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BU'O'C PAU DANH GIA MOI LIEN HE GIG'A NONG PO TACROLIMUS
GIAI POAN SO'M VA NGUY CO’' GVHD CAP TRONG GHEP TE BAO GOC
NU’A THUAN HO'P: PHAN TiCH FINE-GRAY VA LANDMARK

TOM TAT

Pat van dé: Ghép t€ bao goc tao mau nira thuan
hgp st dung cyclophosphamide sau ghép (haplo-
PTCY) da mang lai nhiéu két qua tét cho nguGi bénh
khéng cé ngudi cho phu hgp hoan toan HLA, song
bénh ghep chGng chu (GVHD) cap van la b|en chiing
chinh can dudgc quan tam sau ghep du da glam dugc
tan sudt dang k& nhd vao cd ché cta PTCY. Nong do
Tacrolimus_(TAC) cling déng vai trd quan trong trong
rc ché mién dich cia du phong GVHD. Viéc nghién
ctru muc t6i uu va anh hudng Ién GVHD v6 clng can
thiét, dac biét & giai doan sém sau ghép. Muc tiéu:
Panh gid mai lién hé gitta nong dé TAC tuan 1-4 va
nguy cé GVHD cdp II-IV va III-IV sau haplo-PTCY.
Phuong phap nghién ciru: Nghién clru hoi clru trén
59 ngudi bénh ghép haplo-PTCY tai Bénh vién Truyén
mau Huyet hoc (2019-2024). Nong do TAC (ng/mL)
tai cac tuan 1, 2, 3 va 4 dugc phan tich cling véi murc
dé GVHD cap. Phep kiém Mann- -Whitney dugc dung
cho tim kiém khac biét, md hinh  Fine-Gray
proportional hazards cho HR nham x{ ly competing
risks (rU| ro canh tranh) va landmark anaIyS|s (phan
tich diém moc) tai ngay 7 va 14 dé danh gia ty 1é cong
don. Phan tich so liéu dugc thuc hién bang phan mém
EZR va SPSS, p<0,05 dugc xem |3 cé y nghia thdng
ké. Két qué: Nhém GVHD c&p III-1V c6 ndng dé TAC
thap han & tuan 1 (1,75 [95%CI 1,10-2,50] SO vd| 6,3
[95%CI 0,90-25,50], p= 0 012) clia nhom co nong do
TAC cao. Phan tich diém méc cho thay ty I& cong don
GVHD cap III-IV cao han & nhém cé nong do TAC
thdp (<6 ng/mL) tai ngdy 7 — tudn 1 (14,3%,
p=0,008) va ngay 14 — tuan 1-2 (12,5%, p=0,036).
Phan tich Fine-Gray don bién cho két qua HR= 0,3938
(95% CI: 0,2021-0,7672, p=0,0062) cho thay nong do
TAC tusn 1 lién quan dang k& dén viéc giam nguy cd
GVHD cap do III-1V cho moi 1 ng/mL tang. Két luan:
Nong do TAC tuan 1-2 c6 mai lién quan cd y nghia
thong ké v8i GVHD cap do III-IV sau haplo PTCY véi
khuyén nghi duy tri 26 ng/mL trong giai doan sém.
Céc nghién clu I6n han vé sau can dugc thuc hién dé
xac nhan do han ch& mau nho va it cac bién co. Tor
khoa: Tacrolimus, GVHD cép, haplo-PTCY, Fine-Gray
model, landmark analysis, competing risks.
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ASSOCIATION BETWEEN EARLY
TACROLIMUS CONCENTRATIONS AND
ACUTE GVHD RISK IN HAPLOIDENTICAL
STEM CELL TRANSPLANTATION: FINE-

