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Két qua ghép té bao goc tity xwong tw than diéu tri xo gan
mat bu do viém gan virus B

Autologous bone marrow stem cell transplantation in treatment of
decompensated cirrhosis due to hepatitis B virus

bao Truong Giang**, Bui Tién Sy*, Vii Viét Sang*, *Bénh vién Trung wong Qudn doi 108,
Nguyén Binh An*, Nguyén Trong Tuyén*, **[Hoc vién Qudn y
Ly Tuan Khai*, Nguyen Tién Thinh*

Tém tat

Muc tiéu: Danh gia hiéu qua clia ghép té bao gdc tdy xuong tu than (ABMi) dé diéu tri xa gan mat
bu do viém gan B. Béi tuong va phuong phadp: 60 bénh nhan xa gan mat bu do virus viém gan B (tudi ti
41 - 74 tudi) dugc dua vao nghién ctu ti thang 6 nam 2016 dén thang 8 nam 2019 (trong dé 29 bénh
nhan diéu tri ghép té bao géc tly xuong- nhém ABMi, ca 2 nhém dugc diéu tri phac d6 chung cho bénh
nhan xc gan). Té bao géc tuy xuong (BM- HSCs) dugc thu thap tir 250ml dich tdy xuong, sau d6 loc khoi
té bao géc tdy xuong, truyén vao qua qua déng mach gan. Cac bénh nhan dugc theo déi 12 thang sau
ghép, danh gia hiéu qua dua trén xét nghiém can lam sang va thang diém Child-Pugh, MELD tai thoi
diém 3, 6 va 12 thang. Két qud: Sau diéu tri, albumin mau cai thién t6t hon & nhém ABMi cé y nghia
théng ké véi p<0,05 so v6i nhom ching & thang tha 6 va 12, khéng co su cai thién ¢ y nghia théng ké
vé bilirubin toan phan gita 2 nhém, p>0,05. Diém Child-Pugh & nhom ABMi & 6 thang gidm so vdi trudc
diéu tri ¢4 y nghia thdng ké vai p<0,05, di€ém MELD gidm & 6 thang so vdi trudc diéu tri, p>0,05. Cac bién
ching nhu: Xuat huyét tiéu hoa do vé tinh mach thuc quan, bénh nao gan, cé truéng, viém phuc mac vi
khuén tu phat & 2 nhém la tueng duong nhau, p>0,05. Két ludn: C6 su cai thién chiic nang gan & nhom
ABMi so v&i nhém chiing sau khi diéu tri.

Tir khéa: Xo gan mat bu, viém gan virus B.

Summary

Objective: To evaluate the effectiveness of autologous bone marrow stem cell transplantation to
treat hepatitis B decompensated cirrhosis. Subject and method: 60 patients with decompensated
cirrhosis due to hepatitis B virus (ages 41 - 74) were enrolled in the study from June 2016 to August 2019
(of which 29 were treated for bone marrow stem cell transplantation- ABMi group; both groups were
treated by general regimen for patients with cirrhosis). 250ml aspirated bone marrow fluid was used to
collect BM-HSC, then was injected into the liver through hepatic artery. Patients were followed for 12
months after transplantation and their efficacy was assessed based on subclinical tests and Child-Pugh,
MELD scores at 3, 6 and 12 months. Result. After treatment, albumin level improved better in the ABMi
group with statistical significance with p<0.05 compared to the control group at 6 and 12 months; there
was no statistically significant improvement in total bilirubin between the 2 groups, p>0.05. Child-Pugh
score in ABMi group at 6 months decreased compared with before treatment with statistical
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significance, p<0.05, MELD score decreased at 6 months compared to before treatment, p>0.05.
Complications such as: Bleeding due to varices, hepatic encephalopathy, ascites, spontaneous bacterial
infections in 2 groups were similar, p>0.05. Conclusion: There was an improvement in liver function in
ABMi group compared to the control group after treatment.

