdy mé NKQ hoac gay té tuy song
b) Héi sire:

Theo ddi cac chi s6 mach, huyét ap, dién tim, than nhiét, d6 bio hoa
oxy, gilt am cho nguoi bénh.

b.1. Doi voi nguoi hien thdn:

- Khi chuén bj kep cuéng than, cAn dam bao huyét ap tinh mach
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(TM) trung wong tir 10-12 cm nude va huyét ap dong mach tdi
da tur 120-140 mmHg.

Chuan bi mot s6 thudc: dung dich manitol 20-60%, lasix 20 mg,
lidocain 0,1%, heparin 1.000 don vi) dé c6 thé sir dung trong
qua trinh lay than.

b.2. Péi véi nguoi nhdn than:

Nén han ché truyén mau, khi that can thiét thi truyén mau da loc
loai bo khdi bach cau va huyét twong.

Chuan bi thém methylprednisolon 500 mg tiém tinh mach sau
khi néi xong mach mau va trudc khi bo kep mach. Chuén bi ci-
metidin 200 mg hodc Losec 40 mg hay Zantac 50 mg.

2. Quy trinh md ly than

Chon than bén léy (phai, hodc trai) dua dic diém mach mau than
(thuong chon bén c6 1 dong mach va 1 tinh mach than, kich thudc du
dai, tbi thiéu tir 2 cm trd 1én) va dya vao chirc ning than (than bén nao
t6t hon thi nén giir lai cho nguoi hién).

a) Ky thudt mé ldy thin qua duwong mé bung phia truwée, qua phiic

mac
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Tu thé bénh nhan: ndm ngira c6 don gdi ngang lung D12-L1
Mo bung theo duong I‘E_IC}} cach miii we 4-5 cm, chéch xubng
dudi va ra ngoai duong thang bén cach bo suon 4-5 cm.

Vao 6 bung kiém tra gan, mat, lach, da day va 2 than.

Rach phtic mac thanh sau theo ranh dai trang.

Giai phong niéu quan xudng dén tiéu khung (chi ¥ bao vé mach
mau nudi ni¢u quan).

Boc 16 vao 6~théln, phrﬁu tich mat trudc cuéng thél:l. Tinh mach
thé}n duqc phau tich dén tinh mach chu bung (khi lay than phai),
that va Cf?lt cac tinh mach thuong than, tinh mach sinh duc va tinh
mach that lung.

Phu tich mat sau cudng than. Phau tich dong mach than dén sat
dong mach chi bung mdt cach nhe nhang.

Cit niéu quan ,(ch‘iéu dai cang dai géng t6t, toi thiéu tir 6 cm tro
1én) sau khi that dau dudi, cdp va cat dong mach, tinh mach than
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theo nguyén tac tan dung toi da chidu dai. Khau buéc mom dong
mach va tinh mach than. Pat dan luu ho than va dong bung theo
cac 1op.

b) Ky thudt mé liy thin qua dwong mé thit lung trude bén, ngodi
phiic mac

Tu thé nguoi bénh: nam nghiéng

Puong md di tir 1/3 trén ctia xwong suon X1, theo truc cia xwong
sudn nay va hudéng vé 2 cm dudi rén dén qua bo ngoai cua co
thang bung.

Rach thung can Zuckerkandl. Boc 19 cuc trén than.

Giai phong cuc dudi than. Phau tich giai phong nidu quan, tinh
mach va dong mach than.

Kep va cit cac thanh phan trén theo tht ty niéu quan, dong mach
va tinh mach than va theo nguyén tac tan dung ti da chiéu dai.
Khau cAm mau cudng than.

Pit dan luu sau phiic mac va dong bung.

¢) Ky thudt mé ldy than ghép qua néi soi é6 bung: duoc thyc hién bang
mot trong hai k¥ thuat: ndi soi hoan toan hoac cd trg gitip cta ban tay.

Chuén bi cac dung cu phau thuat noi soi, luu y cé clip titan 400,
Hem-O-Loc 400, may cat khau tinh mach tu dong, may cat dot
siéu am ...

Tu thé nguoi bénh: ndm nghiéng 45 do.

Vao 6 bung (dit cac trocart, thuong 13 4 trocar: 12 mm, 10 mm,
2 X 5 mm)

Tién hanh ha dai trang goc lach hay goc gan.

Mo phuc mac sau qua ranh dai trang trai hodc phai, bdc 10 mat
trude than, boc tach than dén cudng than, boc 16 tinh mach than,
dong mach than va giai phong niéu quan dén doan bt chéo véi
dong mach chau.

Cap va cit cac tinh mach sinh duc, tinh mach thuong than va
tinh mach thét lung

Cap clip va cat niéu quan, dong mach than va tinh mach than.
Lay than ra khoi 6 bung theo cac dudng mé phu hop. Co thé lay
than ra voi su hd tro ctia mot ban tay dua vao b bung.
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d) Ky thudt mé ldy thin ghép qua néi soi sau phiic mac

Nguoi bénh dugc gy mé ndi khi quan, nim nghiéng phai hodc
trai
Tao khoang sau phtic mac vdi 300-400 ml khi

Dit 3 hodc 4 trocart tir 5 mm dén 10 mm vao khoang sau phuc
mac.

Boc tach dinh vi co that lung chau, boc tach ni¢u quan, mat
trudc, mat sau va cuong than.

Cat niéu quan va cap clip.

Rach da duong hong lung nbi lién gitra 2 trocar dén 16p can cudi
cung.

Kep va cit dong-tinh mach ‘thén voi 1 clip Hem-O-Loc va 2 clip
titan 400 cho moi thanh phan.

Rach 16p can va léy than dat vao khay rura than.

3. Quy trinh rira than

a) Chudn bj dung dich rira thdn va dung cu

Dung dich rtra than: dung dich HTK (Custodiol) lanh 4°C hoac
cac dung dich Euro Collins, dung dich UW (University of Wis-
consin).

Céc dung cu rua than.

b) Ky thudt riva va ddnh gid két qua

Rtra than qua duong d(f)ngqmach va cho nu;érc ria chay nhanh
thanh dong (cht y khong dé khi trong day dan dich rtra than).
Xtr 1y cudng than (boc tach lc'rp 40 giao ,cém quanh thanh dong
mach). Lam sach céc thanh phan cta cuong than.

Cho than vao bao quan (nén dé than ghép trong tai lanh 2 16p
chtra d4 vo trung Ringer Lactate) va chuyén sang bd phan ghép.
S6 luong dich rira khoang tir 600 - 1000 ml.

Két qua tdt 1a than tréng, chic déu, nudce rira ra & tinh mach than
trong.

4. Quy trinh mé ghép than

a) Chon vi tri ghép: Néu than 1y ¢ bén trai thi thuong dugc ghép vao
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hé chau phai va nguoc lai néu 1iy than bén phai thi thuong duoc ghép
vao ho chau trai cua nguoi nhan than. Co thé ghép cung bén.

b) Tw thé bénh nhén: nam ngira c6 don gdi & ving lung.

¢) Chudn bj bang quang: dit xong Foley qua niéu dao vao bang quang
va bom tur 200-300 ml huyét thanh man 0,9% c6 pha khang sinh phd
rong dé bang quang cing va kep 6ng xong Foley lai.

d) Rach da theo dwong lwon cong & hb chau di tir gai chau trudc trén,
song song va cach cung dui 3 khoat ngon tay dén duong gitra.

d) Boc lp mach mau vang chdu: tinh mach chau ngoai, dong mach
chdu ngoai va dong mach chau trong. Trong qua trinh boc 16 chd y that
k§ cac nhanh bach mach, budc thit hodc d6t cAm méu cac nhanh nho
mach mau, cdc nhanh mach 16n phai dugc khau va thét. Boc 16 mat
trudc bén bang quang.

e) Chudn bi va kiém tra than ghép: than ghép ludn dugc che phu boi
gac lanh tam dung dich lidocain. Kiém tra dong mach, tinh mach than.