GRAY AND LANDMARK ANALYSES

Background: Haploidentical hematopoietic stem
cell transplantation using post-transplant
cyclophosphamide  (haplo-PTCY) has improved
outcomes for patients without fully matched donors.
However, acute graft-versus-host disease (GVHD)
remains a significant complication despite reduced
incidence via PTCY. Tacrolimus (TAC) plays a crucial
role in GVHD prophylaxis, yet optimal levels and their
early post-transplant impact on GVHD remain unclear.
Objectives: To evaluate the association between TAC
levels in weeks 1-4 and the risk of acute GVHD grades
II-IV and III-IV after haplo-PTCY. Methods:
Retrospective study of 59 patients undergoing haplo-
PTCY at Blood Transfusion and Hematology Hospital
(2019-2024). TAC levels (ng/mL) were analyzed
alongside GVHD. Mann-Whitney tests assessed
differences in medians, Fine-Gray proportional hazards
models estimated hazard ratios (HR) accounting for
competing risks, and landmark analyses at days 7 and
14 evaluated cumulative incidence. Data were
analyzed using EZR and SPSS software, with
significance at p<0.05. Results: The GVHD III-IV
group had lower median TAC levels in week 1 (1.75
[95% CI 1.10-2.50] vs. 6.3 [95% CI 0.90-25.50],
p=0.012). Landmark analysis showed higher
cumulative incidence of GVHD III-IV in the low TAC
group (<6 ng/mL) at day 7 — week 1 (14.3%,
p=0.008) and day 14 — week 1-2 (12.5%, p=0.036).
Univariate Fine-Gray analysis revealed an HR of 0.39
(95% CI 0.20-0.77, p=0.006) for week 1 TAC levels,
indicating a reduced risk per 1 ng/mL increase.
Conclusion: Week 1-2 TAC levels are significantly
associated with grade III-IV acute GVHD after haplo-
PTCY, and it is recommended to maintain = 6 ng/mL
early. Larger prospective studies are needed to confirm
findings, given the small sample and limited events.
Keywords: Tacrolimus, acute GVHD, haplo-PTCY,
Fine-Gray model, landmark analysis, competing risks.

I. GIO1 THIEU

Ghép té bao g6c tao mau nlra thuan hgp véi
cyclophosphamide sau ghép (haplo-PTCY) da trd
thanh mot lua chon diéu tri hiéu qua cho cac
nguGi bénh mac bénh ac tinh huyét hoc khdng
co ngu&ji cho phu hgp hoan toan HLA, nhd kha
nang glam nguy cd bénh ghep chong cha
(GVHD) ma van duy tri hiéu qua ghép chdng ung
thu [1]. Trong phdc d6 haplo-PTCY chuén,
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tacrolimus (TAC) dugc s dung két hgp vdi
mycophenolate mofetil (MMF) va PTCY dé (ic ché
mién dich, nhdm kiém soat GVHD cdp. Tuy
nhién, GVHD c4p van la bién chirng dang ké, Vi
ty 1& bénh d6 II-IV dugc bdo cdo tUr 15% dén
40%, tuy thudc vao cudng doé diéu kién hoa va
nguon té€ bao gdc [2]. Vai tro ciia ndng do TAC
trong huyét thanh déi véi nguy cd GVHD cdp van
chua dugc lam rd hoan toan, dac biét trong boi
canh haplo-PTCY, ndi ma liéu lugng va thdi gian
duy tri néng dd TAC cd thé anh hudng dén két
qua ghép.

TAC la thuGc Uc ché calcineurin hiéu qua
trong phong ngtra GVHD sau ghép, véi nong do
muc tiéu thudng dugc khuyén cdo tur 5-15
ng/mL trong giai doan sém. Trong haplo-PTCY,
mot s6 nghién c(ru héi ciru tlr nhém nghién ciu
8 My va chau Au cho thay nong d6 TAC ban dau
on dinh (TISS) <10 ng/mL khdng lam téng nguy
cd GVHD cdp, nhung giam nguy cg nhiém tring
ma khong anh hudng dén ty 1€ tai phat hodc
song con [2]. Cac nghién clru gan day ciling cho
thdy két qua vé ndng dd TAC cb thé khdng anh
hudng dén GVHD sau ghép va muc tiéu < 8
ng/mL la chdp nhan dudgc nham can bang gilra
an toan va hiéu qua [1].

Cic yéu t6 nén
(tudi, gidi va dic
diém nguoi bénh

trudc ghép...)

