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Panh gia ty 1& dat muc tiéu néng dd day tacrolimus &
bénh nhan sau ghép than tai Bénh vién Cho’ Ray nim 2024

Huynh Minh Tuan’, H6 Pirc Nam, Tir Minh Phuwéc, Huynh Minh Pat
Bénh vién Cho Ry

TOMTAT
DGt vain dé: Tacrolimus la thudc nén tdng trc ché mién dich sau ghép thdn, cé khodng diéu tri hep va bién
thién duwoc déng hoc I6n, cén theo déi nbng dé thuéc (TDM) dé téi wu hiéu qud va gidm déc tinh. DiF liéu
thuc tétai Vit Nam vé ty 1€ dat nbng dé ddy tacrolimus muc tiéu sau ghép thdn con han ché. Béi tugng va
phuong phdp: Nghién ciru héi ctru, mé ta theo dbi doc trén 323 bénh nhdn ghép thén ding tacrolimus tai
Bénh vién Cho RGy ném 2024. Noéng dé ddy tacrolimus va théng sé ldm sang duoc thu thp tai 5 thoi diém:
Tuén 1, thdng 1, 3, 6 va 12 sau ghép, cting murc tudn tha diéu tri va viéc dung thudc cé nguy co tuong tdc.
Két quad: Ty Ié dat nbng @6 muc tiéu duy tri mirc cao, tir 88.9% & tudn déu giagm con 80.2% & thdng 12. Néng
dé trung binh gidm dan, pht hop chién lwoc ha muc tiéu tir dén nhép sang duy tri. Nhém tudn thd tét dat
muc tiéu cao hon ré rét so védi nhom khéng tudn thu (91.5% so vdi 63.7%; p < 0.01). C6 19.8% bénh nhdn
dung thuéc phéi hop cé nguy co' twong tdc. Két ludn: Ba sé bénh nhdn dat néng dé tacrolimus trong khodng

diéutri. TDM dinh ky giup cd thé héa liéu, téi wu hiéu qué va an toan diéu tri.

Tirkhéa: tacrolimus, ghép thdn, néng dé ddy tacrolimus, theo déi néng dé thuéc, cd thé héa liéu

1. DAT VAN DE

Bénh than man giai doan cudi (ESRD) |a mot thach
thircy té toan cau, trong d6 ghép than dwoc xem la
phuong phdp diéu tri tdi wu, gitp cai thién chat
lwvong sdng va kéo dai thoi gian séng cho bénh
nhan. Sau ghép, kiém soét thai ghép cap va cac
bién chirng do trc ché mién dich |a y&u t& then chot,
trong d6 Tacrolimus lathuécnéntang[1-3].

Tacrolimus 1a mot thudc ¢c ché mién dich nhom
calcineurin, dwoc sit dung phd bién trong diéu tri
du phong thai ghép & bénh nhan ghép tang, dac
biét 1a ghép than va gan. ThuSc ¢ co ché tac ddng
théng qua viéc rc ché sy hoat héa cua té bao
lympho T, tir d6 ngdn nglra phan &rng thai ghép cap
va man. Tuy nhién, Tacrolimus cé ctra s6 diéu trj
hep, nghia |a ndng d6 thudc trong mau can duoc
duy tri trong mot khoang nhat dinh dé vira ddm
bdo hiéu qua diéu tri, vira trdnh nguy co déc tinh,
d3c biét 1a doc tinh trén than va than kinh; sy dao
déng vé ndng dd Tacrolimus gitta cdc bénh nhan ¢
thé anh huwdng dén hiéu qua diéu tri. Viéc theo ddi
va diéu chinh liéu Tacrolimus dwa trén ndéng dé
mau la can thiét dé t8i wu hda két qua didu tri [3].

Tai Bénh vién Cho Ray, trung tdm ghép than hang
dau cd nudc, chura cé nhiéu nghién clru xac dinh ty
|& cha ndng dd tacrolimus muc tiéu tai cdc méc thoi
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gian sau ghép than trong cung giai doan. Nhém
nghién ctru tién hanh dé tai danh gia ty |é dat muc
tiéu ndng d6 day tacrolimus & bénh nhan sau ghép
than tai Bé&nh vién Cho Ray ndm 2024 véi cac muc
tiéu cu thé nhu sau: (1) M6 ta d3c diém bénh nhan
sau ghép than st dung tacrolimus tai Bénh vién
Cho Ray (01/2024 - 12/2024); (2) Xac dinh ty 1&
bénh nhan dat néng dd tacrolimus muc tiéu tai cac
ma&c thoi gian sau ghép than trong cling giai doan.
Tlr @6 cung cdp dit liéu tham khao cho viéc ca thé
héa diéu trj va xay dung cac phic d6 theo ddi phu
hop véidiéukién thycté.

2.D0I TUQNG VA PHUO'NG PHAP NGHIEN CU'U

2.1.Dditwong nghién ciru

H6 so bénh &n cta bénh nhan d3 duoc ghép than

va dang s dung tacrolimus trong phac d6 rc ché

mién dich duy tri tai phong kham ghép than Bénh

vién Cho' Ray.

