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NHAN XET NONG PQ PAY CUA TACROLIMUS THANG THU 12
O NGUOI BENH GHEP THAN TAI BENH VIEN QUAN Y 103

Keovithoun Viboun'", Nguyén Trung Kién"’
Ha Thiém Déng’, Lé Vigt Thing"’
Tém tit
Muc tiéu: Khao sat néng d6 day Tacrolimus (TAC) tai thang thir 12 & nguoi
bénh ghép than tai Bénh vién Quan y 103. Phuwong phdp nghién cuu: Nghién
clru quan sat, tién ctru trén 87 bénh nhin (BN) ghép than tir ngudi hién sdng,
duoc theo doi 12 thang sau ghép tai Khoa Than - Loc méu, Bénh vién Quan y
103 tir thang 02 - 12/2022. Két qud: 55,2% BN sir dung licu TAC tir 0,1 - 0,2
mg/kg/ngay, khong c6 BN nao ding qud 0,2 mg/kg/ngay. Ty 18 BN c6 nong do
day TAC (Cy) dat muc khuyén cdo la 62,1%; ty 1€ BN c6 Cj dudi va trén mic
khuyén cdo chiém 1an luot 20,7% va 17,2%. Gi4 tri trung vi cia TAC C, 12 6,5
ng/mL. Khong c6 sy khic biét vé murc loc cau than trung binh gifra 3 nhém c6
nong d6 C, ctia TAC thap hon khuyén céo, dat theo khuyén cdo va cao hon ndng
d6 khuyén céo. Két lugn: Pa sb cic BN ghép than tai thoi diém 12 thang sau
ghép str dung liéu TAC tir 0,1 - 0,2 mg/kg/ngay, ty 1é dat ndng d6 TAC C, theo
khuyén cdo 12 62,1%.
Twr khoéa: Tacrolimus, C,, ghép than.

REMARK ON THE TACROLIMUS TROUGH CONCENTRATION
AT THE 12" MONTH IN KIDNEY TRANSPLANT PATIENTS
AT MILITARY HOSPITAL 103

Abstract

Objectives: To investigate the Tacrolimus trough concentration at the 12"
month in kidney transplant patients at Military Hospital 103. Methods: An
observational, prospective study was conducted on 87 kidney transplant patients
from living donors, followed up for 12 months post-transplant at Nephrology and
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Hemodialysis Department, Military Hospital 103, from February 2022 to
December 2022. Results: 55.2% of patients used a TAC dose from
0.1 - 0.2 mg/kg/day, and no patient used more than 0.2 mg/kg/day. The
proportion of patients with TAC trough concentration (C,) reaching the
62.1%; with C, below and
recommended level accounted for 20.7% and 17.2%, respectively. The median

recommended level was those above the
value of TAC C, was 6.5 ng/mL. There was no difference in mean glomerular
filtration rate between the three groups with TAC C, levels lower, within and
higher than recommendations. Conclusion: Most kidney transplant patients at 12

months post-transplant used a TAC dose from 0.1 - 0.2 mg/kg/day. The rate of

reaching the recommended TAC C, concentration was 62.1%.

Keywords: Tacrolimus, C,, kidney transplants.

PAT VAN PE

Ghép than 1a phuong phdp diéu tri
tdi wu cho BN bénh than man tinh giai
doan cubi [1, 2, 3]. Nguoi bénh sau
ghép than phai st dung thudc chéng
thai ghép subt doi dé trdnh hién tuong
thai ghép than. Phac do diéu tri chng
thai ghép dugc diung phd bién theo
khuyén cdo cua Hoi Ghép tang Thé
gidi gom 3 loai thude phéi hop: Thube
rc ché calcineurin, thudc khang
chuyén héa va corticosteroid, trong dé
thudc we ché calcineurin can duoc dinh
ky dinh luong dé x4c dinh nong do ddy
(Co) [4, 5].

O BN sau ghép than c6 thé c6 mot
s6 bién ¢6 lién quan dén st dung thude
chdéng thai ghép nhu giam chtc ning
than ghép, ton thuong than ghép, dai
thio duong méi mic sau ghép, ting
huyét dp... Vi viy, dua theo khuyén

cdo, mdi BN s& duoc duy tri ndng dod
thudc hop 1y nham han ché tinh trang
thai ghép ciing nhu ngd doc thude [6].
Trén thé giéi dd c6 nhidu nghién ctu
danh gid néng do thudc Tacrolimus,
trong tic thudc va cdc bién cd xuit
hién sau ghép [7, 8]. Ching toi tién
hanh nghién ciru nay nham: Khdo sdt
néng dé Tacrolimus tai thoi diém 12
thang sau ghép o BN ghép than tai
Bénh vien Quan y 103.