[

| Ghép Haplo-PTCY | NO

Hién nay, cac nghién cu tdp trung cu thé
vao GVHD cap sau haplo-PTCY tai cac nudc dang
phét trién nhu Viét Nam, ndi cac trung tdm ghép
I6n con dan lé va phac do haplo-PTCY méi dugc
trién khai gan day, dan dén viéc 4p dung rong
rai con han ché. Do do, viéc ti€én hanh nghién
clru nay la can thiét dé€ cung cép dir liéu trong
nudc, gép phan cai thién tinh trang 1am sang cua
ngusi bénh va toi uu hod cac khuyén cdo vé
nong dé TAC trong bsi canh nguon luc han ché.
Nghién clu nay thuc hién danh gia hoi clu trén
doan hé nguGi bénh haplo-PTCY tai Bénh vién
Truyén mau Huyét hoc, tap trung phéan tich mai
lién hé gilta néng d6 TAC dugc do ludng hang
tuan trong 28 ngay dau sau ghép va ty 1é GVHD
cap do II-1V va III-IV st dung mo6 hinh héi quy
Fine-Gray propotional hazard dé xu Iy rdi ro canh
tranh va phan tich Landmark tai ngay 7 va 14 dé
danh gia ty 1€ cong don GVHD cap.

Il. PHUONG PHAP NGHIEN CU'U

Thiét ké va dia diém nghién ciru

Nghién ciru sr dung thiét k€ doan hé hoi
cttu, dugc tién hanh tai Bénh vién Truyén mau
Huyét hoc tir thang 01/2019 dén thang 12/2024.
Nghién cltu dugc phé duyét bdi HOi dong Dao
dirc ctia bénh vién ma s6 36/CN-HDDD.

Bién so phu thugc
thoi gian
|

Pinh lrong
nong dj TAC

N5 l 1 GVHDclp

( ) Truyén
T

Yéu 16 phoi nhiém
(Exposures)

té bao gé)c

L )
T

Két cuce
(Outcome)

S0 do 1: So do thiét ké nghién cuu

Poi tugng nghién ciru

Bao gom tat ca ngudi bénh ghép haplo-PTCY
két hgp vai TAC 0,05mg/kg/ngay vao ngay +5
sau ghép va mycophenolate mofetil (MMF) dé du
phong GVHD. Ngudi bénh phai c¢6 dit liéu theo
doi it nhat 100 ngay sau ghép va cd it nhat 2 lan
do ndng d6 TAC trong 28 ngay dau. Nghién ciru
loai trtr cac trudng hgp ghép [an 2 va sif dung
du phong GVHD bang cyclosporine (CSA) thay
cho TAC.

Thu thap va xir dir liéu

Thu thép dif liéu cac yéu t8: tudi, gidi, chan
doan, Disease Risk Index (DRI), Hematopoietic
Cell Transplantation-Comorbidity Index (HCT-CI),
mic do phu hgp HLA, phac d6 diéu kién hoa,
lifu CD34. Nong do TAC dugc do bang phuang
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phdp Chemiluminescent Immunoassay trén may
Alinity, v&i ndng do trung vi hang tuan (tuan 1:
ngay 1-7; tuan 2: ngay 8-14; tuan 3: ngay 15-
21; tuan 4: ngay 22-28 sau ghép). Nong do muc
tiéu: 5-15 ng/mL. Bién két qua chinh: GVHD cap
do II-IV va III-IV, chdn doéan theo tiéu chuén
Mount Sinai Acute GVHD International
Consortium (MAGIC), vdi danh gid ldam sang
hang tuan bgi nhdm ghép [3].

Phan tich thong ké

St dung phan mém EZR va SPSS phién ban
27 [4].

Bién s6 phan loai trinh bay dudi dang so
lugng (n) va phan trém (%); bién sd lién tuc
dugi dang trung vi [khoang]. So sanh nhom:
Kiém dinh chi binh phuong hodc Fisher exact
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test cho bi€én phan loai; Wilcoxon rank-sum test
cho bién lién tuc. Standardized mean difference
(SMD) d€ danh gia kich thudc hiéu (ng (>0,5 coi
la vira phai).

Ty 1é cong dén GVHD cép bang phuang phap
cumulative incidence of competing risks (CICR)
v@i Gray test (xr ly t&r vong khong do GVHD la
rdi ro canh tranh).

Anh hudng cla TAC: Landmark analysis
(Phan tich diém mdc) tai ngay +7 (tudn 1) va

+14 (tudn 1-2) dé danh gid tadc ddng cla ndng
do TAC (la bién s6 phu thudc thgi gian) dén
GVHD cap. M6 hinh hdéi quy Fine-Gray
proportional hazards (HR) cho rdi ro canh tranh
dung dé€ phén tich don bién. Giad tri p <0,05
dugc xem la c6 y nghia thong ké.