¥/ Noi tinh mach: Ndi tinh mach than cia nguoi hién véi tinh mach
chdu ngoai cua nguoi nhan kiéu tan-bén.
2) Néi dpng mach
- Nobi dong mach than ghép véi dong mach chau trong cia nguoi
nhan kiéu tan-tan.
- Hoic nbi dong mach than ghép v6i dong mach chau ngoai cua
nguoi nhan kicéu tan-bén.
h) Xir tri nhitng bt thwong ciia mach mdu thin
- Néu than ghép c6 2 dong mach nudi, 1 dong mach chinh va 1
dong mach phu thi nén ndi cam tan bén dong mach phu vao than
dong mach chinh. Néu 2 dong mach than c6 duong kinh gan
bang nhau thi nén rach mé long dong mach va noi lai ki€éu nong
sung 2 nong.
- Néuthan ghép c6 2 tinh mach 16n va vira, co thé ndi 2 tinh mach
nay voi tinh mach chau ngoai véi 2 miéng ndi riéng biét.
i) Thdo cdc kim kep mach mau ciia tinh mach va dong mach. Theo
doi luu thong mau ¢ mi¢ng ndi va tai qua than ghép, mau sac va d cang
cua than. Theo ddi nudce tieu chdy ra ¢ niu quan.
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j) Noi ni¢u quén - bang quang

Nbi niéu quan-bang quang theo k¥ thuat Leadbetter - Politano
Néi niéu quan bang quang theo k¥ thuét Lich - Gregoir.

k) Két thiic cugc mé

Kiém tra cAm mau, dit dan luu ving mo.
Khi déng bung luu y khau cAm mau 16p co, tai tao 16p can chi
y khong gay dé ép vao than ghép lam so6 lugng nudce tieu giam.

1) Sau ghép: dng dan luu ving md s& dugc rat ra khi hét ra dich, thuong
sau 48-72 gio, thong Nelaton ni¢u quan than ghép rit sau 5 ngay, thong
Foley bang quang rat sau 5-7 ngay. Cat chi vét mo sau 12-15 ngay.

V. QUY TRINH PIEU TRI VA THEO DOI SAU MO

1. P6i véi nguoi hién than

Truyén dich, khang sinh, sinh t3, giam dau

Theo ddi mach, nhlet do, huyet ap dong mach, nhip thg, tinh

trang bung, ving mo, nudc tiéu va cac xét nghiém thuong quy.

ChO day sém, van dong sém (sau mb 24 g10), cho an khi da phuc

hoi nhu dong ruot.

Rt 6ng dan luu khi hét dich, cat chi khau vét md vao ngay thu

7-10.

Cﬁnqlu'u ¥ dé phong cac bién chimg sau mo nhu xep phéi, n}}iém

khuan duong niéu, tran khi mang phoi, nhiém khuan vét mo

Lich kham dinh ky sau mo:

+ Trong théng dau: kham 2 tuan/lan. Xét nghiém ure mau, cre-
atinin huyét thanh, phan tich nudc tiéu.

+ Saumo tir 1 thang dén 2 ndm: kham 3 thang/lan, lam cac xét
nghiém thuong quy.

+ Saumd 2 nam: kham nam 1 lan, lam cac xét nghiém thuong
quy.

2. DPi v6i nguoi nhin thin

a) Piéu tri sau ghép
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trung, cach ly vdi bén ngoai. Cac nhan vién ra vao khu vuc nay

déu co6 4o khoac ngoai 40 y phuc, doi mii, deo khau trang, thay

dép riéng cua phong hau phau.

Céc dung cu tbi thiéu ¢ budng hau phau ghép than gom:

+ Bom tiém dién, may do huyét ap, dng nghe, oxy trung tdm,
monitoring, may hut, dung cu thay bang va sat khuan.

+ Céc dung cu va thudc men dé dung trong cép curu, dich
truyén.

+ Binh chtra theo ddi nuée tiéu hang gio, ty trong ké, can thé
trong.

+ Cac may moéc (mdy siéu am doppler, may chay thdn nhan
tao...) va cac dung cu khéc.

Truyén dich, dién giai: cin ctr vao luong nudc tiéu bai tiét/gio

dé tinh lwong dich truyén tinh mach bo sung:

+ Néu lugng nude tiéu tir 500-1.000 ml/gio, 300-500 ml/gio
va 100-300ml/gi¢ thi truyen s6 luong dich bu tuong g la
80%, 90% va 100% cua s6 luong nudce tiéu bai tiét ra.

+ Néu luong nude tiéu trén 1.000 ml/gid can can nhic bd xung
thém huyét thanh mén nhugc truong 4,500 va theo doi cac
xét nghiém mau, nudc tiéu vé can bang nudc dién giai.

Picu tri thudc e ché mién dich:

Dung cong thuc quy udc véi cyclosporin A (Sandimmum),

prednisolon, azathioprin (Imuran).

Trong truong hop nguy co thai ghép cao co thé dung cac thude

moi nhu Cellcept (Mycophenolate Mofetil), FK 506 (Tacrolim-

us) hodc Simulect.

+ Thudc cyclosporin A (CsA): truyén tinh mach 2,5 mg/kg/
ngay, dung tir 18 gid ngdy md dén 15 gid ngay the 2 sau
ghép (trong 21 gid); 7 ngay tiép theo cho udng cyclosporin
A (Neoral) liéu 8mg/kg chia 1am 2 1an: 8 gid sang va 20 gid
t6i, cac tuan thir 2 va thi 3 sau ghép cho udng liéu Neoral
twong ung la 6 mg/kg va 5 mg/kg va cling chia 1am 2 lan
uong nhu trén. Thoi gian tlep theo cho udng Neoral liéu
duy tri tir 3,5-4 mg/ngdy. Diéu chinh liéu thubc dung dwa
vao néng do CsA trong mau sao cho dat mtrc 200-250 ng/
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ml (C0) va 1200-1500 ng/ml (C2). Chu y theo ddi doc tinh
ctia thude.

+ Methylprednisolon: 500mg tiém tinh mach cham (trong 30
phut) vao 18 gio ngay mé (trude d6 ding cac thude bao vé
niém mac da day ta trang). Sau do, cir 2 ngay tiép theo tiém tinh
mach methylprednisolon véi liéu giam dan twong tmg 1a 250
mg, 120 mg, 60 mg va 4 Omg vao lac 15 gid hang ngay. Nam
ngdy tiép theo sau d6 chuyén sang udng Prednisolon 40mg/1
1an sau bita an sang. Giam dan lidu tiy theo diéu tri 1am sang
va cac bénh kém theo (c6 dai thao dudng, cao huyét ap...).

Azathioprin: cho udng liéu 1-2 mg/kg/ngay ké tir ngay thi 7 sau

mo. Chii ¥ theo ddi doc tinh cia thude.

Co6 thé dung céc thudce basilisimab, campath, ATG (trudc va sau

mé néu c6 diéu kién)

Cac thude khac: khéang sinh, sinh td, thude bao vé niém mac da

day, giam dau... Dung cac thudc chéng CMV néu c¢6 biéu hién

lam sang va xét nghiém PCR duong tinh.

b) Cac xét nghiém theo doi sau ghép:
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Mau: h@)ng cAu, huyét sdc t6, hematocrit, bach ciu, cong thic
bach cau, tiéu cu, glucose, ure, creatinin, BUN, dién gidi do,
protid, lipid, triglycerid, khi méu, SGOT, SGPT, chic nang
dong mau

Nudc tiéu: protein, ure, creatinin, ion do/24 gio

Hang ngay theo doi can nang, lugng dich vao, luong dich bai
tiét thai ra.

