Anh huéng ciia nong do Tacrolimus méau dén mot s6'két cuc ciia thin ghép...
DO 10.38108/icmhch 93,7 Nghién cuu

ANH HUONG CUA NONG DO TACROLIMUS MAU DEN MOT SO KET
CUC CUA THAN GHEP SAU GHEP THAN MOT NAM

Pham Tién Dung'2, Téng Thi Thu HaNg?, Va Phuong Lan?, D6 Gia Tuyén'2, Dang Thi Viet Ha'2,
Nghiém Trung Dung', Db Trudng Minh'2

"Trung tam Than tiét niéu & Loc mau, Bénh vién Bach Mai, Ha No6i

?B6 mon Noi tdng hop, Truong Dai hoc Y Ha No6i, Ha Noi

’Khoa N¢i than loc mau A15, Bénh vién Trung wong Quan d6i 108, Ha No6i

*Khoa Noi can bo cao cdp, Bénh vién Trung wong Quan d6i 108, Ha No6i

TOM TAT

Muc tiéu: Nghién ctu nham xéac dinh méi lién quan gitia déc diém ndng dé day Tacrolimus (CO TAC) ttrthéng 2 dén théang
12 sau ghép thén véi mot sé két cuc lém sang, ttr d6 bude dau xéc dinh dich CO TAC t6i uu cho bénh nhén sau ghép thén.

Déi trong, phwong phdp: Nghién ctu quan sét, héi ciru, theo dbi doc 257 bénh nhén ghép than lan déu tir nguoi cho
s6ng. Phan tich hdi quy dénh gid méi lién quan gitka trung binh va hé sé bién thién ctia CO TAC trong thoi gian sau ghép 2
thang dén 12 théng véi mét sé két cuc tai thoi diém sau ghép 12 théng: mukc loc céu thén (MLCT), protein niéu, thai ghép cap,
t6n thurong thén cap, nhiém CMV va PCP, nhép vién vi cac nhiém tring khéc.

Két qua: Bénh nhan véi CO TAC < 7 ng/ml cé nguy co suy gidm MLCT cao nhét va nguy co nay gidm di & nhiing bénh
nhén ¢é néng dé CO TAC cao, déc biét la nhém CO TAC = 9 ng/ml (OR = 0.206; p = 0.001; Cl 95%: 0.079 - 0.536). Bénh nhén
v6i CO TAC 7 - 7.9 ng/ml c6 nguy co tén thuong than cép trong 12 thang dau sau ghép thdp hon nhém cé CO TAC < 7 ng/ml
(OR = 0.234; p = 0.044). Nguy co thai ghép cép trong 12 thang ddu sau ghép c6 xu huéng gidm & bénh nhan c6 CO TAC 7 -
7.9 va 8- 8.9 ng/ml (OR I&n luot Ia 0.612 va 0.25), sw khéc biét khéng co y nghia théng ké. Bénh nhéan véi CO TAC = 9 ng/ml
¢6 nguy co nhiém CMV cao hon bénh nhan ¢6 CO TAC < 7 ng/ml (OR = 3.737: p = 0.012). Céc bién c¢é tén thuong than cép,
thai ghép cap va nhép vién vi céc nhiém tring khédc CMV, PCP cé nguy co cao hon & bénh nhén cé hé sé bién thién TAC cao
(OR I4n luot 14 1.045, 1.049, 1.044 véi p = 0.01; 0.049 va 0.001).

Két luén: Dich diéu tri CO TAC tbi uu cén duoc xem xét dua trén nhiéu bién c6 Iam sang khac nhau. Mirc CO TAC tir 7 -
8.9 ng/ml ¢ thé duoc cén nhac cho bénh nhén sau ghép than tir 2 dén 12 thang.

Tor khéa: Ghép than, két cuc Iam sang, tacrolimus, néng dé day, hé sé bién thién.
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Objective: The study aims to determine the relationship between the characteristics of Tacrolimus trough
concentration (CO TAC) from month 2 to month 12 after kidney transplantation with some clinical outcomes, thereby
initially determining the optimal CO TAC target for patients after kidney transplantation.
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Methods: A longitudinal retrospective observational study on 257 living - donor kidney transplant patients.
Regression analysis was used to evaluate the relationship between mean and coefficient of variation of CO TAC during
the period from 2 months to 12 months after transplantation with clinical outcomes at 12 months post-transplantation,
including eGFR, proteinuria, biopsy-proven acute rejection, acute kidney injury, CMV and PCP infection, hospitalization
for non - CMV and PCP infections.