INl. KET QUA
3.1. Péc diém ngudi bénh ghép haplo-
PTCY

Bang 1. Pic diém chung

, — aGVHD d6 II-IV aGVHD @6 TII-1V
Pic diém (n=599) Khéng C6  [Gia trilgyp| Khéng C6 [ Gid [sup
(n=50) (n=9) p (n=55) (n=4) |(trip
Tudi 29,60 | 30,25 | 22,00 29,60 | 29,95
(trung vi (670, | [7,50, | [670, |0,302 0,340 [7,50, | [6,70, [0,6290,149
[khoang]) 57.70] | 57.70] | 40.90] 57.70] | 40.90]
Gidi tinh (%)
Nam 32 (71,2) [ 34 (68,0) [ 8 (88,9) 138(69,1) | 4 (100,0)
NG 17(28,8) 116 (32,0) | 1 (1L.1) | 263 0225 37(30.9) T 0 (0,0) °3140:946
Chan doan (%)
Bach cau cdp | 40 (67,8) | 32 (64,0) | 8 (88,9) 3767,3) | 3(75,0)
dong tuy
oansinh tuy | 4(68) | 4(80) | 0(0,0) Z(73) | 0(0,0)
Xuang
Bach cau cdp | 9(15,3) | 8(16,0) | T (1L,1) 8(14,5) | 1(25,0)
dong lympho
Bachcauman | 2(3,4) | 2(4,0) | 0(0,0) 2(3,6) | 0(0,0)
dong tuy 1,000 0,755 0,7990,692
Xo tuy xuong | 1(L,7) | 12,00 | 0(0,0) 1(1,8) | 0(0,0)
Bachcaucap | 1(L7) | 1(2.0) | 0(0.0) 1(1.8) | 0(0.0)
biphenotype
Bachcauman | 1(L,7) | 1(20) | 0(0,0) 1(1,8) | 0(0,0)
dong mono
HBi ching thue | 1 (L,7) | 1(2,0) | 0(0,0) 1(1,8) | 0(0,0)
bao mau
DRI (%)
Thép 10 (16,9) | 9(18,0) | 1 (11,1) 10(18,2) | 0(0,0)
Trung binh | 19 (32.2) | 16 (32,0) | 3 (33.3) 18 (32,7) | 1(25,0)
Cao 20 (49.2) | 24 (48,0) | 5 (55.6) | 1000 0:293 56273 3 (75.0) |/8310,796
R&t cao 1(1,7) | 1(2,0) | 0(0,0 1(1,8) | 0(0,0)
HCT-CI (%)
0 53(89,8) | 45 (90,0) | 8 (88,9) 50 (90,9) | 3 (75,0)
12 6(10,2) | 5(10,00 | 1(1L.1) | 11090 00365 g 1y 1 (75.0) |3>70:433
Phti hop HLA (%)
SR0Lehsime | 234 | 2(40) | 0000) 2(36) | 0(00)
8/10 3G,1) | 3(6,00 | 0(0,0) 3(5,5) | 0(0,0)
7/10 9 (15,3) | 7 (14,00 [ 2(22,2) | 9830 (05725712 8y 1 (25,0y |°4820,903
6/10 14(23,7) | 11 (22,0) | 3 (33.3) 12 (21,8) | 2 (50,0)
5/10 31 (52.5) | 27 (54.0) | 4 (44.4) 30 (54.5) | 1(25.0)
Cudng do diéu kién hoa (%)
Digttuy [ 32 (54,2) [ 24 (48,0) | 8 (83,9) |y 29 (52,7) [ 3(75,0)
Gidm cudng d6 | 27 (45.8) | 26 (52.0) | 1 (11.1) | 9310,98055775"3) 1 (25.0) (0170477
Lidu CD34 7,00 o 7,00 7,00 7,43
(trung Vi (642, |6 45045 (654 |0349 p1og [642 | [6,54, (0,6210,282
[khoang]) 9,46] |[6:42/946] 450 9,46] | 8,00]
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Hau hét déc diém khéng khac biét gilta hai nhdm c6 va khéng GVHD cép, ngoai trir cudng dd
diéu kién hda cao han ¢ nhom GVHD II-1V (p=0,031).
3.2. Pic diém nong dd tacrolimus
Bang 2. Bac diém néng dé TAC theo tuin sau ghép haplo-PTCY

