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BU'O'C PAU DANH GIA HIEU QUA GHEP TE BAO GOC PON NHAN
TY THAN TU TUY XUONG KET HQ'P PHUC HOI CHU'C NANG
THAN KINH TREN BENH NHAN CHAN THU'O'NG SO NAO

Ha Thi Hwong Giang!, Pham Vin Minh?,

Nguyén Thi Ngoc Thiiy!, Nguyén Thanh Liém?

TOM TAT

Muc tiéu: banh gia két qua ban dau diéu tri phuc
hoi chiic nang (PHCN) két hgp ghép té bao gbc dan
nhan tu than tr tdy xuong trong phuc hoi chic nang
than kinh sau chan thuong so ndo. POi tugng va
phudng phap nghién clfu: Nghién ciru thr nghiém
Iam sang, so sanh trudc sau diéu tri trén 25 bénh
nhan Chan thudng so ndo kin tir 6 — 36 thang. Bénh
nhan dugc ghép té bao gc don nhan tu than tLr tay
xuaong, két hdp tap PHCN trong 6 thang, danh gia tai
thoi diém 3 va 6 thang Két qua Sau 6 thang d|eu tri,
bénh nhan co su cai thién co y nghia thong ke vé d|em
cerc nang doc Iap (FIM), giam bac tan tat theo thang
dlem Glasgow mad réng (GOSE), cling nhu’ chét lugng
cudc song theo thang diém SF — 36.

Tur khoa: T€ bao goc, chan thuang so ndo, phuc
hoi chirc néng than kinh
SUMMARY

OUTCOMES OF AUTOLOGOUS BONE

MARROW MONONUCLEAR CELL
ADMINISTRATION IN COMBINATION

WITH NEUROLOGICAL REHABITATION FOR

TRAUMATIC BRAIN INJURY PATIENT

Objective: The aim of this study is to assess the
potential effectiveness of autologous bone marrow
mononuclear cell administration in combination with
neurological rehabitation in patients after traumatic
brain injury. Methods: The study was a Phase I
clinical trial comparing the effectiveness of the
treatment in 25 patients with closed traumatic brain
injury occurred within 6 to 36 months. The patient
received an autologous mononuclear stem cell
transplant from bone marrow, combined with
rehabilitation for 6 months with the follow-up visits at
the 3 and 6™ month. Results: At the end of the
study, significant improvements were observed in
independent functional score (FIM); reducing disability
grade in the Glasgow Outcome Scale - extended
(GOSE); as well as quality of life according to the SF-
36 scale.

Keywords: Stem cells, traumatic brain injury,
neurological rehabilitation

1Pai hoc Y Ha Noi

2Bénh vién da khoa qudc té€ Vinmec

Chiu trach nhiém chinh: Ha Thi Huong Giang
Email: hahuonggiang214@gmail.com

Ngay nhén bai: 29.8.2022

Ngay phan bién khoa hoc: 24.10.2022

Ngay duyét bai: 28.10.20222

200

I. DAT VAN DE

Chan terdng so nao (CTSN) la mét van dé
stc khée cong dong trén toan thé gidi. Moi nam
nuéc My cb 1,6 triéu bénh nhan CTSN mdi mac,
52.000 ngudi tL’r vong va 90.000 ngudi mang di
ch’ing subt dgil. S6 bénh nhan CTSN tai Anh la
1,2 triéu ngudi, tai An Do la 5 triéu ngudi moi
nam2 Tai Viét Nam, moi nam c6 260.000 bénh
nhan bi CTSN, con s6 théng ké tang dan theo
tirng nam3. Phan I6n nhitng bénh nhan s6ng so6t
sau CTSN murc d6 vira va nang bi di chirng than
kinh bao gobm giam chi'c nang van dong, tam
than kinh (thi€u hyt vé mét nhan thic; thay doi
tinh cach; tang nguy cd mac bénh tam than;...)
dan dén su han ché trong cudc s6ng sinh hoat
hang ngay, tréd thanh ganh nang cho gia dinh va
xa hoi. Vi vay, diéu tri di chiing sau CTSN cai
thién cac triéu chirng vé than kinh cé y nghia vo
cung to I6n d6i v8i bénh nhan ndi riéng ciing
nhu xa hoi ndi chung.

