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quan lanh [8]. Ngd ddc thuc phdm do Listeria
monocytogenes tuong dbéi hiém nhung cac
nghién cltu trudc cho thé’y ty 1€ tor vong la cao
[9]. Cac nghién cu vé sy hién dién cua Listeria
monocytogenes & Chau Au di chi ra réng 2,5 -
6% mau sifa tudi nguyén liéu cd thé bj nh|em Vi
khudn nay. Tai Viét Nam, phan tich Listeria
monocytogenes trong sifa vé san pham tir sita
chua dugc nghién cu day du. Két qua nghién
cftu cta ching téi cho thady, cé 6,67% mau siia
thanh trung; 1,1% sifa tiét trung; 1,67% sifa c6
ddc; 1,67% mau sifa c6 ddc va sifa gay c6 dac;
3,00% mau phomat 1,67% mau cream dang
I6ng; 3,33% mau bo; 3,33% mau chat béo tur
sita dang phét va 10,00% mau san pham sira
lén men nhiém Listeria monocytogenes vugt gidi
han tiéu chudn cho phép.

V. KET LUAN

San pham tir stfa danh cho phu nit mang
thai dang lvu hanh tai 6 tinh/thanh ph6 cé ‘nguy
cd 6 nhiém cao nhat la phomat, chat béo va sifa
Ién men. Vi khudn nhiém nhiéu nhét Ia Listeria
monocytogenes. Trong d6, cd 6,00% mNau
phomat, 5,0% mau Cream dang Iéng nhieém
E.coli. C& 2,22% mau Cream bdt nhiém
Staphylococus aureus; 5,56% mau sifa bdt,
3,0% mau phomat nhiém Salmonella; c6 3,33%
mau ba, va chat béo, 10,00% mau sita Ién men
nhiém Listeria monocytogenes.
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Nghién clru tién hanh phan tlch két quéa theo doi
nong do thudc trong mau (TDM) clia tacrolimus nham
dam bao hiéu qua chdng thai ghép va giam thleu doc
tinh trén bénh nhan sau ghép gan tai Bénh vién Hitu
nghi Viét Blrc va cac yéu t6 anh hudng dén nong do
day cua tacrolimus (Co). DU li€u cia 57 bénh nhan
ngudi I6n ghep gan co sU dung tacrolimus tUf nam
2017 den nam 2021 dudc thu nhan véi g|a tri trung
binh ndng dé day cla tacrolimus tai thdi diém 1 thang
dau sau ghép ghi nhan it dao dong, tuy nhién cé xu
hudng gidm dan theo thdi gian theo ddi. Ty 18 dat dich
Co theo pham vi khuyén céo clia Hiép hoi giam sat
nong do thudc trong diéu tri va doc tinh Iam sang
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quéc t€ (IATDMCT) ndm 2019 dat khoang 40%. Gia tri
bién thién trong clng ca thé (IPV) cua tacrolimus dao
dong tugng daoi I6n, tir 3,5% dén 105,4%. Phan tich
h6i quy tuyén tinh hon hgp ghi nhan cac yéu t6 anh
hudng dang ké dén nong do day (Co) trong giai doan
noi tru bao gém liéu duy tri (B = 1,894; p <0,001),
hematocrit (B = 1,053; p = 0,009) va trong giai doan
ngoai trd bao gém liéu duy tri (B = 3,930; p <0,001),
uré huyét thanh (B = 0,453; p <0,001). Nong d6 day
Co cla tacrolimus va gia tri IPV trong cung mot ca thé
¢6 su bién thién 16n khdng chi & giai doan dau ma con
@ giai doan mudn hon sau ghép cho thay vai trd quan
trong cua viéc hiéu chinh lieu phu hgp trén tirng bénh
nhan dua trén TDM.

Twr khoa: nong do day Co, bénh nhan ghép gan,
theo doi nong d6 thudc trong diéu tri (TDM),
tacrolimus, Bénh vién H{tu nghi Viét Dlrc.

