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ddng DLS va nhu ciu tuyén dung tai cic bénh
vién @ tinh Binh Thuan. K&t qua chi ra tinh trang
thi€u hut DSLS @ tinh Binh Thuan, dac biét la
nhitng nger| c6 trinh d6 hoc van cao, nguyén
nhan c6 thé la do thu nhap thap. Nghién ctru dé
xudt rdng cac bénh vién nén ho trg vé thu nhap
nhu luong, trg cdp nghé nghiép dé thu hdt nhiéu
dudc si la cong tac DLS han va lién tuc nang cao
chuyén moén cua ho cho cong viéc. Ngoai ra, két
qua ctia nghién ctu nay cé thé dugc str dung dé
ho trg cho bdo cao cta SG Y té tinh Binh Thuan
gui BO Y t€ va dé xudt cac chinh sach ngan han
va dai han nhdm cai thién thuc hanh dugc 1am
sang & Viét Nam.
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TAC DUNG GAY HOAI T TE BAO UNG THU CUA VIRUS VACCIN
SO’ VA NIMOTUZUMAB

Cin Vin Mio!, Lé Manh Cuong?, H6 Anh Son!

TOM TAT

Muc tiéu: banh gia hiéu qua virus vaccin sgi
(MeV) va Nimotuzumab gay chét kiéu hoai tir trén t&
bao ung thu. Doi tugng va phu’dng phép: Str dung
MeV va Nimotuzumab gay chet té bao ung thu Hep2.
T& bao Hep? ti€p xtc MeV va Nimotuzumab dudc thu
thap & thai diém 48 git, 72 git, 96 g|d dé danh gia
bang ky thuat flow cytometry. Két qua: Ti Ié té bao
chét kiéu hoai tir & cac nhom didu tri nhidu hon c6
nghia thong ké so vdi nhém chu’ng, thai diém 96h, két
hdp MeV va Nimotuzumab gay chét té bao ung thu
kiéu hoai tir nhiéu hon so véi dung don. Két luan: két
hdp virus vaccine s¢i va Nimotuzumab cé tac dung
gay chét t€ bao Hep2 ki€u hoai tI nhiéu han dung
dadn virus vaccine sdi hodc Nlmotuzumab

T khoda: Ung thu dau cB, virus vaccine séi,
Nimotuzumab, chét hoai tir

SUMMARY
NECROSIS EFFECTS OF VACINE-STRAIN
MEASLES VIRUS AND NIMOTUZUMAB

ON CANCER CELLS
Objectives: This study aims to evaluate of
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necrosis effects of vacine-strain measles virus (MeV)
and Nimotuzumab against cancer cells. Materials
and methods: MeV and Ninotuzumab were used to
induce necrosis on Hep2 cancer cells. Hep2 cells
treated with MeV and Nimotuzumab were collected at
48, 72 hours and 96 hours to perform flow cytometry.
Results: the proportion of necrosis cells in treated
groups was significantly higher than control group.
MeV and Nimotuzumab combination induced higher
rate of necrosis cells than thouse in single treatment
groups. Conclusion: MeV and Nimotuzumab
combination increases necrosis on head and neck cancer
Hep2 cells than single MeV or Nimotuzumab treatment.

Keywords: head and neck squamous-cell carcinoma,
measles virus vaccine, Nimotuzumab, necrosis.

I. DAT VAN PE

Ung thu dau 6 la mét nhém bénh ung thu
xuat phét tUr nhitng vi tri khac nhau & du’(‘jng ho
hap va tiéu hoa trén. Nhitng ung thu nay co
nhiéu diém chung vé sinh bénh hoc, dich té, 1am
sang va diéu tri. Hau hét cac khdi u ac tinh vung
dau cd xudt phat tir bi€u md bé mit nén co tdi
han 90% s6 trudng hdp 1a ung thu biéu md t&
bdo vay hodc céc bién thé clia nd. Hon 90% ung
thu dau c6 cd bdc 16 thu thé ting trudng biéu bi
(EGFR), lién quan tGi tinh trang dap ng kém
vGi hda, xa tril. EGFR thudng biéu hién qua muc
va dong vai trd quan trong trong bénh sinh cua
ung thu dau c6. Pic biét, su biéu hién cia EGFR
tdng cao trong cac khoi u trong giai doan ti€n
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trién 1, hodc trong cac khéi u kém biét hoa 2.
Nimotuzumab 1a khéng thé don dong ddc hiéu
vGi EGFR, da dugc chiing minh cd hiéu qua trong
diéu tri HNSCC trong cac nghién clu trong va
ngoai nudgc 3,4.

