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LIEU TACROLIMUS TOI UU TRONG GHEP THAN?

Lé Dinh Hiéu, Pham Ngoc Thach Medical University
Tacrolimus (Tac) 1a thudc trc ché calcineurin nén tang trong cac phac dd tc ché mién dich
(UCMD) sau ghép than. Hién tai, tacrolimus dugc dung theo 2 céch: liéu thép Kkét hop voi
mycophenolate (goi 1a phac dd qui udc, cé hay khong steroids) hodc giam lidu két hop voi
everolimus (goi la phac d6 thach thirc, ¢6 hay khong steroids). Tuy nhién, liéu Tacrolimus tdi
uu & tung phac dd van chua duoc biét rd. Cac thir nghiém 1am sang glam thiéu liéu hoic ngung
Tacrolimus gan dy dua trén cac tiéu chuan 1am sang va md hoc d dinh nghia nguy co mlen
dich thap. Cac thir nghiém nay dan dén ting thai ghép cép va ting hinh thanh dnDSA, 14 yéu t6
nguy co chinh gdy mat than ghép. Trong phac dd qui udc, ndng do day Tac trung binh ¢ nam
dau tién <8 ng/mL va tir nam th 2 tré di <5 ng/mL lam ting nguy co thai ghép cap va dnDSA,
tang nguy co mét than ghép. Nong d6 TAC trong vong 6 thang trude thdi diém xuat hién dnDSA
thap hon c6 y nghia so véi ndng d6 TAC trude 6 thang trude thoi diém xudt hién dnDSA. Trong
phac dd thach thirc, ndng do day TAC trung binh ¢ 3 thang dau sau ghép nén duy tri khoang 7
ng/mL va giam dan liéu sau d6 dé tdi wu hoa du phong thai ghép cdp. Mot qui luat don gian dé
ap dung 1a tong ndng d6 TAC va everolimus & khoang 10 ng/mL, wu tién TAC ¢ nhimng thang
dau sau ghép va everolimus sau d6. Khoang ndng d6 everolimus tir 3 dén 8 ng/mL cho phép ¢
duogc can bang t6t nhat gitta giam nguy co thai ghép va dung nap thudc trén 1am sang.

OPTIMAL TACROLIMUS DOSE IN KIDNEY TRANSPLANT

Tacrolimus (TAC) is the backbone calcineurin inhibitor in immunosuppressive (IS) regimens
post kidney transplantation. This drug has been currently used in 2 ways: either low dose in
combination with mycophenolate (so-called the conventional IS regimen, with or without
steroids) or reduced dose in association with everolimus (so-called the challenging IS
regimen, with or without steroids). However, the optimal dose of tacrolimus for kidney
transplant recipients in each IS regimen is unknown. Recent TAC minimization or withdrawal
trials attempted to use clinical/histologic stability to define low immunologic risk for
enrolment. These trials resulted in increased rates of acute rejection and de novo donorspecific
antibody (dnDSA) development, known to be a major cause of allograft loss. In the
conventional protocol, mean TAC trough levels (Co) that are <8 ng/mL in the first year and <5
ng/mL since the second year post-transplant are associated with increased risks of acute
rejection and dnDSA, contributing to a high risk of death-censored graft loss. Mean TAC
trough levels in the 6 months before dnDSA development is significantly lower than the levels
6 months before dnDSA development in the same patients. In the challenging protocol, the
TAC trough level in the first three months post-transplant should be maintained at around 7
ng/mL, with a subsequent dose reduction to optimise protection against acute rejection. A
simple rule that can generally be applied is that the TAC and everolimus levels may always
total around 10 ng/mL, prioritising TAC in the first several months and EVR thereafter. The
everolimus range between 3 and 8 ng/mL has been found to offer the best balance between a
reduction in the acute rejection risk and clinical tolerability of the drug.
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