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ABSTRACT

Objective: Research using single -nuclear cell containing stem cells from autologous bone marrow
in treating children with cerebral palsy due to brain hypoxia at birth was accepted at the Ministry
of Science and Technology in September 2018. Initial results showed safety and evidence of
effectiveness. The objective of this study is to confirm the safety of a single -nuclear cell containing
stem cells from autologous bone marrow on a larger sample size in children with cerebral palsy due
to asphyxia at birth.

Subjects and methods: This is a restrospective-perspective combined conducted in more than 50
cerebral palsy patients due to asphyxia that has been infused the single cell containing stem cells
from the autologous bone marrow at Vinmec International Hospital. The Safety was assessed during
the first and second transfusion and throughout the 12-month study period.

Results: There were no serious adverse events identified as associated with transfusion of single
-nuclear cell containing stem cells from autologous bone marrow in treating children with cerebral
palsy due to brain hypoxia.

Conclusion: Using single -nuclear cell masses containing stem cells from the autologous bone
marrow in the treatment of children with cerebral palsy due to asphyxia is safe.

Key words: Stemcell, cerebral palsy.
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TINH AN TOAN KHI SU DUNG TE BAO DON NHAN
CHUA TE BAO GOC TU TUY XUONG TU THAN DIEU TR
TRE BAI NAO DO THIEU OXY TAI BENH VIEN
VINMEC TIMES CITY

Vii Duy Chinh'"*, Nguyén Thanh Liém?2, Nguyén Trung Kién?

!Bénh vién Vinmec Times City - S6 458 Minh Khai, Vinh Tuy, Hai Ba Trung, Ha Noi, Viét Nam
2Vién Nghién ciru té bao goc va cong nghé gen Vinmec - S6 458 Minh Khai, Vinh Tuy, Hai Ba Trung, Ha N¢i, Viét Nam

Ngay nhan bai: 05 thang 06 nam 2023
Chinh stra ngay: 30 thang 06 nam 2023; Ngay duyét dang: 28 thang 07 nam 2023

TOM TAT

Pit vin dé: Nghién ciru sir dung té bao don nhan chira té bao gbc tir tity xwong tu than (TB
DNCTBGTXTT) trong diéu trj tré bai ndo do sinh ngat da dugc nghiém thu tai B Khoa hoc Cong
nghé vao thang 09/2018. Két qua ban dau cho thiy tinh an toan va bang chtng tinh hiéu qua. Muc
tiéu ctia nghién ctru nay nham khang dinh tinh an toan ctia sir dung TB DPNCTBGTXTT trén c& mau
16n hon & tré bai ndo do thiéu oxy.

Poi twgng va phwong phap: Piy 1a mot nghién ctru hdi ctru két hop tién ctru tién hanh trén 50 bénh
nhan bi bai ndo do sinh ngat da dugc truyén TB DPNCTBGTXTT tai Bénh vién PKQT Vinmec. Tinh
an toan dugc danh gia trong qua trinh truyén lan 1, 1an 2 va trong sudt thoi gian nghién ctru 12 thang.
Két qua: Khong ghi nhan bién cb bét lgi nghiém trong nao duoc xac dinh 1a ¢6 lién quan dén licu
phap truyén khéi té bao don nhan chira t& bao gdc tir tity xuwong tu than trong diéu tri tré bai ndo do
thiu oxy.

Két luéin: Str dung khéi té bao don nhén chua té bao gde tir tiy xuong tu than trong diéu tri bai nio
do ngat sau sinh la an toan.

Tw khoa: T€ bao goc, bai nao.

*Tac gia lién h¢
Email: vdchinh.vn@gmail.com
Dién thoai: (+84) 916 598 695
https://doi.org/10.52163/yhc.v64i5.791
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1. PAT VAN PE

Bai ndo 1a tinh trang bénh 1y khong tién trién theo thoi
gian, giy nén da tan tat vé van dong, tinh than, giac
quan va hanh vi..., dé lai hdu qua nang né khong nhiing
cho chinh ban than tré, gia dinh cac em ma con anh
hudng t6i su phat trién kinh t&, x3 hoi [1].

Céc phuong phép diéu tri hién nay thuong duoc st dung
bao gom: ding thudc, tap luyén phuc hdi chirc ning,
phiu thuat...dé 1am giam tinh trang co cimg, ngin ngira
teo co, cung khop, cai thién chirc nang van dong... Nhu
cau diéu tri cia nguoi bénh 16n nhung cac phuong phap
diéu tri hién nay con mang lai hiéu qua han ché.