Keywords: Decompensated cirrhosis, hepatitis B virus.

1. D4t van dé

Xo gan la mot trong nhiing bénh phé bién nhat
va la nguyén nhan hang dau gay ti vong trén toan
thé gidi. & bénh nhan (BN) xa gan mét bu, chuc
nang gan bi suy yéu va tang ap cta la nguyén nhan
cla cac bién ching thudng gap nhu cé trudng, chdy
mau dudng tiéu hoa, viem phuc mac vi khuan tu
phat. G giai doan mat bu viéc diéu tri hién nay van
gap phai nhiéu thach thuc trong thuc hanh lam
sang, trong dé viéc dy phong va diéu tri cac bién
chiing chiém vai trd quan trong. Phuong phap toi
uu nhat la ghép gan. Tuy nhién, do su thiéu hut gan
lanh dé€ ghép cung su gia tang sé lugng BN suy chtic
nang gan man tinh va phu thudéc nhiéu vao trang
thiét bi ky thuat cta tiing khu vuc nén danh sach
chg doi ghép gan ngay cang tang. Biéu dé doi hoi
chuing ta phai c6 nhiing chién lugc diéu tri méi song
song vGi ghép gan.

Té bao gbc tuy xuong la nhimng té bao dau dong
cUa cac té bao trong tuy xuang nhu té bao xuong, té
bao sun, té€ bao mau, té bao m&. Nhiéu nghién ctu
da cho thay té bao goc tuy xuong c6 kha nang biét
hoa thanh cac mo khac nhau, nhu mé tim, gan, nao,
té bao ndi mo. Tai Viét Nam, hién nay chua c6 cong
trinh nghién ctu nao vé vai tro cla té bao géc tuy
xuong tu than trong diéu tri xo gan.

Xuat phat tu thuc tién trén ching toi tién hanh
nghién ctiu dé tai nay nham muc tiéu: Panh gia két
qua ghép té bao gdc tuy xuong tu than diéu tri xo
gan mat bu do viém gan virus B.

2. B6i tugng va phuong phap
2.1. Béi tugng

G6m 60 BN xo gan giai doan mat bu dugc chon
vao nghién ctu, trong dé 29 BN diéu tri ghép té bao
géc tay xuong, 31 BN & nhom ching, cd 2 nhom
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dugc diéu tri phac dé chung cho bénh nhan xo gan,
nghién cldu dugc tién hanh tai Bénh vién Trung
uong Quan doi 108 va Bénh vién Quan y 103 tu
thang 6 nam 2016 dén thang 6 nam 2019.

BN dugc chon vao nghién ctru khi thod man tat
Ca cac tiéu chi sau:

Xo gan do virus viém gan B, c6 diém Child Pugh
<10 ¢6 tudi tir 35 - 75 tudi.

BN déng thuan tham gia nghién ctu, c6 kha
nang tu doc hiéu déng thuan khi tham gia nghién
ctu, dugc héi dong y dic théng qua.

Bilirubin toan phan < 85umol/I.

Du kién thai gian séng thém trén 24 tuan.

BN bi loai ra khéi nghién ctu khi c6 moét trong
cac tiéu chi sau day:

Néng dé creatinin huyét thanh > 150umol/l;
INR > 2,5.

Cé ung thu gan hodc ung thu ca quan khac.

Xuat huyét tiéu, hodc viém phuc mac vi khuan
tu phat trong 1 thang gan day.

Cé mot trong cac bénh sau: H6i chidng gan
than, hoi chiing ndo gan, héi ching gan phdi, réi
loan chuyén hoéa nang, r6i loan chiic nang than
nghiém trong, cac bénh dudng hé hap, bénh tim
mach va/hodc cac bénh tam than, cac bénh nhiém
trung hé thong (bao gém lao).

2.2. Phuong phédp

Thiét ké nghién cuu: Thi nghiém lam sang
khoéng ngau nhién, c6 déi chiing, cé so sanh trudc va
sau diéu tri.