Phuc hoi chirc nang (PHCN) la phuong phap
kinh dién, dudc 4p dung cho hdu hét cic bénh
nhan sau CTSN, va dugc khuyén cao can thiép
PHCN cang s6m hiéu qua cai thién chlic nang
than kinh cang cao. D& nang cao hiéu qua cla
PHCN don thuan, nhitng nam gan day, nhiéu
nghién cltu da dudc ti€n hanh danh gia tac dung
cla ghép t& bao gbc trong diéu tri cac ton
thuong than kinh ndéi chung cling nhu tén
thuang CTSN ndi riéng, thu dugc két qua kha
guan cho thdy tiém nang Ung dung to I6n cla
liéu phap nay cho bénh nhan bi di chiing sau
CTSN. Su phat trién cla TBG két hgp véi cac
phuang phap PHCN kinh dién, ky vong mang lai
hiéu qua diéu tri vugt bac trén nhdm bénh nhan nay.

II. DOl TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. Pia dié€m va thdi gian nghién ciru

- Dia diém: Bénh vién da khoa quéc té
Vinmec va bénh vién Phuc héi chirc nang Ha Noi.

- ThGi gian: tUr thang 03 ndm 2021 dén
thang 8 nam 2022.

2.2. Po6i tugng nghién ciru. 25 bénh nhan
sau CTSN kin théda man:

- Tiéu chuan lya chon:

+ Thdi gian bi CTSN tlr 6 dén 36 thang.
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+ D0 tudi: tir 20 dén 50 tudi

+ Diém FIM < 80

+ Bong y tham gia nghién clu.

- Tiéu chuln loai tri: ngudi ¢ suy gidm
than kinh hay bi cac bénh lién quan dén than
kinh trudc thai gian xay ra tai nan; dang c6 biéu
hién nhiém trang; suy than, suy gan, suy tim,
suy h6é hap; roi loan dong mau, thi€u mau; ung
thu, phu nit c6 thai; chan thuong nang kem theo
nhu tén thuong tly séng, xuong chéu, tim phéi.

2.3. Phuong phap nghién ciru

2.3.1. Thiét ké nghién ciru: Nghién ciu
can thiép th&r nghiém lam sang pha 1, so sanh
trude sau diéu tri, khong cé doi chiing.

2.3.2. Cac budc tién hanh:

Budc 1: Lugng gia bénh nhan. Kham
tuyén chon bénh nhan, danh gid Idm sang, can
Idam sang trudc khi tham gia nghién clru.

Budc 2: Truyén té bao goc. Phan lap khoi
TBG tai bénh vién ba khoa quoc té Vinmec, khoi
lugng tay xuong ldy la 7 mi/kg trong lugng co
thé, t8i da khdng qua 350 ml. X{r ly va thu hoach
khoi té bao dan nhan tai Vién nghién cru t€ bao
gbc. 10ml dung dich chra TBG dugc truyén vao
khoang dudi mang cing trong 30 phut qua
khoang dét s6ng that lung 4 -5, t6c d6 20ml/gid.
Moi bénh nhan truyén TBG 1 [an trong sué6t qua
trinh nghién clu.

Budc 3: Can thiép phuc hoi chifc nang.
sau truyén TBG 1 tuan trong vong 2 tuan tai
bénh vién PHCN Ha N&i theo muc ti€u ca nhan,
sau do6 dugc hudng dan ti€p tuc tap tai nha.