Céc nghién ciru trén mo hinh dong vat cho thay té bao
gdc tir tity xwong ty than sau khi cay ghép kich thich tai
tao va phuc hoi chirc nang noron than kinh, ting cuong
kha ning tang sinh cia té bao gdc than kinh, biét hoa
thanh céc € bao té bao than kinh dém va céc té bao c6
cac thy thé ddc trung cho t& bao dang than kinh [2].
Nghién ciru thir nghiém 1am sang tmg dung té bao gbc
c6 ngudn gbe tir thy xwong cho thiy tinh an toan va
khong c6 bién cb bt loi xay ra, chiic ning van dong
tho, nhén thirc, ngdn ngit déu c6 su cai thién sau can
thiép [3,6].

Tai Viét Nam, Nguyén Thanh Liém cuing cong sy nim
2017 da tién hanh danh gia hi¢u qua cua truyén té bao
don nhan chira té bao gdc tu than tir tiy xwong trén 40
bénh nhan bai ndo. Két qua budc dau cho théiy tinh an
toan va hiéu qua cua phuong phap. Cac bénh nhan déu
khong c6 bién cb bét loi nghiém trong sau truyén [3].

Muc tiéu ciia nghién ciru:

banh gia su xuét hién va mirc do nghiém trong cua cac
bién cb bat loi (AE) va bién cb bat loi nghiém trong
(SAE) lién quan dén truyén TB DPNCTBGTXTT trong
qua truyén lan 1 va lan 2, trong sudt thoi gian nghién
ctru 12 thang.

2.POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Pia diém nghién ctru
Bénh vién Da khoa Qudc té Vinmec Times City
2.2. Thoi gian nghién ctiru

Nghién ciru tién hanh tir thang 01 nim 2018 dén théng
12 nam 2020.

N
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2.3. Thiét ké nghién ciru

Day la thiét ké nghién ctru hdi ctru két hop vai tién clru
trén d6i tuong 1a nhitng bénh nhan bai ndo do ngat da
dugc truyén khdi t& bao don nhan chira t& bao gbe tir
tuy xuong tu than.

2.4. C& miu

C& mau ciia nghién ctru 12 50 bénh nhan, bao gdm 30
bénh nhan tién ctru va 20 bénh nhan hdi ctru. C& mau
dugc xac dinh trude niy s& cung cap cac thong ké mo ta
hiru ich vé& quan thé nghién ciru va phu hop véi khuyén
céo ciia Hoi dong thong qua nghién ctru ciing nhu cac
hudng dan hién hanh vé thir nghiém phuong phap méi,
k¥ thuat moi.

2.5. P6i twong nghién ciu

2.5.1. Tiéu chudn chon vao:

- Pugc chin doén bai ndo do ngat.

- D tudi tir 2 dén 15.

- Phan loai GMFCS tir mirc IT d&én mic V.

- P truyén khdi té bao don nhan chira té bao gbc tuy
xuong tu than tir thang 01/2018 dén thang 12/2020,
s6 luong truyén hai 1an, mdi 1an cach nhau 6 thang
(£ 2 thang).

- Pong y tham gia va da ky phiéu ICF tai thoi diém
truge truyén TB DPNCTBGTXTT.

2.5.2. Tiéu chudn logi triv

- Cac bénh nhan bai ndo dang bi dong kinh, bénh nhan
ndo ung thity c6 dan luu ndo that.

- Réi loan dong mau, r6i loan y thire, phu gai thi hodc
nghi ngd xuat huyét dudi nhén.

- Bénh nhén dang trong tinh trang nhidm khuén, sét >
37,5d¢ C.

- Cac tinh trang bénh 1y ung thu, bénh 1y tim, phdi, suy
gan, suy than nang.

2.6. Li€éu phap can thiép

2.6.1. Can thiép: Truyén té bao don nhan chira té bao
gbc tir tity xuwong tu than

- Pudng truyén: khoang dudi nhén cot sdng thit lung
ngang muc L4-5.

- Tbc d6 truyén: 20 ml/gid
- S6 1an: 2 1an, cach nhau khoang 6 thang (+2 thang).
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2.6.2. Theo déi ddnh gid sau can thiép: Tai thoi diém 6
thang va 12 thang sau ghép té bao gbc (£2 thang), bénh
nhan s& duoc tai kham va danh gia cic van dé sau:

- Céc dau hiéu sinh ton.

- Cac bién cb bat loi (AE) va bién cb bat loi nghiém
trong (SAE).