Cdc budc tién hanh: BN dugc tham kham lam
sang, lam xét nghiém (c6ng thidc mau, nhém mau,
ddéng mau toan bg, sinh hod mau: Chic nang gan,
than, enzym gan, néng d6 marker ung thu, siéu am
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6 bung, noi soi da day ta trang, dién tim, X-quang
tim phéi, chup cét |p vi tinh gan mat 3 thi.

BN dugc diéu tri thuéc khang virus dat dugc
muc tiéu Uc ché su nhan lén cuda virus, 6n dinh tinh
trang xo gan. Pugc diéu tri thong thudng phu hop
vdi giai doan xo gan (thuéc khang virus, bao vé té
bao gan) trong sudt qua trinh theo déi.

BN dugc choc hut tuy xuang khoi lugng 16n tur
250ml, sau d6 loc lay té bao géc don nhan tuy
xuong, truyén cham vao dong mach gan.

Chi tiéu nghién cuu: Danh giad chiic nang gan tai
cac thoi diém trudc diéu tri (To) va sau diéu tri: 03
thang (Ts), 06 thang (Te) va 12 thang (T,,); cac thang
diém Child-Pugh, MELD.

Cac biéu hién lam sang lién quan dén gan sé
dugc ghi nhan trong 12 thang theo cac tiéu chi sau:
C8 trudng mdi xuat hién biéu hién lam sang rd hoac
tang ndng lén, bénh nédo gan, chdy mau do tang ap
luc TMC, viém phuc mac vi khuan tu phat, hoi ching
gan than, ung thu gan mdéi phat hién va ti vong.

3. Két qua
Bang 1. Dic diém chung déi tugng nghién ciu
Pic diém Nhém ching (n =31) Nhém ABMi (n = 29) p

Tudi trung binh 58,16 £ 1345 57,97 £8,18 0,946
Tién st

)rfn ‘;thh;ﬁt ;f:nh((ﬁm%\)/d tinh 12 38,7 7 24,1 0,225
Bénh nao gan 5 16,1 34 0,196
Cé truéng 14 45,2 6 20,7 0,044
Vang da 10 32,3 4 13,8 0,129
Lam sang & can lam sang

Cé trudng 14 45,2 12 41,4 0,768
Lachto 13 41,9 3 10,3 0,008
Tuan hoan bang hé 9 29,0 16 55,2 0,04
Gian TMTQ 26 839 22 75,9 0,251
Gian tinh mach phinh vi 4 12,9 1 34 0,352

Két qua nghién clru clia ching téi cho thdy d6i tuong nghién clru tudi trung binh 58,07 + 11,13 tudi.
Tudi trung binh clla nhdm chiing (58,16 + 13,45 tudi) va nhém ABMi tuong dong nhau (57,97 + 8,18). Khéng
c6 su khac biét vé ty |é cé trudng, gian tinh mach phinh vi gap 8 nhom chiing va nhém ABMi, p>0,05. Tién st
xuat huyét tiéu héa (XHTH) do v& TMTQ, bénh ndo gan, vang da tuong duong gitta 2 nhom. Tién st c6

trudng gap nhiéu hon & nhom ching.