Téng GVHD cap d6 II-IV GVHD cap d6 ITI-IV
Pac diém - Khong Co6 [Gia tri Khéng Co e
(n=59) (n=50) | (n=9) b SMD (n=55) | (n=4) Gia tri p| SMD

Tuan 1 610 | 635 | 3,70 630 | 1,75

(N1-N7) | [0,90, | [0,90, | [L,10, [0,90, | [1.10,

(trung Vi 2550] | 25.50] | 10.30] | 9177 | 0543 | 35’507 | 2507 | 0,012 1,491
[khoang])

Tuan 2 680 | 684 | 663 687 | 325

(N8-N14) | [207, | [2.13, | [2.07, [2.13, | [2,07,

(trung vi 17.18] | 1718] | 16,00] | 9820 | 0.025 | {7'48] | 16,00] | %182 |0,260
[khoang])

Tuan 3 838 | 855 | 7,77 8,46 | 6,83
(N15-N21) | [3,60, | [3.60, | [4,83, [3.60, | [4.83,

(trung Vi 16.43] | 16.43] | 12,05] | 2690 | 0256 | 15'43] | 9977 | 0423 | 0,565
[khoang])

Tuan 4 9,81 9,81 | 10,52 9,70 | 11,57
(N22-N28) | [2.77, | [2.77, | [6,05, 1277, | [9,47,

(trung Vi 19.33] | 19,27] | 19,33] | 9221 | 0314 | {g'33) | {1'g3] | O>%6 | 0,336
[khoang])

Tuan 1-2 6,55 713 | 6,30 713 | 2,89

(N1-N14) | [1,93, | [194, | [193, (194, | [1.93,

(trung vi 1564] | 15.64] | 11.50] | %284 | 0198 | 15'64) | 11/33] | 0117 | 0,653
[khoang])

Tuan 3-4 930 | 930 | 9,23 941 | 815
(N15-N28) | [3.60, | [3.60, | [7.74, [3.60, | [7.74,

(trung Vi 16,971 | 16,97] | 12.72] | 984> | 0,085 | {5'971 | 10,77 | 042 |0:243
[khoang])

Tuan 1-4 8,35 836 | 8,29 837 | 598

(N1-N28) | [2,00, | [3.34, | [2.00, [3.34, | [2.00,

(trung Vi 1461] | 14.61] | 10,96] | 9220 | 0202} 12647 | 10,96] | 17> | 0,770
[khoang])

Nhém GVHD cdp db III-IV cé néng d6 TAC thap hon & tuan 1 (p=0,012). Nong do TAC tai cac
tuan 2, 3, 4, 1-2, 3-4 khong co su khac biét co y nghia thong ké déi v8i GVHD cap.

. B .
GVHD cép 6 2-4 GVHD cip 46 34

- === Khong . === Khéng
am —cs am —_—co

Trung vi ndng dé TAC
Trung v| ndng dd TAC

Tuin 1 Tudin 2 Tudn3 Tulin 4 Tudn 1 Tudn 2 Tudn 3 Tudn 4
Thé gian sau ghép (tudn) Thii gian sau ghép (tuén)
Biéu db 1. Puong da tuyén trung vi néng dé TAC theo thoi gian & nguoi bénh co va khéng
c6 GVHD cép dé II-1V (A) va GVHD cép dé III-1V (B).
Nhom GVHD cdp do III-IV c6 néng do TAC thap hon & tuan 1 (p=0,012) va c6 khuynh huéng
thap & tuan 2.
3.3. Dic diém GVHD cap
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A B
10 o 10
08 a8
508 £08 -
2 i
2 2
8 ki
e -
Fo4 Foa
aGVHD d§ li-Iv
02 A 15,3% (85% Cl 7,5-25,5%) 0z -
aGVHD d6 11I-IV
_'_r'_l—"'- 6.8% (95% GI2,2-15,1%)
00 00 | —
T T T T T T T T T
0 20 40 60 80 100 [} 20 40 60 80 100
S8 luging o6 gy Thei gian sau gheép (ngay) 6 luong o6 nguy oo Thail gian sau ghép (ngay)
59 54 a4 a2 a1 40 59 55 48 a7 46 45

Biéu dbé 2. Ty Ié céng dén GVHD cép dé II-1V (A) va GVHD cép dé ITI-1V (B)

trong phén tich rdi ro canh tranh
Ty 1€ cong don GVHD cap do II-1V va III-1V [an luct la 15,3% va 6,8%.