- Ngoai ra, tré ciing dugc chup MRI cot sdng, so ndo
bat cir khi nao néu c6 cac biéu hién nhu xut huyét nao,
nhiém tring than kinh, xuat huyét khoang tiy sdng.
2.7. Bién s6 nghién ciru va phwong phap do luong
2.7.1. Bién sé vé tinh an toan

a, Bién cé bat loi (AE): Lamdt su ) y hoc khong mong
mudn hoic tinh trang b&nh da c6 tir trude tro nén x4u di
trong khi hodc sau khi dung li¢u phap nghién ctru, du cé
hay khong c6 mbi lién quan t6i liéu phap nghién ctru.
b, Bién co bt lpi nghiém trong (SAE): La bién cd xay
ra trong bat cir giai doan nao ciia nghién ciru (run-in,
diéu tri, thanh thai, va theo doi) va dap ung mot hay
nhiéu tiéu chi sau day:

- Gay tir vong hoic de doa truc tiép dén tinh mang
bénh nhan.

- Doi hoéi phai nhap vién ndi tri hodc kéo dai thoi gian
nam vién hién tai.

- Dan t6i tan phé/mat kha nang lao dong vinh vién hodc
dang ke.

- Tao ra di tat bam sinh hoac khuyét tat bam sinh.

- La mot su ¢d y hoc nghiém trong ¢ thé gdy nguy
hiém cho bénh nhan hodc doi héi su can thiép vé y té dé
ngan ngura hdu qua cua nhiing tinh trang néu trén.

2.7.2. Phwong phap thu thdp thong tin danh gid

S6 14n cac bién cb bat loi (AE) va cac bién cb bét loi
nghiém trong (SAE) duoc thu thip dwa theo hd so bénh
&n noi tri (phan ghi chép theo ddi dién bién bénh nhan
trudc ghép, trong qua trinh ghép, sau ghép), bénh an
ngoai tra (cic danh gia tai cac thoi diém tai kham 6
thang, 12 thang), xét nghiém can 1am sang (néu co).
2.8. Phan tich s6 li¢u

- Céc bién cb bt 1o, bién cb bat loi nghiém trong (néu
¢6) s& dugc mo ta bang cac bang tin suat voi con sb
tuyét ddi, ty 18 % va khoang tin cay 95% do 1éch chuan.

- Théng ké mo ta véi gia tri trung binh, trung vi, khoang
bién thién, do 1éch chuén, ttr phan vi tha nhét va tir phan
vi thir ba s€ dugc st dung cho cac bién sb lién tuc.

3. KET QUA NGHIEN CUU

3.1. Pic diém cia ddi twong nghién ciru

C6 50 bénh nhan dugc chon vao nghién ctru bao gém:
74% nam gidi va 26% nir gidi. DO tudi trung binh 14
4,9 £ 3,3 tudi. Trong d6, nhom tir 36-72 thang tudi
chiém ty 1& cao nhit (50%), tiép theo 1a nhém dudi
36 thang tu6i chiém 32%, nhom trén 72 thang tudi chi
chiém 18%.

Biéu do 3.1. Phén logi GMFCS tgi thoi diém sang lpc

GMFCS

46%

II
2% 4%

I
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Nhan xét: Phan loai GMFCS tai thoi diém sang loc da s6 thuge nhom IV, V véi ty 1¢ 88%.
3.2. Pic diém TB PNCTBGTXTT

Bing 3.1. Pic diém ciia TB DNCTBGTXTT 6 hai lin truyén

Dic diém Truyén té bao lan 1 (N=50) Truyén té bao lan 2 (N=50)
te bao Mean | Median SD Min Max Mean | Median SD Min Max
TebaoMNChgean | )5 | 473 | 284 | 132 | 1030 | 497 | 443 | 273 | 107 | 1317
nang (10°)
Tebao CD3d+ kgean | 5 3,8 1,9 1,2 9.3 33 2,8 2,0 0,7 9.3
nang (10°)
Ty 18 séng (%) 97,2 | 98,0 2,0 922 | 996 | 975 98,0 1,9 89,9 | 99,5
Endotoxin <0,2 EU/kg <0,2 EU/kg
Mycoplasma Am tinh Am tinh
Vi khuan Am tinh Am tinh

Nhan xét: - S6 luong té bao don nhan (MNC) va té bao
CD34+ trung binh/kg can ning lan luot 12 44,5 x 106 va
3,9x 10°té bao trong lan truyén thir nhat; 49,7 x 10° va
3,3 % 10° t& bao trong lan truyén thir 2.
- Xét nghiém Endotoxin, mycoplasma va vi khuan
trude truyén déu cho két qua am tinh.