Results: Patients with mean CO TAC < 7 ng/ml had the highest risk of eGFR decline and this risk decreased in
patients with higher mean CO TAC, especially in the CO TAC = 9 ng/ml group (OR = 0.206; p = 0.001; Cl 95%: 0.079
- 0.536). Patients with mean CO TAC 7 - 7.9 ng/ml had a lower risk of acute kidney injury in the first 12 months after
transplantation than the group with CO TAC < 7 ng/ml (OR = 0.234; p = 0.044). The risk of acute rejection in the first 12
months after transplantation tended to decrease in patients with CO TAC 7 - 7.9 and 8 - 8.9 ng/ml (ORs are respectively
0.612 and 0.25), the difference is not statistically significant. Patients with mean CO TAC = 9 ng/ml had a higher risk of
CMYV infection than patients with CO TAC < 7 ng/ml (OR = 3.737; p = 0.012). The events of acute kidney injury, acute
rejection, and hospitalization for non - CMV and PCP infections were more likely to occur in patients with a higher TAC

coefficient of variation (ORs are respectively 1.045, 1.049, 1.044 with p = 0.01; 0.049 and 0.001).
Conclusion: The optimal treatment target of TAC trough level needs to be considered based on different clinical

outcomes. A treatment target of 7 - 8.9 ng/ml may be considered for transplant patients during the period from month 2

to month 12 after kidney transplantation.

Keywords: Kidney transplantation, clinical outcomes, tacrolimus, trough level, intrapatient variability.

I. PAT VAN PE

Tacrolimus (TAC) 14 loai thubc trc ché calcineurin
(CNI) str dung phd bién sau ghép than. Viéc sir dung
thudc trong thuc hanh gap nhiéu kho khin do thude
c6 khoang diéu tri hep. Qué lidu TAC c6 thé din
dén ngd doc CNI, tang nguy co nhiém trung co hoi
[1 - 3]; con néng do TAC dudi dich lam ting nguy
co thai ghép. Nhitng hé qua nay déu dan dén két cuc
xau cho than ghép. Theo ddi nong do day ciia TAC
(CO) dugc ap dung rong rai, tuy nhién khoang CO
TAC t6i wu cho cac thoi diém khac nhau sau ghép
than van chua dugc théng nhat.

Céc nghién ciru trude vé mdi lién quan gitra CO
TAC v6i két cuc than ghép cho thiy két qua khong
nhat quan. Mot sé cho thay khong c6 lién quan giita
CO TAC trong 6 thang dau sau ghép than véi nguy
co thai ghép thé dich cép trong nim dau tién [4, 5].
Tuy nhién, mot s6 khac cho thdy CO TAC ¢ mirc
thap co6 mbi lién quan véi nguy co nay [6 - 8]. Bén
canh d6, bién thién ndng do cua TAC (IPV) ciing co
anh huong 16n dén két cuc 1am sang. C6 nhiédu yéu
t6 anh huong dén IPV nhu kha ning hap thu thudc,
téc do chuyén hoa va tuan thu diéu trj ciia bénh nhan
[9, 10]. Nhimng nghién ciru gan diy cho thiy IPV
cao c6 vé lién quan chit ché véi thai ghép, xuat hién
moi khang thé khang HLA dic hiéu (DSA) va doi
song than ghép [11, 12].

Su tac dong cua CO TAC dén két cuc 1am sang
1a co s& dé xac dinh khoang diéu tri t6i wu. Muc
tidu ctia nghién ctru nhdm xac dinh mdi lién quan
giita dac diém CO TAC tir thang 2 dén thang 12 sau
ghép voi chirc nang than ghép va mot s6 bién ¢b sau
ghép than 12 thang, tir d6 bude dau xac dinh dich
CO0 TAC t6i uu cho bénh nhan sau ghép than trong
khoang thoi gian nay.