Budc 4: Theo doi danh gia. Sau 3 thang
va sau 6 thang can thiép bénh nhan dugc lugng
gia chrc nang 1 lan, kham lam sang, danh gia
theo céc thang diém.

2.4. Cac chi tiéu nghién ciru. Pic diém
chung bénh nhan nghién clu: Tudi, gidi, thdi
gian bi CTSN, phuang phap da diéu tri.

Céc thang diém danh gia: diém Glasgow khi
ra vién; Diém chirc ndng doc 1ap (FIM); Diém
Glasgow ma rong (GOSE); Chat lugng cudc s6ng
(SF - 36).

2.5. Xtr ly s6 liéu: bang phan mém SPSS 20.0.
INl. KET QUA NGHIEN cU'U

3.1. Pac diém chung nhém nghién ciru

Bang 3.1. Pic diém chung bénh nhin
nghién cuu

Pac diém
Nam 21 (84%)
Gidi N 4 (16%)
Tuoi 31,7+ 7,9
Thai gian bi CTSN (thang) 21,6 £ 9,0

MUrc do roi Nang 1 (4%)
loan y thirc Trung binh 1 (4%)
(GCS) Nhe 23 (92%)

Nhan xét: Két qua trong nghién clru ty I€
nam/ nf ~ 5/1, d& tudi trung binh clia bénh
nhan 1a 31,7+7,9 (tudi), 92% bénh nhan rdi loai
y thic mirc dd nhe danh giad theo thang diém
Glasgow.

3.1. Su' cai thién chirc nang than kinh
danh gia qua cac thang diém
oo MTan tat n8ng, mirc dudi M Tan titndng, mic cao
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Biéu db 3.1. Phan loai diém GOSE trudc va
sau diéu tri

Nh3n xét: Danh gia theo thang diém GOSE,
trong nghién cru 100% bénh nhan tan tat nang
k& ca trudc va sau diéu tri. Trudc diéu tri 80%
tan tat ndng, mlc dudi, ty 1& nay khong ddi tai
thsi diém 3 thang sau diéu tri, va giam xudng
64% tai thdi diém 6 thang sau diéu tri can thiép.
Khac biét c6 y nghia thong ké véi p < 0,05.
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90%
36.00

80% 40.00
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40%
30%
20%
10%

0% N

Ban dau Sau 3 thang Sau 6 thang
Phuy thudcit ® Phy thudctrung binh m Phu thudc nhigu
p < 0,05

Biéu db 3.2. Phan loai mic dé déc Iip
chic ndang theo thang diém FIM
Nhan xét: Co su cai thién tich cuc mdc do
ddc 1ap chlc ndng theo thang diém FIM. Ti I&
bénh nhan phu thudc chirc ndng muic d6 trung
binh van chiém da s& & cac thdi diém khao sat.
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Trudc diéu tri chi cd 4% bénh nhan phu thudc
muc do it, sau 6 thang ty Ié nay la 40,0%. Su
khac biét cd y nghia thong ké véi p < 0,05.

Bang 3.2. Diém FIM trung binh trudc va
sau diéu tri

~ Sau 3 Sau 6

piém | BN dau thang thang

FIM 55,04 + 63,52 + 69,05 +
20,52 22,37 23,30

Poo-b3, < 0,001

Ppo-D6 !

Nhdn xét: Co su cai thién tich cuc vé diém
FIM trung binh clia cac bénh nhan nghién ctu,
diém FIM tdng & ca thdi diém sau 3 thang ciing
nhu 6 thang sau diéu tri. Hay c6 thé ndi bénh
nhan co su cai thién tot I1én trong doc lap chirc
nang sinh hoat hang ngay. Su khac biét co y
nghia thong ké véi p < 0,001.

