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Muc tiéu: Khao sat dic diém nong do day (Co) ciia tacrolimus Co (TAC) va mbi
lién quan v6i mot s6 yéu to 14m sang, can 1am sang ¢ bénh nhan (BN) ghép than
> | nam. Phwong phdp nghién civu: Nghién ctru mo ta cit ngang trén 532 BN sau
ghép than > 1 nam, st dung phéc do trc ché mién dich c6 TAC tir thang 01 - 9/2024.
Thu thap ndng do Co cua TAC va cac dic diém 1am sang, cin 1am sang dé phan
tich dic diém va danh gia méi lién quan. Két qud: Ty 1&¢ BN ¢6 ndng do Co cua
TAC dat muyc tiéu theo khuyén cdo chiém 73,68% (392/532 BN), cao hon véi
1,32%, thap hon véi 25,0%. Thoi gian sau ghép (OR = 1,167, p < 0,001) 13 yéu t6
lién quan c6 ¥ nghia véi bat thuong nong do Co cua TAC. Két ludn: Pa s6 BN
ghép than > 1 nam dat dugc nong do Co ciia TAC trong khoang khuyén cdo. Thoi
gian sau ghép (OR = 1,167, p < 0,001) 1a yéu t6 lién quan c6 y nghia théng ké dén
bat thudng nong d6 Co ctia TAC.
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SURVEY OF THE CHARACTERISTICS OF TACROLIMUS TROUGH
CONCENTRATIONS IN KIDNEY TRANSPLANT RECIPIENTS
OVER ONE YEAR POST-TRANSPLANT AT MILITARY HOSPITAL 103

Abstract

Objectives: To investigate the characteristics of tacrolimus (TAC) trough
concentrations (Co) and their associations with selected clinical and laboratory
parameters in kidney transplant recipients over one year post-transplantation.
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Methods: A cross-sectional descriptive study was conducted on 532 kidney transplant
recipients over one year post-transplant, all receiving an immunosuppressive
regimen containing TAC, from January 2024 to September 2024. Data on TAC
dosing, Co, and relevant clinical and laboratory parameters were collected for
descriptive analysis and association testing. Results: The proportion achieving
target TAC Co levels was 73.68% (392/532 patients), with 1.32% above and
25.00% below the recommended range. Post-transplant duration was significantly
associated with abnormal TAC Co levels (OR = 1.167, p < 0.001). Conclusion:
The majority of kidney transplant recipients, over one year post-transplant,
achieved TAC Co within the recommended range. Post-transplant duration was the

only factor significantly associated with abnormal Co levels.

Keywords: Renal transplantation; Tacrolimus; Trough concentrations.

PAT VAN PE

Ghép than 1a phuong phap diéu tri
thay thé t6i wu nhat cho BN mic bénh
than man giai doan cudi. Sau ghép, BN
can duy tri phac do wc ché mién dich
sudt doi dé ngan ngira hién tuong thai
ghép va dam bdo chuc nang cia manh
ghép. TAC la mét trong nhitng thudc wrc
ché mién dich thuong dugc str dung &
95% BN trong cac phac d6 diéu tri cho
BN sau ghép than [1]. TAC c6 khoang
diéu tri hep, do do, néng do Co cua
thudc trong méau can duoc theo dbi sat
dé t61 wu hoa hiéu qua duy tri tang ghép
va giam thiéu nguy co ngd doc thude.
Nong do Co ciia TAC bi anh hudng boi
nhiéu yéu td nhu kiéu gene, ché d6 an,
tuong tac thude, chung toc, tudi, gidi
tinh, thoi gian sau ghép va chitc nang
gan than [2]. Trung tdm Ghép tang,
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Bénh vién Quan y 103 la mdt trong
nhitng co s& quan ly BN ghép than
ngoai tri voi s6 lugng 16m hang dau ca
nuédc. Viéc danh gia néng do Co cia
TAC 1a khuyén céo, nong do sé thay do6i
theo thoi gian, do vdy, BN can dugc
danh gid dinh ky hang thang (v&i BN co
khoang bién thién nong do rong) va 2 -
3 thang/lan (véi BN c¢6 ndéng do on
dinh). Nghién ctru ctua chiing to1 dugc
thuc hién nham: Khdo sdt liéu uéng,
nong dé Co ciia TAC va mot sé yéu té
lién quan ¢ BN ghép than > 1 nam.

