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Phan tich biéu hién mit s0 cytokine va yéu to ting trung té bao trong dich no tiy
ciia bénh nhén roi loan co tron, viém tily cat ngang va liét
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Tom tit:

Cic nghién ciru gin day cho thiy cé sy lién quan giira mirc d9 biéu hién ciia cytokine va yéu t6 ting trudng véi cic bénh 1y khac
nhau, trong d6 ¢6 ton thwong than kinh. Trong nghién ctru nay, chiing tdi thu thap dich nio tity (DNT) ciia cic bénh nhén viém/
ton thuong than kinh gf)m roi loan co tron (RLCT), v1em tiy cat ngang (VTCN) va liét aé phan tich sy biéu hién ciia 22 cytokine
va yéu to tang trudng bang phwong phap phén tich mlen dich da myc tiéu (Luminex). Két qua cho thay, trong DNT cia bénh
nhin RLCT, VTCN va liét c6 su biéu hién ciia cd 22 yeu t0, gom ¢6 10 cytokine gy viém, 6 cytokine chong viém va 6 yeu to
tang trwéng. Cac cytokine gay viem GM-CSF, IL-6 va TNF-a; cytokine khang viém APRIL va ST2 (IL-33R); yeu to ting trudng
GDF-15 va G- CSF co murc d biéu hién cao hon cic yeu to khac trong nhém phan loai chirc ning. Nhom cac yeu t6 biéu hién
thap hon so voi yeu t6 khac trong nhom phén loai chirc ning gom o cytokine gy viém (IL-1p va IFN-y), cytokine khang viém
(IL-10 va BAFF) va yéu tb ting truong (BMP-9, EGF, NGF-p). Ping chii ¥, 2 yéu t6 IL-6 va GDF-15 biéu hién cao hon & bénh
nhén liét so véi RLCT va VTCN, trong khi IL-17A va TNF-o chi biéu hién cao hon & bénh nhan liét so véi VTCN chir khong cao
hon bénh nhian RLCT. 2 yéu t§ IL-21 va TNF-o lai ¢6 biéu hién cao hon & bénh nhan RLCT so véi VTCN. Py la cic két qua
méi, cé y nghia quan trong déng gop vao co sé' dir liéu vé mire dd biéu hién cytokine va yéu t6 ting truéng trong DNT ciia bénh
nhin RLCT, VTCN va liét. Tuy nhién, cAn phéi nghién ctru thém dé c6 thé phat trién két qua thanh céc chi thi cho tirng loai bénh.

Tir khéa: cytokine, liét, rdi loan co tron, viém tiy cit ngang, yéu t ting truéng.

Chi 6 phén logi: 3.1

1. Dat van de

Trong 3 thap ky vira qua, cac bénh than kinh nhu RLCT do
thodt vi mang ndo - tuy, VTCN va liét da gy ra nhiing thach thurc
dbi voi ngudi bénh, gia dinh va toan xa hoi. Trong d6, RLCT 1a
bénh Iy gay ra do hiu qua ciia mot dang khuyét tat dng than kinh
khi gai xuong bi ho hay cot song bi nut tao khe ho trén ddt séng
va ¢6 thé gdy ra thoat vi mang ndo tiy [1]. Hau qua nghiém trong
nhit ciia RLCT do nit 6t song c6 thé bao gom suy yéu co hodc
liét & phan do cot song bi nat diéu khién, c6 thé dan dén mét kha
ning kiém soat bang quang va dai trang. Mot s6 nghién ctru cho
théy, 42,2-71,2% céc bénh nhan méc thoat vi mang nio tiy s& din
dén r6i loan chirc nang rudt (dai tién, tiéu tién khong ty chi hogc
tdo bon) [2-5]. Hau qua 1a co thé gay hai cho than va anh huong rat
nhleu den chat luong song cua nguoi bénh, giy cho ho cam giac
x4u ho, trdm cam va tu cach ly ban than voi xa hoi.