Tiéuchilwachon:

- Bénh nhan d3 duwoc ghép than va cé sir dung
tacrolimus.

- Thoi gian theo doi sau ghép: Cé cac dit liéu tw
tuan 1dénthang 12.

- C6 thuc hién xét nghiém theo d&i néng d6 day
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tacrolimus (TDM) dinh ky theo quy dinh cla
bénhvién.
Tiéu chiloaitrir: H6 so bénh &n khdng day du dir liéu
|&m sang hodc thiéu cac két qua xét nghiém ndng do
tacrolimus tai cdc méc thoi gian nghién ctru.

Quy trinh sang loc va chon mau: Trong ndm 2024,
phong kham ghép than Bénh vién Cho Ray quan Iy
téng cong 687 ho so bénh nhan ghép than dang st
dung tacrolimus. Sau khi dp dung tiéu chi loai trtr,
c6 323 hd so da tiéu chi dugc dua lién tiép vao
phan tich. Nhdm nghién ciru ghi nhan yéu cau dir
liéu day du tai cd 5 mdc thoi gian cé thé tao sailéch
chon mau (loai trir c6 hé thong nhém bénh nhan
mat ddu sdm hodc cé bién cd nang).

2.2.Thiét ké va thoigian nghién ctru

- Thiét ké nghién clru: Nghién ctru héi ciru mé ta
theo ddi doc trén ho so bénh an. Danh gid nong
dd tacrolimus cung céc chi s6 xét nghiém tai 5
thoi diém: Tuan 1, thang 1, thang 3, thang 6 va
thang12.

- Thoi gian thu thap dit liéu: Tir thang 01/2024 dén
thang 12/2024.

-Dja diém: Bénhvién Cho Ray.

2.3.C& mauva phwong phap chon miu
C& mau: Tinh theo céng thirc wéc lwgng ty 1é cho
nghién clru moé ta.
px(1-p)
d2
V&iZ=1.96 (d6 tin cdy 95%), d = 0.05 (sai s6 5%).

Udctinhtylé bénh nhan dat muctiéup=0.70 (dwa
theo Nguyén Thi Bich Ngoc, 2021 [6]). C& mau t6i
thiéutinh toan duocla 323 bénh an.

Phwong phap chon mau: Nghién cttu s dung
phuong phap chon mau thuan tién theo trinh ty
thoi gian, 18y lién tiép toan bd hoé so du tiéu chi
trong ndm 2024 (xem chi tiét quy trinh sang loc tai
muc 2.1) cho dén khi két thic giai doan thu thap di
liéu (12/2024), khéng dirng thu thap ngay khi dat
c& mau tdi thidu tinh toan duoc. DI liéu nghién
ctru dugce thu thap tir nhiéu ngudn khac nhau, bao
gdbm hd so bénh an dién tl, hé théng xét nghiém
cla bénh vién va bénh an tai phong kham ghép
than Bénhvién Cho Ray.

2
n= Z17a/2

2.4.Dao dirc nghién ciruva xir ly sé liéu
DPao dirc nghién clru: Dé cuong nghién ciru dugc
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théng qua bai Hoi ddng Pao dirc trong nghién clru
Y sinh hoc tai B&nh vién Cho Ray theo Quyét dinh s
2012/QP-BVCR, ngay 03 thang 4 nam 2025. Dt liéu
bénh nhan dwoc ma héavabaomathoantoan.

XU ly s6 liéu: Dit liéu dwoe nhap va phan tich bang
phan mém théng ké SPSS 27.0. Céc bién dinh tinh
dugctrinh bay dwdidang tan sé vaty 1é phan tram.
Céac bién dinh lwvgng cé phan phéi chuan duwoc
trinh bay dwdi dang trung binh + d6 1&éch chuan. Do
noéng do tacrolimus va céc chi sd xét nghiém duoc
do I3p lai trén cung bénh nhan tai 5 thoi diém, sy
thay d&i theo thoi gian dwoc phan tich bang mé
hinh phan tich phuwong sai do |3p (repeated-
measures ANOVA) hodc phuong trinh wéc luong
téng quat hda (Generalized Estimating Equations -
GEE) cé tinh dén twong quan trong cung ca thé. So
sanh ty 1é bang phép kiém Chi binh phuong (hodc
kiém dinh chinh xac Fisher khi tan s6 ky vong < 5).
Cacyéutdlién quan dénkhanang dat ndng dé muc
tiéu dwoc phan tich bang hoi quy logistic don bién,
két qua trinh bay dudi dang ty s6 chénh (OR) va
khodng tin cdy 95% (KTC 95%); su khéc biét cé y
nghia thong ké khip <0.05.

2.5.Pinh nghiabién sé

Néng d6 ddy tacrolimus muc tiéu duoc xac dinh

theo hai giai doan, 4p dung théng nhat trong toan

b6 nghiénctru:

- Giai doan dan nhap (tudn 1 va thang 1 sau ghép):
Muctiéu10-15ng/mL.