SUMMARY

IMPLEMENTATION RESULTS OF TACROLIMUS

THERAPEUTIC DRUG MONITORING IN ADULT
PATIENTS AFTER LIVER TRANSPLANTATION

IN VIET DUC HOSPITAL

This study described the results of tacrolimus
therapeutic drug monitoring (TDM) on liver
transplantation patients to manage the graft-versus-
host disease and the drug toxicity. In addition, factors
associated with tacrolimus trough concentration (Co)
were identified. The data of a cohort of 57 adult
patients who underwent liver transplantation from
2017 to 2021 were retrospectively collected in Viet
Duc Hospital. Tacrolimus trough concentrations post-
liver transplantations showed a less variation and a
downward trend at the later phase of follow up. The
observed C, attained recommended therapeutic range
of Immunosuppressive Drugs Scientific Committee of
the International Association of Therapeutic Drug
Monitoring and Clinical Toxicity (IATDMCT) in 2019
were about 40%. The intra-patient variability (IPV) of
tacrolimus estimated by calculating the coefficient of
variation (CV) of whole blood Cy were from 3.5% to
105.4%. Through  mixed-linear regression analysis,
the factors associated significantly with Cop included
maintenance dose (B coefficient = 1.894; p < 0.001),
hematocrit (B coefficient = 1.053; p = 0.009) and
maintenance dose (B coefficient = 3,930; p < 0.001),
serum urea (B coefficient = 0,453; p < 0,001),
respectively. In conclusion, tacrolimus Co and IPV
showed significant variability in both early and late
phases after transplantation, suggesting that the
implementation of TDM with considering influenced
factors was warrant.

Keywords: Tacrolimus trough concentration (Co),

liver transplantation patients, therapeutic drug
monitoring (TDM), tacrolimus, Viet Duc Hospital.
I. DAT VAN DE

Tacrolimus la mot trong s6 cac thudc khang
calcineurin dugc lua chon dau tay trong phac dé
chdng thai ghép sau ghép tang ndi chung, trong
dd co ghép gan [7]. ThuGc cé pham vi diéu tri
hep, dong thdi cd su bi€n thién I6n vé dugc

ddng hoc trong cling ca thé va gilta cac ca thé
khac nhau. Dién tich dugi dudng cong néng do -
thai gian (AUC) cua tacrolimus dugc coi la théng
sO phan anh t6t nhat hiéu qua lién quan dén chi
dinh chdng thai ghép trén lam sang cla thudc
[1]. Bén canh do, su bién thién I6n vé ndng do
tacrolimus trong mau da dugc ghi nhan, cd anh
hudng dén hiéu qua chong thai ghép cla thudc
[1]. Do do, viéc t6i uu hda st dung tacrolimus
thong qua giam sat néng doé thuGc trong mau
(TDM) la thuc su can thiét, dac biét & giai doan
dau sau ghép nhdm t6i vu hiéu qua cling nhu
giam thi€u nguy cd xudt hién doc tinh cta thudc
[2]. Hung dan dong thuan cap nhat cua Hiép
hoi giam sat nong do thudc trong diéu tri va doc
tinh 1dm sang quéc té€ (IATDMCT) nam 2019
khuyén cdo c6 thé sir dung ndng dd day (Co)
trong TDM tacrolimus do Co c6 méi tugng quan
véi AUC va hiéu qua chdong thai ghép, dong thai
cé mai lién quan chat ché dén tac dung khong
mong mudn cua tacrolimus [1].

Bénh vién Hitu nghi Viét Bdc la mot trong
nhitng don vi diéu tri c6 s6 lugng bénh nhan
ghép tang dirng dau ca nudc trong dé tacrolimus
la thu6c chinh dudc sir dung trong phac do6
chong thai ghép cho ngudi bénh. Ngay tur thdi
diém trién khai cac ca ghép gan dau tién (thang
01/2017), bénh vién da thuc hién hiéu chinh liéu
tacrolimus théng qua TDM dua trén Co nham
dam bao hiéu qua diéu tri va han ché nguy cg
gap bién c6 bat Igi cla thubc. Nghién ctu nay
dugc thuc hién nham phan tich két qua néng d6
tacrolimus, kha nang dat dich nong do trong qua
trinh diéu tri sau ghép va phan tich cac yéu to
anh hudng dén nong do thudc, tir do6 gidp t6i uu
ché d6 lieu tacrolimus trén bénh nhan sau ghép
gan tai Bénh vién.