VTCN Ia tinh trang viém ca hai bén cua m¢t doan tuy séng,
thuong 1am hong 16p vat li¢u cach dién bao boc céc sgi té bao than
kinh, hau qua 13 lam gian doan céc tin hiéu ma céc day than kinh
tiy song gui di khap co thé. Déu hidu cha VTCN la sy xam nhap
cua tap hop cac t& bao lympho va bach cdu don nhan vao céc doan
ctia tity séng voi cac mirc do khir myelin khac nhau, chiém khong
gian quanh mach, ciing nhu anh hudng dén hoat dong cia cac té
bao than kinh dém [6, 7]. O nhitng truong hop bénh nghiém trong,
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co thé quan sat thdy céc ton thuong viém day than kinh thuc vat
c6 céc lang dong cua globulin mién dich va bd thé xung quanh cac
mach mdu nho va hoai tir [6, 8]. Diéu nay co the gay dau, yéu co,
té 1iét va i loan cac van d& vé cam giac hodc rdi loan chire nang
bang quang va rugt. C6 khoang 60% céc truong hop méc viém tay
cat ngang van chua rd nguyén nhan, 40% con lai lién quan dén céc
r6i loan tw mién nhu da xo cimg, viém than kinh tay, lupus ban do
hé thong, hoi chimg Sjogren, bénh Sarcoidosis va cac bénh khac.
Mic du r6i loan c6 thé phat trién & m01 ltra tudi, nhung ty 1& mic
bénh dat ngudng cao nht ¢ hai muc tudi 1a 10-19 va 30-39 [9].

Trong khi do, liét 1a tinh trang mat kha ndng kiém so4t mot co
hoac mdt nhom co trong mot b phan ctia co thé. Nguyén nhan
dan dén liét co thé do bat ky phan nao cia hé thong chuyén tiép
tin hiéu than kinh hoic bo phan xtr y thong tin tin hig¢u than kinh
- chang han nhu ndo, tiy séng, day than kinh hodc diém ndi giita
day than kinh va co - bj hu hong, cac tin hi¢u di chuyén s& khong
dén dugc cac co va dan dén té liét. Mot trong s6 cac nguyén nhan
ctia liét 1a do ton thuong day than kinh cp diéu khién hoat dong.
Vi du, hoi chimg Guillain-Barre do nhimg ton thuong & cac day
than kinh gdy ra tryc tiép boi virus hodc gian tiép thong qua su dap
{ng mién dich qua mirc véi cdc khang nguyén virus [10], hodc hoi
ching liét & nguoi Trung Quéc (thudng gap ¢ 88/90 bénh nhan
c6 biéu hién liét cap tinh tai phia béc Trung Qudc). Dj tat bam
sinh nhu tat nut d6t song xay ra khi ndo, tity song va/hodc 16p bao
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Abstract:

Recent studies have indicated that there is an association
between expression levels of cytokines and growth
factors with different pathologies, including neuron
damage disease. In this study, we used Luminex assay
to analyse expression levels of several cytokines and
growth factors in cerebral spinal fluids (CSF) of patients
with neuron inflammation or damage including spina
bida (SB), transverse myelitis (TM), and paralysis.
Results showed that we had detected the expression of
22 factors, including ten inflammatory cytokines, six
anti-inflammatory cytokines, and six growth factors,
in the CSF isolated from patients. A group of factors
expressed higher compared to others, including
inflammatory cytokines (GM-CSF, IL-6, and TNF-0);
anti-inflammatory cytokines (APRIL and IL-33R);
and growth factors (GDF-15 va G-CSF). A group of
factors that expressed lower compared to other factors
includes inflammatory cytokines (IL-1p va IFN-y), anti-
inflammatory cytokines (IL-10 and BAFF), and growth
factors (BMP-9, EGF, and NGF-). Interestingly, two
factors of IL-6 and GDF-15 expressed higher in CSF
originated from paralysis patients compared to SB and
TM patients, while IL-17A and TNF-a expressed higher
in paralysis patients compared to TM, but not SB. Two
factors of IL-21 and TNF-o expressed higher in CSF
from SB compared to TM. Results from this study are
novel and significant to contribute to the knowledge of
cytokine and growth factor profiles in the CSF of SB,
TM, and paralysis patients. However, it requires more
investigation to develop these results into markers for
disease diagnosis.

