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U'NG DUNG TE BAO GOC TRUNG MO TRONG PIEU TRI
CHAN THU'ONG COT SONG TON THU'ONG TOY MAN TINH

- 2
TOM TAT™
Myc tiéu: Danh gia két qua diéu tri chdn thuan:

cht sung B thudng tdy man tinh ing dung ghép te
bac gac trung md. Phu‘dng phap: nghién cifu mo t&
tén clu ldm sang. K&t qua: Cac bdo céo nghién cifu
[ic] cerng minh su €& thién cac chirc ndng van dong
va cam gidc & cac mic 45 khdc nhau dude quan sat
‘may trong 10/10 truding hgp (100%) sau khi ghép t&
béo gbc trung md duocc danh gid bdi Higp hi chin
thugng cot séng ngudh My (ASIA), 5 (50%) trung s8
10 bénh nhdn nhan thiy cai thxen tr ]up A dén B,
trong ki 1 trudng hop (10%) c6 ca thién ti* B dén ¢
sau 6 thang Phan tich ¢ac két qua didu tri tép theo
chi ra rang viéc cdy MSC autologous la mat ky thuat
khd thi va an toan. K&t ludn: ap dung thanh _cong
MSCs trong thyc hanh &m sang c6 lién quan dén sy
¢an thiét phay thuc hién cac xét nghiém chi tét hon de
danh g\a hleu qua clla MSCs trén bénh nhan tén
thudng tily s6ng.

Ti¥ khda: T bio géc trung mé, tén thuting tiy
man tinh,

SUMMARY
APPLICATION ADIPOSE-DERIVED
MESENCHYMAL STEM CELLS IN CHONIC
SPINAL CORD INJURY TREATMENT

Objective: To evaluate the results of application
adipose-desived mesenchymal stem cells in chonic
spinal cord njury treatment. Method: descriptive
study descriptive study. Results: The study reports
demonstrated improvement of motor and sensory
functions of vanous degrees chbserved in 10/10
(100%) cases after mesenchymal stem cell
transplantation. Measured by the American Spinal
Injury Asscciatian (ASIA) scale, 5 (50%) out of the 10
patients observed an lmprovement at grade A to B,
while 1 case (10%) saw an improvement from B to C
after 6 months. Analysis of subseguent treatment
results indicated that the transplantation of autologous
MSCs is a feasible and safe techmque. Conclusion:
Successful application of the MSCs in the clinical
practice is associated with the necessity of executing
more detarled examinations 1o evaluate the effect of
MSCs on the patients with spinal cord injury.

Keywords: adjpose~derved mesenchymal stem
cells, chant:s,atnal cord wjury.

1. DAT VAN BE
Chiin thudng cdt sdng 1a loai chin thuong

*Bénh vidn his nghi ViEL Bt

Chiu trach nhiém chinh: Binh Ngoc Sdn
Email: sondmhngoc75@yahoc com
Ngdy nhan bai: 20.3.2017

Ngdy phan mén khea hec: 12.5.2017
Ngay duyét bai: 23.5.2017

Nguyén L& Bio Tién*, Dink Nggc Som*

thuding gép véi t8n thudng tly thudng dé lai
nhifng hdu qua nghiém trong nhu li&t hoan toan
hodc khdng hoan toan. Theo Trung tdm Théng
ké Chén thuong cdt sdng clia My, o 1 trifu
ngu@i thi cé 40 ngudi chan thuong cdt s6ng, bao
gﬁm ca nhitng ngudi d& séng sét sau tai nan.
Hang ndm, ty 1€ m&c bénh 14 12.500 trerng hop
mai [1] Mitc @8 nghiém trong ctia SCT cd thé
thay doi tr tinh trang liét khong hoan thoan
thanh hoan toan do thi§u mau cg hoanh hedc
méit mau. Ngodi mic dé chan thudng odt s6ng,
ki€u chn thudng ciing 1a mat yéu 16 quyét dinh
xac dinh cg hdi hdi phuc va Iva chon ligu phap
digu tri. Viéc phau thudt giai &p s8m cb thé glup
bac vé nhifng t& bao than kinh gilip néng cao ti
1& h8i phuc sau chdn thuong. Tuy nhién, khdng
qué 1% cé ddu hidu hdi phuc tu nhién hoan toan
sau chan thudng. Hau hét bénh nhén sau xuét
vIEn van phai ngdi xe 18n subt dai.