Bang 3.3. Diém chat luong cudc séng SF — 36 trudc va sau diéu tri

Chat lugng cudc song Ban dau 3 thang 6 thang —val
(SF-36) (Mean+SD) | (Mean+SD) | (MeanSD) | P"V@'ue
Hoat dong thé chat 7,5+ 11,1 20,9 £ 22,6 28,0 £23,5 | 0,0032
Han ché& do sic khoe thé chat 0,0 £ 0,0 0,0+0,1 2,0 + 10,0 0,5817
Han ché do van dé stic khoe tinh than 4,5+ 21,3 13,4 + 33,3 13,0 £34,4 0,659
N&ng lugng/mét méi 36,7 £ 11,5 57,6 + 18,1 | 66,1+ 13,7 | 0,0007
Trang thai tam ly 42,7 £ 8,3 62,9+ 18,8 | 70,9 £ 140 | 0,0007
Hoat dong x3 hoi 20,8 £ 7,2 42,1+234 | 62,0+21,8 | 0,0001
Su dau dén 63,3 + 31,8 84,8257 | 950+ 11,8 | 0,0016
Strc khée chung 33,3+ 104 | 49,5 14,0 59,1 +9,0 | 0,0000

Nhdn xét: Chat lugng cudc s6ng danh gia
theo thang diém SF — 36 dudc chia lam nhiéu
phan nhd. Danh gid vé hoat dong thé chét, tinh
trang nang lugng/mét moi, trang thai tam ly,
hoat dong xa hdi c6 su’ cai thién tdng diém sau
diéu tri, khac biét trudc — sau diéu tri cd y nghia
théng ké véi p < 0,05.

IV. BAN LUAN

Tai Viét Nam, d6i véi CTSN chi méi cd nghién
ctru vé ghép TBG trén nhom bénh nhan cap tinh
—sau chan thuong 2 dén 3 gid, két qua cod su cai
thién tang ro rét chi s6 BI va Glasgow so Vdi
nhém chirng sau 4 tuan diéu tri*. Tuy nhién,
khdng phai bénh nhan nao ciing cé thé tiép cin
diéu tri t€ bao gbc vao thdi diém vang sau chan
thuong, vi vay kha nang ap dung vao thuc té
lam sang con han ché.

Trong khi d6, phan I8n bénh nhan CTSN hién
nay thudc giai doan man tinh, PHCN dang la diéu
tri chinh, cac phuong phap thic ddy su chita
lanh clia t8n thuang than kinh chua dugc nghién
cltu ap dung nhiéu dan dén hiéu qua PHCN con
han ché. Nhan thay tiém nang to I6n cla TBG
trong van dé nay, ching t6i ti€n hanh nghién
clu nhdm nang cao hiéu qua PHCN than kinh
trén nhdm bénh nhan di chirng CTSN, va két qua
thu dugc budc dau chirng minh dugc hiéu qua
cta phuaong phap can thiép.

4.1. Pac diém chung déi tugng nghién
clru. Trong nghién clftu cta ching t6i thay ty 1€
nam/nit bi CTSN kin la 5,25 (nam chiém 84%,
nit chiém 16%), d6 tudi trung binh clia bénh
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nhan trong nghién clru 1a 31,7 + 7,9 tudi. Pac
diém nay phl hop véi tinh hinh dich té ctia CTSN
ndéi chung cling nhu CTSN kin ndi riéng. Trong
nghién clfu cta Sharma va cong su, trén 50
bénh nhan CTSN kin ty 1& nam/nlt ~ 5/1; tudi
trung binh cla bénh nhdn ~ 30 tudi®. Theo
nghién clfu ctia Vi Minh Hai (2021) ty 1€ nam/n{t
la 5,8/1 va tudi trung binh ctia bénh nhan 34,2 +
21,2 tudi®. CO thé thdy bénh nhan nghién clu
chu yéu la nam gidi, tré tudi, dang dd tudi lao
dong. Ho la tru cot gia dinh, cling nhu c6 nhiéu
moi quan tam han phu ni, nén thudng phai
tham gia giao thong hodc lam nhitng cong viéc
nguy cd chin thuong cao hodc choi mao hiém
hon nir gigi.