Keywords: cytokines, growth factors, paralysis, spina
bifida, transverse myelitis.
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boc bao vé chiing khong hinh thanh dung cach c6 thé din dén liét
bam sinh. Mot nghién ciru tién hanh khao sat dan s6 bai liét do
Quy Christopher va Dana Reeve tai trg va Trung tim Phat trién
va Nguoi khuyét tat cua Pai hoc New Mexico trién khai cho théy,
¢6 gan 1/50 nguoi My dang séng chung véi mot dang liét - twong
duong v6i khoang 6 triéu ngudi trén tong dan s6 [11].

Gan ddy, c6 nhiéu nghién ciru huéng dén tim hiéu mi twong
quan ctia hé mién dich v&i bénh ton thuong thin kinh. Nhidu bang
chtmg cho rang céc cytokine viém ting cao ¢6 lién quan dén su
hién dién ciia con dau sau ton thwong ddy than kinh, trong khi
cac cytokine chong viém c6 lién quan dén viéc diéu hoa hé thong
mién dich va giam dau than kinh [4, 12]. Mot s6 nghién ciru voi
cytokine huyét thanh ¢ d6i tugng bénh nhan mic VTCN cho thay,
IL-6 ¢ thé dong vai trd quan trong do nd ¢6 lién quan dén sw ton
tai cta céc té bao tao ra khang thé chéng AQP4 trong tuan hoan
ngoai vi va tang cudng phan tmg viém ¢ hé than kinh trung wong
[13]. Bén canh do, IL-6 tang cao hon trong dich ndo tiy cta bénh
nhin VTCN so voi DNT ctia cac bénh Iy than kinh ¢6 nguyén nhan
khong phai viém than kinh [ 14, 15]. Ngoai ra trén ddi twong RLCT
do viém mang tity, ndng d6 IL-6 va TNF-a trong huyét thanh cua
tré m6i sinh mic bénh ting cao so voi tré méi sinh binh thudng, va
do d6 cho ring c6 thé sir dung IL-6 va TNF-a lam dau an chi thi
cho bénh viém mang nio tay [16]. Viéc danh gia mdi twong quan
giita céc cytokine va cac bénh ton thuong than kinh 1a cin thiét dé
phét trién thanh chét chi thi va tién lugng bénh, tir d6 hudng dén
nhitng phwong phép diéu tri phu hop.

Mic du da c6 mot s6 nghién ctru vé biéu hién cytokine trong
huyét thanh cua bénh nhan RLCT, VTCN va liét, tuy nhién chua
¢d nghién ctru ndo so sanh truc tiép mirc do biéu hién ciia cytokine
va yéu t6 ting truong trong DNT cua 3 loai bénh nay. Do vy,
chung t6i tién hanh thu thap DNT va danh gia biéu hién cia mot
sd cytokine viém, cytokine khang viém va yéu tb ting truong
ctia 3 loai bénh nhan nay nhim tim ra yéu t6 khac biét dic trung
cho timg bénh. Bén canh do, trudce ddy viée tién hanh do ndng do
cac cytokine trong miu mau dugc thuc hién bing phwong phap
xét nghiém mién dich hap thu lién két véi Enzyme (ELISA) [13,
16]. Tuy nhién, ELISA chi c6 thé duoc su dung aé phat hién mot
cytokine trong mot 1an do mau, trong khi d6 Luminex ¢6 thé khic
phuc dugc diém yéu nay va co thé phat hién duoc nhiéu cytokine
trong cung mot lugng mau nho. Do vy, trong nghién ctru nay,
ching toi sir dung k¥ thuat Luminex dé phat hién va dénh gi4 biéu
hién cia cac cytokine va yéu td tang trong trong mau dich nio tiry
cua bénh nhan RLCT, VTCN va li¢t.

2. Phuong phap nghién ciiu
2.1. Thu thap dich ndo tity

Bénh nhan mic RLCT do thoat vi mang ndo tiy, VTCN va liét
duoc tién hanh rat DNT trudce khi truyén vao luong dich té bao gbe
tur than twong img dé duy tri ap luc ndi so. Mau DNT 1a chat thai y
té va duoc thu lai. Bénh nhan duoc théng bao va cho ky gidy dong
thugn truéc khi tién hanh thu mau,



Quy trinh 14y miu duoc bac s§ thuc hién theo cac budc: giy
mé, rat DNT tai khe gitta dot song that lung thir 4 va 5 sir dung
kim tiém 18 G, chuyén dich sang 6ng ly tim 15 ml va dén nhan
mi bénh nhan. Sau d6, mdu DNT s& dugc van chuyén vé phong thi
nghiém dé xt Iy cac bude tiép theo.