Viéc kich hoat va thiic ddy NSC ndi sinh (a
nhung qué trinh déc biét quan trong bdi vi chiing
6 thé huy déng khoang 500.000 - 2.000.000 t&
bao méi tai ¢hd tBn thucng mét thang sau chdn
thuong [2]. Viée cdy ghép t&€ bao gdc trung mé
cé thé kich hoat lal qua trinh ndy. Vi vdy ching
81 thuc hién nghién citu ndy nhdm: “Bdnk gid
k8t qua ng dung t€ bdo gdc trung mé trong
diu trf chdn thuong cot song <o ton thibng tiy
man Enh“tai bénh vién Viét Bifc ndm 2016.

11. 881 TUONG VA PHUONG PHAP NGHIEN CU'U

2.1 Béi tugng nghién cifu: Bac gdm 10
bénh nhan ¢ @b tudi tir 18 — 65 tudi, chan
thugng cot song man tinh dugc lua chon vao
nghién clru tr nam 2013 - 2016.

o Tiéu chudn lua chon: Cac bénh nhan dugc
Iya chon diéu tri vdi MSCs 13 nhifng bénh nhan
chdn thugng cdt séng cd holic nguc nao trén
hinh anh  MRI, ¢ *héi chiing (am sang khang
day dl” va tren hinh anh chup MRI ghi nhan
hinh anh nang rong (khong pha| seo than k|nh)
tai vi tri ton thu’dng tuy song, da dugc phiu
thuat ¢6 dinh cdt sng giai ep

e TRu chudn logi trni: BEnh nhan chin
thuang c6t séng li€t tdy khéng hoan tean va cic
bénh nhan d& dudc dieu tri phuong phép bé trg
cam {ng than kinh trung dudc loai trir khoi
nghién clru.

2.2 Phugng phap nghién ciru:
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Thigt k&€ nghién ciru: M6 ta tién clru 1am

sang.
Noi dung thuc hién:

- Phan Iap va nudi cdy té bao goc trung
mo thu phén By mé mé: 100 - 150 ml dudc
thy hoach t chinh Ung vién tham gia nghién
=(ru tal bénh vién hitu nghi Viét Birc. M3 sau khi
rifa loai héng c3u bdi PBS dudc phan giai bai
collagenase trong thei glan 40 — 60phdt. Ly tam,
loai bé cd va thu nhédn SVF. Mgt phan SVF dudc
3éng goi trong Sml NaCL 0.9% dé chuén bj cho
il tiém 1.

MOt phan SVF cdn lai dugc trai véo dia méi
treding DMEM va nudi cdy trong th &m vai diéu
kién nhiét d6 37°C va 5% CO, trong vong thdi
gian 20 ngady vi 4 [An cdy chuyén. Thu hoach 20
- 30 triéu t€ bao sau nudi cdy tdng sinh, dong
g6i trong 5ml NaCL 0.9% d& chudn bi cho mi
tiém 2,3,

- Kiém sodt chit luong té bao gic

Kiéu hinhh midn dich: Dinh danh t& bao gdc
trung md duge thuc hién bang mdy phén tich
dong chay t& bao. 1 x 10° t& bao hod tan trong 1
ml PBS dugc xéc dinh bing biu hién marker
MSCs trén bé mét nhu CD73, CD105, CD9Q,
CD166 va thi€u cac ddu hiéu bé mat dac truhg

RESa 50 B ey ¢ dunes £iduss,

CD14. Céc t& bao dudc kiém tra va dinh lugng
béing kinh hién vi vé chup anh k¥ thudt 6.

Kiém sedt v3 trung: MAu & bao trudc khi
dudc mng dung dugc kiém soat endotoxin,
mycoplasma va vi khudn vi ndm.