POI TUQNG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciu
Go6m 532 BN ghép than duoc quan 1y

ngoai tra tai Bénh vién Quan y 103 tu
thang 1 - 9/2024.
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* Tiéu chuan lwa chon: BN da ghép
than > 1 nam. Phac dd diéu tri co dung
TAC va dugc dinh luong dinh ky nong
d6 Co ctia TAC day du theo phac do
trong 9 thang lién tuc. BN ddng y tham
gia nghién ctru.

* Tiéu chudn logi trir: BN c6 thay doi
liéu TAC duy tri hang ngay > 25% trong
vong 1 thang trude nghién ciru. BN c6
chuyén d6i gitra thude biét duge gdc va
generic trong vong 1 thang trudce nghién
ctru. BN dang diéu tri thai ghép cap
hodc ¢6 nhiém tring cap tai thoi diém
nghién ctru. BN dang dung thudc hoic
thue pham c6 twong tac manh véi TAC.

2. Phwong phap nghién ciru

* Thiét ké nghién ciru: Nghién ciu
mo ta cit ngang.

* Cdc bién so nghién ciru: Tudi, gisi

tinh, BMI, thoi gian ghép, nong do

creatinine méu va ndong do Co ciia TAC.
Moi BN duoc ldy mau xét nghiém ndng
d6 Co mot lan/thang trong 9 thang lién
tiép; gia tri ndng do Co dai dién cho timg
BN la trung binh cta 9 1an do. Nong do
Co cua TAC duogc danh gia 1a dat muc
tiéu khi nam trong khoang 5,0 - 8,0
ng/mL theo khuyén céo cua Hoi Ghép
tang Viét Nam [3].

* Xir Iy 56 lidu: SO lidu duge phan
tich bang phan mém SPSS 22.0. Sy khac
biét c6 ¥ nghia thong ké khi p < 0,05.

3. Pao dirc nghién ciru

Nghién ctru dugc thuc hién theo
ding quy dinh cua Bénh vién Quan y
103. S liéu nghién ctru dugc Bénh vién
Quéan y 103 cho phép st dung va cong
bd. Nhom tac gia cam két khong cod
xung dot loi ich trong nghién ctru.

KET QUA NGHIEN CUU
1. Pic diém chung do6i twong nghién ciru
Bing 1. Phan bd BN theo tudi.

Nhom tudi S6 lwong BN (n) Ty 18 (%)
< 30 tudi 66 12,4
30 - < 40 tudi 208 39,1
40 - < 50 tudi 174 32,7
50 - < 60 tudi 52 9,8
> 60 tudi 32 6,0
X+ SD 40,79 + 10,25

BN ghép thin c6 tudi trung binh 14 40,79, phan b theo nhém tudi khong ddng déu,
cao nhat & nhom tudi 30 - 40 (39,1%), Itra tudi > 60 chiém ty 1¢ thap nhit (6,0%).
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153
(29,8%)
379

(71,2%)

B Nam BE N

Biéu do 1. Ty 1¢ nam, nir thuéc nhoém nghién ciru.
BN trong nghién ctru chi yéu 1a nam gidi (71,2%), cao hon gip 2 1an so véi ni
gidi (29,8%).
Bang 2. Phan b6 BN theo BMI.

Nhom BMI (kg/m?) S6 lwong BN (n) Ty 1€ (%)
<185 169 31,7
18,5-24,9 308 57,9
25-29,9 52 9,8
>30 3 0,6
X+ SD 20,35 + 3,47

BMI trung binh ctia BN 14 20,35 + 3,47. Phan 16n BN c6 BMI binh thuong
(57,9%), ty 18 thira can va béo phi thap, 1an luot 13 9,8% va 0,6%.

Bang 3. Phan b6 BN theo khoang thoi gian sau ghép.

Thoi gian sau ghép (nam) S6 lwong BN (n) Ty 1€ (%)
<5 374 70,3
5-10 130 244
> 10 28 5,3
X+ SD 4,57 +2,60

Thoi gian sau ghép trung binh 13 4,57 + 2,60 nim. Da s6 BN ghép than < 5 nim
(70,3%).
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2. Pic diém ndéng dd Co cia TAC
Bang 4. Dic diém nong d6 Co ciia TAC.

Chi sb Trung vi S6 lwong
(khoang tir phan vi) n (%)

Nong do Co trung vi (ng/mL) 5,68 (5,00 - 6,23) -
Nong d6 Co thap nhét (ng/mL) 2,84 —
Nong d6 Co cao nhét (ng/mL) 17,99 —
Nong d6 Co dat khuyén cao, n (%) - 392 (73,68)
Nong do Co cao hon khuyén céo, n (%) — 7(1,32)
Nong d6 Co thap hon khuyén cdo, n (%) - 133 (25,00)

Nong d6 Co cia TAC trung vi 14 5,68, c6 su dao dong nhiéu tir 2,84 - 17,99 ng/mL.
392 BN ¢6 nong d6 Co cua TAC trong mau dat khuyén cdo (73,68%).