2.2. Xur ly dich ndo tity va bdao qudn

Mau DNT sau khi thu thip dugc chuyén vé phong thi nghiém
va xir Iy theo quy trinh gom cac bude: ly tim 400 vong/10 phut/4°C,
thu dich ndi 14 phan DNT sir dung cho nghién ciru va chia vao céc
ong bdo quan polypropylen 1 ml voi thé tich 500 pl dich n6i/ong.
Tiép @0 tién hanh dan ma vach thong tin mau va bao quan ¢ nhiét
d6 -80°C cho dén khi tién hanh cac thi nghiém tiép theo.

Can con lai (sau khi da thu dich noi) duoc hoa tan trong 100
ul dich dé dém te bao. SO lugng té bao (don vi: t€ bao) dugc tinh
toan theo cong thurc sau:

86 lugng té bao = (Tong s6 t€ bao ¢ 4 budng dém/4) x 10.000 0,1
trong do, 10.000 1a thé tich buong dem (mm?’); 0,1 1a d¢ pha lodng
(dung dich ban dau dugc co lai).

2.3. Dinh lugng n&ng dp protein

Nong do cytokine va cac yéu to ting truong trong DNT cia
bénh nhan RLCT, VTCN va liét duge dinh lugng béng bo kit
Human Custom Procartaplex Multiplex Panel 22-Plex (Thermo
Fisher) trén thiét bi Luminex™200. Bo kit duogc thiét ké dé phan
tich céc cytokine gdy viém, chong viém va yéu to ting truong,
gdm c6: GM-CSF, IFN-y, TNF-o, IL-1B, IL-2, IL-4, IL-5, IL-6,
IL-10, IL-12p70, IL-17A, IL-21, IL-31, IL-33R, BAFF, APRIL,
NGF-p, BMP-9, EGF, GDF-15, G-CSF, M-CSF.

Cac hoé chat theo bd kit duge chuén bi theo huéng dan ciia
nha san xuit. Nguyén ly hoat dong cua b kit dya trén su bat cdp
protein ctia mau can phan tich v6i hai 16p khang thé 1a khang thé
bit giir dugc gan trén cac hat tir va khang thé phat hién duoc gin
biotin. Cac thao tac duoc thuc hién trén dia 96 giéng. Sau khi u
mau va hat ttr, dat dia 96 giéng 16n bé mit ctia dia nam cham dé gilr
lai hat tir @i gén khang thé bat giit va tuong tc voi protein dich lai,
rira loai bo mau thira va cac protein khong tuong tic bam vao hat
tir. Tiép theo, bo sung khang thé phat hién c6 gan biotin dic hiéu
v6i protein trong mAu can phén tich. Lién hop Phycoerythrin (PE)
Streptavidin hoat dong nhuw phan tir phat huynh quang duoc bo sung
& bit cap v6i khang thé phat hién thong qua cau nbi Streptavidin
- Biotin. Do tin hiéu huynh quang trén hé thong Luminex™200 dé
xac dinh sy c6 mdt va s luong khang nguyén. Két qua thu dugc
o file Batch s& dugc doc trén phan mém ProCartaPlex Analyst 1.0.
Két qua dinh lugng s€ dugc tinh toan va kiém dinh dua vao duong
chuén dugc dung dua trén chat chuan cung cép clng bo kit.

2.4. Phan tich thong ké va xii Iy 56 ligu

Ham lugng protein phét hién dugc trong DNT cua bénh nhan
s& duoc phén tich va bao cdo dudi dang gia tri s6 trung binh (TB)
+SD. Phan tich théng ké va v& hinh trén phan mém GraphPad
Prism version 9 (Hoa Ky). Gia tri p<0,05 dugc xem la so sanh
khéc biét c6 gia trj thong ke.
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3. Két qua
3.1. Dac diém dich ndo tiy thu dwoc