Céc xet nghi¢m khéc: X-quang tim ph01 siéu am than ghép, cy
mau, cay nudc tiéu, cay dom néu sbt > 38°C, xét nghlem ky sinh
trung sot rét (néu co sét cao rét run va nghi ngd bi st rét cil),
lam céc xét nghiém ndm va virus (CMV, EBYV, Herpes virus,
Candida) khi 1am sang c6 d4u hiéu chi diém.

Xét nghiém ndng do cyclosporin A mau vao sang ngay thir 2
sau mo, sau d6 mdi tudn thir xét nghiém nay 1-2 1an trong thang
dau tién sau ghép than. Thuong dinh lugng CsA ¢ thoi diém CO
(trude udng thude) va C2 (gio thtr 2 sau udng thude).

Sinh thiét than khi c¢6 chi dinh.
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¢) Theo doi sau ghép (ngoai tru)

Dinh lugng né)ng do CsA trong mau:
+ T khi ra vién dén hét nam dau tién: 1am 1 thang 1 lan
+ Tur nidm th hai tré di: 2-3 thang lam 1 1an

Trong 6 thang dau sau ghép luong CsA mau duy tri & mirc 200-
250 ng/ml (C0) va 1200-1500 ng/ml (C2) theo phwong phap mién dich
huynh quang. Sau 6 thang sau ghép, luong CsA méu duy tri & mitrc 150-
200ng/ml (CO). Sau 1 nam da ghép than 6n dinh, nong do CsA mau &
thoi diém CO can duy tri dat 13 tir 100-150ng/ml. Chu ¥ theo ddi doc
tinh cta thudc.

Néu ding thude FK 506 thi theo ddi ndng do FK 506.

Cac theo ddi khac: (kiém tra dinh ky hang thang trong 3 thang

dau sau ghép, sau 6 thang va sau hang nam sau ghép)

Luong nudc tiéu trung binh hang ngay gitra 2 lan tai kham

Ure va creatinine huyét thanh, do thanh thai creatinine giira 2

lan tai kham

Huyét ap dong mach

Xét nghiém cong thirc mau, glucose, acid uric, cholesterol, tri-

glycerid mau, men gan

Kiém tra CMV 3 thang/1 1an sau ghép.

Lich kham dinh ky sau ghép:

+ Ghép dudi 15 ngay: néu XL}ét vién dudi 2 tudn can tai khérp
moi ngay. Xét nghi€ém it nhat phai tI}l_IC hién la creatinin huyét
thanh va ure mau. Creatinin huyg:t thanh tdng voi ‘khoé}lg
chénh légh 1a 26,5 micromol/l 1a dau hiéu bao déng can kiem
tra chi tiét lam sang va xét nghiém vé thai ghép cap.

+ Ghép tir 15 ngay dén 3 thang: khdm mdi tuan, lam cac xét
nghi¢m thuong quy.

+ Ghép tir sau 3 thang dén 6 thang: kham 2 tuan/1 1an, 1am cac
x€t nghiém thuong quy.

+ Ghép tir 6 thang dén 2 nim: kham thang/1 lan, 1am cac xét
nghi¢m thuong quy.

+ Ghép tir 2 nam trd di: kham 2-3 thang/1 lan tuy trudng hop,
lam céc xét nghi€ém thuong quy.

315



HUPONG DAN GHEP THAN VIET NAM

VI. QUY TRINH CHAN POAN VA XU TRI CAC BIEN CHUNG

SAU GHEP THAN
1. Céc bién chirng sau ghép than

Bién chirng muén

Thai ghép cap
Bénh than man tinh sau ghép

Lymphocele, trao nguoc, séi, xo
hoa, hep ddng mach than, hep tinh
mach than

Suy than tién trién, hoi chirng than
hw, tang huyét ap, tai bién mach
mau ndo, nhdi mau co tim, xo vira
déng mach, tang acid uric, bénh
gout, tdng hdng cau qua mdrc, tang
lipid mau

Nhiém khuan, hdi chirng Cushing,
béo phi, ram léng, hoai tlr vé trung,
lodng xwong, dau co do steroid, giam
phospho mau, duc thuy tinh thé, tang
dudng huyét, ung thw, viém tuy,
nhiém doc than do cyclosporin, trirng
ca, phi dai loi do cyclosporin, viém
loét da day ta trang, thiing da day, dai
thao dwong, tiéu chay do Cellcept

Loai bién Bién chirng s&m
chirng
Mién dich Thai ghép t6i cap
Thai ghép cap
Ph3u thuat | Chay ‘mau, ro nwoc
tiéu, t&c niéu quan
Nbi khoa Suy than, hoai t&r éng
than cap
Do thuéc Nhiém khudn, hoi
e ché chirng Cushing, béo
mién dich phi, cham lién vét
thwong, xuét huyét
ti{au hoa, gidm chh
cau, gidm tiéu cau,
nhiém déc gan va
thén do cyclosporin.
Céc bién
chirng khac

Viém phbi- phe quan nh|emtrung tiét
niéu, lao phdi, nhiém nam, Herpes,
nhiém CMV, viém gan B, C...

2. Chén do4n va xir tri mgt s6 bién ching chinh sau ghép than

2.1. Cdc bién chirng mién dich

a) Thdi ghép cdp:

- Chan doan thai ghep cap dwa vao: sdt, phi trudc xuong chay,
tang can, ting huyét ap, than ghép to va dau, chan an, nudc tiéu
giam, protein ni¢u (+), BUN, ure va creatinine mau tang (tang
tir 20% so v6i ban dau), kali mau ting, giam do thanh thai cre-
atinine. Trong céc triéu chimg trén quan trong nhét 14 creatinine
huyét thanh ting. Sinh thiét than (doc két qua theo tiéu chuan
cua Banff - 1997).
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- Diéu trj thai ghép cap bang tri liéu dap mach (pulse therapy) voi
Solumedrol liéu cao (500 mg trong 3 ngay). Néu khong hiéu qua
c6 thé dung ALG, ATG, OKT3.

b) Bénh than man tinh sau ghép (chronic allograft nephropathy):

- Bénh thuong xay ra sau ghép 6 thang Chan doan dya vao cre-
atinin mau tang dan, mac loc cau than giam dén, tang huyét 4 ap
thuong xuyeén, protem niéu thuong xuyen va tang dén, sinh thiét
than: tic nghén tiéu dong mach, teo dng than va xo hoa k& than.

- Piéu trj bang cac thude e ché mién dich thuong dung (co thé
d6i thudc) va cac bién phap diéu tri hd trg nhu: duy tri tot huyét
ap va lipid mau trong gi6i han binh thuong, dung thudc tc ché
men chuyén, han ché an dam

2.2. Cdc bién chirng do phéu thudt
a) Bién chitng mach mdu:

- Chay mau sau mo: nguyén nhan c6 thé do khau ndi mach mau
chua tdt hodc do céc mép co chua duogc cAm mau tdt. Theo
ddi 6ng dan luu canh than ghép: néu méu ra nhiéu phai ma lai
cAm mau.

- Hep dong mach than ghép 1a bién chimg hay gip nhat. Nguyén
nhén co thé do tién trién cta vira xo dong mach, k¥ thuat khau
ndi, ton thuong mach mau trong qué trinh 13y than, khong phu
hop vé kich thudc mach méau gitra nguoi hién va ngudi nhén.
NB c6 tang huyét 4p va mat chirc nang than ghép trong con cao
huyét ap, kho kiém soat huyét ap. Chan doan xac dinh dya vao
chup dong mach, siéu am doppler, chup mach cong huong tur,
chup dong mach véi CT xoan dc, chup than. Diéu tri bﬁng nong
chd hep, dit stent hodc phau thuat lai.