ThGi gian bi CTSN cua bénh nhan trong
nghién clu la 21,6 £ 9,0 thang, 92% rdi loan y
thic mdc do nhe, ty 1€ nay cao hon so Vvdi
nghién cru cla tac gia Sharma (muc do roi loan
y thtc nhe la 54%)°. Diéu nay cd thé do khac
biét v& quan thé nghién clu, cling nhu' ¢ mau
cla ching toi con nhd, tinh dai dién chua cao.

4.2. Sy cai thién chirc nang than kinh
danh gia qua cac thang diém. M{c d6 tan tét
theo thang diém GOSE ty |é tan tat ndng, muc
dudi trudc diéu tri la 80%, giam con 64% sau 6
thang diéu tri; trudc diéu tri chi cd 4% bénh
nhan phu thudc van dong mirc do it theo thang
diém FIM, ting 1&n 40% sau diéu tri, diém FIM
trung binh trudc diéu tri la 55,04 + 20,52, tang
14,01 diém (tuong dudng 25,5%) sau 6 thang
can thiép. Diém chét lugng cudc sdng clia bénh
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nhan qua thang diém SF — 36 tdng sau diéu tri,
su khac biét vé phén loai GOSE, diém FIM, diém
SF — 36 c6 y nghia thong ké véi p < 0,05.

So sanh véi két qua cla Sharma va cong su
(2020) nghién ctru ghép té bao goc dan nhan tu
than tur tdy xugng trén 50 bénh nhan CTSN man
tinh, déc diém déi tugng nghién ciu tuong ddng
v6i nghién clu cta ching tdi. Piém FIM trung
binh trudc diéu tri Ia 55 diém, sau thdi gian theo
ddi trung binh 22 thang diém FIM tdng 6,36
diém (tuong duong 11,4%), két qua nay thap
han két qua nghién clru cua chung t6i trong khi
thgi gian quan sat dai han®. Ly gidi diéu nay co
thé do su khac biét trong phuang phap diéu trj,
bénh nhan trong nghién clu cla ching t6i dugc
diéu tri két hgp PHCN lién tuc trong thdi gian
nghién clru, trong khi nghién cru trén chi ghép
TBG don nhan tu than tir tiy xuong don thuan.
TU d6, cd thé khdng dinh dugc vai trd quan
trong khong thé thay thé ciia PHCN trén nhém
bénh nhan nay.

4.3. Phudng phap ghép Té bao goc két
hgp Phuc héi chirc nang. Trong nghién clu,
chiing t6i ti€n hanh tap PHCN cho bénh nhan véi
cac bai tap phu hgp vdi tirng giai doan bénh, lién
tuc trong vong 6 thang. Cac bénh nhan trudc khi
dugc tdp PHCN déu dugc lugng gia, tir dé cd cac
bai tap cu thé, sau khi dudc diéu tri tai bénh vién
Phuc hoi chirc nang Ha NOi, qua trinh tap tai nha
cla bénh nhan cling dugc nhom nghién clfu theo
d6i quan ly chat ché. Qua trinh tdp PHCN cai
thién cac van dé vé van dong tur dé cai thién kha
nang doc 1ap van dong cua bénh nhan trong sinh
hoat, cai thién mirc do tan tat trén Iam sang.