Mau DNT thu duoc 14 phan dich hut ra truée khi tiém té bao
géc nén thé tich dich sé phu thudc vao thé tich cua dich té bao
truyén vao. Méu thu duoc s& duge xur Iy dé loai bo té bao va bao
quan cho muc dich phan tich ndng d9 protein (cytokine va chat
tang truong). Trude khi sir dung DNT dé phan tich cytokine,
chiing t6i kiém tra dic diém cdc mau DNT thu dugc sau ly tim.
Dir liéu cho thay, cac mau DNT thu dugc khong bi nhiém té
bao mau d6 nhung co thiy xuat hién té bao don nhan. Didu nay
cho thdy rang, trong qua trinh hut DNT tir bénh nhén, mot phan
té bao trong dich tiy ¢6 1an vao DNT trude khi xtr ly. Viée xir
Iy loai bo t& bao 13n vao nham dam bao cho chat lugng DNT
du didu kién dé phan tich cytokine va yéu tb ting truong bing
phuong phép Luminex (bang 1).

Bang 1. Dic diém cac mau dich nio tay thu dwoc tir bénh nhan réi loan
co tron, viém tuy cat ngang va liét.

Méiu DNT RLCT VTCN Liét

S6 lugng mau (n) 5 2 5

Thé tich mau TBSD (ml) 3,9+1,0 4,2+0,3 2,7+0,5
Tudi bénh nhan (TB (dai tudi)) 12,25 (6-20) 5,5 (5-6) 33,2 (18-45)
Nhiém hong ciu Khong Khong Khong
Nhiém bach ciu don nhin Co Co Co

3.2. Biéu hién cia cytokine gdy viém

Pé danh gia biéu hién ciia céc cytokine gdy viém trong DNT
cua bénh nhan RLCT, VTCN va liét, chiing t6i st dung k¥ thuat
Luminex dé danh gia mtc do biéu hién ndng do cua 10 cytokine
gy viém, gdm co: GM-CSF, TNF-a, IL-1B, IFN-y, IL-12p70, IL-
17A, IL-2, IL-6, IL-21 va IL-31. Trong d6, GM-CSF biéu hién
cao nhat ¢ ca 3 loai bénh, tiép dén cao thir 2 1a TNF-q va thir 3
14 IL-6. Nhom biéu hién thip nhat 1a IFN-y va IL-1p. Nhom biéu
hién trung binh la IL-12p70, IL-17A, IL-2, IL-21 va IL-31 (bang
2, hinh 1).

Bang 2. Ham lwong cytokine gay viém trong dich nédo tuy cua bénh nhan
réi loan co tron, viém tuy cét ngang va liét (pg/ml).

Cytokine gay viem RLCT (TB£SD) VTCN (TB+SD) Liét (TB+SD)
GM-CSF 130,345,569 137,95+5,473 141,778+4,779
IFN-y 14,694+4,037 3,98+5,628 5,05244,701
IL-18 12,074+1,768 7,31+1,131 11,662,364
IL-12p70 37,724+8,901 28,075+9,779 41,004+12,062
IL-17A 49,266+6,718 30,055+3,394 56,054+4,246
IL-2 41,814+1,679 36,485+1,053 36,62+3,869
IL-21 54,45+37,874 27,35+6,307 43,404+7,760
IL-31 37,032+10,203 22,08+0,212 25,406+3,316
IL-6 55,12448,044 47,365+8,111 73,334+15,938
TNF-a 96,812420,078 57,82+7,184 103,67+18,162
3
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Hinh 1. Phan tich mic dé biéu hién cla cac cytokine gay viém siv
dung ky thuat Luminex. Mrc do biéu hién khac nhau ciia cac cytokine
gay viém va gitva cac nhém bénh. Chico IL-17A, IL-6, IL-21 va TNF-a biéu
hién khac nhau & cac nhém bénh trong khi cac yéu tb khac khong cé biéu
hién khac nhau. *: chi p<0,05; ***: chi p<0,001: ****: chi p<0,0001.

Khi danh gia sy khac nhau cta cytokine gitta 3 nhom
bénh, hau hét déu cé bicu hién khong khac nhau trong DNT
cua bénh nhan. Chi c6 4 cytokine l1a IL-17A, IL-6, IL-21 va
TNF-a la c6 sy khac biét gitra cac nhom. Trong do, 3 yéu to
la IL-17A, TL-6 va TNF-a bi€u hi€n cao hon ¢ bénh nhan
liét so v&i bénh nhan VTCN. Bén canh do, IL-6 biéu hién
cao hon ¢ trong DNT cua bénh nhan 1iét so voi RLCT va
TNF-a bi€u hién cao hon trong DNT cta bénh nhan RLCT
so v6i VICN (hinh 1).