POI TUONG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién ciru

* Poi twong nghién ciru: 87 BN da
ghép than, duoc theo doi va diéu tri
chdng thai ghép tai Khoa Than - Loc
mau, Bénh vién Quan y 103 tu thang
02 - 12/2022.
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* Tiéu chudn lva chon

- BN da duoc ghép véi thoi gian it
nhat 12 thang

- Pang st dung phic d6 thudc
chéng thai ghép gdém: Tacrolimus,
mycophenolate mofetil va Corticosteroid.

- Khong doi phic dd diéu tri trong
sudt thoi gian nghién ctu.

- BN dong y tham gia nghién ctru.

* Tiéu chuan loai triv:

- BN mic mot s6 bénh ly: Bénh dai
thdo duong; Lupus ban d6 hé thong;
viém gan man tinh hodc ton thuong
gan (tang emzyme gan GOT, GPT).

- BN viém nhiém ning nhu viém
phoi, nhiém khuan huyét... tai thoi
diém nghién cuu.

- BN khong dbéng y cho sir
dung/tham gia nghién cuu.

2. Phwong phap nghién ctru

* Thiét ké nghién ciru: Nghién ctru
tién ctru, quan sat.

* Thoi gian, dia diém nghién ciru:

- Thoi gian thyc hién nghién cuu:
Tur thang 02 - 12/2022.

- Pja diém nghién ctru: Khoa Than -
Loc mdu, Bénh vién Quan y 103.

* Noi dung va chi sé nghién ciru

Tat ca BN dén thoi diém 12 thdng
sau ghép dugc dénh gia.
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- Tubi/giéi tinh.

- Liéu Tacrolimus.

-N 6ng do C, cua Tacrolimus.

- Xac dinh né)ng do C, cua Tacrolimus.

- Phan tich mdi lién quan C, cia
Tacrolimus vo1 murc 1oc cau than .

* Phuong phdp, kj thudt, tiéu chudn
sw dung trong nghién ciru:

- Binh lugng néng do C, cua TAC:

+ BN udng TAC vao 8 gio va 20 gid
ngay hom trudc.

+ BN nhin #n vao budi sing ngay di
kham.

+ Lay méu tinh mach liic d6i (8 gid
sdng) dé 1am xét nghiém.

. Dinh luong néng do TAC trén mdy
ARCHTECT c¢il16200 tai Khoa Sinh
hod, Bénh vién Quan y 103 theo quy
trinh va huéng dan ctia nha san xuat.

. Pon vi tinh: ng/mL.

. Nong d6 dat khuyén cdo theo Hoi
Ghép tang Thé gidi: 5 - 8 ng/mL (tai
thoi diém 12 thang sau ghép).

. Mtic loc ciu than duogc tinh theo
cong thtrc EPI-CKD Creatinine 2021.

* Xip Iy s6 liéu: SO liéu duoc xur 1y
bing phan mém SPSS phién ban 22.0
cua IBM. So sanh trung binh cua 2
nhém doc 14p bang student T-test va
ciia nhiéu hon 2 nhém doc lap bang
ANOVA test (d6i v6i bién sb tuan theo
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phan phbi chuan). So sanh trung binh
ciia nhiéu hon 2 nhém doc ldp bang
Kruskal-Wallis test (d6i véi bién sb
khong tudn theo phan phdi chuan).
Su khdc biét c6 ¥ nghia théng ké khi
p <0,05.

3. Pao dic nghién cuu: bay Ia
nghién ctru mo ta, khong c6 can thi€p.
Nghién ctru khoéng vi pham cic van dé
vé dao duc. Tat ca d6i tugng nghién
ctu déu tu nguyén tham gia vao
nghién ctru sau khi dugc tu van day du.

KET QUA NGHIEN CUU

Bang 1. Dic diém tudi ciia BN nghién ctru.

Nhém tudi S6 BN (n) Ty 18 (%)
<30 19 21,8
>40 - < 40 41 47,1
>40 - <50 17 19,5
>50 - <60 9,2
> 60 2 2,3
Tuoi trung binh (nim) 37,02 +9,97

BN ghép than c6 tudi trung binh 12 37. Phin b chu yéu ¢ tudi trung nién, véi
66,6% BN c6 tudi tir 30 - 50 tudi, chi ¢6 2,3% BN c6 tudi tir 60 trd 1én.

= Nam

= Nt

Hinh 1. Dic diém gidi tinh BN nghién ctu.

Nam gidi chiém chii yéu trong nhém BN ghép than, ty 1¢ nam/nir 1a 3,6.
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Bang 2. Dic diém liéu thudc Tacrolimus & nhém BN nghién ctru.