Ngoai liéu phap st dung khang thé don dong
dé diéu tri ung thu dau cd, st dung virus ly giai
t€ bao ung thu (OLV) dang la hudng di méi. OLV
la virus c6 kha nang xam nhap vao té bao khoi
ung thu cé chon loc, tu sao chép, nhan Ién, gidi
phdéng khoi t€ bao truc ti€p ly gidi cac t€ bao
dich ung thu. Trong s6 OLV, virus vaccine sGi
(MeV) cho thdy kha ndng phan giai t€ bao ung
thu in vitro, trén chudt thi€u hut mién dich mang
khdi ung thu ngudi va dang tién hanh cac thar
nghiém lam sang trén ngudi 5,6,7.

Nghién cfu cla ching t6i budc dau danh gia
hiéu qua cla viéc két hgp MeV va Nimotuzumab
trong viéc gay hoai tr (necrosis) t€ bao ung thu
dau cd ngudi Hep2 in vitro.

II. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

2.1. Poi tugng, vat liéu nghién cltu. Té
bao ung thu biéu md vay dau c6 ngudi Hep-2
(ATCC CCL-23, laryngeal SCC) dugc cung cap bdi
cong ty ATCC (American Type Culture Collection,
P.O. Box 1549, Manassas, VA 20108 USA) dugc
bao quan tai labo nghién clru ung thu cla BO
mon Sinh ly bénh - Hoc vién Quan .

Virus vaccine Sg&i (MeV) chdng Edmonton
dugc phan lap, tang sinh tUr vaccine Priorix
(GlaxosmithKline, Anh).

Ché phadm khang thé don dong Nimotuzumab
dudc nhip khdu tor Cu Ba, dudi tén CIMAher,
ham lugng 5mg/ml.

B6 kit PE Annexin V Apoptosis Detection kit
(BD), méi trudng nudi cay té bao va cac dung
cu, hoa chét tiéu hao khac.

2.2. Phucng phap nghién ciru

2.2.1. Thiét ké nghién ciru. Nghién ciu
dugc thiét ké la nghién clru thuc nghiém, mo ta
cat ngang c6 ddi ching.

2.2.2. Cac ky thuat sir dung trong
nghién cltu

- Ky thuat nudi cdy cac dong té€ bao ung thu:
T& bao than khi (Vero cells) dugc nudi bang moi
trudng M199, phuc vu cho muc dich tang sinh
virus. T€ bao Hep2 dugc nudi cay trén chai nubi
cay t& bao cd bd sung 10% FBS, 1% Penicillin va
Streptomycin, nhiét d0 37°C, CO2 5%. Thu té
bao Hep2 bang Trypsin EDTA, sau dé li tAm dé
loai bo méi trudng thu té bao.

Chudn bi t& bao Hep2: Chudn do6 dé dudc
dung dich t€ bao c6 nong do 10° té€ bao/ml. Tién
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hanh cho 3ml dung dich t& bao trén vao moi
giéng trén 6 phién 6 gi€ng, U trong td am 37°C,
5% CO2. Sau 24 gid, t€ bao bam day, thay moi
truGng nuodi cdy vdi tiing nhdm nhu sau: Nhém
chirng: 3 ml m6i trudng nudi cdy mdi; Nhom
MeV: mdi trudng nudi cdy cd bd sung MeV liéu
MOI = 1; Nhdm Nimotuzumab: méi truGng nudi
cdy cd bd sung Nimotuzumab ndng do
100ug/ml;  Nhém  MeV+Nimotuzumab:  moi
trudng nudi cdy cd bd sung MeV liéu MOI = 1 va
Nimotuzumab n6ng d6 100ug/ml.

Sau 48, 72 va 96 giG sau ti€p xuc vdi MeV va
Nimotuzumab, tién hanh thu t& bao dé chay flow
cytometry. Ky thuat phan tich t€ bao dong chay
danh gia t& bao chét: sir dung khang thé khang
Annexin V gan vdi tdc nhan phat huynh quang
PE va chat nhuém nhan té bao 7AAD (c6 dai
song kich thich/phat xa trung véi PerCP-Cy5-5-
A). T€ bao dugc xur ly va nhudém theo quy trinh
va hoa chat cta bo kit PE Annexin V Apoptosis
Detection kit (BD).