Bang 2. Su thay déi xét nghiém sinh hod mau & 2 nhém

Chi tiéu Thoi diém Nhém ching (n=31) | Nhém ABMi (n = 29) p
Ban dau 65,57 £ 11,39 71,25+10,65 0,209
Protein (g/L) 6 thang 69,19 + 9,95 71,31 £ 8,07 0,385
12 thang 69,18+ 7,12 72,42+ 7,11 0,111
Ban dau 29,20+ 6,54 30,98 £ 4,10 0,215
Albumin (g/L) 6 thang 28,98 + 8,62 32,94 + 4,57 0,036
12 thadng 2798 £9,14 34,97 £5,35 0,001
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Bang 2. Su thay ddi xét nghiém sinh hod mau & 2 nhém (Tiép theo)
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Xét nghiém trudc diéu tri: Nong do albumin,
bilirubin toan phan, GOT, GPT nhém chiing va nhém
ABMi 13 tuong duong nhau, p>0,05. Tai thai diém T,
T1z, albumin mau nhém ABMi cao han nhém chiing,
p<0,05. Tuy nhién khoéng cé su cai thién bilirubin
toan phan theo thoi gian. 3 thai diém 6 thang xét
nghiém GOT nhém ching cao hon nhém ABMi, tuy
nhién p>0,05, tuy nhién & thai diém 12 thang xét
nghiém GOT nhém chung la 122,20 + 100,87, cao
hon nhém ABMi la 55,04 + 15,04, p<0,05. Tuong tu

xét nghiém GPT & thai diém 6 thang nhém chiing va
nhém ABMi tuong duong, p>0,05, & thai diém 12
thang GPT nhém ching la 65,86 + 57,12, cao hon
nhém ABMi la 36,38 + 10,18, p<0,05. PT%, tang INR
gap G ca 2 nhém: PT%, INR & nhom ching la 55,76 +
14,28 va 1,59 + 0,32, 8 nhém ABMi lan lugt la 65,52 +
10,95 va 1,33 £ 0,18. Xét nghiém prothrombin, INR &
nhom chiing thai diém ban dau T, Ts va Ty, déu thap
hon nhom ABMi, su khac biét c6 y nghia thong ké
v3i p<0,05.

Bang 3. Su thay d8i diém Child-Pugh, MELD theo thdi gian & 2 nhém

Chisé Nhém chiing (n=31) Nhém ABMi (n = 29) p

Diém Child-Pugh Ban dau 7,81+ 2,06 7,44 £1,35 0,605
(x =SD) 6 thang 7,65+ 2,27 6,38+ 1,21 0,033
Piém MELD Ban dau 15,14 £ 3,87 13,94 +£2,93 0,198
(X +SD) 6 thang 9,68 + 8,93 11,95+ 3,91 0,721
B V didu tri 6 Giai doan | 0(0) 5(17,2)

aveno TV sau dieutn® | Giai doan I 1(3,2) 1(34)
thang o 0,04

N Giai doan llI 13 (41,9) 15(51,8)
56 lugng (%) .

Giai doan IV 17 (54,9) 8(27,6)

Trong nghién ctiu nay nhom chiing cé diém x€p hang Child (Child A: 10, Child B: 14, Child C: 7), nhém ABMi
c6 diém xép hang Child (Child A: 8, Child B: 20, Child C: 1), véi p>0,05. Xét & thdi diém 6 thang cé su cai thién
diém xé&p hang nhém ABMi khac biét so v6i nhém chimg: Nhém chiing (Child A: 11, Child B: 13, Child C: 7) gan
nhu khéng déi so véi thai diém ban dau; nhém ABMi 17 ca Child A, Child B gidm con 12 ca, va khéng ¢é ca nao
Child C, p<0,05. G thai diém 6 thang diém Child-Pugh giam c6 y nghia théng ké véi p<0,05 & nhém ABMi, diém
MELD giam, tuy nhién su khac biét gitta MELD thang th 6 so vai trudce diéu tri khong co y nghia thong ké, véi

p>0,05.
Bang 4. Ty |é xudt hién cac bién chiing & 2 nhém trong thai gian theo doi
- ; Nhém chiing (n = 31) Nhém ABMi (n = 29)
Bién chuing o PN < 1A P
S6 lugng Ty lé % S6 lugng Tylé %

XHTH do v& TMTQ 7 22,6 3 10,3 0,302
Bénh nao gan 6 19,4 1 34 0,104
Viém phuc mac vi khuan tu phat 2 6,5 0 0
Cé trudng 19 61,3 18 62,1 0,951