- Tac dong mach than gap ¢ 0,9-3,5% s6 bénh nhéan ghép than
va nhiéu truong hop c6 thé diéu tri hiéu qua bang streptokinaza
hodc heparin ¢ giai doan som.

b) Téc nghén hé tiét niéu

- Tac nghén h¢ tiét ni€u c6 mot sO nguyén nhan nhu: hep ni¢u
quan, phu né ni¢u quan, cuc mau dong, soi, dong dich viung
quanh mo, ro bach mach, tu mau quanh than.

317



HUPONG DAN GHEP THAN VIET NAM

Chan doan xac dinh dua vao siéu am, chup déng vi phéng xa
béng DTPA, chup hé tiét niéu béng duong tinh mach, chyp than-
niéu quan nguoc dong.

Xu tri glal quyet som cac nguyén nhan gay tac. Cac truong hop
co 801 tiét niéu dugc diéu tri ndi khoa, tan séi ngoai co thé hodc
mo 14y soi.

2.3. Cdc bién chirng nhiém tring
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Viém phdi phé quan sau ghép than rat thuong gip Va dé tai phat
Chén doan xac dinh dya vao hinh anh X-quang, cay mau, cay
dom, dich hut khi quan, dich rua phe nang, sinh thiét hat bang
kim nho qua thanh ngyc, dich mang phoi. Diéu tri khang sinh
manh phd rong theo khang sinh d6. Chu ¥ dam bao luu théng
duong thd, chong Un tic dom rii, khi dung khéng sinh nhiéu lan
trong ngay, tap van dong sém, st dung khau trang cho ca benh
nhan va thay thudc, han ché giao tiép ¢ giai doan sém sau md,
vé sinh méi truong tot.

Bénh phoi do nhiém pneumocystis carinii thudng xay ra sau
ghép 1 thang. Nguoi bénh co s6t, ho, kho thé. Chan doan dua
vao X-quang phdi, rira phé nang va sinh thiét qua phé quan.
Diéu tri bang cotrimoxazole dudng tinh mach trong 2 tuan.
Nhiém tmng duong tiét nidu ciing rat hay gap, co lién quan
nhiéu dén cac x6ng va catheter dat trong hé thong duong tiét
niéu. Chan doan xac dinh dua vao cdy nudc tiéu giira dong. Dy
phong bang rat sém thong bang quang va diéu tri cho NB thudc
Trimethoprim/Sulfamethoxazole 320 mg/1.600 mg trong 2-3
thang dau tién, ding cach nhat.

Viém gan B, C sau ghép than thudng xuét hién mudn hon va cé
thé dan dén suy gan, xo gan. Dy phong can luu ¥ trong tuyén
chon trude ghép va tiém vaccin cho nguoi nhan. Khong dung
azathioprine, OKT3, khang thé da clon. Giam liéu ding thudc
trc ché mién dich dé tranh suy gan nang 1én. Diéu tri viém gan B
v6i lavumidin 100 mg ding hang ngay hodc HBIg. Diéu tri viém
gan C voi Interferon hoac ribavirin

Nhiém Cytomegalovirus (CMV) gip & tuan thir 5-12 sau ghép,
c6 st nhe, giam bach cdu. Chan doan dwa vao phuong phap
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PCR; phuong phap huynh quang khao st truc tiép dau an khang
nguyén va khang thé cia CMV trong nude tiéu, mau, dich hong;
noi soi sinh thiét da day rudt; rra phe nang. Diéu tri dung Ganci-
clovir 5 mg/kg truyén tinh mach, ti thiéu tir 2-4 tuan.

Nhiém Herpes: Nhiém Epstein-Barr virut (EBV) c6 hach. Diéu
tri bang Acyclovir. Nhim Herpes simplex virus (HSV). Diéu tri
bang Acyclovir.

Nhiém nidm (Candida albican) Chan doan xac dinh bang cdy
nam dich miéng, xong tiéu va dich am dao. Du phong béng Ny-
statin duong udng trong 3 thang dau sau ghép. Piéu tri bang
Amphoterian B duong tinh mach hodac Muconazole.

Lao phoi: xuit hién vao 6 thang du sau ghép. Diéu tri bénh
bang phac do 4 thude chong lao (trong 6 thang).

2.4. Cdc bién chirng tim mach: 13 nguyen nhan hang dau gay tu vong
sau ghép than. Cac bién chimg c6 thé gip 1a nhdi mau co tim, tai bién
mach mau. Tang huyét ap 1a bién ching thuong gip sau ghép do nhidu
nguyén nhan, dac bi¢t & NB c6 st dung Cyclosporin A va Tacrolimus.
Mot s6 thude dicu tri ting huyét ap sau ghép than 1a cac thude chen Can
xi, thudc chen Beta, thudce gian mach, thudc Minoxidil, Methyl dopa ...
Cit bo than bénh 1y ¢ thé dua huyét ap tro vé binh thuong.

2.5. Cdc bién chirng do tic dung phu ciia cdc thuéc trc ché mién dich

Céc tac dung phu thuong gip lién quan dén Cyclosporin A 1a:
ngod doc than, ngd doc than kinh, ting huyét ap, tang m& mau va
acid uric mau, moc 16ng nhiéu, ph1 dai loi. Co thé han ché cac
bién chig nay nhd viée duy tri ndng do thude CsA hop ly.

Tac dung phu lién quan dén Steroid nhu ting huyét ap, trimg ca,

hoi chimg Cushing do thude, dai thao duong. Giam thiéu cac bién

chimg nay khi dung lidu Steroid & muc t6i thiéu (5-10 mg/ngay).

Qua liéu thude e ché mién dich (FK 506 hodc Cyclosporin A):

+ Triéu chu‘ng s6t cao, co giat chan tay, run co, run tay, mach
nhanh huyét ap tang, ¥ thirc lo mo, bach ciu ting rét cao.
XN ndng do thude ting cao.

+ X tri: giam lidu thudc hodc ngimg dung va chuyén thudc.
Dung seduxen, bu thém dich dién gidi, 1oi ti€u nhe.
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- Giam bach cau:

+ Nguyén nhan: thuong ~do dfmg azatllioprine, cs:llcept, cac
nguyén nhan khéc: nhiém khuan (nhiém Vi’khuén nang, vi-
rus) va cac thuoc khac nhu ganciclovir, thudc chen H2:

+ Diéu tri theo nguyén nl{én va dung leukokine hgéc neupogen
300 microgam x 2 lo d¢€ kich thich tang bach cau.

2.6. Cdc bién chirng vé réi loan chuyén héa

Céc r6i loan thuong gip gdom:

- Cudng ning tuyén giap trang, ting kali mau, ha magne mau,

- Tang acid uric mau (thuong gap & bfanh nh%jll’l diéu tri voi cyc-
losporin A va azathioprine) V:él co th§ chuyép thanh bénh gout
(tang acid uric mau r(~3 rét. Biéu tyi bang thuéc allopurinol, col-
chicine, anturan va di€u chinh ché d¢ &n uong)

- Dii thao duong, ting lipid mau (chu yéu lién quan dén viéc sir
dung FK 506 va cyclosporin A).

2.7. Mt sé roi loan khdc

Mot s6 réi loan vé& huyét hoc c6 thé gap nhur thiéu méu, ha tiéu cau,
tang héng cau thir phat (thuong c6 biéu hién dau moi ving gay, mit do,
huyet ap tang va c6 thé c6 tic vi mach. Chi dinh diéu trj dat ra khi hong
cAu > 6 triéu/mm?®, hematocrite > 50%).

Céc ton thuong trén da va niém mac co thé xuét hién nhu: ung thu
da (de du phong can cha y han ché phoi nang, deo kinh rAm, mic quan
4o chdng nang va diéu tri cac ton thuong tién ung thw), trimg cé, phi dai
loi, m6én com.