II. DOl TUQNG VA PHU'O'NG PHAP NGHIEN CU'U

2.1. Poi tugng nghién ciru. Bénh nhan
ghép gan cd str dung tacrolimus theo phac d6 dy
phong thai ghép tai Trung tdm Ghép tang, Bénh
vién Htu Nghi Viét bic tir thang 01/2017 dén
thang 08/2021. Loai trir cac bénh nhan cay ghép
da cd quan hay ghép tang két hgp, da tirng cay
ghép noi tang khac, phai cdy ghép lai trong vong
3 ngay dau sau ghép gan, nhém mau cla ngudi
nhan va ngudi cho khong tuong thich, HIV
duang tinh.

2.2. Phuong phap nghién ciru. Nghién
ctu thuan tép, theo d6i doc bénh nhan sau ghép
gan theo thdi gian, thu thap théng tin qua hoi
ciu bénh an cta bénh nhan diéu tri sau ghép tai
Trung tam Ghép tang. Bénh nhan dugc chi dinh
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st dung tacrolimus va dugc theo déi nong do.
Thdi diém 1&y mau dinh lugng ndng do
tacrolimus trong mau toan phéan la sau 12 gid
(v6i dang bao ché giai phong tdc thi, Prograft)
hoac 24 giG (vGi dang bao ché phdng thich bién
d6i, Advagraf) tinh tir [An dung tacrolimus cudi
cung cla bénh nhan trudc d6. Bénh nhan dudc
Idy mau xét nghiém vao budi sang trudc liéu
ubng tacrolimus dau tién trong ngay tuong Ung
vGi mau noéng do day (Co). banh gia kha nang
dat muc tiéu diéu tri dua trén Hudng dan déng
thuan cap nhat cia IATDMCT nam 2019 vé TDM
tacrolimus [1]. Theo dé pham vi néng d6 muc
tiéu trong 4 tuan dau tor 6 — 10 ng/ml va 5 - 8
ng/ml & cac giai doan ti€p theo [1]. Gid tri bién
thién trong cung ca thé (IPV) cla tacrolimus
dugc udc tinh thong qua hé s6 bién thién (CV)
cua Co.

2.3. Thu thap, xtr ly va phan tich so liéu.
S liéu dugc thu thap va quan ly bang phan
mém Microsoft Excel 2016, lam sach va x{ ly
thGng ké mo ta, truc quan hda va phan tich cac
yéu t6 anh hudng dén ndng dé thudc bang
phuong phap phan tich h6i quy tuyén tinh hon
hgp trén ngbn ngir thong ké R 4.2.0.

. KET QUA NGHIEN cU'u _

3.1. Pic diém bénh nhan trong mau
nghién ciru. Nghién clftu ghi nhan 57 bénh nhan
thoa man cac tiéu chuan lua chon va tiéu chuan
loai trir v8i cac ddc diém chinh dudc trinh bay
trong Bang 1. Bénh nhan trong nghién clru da
sO la nam gidi (86%) va dugc ghép gan chu yéu
do ung thu biéu mé t& bao gan hodc viém gan
virus (chi€ém 50,9% va 26,3%%) , vGi nguon cho
gan cha yéu tir ngudi hién chét ndo (73,7%). _

Bang 1: Pic diém bénh nhan trong mau
nghién cau

Chi tiéu nghién cilry, cach tinh | Két qua
Pac diém chung (N = 57)
Tubi (nam) 53,0 (42,0-

Bang 2: Dic diém su’ dung va TDM tacrolimus

58,0)

Gidi tinh nam 49 (86,0)
Nguon cho gan

- Ghép gan toan bd tir ngudi
hién chét ndo

- Ghép gan ban phan tir nguGi ‘1}‘2} 82’8
hién con song 1(1 é)

- Ghép gan ban phan tir ngudi !
hién chét ndo
Can nguyén ghép gan
- Ung thu biéu mé t€ bao gan 29 (50,9)
- X& gan do viém gan virus B 15 (26,3)
- X3& gan do viém gan virus C 2 (3,5)
- XG gan 0 mat 4 (7,0)
- Xd gan do rugu ) 2 (3,5
- Xd gan — bénh chuyén hoa 2 (3,5
- Suy gan cap 2 (3,5
- Xd gan — Caroli 1(1,8)

Két qua trinh bay & dang s6 bénh nhan (ti 1€
%) hodc trung vi (khoang tur phan vi)