3. Moi lién quan giira nong d¢ Co cia TAC v4i mot so diac diem lam sang

va can lam sang.

Bang 5. So sanh dac diém 1am sang, can lam sang ciia nhom dat va khong dat

nong do Coctia TAC.
oz Co dat Co khong dat
Dac diém p
(n =392) (n =140)
Tudi (ndm) 40,70 + 10,90 42,59 + 9,37 0,068
Gidi tinh (% nam) 71,17 71,43 1,000
BMI (kg/m?) 20,27 + 3,48 20,59 + 3,45 0,348
. 102,84 102,64
Creatinine (umol/L) 0,890
(88,88 - 120,02) (88,44 -117,61)
Thoi gian ghép (ndm) 4,45+ 2,66 5,91 £3,34 < 0,001

So sanh dic diém giita hai nhom cho thay thoi gian ghép & nhom khong dat
néng do Co dai hon so véi nhom dat (5,91 + 3,34 ndm so v6i nhom dat 1a 4,45 +
2,66 nam). Tudi trung binh & nhém khong dat Co cao hon (42,59 + 9,37 tudi so véi
40,70 + 10,90 tudi). Ty 1é gidi tinh nam, BMI va creatinine mau c6 phan bd tuong

tu gitra hai nhom.
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Bang 6. Phan tich hdi quy logistic cac yéu t6 lién quan dén
khong dat néng do Co cua TAC.

Yéu t6 OR 95%CI p
Tudi 1,009 0,989 - 1,029 0,375
Nam gidi 0,921 0,573 - 1,481 0,735
BMI (kg/m?) 1,029 0,972 - 1,089 0,333
Creatinine (umol/L) 1,003 0,997 - 1,009 0,367
Thoi gian sau ghép 1,167 1,089 - 1,250 < 0,001

Thoi gian sau ghép (OR = 1,167; 95%CI: 1,089 - 1,250; p < 0,001) 13 yéu td
lién quan c6 ¥ nghia thong ké voi bat thuong nong do Co ciia TAC. Cac yéu t6

tudi, gidi tinh nam, BMI va creatinine khong chtg minh dwoc mbi lién quan trong

nghién ctru nay (p > 0,05).

BAN LUAN

1. Pic diém caa doi twong
nghién ciru

Nghién ctru dugc thuc hién trén 532
BN sau ghép than > 1 nam da dugc theo
ddi va xét nghiém dinh ky theo phac do.
Do tudi trung binh ctia nhém BN trong
nghién ctru 1a 40,79 £ 10,25, trong do,
nam gi6i chiém 71,2% cao hon déng ké
so voi nit gidi (29,8%). Két qua nay
tuong tu két qua trong nghién ctru cta
Ho6 Trung Hiéu (2022) khi nghién ctru
cac yéu t6 nguy co nhiém tring & 81 BN
sau ghép than cho thiy tudi trung binh
12 40,9, ty 1€ nam gidi 1a 76,5% [4]. Céc
BN tham gia nghién ciu déu cé thoi
gian sau ghép > 1 nam, thoi gian sau
ghép trung binh 1a 4,57 = 2,60, hau hét
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cac BN déu co thoi gian sau ghép tir
1 - 5 nam (70,3%).

2. Pic diém ndéng dp Cy ciia TAC

Trong nghién clru cua ching toi,
73,68% BN c6 nong do Conam trong
khoang khuyén cao. Két qua nay twong
d6ng véi nghién ctru ciia Lenain va CS
(2021), trong do6, nhém tac gia nhan
thdy BN trong giai doan 6n dinh sau
ghép thuong duy tri dugce nong do Co
trong khoang diéu tri [5]. Su 6n dinh
nay co thé duoc 1y giai béi nhidu yéu td
duoc dong hoc va lam sang. Theo thoi
gian sau ghép, do thanh thai TAC gidm
dan, chtic ning gan than on dinh va dap
mg mién dich ciing suy giam, diéu d6
c6 thé giup duy tri ndéng 6 Co muc tiéu

ngay ca khi nhu cau thuoc giam dan.
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Bén canh d6, quan thé nghién ctu 1a
ngudi Viét Nam - thudc nhom déan so
chau A co ty 1é cao mang kiéu gene
CYP3AS non-expresser, dan tdi chuyén
hoa TAC cham, do d6 dé dat duogc néng
d6 muc tiéu hon, ngay ca véi mirc lidu
khong qua cao [6]. Ngoai ra, viéc theo
ddi sat sao nong do thudc dinh ky va ca
thé hoa liéu diéu tri tai trung tim ghép
than ciing 1a yéu t6 quan trong giup da
s6 BN duy tri ndng d6 Co trong ngudng
khuyén cdo, han ché duoc ca nguy co
thai ghép 1an doc tinh cua TAC.