Céc bién ching vé tiéu hoa co thé lién quan dén cac thudc e ché
mién dich nhu gay di long (do dung Cellcept) viém loét da day ta trang

(dugc diéu tri bang cac thude giam bai tiét acid va thudc biang niém mac
da day).
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PHU LUC
PHU LUC 1
CAC CHI SO CHUYEN MON CUA BAN TUYEN CHON
NGUOI NHAN VA NGUOI HIEN
Céc chi sé:
Nguoi nhan:
Nguoi hién:
1. Hovatén

2. Tudi

3. Gioi

4. Nghé nghiép

5. Chén doén

6. Chay than nhan tao (ngudi nhan tir s6 lan truyén mau (ngudi

nhan) s 1an)
7. Tao dii dong tinh mach (ngudi nhan tr vi tri)
8. Trac nghiém tAm ly
9. Can nang (kg)
10. Chiéu cao (m)
11. Huyét 4p dong mach (mmHg)
12. Nhém mau ABO
Rh Lewis (c6 ¥ kién xem lai c6 can thiét khong)
13. D9 man cam trudc ghép (ctia ngudi nhan) PRA
(phai lam lai trong vong 2 tuan truéc’ ghép,‘ néu co truyén méau
phai céach thoi diém truyén mau it nhat 2 tuan).
14. Phéan tng do chéo trudc ghép
15. Nhom HLA (bang k¥ thuat huyét thanh hoic DNA typing)
HLA-A
HLA-B
HLA-C
HLA-DR
HLA-DQ
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16. Hong cau (mm?)(10'%/)
17. Bach cau (mm?)(10%/1)
Bach ciu da nhan trung tinh (bach ciu hat trung tinh)
Tan bao (lympho bao):
Pon nhan (mono):
Toan tinh
Kiém tinh
18. Téc do huyét tram (mm/gid): Gid thir nhat
Gio tht hai
19. Hemoglobin(g/1)
20. Hematocrit
21. Glucose huyét thanh (mmol/1)
22. BUN, uré huyét thanh (mmol/l):v6i ngudi nhan ghi 2 chi sd
trude va sau khi chay than nhan tao:
23. Creatinin huyét thanh (umol/l)
24. Ton d6 (mmol/l):
Na
K
Ca™:
Cl-:
25. Dung nap glucose(mmol/l):
- Luc doi:
- 30 phat:
- 60 phut:
- 90 phut
- 120 phut
- 150 phut
26. Protid toan phan huyét thanh(g%):
27. bién di mau:Alb: al
a2
b

322



Phan phu luc

28. Xét nghiém chirc ndng dong mau:
Thoi gian chay mau:

Tiéu cau
Thoi gian Howell.
Ty 1¢ prothrombin:
Thoi gian PTT:.
Fibrinogen:
Nghiém phap ruou:.

29. Cholesterol mau (mmol/l):
Triglycerid (mg%,mmol/l):
HDL-C:

LDL-C:
VLDL-C:
30. SGOT(U/L):
SGPT(U/L).
GGT(U/L):
Bilirubin toan phan (mmol/1):
Bilirubin truc tiép (mmol/l):
Bilirubin gian tiép (mmol/l):
31. HbsAg:
HbsAb:
32. HbeAg:
HBeAb:

33. HCV: AntiHCV:
HCV-RNA (trong vong 3 thang trude ghép):

34. HIV: Anti HIV:

35. EBV: IgM:
IgG

36. CMV: IgM

IgG
CMV-ADN:
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37.

38.
39.

40.
41.
42.
43.
44.
45.

46.

47.

48.
49.

50.

51.

Lam PCR néu IgM (+)

VDRL:

RPR:

Mantoux (mm)

X-quang 16ng nguc (tim phoi thang nghiéng). Néu can Xquang
cac xoang ham mat.

bién tim:

Siéu am tim:

Pién nao:

Siéu 4m gan mat (néu xét can soi 6 bung, sinh thiét gan)

Soi day mat:

Siéu am Doppler mac}} mau vung chau, h¢ mach 2 chi dudi cua
nguoi bénh trén 45 tudi hodc c6 bénh déi thao duong.

Kham da day té trang néu xét can ndi soi da day, ta trang va
chup da day, ta trang.

Khé}m tuyén ’giép (xét nghiém T3, T4 va FT4 va chup xa hinh
tuyén giap néu can).

Nudc tiéu (ml)/24h

xét nghiém nude tiéu (nguoi hién) (it nhat 3 1an)

pH:

Ty trong:

Hong cau:

Bach cau:

Protein-microalbumin

Glucose

Uré

Creatinin

Kha nang co déq (nghiém‘phép Zimniski) (néu c6 xét nghiém
xa ky than, co6 thé khong can lam xét nghi€ém nay)

Can Addis (té bao/mm) (ngudi hién):

Hong cau:

Bach cau:



Phan phu luc

52. Cay khuan nudc tiéu (ngudi hién) (2 lan)

53. B9 thanh thai creatinin ndi sinh (ml/phut)

54. Chyp X-quang than thuong (nguoi hién).

55. Chyp than thudc (UIV) (nguoi hién)

56. Siéu am than, bang quang.

57. Chup dong mach than (nguoi hién)
(DSA: digital subtraction angiography)

58. Chyp ddng vi phong xa than (ngudi hién)

59. Chup bang quang c6 thudc can quang (ngudi nhan)

60. Sinh thiét than (néu xét can dé chan doan bénh than & ngudinhan)

61. Tuy theo trang thai bénh ly cua ngubi nhan ma can lam thém
XN khao sat nhu chup CT, luu huyét nao, kham phu khoa, kham
chuyén khoa, x&c dinh chu ky hanh kinh.

PHU LUC 2

TRINH TU TIEN HANH TUYEN CHON NGUOI NHAN VA
NGUOI HIEN THAN:

- Phd bién cac van dé vé ghép than va cho than

- Giai quyét cac thi tuc hanh chinh.

- Khéam suc khoe khéam bénh theo thuong quy, trong do luu y

nhém mau, yeu t6 Rh va cac bénh 1ay nhiém. Néu dat yéu cau
tuyen chon tlep tuc so bd tuyen chon.

- Xét nghiém cac marker viém gan, néu dat yéu cau tiép tuc cac
x¢ét nghiém khac.

- Thfr xeét pghiém do chéq, phan tng tién man cam, néu dat yéu
cau s€ tiép tuc so bo tuyén chon.

- K’hém thur xét‘nghiém Véqchup hinh anh y hoc than & nguoi hién,
néu dat yéu cau maéi tuyén chon chinh thire. Xét nghiém HLA.

- Béo cao thong qua két qua tai Hoi QGng chuyén mon ghép than
BV (co s¢ da dugc cong nhan du diéu kién ghép than).

- Bao céo két qua ghép than vé BO Y té.
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PHU LUC 3
PHIEU GHI CHEP TiNH HINH CUOC MO GHEP THAN
Cap:
Ngudi nhan than:
Ho va tén:
Tudi:
Nguoi hién than:
Ho va tén:
Tudi:
Ngay phau thuat ghép than:... thang... nam.
I. TINH HINH NGUOI HIEN THAN
Nhom mau:
Can nang:
Tam ly:
Lay than ghép(bén phai hay bén trai)
Bit dau phau thuat luc:.... Gio.... Ngay...thang....nim

Tinh trang than:

Céc k¥ thuat xur 1y than:

- Bdc 10 xong dong mach than va ti€m mannitol.

- Thit va cit niéu quan.