- Giai doan duy tri (tir thang 3 sau ghép trd di, bao
gdébm cac mdc thang 3, thang 6 va thang 12): Muc
tiéu5-10ng/mL.

Mé&c thang 3 dwoc quy wédc thudc giai doan duy tri
trong toan bé nghién ctru, ap dung nhat quan cho
ca phuong phap, két qua va ban luan (thay cho
cach trinh bay trwdc day cé sy mau thuan gitra cac
phan), phu hop véi thoi diém bat dau gidam muc
tiéu ndng do tacrolimus theo phac d6 (rc ché mién
dich saughép dang ap dungtaibénhvién [3].

Tuan thd diéu tri: Bénh nhan dugc phan loai "tuan
thu t6t" néu tai kham dung hen va nhan thudc day
dd tai > 80% s6 lan hen theo lich trong ndm theo ddi
(ghi nh&n qua ho so tai khdm va cap phat thudc), va
"khéng tuan thu" néu dudi ngudng nay hodc cé ghi
nhan tyy ngung/giam liéu qua khaithac bénh str.
Tuong tac thudc: Pugce ghi nhan khi bénh nhan cé
don thudc kém theo it nhat moét thudc thudc danh
muc cé twong tac dugc déng hoc d3 biét véi
tacrolimus (&c ché hodc cdm (ng CYP3A4/P-
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glycoprotein), chd yéu gdm nhdm khidng ndm azole
(fluconazole, voriconazole, ..) va khang sinh
macrolide (clarithromycin, erythromycin, ...) [10].

Quy trinh theo ddi ndng dd thudc (TDM): MAu xét

nghiém 1a médu toan phan (whole blood), 1y vao

th&i diém ndng dd day - ngay trudce lidu tacrolimus
budi sang, khoang 12 gi® sau liéu budi t&i hom
trwdc. Phuwong phap dinh lvgng dugc thuc hién tai

Khoa Sinh Héa Bénh vién Chg R3y bang dung

phuong phdp mién dich vi hat héa phat quang

(CMIA). Khi ndng dd day nam ngoai khoang muc

tiéu, bac si diéu tri xem xét diéu chinh liéu

tacrolimus theo phac d6 chuan cla don vi ghép
than va chi dinh xét nghiém lai sau 3 - 7 ngay dé
danhgia dap tng.

Dinh nghia céc bién chirng sau ghép: Thai ghép cap:

Chan doén dua trén tiéu chuin |dm sang (creatinine

huyét thanh tang khong gidi thich dugc so vdi nén)

kém/khéng kém sinh thiét than ghép xac dinh theo
phan loai Banff, va quyét dinh chan doan cla bac st
diéu tri duoc ghinhan trong hd so' bénh an.

- Nhiém trung: Chan doan lam sang kém bang
chirng can 1dm sang phu hop (cay vi sinh dwong
tinh hodc hinh dnh hoc), cé chidinh diéu tri khdng
sinh/khdng ndm/khang virus.

- Tang huyét 4p: Huyét ap phong kham > 140/90
mmHg qua > 2 lan do, hodc bénh nhan dang s
dungthuéchadp.

- Tang lipid mau: Cholesterol toan phan > 200
mg/dL va/hodc LDL-cholesterol > 130 mg/dL,
hodc dangsirdung thudc ha lipid mau.

2.6.NGi dung nghién ctru

Muctiéu1: M6 ta d3c diém ctiabénh nhan st dung
Tacrolimus sau ghép than tai Bénh vién Cho Ray tir
thang01/2024 dénthang 12/2024.

NGi dung tap trung vao viéc thu thap va phan tich
cac dic diém nhan khiu hoc, |Am sang va xét
nghiém ctia bénh nhan sir dung Tacrolimus trong
phéc do (rc ché mién dich. Cac yéu t6 chinh duoc
motd bao gdm:

-b3cdiém nhan khau hoc: Tudi, gidi tinh, cAn ndng,
va chi sé khdi co thé (BMI).

- Pac diém 1am sang: Nguyén nhan suy than man,
thoi gian ghép than, phac do trc ché mién dich di
kem (Mycophenolate mofetil, Corticosteroids) va
tién st cac bién chirng.

- D3c diém xét nghiém: Néng dé Tacrolimus tai céc
mdc thoi gian (1 tuan, 1 thang, 3 thang, 6 thang va
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12 thang), chirc nang than (creatinine, eGFR) va cac
chi s6 sinh hda lién quan (duong huyét, lipid mau).

Muc tiéu 2: Xac dinh ty |1é bénh nhan dat néng d6
Tacrolimus muc tiéu tai cdc mdc thdi gian sau ghép
thantlrthdng 1 nam 2024 dénthang 12 ndm 2024.

- Phan tich ty & dat muc tiéu: Do luvdng va so sanh
ty 1& bénh nhan dat, dudi va trén néng dd muc
tiéu tai cdcmocthoigian cuthé (Bang 7).