3.2. Pic diém sir dung va giam sat nong
dd tacrolimus. Pic diém s dung va giam sat
néng dd tacrolimus & turng giai doan theo doi
dugc trinh bay tai Bang 2 va dieén bién nong do
thuSc theo thdi gian dugc biéu dién tai Hinh 1.
Két quéa khao sat Co theo tirng giai doan cho thay
tan suadt dinh lugng gidm dan theo giai doan
diéu tri. Gia tri Co trung binh c6 xu hudng giam
dan theo thdi gian, cao nhat 8 mdc 11,04 ng/mi
trong 1 tuan dau va giam xudng thap nhat 5,06
ng/ml & th&i diém sau hon 12 thang theo ddi
(Bang 2). Gia tri nong do Co bi€n thién I6n gilta
cac lan dinh lugng, dac biét trong khoang 3
thang dau sau ghép gan va c6 xu hudng én dinh
han & cac giai doan tiép theo (Bang 2, Hinh 1).
Do vay, ty 1é s6 mau Co trong nguGng khuyén
cao trong 3 thang dau sau ghép chi dat 35,6%
va tang dan trong cac thang sau dé & mdc
41,3% va trung binh trong giai doan 1 nam dau
sau ghép xap xi 40% (Hinh 1).

Thoi giansau | S6 Tong liéu 24 gid | Tan suat Nong do Co IPV. CV% 3
ghép BN (mg/kg/ngay) dinh lugng (ng/ml) !
Trong tudn dau | 57 | (06120 159y | GWn/tudn | 10,0426 | (45170 )
Tm”géluihéng 57 (0,08%'1_231166) 5 a0/ tudn | 10,92 + 1,57 (7,72261'3‘59,07)
3 thang dau** | 55 (0,06%'286‘,100) fhfr’]‘é 8,93 + 2,12 (3,542f’1635,40)
M6thing | 52 | (0 00%% gy | LBn/thing | 6012192 | o35 oo
6-12thang | 45 (0,05%'973,101) tlh?:g/] 17+ 1,34 (4,932 3i'%%,ZB)
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- , 0,073 - 24,14
Trén 12 thang 38 (0,064 — 0,088) 5,06 £ 1,73 (10,62 - 76,51)
Toan bd thai ] ] 26,87
gian theo dgi | >’ 816+ 3,21 | 354 _"105,40)

IPV: Bién thién trong cung ca thé vé néng do day
*: khong bao gobm 1 tuan dau; **: khéng bao gom 1 thang dau
3: Chi gom nhitng bénh nhan cé tir 2 két qua dinh lugng trong cung giai doan theo dbi trd 1€n

Két qua trinh bay & dang trung vi (khoang tu
phan vi) hodc trung binh + d6 léch chuan

) 1rusn 1thing
139 EN

1-3théng | 3-6thing  6-12thing  >12 thing
112 19,7 s04 67,5

36,3 40,0 356 41,7 41,3 23,0
49,9 56,3 532 185 83 35

Néng d6 déy CO cua tacrolimus (ng/mL)

18 21 24 27 30 33 38 30 42
Théri gian theo dai (thang)

Hinh 1: Nong dg ddy cua tacrolimus theo thoi gian
sau khi ghép gan, duoc phan nhom theo ngudng
nong do khuyén cao cua IATDMCT (2019);

Pudng mau dé va vung md biéu thi nong do

* Aol ngueng ® wongnguéng  © wuotnguéng

trung binh va khoang tin cdy 95%

3.3. Phan tich cac yéu t6 anh hudng dén
nong do tacrolimus trong mau. Giai doan diéu
tri nOi tru (thang dau tién sau ghép) co tan suat
TDM Co nhiéu han giai doan theo doi ngoai tru
(Bang 2), dong thdi dic diém sinh bénh ly cua
bénh nhan va liéu dung tacrolimus cé su’ thay ddi
tuong doi phuic tap. Do dd, phan tich yéu t6 anh
hudng dén Co cla tacrolimus dugc thuc hién riéng
biét cho hai giai doan ndi trd va ngoai tru. Két qua
phan tich dugc trinh bay tai Bang 3.