IL. POI TUQONG VA PHUONG PHAP NGHIEN
cUu
2.1. Poi twgng nghién ciru

Nghién ctru trén 257 bénh nhan tudi tir 15 - 70,
ghép than lan dau tir nguoi cho séng trong thoi gian
2019 - 2022 tai bénh vién Bach Mai va bénh vién
Trung wong Quan doi 108, theo doi doc tur thang
thir 2 dén thang 12 sau ghép. Tat ca bénh nhan
déu diéu tri din nhap bang basiliximab, sau do
duy tri steroid, tacrolimus, mycophenolate mofetil
(MMF) hodc mycophenolic acid (MPA). Liéu MMF
clia tat ca bénh nhan duogc duy tri ¢é dinh & muc
1.5 - 2g/ngay trong nim dau tién sau ghép. Lidu
methylprednisolone khoi dau 1a 500mg, sau do
giam dan xudng 4mg/ngay.

2.2. Phwong phap nghién ciru

Day 1a nghién ciru quan sat, hoi ctru, theo doi
doc. CO TAC cua bénh nhan dugc thu thap hang
thang tai cac thoi diém sau ghép 2 thang dén sau

Y hoc 1dm sang Bénh vién Trung wong Hué - S3 93/2024 37



Anh huong ciia néng d6 Tacrolimus mdu dén mot s6 két cuc ciia thdn ghép...

ghép 12 thang dé tinh gia tri trung binh va hé sd
bién thién néng do. CO TAC dugc dinh luong tu
mau ngoai bién vao thoi diém ngay trude khi bénh
nhan ubng lidu thudc tiép theo, khi bénh nhén tai
kham ghép than ngoai tra, cac két qua trong thoi
gian diéu tri ndi tri khong dwoc dua vao phan tich
dé loai trir sy anh hudng do cac thube sir dung khi
nhap vién. Bién thién néng do duoc tinh bﬁng %
ctia ti sO gitra do 1éch chuan va gid tri trung binh
cia CO TAC, mdi bénh nhan can it nhit 3 gia tri
CO TAC dé c6 thé tinh h¢ s6 bién thién. Bénh nhan
duogc chia thanh cac nhom theo CO TAC trung binh:
<7,7-79,8 -89 va>9 ng/ml. Mdi lién quan
gitta CO TAC va IPV véi mot $6 dac diém tai thoi
diém sau ghép 12 thang dwoc danh gia, bao gom:
mirc loc cdu than (theo CKD-EPI 2021 véi ngudi
truong thanh va Bedside Schwartz voi bénh nhan <
17 tuéi), dinh lugng protein ni¢u, cac dot thai ghép

IIL KET QUA
3.1 Pic diém chung ciia bénh nhan nghién ciru

cip co bang chimg sinh thiét, cac dot tén thuong
than cép (creatinine ting >1.5 1an so v&i mic nén),
nhiém CMV hodc PCP (dya vio két qua PCR va
triéu chirng 1am sang phu hop), nhap vién vi nhiém
trang khac (ghi nhén tir hd so bénh 4n noi tra).
2.3. Xir Iy s6 li¢u

S6 liéu xir Iy bang phan mém SPSS 20. Cac bién
lién tuc duoc biéu thi bang gia tri trung binh va do
1éch chuén, cac bién thir bic duoc biéu thi bang ti 18
%. Nguy co cua cac két cuc tai thoi diém sau ghép
than 12 thang dugc danh gia bing OR thong qua hdi
quy Logistic, két qua c6 ¥ nghia véi gia tri p < 0.05
2.4. Pao dirc nghién ciru

Pay 1a nghién ctru quan sat, hdi ciru, khong can
thiép truc tiép vao qua trinh diéu tri bénh nhan. Moi
thong tin ca nhan cua nguoi bénh déu duoc bao mat.
Két qua nghién ctru thu duoc nham muc dich hd tro
cho qua trinh diéu tri bénh nhan.