3.3. Biéu hién ciia cytokine chong viém

Bén canh danh gid ham lugng cytokine gay viém, chiing
t6i ciing danh gid muc do biéu hién cua cytokine chdng
viém trong DNT cua bénh nhan RLCT, VTCN va liét. Két
qué cho thay, trong s6 6 yéu té chdng viém dugc phan tich
gdém c6 APRIL, BAFF, IL-10, ST2 (IL-33R), IL-4 va IL-5;
yéu t6 APRIL c¢6 biéu hién cao nhit, tiép dén 1a ST2 (IL-
33R), IL-4, IL-5 va thép nhit 1a BAFF va IL-10 (bang 3,
hll’lh 2). IL-10 ciing la yéu t6 biéu hién thap nhét trong tong
s6 22 cytokine giy viém, cytokine khang viém va yéu td
tang truong duoc phan tich trong nghién ctru nay (bang 3).
Tuy nhién, 6 cytokine chéng viém nay khong co biéu hién
khac nhau giira 3 nhém bénh ngoai trir APRIL va IL-5 déu
biéu hién cao hon & DNT ciia bénh nhan liét so véi RLCT
(hinh 2).

Bang 3. Ham lwgng cytokine chéng viém trong dich ndo tiy cta bénh
nhan réi loan co tron, viém tiy cit ngang va liét (pg/ml).

Cytokine

chéngviem  RUCT(TB<SD)  VICN (TBSD)  Lit (TB=SD)
APRIL 9352,618+75,112  9277,624202,89  9464,726+74,632
BAFF 7,18241,535 4,41+1,245 6,56+0,286
IL-10 2,338+0,33 2,630,127 3,57840,658

ST2 (IL-33R)  176,948+11,516 155,346,477 156,826+8,077

1L-4 43,83+13,613 58,925+3,175 65,114+13,677

IL-5 37,986+23,681 38,05+0,000 124,594+50,457
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Hinh 2. Phan tich mirc dé biéu hién cta cac cytokine chéng viém sir
dung k§ thuat Luminex. Khdng c6 su biéu hién khac biét vé mic do biéu
hién cytokine gitra cac nhém bénh, ngoai triv hai yéu t6 APRIL va IL-5 c6
biéu hién cao hon & trong DNT clia bénh nhan liét so véi RLCT. **: chi
p<0,01; ***: chi p<0,001.

3.4. Biéu hién ciia yéu 1o tang truong

Mirc d biéu hién cac yéu tb ting truong ciing ¢ thé
phan anh tinh trang bénh 1y cua bénh nhan. Do vay, ching t61
tlep tuc phén tich mirc do biéu hién cia 6 yéu t6 ting truong
té bao, goém c6: BMP-9, EGF, G-CSF, GDF-15, M-CSF va
NGF-. Ket qua cho thiy, GDF- 15 biéu hién cao nhat trong
sO cac yeu t6 dugc phan tich, t1ep theo la G-CSF, 2 yéu t6
nay biéu hién cao hon nhleu lan so véi cac yéu tb con lai.
Trong khi do, cac yéu t6 BMP-9, EGF va NGF-B biéu hién
rat thap va M-CSF biu hién thap nhat. Khi phan tich v& mirc
d6 biéu hién cua yéu t6 ting truong gilra cac nhom bénh, chi
¢6 GDF-15 biéu hién khac biét v6i ndng do protein cao hon
duogc phat hién & DNT cta bénh nhan liét so voi trong DNT
ctia bénh nhan RLCT va VTCN (bang 4, hinh 3).

Bang 4. Ham lwong yéu té tang trwéng trong dich nao tiy ciia bénh nhén
roi loan co tron, viém tuy cat ngang va liét (pg/ml).