A B
10 Néng d& TAC tudn 1 10 Néng dé TAC tun 1.2
=== <Gngiml === <6 ngiml
26 ngiml —— z6ngiml
08 - 08 -
£05 So06
3 3
@ @
g g
& &
3 3
- =
[ [
0z - aGVHD dé lI-V. 0z - aGVHD dé lll-Iv
143Nl 45205 12,55 (95% C13,1-28.7%)
______ V [
-1 j———— H
! *p=0,0308 e *p=10,036
00 00 .
T T T T T T T T T T
o 20 40 60 80 100 o 20 40 60 80 100
Thivi gian sau ghép (ngay) Thiri gian sau ghép (ngay)
56 lugng b nguy cor S lugng co nguy cor
<6ng/iml 28 25 21 20 20 19 <@ngiml 24 21 17 16 16 15
=B ngiml 31 30 28 27 26 26 =6ngml 34 34 32 31 30 30

Biéu db 3. Ty 1é cdng dén GVHD cép dé III-1V phén tich tai diém méc (landmark) ngady 7

(A) va ngay 14 (B) theo néng dé TAC

Ty 1€ cong don GVHD cap do III-1V cao han & nhdom TAC thap < 6ng/mL tai nhirng tuan sém sau

ghép (p<0,05 & landmark tuan 1-2).

o o
Hazard Ratlo (95% CT) - Lug Seale.

Dinh lwgng ndng dj TAC HR 95% CI Gid trip
Tudn 1 (N1-N7) — 03938 02021 -0.7672  *0,0062
Tudn 2 (N8-N14) —_— 08789 04479-1,7240 07100
Tudn 3 (N15-N21) — T 08340 0,5914-1,1760 03000
Tudn 4 (N22-N28) - 1,0670 09573 1,1900  0,2400
Tudn 1-2 (N1-N14) T 07323 0.3647- 14710 03800
Tudn 3-4 (N15-N28) — 09294 0733211780 0,5500
Tudn 1-4 (N1-N28) —_— 06513 0.3710-1,1430 0,140

Biéu do 4. Phéan tich hoi quy Fine-Gray don bién cho rii ro canh tranh GVHD cép dé III-1V

Nong do TAC tuan 1 c6 HR=0,394 (p=0,0062), cho thay hiéu (fng bao vé sém.
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IV. BAN LUAN

Nghién clu nay danh gia anh hudng cla
nong dé TAC Ién nguy cd GVHD cap sau ghép
haplo-PTCY trén 59 ngudi bénh, st dung cac
phudng phap théng ké theo khuyén cdo cua
Hiép hoi Ghép mau va Tuy xudng Chau Au
(EBMT) dé xtr ly cac bias do cac bién cd canh
tranh (competing events). Hau hét dic diém co
ban nhu chan doéan (chd yéu bach cau cdp dong
tuy véi 67,8%), chi s6 DRI, HCT-CI, mic d6 phu
hop HLA va liéu CD34 khéng khac biét dang ké
gitta nhdm c6 va khong GVHD cédp (p >0,05,
SMD trung binh), cho thdy cac nhém tuong doi
can bang. Tuy nhién, cuGng d6 diéu kién hoa
cho thdy su’ khac biét dang ké & nhém GVHD dd
II-IV (p=0,031, SMD=0,980), Vvéi ty I& diéu kién
hoa diét tuy cao hon & nhém cdé GVHD (88,9%
so véi 48,0%), goi y diéu kién hoa diét tuy co
thé tdng nguy cd GVHD. Tuy nhién, ching toi
khdng s dung cac bién s6 déc diém chung dé
hiéu chinh mé hinh nong dé6 TAC do s6 lugng
bién c6 GVHD cap do III-IV khong du manh (5-
10 bién c8) dé phén tich da bién.