Bang 1: Dic diém chung cia nhém bénh nhan nghién ciru

Pic diém Gia tri
Nam / Nix 185 /72 (72% / 28%)
Tudi khi ghép than
Tong | 337.1+11.78
<30 | 84 (32,6%)
30-39 | 74 (28,8%)
40-49 | 57 (22,2%)
50 -59 | 29 (11,3%)
>60 | 13 (5,1%)
Nguoi cho cting huyét thong / khac huyét thong 69 / 188 (26,8% / 73,2%)
Bt twong hop HLA (n = 241)
0/6 | (2,9%)
1/6 | 21 (8,7%)
2/6 | 44 (18,3%)
3/6 | 110 (45,6%)
4/6 |57 (23,7%)
5/6 | 1(0,4%)
6/6 | 1(0,4%)
MLCT trung binh sau ghép than 2 thang (ml/ph/1,73m?) 75,84 + 19,765
MLCT trung binh sau ghép than 12 thang (ml/ph/1,73m?) 77,86 £20,133
. o . Am tinh | 217 (89,7%)
Protein ni¢u sau ghép than 12 thang Duong tinh | 25 (10.7%)
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Biang 2: Dic diém ndng d6 TAC va mét sb két cuc 1am sang sau ghép than 12 thang

Phan nhém CO TAC (ng/mL) TAC IPV (%)
ez Téng <7 7-7.9 8-8,9 >9

Dac diém ’ > = >

(n=257) (43; (69; (83; (62; (n<=13£1) (n_= f 3 6
16,7%) | 26,8%) | 32,4%) | 24,1%)

CO TAC

(ng/mL) 831,57 | 620,65 | 7.5£030 | 84+£029 | 103+1,37 | 82+1,63 | 83+1.48

(X + SD)

TAC IPV

(%) 28941223 | 263+13,72 | 29,5+11,53 | 27,7£11,04 | 31,7£13.09 | 20,8+6.0 | 40,6£9.0

(X + SD)

Thai ghép q 2 2 1 3 3 5

chp (25%) (25%) (12,5%) | (37.5%) | (37.5%) | (62,5%)

fh‘;ggt ton o 7 3 10 4 7 17

o C%p (292%) | (12,5%) | (41,6%) | (16,7%) | (29,1%) | (70,9%)

Sé dot

?r}&fmdo 6 7 18 22 16 33 30

CM% b (11,1%) | (28,6%) | (34,9%) | (254%) | (52,8%) | (47,7%)

PCP

S6 dot

3?31}’112161“ 5 12 17 15 7 18 33

iring khe (23,5%) | (33,3%) | (29,5%) | (13,7%) | (352%) | (64,8%)

CMV, PCP

Bang 1 va 2 cho thiy dic diém chung ctia 257 bénh nhin nghién ctru. Tudi trung binh tai thoi diém ghép
than 12 37.1 ndm (thip nhat 14 15 tudi va cao nhét 1a 70 tudi), nam gidi chiém hon 2/3 bénh nhan nghién ctru
(72%). Pa s6 bénh nhan dugc nhan than ghép tir ngudi cho khong cliing huyét thong (73.2%) va ti 1¢ bét
tuong hop 3/6 cip HLA chiém chi yéu (45,6%). Tat ca bénh nhan déu nhan than hoa hop nhém méau ABO.
Khong c6 su khac biét vé ti 18 ngudi cho khac huyét théng va s lugng HLA bat trong hop giita 4 nhoém
bénh nhén c6 ndng dd CO TAC trung binh khac nhau.

Mding dé CO Tacrolimus (ng/ml)
(X £5D

C0 TAC sau ghép thin

T2 T3 T4 T5

Tée T? T8 T% Ti0 THL Ti2
Thixi gian sau ghép than (thang)

Hinh 1: Dic diém ndng CO TAC theo thoi gian va phan bd hé s bién thién TAC

Phiin b hé s6 bién thién TAC ciia
BN nghién ciru

$6 bénh nhin
== 2 58 3

30 3-..

s ste ple d
\‘S \G-» -43_\‘;\-;‘3_\ JE -\%f\'ﬁg-\‘:\" \:f'.!
B e eV et et Y o e eV et oY eV
Hé s bién thién Tacrolimus (%)
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Gia tri CO TAC giam dan trong thoi gian theo di. Nhom bénh nhan c6 CO TAC tir 8 - 8,9 va 7 - 7,9
chiém ti 1¢ cao nhat, 1an lugt 1a 32,4% va 26,8%. Gia tri trung binh ctia TAC IPV trong thoi gian tir sau ghép
2 thang dén 12 thang 1a 28,9%, vdi 41,2% bénh nhan c6 I[PV > 30% (hinh 1).