Cac bién chiing cla xa gan: XHTH do v& TMTQ
gap & 10/60 bénh nhan, nhom ching c6 7/31, chiém
22,6%, nhém diéu tri gap 3/29, chiém 10,3%, su khac
biét gitta 2 nhém khéng c6 y nghia thong ké véi
p>0,05, bién ching ndo gan gdp & nhom ching

6/31 ca (19,4%) cao hon so v&i diéu tri 1/29 ca
(3,4%), su khac biét khong cé y nghia thong ké vai
p=0,104, viém phic mac vi khudn tu phat
(VPMVKTP) gdp & nhom chuiing 2/31 ca (6,5%) cao
hon so vai diéu tri 0/29 ca (0%), ¢6 truéng gip &
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nhém ching 19/31 ca (61,3%), nhém diéu tri gap
18/29 ca (62,1%), su khac biét khong c¢6 y nghia
théng ké véi p=0,951. Su khac biét vé bién ching
nao gan, XHTH do v& TMTQ, VPMVKTP nhém chiing
cao hon nhém ABMi, tuy nhién gita 2 nhém chua cé
su khac biét c6 y nghia thong keé.

4. Ban luan

Xd gan la mot trong tién trién cda viém gan B
man tinh, dé tudi xa gan lién quan dén nhiém virus
viém gan B thudng la dé tudi trung nién. Tudi
trung binh clta déi tugng nghién cdu la 58,07 +
11,13 tudi. Nguyén Thi Mai Huong [2] va mot sé
nghién ctu trén thé gidi vé xo gan cling cho thay
tudi trung binh cGia bénh nhan xo gan thudng &
tudi trung nién, trong d6 do tudi 40 - 60 tudi la chu
yéu. Diéu nay co thé ly gidi do xa gan tién trién
man tinh qua thai gian dai, dén khi c6 triéu chiing
bénh nhan cdm nhan dugc va di kham.

Trong nghién ctiu ca chung téi: Co trudng gap
3 nhdm ching 45,2%, nhom ABMi 41,4%, su khac
biét khong c6 y nghia thong ké véi p>0,05; tuy
nhién khi phan tich sdu han dén muc dé cé truéng
chung téi thdy nhém chiing c6 ty 1é ¢ truéng muc
dd nhiéu cao han nhém ABM, véi p<0,05; tuan hoan
bang hé & nhém chiing 29,0%, nhém ABMi 55,2%,
su khac biét cé y nghia théng ké véi p<0,05. Lai
Thanh Thuy (2016) [1]: Cac triéu chdng cta hoi
chiing tang ap tinh mach clra gap véi tan suat cao:
Gian TMTQ (85,7%), ¢4 trudng (80,0%), tuan hoan
bang hé (75,7%), lach to (74,3%), gian tinh mach cha
(67,5%), giam tiéu cau (62,9%), do tiéu chuan dau
vao cua tac gid la bénh nhan xo gan Child-Pugh B va
C nén khi d6 bi€u hién hai héi chiing tang ap luc
tinh mach cdia va hdi ching suy chidc nang gan
tuang déi ro rang.

Nghién ctu chung t6i cho thay viéc diéu tri té
bao gb6c tuy xuong ¢6 sy cai thién albumin mau &
thoi diém Ts va T, so v6i nhdm chiing. Tuy khéng c6
su cai thién cé y nghia théng ké néng dé bilirubin
toan phan theo thdi gian gitta 2 nhém nhung &
nhém ABMi tai thai diém T, néng d6 bilirubin nhém
ABMi cao han nhém chiing, tai thoi diém Te, T;, thi
néng dd bilirubin nhém ABMi giam dan, thap hon so
v&i nhém chung. So v6i nhém ABMi thi nhém chiing
cd su tang ré rét nong doé bilirubin theo thaoi gian,
trong dé co su tang dot bién & thai diém 12 thang
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do xuat hién mot sé bénh nhan suy gan ndng.
Tuong tu enzym GOT, GPT ctia nhém ABMi cling cé
sy cai thién rdé rét so v&i nhéom chung tai cac thai
diém theo dbi.

