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do BN dén kham, 80% DDV c6 hdi li do BN dén
kham va van con 20% DDV khong hdi, ty Ié DDV
chu y dén tam trang ngu’d| nha_ciling thap (ch|

30%). V& hoi bénh va hudng dan tén tinh cua
DDV, ty 1& DDV hdi bénh, hudng dan tan tinh dat
mulc kha tét. DDV hoi them cac bénh co lién
quan, 80% DDV giai thich vé bénh cho ngudi
nha va NB va 100% DDV hudng dan ngu‘d| nha
va NB di lam xét nghiém. 100% DDV co hu‘dng
dan str dung thudc cho NB. 53.3%. DDV cé g|a|
thich cac phuong phap cham séc. 65% DDV giai
thich cach phong bénh cho ngudi nha va NB.
92,5% PDV c6 hudng dan dén phong kham tlep
theo. So véi nghién cru khac, cac tiéu chi nay cé
cao han [8].

V. KET LUAN

- V& Kién thirc dat mirc tot (cac tiéu chi dat
muc 76,7- 100%) trong dé co nerng tiéu chi rat
cao: 95% hiéu vé san sang glup dg chia sé vdi
dong nghiép; 97,5% vé bao vé danh du déng
nghiép, 90% vé ngu‘di bénh dudc quyén biét vé
bénh clia minh, dudc gidi thich, dugc lua chon
ky thudt chdm soc. Tuy nhién con 10% cho réng
bénh nhan khéng dugc quyén chon diéu duGng
vién cham séc cho minh; 3,3% khong biét nghé
diéu dudng co phu hgp vai ban than khong.

- Vé Thuc hanh dat mic kha tot (cac tiéu
chi dat mirc 50-100%) trong dé c6 nhitng tiéu
chi rat cao: 97,5% thuc hién tot viéc chju trach
nhiém vé hanh vi chuyén mon; 100%trung thuc
trong sir dung thu6c va vat tu ti€u hao. Nhung

con dén 50% diéu dudng vién khéng héi thém
ngudi bénh cac bénh lién quan; chi 40% co gidi
thiéu tén va néu ly do tiép xic, chi 30% cd cha y
téi tdm trang ngudi nha ngudi bénh va 20%
khdéng hoi ly do ngudi bénh dén kham
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DANH GIA HIEU QUA VIRUS VACCINE SOT VA
NIMOTUZUMAB GAY BENH CHET TE BAO UNG THU
THEO CON PU'O'NG APOPTOSIS GIAI POAN MUQON
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(MeV) va Nimotuzumab gay chét t€ bao ung thu theo
con dudng apoptosis giai doan mudn. POi tugng va
phuong phap: S dung MeV va Nimotuzumab gay
chét t€ bao ung thu Hep2. Té bao Hep2 ti€p xic MeV
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va Nimotuzumab dudgc thu thap & thdi diém 48 gis, 72
g|d 96 gld dé danh gia béng k¥ thuat flow cytometry.
Két qua Ti 1& t& bao chét theo chuong trmh giai
doan muodn & cac nhom diéu tri nhiéu hon cé nghia
théng ke so véi nhom chu’ng, thai diém 96h, két hgp
MeV va Nimotuzumab gay chét t€ bao ung thu
apoptosis giai doan mudn nhiéu hon so véi dung dan.
Két luan: Két hgp virus vaccine sdi va Nimotuzumab
c6 tac dung gay chét t&€ bao Hep2 theo chudng trinh
giai doan mudn nhiéu hon dung don virus vaccine sGi
hodc Nimotuzumab.

To’ khda: Ung thu dau c6, virus vaccine sdi,
Nimotuzumab, chét theo chuang trinh
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EVALUATION THE LATE APOPTOSIS EFFECTS
OF VACCINE-STRAIN MEASLES VIRUS AND

NIMOTUZUMAB ON CANCER CELLS

Objectives: This study aims to evaluate of late
apoptosis effects of vacine-strain measles virus (MeV)
and Nimotuzumab against cancer cells. Materials
and methods: MeV and Ninotuzumab were used to
induce late apoptosis pathway 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 late apoptosis
cells in treated groups was significantly higher than
control group. MeV and Nimotuzumab combination
induced higher rate of late apoptosis cells than thouse
in single treatment groups. Conclusion: MeV and
Nimotuzumab combination increases late apoptosis on
head and neck cancer Hep2 cells than single MeV or
Nimotuzumab treatment.