V@i giai doan noi tru, liéu dung va hematocrit
la hai yéu to chinh anh hudng, trong khi dé &
giai doan ngoai tru, hai yéu to chinh dnh hudng
Ién bién thién Co cla tacrolimus la liéu dung va
nong do ure huyét thanh.

Bang 3. Két qua phan tich cac yéu to anh huong dén nbng do thudc trong mau

Yéu té | Hésbbeta(95%CI) | Giatrip
Cac yéu td anh hudng tdi Co cua tacrolimus trong thai gian theo ddi ndi tra
Liéu dung (tdng 0,1 mg/kg/ngay) 1,894 [1,403 - 2,351] < 0,001
Can nang 0,080 [0,015 - 0,145] 0,017
MUrc loc cau than udc tinh (tdng 10 ml/phut) -0,314 [-0,529 — -0,084] 0,004
Hematocrit (tang 0,1 L/L) 1,053 [0,283 — 1,834] 0,009
Ure huyét thanh (mmol/I) 0,125[0,051 - 0,199] 0,001
ICC = 16,7%
Cac yéu to anh hudng tdi Co cua tacrolimus trong thai gian theo ddi ngoai tru
Liéu dung (tang 0,1 mg/kg/ngay) 3,930 [2,870 - 4,909] < 0,001
Thai gian sau ghép (thang) -0,118 [-0,154 - -0,085] < 0,001
ALP (t8ng 10 U/L) -0,039 [-0,066 - -0,014] 0,004
GGT (tdng 10 U/L) 0,031 [0,001 - 0,062] 0,049
Protein toan phan (G/I) -0,107 [-0,184 - -0,028] 0,009
Ure huyét thanh (mmol/I) 0,453 [0,265 - 0,618] < 0,001
ICC = 21,9%

ICC: Hé s& bién thién gitra cac ca thé
IV. BAN LUAN

Tacrolimus la Iua chon uu tién trong phac do
chdng thai ghép trén bénh nhan ghép gan. Bénh
vién Hitu nghi Viét Blc da trién khai hiéu chinh
liéu tacrolimus dua trén TDM tuy nhién chua tién
hanh phan tich va danh gia két qua cla hoat
dong nay. Nghién clu cua chdng t6i ghi nhan
bién thién I6n vé nong do va IPV cla tacrolimus,
tuy nhién 6n dinh hon theo thdi gian sau ghép.
bong thai, liéu dung, hematocrit va li€u dung,

ure huyét thanh [an lugt la cac yéu té anh hudng
dén ndong do Co trong giai doan diéu tri ndi tru
va ngoai trd.

P3c diém mau nghién cltu khdng c6 nhiéu
khac biét so v@i cac nghién cltu 1d&m sang trén
bénh nhan ghép gan tai Viét Nam va trén thé
gidi trén khia canh sinh ly (tudi, gidi) va bénh ly
(can nguyén ghép) [4],[8]. Vé liéu dung, liéu
khdi tri tacrolimus dudng udng theo khuyén cao
tai Bénh vién la 0,075 mg/kg/12 giG. Tuy nhién
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bién thién I6n vé dugc dong hoc cling nhu' chic
nang gan sau ghép dugc ghi nhan dan dén lam
thay déi chuyén hoda thudc, do dé can tién hanh
do liu tacrolimus trong giai doan dau diéu tri
[4]. Trén thuc té, gia tri trung vi liéu dung trong
tuan dau tién sau ghép ghi nhan trong nghién
ciu (0,074 mg/kg/24 gid) thap han so vdi
khuyén cao (Bang 2). O giai doan trong 1 thang
sau ghép, lieu dung dugc tang lén (0,121
mg/kg/24 gid) gan vdi liéu khuyén cdo, nhung Co
va IPV cua tacrolimus lai gidam xuong (Bang 2),
c6 thé do tinh trang bénh nhan va ddc diém
dugc ddng hoc cua thuéc d3 6n dinh hon.
Nghién clu cia Dopazo va cong su cling ghi
nhan két qua gan tudng tu vdi trung vi IPV la
25,29%, tuy nhién véi khoang bién thién I6n hon
(4,26 — 98,84%). Su khac biét vé bién thién nay
c6 thé do cac tac gia udc tinh IPV trong toan bd
1 thang dau sau ghép (bao gém ca tuan dau
tién) [4]. Trong cac giai doan ti€p theo, murc liéu
dung, gid tri trung binh Co va trung vi IPV cua
tacrolimus déu cé xu erdng giam dan. Tuy
nhién, IPV gilta cac ca thé van dao dong I6n, tur
3,54% dén 105,4% (Bang 2). Két qua nay cling
tuong tu véi nghién cru ctia Dopazo va cong sy,
VGi khoang IPV la 2,25% - 95,45% [4]. Nhu vay,
quan thé bénh nhan ghép gan trong mau nghién
cru ghi nhan gia tri bién thién IPV I6n khong chi
trong tuan dau tién ma con & ca cac giai doan
mudn hon sau ghép. Dic diém nay cho thdy su
can thiét phai giam sat thudng xuyén nong do
thu6c dé hiéu chinh liéu phu hgp theo cac
khuyén cdo hién hanh [4]. Khi nong d6 Co cua
tacrolimus thdp s€ lam tang nguy cd thai ghép
cap cao, trong khi phai nhiém vdi thudc quéa muc
lam tdng ddc tinh trén than va nguy cd nhiém
trung [3].