- Quy trinh cdy ghép va ddnh gid: Bénh
nhan dugc (g dung ghép t& bao gdc vdi 3 miii
tiém tudng Ung nhy sau: Mii tiém 1: 4.10° duge
tiém dudi hung din CT vao trge 1Ep vi tri nang
nudc cda vi tri t8n thudng, Ml tiém 2, 3: 20 -
30.10° dugc tiém tai vi tri L2 vao dich ndo tuy.
Céc mi tiém cach nhau 30 ngay. Sau ghép bénh
nhan dudc danh gia béng cac chi s8: 5F36, ASIA
va MRI.

1. KET QUA NGHIEN CU'U

3.1 K&t qua phan [8p va nudi ciy té bao
géc trung mé thu nhan t&f mé md

100% céc mau déu vugt qua qua trinh kim
tra vi khu@in vi niim, endotoxin va_mycoplasma
trude khi c8y ghép. 100% cic miu bidu hién
marker dudng tinh CD73, CD105, CD90, CO166
tlr 89 — 95% véa bifu hién marker dm tinh CD14
sau nudi cBy 0%. Ti 18 t& bio sfing sot trén 95%
sau nudi cay la 100%.

RS 18 Lno e 1 ademaan s acles

souc

Ridyr A3 1 Rifn AA nhin tich FACS hifll hidn CN72 hd mit t8 han nidi ~Sy

Seatter  UNSTAINT

St Gy

PYPIPY

Biéu 5 2. Biéu db phan tich FACS biéu hién CD14 bé mt t& blo nubi cdy
Thé tich dich tiém mdi mdi la 5ml vSi s6 lugng t& bao gdc trung binh sau phan 13p va nudi cdy
mii 1, mii 2, mii 3 [@n luot 1a: 3,1 £ 1,29 (10° TB), 25,3 £ 13,8(10° TB), 24,7 + 12,01(10° TB).
3.2 K&t qua 1am sang va cdn lam sang sau ghé

p
B8ing 1. Mifc dg héi phuc dugc do irdng trén chi s6' ASIA

Tinh trang than kinh A KhlBkham Ia|Csau : tha';g ﬁ Tang
Nhémcanthiép | A 4 5 1 0o | o [ 10
Ti 18 (100%) 40% 50% 10% o | 3] [ 100
10/10 trudng hop (100%) sau khi ghép té bao gac trung mo dude danh gid bdi Hép hgi chan

g : 5 PR, <
thudng cdt s6ng ngudti My (ASIAYS {50%) trong s 10 bénh nhan nhan thdy cai thién tir [p A dén B,
trong khi 1 trudng hdp (10%) ¢o cai thién tir B d&n C sau 6 thang.
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Bing 2. Két qua 6 thang diéu tri trén MRI

) L(mm) [ R{mm) MCC (%) MSCC (%)

Trdc Gém (n=10) 53,5+33 | 72%04 R7 45 369 £ 2,4

Sau tiém 6 thang {n=10) 30141 | 54*L13 20%28 255+ 2,3
P-value P<0,05 | P<0,05

# chén ép cOt s6ng 157 da.

Hinh anh trén phim cong ercng r cho thay
chidu dai tdn thubng, ds rong ang song, ti 18 ton
thuigng Bt sdng t6i da va ti 1& chén ép bt séng
t6i da déu e6 chi thién han so vai 6 théng trude
8m t& bao géic, si¥ khdc bidt c6 ¥ nghia théng
& vdi p<0,05

K8t qua cho thdy 100% bénh nhén ¢ cai
thién chat lugng cude song va 100% bénh rthan
iy ghép khdng ghi nhan bién cg nghiém trong.

TRUDNG HOP DIEN HINH

Bénh nhén Tran D, Nam, 31 tudi, qué quan
Ha NGi. Bénh nhén tai nan xe méy nam 2007,
bénh nhén dudc mé 6 dinh tai BV Hifu Nghi Viét
Difc. Danh qgia 1am sang ban dau: bénh nhan
mdt van ddng hoan toan hai chi dudi, hai tay van
dong yéu, khong cdm nadm dugc. M&t cam giac
I ngut trd xudng. Dai tiéu tién khéng ty chi.
Dénh gia trén X-Quang, CT cho thdy bénh nhan
CTCS C7-T1 d& dudc c6 dinh. Trén MRI, bénh
nhan tdn thudng tay sBng ngang mie C7-T1.