Xét vé ca ché tac dung cla diéu tri cta ghép
TBG mét s6 nghién clu cho thay sau khi dugc
dua vao cd thé, t& bao gbc don nhan tur thy
xuong nhan di téi ving ndo bj tén thuong nhan
Ién va biét hda thanh cac té bao khac nhau nhu
té bao than kinh, té tao than kinh dém va thic
day qua trinh tai tao than kinh. Trong CTSN man
tinh, m&t myelin va t6n thudng sgi truc gay ra su
gian doan dan truyén tin hiéu, cac té€ bao than
kinh dém gitp tai tao myelin va slra chifa nhitng
k&t ndi than kinh ton thuang dé’. Ngoai ra, t&
bao gbc don nhan tir tdy xuong bao vé su thoai
hda chét trdng va su’ pha v8 mao mach thr phat
sau chan thudng cap tinh, ching tiét ra cac yéu
t6 tang trudng than kinh (NGF), yéu t6 dinh
duGng than kinh c6 ngudn goc tur than kinh dém
(GDNF), yéu t6 tang trudng ndéi mé mach mau,
yéu t6 tang trudng nguyén bao sgi gilp bao vé

than kinh va (c ché tdn thuong th phat cla
than kinh8.

Tom lai, qua trinh PHCN cai thién chlfc ndng
van dong, kha nang nhan thdc cta bénh nhan
két hgp tac dung phuc hoi than kinh cla TBG
thong qua viéc hinh thanh t€ bao than kinh, tan
sinh mach, san xudt cac yéu t6 tang trudng va
cac hiéu rng tuyén noi tiét cai thién chirc nang
vung ndo bi tén thuong mang lai su’ bién déi ca
vé chat va lugng trén nhém bénh nhan CTSN
man tinh. Ké qua dudc chi’ng minh trén cac
bénh nhan trong nghién cltu nay da cé nhitng
tién trién tich cuc.

V. KET LUAN

- Phuc hoi chic nang két hgp ghép t€ bao
goc don nhan tu than tir tdy xuong trén bénh
nhan CTSN kin, giai doan 6 — 36 thang sau chan
thuong ¢ tac dung tich cuc trong cai thién mic
do tan tat, chirc nang doc lap van dong ciing
nhu chat lugng cudc séng cla bénh nhan.

- Khéng phat hién cac bién chiing bat
thudng trong vong 3-6 thang ké tir khi can thiép.

TAI LIEU THAM KHAO

1. Jennett B. Epidemiology of head injury. Arch Dis
Child. 1998;78(5):403-406.

2. Hwang PY, Lewis PM, Balasubramani YV,
Madan A, Rosenfeld JV. The epidemiology of
BCVI at a single state trauma centre. Injury.
2010;41(9):929-934.

3. Pham CV, Luong AM, Bachani AM, Nguyen
TV, Tran NT, La QN. Injury Mortality in Vietnam:
Patterns and Trends, 2005-2013. ] Public Health
Manag_Pract JPHMP. 2018;24 Suppl 2:544-S51.

4. Nguyén Duy Thang, Nguyén Viét Quang,
Tran Ngoc Vi, Ha Thi Phudng Lan, Bui Thi
Diém Thu. biéu tri chan thuong so ndo cdp tinh
bdng ghép té bao géc tu than tai bénh vién Trung
udng Hué. Tap Chi Hoc Ldm Sang. 2020;59:20-25.

5. Sharma AK, Sane HM, Kulkarni PP,
Gokulchandran N, Biju H, Badhe PB.
Autologous bone marrow mononuclear cell
transplantation in patients with chronic traumatic
brain injury- a clinical study. Cell Regen Lond
Engl. 2020;9(1):3. .

6. Vil Minh Hai. Ti I&, dac diém va thai do x tri
chan thuang so ndo mau tu ngoai mang cling tia
bénh vién da khoa tinh Thai Binh. Tap Chi Hoc
Viét Nam. 2021;503(1):257-260.

7. Sharma A, Sane H, Gokulchandran N, et al. A
clinical study of autologous bone marrow
mononuclear cells for cerebral palsy patients: a
new frontier. Stem Cells Int. 2015;2015:905874.

8. Bedi SS, Walker PA, Shah SK, et al.
Autologous bone marrow mononuclear cells
therapy attenuates activated
microglial/macrophage response and improves
spatial learning after traumatic brain injury. J
Trauma Acute Care Surg. 2013;75(3):410-416.

203