Nghién ctru Terai va cong su st dung ghép té€ bao
gbc tu than tu tuy xuong (autologous bone marrow
cell infusion- ABMi) dugc ing dung tud nam 2003 [3].
K&t qua cho thdy c6 su cai thién dang ké albumin,
protein, diém Child-Pugh sau 6 thang. Kim va cong su
nam 2011 [4] cing cho thay ABMi cliing lam ting
néng do albumin huyét thanh, diém Child- Pugh.

Mac du da c6 nhiéu mé hinh tién luong da dugc
dé xuat trong hai thap ky qua dé du doan ty lé ti
vong trong bénh xa gan, nhung diém Child-Pugh [5]
dugc st dung nhiéu nhat ca trong thuc hanh va
nghién cdu lam sang.

Xét & thai diém 6 thang phan bé diém xép hang
Child Pugh nhém chiing gan nhu khong d6i nhung
nhém ABMi lai su cai thién dang ké so véi ban dau,
VGi p<0,05. Tai thai diém 6 thang, diém Child nhom
ABMi gidm, p<0,05 va diém MELD gidm v&i p>0,05
so vGi nhém chung.

D'Amico va céng su [6] trong phan tich gbp
danh gid theo vai trd lam sang va sinh ly bénh hoc
cla 174 bién khac nhau trong xo gan xac dinh Child
la yéu t6 du doan doc lap phé bién nhat vé tir vong,
cung thanh phan cda thang diém Child-Pugh
(albumin, bilirubin, ¢ trudng, bénh ndo gan, thoi
gian prothrombin). Cac nghién cdu danh gia HVPG,
MELD va su xuat hién ctia HCC la dang cha y vi
chuing dy doan la tir vong tét.

Nghién ctru gan day ciing cho thay su thay doi
MELD qua thgi gian sé la yéu té du bao tét vé két
qua diéu tri hon la gia tri tuyét doi hoac gia tri ban
dau ctia MELD [7], [10]. Béc biét gia tri cia MELD va
hudng thay déi thang diém MELD trong vong 30
ngay la yéu t6 du bao ty 1é tir vong déc lap [8].

Bén canh viéc danh gia hiéu qua diéu tri té bao
g6c cho bénh nhan xo gan thong qua danh gia chic
nang gan tai cac thoi diém trong thdi gian 12 thang
theo doi, nghién clu clia chidng t6i con danh gia
hiéu qua lau dai cta té bao géc théng qua viéc theo
doi su xuat hién cac bién ching clia xo gan: S6
lugng bién ching & nhém ching cao hon nhom
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ABMi, véi p>0,05 c6 thé ly gidi l1a do ¢& mau va tan
suat xay ra bién ching con thap.

5. Két luan

Nhém tudi ch yéu 50 - 69 tudi, tién sir xa gan
mat bu 2 nhém tuong duong nhau.

Ty lé 6 ¢6 trudng gilta 2 nhém la tuong duong
(p>0,05), tuy nhién muc do cé truéng nang hon &
nhém ching, p<0,05.

Tai thai diém 6 thang, 12 thang sau diéu tri, c6 cai
thién albumin & nhém ABMi, véi p<0,05 so v&i nhdm
chiing va so vdi trudc diéu tri; khong cai thién bilirubin
& nhém ABMi so véi nhdm chung, Ty, Te, Tz, p>0,05.

Phan loai va diém Child-Pugh & nhém ABMi
& thoi diém 6 thang giam, vai p<0,05, diém MELD
giam & Ts so véi trudc diéu tri, p>0,05.

Cac bién chiing xa gan 2 nhém la tuong duong
nhau trong thdi gian theo déi, p>0,05.
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