Vé cac yéu té anh hudng dén nong do day
cla tacrolimus, liu dung la yéu t6 dudc ghi
nhan cé anh hudng dén nong doé thudc trong ca
giai doan diéu tri noi trd va ngoai trd. Phan tich
da bién cho thay khi tdng liéu thém 0,1
mg/kg/ngay thi nong dé day tudng Ung tang
thém 1,894 ng/ml & giai doan ndi trd (p <
0,001) (Bang 3) va lén dén 3,930 ng/ml & giai
doan ngoai tru (p < 0,001). Két qua nay phu hgp
véi dic diém dugc déng hoc cla thudc va cac
khuyén cdo TDM hién hanh, trong dé can tang
hodc giam liéu dé€ dat dugc Co ndm trong pham
vi diéu tri. Bén canh yéu t6 liéu dung, hematocrit
la y&u t8 dugc ghi nhan cé anh hudng dang ké
dén ndng do6 thudc. Trong giai doan diéu tri noi
trd, khi gia tri hematocrit tang thém 10% L/L thi
nong d6 day Co tdng thém 1,053 ng/ml (p =
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0,009) (Bang 3). Nghién cru cta Lirmichamrern
va cong su cling cho thdy mdi tuang quan thuan
gilta hematocrit va Co cla tacrolimus [6].
Tacrolimus cé ty I€ lién két véi hong cau rat cao
(95 — 98%) va hematocrit dugc ghi nhan cé6 moi
tuong quan thuén vai thé tich phan bd cling nhu
tuang quan nghich v8i do thanh thai trong mot
s6 m6 hinh dugc dong hoc cua tacrolimus. Diéu
nay gop phan giai thich mdi tuang quan giita gia
tri hematorit va ndng do day cua tacrolimus. DGi
vGi ure huyét thanh, phan tich cho thay khi chi
s6 nay tang 1 mmol/L thi ndng do day tacrolimus
tang thém [an lugt 0,125 ng/ml (p = 0,001) va
0,453 ng/ml (p < 0,001) & giai doan nodi tru va
ngoai trd. Két qua nay phu hdp véi nghién clru
phén tich mé hinh dugc ddng hoc quén thé cua
tac gid Zhu va cong su, trong do cling ghi nhan
ure huyét thanh cé anh hudng nghich dén do
thanh thai cla tacrolimus [10]. Mét s6 ddc diém
khac cta bénh nhan ciling dugc ghi nhan co
tuang quan v@i nong do day tacrolimus nhu can
nang, chi s6 xét nghiém chic ndng gan ALP,
GGT va protein toan phan, muc loc cau than
(Bang 3) cho thay tacrolimus cé ddc diém dugc
dong hoc bién thién va khé du doan gilra cac ca
thé. Thém vao do, thdi gian sau ghép (POD)
cling la mot yéu t6 anh hudng nghich dén nbéng
do thubc. Nong do thudc trong mau giam
khoang 0,118 ng/ml cf sau 1 thang dung thudc
(p < 0,001). Mot s6 nghién citu dugc dong hoc
quan thé cho thay thdi gian sau ghép kéo dai co
lién quan t&i tdng thé tich phan bd cling nhu
tang do thanh thai cla thuGc. Hé s6 bién thién
gilta cac ca thé (ICC) cla ca giai doan ndi trd va
ngoai trd ghi nhan trong nghién clitu tucng doi
thap, lan luct 1a 16,7% va 21,9%. Do do, chi co
mot phan nhd bién thién néng dé day dudc giai
thich bai su’ dap ('ng khac nhau gilta cac ca thé,
phan I6n con lai (83 3% va 78,1%) la do bién
thién trong moi ca thé. Biéu cho thdy can tiép
tuc theo doi va hiéu chinh liéu thuéc phu hgp
trong suGt thdi gian sau ghép [2]. Hién nay
nhiéu bang chiing cho thdy Co khdng thuc sy cd
mai tudng quan tét vGi AUC [1]. Dong thdi viéc
hiéu chinh liéu tuyén tinh theo néng d6 day Co
c6 thé khdng phlu hdp trén 1dm sang dic biét
trong giai doan dau diéu tri sau ghép do bién
thién gilta cdc ca thé va cac théng s6 dugc déng
hoc cla bénh nhan chua thuc su én dinh [1].
MOt trong nhitng cach ti€p can téi uu hon la hiéu
chinh liéu chinh xac dua trén AUC theo udc doan
Bayes thong qua st dung m6 hinh dugc dong
hoc quan thé ban dau phu hdgp v6i quan thé
bénh nhan két hgp vdi cac thong tin 1am sang,
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can lam sang va dir liéu néng do thudc trong
mau [1]. TUr d6 gitp dua ra ché do liéu phu hgp
nhat véi ting ca thé gép phan ndng cao kha
nang dat dich diéu tri so véi TDM truyén thong.
Nhu vdy, viéc giam sat diéu tri tacrolimus theo
AUC dugc khuyén khich dac biét trong giai doan
dau sau ghép trong qua trinh diéu tri ndi tru
nham dam bao hiéu qua diéu tri va it nhat 1 [an
tai thdi di€m bénh nhan 8n dinh sau cdy ghép.
V. KET LUAN