- Thét va cét dong mach than

- Thét va cét tinh mach than

- Thoi gian thiéu mau nong la:

- Phau thuat xong luc:....gio. ... va dua hau phau luc. ... gid
- Tinh trang nguoi hién than sau khi 13y than:

Mach

- Dién tim:
- Dién tién bat thuong trong qua trinh phiu thuat:
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IL. TINH HINH NGUOI NHAN THAN
Nhém mau:.......cooooeiiiiiiinn.. Can nang:
Mach:. ..o Nhiét do:
Huyét ap trudc phau thuat
Tam ly trudc phau thuat:
Vi tri than ghép:
Bit dau phiu thuit lbc: ..... gid.......
Noi tinh mach luc:..... gio..... phut, thoi gian ndi
Néi theo phuong phéap
Néi dong mach lic ....... gio...... phut...... , thoi gian nbi
Nbi dong mach theo phuong phap
Nude tiéu bat dau ¢ lac.....gio.......phat
Cam niéu quan vao bang quang lic...... gio.....phut
Phuong phap cim niéu quan vao bang quang
Hoan thanh cudc phau thuat luc:. ... gi0.... Phut
Dién bién bét thuong trong qua trinh phau thuat:
- Pua bénh nhan vé budng hau phiu vo6 khuan luc..... gio
- Tinh trang bénh nhan sau phau thuat ghép:

- Mach:.......... 1/p

- Nhip tho:.......... I/p

- Huyétap

- Nhiét do

- Huyét ap tinh mach trung tm:....... cmH,0

- Pién tim

- Nudc tiéu qua dan luu dén....... gio....... ml, mau.

- S6 lugng mau dugc truyén trong phau thuatla ....... nhom.
- Thoi gian thiéu mau lanh ......... phut

- Can nang nguoi bénh (néu co giuong can)
- Luong nudc tiéu bai tiét ra tir khi than dugc ghép dén khi vé
buong bénh hau phau vo khuan
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PHU LUC 4
DANH MUC THUOC DUNG TRONG GHEP THAN

A. CAC THUOC U'C CHE MIEN DICH

1. Cyclophosphamid (Cytoxan)
Azathioprin (Imuran)
Corticosteroid: methylprenisolon, prenison
Cyclosporin A (Sandimmune, Neoral)
Tacrolimus (FK506, Prograf)
Mycophenolat mofetil (Cellcept)
Rapamycin (Sirolimus)

Mizoribin

O 0N A WL

. Brequinar sodium
10. Deoxyspergualin
11. Leflunomid

12. Polyclonal antilyphocyte horse, antithymocyte globulin:ATG
(ATGAM)

13.Rabbit antilymphocyte hodc antithymocyte globulin:
thymoglobulin

14. murine monoclonal (Muromonab)
15. Anti-CD3:0TK3
16. Anti-CD4:0TK4
17. Anti-LFA
18. Anti-ICAM
19. Humanized monoclonals
20. Anti-IL-2R o chain, CTLA 41g
21.IL toxin:
- Basiximab, Simulect
- Daclizeunab, Zenapax
22. Cytokine va cytokine receptors
23. Peptide receptors
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B. DANH MUC

CAC THUOC UC CHE MIEN DICH HIEN bUGC DUNG TRONG

GHEP THAN

1. Cyclosporin A (Sandimmune, Neoral) 1a loai thudc hép thu tét qua
duong ti€u hod).

Dang: vién bao nang, dung dich ubng (vi nhii twong)

Tac dung: e ché lympho T

Chu ¥ tac dung phu: doc cho than, cho gan, co thé d& bj nhiém
khuan, bi lyphoma ph:l dai loi, gy tang huyét ap, tang moc long,
cam giac rat bong, kién bo ¢ tay, chan run.

Can x¢ét nghiém nong do cyclosporin mau.

2. Methylprednisolon

Tac dung chong viém, tc ché san xuat lymphokin cua té bao T
va gdy di chuyén chiing tir mau vao mé lympho.

Gay hau an, tang can

Tac dung phu: duc nhan mét, tang nhan 4p, loan nhip tim, truy
tim, gitt nude va gitr mudi, viém loét da day, mun trimg c4, kho da
moc 16ng nhiéu, lodng xwong (dau xwong dui), ting dudng mau.
Khong ding khi bi nhiém ndm toan than, khi c6 phan tmg qua
man véi thube.

3. Prednison

Tac dung nhu methylprednisolon, tdc dung phu: gilt nudc, gitt natri,
moi dau co, gy loét tiéu hoa, viém tuy, trang thai Cushing, moc 16ng
nhiéu, lodng xuong.

4. Azathioprin (Imuran)

Tac dung t6i tong hop ADN va ARN cua lymphoT va B.
Tac dung phu: ha bach cAu, non, budn nodn, gay doc cho gan,
tang nguy co nhiém tring khoi u.

5. Mycophenolate mofetil (Cellcept)

Tac dung gay doc cho lympho Tva B
Tac dung phu: ha bach cau, ha héng cau, tiéu chdy, non, chay
mau tiéu hod, ting nguy co nhiém tring.
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6. Tacrolimus (FK 506) (Prograf)

Tac dung dén lympho T, tong hop interleukin va lymphokin
Tac dung phy: doc cho hé than kinh, doc cho than, ting nguy co
nhiém trung, nhitc dau, run, ting dudng huyét va nguy co dai
thdo duong.

7. Muromonab-CD3 (Orthoclone-OKT?3)

Tac dung 1a khang thé don clone c6 tac dung trc ché mién dich
dic hidu véi khang nguyén CD3 phén tir & mang té bao T.

Tac dung phu: phan tng soc khi ding thudc, biéu hién than kinh,
phtl ndo,gay nguy co nhiém tring khdi u.

8. Antithymocyte globulin-thymoglobulinu

Tac dung:la gamma globulin trc ché mién dich dich thé (mono-
meric 1gG).
Tac dung phu: gay di iing, ha bach cau, ha tiéu cau.

C. DANH MUC MOT SO LOAI THUOC KHAC DUNG TRONG
GHEP THAN

1. Thubc khang virus

Acyclovir

Ganciclovir

Famciclovir

Immunoglobulin

CMV hyperiminune globulin

Fos carnet sodium

Thubc diéu tri CMV: Zelitrex, Cymevan

Thudc diéu tri Herpes da hay sinh dyc: Zovirax (thudc boi)

2. Thudc khang sinh

330

Trimethoprim va sulfamethoxazole (TMP, SMX)
Penicillin-beta lactamase inhibitor
Quinolon:ciprofloxacin, levofloxacin, travafloxacin..
Cephalosporin: cefazolin, cefotelan, ceftriaxon, cefepim...
Aminoglycosid: amikacin, tobramycin....



Thubc khang ky sinh tring:

Bactrim (diéu tri viém phoi do pneumocytis carinii)

3. Thubc khang ndm

Nystatin
Chotrimazoletroche
Fluconazole
Amphotericin B
Muconazole
Ketoconazole

4. Thudc chira loét tiéu hoa, bao v€ niém mac da day

Ranitidin

Cimetidine

Vimeprazel

Lansoprazole

Sucrafat

Misoprostol

Magnesium aluminum hydroxid

Mopral

5. Thuoc loi niéu

Furosemid (Lasix)
Bumetanid (Bumex)

Mannitol

6. Thudc ha giam huyét ap

Adalat
Lossen
Catapressan
Renitec
Amlor
Risordan

Lopressor

Phan phu luc
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7. Thude chéng dong mau
- Heparin
- Fraxiparin
8. Thudc ting sinh san hong cau
- Erythropoietin
- Tardyferon
- Sulfat sat
- Maltofer

9. Thudc ting sinh san bach cau
- Leukokine
- Neupogen
10. Thudc chong dong kinh
- Depakin
11. Thudc ha cholesterol mau
- Tabor
- Zocor

12. Thudc tim mach

D. DANH MUC CAC THUOC ANH HUONG PEN CHUC NANG
THAN
1. Cac thube khang khuan
- AmphotericinB, cephaloridin, neomycin.
Kanamycin, cephalothin, gentamycin, streptomycin