- Phan tich y&u t& lién quan: Tim hiéu cc yé&u té c6
lién quan dén khad nang dat noéng dé muc tiéu,
nhu liéu Tacrolimus, tudn tha diéu tri, twong tac
thudc (trinh bay theo n, ty 1& dat muc tiéu tirng
nhomvagiatrip-Bang8).

3.KET QUA NGHIEN CU'U

3.1.Pacdiémnhan khiu hocvalam sang

Nghién ctru thu thap d0323 h6 so bénh nhan ghép
than sir dung tacrolimus tai Bénh vién Chg Ray
ndm 2024 (trong tdng s6 687 hd so dugc sang loc -
quy trinh chon mautaimuc2.1).

Bang 1. Dic diém dinh lvong clla mau nghién ciru
(n=323)

Bién nghién ctru | Trungbinh £ BLC (khodng)

Tudi (ndm) 43.5 +10.8 (18-70)

Can nang (kg) 59.1+9.5

Chi s6 khi co thé -

SN (ke/rm?) 22.4+3.2

Bang 2. Dic diém dinh tinh cla mau nghién ctru
(n=323)
Bi€n nghién ciru
Gidi tinh - Nam
Gidi tinh - Nt

n (%)
215 (66.6%)
108 (33.4%)

Nhém bénh nhan nam chiém da s6 (66.6%). Tudi
trung binh 1343.5 +10.8 tudi. Chi s6 BMI trung binh
nam trong gi¢i han binh thudng (22.4 +3.2 kg/m?).
Nguyén nhan gay suy than man phd bién nhat I3
viém cau than man (47.1%), tiép theo la tang huyét
ap (19.5%) va dai thao duong (13.9%). Vé phac dé trc
ch& mién dich, 100% bénh nhan trong mau nghién
ctru st dung phac d6 bd ba gdm tacrolimus két hop
v&i mycophenolate mofetil va corticosteroid.

Trong qué trinh theo ddi, cac bién chirng duoc ghi
nhan qua lam sang va xét nghiém theo cac tiéu
chuin dinh nghia d3 trinh bay tai muc 2.5, bao
gdm: Tang huyét ap (26.3%), nhiém trung
(17.0%), tang lipid mau (14.6%) va nghi ngo thai
ghépcap(7.1%).
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3.2. Pac diém nguyén nhan suy than cia mau
nghiénciru

Nhém nghién ciru ghi nhan viém cau thadn man 13
nguyén nhan phd bién nhat dan dé&n suy than
man, chiém 47.1%, ti€p theo la tdng huyét ap
(19.5%) va dai thao duong (13.9%). Nhém
nguyénnhankhdchodckhdngrd chi€ém 19.5%.

Bang 3. Nguyén nhan suy than man cGa mau

3.4. Dic diém cac bién chirng sau ghép clia mau
nghién ctru

Bi€n chirng sau ghép clia mau nghién cru ghi nhan
tang huyét ap la bién chirng phd bién nhat sau
ghép, chiém 26.3%, tiép theo lanhiém trung (17%),
tang lipid mau (14.6%) va thaighép cap (7.1%).

Bang 5. Bién chirng sau ghép clia mau nghién ctru
(dinh nghtatheo muc2.5)

nghién ctru Bién nghién ciru Ty 1é (%)
Bién nghién ciru Ty & (%) Thai ghép cép 7.1
Viém cau than man 47.1 Nhiém trung 17.0
Tang huyét ap 19.5 Tang huyét ap 26.3
bai thdo dudng 13.9 Tang lipid mau 14.6
Nguyén nhan khac/khbng rd 19.5

3.3. Dac diém vé phac d6 trc ché mién dich di kem
ctiamau nghién ciru

Phac d6 diéu tri &c ché mién dich bao gom
Tacrolimus két hop véi Mycophenolate mofetil va
corticosteroids dwoc dap dung déng nhat & tat ca
bénhnhan.

Bang 4. Phac do trc ché mién dich di kém cla mau

3.5.Dacdiém xét nghiém lIam sang theo th&igian

Nong dé ddy tacrolimus trung binh giam dan theo
thoigian, tirtuan 1(13.1+2.3 ng/mL) xuéng thiang
12 (6.8 £ 1.6 ng/mL), phU hgp v&i dinh hudng gidm
dan muc tiéu diéu trj gitta giai doan din nhap va
duy tri (khéng ham y quan hé nhan qua truc tiép
gitra viéc chinh liéu va mirc gidm quan sat duorc, do
nghién ciru khéng thu thap dit liéu chi tiét vé liéu
dung qua tirng Ian chinh). Cung thai diém nay, chi

nghién cl:‘li e o6 % s6 eGFR cai thién tir 56.9 + 15.2 1én 64.7 + 12.1

ien nghien cuu : y 1€ (%) mL/phat/1.73m? - hai xu huéng dién tié€n song

Mycophenolate mofetil 100 song, duoc ghi nhan mé ta chi chua khing dinh
Corticosteroids 100 quan hé nhan qua.