Cytokine/GF  RLCT (TB+SD) VTCN (TBSD)  Liét (TB+SD)
BMP-9 12,35+4,634 15,672+4,281 8,715%1,491
EGF 8,104+1,328 10,0181,040 7,7450,233
G-CSF 75,396220,593 114,86+4,031 95,695+5,056
GDF-15 84.432417,578  497,056+31837  201,3+90,184
M-CSF 21,825+12,311 8,075+3,203 12,370+1,730
NGF-p 10,314+1,363 10,922+1,075 8,050,636
* %k %k
1
*k ok
1000~
800 = RLCT
~ 600+ kL B8 VTCN
s 400 Ligt
g
£ 2004
=z
100
0-
BMP-9 EGF  G-CSF GDF-15 M-CSF  NGF-B

Hinh 3. Phan tich mic d6 biéu hién cta céc yéu té ting trwéng st
dung ky thuat Luminex. ***: chi p<0,001; ****: chi p<0,0001.



Mirc d6 biéu hién khac nhau ciia 6 yéu td ting truong dugc
phan tich, tuy nhién chiing khong biéu hién khac nhau giira cac
nhom bénh. Chi c6 mét yéu 6 1a GDF-15 biéu hién khac biét gitra
cac nhom bénh.

4. Ban luan

Cytokine 1a nhém polypeptide da dang, gdm c6 céc interleukin,
chemokine, cac yéu t6 hoai tir khdi u, interferon, cac yéu t6 kich
thich té bao va tang truong, va ca neurotrophin ciing da dugc phan
loai vao nhom ndy. Cytokine ¢6 chirc ning da dang ddi véi su
phét trién va biét hoa té bao, phan mg mién dich, viém nhiém
va trén mot sd hé thong sinh 1y/bénh 1y khac nhau. Céc nghién
ctru trude ddy cho rang, nhiéu cytokine dap tmg biéu hién voi cc
tinh trang bénh ly khac nhau. Trong nghién ctru nay, chung t6i da
d4nh gi4 va phat hién sw biéu hién cua 22 cytokine va yéu to tang
trudng trong DNT cua bénh nhan RLCT, VTCN va liét. Trong so
6, c6 1 yéu t6 khang viém APRIL biéu hién rat cao véi trén 9.000
pg/ml, 4 yéu t6 biéu hién 16n hon 100 pg/ml (g0m c6 mot yéu to
gdy viém GM-CSF, mot yéu t6 khang viém ST2 (IL-33R) va 2
yéu 6 tang truong 13 M-CSF va GDF-15). Céc yéu td biéu hién
thip voi ham lugng nho hon 10 pg/ml gom c6 IFN-y va IL-1p
thugc nhom gay viém, BAF va IL-10 thudc nhém khang viém va
EGF thugc nhom yéu t6 ting truong. Cho toi nay, chi c6 mot sb
béo cao vé mitc do cytokine trong DNT cia bénh nhan méc da xo
ctmg, giang mai than kinh, viém mang ndo, tu ky... [17-20]. Tuy
nhién, ¢6 rat it b4o cao vé cac thanh phan nay trong DNT cta bénh
nhan RLCT, VTCN va liét. Trong mot nghién ctu trude day vé
3 bénh nhan RLCT, ham luong cytokine viém IL-4 trong huyét
thanh bénh nhan 1a 40-69 pg/ml [21]. Péc biét la ham luong IL-4
giam dang ké, tham chi xuéng murc khong thé phat hién dugc sau
2 thang ap dyng bién phdp diéu tri [21]. O mot nghién ctru khac
vé muc do bicu hién cua IL-6 va IL-17 trong DNT cua bénh nhan
VTCN, cé hai yéu t6 nay déu biéu hién cao hon so v6i nhom doi
chung khoé manh, bénh nhan da xo cung va bénh than kinh khac
[22]. Cu thé, IL-6 biéu hién ¢ mirc 125362657 pg/ml, cao gip 4,7
1an so v6i nhom ddi chung khoé manh va IL-17 biéu hién ¢ mirc
302,6+152,5 pg/ml, cao gap 8,4 lan so voi nhom dbi chimg khoe
manh [22]. IL-6 cling cho thay biéu hién cao hon han trong céc
bénh nhan mang ndo cau do vi khuan va virus so v6i nguoi khoe
manh khéng mang cac bénh 1y viém than kinh [17]. Véi bénh liét,
nghién ciru cta S. Basu va cs (2004) [23] cho thay, ham lugng IL-
1B, IL-6, IL-12, IFN-y va TNF-o cao hon trong tinh dich cua nam
gidi bi liét so véi nam gidi khoé manh, trong khi d6 ham lugng
IL-4 va TGF-B1 lai thap hon trong tinh dich ciia nam gioi bj liét
50 v6i nguoi khoé manh. Do cac nghién ciru st dung céc loai mau
khéc nhau (vi du nhw huyét thanh, tinh dich hay DNT) dé phan tich
cytokine nén rét kho dé so sanh mue do biéu hién cua céc cytokine
gitra cac nghién ctiru khac nhau. Ngoai cdc bdo cdo trén, khong co
b4o c4o ndo v& mdi lién hé ciia céc thanh phan cytokine va yéu tb
tang truong trong nghién clru nay cua ching t6i voi cdc benh Iy
RLCT, VTCN va liét do ton thuong than kinh gdy nén.