Polymycin, vancomycin

Methicillin, oxacillin, nafcillin, ampicillin, carbenicillin, tetra-
cyclin

Sulfonamid, rifampicin

2. Cac thudc chdng dau, giam viém
- Phenylbutazone, ibuprofen, piroxicam
- Aspirin, phenacetin, paracetamol

- Antipyrin, amidopyrin, APC
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3. Cac thude gay mo
- Methoxyfluran
Cic thudc chira co giat, dong kinh
- Sodium phenytoin, trimethadion
4. Cac thudc hoéa tri liéu ung thu
- Cisplatin, methotrexat, nitrosourea, omustin
- Mithramycin, mitomycin
5. Mot sb thude khac
- Calcium disodium, penicillamin, edtat
- Allopurinol, mersaly, dihydrochlorothiazid (DCT)
- Cimetidin

- Ranitidin

E. DANH MUC MQT SO THUOC ANH HUONG BDEN
CYCLOSPORIN A

1.Lam tang ndng do cyclosporin A
- Erythromycin
- Diltiazem
- Adrogens
- Verapamil
- Ketoconazole (Nizoral)
- Nicardopin
- Compound sinomin (SMZ-TMP)
- Erythromycin, FK506
2. Lam giam ndng dd cyclosporin-A
- Phenobarbital (Gardenal gay giam t6i 50% nong do CsA)
- Phenytoin sodium
- Rifampicin (RFP)
- Isoniazid
- Trimethoprim-Sulphamethazole (Bactrim)
- Ticlopidin (Ticlid)
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Cianh giac khi dung thudc:

334

Vi adalat, nguy co phi dai loi.

Véi minoxidil (Lonoten) nguy co moc 1ng nhiéu

Véi cac thude loi niéu khong dao thai kali, canh giac ting kali
mau

Cac chat e ché HMG-CDA khir v6i lovastatin phai canh giac
v6i bién chirng Rhabdomyolysis ¢ nguoi suy than cap.



PHU LUC 5

Phan phu luc

BANG THEO DOI DICH VAO VA RA SAU GHEP THAN

Ngay thang nam
Ngay thtr: sau ghép

Ho va tén nguoi bénh: Tuoi:

La nguoi hién-nhdn than: Can nang:

Kip theo doi:

Thoi
gian

Nuwoc
tieu

Udng

Thubc
sty
dung

6h
7h
8h
9h
10h
11h
12h

Coéng

13h
14h
15h
16h
17h
18h

Coéng

19h
20h
21h
22h
23h
24h

Coéng

1h
2h
3h
4h
5h
6h

Coéng

Téng
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PHU LUC 6
BAO CAO TINH HINH NGUOI BENH GHEP THAN
Ngay mo ghép: thang nam
Tur: gio, ngay thang nam
bén 6h ngay thang nam

Chi tiéu theo doi Nguwoi nhan than Nguwoi hién than
Ho va tén-tudi Ho va tén-tudi

Mach

Nhiét do

Huyét ap

Can nang

Nuoc tiéu:
- S0 lvgng
- Mau

- Ty trong

Tinh trang chung

Chi tiéu theo doi Ngw&i nhan than Nguwoi hién than

Mach

Nhiét do

Huyét ap

Céan nang

Tinh trang chung

Lanh dao duyét Nguoi bao cao
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PHU LUC 7

MOT SO DUNG CU CHINH TRONG PHAU THUAT GHEP THAN
1. Bén mé nguoi nhan than: Cac dung cu ph?lu thuat mach mau, trong
do luu y:

5 kep phau tich mach méau

3-4 kim cdp kim mach méu

2 kéo phau tich

2 kéo cong ¢6 cO md mach mau (xudi va nguoc)

2 kep mach mau DeBakey (cd vira va to)

5 kep mach méu Satinsky c& nh&

5 Bulldog vira

5 Bulldog nho

5 Bulldog 16n

1 Dissecteur dau nho

1 Dissecteur dau c& vira

1 Dissecteur dau to, dai, khoe

3 bom tiém to c6 kim dai du ti

2 moc nang mép mach mau

8 day cao su kéo mach mau (3 cai mau do, 5 cdi mau xanh)

8 panh cong nho (c6 boc chun hodc nhwa ¢ ddu panh) dé cap giir
chi mach mau

10 chi Prolen 6/0 c6 2 dau kim

10 chi Prolen 5/0 c6 2 diu kim

6 chi Prolen 7/0 ¢6 2 dau kim

Chi: Prolen 4/0, 3/0 (ttr 8-10 chi)

Chi Vicryl 3/0, 4/0, 5/0 (tir 12-15 chi) hoac chi Safil

Chi Vicryl 2/0 (tir 2-3 chi)

Chi nilon, cac chi khac

1 van 2 hoac 3 14 Ricard

2 dao md (trong d6 1 dao nhé miii nhon, ¢& s6 11)

2 nia ¢6 mau, 2 nia to khong mau
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2 kim c@p kim thuong

2 kéo cong thuong

5-6 panh cong nho va panh cong dai

2 farabeuf, 2 Hartmann, 2 van 2 dau

1 van mém

1 van nho hinh 14 chin kim khau

Gac bac dai lam quang treo than

2 thong Foley 16 — 18 Fr

3 thong Nelaton (plastique) dai c6 nhiéu 16, ¢ sd 4, s6 6 va sb 8

3 thi nude tiéu vo khuan + panh cong kep

1 OpSite c& 16n

2 6ng dan luu mém c6 trang heparin

1 kinh Lap phau thuat + dén dau (anh sang lanh)
2. Bén md ng1~r€)’i hién than: Cac dung cu mé cta bo phau thuat bung
va dung cy phau thuat mach mau, trong do luu y:

- 2 kep mach mau (tinh mach chu) Satinsky ¢& vira

- 4 Bulldog mach mau

- 2 kep mach mau DeBakey

- 8 kep mach mau cd vura va nhd

- 2 kim cap kim mach méau

- 2 kéo cong phau tich

- 3 nia mach mau

- Chi Prolen 5/0, 4/0 va 3/0. Chi Monofil 4/0, 5/0. Chi to 2/0, 3/0

- Chi Perlon, chi Catgut. Cac chi Nilon, chi lin va cac chi khac

- Cac dung cu khac: éng dan luu, tii nudc ti‘éu v6 khuan, thong
Foley, thong Nelaton, bom tiém to c6 kim dai dau tu va dung dich
Lidocain
3. Cac dung cu chinh trong rira than

- 2 khay inox

- 1 bua va 1 duc inox

- 4 panh nho khong méu
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- 2 kéo nho (1 cong, 1 thing)

- 1 kim mang kim nho

- 4 Mosquito

- 1 bom tiém 10ml + kim tiém

- 1 phich da kim loai

- 5 tai polyethylen

- 1 thi bom ap lyc

- Chi mach méau 5/0, 6/0

(Piéu nay cé ndi dung lién quan dé]:l Piéu 45.5.L0.32. Cham séc
sue khoe sau khi ghép mo, bo phan co thé nguoi)
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Phu luc 3: Danh muc bénh ma nguoi mic bénh @6 khong
dwgc lay mo, bo phan co thé dé ghép cho ngudi bénh

BOY TE CONG HOA XA HOI CHU NGHIA VIET NAM
Doc 1ap- Tu do- Hanh phuc
S4: 28 /2012/TT
-BYT Ha Noi, ngay 04 thang 12 nam 2012

THONG TU
Quy dinh “Danh muc bénh ma nguoi mic bénh d6 khong
dwgc 1ay mo, b¢ phan co thé dé ghép cho ngudoi bénh”

Can cit Ludt Hién, ldy, ghép mé, bg phdn co thé nguwoi va hién, ldy
xac ngay 29 thang 11 nam 2006;

Can cir Nghi dinh s6 63/2012/ND-CP ngay 31 thang 8 nam 2012
ciia Chinh phii quy dinh chirc nang, nhiém vu, quyén han va co cau té
chirc cia Bo'Y 1é:

Theo dé nghi ciia Cuc trudng Cuc Quan Iy kham, chita bénh;

Bo truong Bo Y té ban hanh Ti hong tw quy dinh “Danh muc bénh
ma nguoi mdc bénh dé khong dwoc ldy mé, bg phén co thé dé ghép cho
nguoi bénh”.