Bang 6. Dién tién cac chi s xét nghiém 1am sang qua cac thoi diém (n = 323)

Thii diém N'gr;foclji?nia;y Creatinine eGFR Glucose mau Cholesterol
(ng/mL) (mg/dL) (mL/phat/1.73m?) (mg/dL) toan phan (mg/dL)
Tuan 1 13.1+2.3 1.95 £ 0.65 56.9+15.2 114 £+ 21 185 + 30
Thang 1 11.5+2.0 1.72 £ 0.56 60.3+13.8 109 + 18 188 + 34
Thang 3 9.3%+1.9 1.61 £0.45 63.4+13.2 106 + 16 194 + 32
Thang 6 79+1.8 1.49+0.41 66.1+12.7 104 + 15 198 + 33
Thang 12 6.81+1.6 1.51 +£0.37 64.7+12.1 102 + 14 196 + 31

3.6. Ty lIé bénh nhan dat néng ddé muctiéu thang 6 va 12. Viéc phan tach sé ca dudi va trén

Ty lé dat muctiéu cao nhat & tudn dautién (88.9%).
Tai thang thi 3, khi chuyén giao sang khoang muc
tiéu duy tri hep hon (5 - 10 ng/mL), ty Ié dat la

muc tiéu (khi dwoc bd sung) sé gitp lam rd y nghia
[am sang khdc nhau gitra hai nhdm khoéng dat muc
tiéu - dudi muc tiéu lién quan nguy co thai ghép,

76.8%, sau do 6n dinh & muc trén 80% tai cac trong khitrén muctiéulién quan nguy co déc tinh.

Bang 7. Ty |& bénh nhan dat muc tiéu ndng d6 tacrolimus theo thai gian (n = 323)

Thei didm Khoang muc tiéu Pat muc tiéu n Dudi muc tiéu n Trén muc tiéu n
(ng/mL) (%) (%) (%)
Tuan 1 10-15 287 (88.9%) 21 (6.5%) 15 (4.6%)
Thang 1 10-15 266 (82.4%) 34 (10.5%) 23 (7.1%)
Thang 3 5-10 248 (76.8%) 45 (13.9%) 30(9.3%)
Thang 6 5-10 272 (84.2%) 30 (9.3%) 21 (6.5%)
Thang 12 5-10 259 (80.2%) 38 (11.8%) 26 (8.0%)
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3.7. Cac yéu td lién quan dén viéc dat nong dd
muctiéu

Qua phan tich hé so ghi nhan tinh trang s dung
thudc, ¢4 19.8% (n = 64) bénh nhan st dung cac
thuéc c6 kha nang twong tac véi tacrolimus (chu
yéu la nhédm khang ndm azole va khang sinh

macrolide - dinh nghta chi tiét tai muc 2.5).

Khi danh gid vé yéu t6 tuan thd diéu tri (dinh nghia
tai muc 2.5), nhdm bénh nhan tudn thd tét co ty 1é
datndng d6 muctiéu 1a 91.5%, trong khi ty 1& nay &
nhédm khong tudn thd chila 63.7% (su khac biét cé
ynghiathéngké, p<0.01).

Bang 8. Cic yéu t6 lién quan dén viéc dat ndng dd muc tiéu

Yéu té Nhém Pat muc tiéu n (%) Gia trip
Tuan tha didu tri Tuan thu tét 91.5% <0.01
' Khong tuan tha 63.7%

Cé twong tac

64 (19.8%)

Tuwong tac thudc ~ -
B Khéng tuong tac

259 (80.2%)

4.BAN LUAN

Nghién ctru ndy d3 mo ta dic diém 1am sang, can
|&m sang va phan tich ty |& dat ndng d6 Tacrolimus
muc tiéu & 323 bénh nhan sau ghép than tai Bénh
vién Cho Ray. K&t qua cho thay da sé bénh nhan dat
néng do Tacrolimus ndm trong khodng muc tiéu tai
cdc méc thoi gian quan trong sau ghép, dac biét &
giaidoan dannhap (0-3thang).

4.1.Dicdiémbénh nhan

Di3c diém nhan khau hoc va 1am sang cda nhém
nghién cru tuong ty cac bao cdo trudc clia Nguyén
Dinh Trung (2021) vé dich t& bénh than man tai Viét
Nam [4], v&i viém cau thadn man la nguyén nhén
chinh dan dén suy than (47.1%), twong tu nhu ghi
nhan tai cac trung tam ghép than trong khu vuc
chau A, véi ty 1& bénh nhan nam chiém wu thé va
nguyén nhan hang dau cda suy than man la viém
cau than. BMI trung binh cia nhém nghién ciru &
murc binh thuong, phan anh tinh trang dinh dudng
twong ddi 6n dinh sau ghép than.

Vé phac d6 trc ché mién dich, viéc sir dung dong
thoi Tacrolimus, Mycophenolate mofetil va
Corticosteroids la phu hop véi khuyén cdo quéc té
va d3 duoc chirng minh hiéu qua trong viéc phong
ngtra thai ghép cap. Ty 1& bién chirng sau ghép
trong mau nghién clru, dic biét 1a ty 1é thai ghép
cap (7.1%), c6 thé phan nao phan anh hiéu qua
kiém soat mién dich tai co s& nghién ctru; tuy
nhién, do thiét k&€ mé ta héi clru khéng cho phép
suy ludn nhan qud, nhan dinh nay can dwoc xac
nhanthém bang cac nghién ciru cé d6i chirng.