Panh gia ti 1€ t€ bao chét hoai tir (necrosis)
trén hé théng FACS CANTO 2 (BD): xac dinh
quan thé t&€ bao can danh gid, xac dinh vung gia
tri huynh quang (PE va PerCP) am tinh, xac dinh
ti 1€ t€ bao chét apoptosis, hoai tir. Tin hiéu PE
cho th&y su bi€u hién cta Anexin V. Tin hiéu cla
PerCP-Cy5-5A cho th8y su biéu hién clia 7AAD.
S& t& bao chét necrosis s& la téng cla ving Q3.

2.3. Xtr ly thong ké: So sanh trung binh cla
2 nhom ddc 1ap bang T-test, so sanh trung binh
cta 3 nhom bang phén tich phuang sai ANOVA.
S6 liéu dugc xUr ly bdng phan mém SPSS 20.0 va
GraphPad Prism 6. Su khac biét cd y nghia théng
ké khi p< 0,05.

Ill. KET QUA NGHIEN cU'U

3.1. MeV gay chét té bao necrosis tang
theo thgi gian
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K&t qua ti 1& t& bao chét hoai t&r & cdc mau
theo thai gian diéu tri bang MeV, ti 1€ t&€ bao chét
hoai tir dat mirc thdp nhat & thdi diém 72 gid va
cao nhat & thdi diém 96 gid, su’ khac biét nay cb
y nghia théng ké (48 giG la 7,38 £ 2,22; 72 gid
la 4,54 £ 3,05; 96 gig la 19,13 + 3,78 VGi p (72 gis-
48 giv) = 0,303; p (72 giz-96 giv) = 0,001; p (48 giv-96 gity)
= 0,003) (hinh 3.1).

3.2. Nimotuzumab gay chét té bao
necrosis tai cac thdi di€ém nghién ciru
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Hinh 3.2. So sanh U /é t&€ bao chét hoai tu’ theo
thoi gian diéu tri bang Nimotuzumab

Két qua ti I1é t€ bao chét hoai tir 6 cac mau
theo thdi gian diéu tri bang Nimotuzumab, ti 1&
té€ bao chét hoai tr cling dat mic thap nhat &
thdi di€ém 72 gi6 va cao nhét & thai diém 96 gid,
tuy nhién su khac biét nay chua cé y nghia
thong ké (p > 0,05) (hinh 3.2).

3.3. Két hop MeV va Nimotuzumab gay
chét té bao necrosis
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Hinh 3.3. So sanh U /é t&€ bao chét hoai tu’ theo
thoi gian diéu tri bang MeV va Nimotuzumab
**:p < 0,01; ***:p < 0,001 .
Két qua ti |1é té bao chét hoai t 6 cac mau
theo thoi gian diéu tri bang MeV va
Nimotuzumab, ti I t€ bao chét hoai tir cling dat
mUc thdp nhat & thdi diém 72 gid va cao nhat &
thdi diém 96 gid, su khac biét nay cd y nghia
thdng ké (48 git Ia 6,05 + 1,46; 72 gid 13 2,61 +
0,65; 96 gi3 1a 25,23 + 7,51 VGi p (72 giv4s gy =
0,378; p (72 giz-96 gi) = 0,001; p (48 gis-96 giy = 0,002)
(hinh 3.3).

3.4. Té bao Hep2 chét necrosis & thai
diém 96 gid tai cac nhém nghién ciru
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Hinh 3.4. Két qua chay flow cytometry té
bao Hep2 & thoi diém 96 gio sau diéu tri bang
MeV va Nimotuzumab
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O thdi diém 96 gid, ty 18 t& bao chét hoai tr &
cac nhom diéu tri MeV (nhém MeV va nhém phodi
hgp) déu tdng cao haon co y nghia thdng ké so
vGi nhém ching (MeV la 19,73 = 3,78; MeV+
Nimotuzumab la 25,23 + 7,51 so vdi va nhom
chiing la 5,56 £ 2,48; lan lugt p (MeV-Control) =
0,006; p (MeV+ Nimotuzumab -Control ) =
0,001) (hinh 3.4).