Piéu 1. Ban hanh kém theo Thong tu nay “Danh muc bénh ma
ngudi mic bénh d6 khong dugc 1dy mo, bo phan co thé dé ghép cho
nguoi bénh”.

Piéu 2. Nguyén tic 4p dung danh muc

1. Ap dung trong ghép ddng gen va ghép dong loai, khong ap dung
trong ghép tu than va ghép di loai.

2. Loai trir tit ca cac bénh trong danh muyc bénh nhom A (Danh
muc bénh cta nguoi hién mo, bo phan co thé khong duogc lay dé ghép
cho nguoi bénh) va tily timg truong hop 1dy mé, bo phan co thé nguoi
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dé ghép cho tirng bénh cu thé, tiép tuc tién hanh loai trr cac bénh thudc
ting danh muc bénh ctia nhém B (Danh myc bénh ctia ngudi hién mo,
bo phan co thé khong dugce 1y dé ghép cho timg bénh).

Diéu 3. Diéu khoan thi hanh
1. Théng tu ndy c6 hiéu luc thi hanh ké tir ngay 01 thang 01 nam
2013.
q 2. Cuc Quan ly kham, chita bénh, B0 Y té chiu trach nhiém t6 chuc
trién khai thuc hi¢én Thong tu nay./.

Noi nhan:
- Van phong Chinh phii (Vu KGVX, Cong bao, Cong TTDT);
- B0 Tu phap (Cuc KTVBQPPL);
- Céac B9, co quan ngang B9, co quan thugc Chinh phu;
- UBND céc tinh, thanh phd tryc thuoe TW;
- Cac Vuy, Cuc, Van phong Bg, Thanh tra B9,
Téng cuc thuéc BO Y té, céng TTDT, Bo Y té;
- Céc bénh vién truc thudc Bo Y té; Y té cac Bo, nganh;
- SO'Y té cac tinh, thanh phd truc thudc TW;
- Luu: VT, KCB (03b), PC (02b).

BO TRUONG
Pi ky)

Nguyén Thi Kim Tién
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BOYTE CONG HOA XA HOQI CHU NGHIA VIET NAM

Poc lap - Tu do - Hanh phic

DANH MUC BENH MA NGUOI HIEN BI MAC

KHONG PUQC LAY MO, BQO PHAN CO THE PE

GHEP CHO NGUOI BENH
(Ban hanh kém theo Théng tw s6 28 /TT-BYT ngay 04 thang 12 nam 2012)
Stt Tén bénh
A. |Danh muc bénh ctia ngwdi hién mé, bd phan co thé khong duoc lay
dé ghép cho ngudi bénh
1. |HIV dwong tinh
2. [Nhiém retrovirus
3. |EBV-IgM hoac EBV-PCR dwong tinh
4, |CMV-IgM hoac CMV-PCR dwong tinh
5. | Viém gan virus B, C dang hoat déng
6. | Viém nao, mang nao do virus
7. | Viém mang nao do ndm
8. |Bénh dai
9. | Giang mai
10. |Bénh lao dang diéu tri
11. | Sét rét (xét nghiém ky sinh trung sét rét dwong tinh)
12. | Nhiém trung huyét dang tién trién
13. | Nhiém trung, nhiém doc cé nguy&n nhan hodc khéng ré nguyén nhan
14. | Bénh collagen (Lupus ban dd hé théng, vién da-co, xo cieng bi, viém
nut quanh dong mach)
15. |Ung thw (trtr cac ung thu ndo nguyén phat)
16. |Dai thdo dwdng co bién chirng
17. | Di tng vé&i thubc mé
18. | Nghién ma tay
19. | Chét khong ré nguyén nhan
20. |Suy da tang
B. |Danh muc bénh ctia ngudi hién mé, bd phan co thé khéng dwoc 1y
dé ghép cho tirng bénh
|. | Danh muc bénh ctia nguwdi hién giac mac bi méc khéng duoc lay dé
ghép cho ngudi bénh
1. | Viém ndi tam mac do vi khuan hodc ndm
2. |Bénh bach cau
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U hach bach huyét 4c tinh hoat déng

Bénh xo ndo toan bd ban cap

Bénh n3o tién trién

o gk w

Mot sb bénh ly bam sinh ho&c méc phai cla giac mac: Loan dwéng,
seo, gian 16i, mong, loét

Cac bénh ly viem hoat dong & nhan cau: Viém gidc mac, viém mang bd

dao, viém ciing mac, viém hac mac, viém hac-véng mac

Danh muc bénh ciia ngwoi hién da bi mac khéng dwoc 1ay dé ghép
cho nguwdi bénh

Nhiém trung tai chd ving lay da

Phong

Nhiém 4u trung san lon dudi da

Cac bénh ndm sau

Qi wIN =

Chét do dudi nwdc

Danh muc bénh clia ngwdi hién sun bi mac khong dwoc Iy dé ghép
cho nguwdi bénh

Bénh loang xwong

Tién s viem khép hodc thoai hda khép, sun

Chén thwong khép (d6i véi khép dw kién 14y sun)

PloINd~

B4t thuwdng hodc thoai hoa sun

Danh muc bénh ctia ngwoi hién xwong bi mac khéng dwoc lay dé
ghép cho ngudi bénh

Bénh loang xwong

Viém khop dang thap

Bénh chuyén hoa xwong

Bénh xwong thuy tinh

SN ENESIESIES

Danh muc bénh ctia ngwdi hién mach mau va van tim bi mac khong
duoc lay dé ghép cho ngudi bénh

Xo vira ddng mach

N

Bénh mach mau va van tim

VI

Danh muc bénh clia ngwdi hién tim bi méc khong duoc 1ay dé ghép
cho nguwdi bénh

Loan nhip that khong thé diéu tri triet dé dwoc

Loan nhip trén thét tai dién

Chét nao do ngirng tim

PRI~

Phai dung cac thuéc cuong tim qua nhiéu (dopamin > 20 pg/kg/phut
hoéc cac thubc adrenegic liéu twong dwong méc du da tdi wu hoa
dwoc tién ganh va hau ganh)

Pung dap tim
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Giam chtrc nang co bop cuia co' tim hodc giam nang, kéo dai phan sb
tong mau that traéi dwsi 0,6

Bénh tim nang tw trwéc

Phi dai that trai nang

C6 cac dot hdi sinh tim, phdi kéo dai va nhiéu lan

10.

Tim bam sinh

VII.

Danh muc bénh clia nguoi hién than bi mac khéng dwoc 14y dé ghép
cho nguwoi bénh

B&nh mau: Thiéu mau do bét san (Alastic anemia), chirng mat bach
cau hat

Tén,g huyét ap nguyéq phat hoac thir phat da va dang phai dung
thudc chong tang huyét ap (HA = 140/90 mmHg)

Suy tim man tinh

Bénh than da nang

Bénh béo phi (BMI = 30)

Sai dai, bé than, sdi tiét niéu hodc dang mac bénh than, tiét niéu gay
suy chirc nang théan

Xo gan

.| Danh muc bénh ctia ngwdi hién gan bi mac khéng dwoc lay dé ghép

cho nguwdi bénh

Bénh ly gan méat

Danh muc bénh cGa nguoi hién phdi bi méc khéng duoc lay dé ghép
cho nguwdi bénh

Céc di chirng sau lao phéi: Xo phdi, gidn phé quan

Hen phé quan man

COPD (Bénh phéi tac nghén man tinh)

Xo phéi, bénh bui phoi

Nhiém khuén ho hap

Chan thwong ngwc nang (chan thuwong hodc vét thuong)

Danh muc bénh ctia nguoi hién tuy bi mac khong dwoc lay dé ghép
cho nguwdi bénh

Viém tuy
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