4.2.Dic di€m cac bién chirng sau ghép than
Trong nghién ctru nay, cac bién chirng thuwong gap

sau ghép than bao gém: tdng huyét ap (26.3%),
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nhiém trung (17.0%), ting lipid mau (14.6%) va
thai ghép cap (7.1%). Nhirng ty |1é nay c6 thé phan
nao phan anh mirc do ki€ém soat mién dich tai co s&
nghién ctru, dac biét la khi so sdnh v&i cac nghién
ctru trong nuwdcva quocté.

Thai ghép cap (7.1%) la bién ching ndng c6 thé
anh hudng tryc ti€p dén chirc nang than ghép.
Ty |& nay thap hon so v&i mirc trung binh trong
cacnghiénclrutaiViétNam (khoang10-15%)va
tuwong duwong véi bao cdo ctia Nguyén Trong
Hién (2022) tai Bénh vién Cho Ry, trong d6 thai
ghép cap duoc kiém sodt tét nho chién luoc
theo d6i va diéu chinh lidu Tacrolimus hiéu qua
[9]. Piéu nay cho thay vai tro thiét yéu clia theo
ddi nébng d6 thudc dinh ky (TDM) trong viéc du
phongthaighép.

Tang huyét ap (26.3%) la bién chirng phd bién nhat,
tuong déng vdi cac tai liéu y van, noitdng huyét ap
sau ghép dugc ghi nhdn & khoang 25 - 50% bénh
nhan, chd yéu do tac dung phu cla Tacrolimus va
Corticosteroids [3, 6]. Viéc phat hién s&m va kiém
soat huyét dp dong vai trdo quan trong trong viéc
bao tén chirc nang than ghép lau dai.

Nhiém trung (17.0%), d&c biét trong 3 thang dau
sau ghép, |a bién chirng thuwong gdp do tinh trang
trc ché mién dich manh. Ty & nay twong tu véi
nghién ctru ctia Nguyén Van Binh (2021), trong d6
viéc str dung thudc chéng thai ghép liéu cao trong
giai doan dau duwoc cho la yéu té lién quan chinh
dén viéc tang nguy co nhiém trung [8]. Viéc gidm
sat sat sao cac biéu hién |dm sang va can |am sang
cla nhiém trung |3 thiét yéu dé giam thiéu nguy co
bién chirng ndng.

Tang lipid mau (14.6%) cling la mot bién ching
chuyén hoa thudng gip, lién quan dén viéc sl
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dung Corticosteroids va anh hwdng clia Tacrolimus
dén chuyén héa lipid. Ty 18 nay dugc xem la chap
nhan dugc trong bdi cdnh diéu tri duy trildu dai, va
can duoc kiém soat thong qua diéu chinh ché dé
an, tdng cuwong van dong va diéu tri bang thudc ha
lipid mau khi can thiét [6].

Téng thé, ty 1& bién chirng sau ghép trong nghién
clru nay goi y chat lvgng kiém soat diéu trj twong
dditéttaicosd. Viécsirdung phéihop Tacrolimus,
Mycophenolate mofetil va Corticosteroids mot
cach ddngnhat, cung vdi chién luvgc cad thé hdalidu
va theo dai dinh ky, cé thé gép phan vao viéc gidam
thiéu bién chirng va kéo dai chirc nang than ghép
[3,5,6].

4.3.Dic diém veé cac xét nghiém lam sang

D{t liéu tlr nghién clru cho thay su thay déi c6 hé
théng clia céc chi s6 1dam sang chinh sau ghép than
tai cac thoi diém theo ddi tir tuan 1 dén thang 12,
phadn dnh quad trinh diéu chinh diéu tri, héi phuc
chirc ndng than va bién ddi chuyén hda do tac dong
clia phac do (rc ché mién dich.

NOng d6 Tacrolimus: Gid trj trung binh giam dan ti
13.1 £ 2.3 ng/mL (tudn 1) xudng 6.8 + 1.6 ng/mL
(thdng 12), phu hop véi chién lugce diéu chinh muc
tiéu theo tirng giai doan: Dan nhap va duy tri (dinh
nghta théng nhat tai muc 2.5). Mic d6 nay nam
trong khoang diéu tri khuyén cdo (10 - 15 ng/mL &
giai doan dan nhap va 5 - 10 ng/mL & giai doan duy
tri), goiy hiéu qud budc dau clda viéc theo ddinéng
ddthudcdinh ky (TDM) va diéu chinhliéu hop ly [3,
6]. K&t qua nay tuong dong vdi nghién clru cla
Nguyén Thi Bich Ngoc va Pham Thj Thanh Thay
(2021), ghi nhan ndng d6 Tacrolimus trung binh 12
thang dao dong quanh 7 ng/mL & bénh nhan dat
muc tiéu diéu tri [6].