3.3. Tinh an toan

Téng s6 ¢6 27 bién cd bét 1gi (AE) xay ra trén 17 bénh

nhan chan doan bai ndo do ngat oxy trong sudt 12 thang
tham gia nghién ctru. Trong d6, c6 04 loai bién cd bat
loi duge xac dinh 6 lién quan dén liéu phéap truyén té
bao 1a sét nhe (6 bién cb), non (6 bién cd), dau tai vi tri
truyén (6 bién cb), ho (5 bién cd).

Tuy nhién, nhitng bién ¢6 nay déu & mirc d6 nhe. Chi
tiét vé cac AE /SAE va muc d6 lién quan t6i liéu phap
can thiép dugc thé hién trong Bang 3.3.

Bdng 3.3. Phan loai cic AE va SAE dwoc phdt hién trong nghién ciru

STT PID Bién cb bit loi Mikc d9 nghiém trong Mike d9 lién quan
1 08 Sét nhe Nhe Chéc chin
2 20 S4t nhe Nhe Chic chdn
3 22 Sbt nhe Nhe Chéc chin
4 41 Sbt nhe Nhe Chéc chin
5 41 Sbt nhe Nhe Chéc chin
6 47 Sét nhe Nhe Chéc chin
7 12 Non sau ghép Nhe Chic chin
8 18 Nén sau ghép Nhe Chic chin
9 36 Non sau ghép Nhe Chic chin
10 40 Non sau ghép Nhe Chic chén
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STT PID Bién co bit loi Mikc d§ nghiém trong Mikc d lién quan
11 47 Non sau ghép Nhe Chic chan
12 48 Non sau ghép Nhe Chic chin
13 12 Pau vi tri ghép Trung Binh Chéc chin
14 15 Pau vi tri ghép Trung Binh Chic chin
15 17 Pau vi tri ghép Trung Binh Chic chan
16 47 Pau vi tri ghép Trung Binh Chic chin
17 43 Pau vi tri ghép Trung Binh Chic chin
18 51 Pau vi tri ghép Trung Binh Chic chin
19 13 Ho Nhe Nhiéu kha ning
20 15 Ho Nhe Nhiéu kha ning
21 15 Ho Nhe Nhiéu kha ning
22 18 Ho Nhe Nhiéu kha ning
23 20 Ho Nhe Nhiéu kha ning
24 18 Pau dau Nhe Nhiéu kha ning
25 19 Co giat 3 ngay sau ghép TBG lan 1 Trung Binh it kha ning
26 19 Nbi ban do Nhe Khong lién quan
27 29 Con gdng clng ngay thir 2 sau ghép lan 2 Nhe Nhiéu kha ning
4. BAN LUAN céc nghién ctru sir dung té bao gde diéu trj bai ndo cho

Trong nghién ciru cta chung t6i, tong s6 50 bénh
nhan duoc chan doan bai ndo do ngat oxy truyén TB
DNCTBGTXTT dugc danh gia 1a an toan, khong cé
bién ¢ bit loi nghiém trong nao lién quan dén liéu
phap. Trong sudt thoi gian ndm vién sau truyén té bao
gbc, 05 bénh nhan bi sét nhe nhung hét trong 2 ngay
theo doi va khong tim thay ddu hiéu cta nhiém tring,
06 bénh nhan bi nén sau truyén, 06 bénh nhan bi dau
tai vi tri truyén, 04 bénh nhan bi ho. Tuy nhién, day
1a nhitng bién cb bt lgi (AE) nhe. Trong mot nghién
ctru can thi€p twong tu trén 40 bénh nhan ctia Sharma
cho thdy 30% bénh nhan bi nén va 2,5% bi tiéu chay
[6]. Trong cac nghién ctru khac déu khong ghi nhan cac
tac dung phu [7]. Két qua nghién ciru phan tich tong
hop cua Simone (2019) trén 8 nghién ctu thir nghiém
lam sang ngiu nhién c6 nhom chimg sir dung té bao
gdc diéu tri bai ndo cho thay cac bién cb bat loi (SAE)
rat hiém xay ra va phan bo déu ca hai nhém truyén té
bao gbc va nhom ching (khong truyén té bao gbc) [8].
Nghién ctru tong quan ciia Zhong-Yue Lv (2021) trén