Nghién cru trén 57 bénh nhan ghép gan cé
s dung va TDM tacrolimus tai Trung tam Ghép
tang, Bénh vién H{ru Nghi Viét BPuc tur thang
01/2017 dén thang 08/2021 cho thdy ty |é nong
d6 day dat dich theo khuyén cdo cta IATDMCT
(2019) chi dao dong & muc khoang 30% dén
40% qua cac giai doan, vdi lieu khdi dau cua
tacrolimus tuong doi thap la 0,074 mg/kg/ngay.
Dong thdi, gia tri Co cla tacrolimus cé bién thién
I6n trong cung mot ca thé trén ca giai doan sém
va muon hon sau ghép va bi anh hudng bdi
nhiéu yéu to6 nhu liéu dung, gia tri hematocrit,
ure huyét thanh, cadn nang, thdi gian sau ghép.
Két qua nghién cru nhan manh tam quan trong
cla TDM tacrolimus trong thdi gian dung thubc
cling nhu cac yéu t6 can cha y dén hiéu chinh
liu nhdm t6i uu diéu tri cho bénh nhan.
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thuong nhiéu nhanh dong mach vanh cé can thiép
mach vanh qua da tai Bénh vién DPa Khoa Trung Udng
Can Thg tor ném 2019-2021. Két qua: Ky thuat can
thiép dong mach vanh nong bong két hop dat stent
chiém 95,1%, tat ca déu sur dung stent phu thudc, s6
stent can thlep la 2 stent chiém 45,9%. Ti Ié benh
nhan dugc tai thong dong mach vanh hoan toan la
37,7% va thdl gian nam vién tU 1-2 tuan la 57, 4%.
Thanh céng v& mét hinh anh, tha thuat va 1am sang
[an lugt la 100%, 98,4% va 93,4%. Bién ching noi
vién cua can thiép dC)ng mach vanh 13 tir vong 01 ca
(1,6%), mau tu ngi dudng vao 01 ca (1,6%). Bién c0
tim mach chinh sau 03 thang can thiép dong mach
vanh la 01 ca t0r vong (1,6%). Két luan: Can thiép
mach vanh qua da & bénh nhan ton thudng nhiéu
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