3.2. Pic diém nong dd TAC va mot s6 két cuc tai thoi diém sau ghép than 12 thang

Hinh 2 cho thiy nguy co ctia mot sb két cuc 1am sang & cac nhom CO TAC khac nhau. Nguy co MLCT
suy giam > 10 ml/ph/1,73m? cao nhat & nhom CO TAC < 7 va giam dan khi nong d CO tang dan, rd rét nhét
& nhom CO TAC > 9 (OR = 0,206; p = 0,001; khoang tin cdy 95%: 0,079 - 0,536). Nguy co nay thay ddi co
¥ nghia thong ké & tit ca cac dudi nhom. Nhom bénh nhan CO TAC > 7 ¢6 nguy co ton thuong thin cap thap
hon nhém CO TAC < 7. Tuy nhién chi nhém CO TAC 7 - 7,9 1a c6 su khac biét c6 y nghia (OR =0,234; p =
0,044). Nguy co thai ghép cap c6 xu hudéng giam & nhom CO TAC 7 - 7,9 va 8 - 8,9 (OR lan luot 12 0,612
va 0,25), tuy nhién sy khac biét nay khong cé y nghia. Mit khac, bénh nhan voi CO TAC > 9 lai ¢6 nguy co
nhiém CMV cao hon so véi nhéom CO TAC < 7 (OR = 3,737; p=0,012), ddi v6i cac nhom CO TAC 7 - 7,9
va 8 - 8,9 khong khac biét c6 y nghia so véi bénh nhan CO TAC < 7 (p > 0,05). Cac dic diém vé protein
niéu, nhiém PCP va nhap vién vi nhiém trung khac khong cé sy khac biét gitta cac nhom.
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Hinh 2: Nguy co mot s6 két cuc 1am sang sau ghép than 12 thang & cac nhom ndng d6 CO TAC

Tén thuong thin cip Thii ghép ciip Nhip vién vi nhiém trimg
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Hinh 3: T4c dong cta hé s bién thién TAC dén mot s6 két cuc 1am sang tai thoi diém sau ghép than 12 thang
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Phan tich hdi quy danh gia anh huong giita IPV
v6i cac két cuc 1am sang cho thdy IPV khong c6 moi
lién quan y nghia vdi giam MLCT, protein ni¢u va
tinh trang nhiém CMV, PCP. Tuy nhién, cac bién
cb ton thuong than cép, thai ghép cap va nhap vién
vi cdc nhiém trung khac lai c6 nguy co cao hon &
nhém IPV cao (OR lan luot 1a 1,045, 1,049, 1,044
véip=0,01; 0,049 va 0,001) (hinh 3). Gia tri trung
binh cta IPV & bénh nhéan ¢ ton thuong than cép,
thai ghép cap hay nhap vién vi nhidm tring khac
CMYV, PCP ciling cao hon so v6i nhitng bénh nhan
khong c6 cac bién cd 1am sang trén (35,7% so véi
28,3%, p = 0,008; 37,4% so vdi 28,7%, p = 0,047,
34,7% so va6i 27,8%, p = 0,001)

IV. BAN LUAN

KDIGO 2009 da goi y duy tri CO TAC ¢ muc
5 - 15ng/ml trong 2 - 4 thang dau sau ghép than
[13]. Mirc liéu thap CO 3 - 7ng/ml trong niam dau
tién sau ghép than dugc khuyén céo tir két qua ciia
nghién ctru Symphony [5]. Tuong tu, hoi nghi dong
thuan chau Au 2009 ciing khuyén cao néng do CO
TAC thip ¢ muc 3 - 7ng/ml [14]. Tuy nhién, két
qua nghién ciru cia chung t6i lai cho thdy nhoém
bénh nhan CO TAC < 7 c6 nguy co giam MLCT >
10 ml/ph/1.73m2 sau 10 thang cao nhat va nguy co
nay ti 18 nghich véi CO TAC, diéu nay thé hién rd
nhit & nhém bénh nhan CO TAC > 9. Nong d6 CO
TAC thap dudi ngudng diéu tri 1am ting nguy co
thai ghép trong khi CO TAC vuot ngudng lai khién
ngudi bénh ddi dién véi nguy co nhiém tring va ngd
ddc CNI [7]. Su thay ddi trong dich diéu trj TAC da
duoc ghi nhan trong hoi nghi dong thuan Chau Au
lan 2 vao nim 2019, hoi nghi da dua khuyén cao
moi vé dich didu trj CO TAC ¢ muc 4 - 12 ng/ml,
tham chi 1a nén duy tri & ngudng > 7 ng/ml [15].
Nguyén Thi Van Anh va cong sy (2023) ciing ung
ho6 dich CO TAC > 7 ng/ml trong thang dau tién sau
ghép than nham lam giam nguy co thai ghép cap
[16]. Su thay doi vé khuyén cdo dich diéu tri theo
thoi gian cho thay viéc lya chon dich CO TAC phu
hop can can nhic tir nhiéu két cuc 1am sang, tai cac
thoi diém cu thé sau khi ghép tang.