Pic diém lidu thudc Tacrolimus S6 BN (n) Ty 18 (%)
< 0,1 mg/kg/24 gid 39 44.8
0,1 - 0,2 mg/kg/24 gid 48 55,2
Trung binh (mg/kg/24 gio) 0,1 (0,05-0,12)
Thap nhit - cao nhat (mg/kg/24 gid) 0,03-0,18

Liéu TAC 0,1 - 0,2 mg/kg cin niang/ngay chiém ty 1& cao nhat (55,2%).
Khong ¢6 BN nao sir dung liéu cao hon 0,3 mg/kg/ngay.

Bang 3. Dic diém ndng d6 C, thudc Tacrolimus.

Pic diém nong do C, cia Tacrolimus S6 BN (n) Ty 1€ (%)
Thap hon liéu khuyén cdo (< 5 ng/mL) 18 20,7
Pat liéu khuyén cdo (5 - 8 ng/mL) 54 62,1
Cao hon liéu khuyén cdo (> 8 ng/mL) 15 17,2
Trung vi lidu (ng/mL) 6,5 (5,3 -7,7)

Thap nhit - Cao nhat (ng/mL) 3,2-122

Gid tri trung vi ndng d6 C, ctia TAC 1a 6,5 ng/mL. Ty 1¢ BN ¢6 nong do C,
ctiia TAC dat theo khuyén cdo tir 5 - 8 ng/mL chiém 62,1%. Ty 1& BN c6 nong do
C, ciia TAC du6i mirc khuyén cédo 1a 20,7%. 17,2% s6 BN c6 nong do C, cua
TAC cao hon khuyén cdo.

Bang 4. Lién quan gitra néng dd C, cua Tacrolimus v&i muc loc cau than
tai thoi diém 12 théng.

Pic diém nong do C, n Miic loc ciu thin D
cua Tacrolimus (mL/phut)
< 5ng/mL (1) 18 80,7 £ 15,23
5-8ng/mL (2) 54 80,49 + 14,71 > 0,05
> 8 ng/mL (3) 15 83,26 £ 21,22

Khong c6 su khac biét vé murc loc cau than trung binh gitta 3 nhém c6 néng
do Cy cua TAC thap hon khuyén céo, dat theo khuyén cdo va cao hon khuyén céo
(p > 0,05).
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BAN LUAN

D6 tudi trung binh trong nghién ctu
cua chuing t6i 1a 37,02 + 9,97 (Bang 1),
phan bd cic lta tudi khong dong déu,
chu yéu gip BN ¢ do tudi lao dong tir
30 - 40 tudi, chiém 47,1%. Két qua nay
tvong dong v6i nghién ciu cua
Nguyén Manh Tuéng nim 2018 (tudi
trung binh 1a 42,41 + 11,18) [9] nhung
thap hon nghién ciru ciia Gaynor JJ va
cs (tudi trung binh 1a 49,3 + 13,3) [10].
Su khic biét nay 1a do tudi ciia BN
ghép than phu thudc vao nguyén nhan
gay suy than, tai Vi¢t Nam, nguyén
nhan giy suy than cha yéu do bénh cau
thin nguyén phat thuong xuat hién
sém, con & nudc ngoai ty 1¢ ting huyét
ap (THA) va dai thdo duong (DTD)
gy suy than nhiéu hon. Cic BN DTD
va THA c¢6 thoi gian mac bénh thudng
& tudi trung nién, dién bién bénh s&
gdy ton thuong than va suy than trung
binh khoang 5 nim, din dén suy than
giai doan cudi trung binh 12 10 nam.

Két qua ciia biéu d6 1 cho thay c6
78,2% BN la nam gigi. Ty 1€ gidi tinh
cua cdc nghién clru khd twong duong
nhau véi sd lugng BN nam 16n hon,
gap tir 1,5 - 2 1an s6 lugng BN nit, nhu
trong nghién ctru cia Nguyén Manh
Tudng [9] ty 1€ BN nam la 68,11%;
cua Gaynor JJ va CS [10] ty 1¢ BN
nam la 69,7%. Nhu vay, c6 su tuong
ddng vé ty 1& nam/nit & BN ghép than
gilta cdc nghién ctru va phu hgp véi

dac diém ty 1¢ BN nam mic bénh than
nhiéu hon BN nit.

Theo bang 2, chi ¢6 55,2% BN su
dung liéu tr 0,1 - 0,2 mg/kg/24 gid,
con lai 44,8% BN su dung lidu thip
hon 0,1 mg/kg/24 gid va khong ghi
nhan tredng hop nao st dung lidu cao
hon 0,1 mg/kg/24 gid. V6i mire lidu tai
12 thdng sau ghép nhu vay 1a hop ly vi
kha nang thai ghép cép tinh xay ra sau
khoang 1 nam sau ghép la thép. Néu sir
dung liéu cao hon 0,2 mg/kg/24 gio &
thoi diém nay dé gay ngo doc cho than
ghép, 1am anh huéng dén chirc ning
than ghép.