Phan tich nong d6 TAC theo thai gian (Bang
2) cho thdy su khac biét dang ké & tudn 1 d6i
vGi GVHD d6 III-IV (p=0,012, SMD=1,491), vdi
nong do thap han & nhom cd GVHD (trung vi
1,75 [1,10-2,50] so v&i 6,30 [0,90-25,50]), nhan
manh vai tro cta TAC thap ban dau nhu yéu to
nguy cd. Tuy nhién, khong cé khac biét ro rét &
nhém GVHD do II-IV (p cao, SMD thap), cho
thdy TAC c6 thé it anh hudng dén GVHD nhe
han. Ngoai ra, biéu d6 1 ciing bd sung minh hoa
su’ thay ddi ndong dd TAC trung vi theo tuan, vdi
nhom GVHD cdp do III-IV ¢d n6ng do TAC thap
hon 16 rét & tuan 1 va xu hudng thap & cac tuan
sau so vGi nhom khong GVHD cép do III-1V. Dai
vdi GVHD cap do II-1V, khéng cd khac biét dang
k& (p=0,177 & tuan 1), cho thdy TAC ban dau cd
y nghia quan trong han cho GVHD nang.

DE biéu thi tinh chinh xac cta di liéu, ching
t6i ap dung phuang phap Landmark analysis va
mo hinh Fine-Gray proportional hazards.
Landmark analysis (Biu dd 3) danh gia ty 1&
cdng don GVHD cdp do III-IV cdp tir cac moc
thdi gian cu thé (ngay 7 va 14) nhdm tranh bias
tur sy kién sém (tr vong trude khi méc GVHD) va
dong thdi phan anh chinh xac mai lién quan cla
nong do TAC (bién s6 phu thudc thai gian) vdi
GVHD n3ng. Biéu dd cho thay tai ngay 7 (tuan
1), ty I&é GVHD do III-IV cao hon & nhdm TAC
thdp (<6 ng/mL) dat 13,4% (95% CI: 4,5-
26,9%) tai 100 ngay (p=0,008). DGi VGi
Landmark ngay 14 (tuan 2), ty lé cong don
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GVHD cdp d6 III-1V cling cao han & nhém TAC
thdp (<6 ng/mL), dat 12,5% (95% CI: 3,7-
27,9%) tai 100 ngay sau ghép, so vdi nhdom co
néng do TAC tuan 1-2 cao, véi p=0,036. Tuy su
khac biét van dang k€& nhung it rd rét hon so Vi
Landmark ngay 7, cho thdy theo d6i ndng do
TAC & tudn 2 van c6 gid tri du bdo, b sung cho
dir liéu & Bi€u dd 1. Phan tich Landmark giup
nang cao do chinh xac thong qua viéc chi xét
nhitng ngudi bénh con s6ng va chua xuat hién
aGVHD tai thSi diém mdc. Cach tiép cin nay
khac phuc hiéu qua sai s6 thsi gian bat tlr
(immortal time bias) va tinh chat phu thudc thai
gian cla bién sO (time-dependent), phan anh
dung ban chat néng dé TAC la yéu t6 dudc do
ludng sau ghép thay vi bién phgi nhiém c6 dinh
ban dau.

M6 hinh hdi quy Fine-Gray (Biéu dd 4), sau
khi hiéu chinh bién c6 canh tranh la t&r vong
khong do GVHD cdp, da xac nhan nong do TAC
trong tuan 1 la yéu t6 tién lugng ddi véi GVHD
cdp d6 III-IV. Cu th&, moi 1 ng/mL ndng dd
thuGc tang thém gidp giam 61% nguy cc xuat
hién bién c6 nay (HR=0,39; KTC 95%: 0,20-
0,77; p=0,0062). K&t qua nay hoan toan nhat
quan vdi dir liéu tUr phan tich Landmark va so
sanh trung vi tai Bang 2. Cac khoang thdi gian
khac nhu tuan 2 hoac tuan 1-4 khong cho thay
su' khac biét dang ké (p >0,05), v&i HR gan 1,
goi y rang ndng dd TAC & giai doan sau co thé it
anh huéng han dén nguy co GVHD cap do III-IV
khi phan tich dan bién.