Trong mdi tuong quan vé mirc d9 biéu hién cytokine voi cac
loai bénh ly, mot s0 yéu t6 co xu hudng biéu hién cao hon trong
DNT cua bénh nhan li¢t, cu thé 14 6 yéu to IL-17A, IL-6, TNF-a,
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IL-5, APRIL va GDF- 15 (hmh 1-3). Tuy nhién, cho tdi nay chua
thdy ¢6 béo cdo nao vé céc yéu t nay trong DNT hay huyet thanh
ctia nguoi bi liét, ngoai trir TNF-a da dugc bao cao biéu hién cao
¢ tinh dich cua bénh nhan ligt. Do vay, can phai c6 nghién ctru sau
hon vé mirc do biéu hién ciia cac yéu to nay véi bénh liét do viém
than kinh gay ra.

Nghién ctru ctia chiing t6i 1a nghién ciru dau tién & Viét Nam va
nghién ctru tién phong trén thé gidi vé mirc d9 biéu hién cytokine
va yéu 6 tang truong trong DNT ciia bénh nhan RLCT, VTCN va
ligt. Tuy nhién, nghién ctru nay c6 diém han ché 1a o mﬁu con nho
do s6 luong bénh nhén sir dung liéu phap ghép té bao goc khong
nhiéu. Do vdy, can phai tién hanh nghién ctru trén ¢& mau 16n hon
dé danh gia va so sanh mirc d6 biéu hién ciia cytokine va céc yéu
t0 tang truong trong DNT cia cac bénh nhan RLCT, VTCN. Ddng
thoi ¢6 thé danh gia dwge mbi lién quan ciia cytokine véi cac loai
bénh 1y khac nhau.

5. Két luan

Nghién ciru nay da phét hién su ¢6 mit cta 22 yéu to gdm cé
cytokine gdy viém, cytokine chong viém va yéu to ting truong
trong DNT cua bénh nhan RLCT, VTCN va liét. Su biéu hién cta
cac yéu to 13 khac nhau, tuy nhién chi c6 IL-17A, IL-6, TNF-q,
GDF-15, APRIL, IL-6 va IL-21 1a ¢ biéu hién cao hon ¢ bénh
nhan ¢ mot nhom bénh nay so voi nhom bénh khac. Chung t6i
nhan thdy rang, ddy la cac dir liéu tham do méi, cé ¥ nghia quan
trong trong linh vire nghién ctru thanh phan va mirc d biéu hién
protein trong DNT cua bénh nhan RLCT, VTCN va liét. Pong
thoi, day 1a tién dé dé xay dung va phat trién cac nghién ctru chat
chi thi bénh. Tuy nhién, day 1a nghién ctru tham do thyc hién trén
¢& miu nho, can phai trién khai nghién ctru trén ¢& mau 16n hon dé
c6 thé phat trién thanh chét chi thi phat hién bénh.

LO1 CAM ON

Chiing toi xin giri 10i cim on dén bac sy Nguyén Thi Phuong
Anh - Khoa Y hoc Tai tao va Tri liéu Té bao, Cong ty Co phin
Bénh vién Pa khoa Quéc t& Vinmec da thu thap dich ndo tiy tir
bénh nhan gitip nhém nghién ctru.
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