CO TAC lién quan mat thiét voi nguy co ton
thuong than cap, thai ghép cip va nhiém trung.
Nhom bénh nhan CO TAC > 7 ¢ nguy co ton
thuong than cap trong 12 thang dau sau ghép thip
hon nhom CO TAC < 7. Bén canh do, nguy co thai

ghép cap trong 12 thang dau sau ghép ciing c6 xu
huéng giam dan & cac nhom bénh nhan CO TAC
7-7.9va8 - 8.9, tuy su khac biét khong c6 y nghia
thong ké. Két qua nay tuong tu véi Richards la
nhom CO TAC < 8 c¢6 bang ching ton thuong than
do thai ghép trén sinh thiét cao hon nhom trén 8 ng/
ml [17]. Mbi twong quan gitra CO TAC véi nguy co
giam MLCT, ton thuong than cdp va thai ghép cap
trong nghién ctru cia chung t6i déu tng hd ngudng
diéu tri TAC cao hon khéng chi trong thang dau
sau ghép nhu cac nghién ciru trudc, ma tham chi
dich diéu tri nay nén duogc 4p dung dén sudt ca nim
dau tién sau ghép than. Tuy nhién, gi6i han trén ctia
khoang diéu tri can dugc can nhac dong thoi tir cac
bién c6 lién quan dén nhiém tring va ngd doc CNI,
dic biét trong bdi canh cac bénh 1y nhidm tring tai
Viét Nam van con phd bién. Do d6, két qua cho thay
nhém bénh nhan CO TAC > 9 ¢6 nguy co nhiém
CMYV cao c6 gia tri 16n gitp bac sy lya chon khoang
diéu tri phu hop.

Nghién ctru cho thiy IPV cao c6 lién quan dén
nhiéu két cuc 1am sang bat lgi bao gém t6n thuong
than cap, thai ghép cip va nhap vién vi nhiém tring,
két qua nay tuong dong voi cac tac gia trén thé giGi
[18]. IPV cang cao cang khién ngudi bénh phai déi
mit dong thoi véi ca tinh trang qué liéu va khong
du liéu TAC. Nhu vay, cac bién 6 bat loi vé nhiém
triang, thai ghép va ngd doc CNI s& dé xuét hién song
hanh trén nhitng ngudi bénh c6 ndéng d6 thude dao
dong, diéu nay rat dang quan tdm trong qué trinh
thuc hanh 1am sang. D& giam IPV, viéc xac dinh rd
khoang dich diéu tri t6i uu cho CO TAC dong vai
tro rat quan trong. Piéu nay s& gitp giam thiéu sy
dao dong TAC dén tir phia bac sy chinh liéu thude.
Nhiing nguy co do qué lidu hodc khong dat ngudng
ctia thudc 1am gia ting dang ké chi phi diéu tri cling
nhu lam anh huéng tryc tiép dén két cuc cua than
ghép. Chinh vi vay, IPV nén duoc kiém soat thap dé
gitp cai thién két cuc than ghép. Mot s6 nghién ciru
gin day cho thiy gia tri cua IPV c6 thé dao dong
kha 16m (1 - 60%), tiiy thudc vao thoi diém sau ghép
than, s6 1an tai kham, tbc do chuyén héa TAC [11,
18]. Nghién ciru ciia chiing t6i cling cho thiy su dao
dong lon trong gia tri ctia [PV gitta cac bénh nhan,
dac biét la gia tri trung binh cia IPV c6 xu hudng
cao hon cac nghién ciru trude day [11, 18, 19]. Didu
nay c6 thé do bénh nhan cua chung t6i chua dugc
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danh gia vé toc do chuyén héa TAC nén béc sy kho
c6 thé chu dong qué trinh chinh liéu. Cac nghién
ctru da chi ra cac yéu t6 khach quan co thé lam gia
tang IPV c6 thé ké dén hang dau 1a viéc tuan thu
diéu tri, tbc d6 chuyén hoa TAC ciing nhu cac bénh
dong mac. Nhu vay, tir mdi lién quan giira cac yéu
t6 nay v6i IPV cho thay viée xac dinh khoang dich
diéu tri tdi wu cho CO TAC tré nén quan trong hon
bao gid hét. Pidu nay sé& giup cac bac si co cai nhin
téng quan hon vé cac yéu t anh huong dén ndng do
TAC trude khi chinh liéu, han ché t6i da tinh trang
dao dong nong do thude khong dang co. Ngoai ra,
bénh nhan trong nghién ctru déu khong duoc danh
gia dinh ky tinh trang xuat hién khang thé khang
HLA déc hi€u sau ghép nén viéc lua chon dich n@)ng
d6 CO TAC phu hop va diéu chinh liéu thubc khong
duoc thuc hién chu dong theo muc do mién dich
cua bénh nhan. Bén canh do6, tai Viét Nam chua c6
nhitng khuyén céo thong nhét va cap nhat vé khoang
dich CO TAC nén vi¢c thyc hanh lam sang cua mdi
bac sy sé co6 nhitng khac biét riéng.