K&t ludn: Bénh nhan chdn thudng cét sGng
B liét tdy khéng hoan toan C7-T1, D& B theo
thang diém ASIA. Bénh nhén dugc chi dinh ghép
& bio géc mé md vao ngay 12/04/13. Sau ghép,
dénh gid ban dau, bénh nhan tinh tao, khong sot
va khong cd bét ky bién chimng nao.

Panh gia kat qua bénh nhin sau ghép

vi thang sau tiém MTL: Ghi phén cadm gidc
nong dén vung bung. Benh nhdn biét déi bung
va ting cdm gidc dai tiu tién, chua ghi nhan
d&u hiu phuc hdi v& van déng.

V3 thang sau tidm MT1: Ghi nhdn cdm glac
néng d&n viing ban chan, tang cam glac dai tiu
tién, ed uc tang nerng chua ghi nhan dau hiéu
phuc hdi 15 vé van ddng. Sirc khée téng the va
tinh thin bénh nhan t8t hon. Bénh nhan tap
phuc hdi chiic nang tai nha

v'12 thang sau tiém MT1L: Cam giéc dén ving
ban chéan, dai tiu tnen e chu, ©o rén chic hon,
o luc tay 5t hon, cdm ndm dudc. Sl khoe
téng thé 5t han nhigu. B&nh nhan tép phuc hoi
chifc ning tai nha.

1,5 nam sau tiém MT1: Cam g\ac dén viing
ban chan cd v tay tBt han, cdm nam dugc. Dai
tidu tién ty chu.

P<Q,05 P<0,
Voi L: chigu dai 16 thutng, R: do rdng dng song, MCC: & I ton thzfdﬂg cgt song to1 da, MSCC: #

¥2 ndm sau tiém MT1: Bénh nhén cé cam
gidc ndng o tat ca cac vi tri rén o thé. Ving
ban chin cé cam gidc shu nhung chua 3 rét. 2
tay van dong t8t, tay phai heat déng linh hoat
(i€ chll, sir dung méy vi tinh,...); tay tréi kém
Inh hoat hon (bi dmh khdp). 2 chan co gdp
duge, tuy nhién chua van ddng dugc ngén chan.
Dai tidu tién chl: ddng hoan toan gan nhu ngudi
binh thudng.

IV. BAN LUAN

Kha n&ng ty tai tao ciia hé& thin kinh trung
wong (CNS) rdt thdp 1a mdt thach thic che vide
phat trién cac chién luge didu tri mdi. TE bao goc
trung mé (MSCs) dudc d& xudt nhu 13 cdng cdng
cy cho viée diéu tri ¢6 thé cho r6i loan CNS.

Nhitng nghién cltu trén sn vitro 63 chithg
minh réng cac i€ bao gidng t&€ bao than kinh ¢d
ngudn gac tir MSC cé thé séng sét, di chuyén,
tich hap va gidp khdi phuc chife nang va hanh vi
clia bénh nhan SCI va MSC cé thé 1& mdt cich
tiép cin phil hop A& digu tri SCI [3-6]. Tuy
nhién, rat khé @€ theo ddi su di chuyén, biét hda
clia cAc t8 bdo dugc ciy ghép trong cd thé.
Zhang va cac cong su' dau tién da nghién ciru
rén md hinh the, chirng minh rang ¢ac té bao géc
trung md dugc cdy ghép (d3 dugc danh diu) véo
thd c6 the homeing vé biét hda thénh t& bo than
kinh dudi cong hudng tir trong 7 vivo,

Trong cic nghién ciu mo hinh dong vat thi
nghlem clia SCI, tiém MSC d3 dan dén viéc bao
vé dang ké cac t& bao than kinh va gidm bot thé
tlch nang nudc va seo, va cai thién chifc ning
vén ddng.