Két qua nghién ctru ctia ching toi
cho thay chi ¢6 62,1% BN c6 nong do
ddy cua TAC dat theo khuyén cdo 1a tir
5,0 - 8,0 ng/mL, con lai 20,7% BN cé
néng do day cia TAC thiap hon va
17,2% BN c¢6 nong do ddy cao hon
khuyén cdo (Bdng 3). Nhu viy, ty 18
BN c6 ndng d6 khong dat lidu khuyén
cdo con kha cao (37,9%), dac biét
nhém BN c¢6 nong d6 cao hon khuyén
cdo dé c6 nguy co doc than man tinh
dan dén giam chic than & giai doan
tiép theo. Piéu ndy goi y cdc thdy
thudc 1am sang can phai chinh lai lidu
phtu hop hon cho BN, dac biét tranh xu
huéng dé duy tri ndng do cao giy ngd
doc than ghép. Theo Ho1 Ghép tang
Thé gisi [5], liu thudoc TAC dugc
khuyén cdo nhu sau: Trudc ghép, liéu dan
nhap TAC tr 0,1 - 0,15 mg/kg/24 gio,
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sau ghép, trong 3 thing diu ciing
nhu cdc thang sau, ding liéu 0,1 -
0,2 mg/kg/24 gid tuy timg BN dé duy
tri néng d6 ddy nhu sau: Tt O - 3 thing
dau sau ghép: 10,0 - 12,0 ng/mL, tir 3 -
12 thang sau ghép: 8,0 - 10,0 ng/mL va
tr 12 thang tro 1én: 5,0 - 8,0 ng/mL. Ly
giai cho viéc duy tri lidu nay boi mdi
BN c¢6 chuyén hod thudc khéc nhau va
viéc duy tri ndng do ddy C, nhu trén
dam bdo than khong bi thai loai va
cling khong bi doc than, cling nhu it
tdc dung phu nhat. Hién nay, viéc diéu
tri cdc thude tre ché mién dich dugc cd
thé héa liéu diéu tri theo ddp Ung cia
tirng BN. Vi vay, dbi voi cdc BN st
dung lidu cia TAC thip hon khuyén
cdo can phai dugc theo doi sat ndng do
ddy Co ctia TAC dé kip thoi diéu chinh
liéu TAC cho phit hop.

Hién nay da c6 nhiéu nghién ciru
danh gid mbi lién quan giita nong do
TAC va mtrc loc ciu thén, cdc két qua
nghién ctru déu cho thdy mdi lién quan
¢6 ¥ nghia gitta ndng d6 TAC va mirc
loc cau than cua than ghép [8, 10]. Tuy
nhién, két qua nghién ctru trong bang 4
cia chdng toi cho thdy khong cé su
khéc biét ¢6 ¥ nghia vé muc loc ciu
than trung binh giita 3 nhém c6 ndng
d6 C, ctia TAC thap hon khuyén cio,
dat theo khuyén cdo va cao hon
khuyén cdo (p > 0,05). S¢ di nhu vay,
c6 thé do s6 luong BN nghién ctru cta
ching t6i khong nhiéu nén chua cé du
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dd manh vé mutc do théng ké. Nhiéu
nghién ctru tién hanh trén BN ghép
than da cho thiy, tai thoi diém < 12
thang sau ghép, BN thuong cé nguy co
thai ghép cao hon giai doan mudn;
trong khi d6, tai thoi diém > 12 thing
sau ghép, ty 1¢ thai ghép thuong thap
hon nhung ty 1& nhiém doc voi thude
{rc ché calcineurin lai cao hon do tic
dong tich lily doc cua thudc nay. Do
vdy, cdc nha 1am sang can theo doi sdt
su bién dbi chirc nang than (thong qua
muc loc cau than) dé chinh liéu cho
phit hop, gitp han ché cic nguy co
khong mong mudn x4y ra.

KET LUAN

Qua nghién ctu vé ndng do
Tacrolimus tai thoi diém 12 thdng sau
ghép & BN ghép than tai Bénh vién
Quan y 103, ching t5i thiy:

- Liéu TAC thuong dung 1a 0,1 -
0,2 mg/kg/24 gid (52,2%), khong c6 BN
nao st dung lidu > 0,2 mg/kg/24 gid.

- Ty 1&¢ BN c6 nong d6 Cy cia TAC
dat mac khuyén cdo 1a 62,1%, c6
37.9% khong trong muc ndng do
khuyén cdo, trong d6 17,2% BN c6
noéng d6 C, cao hon khuyén cdo. Trung
vi ndng do Cy ctia TAC 12 6,5ng/mL.

- Chua thay su khdc biét vé muc loc
cAu than trung binh giita 3 nhém c6
néng do C, cua TAC khac nhau
(p > 0,05).
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