Két qua clia chdng t6i cho thdy nong do TAC
thdp trong giai doan sém (tuan 1-2) lién quan
dén tdng nguy cd GVHD cap do III-1V sau haplo-
PTCY giGp nhan manh vai tro bao vé cla TAC
[5]. Nikoloudis et al. bao cdo rang TAC cao hon
@ tuan 3-4 giam sHR d6i vdi GVHD III-1V (0,83)
va NRM [5]. Ngudc lai, Yao et al. cho thdy nong
dd TAC 6n dinh s6m <10 ng/mL khéng téng
GVHD nhung giam nhiém trung virus, va Trepte
et al. khong phat hién lién hé rd rang gilta TAC
v8i GVHD hodc tai phat [2,6]. Marco et al. bd
sung rang d6 bién thién noi tai ngudi bénh (IPV)
TAC cao (>50th percentile) tdéng HR cho GVHD
II-IV (2,99), nhdn manh nhu cau theo ddi 6n
dinh nGng d6 sém [7]. Ngoai ra, Ganetsky et al.
cling bdo cdo rdng néng do TAC trung binh cao
hon (>11.9 ng/mL) trong 2 tuan dau giam nguy
c6 GVHD cap d6 II-IV (HR 0,5, p=0,03) trong di
ghép str dung diéu kién hoa giam cudng do, ho
trg quan sat cua chung t6i vé vai tro bao vé cla
TAC sém, du doan hé chd yéu trong nghién ciiu
cla ho la ngudi cho khong déng huyét thong va



TAP CHi Y HOC VIET NAM TAP 561 - THANG 4 - SO 1 - NAM 2026

khong dung PTCY [8]. Cho et al. gan day hd trg
rang nong dd TAC sGm anh hudng dén két cuc
tong thé sau PTCY, nhung nhin chung dit liéu 16n
hon can dugc dé xac dinh diém cat toi uu [1].

Tai Viét Nam, haplo-PTCY mdi trién khai tir
2015 vai nguon luc han ché. Vi vay, két qua
budc dau nay c6 gid tri thuc tién, ho trg khuyén
cao duy tri néng do TAC > 6 ng/mL trong tuan
1-2 d&€ giam GVHD ndng. Tuy nhién, nghién cliu
ching t6i cé han ché la mau nhd (n=59), ty Ié
GVHD ndng thap va chua phan tich sau cac yéu
t6 nhieu va bias, do dé can thém cac nghién ciru
tién clru, da trung tdm I8n hon dé xac nhan va
danh gia tac dong dén cac két cuc sdng con khac
ngoai GVHD.

V. KET LUAN

Tom lai, nong d6 TAC trong 2 tuan dau sau
ghép dugc xac dinh la yéu t6 lién quan mat thiét
dén nguy cd GVHD cap do III-1IV trén ngudi bénh
ghép Haplo-PTCY. Két qua nay nhan manh tam
guan trong cua viéc giam sat chat ché néng do
thudc va diéu chinh liéu chu déng ngay tu giai
doan sém nham tdi uu hoda két cuc sau ghép.
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KET QUA PIEU TRI VA MQT SO YEU TO NGUY CO' CUA
BENH VIEM TIEU PHE QUAN CAP O TRE EM DU01 2 TUOI
TAI BENH VIEN NHI PONG CAN THO'

Pham Bio Toan', Poan Dwong Chi Thi¢n', Nguyén T4n Nhat Minh!

TOM TAT

b3t van dé: Viém tiéu phe quan cap (VTPQC) la
bénh Iy hé hap pho bién & tré dUGl 2 tudi, diéu tri
triéu chiing la chu yéu. Xac dinh cac yéu to nguy cg
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gdy bénh cd y nghia thiét yéu ddi vdi chién lugc dy
phong bénh. Muc tiéu: banh gla két qua diéu tri va
khao sat mot s6 yéu to nguy co cla bénh VTPQC G tré
dugi 2 tu0| tai Bénh vién Nhi Dong Can Thg. Poi
tugng va perdng phap nghlen clru: Nghién clru
bénh chu’ng gom 80 tré VTPQC va 80 tré doi ching tai
Bénh vién Nhi Dong Can Tho tir thang 1/2025 dén
thang 7/2025. K&t qua: Tré mic VTPQC chi yéu <6
thang, nam nhiéu han nir, da sO song 3 ndng thon
tuy nhién khéng khac biét vé& gidi, tudi, dia du va can
nang gitfa hai nhoém. Thudc ding nhleu nhét 1a khang
sinh, gidn phé quan va corticoid; 10% suy ho hdp can
thd oxy. Ty I€ khoi bénh la 98,7%, 1,3% nang phai
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