IV. BAN LUAN

MeV co kha nang ly giai té€ bao ung thu thong
qua hai cd ché chinh: (1) cd ché truc tiép giét
chét t€ bao u qua hinh thanh hgp bao (t€ bao
khong 16 nhiéu nhan) va (2) ly giai t& bao u qua
trung gian kich thich mién dich dac hiéu khang
u. Hai cd ché nay da dugc chiing minh la cé hiéu
qua diéu tri té€ bao khoi u ngugi trong cac nghién
cru in vitro va in vivo 5, 8.

PE tdng cudng hiéu luc diéu tri cta cac OLV
ngudi ta nghi téi viéc két hgp OLV véi cac liéu
phap khac nhu: két hgp véi héa tri, xa tri, liéu
phap mién dich. Mot s6 thr nghiém két hdp
Oncolytic virus véi vai liéu phap mien dich: MeV
két hop yéu t6 kich thich bach cau hat (GM-CSF)
diéu tri cho chu6t mang khdi u t€ bao lympho B,
ung thu bi€u mo dai trang da lam tdng dang ké
mic dd thoai trién khéi u hay lam chdm qua
trinh phat trién khéi u, cé tueng quan vdi su gia
téng s6 lugng té bao bach cau hat trung tinh va
tham nhiém té bao lympho T CD3+ cla vat chu
vao khGi u. Cac tht nghiém tién lam sang su
dung MeV c6 kha nang nham muc tiéu la EGFR

% Tb chét hoai ti
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dé€ xadm nhép va ly giadi t€ bao ung thu nguyén
bao than kinh va thd nghiém lam sang véi doi
tugng la t&€ bao ung thu ddu cd. Cac thir nghiém
déu cho thay kha nang (c ché va gay chét té
bao ung thu ciia MeV nhdm muc tiéu EGFR trén
ca in vitro va trén mé hinh chudt thi€u hut mién
dich mang cac khéi ung thu nguGi noi trén (in
vivo).

TU nhitng co s Iy ludn va thuc tién trén,
ching toi ti€én hanh két hgp MeV véi khang the
don dong Nimotuzumab nham muc dich cdng
hgp tac dung diéu tri ung thu theo cg ché cla
hai liéu phap trén dé c6 thé dem lai hiéu qua tét
trong diéu tri ung thu bi€u mé t&€ bao vay dau
c6. K&t qua nghién cltu clia ching tdi cho thdy
hiéu qua géy hoai tir t€ bao ung thu dau ¢6 cua
su két hgp diéu tri MeV+Nimotuzumab cao hon
dang k& so véi diéu tri don véi MeV hodc
Nimotuzumab in vitro.

V. KET LUAN

Két hop MeV va Nimotuzumab géy chét ki€u
hoai tr doi véi t€ bao Hep2 nhiéu han cé y nghia
thong ké so vGi diéu tri don MeV hoac
Nimotuzumab va nhém chirng.
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Nghién cu’u tién hanh trén toan b 40 diéu dufdng
vién Bénh vién Phéi tinh Phii Tho ndm 2019, nhdm md
ta tht_rc trang kién thirc va thuc hanh vé Y dch clia ho
két qua cho thdy: Vé Kién thirc dat muc tot(cac tiéu
chi & mdc 76,7- 100%) trong dd ¢ nhitng tiéu chi rat
cao : 95 % hleu ve san sang gilp d& chia sé vGi dong
nghiép; 97,5% Vvé bao vé danh du dong nghiép, 90%
V€ ngudi bénh dudc quyén biét v& bénh clia minh,
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dugc giai thich, dugc lua chon ki thuat chém soéc. Tuy
nhién con 10% cho rang bénh nhan khéng dugc
quyén chon diéu duGng vién cham soéc cho minh;
3,3% khong biét nghé diéu dudng cé phu hgp véi ban
than khong. Vé Thu'c hanh dat mdc kha tot (cac tiéu
chi 8 mic 50-100%) trong dé c6 nhirng tiéu chi rat
cao: 97,5% thuc hén t6t viéc chiu trach nhiém vé
hanh vi chuyén mén; 100%trung thuc trong st dung
thudc va vat tu tiéu hao. Nhung con dén 50% diéu
duGng vién khong hdi thém ngudi bénh cac bénh lién
quan; chi 40% cé gidi thiéu tén va néu ly do tiép xuc,
chi 30% co chu y t6i tam trang ngudi nha ngudi bénh
va 20% khong héi ly do ngugi bénh dén kham
Tur khoa: Kién thirc, thuc hanh, y dirc
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