Creatinine va eGFR: Chi s0 creatinine giam tir 1.95
+0.65mg/dL&tudn 1 xudngcon 1.51+0.37 mg/dL
vao thang 12, trong khi eGFR cai thién tir 56.9 +
15.2 1én 64.7 + 12.1 mL/phit/1.73m?2. Diéu nay co
thé phan anh su phuc hdi chirc ning than ghép
theo thoi gian, dong thoi khdng ghi nhan céc bién
chirng cap tinh nghiém trong nhu thai ghép hoac
tén thuwong than do thudc & phan Ién mau nghién
ctru [5, 9]. K&t qua ciling tuwong ty bdo cdo cla
Nguyén Dinh Trong (2022), trong d6 cai thién eGFR
dugc xem 13 ddu hiéu quan trong trong theo ddi
hiéu qualam sangcta diéu trisau ghép [7].

Glucose mau: Chi sé dudng huyét giam nhe tir 114
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+21 mg/dL (tuan 1) xuéng 102 + 14 mg/dL (thang
12). Mirc duwong huyét trung binh & mirc cén
ngudng binh thwdng trong sudt thoi gian theo dai,
cho thdy nguy co dai thdo dudng sau ghép chua
cao trong quan thé nay. Tuy nhién, nguy co tang
duwong huyét van can duoc theo ddi dai han, déc
biét khi str dung Corticosteroids liéu cao [3, 8].
Cholesterol toan phan: Mrc cholesterol tang nhe
tlr 185 + 30 mg/dL Ién 196 + 31 mg/dL, phan anh
anh hudng chuyén héa clia cac thudc rc ché mién
dich. Sy gia tdng khong dang ké nay van nam trong
gidi han chap nhan duoc, nhwng doi hdi theo ddi
thudng quy do tang lipid mau la yéu td nguy co' tim
mach saughép [6, 8].

Tong thé, dién tién cla cac chi s& cho thay bénh
nhan dap rng tuwong déi tét vdi phac do diéu tri
trong mau nghién ctru nay, chirc ndng than duoc
b3o tdn va kiém soat chuyén héa & mirc 8n dinh.
Su cai thién dan cta eGFR cung vdi viéc duy tri
néng do Tacrolimus trong khoang diéu tri goi y vai
trd cha chién lwoc theo ddi ndng d6 thubce két hop
cathéhoaliéu([3,6,9].

4.4.Nong do tacrolimus vaty 1é dat muctiéu

Ty 1& bénh nhan dat ndng d6 muc tiéu cao trong
giai doan dan nhap, goi y viéc diéu chinh lidu va
theo ddi néng d6 thudc da duoc thyce hién twong
d6i hiéu qua trong mau nghién ctru. Tuy nhién, van
c6 khoang 10 - 20% bénh nhan khéng dat ngudng
muc tiéu tai tirng thoi diém, dic biét & giai doan
duy tri, diéu nay cé thé lién quan dén tinh ca thé
héa duwoc déng hoc, tuan tha diéu tri va twong tac
thuéc (Bang7, 8).

Ty |& dat ndng dd muc tiéu cao nhat vao tuan 1
(88.9%) goi y viéc theo di va diéu chinh liéu trong
giai doan dan nhap duoc thye hién twong doi hiéu
qua. Két qua ciing twong déng véi nghién ctru cla
Nguyén Thi Bich Ngoc va Pham Thj Thanh Thay
(2021) [6], trong d6 ty |é dat muctiéu trung binh 12
thang la khoang 78.6%. So vd&i nghién clru cla
Nguyén Trong Hién (2022) tai cung co s&, két qua
vé ty |& dat muc tiéu Tacrolimus va ty |& bién ching
sau ghép la tvong duwong, phu hop vai vai tro cla
Tacrolimus nhu mét tru cét trong phdc do trc ché
mién dich [9].

DPong thoi, céc chi s6 creatinine va eGFR cai thién
dan theo thoigian, la mot ddu hiéu gian ti€p, mang
tinh mo ta, vé dién tién chirc ndng than ghép trong
mau nghién ctru.
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4.5. Cacyéu to anh huwdng dén ndng d6 thudc
Phan tich cho thdy tuan tha diéu tri ¢é lién quan
dén kha ndng dat muc tiéu (91.5% & nhém tuan
thd tét so véi 63.7% & nhdm khdng tuan thd, p <
0.01). M&i lién quan gitra tudn thd diéu tri va mirc
dd dao dong ndng d6 thudc sau ghép cling duoc
ghi nhan trong nghién ctru cia Nguy&n Vin Binh
(2021) [8].

Tuong tac thudc dugc ghi nhan & 19.8% bénh
nhan, phu hop vdi y van quéc té€ vé mirc dé phé
bién cla twong tac dugc déng hoc qua con dudng
CYP3A4/P-glycoprotein lién quan dén tacrolimus
[10], qua d6 nhan manh vai tro cta dugc 1am sang
trong ra sodt twong tac thudc, dac biét véi nhém
khdng ndm azole va khang sinh macrolide.