Trong ngh\en cu‘u nay, 10 bénh nhén chén
thuang cét sBng c6 va nguc-that lung man tinh
da trai qua thdi gian da trong tinh trang iiét tuy
hoan toan, vdi chifc néng van déng ducc danh
gié theo chi s8 AIS — A. Sau ghép 6 thang, b b
5 bénh nhén {50%) ¢b cai thién chirc nang than
kinh theo thang diém AIS (A B) va 1 bénh nhan
(10%) €0 cai thién ve thang digm ALS o (B C)
sau 6 thang. K&t qua trén can 1&dm sang cung kha
kha quan. Cac chi s chigu dai va chigu réng ton
thudng cd cai thién déng k& trude va sau ghép.
Dat biét, chi s8 MCC va MSCC dBu nhd hon 30%.
Pigu nay cho thdy hiéu qua didu tri dang k& cla
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MSC thdng Gua biét hda thanh CNS va kich thich
t& bao gbc than kinh tham gia qud trinh sia
chifa tdi tao,

Trong nghién cdu [Bm sang kéo dai, Park et
al. (2012) cho théy <6 3 trong 10 bénh nhén
chén thugng ¢t s8ng ¢b hoan toan dudc tidm
MSCs ngoai mang cung [7]. Khdng may 1a s
phuc héi clia dong ¢g chi quan st dugc trong
cac phan doan gan vd t8n thudng tly sdng.
Trong mat nghién ciu khac cla Park va cang sy,
10 benh nhan chan thudng ¢6t sdng nang da
duwdc thu nh&n va nudi cdy MSCs trong khoang
théi gian 4 tudn [7]. Tiép theo, cAc bénh nhan
dudgc tiém 1ml dung dich mudi chira 8x106 MSC
vao ndi mac tly va tiém chich Sml nudc mudi
chifa 4x107 MSCs vao ngoai c¢lng. Sau @6, vao
tudn th(r 4 va 8, bénh nhan da dugc tiém thém
8ml dung dich mudi chira 5x107 MSCs vao vi trf
L2. Sau 6 tha'ng theo d&I, 6 trong s6 10 bénh
nhén cho thay stre ¢g dudc cai thign déng ke, va
3 trong s8 6 b&nh nhan 46 sy cai thién va dan
dan thich Ung vdi hoat dong sinh hoat thudng
ngay. Céc két qua nghién ciu cua nghién clu
nay ciing cho thdy nhitng bang chiing kha quan
vE két qua didu trj véi nhidu két qua nghién clru
clia cac tac gia khac trén thé gidi.

V. KET LUAN

T& bao gbc trung md la ngudn t& bao tidm
nang che fiéu phdp tr liéu SCL. Vdi két qua
nghién cdu tén thé gidi 1a bang ching quan
trang chifng minh higu qué cia MSC trong mo
hinh SCI. Tuy nhién, hién tai md hinh SCI man

tinh cBn duwge nghién ciru mat cach quy md va
hé théng hdn.
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TINH HINH HIEN MAU TINH NGUYEN VA MQT 50 YEU TG ANH HUONG
DEN HOAT DONG HIEN MAU TINH NGUYEN ¢ HAI KHOI SINH VIEN
Y2K44 VA Y3K43 TRUONG DAL HOC Y DU'Q'C THAI BINH

ba gThl Thu Hang Nguyén Thi Hién',

Nguyén Vin Tién', P Vin Dung Ngé Manh Quzm]

TOM TAT
Muc tiéu; M& t& tinh hinh hoat déng hién mau
tinh nguyén va mét s8 yéu & anh hudng dén hoat
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darg hién mau tinh nguyén & sinh vidn has khoi Y2K44
v Y343 Trudng Dar hoc Y Ougc Thal Binh. Phutng
phip ngluen ctru: phuang phép dich % hoc md ta
qua cudc didu tra ¢t ngang, Két qua nghién i
Ty & sinh vién da tirng hién maJ A ndm 2 |a 43,4%
thép hon ném 3 (51,6%) c6 ¥ nohla thing ké ¥&
p<0,05. Tap tue, ton gxao la nguyén nhan chigm ty ié
cao nhit gy can trg viee h|en méu cua ca sinh vten
ndm 2 (26,3%) va sinh vién ném 3 (77, 2%), GO 3 yéu
t& anh huong dén hanh vi hién mdu: din tic, khi va
tham gia CLB hién méau.

74" khda: Hién mau tich nguyén, yéu 5 anh
hudng, sinh vién, Thai Binh,
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