3. Méi lién quan giira cac chi sb
l1am sang, cin lam sang véi nong do
Cocua TAC

Trong nghién ctu cua ching to1,
khong co su khac biét co y nghia & tudi,
gidi tinh, BMI va creatinine gitra hai
nhom c6 ndng d6 Co dat va khong dat (p
>0,05). Két qua nay phu hop v6i nghién
ctru ciia Han va CS (2012) cho thay
BMI khéng phai 1a yéu t& quyét dinh
dén sy bién dong ndong do Co ctia TAC
o BN sau ghép than [7]. Pang chu vy,
thoi gian sau ghép trung binh & nhom
khong dat Co dai hon c6 ¥ nghia théng
ké so voi nhom dat (5,91 £+ 3,34 so voi
4,45 + 2,66 nam, p < 0,001). Piéu nay
cho thay thoi gian sau ghép c6 thé 1a yéu
t6 anh huong quan trong dén su bién

dong ctia nong do thuodc.

Phén tich hdi quy logistic cho thiy
thoi gian sau ghép 1a yéu té lién quan
doc lap dén bat thuong ndng do Co cla
TAC, v6i OR = 1,167 (95%CI: 1,089 -
1,250; p < 0,001). Két qua nay cho thay
thoi gian sau ghép cang dai thi kha nang
gip bt thuong trong néng do6 Co cua
TAC cang ting, két qua nay pht hop véi
nghién ctru ctia Ruth va CS (2013), cho
thdy su bién dong nong do Co cia TAC
gia tang theo thoi gian [8]. Piéu nay c6
thé dugc 1y giai boi mot s6 co ché sau:
Thar nhat, khi thoi gian sau ghép kéo
dai, chuc nang than cta nguodi bénh
thuong c6 xu huéng thay doi dan, anh
huong dén duoc dong hoc va do thanh
thai TAC; thir hai, mot s6 nghién ctru da
cho thay khong tuan tha diéu tri cua
ngudi bénh c6 thé lam ting kha ning
bién thién ndng do, viéc tuan tha thude
c6 thé giam dan theo thoi gian [9, 10];
thtr ba, BN ghép 1au ndm thuong kem
thém bénh 1y man tinh doi hoi phdi hop
nhiéu thudc, co thé ting nguy co twong
tac thudc, lam phirc tap viéc duy tri on
dinh nong do Co ctia TAC.

Két qua nghién ctru trén ¢ nhom BN
ghép than > 1 nim cho thdy can xay
dung chién luge theo ddi va diéu chinh
lidu TAC phu hop, c4 thé hoa véi timg
BN. Mot s goi ¥ c6 thé bao gom theo
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ddi ndng d6 Co dinh ky v6i tin sudt phu
hop (xét nghiém ndng d6 Co cua TAC
dinh ky, dac biét khi c6 thay ddi chirc
ning than hodc thay d6i thudc phdi
hop); tu van va can thiép dé ting cudong
tuan thu (4p dung cac chuong trinh giao
duc BN, sur dung nhic nhd dién tir hodc
quan ly thudc dé giam bét liéu, von
thuong gap & BN sau ghép lau ndm); ca
thé hoa diéu chinh lidu TAC (cin nhéc
st dung cac cong cu du doan n6ng do,
xét nghiém gen CYP3AS5 xac dinh lidu
khoi dau, theo ddi dong thoi chirc ning

than va mién dich dé t6i uu lidu).
KET LUAN

Ty 1€ BN ghép than > 1 ndm dat duoc
néng do Co cia TAC trong khoang
khuyén cao cao 1a 73,68% (392/532
BN). Thoi gian sau ghép dai 1a yéu td
lién quan c6 ¥ nghia théng ké dén bat
thuong nong d§ Co ciia TAC (OR =
1,167, p < 0,001). Can xdy dung chién
luge theo ddi va diéu chinh liéu TAC

pht hop, cé thé hoa véi timg BN.
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