théy mic di c6 mot sb SAE da xay ra, hau hét déu nhe
va ¢6 thé duoc diéu tri béng thube hodc tu khoi. Mot
s6 AE duodng nhu lién quan dén liéu phap té bao gdc
dugc quan sat thdy phd bién nhat 1a sbt, budn non va
non, va dau tai chd tiém xuét hién trén cac bénh nhan
dugc truyén qua khoang tay song 1a phwong phap cdy
ghép té bao wa thich [7]. Nhu viy, cac két qua trén cac
nghién ciru tién 1am sang, thir nghiém 1am sang Pha I,
Pha II khéac cing véi két qua cua chung t6i tién hanh
trén 50 bénh nhén bai ndo do ngat oxy cho thiy truyén
TB DNCTBGTXTT la mot liéu phap an toan.

Ty 1& t& bao séng 1a mot trong nhing tiéu chi quan
trong dé danh gia chat lugng ciia khéi té bao gdc trude
truyén dé danh gia quy trinh xur Iy ngoai co thé c6 tac
dong nhu thé nao dén kha niang sdng ciia té bao. Bén
canh do, ty 18 té bao séng trong khéi san phdm ciing c6
thé anh hudng dén hiéu qua cua liéu phap ddi voi bénh
nhan. Dbi v6i khéi té bao gde phan lap tir tay xuwong
trong nghién ctru nay, chung t6i sir dung phuong phap
phan tich té bao theo dong chay- Flow cytometry dé
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danh gia ty 1& séng cua té bao. Khdi té bao gdc sau
khi phan 1ap ctia chung t6i dat ty 1¢ séng té bao tai lan
truyén 1 va 2 1an luot 14 12 97,2% + 2,0 va 97,5% 1,9.
Gia tri nay tuong duong voi cac nghién clru cua cac
nhom tac gia khac trong va ngoai nude [6,7] cho thy
quy trinh phan 1ap té bao gbc tuy xuwong cta chung toi
hién nay dam bao tot kha ning sdng cua céc loai té bao
trong khéi san pham.

So sanh cac chi tiéu chat lugng san pham so vdi cic
nghién ciru tiéu biéu trong va ngoai nudc, chung toi
nhan thdy khéi san pham té bao gbc phan lap tir tiy
xuong trong nghién ctru nay dat dugc day du cac chi
tiéu an toan chit lugng theo khuyén cdo cua FDA va
cac chi sd té bao gbc cao hon cac nghién ctru trong
nudc, dat gia tri twong duong hodc cao hon mét sb
nghién ctru trén thé gisi [6,7,8].

Bing 4.1. So sdnh cdc chi sé chit lwgng khéi té bao goc (trong sin pham phén Igp tic 100 ml dén 200 ml tiiy xwong)

Nghién ctru
ciia Nguyén

Chi s Thanh Liém

Nghién ctru
ciia Duwong
Pinh Toan va

Nghién ctru cia
Mancisa-Guera,
C., va cong su

Nghién ctru ciia
Lé Phwéc Quang
va cfng sw

Nghién ctru
ciia Dedeepiya,
VD., va cfng su

va cfng su cfng sw
Té bao don nhan (MNC) (x10°) | 703,8 £291,0 NA NA 434 NA
S6 lugng CD34 (x10°)| 50,5 + 24,2 8,2+£5,5 20,7+ 7,6 NA NA
Ty 1& song (%) | 97,2 +2,0 95,7+1.3 9797+ 1,5 NA 98,2+0,2

5. KET LUAN VA KIEN NGHI

- Két qua nghién ctru cho thiy lidu phap truyén té bao
don nhén tu than tir tay xuong trong diéu tri bénh nhan
bai ndo do ngat oxy qua dudng khoang tity song 13 an
toan. Khong ghi nhan bién cb bat loi nghiém trong
(SAE) nao lién quan t6i liéu phap. Cac bién c¢b bt loi
(AE) chu yéu 1a sbt nhe, non, ho va dau tai vi tri truyén.
bay déu 1a cac bién cb nhe da duoc ghi nhan trong cac
cong b trude day.

- Can tién hanh nghién ctru tiép theo véi thiét ké nghién
ctru ¢6 nhém ching trén ¢& mau 16n hon va thoi gian
dai hon dé tang tinh gi4 tri, tinh tin cdy cua két qua
nghién ctru tir 46 xem xét tmg dung lidu phap truyén
khéi té bao don nhén c6 chira té bao gdc tir tiy xwong tur
than trong hd tro diéu tri tré bai ndo do ngat oxy.
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