Viéc tich hop xét nghiém dugc ly ditruyén (CYP3A5)
vao quy trinh cd thé hda liéu tacrolimus giai doan
s&m sau ghép 13 mot hudng di d3 duwoc dé cap
trong y van qudc té va can dugc danh gid thém vé
tinh kha thitrong diéu kién thyc té tai Viét Nam.

4.6.Han ché chia nghién ctru

-Tiéu chichon mau yéu cau hod so cé day du dit liéu
tai cd 5 méc thoi gian theo d&i cé thé tao sai léch
chon mau (selection bias), theo huéng loai trir cé
hé thdng nhitng bénh nhan mat ddu sém, tlr vong,
hodc mat chirc ndng than ghép trong qua trinh
theo ddi - v&n cé thé 1a nhém cé nguy co dao déng
ndng do tacrolimus cao hon; diéu nay cé thé khién
ty 1& dat muc tiéu quan sat duoc cao hon so vdi
thuctétoan bd quanthé ghépthantai don vi.

- Thiét k& hoi ctru md ta khong cho phép khang
dinh quan hé nhan qua gilta cac yéu to lién quan
(tudn thu diéu tri, twong tac thudc, viéc chinh
lieu) va kha ndng dat ndng dd muc tiéu; cac két
qua nén dugc dién gidi nhw nhitng mai lién quan

quan sat duoc, can xac nhan thém bang nghién
ctrutién clru.

- Viéc ghi nhan tuan thd diéu tri va tuong tac
thuéc dya trén ho so bénh an cé thé chwa phan
anh day da hanh vidung thuéc thuc té ciia bénh
nhantainha.

-bay la nghién clru don trung tam, duoc thuc hién
tai mét bénh vién tuyén cudi cé kinh nghiém ghép
than 1au ndm, nén kha nang khai quat héa két qua
cho céc co s& ghép than khac tai Viét Nam con
han ché.

5. KET LUAN VA KIEN NGH|

5.1.Kétluan

Phan I&n bénh nhan sau ghép than tai Bénh vién
Cho Ray (khoang 80 - 88%) dat dwgc nong do day
tacrolimus trong khoang diéu trj tai cdc méc thoi
gian theo d&i. Tuan thu diéu trj va tinh trang st
dung thudc cé nguy co twong tac la nhirng yéu td
c6 lién quan dén kha ndng dat ndng dd muc tiéu
trong mau nghién clru nay.

5.2.Kién nghi

Duy triva t6i wu hda quy trinh TDM: Ti€p tuc chuén
hda tan suat theo ddi ndng d6 thudc, dac biét vao
céc thoi diém chuyén giao phac d6 hodc ké don
thém cacthudckhangsinh/khangnam.

Trién khai c4 thé hda chuyén sau: Can nhac trién
khai danh gia tinh kha thi clia cac xét nghiém duoc
ly di truyén (CYP3A5) dé hd tro viéc do lidu ngay tir
giai doan dau saughép.

Gido duc bénh nhan: Tang cuwong vai tro clia duwoc
lam sang trong viéc hd tro va theo d&i mirc d6 tuan
thu diéu trj cha ngudi bénh dé han ché bién thién
néng do.
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Assessment of therapeutic target achievement of
tacrolimus trough levels among post-kidney transplant
patients at Cho Ray Hospital in 2024

Huynh Minh Tuan, Ho Duc Nam, Tu Minh Phuoc, Huynh Minh Dat

ABSTRACT

Background: Tacrolimus is a cornerstone immunosuppressive agent in kidney transplantation, requiring
therapeutic drug monitoring (TDM) due to its narrow therapeutic index. In Vietnam, particularly at Cho
Ray Hospital, real-world data on tacrolimus concentration management post-transplant remains limited.
Methods: A retrospective descriptive longitudinal study based on medical records was conducted on 323
kidney transplant recipients treated with tacrolimus at Cho Ray Hospital from January to December 2024.
Tacrolimus trough concentrations and associated clinical parameters were collected at 1 week, 1 month,
3 months, 6 months, and 12 months post-transplant. Patient demographics, immunosuppressive
regimens, and complications were analyzed. Results: The majority of patients achieved target tacrolimus
levels at each time point, with the highest rate at week 1 (88.9%) and remaining stable at 80.2% at 12
months. Tacrolimus levels gradually decreased over time, aligning with maintenance phase goals.
Factors associated with achieving target levels included treatment adherence (91.5% in adherent vs.
63.7% in non-adherent groups, p < 0.01). Drug interactions potentially affecting tacrolimus levels were
recorded in 19.8% of patients. Conclusion: Most post-transplant patients at Cho Ray Hospital achieved
therapeutic tacrolimus levels. Regular TDM is essential to guide individualized dose adjustment and
optimize patient outcomes.

Keywords: tacrolimus, kidney transplantation, tacrolimus trough concentration, therapeutic drug
monitoring, dose individualization
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