Mic du sinh thiét than ghép thuong quy ddi véi
ton thuong than cép khong duoc tién hanh, ngod doc
CNI va thai ghép la nhling nguyén nhan thuong gap
gdy ton thuong than cip. Do d6, mdi twong quan 13
rét hon gitta IPV véi ton thuong than cdp va nhap
vién vi nhidm tring so véi thai ghép cp trong nghién
ctru ctia chung t6i goi ¥ rang thoi gian CO TAC vuot
qua ngudng diéu tri duong nhu chiém uu thé hon.
Két hop v6i su gia ting nguy co nhiém CMV & bénh
nhan c6 CO TAC > 9, lya chon dich diéu tri CO TAC
c6 vé khong nén vuot qua ngudng nay mic du két
qué cho thdy nhitng bénh nhan CO TAC > 9 ¢6 nguy
co suy giam MLCT thip nhat (hinh 2).

Nghién ctru nay con mot sé6 han ché khi chua
phan tich anh hudng ciia nguy co mién dich dén viéc
lya chon dich CO. Ngoai ra, nghién ctru cling chua
danh gia ti s6 CO / liéu thuéc TAC. Tuy nhién, ti s6
nay dudng nhu khong thuc su nhét quan trong cliing
mot bénh nhan va nén dugc danh gia dya trén co so
kiéu gen CYP3AS5, diéu kho tham do rong ri tai Viét
Nam. Hon nita, chinh liéu TAC dya trén gia tri CO
s& gitp bac sy ap dung d& dang hon 14 ti 1& CO/ lidu.
Ngoai ra, do cd& mau con han ché dan dén ti 16 mot
56 bién ¢b 1am sang con thap nén khong thé danh gia
day du nguy co va phén tich cac yéu t6 nhidu, kha
nang phan chia nho cac nhém CO TAC cho can ddi

ciing gip kho khan. Viéc khong thé sinh thiét than
thudng quy voi toan bo bénh nhan ton thuong than
cap ciing khién chan doan nguyén nhan khong duoc
day du. Viéc ap dung hé théng co so dit liéu qudc
gia ctia bénh nhan ghép tang cho cac nghién ctru tiép
theo c6 thé dem lai nguén dir liéu 16n, lam co s dua
ra nhitng khuyén cao phii hop nhét véi mdi khu vie.
V. KET LUAN

Phan tich mdi quan hé giita ndng do TAC véi
cac két cuc 1am sang co6 thé giup xac dinh khoang
diéu tri t6i wu cho ngudi bénh sau ghép than. Bén
canh két cuc chung vé chuc nang than, cac két cuc
lién quan dén néng d6 thude dudi nguong hodc vuogt
ngudng diéu tri déu co gia tri trong viée tim dich
diéu tri phu hop. Khoang dich CO TAC tir 7 - 8.9 ng/
ml ¢6 thé duoc can nhéc trong thoi gian sau ghép
than tir 2 thang dén 12 thang.
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