Keywords: Head and neck squamous-cell
carcinoma, measles virus vaccine, Nimotuzumab,
apoptosis.

I. DAT VAN DE

Tri liéu bang virus li gidi t€ bao ung thu
(Oncolytic virus -OLV) dua trén cd ché la cac
OLV ¢ kha ndang xam nhap dac hiéu vao cac té
bao ung thu clia khdi u, nhan Ién, giai phong va
gay li giai t€ bao ung thu; kich thich cac t€ bao
ung thu' chét theo chuong trinh; kich thich dap
(fng mién dich ch6ng ung thu 1. Cac nghién clru
da cho thdy virus vaccine sdi (Measles virus
vaccine; MeV) la mot OLV an toan va c6 kha
nang phan giai t€ bao ung thu in vitro, in vivo va
dang tién hanh cac th&r nghiém lam sang trén
ngudi 2, 3. Nimotuzumab la khang thé don dong
khang thu thé EGFR (epidermal growth factor
receptor) gan vao mién ngoai bao cua EGFR,
ngan can hai tiu phan cua EGFR gin két dé
hoat hoa ndi bao gay can trd truyén tin hiéu vao
trong t€ bao co6 tac dung chdng tang sinh mach,
kim ham tang sinh t€ bao, cam (ng t€ bao chét
theo chuadng trinh (apoptosis), lam té bao tang
nhay cdm vdi xa tri va hoa tri liéu 4.

Tuy nhién, dén nay chua cé nghién ciu danh
giad hiéu qua gay chét theo chugong trinh mudn
(late apoptosis) d6i vai t&€ bao ung thu biéu mé
dau cd dudi tdc dung clia MeV va Nimotuzumab.
Do do, ching t6i da ti€n hanh ndi dung nghién
cltu nay.

Il. DOl TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Poi tugng, vat liéu nghién clru. Té
bao ung thu biéu md vay dau cd 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) dudc

bao quan tai labo nghién cltu ung thu cla BO
mon Sinh ly bénh - Hoc vién Quan vy.

Virus vaccine SGi (MeV) chdng Edmonton
dugc phan lap, tang sinh tir vaccine Priorix
(GlaxosmithKline, Anh).

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

B6 kit PE Annexin V Apoptosis Detection kit
(BD), méi trudng nudi cdy t€ bao va cac dung
cu, hda chat tiéu hao khac.

2.2. Phuong phap nghién ciru

2.2.1. Thiét ké nghién ciru. Nghién ciu
dugc thiét k€ la nghién clfru thuc nghiém, mo ta
cat ngang c6 d6i ching.

2.2.2. Cac ky thuat s dung trong
nghién ciru

- Ky thuat nudi cay cac dong té bao ung thu:
Té& bao than khi (Vero cells) dugc nudi bang mbi
truéng M199, phuc vu cho muc dich tang sinh
virus. T€ bao Hep2 dugc nudi cdy trén chai nudi
cdy t& bao cd bd sung 10% FBS, 1% Penicillin va
Streptomycin, nhiét d6 37°C, CO2 5%. Thu té
bao Hep2 bang Trypsin EDTA, sau dé li tdm dé
loai bo méi trudng thu té€ bao.

Chudn bi t&€ bao Hep2: Chudn dd dé dudc
dung dich t& bao cé ndng do 10° t&€ bao/ml. Tién
hanh cho 3ml dung dich t€ bao trén vao moi
giéng trén 6 phién 6 gi€éng, U trong td am 37°C,
5% CO2. Sau 24 gid, t€ bao bam day, thay moi
truéng nuodi cdy vdi ti'ng nhom nhu sau: Nhém
chiing: 3 ml méi trudng nubi cdy mdi; Nhom
MeV: mdi trudng nudi cdy cé bd sung MeV liéu
MOI = 1; Nhdm Nimotuzumab: méi trudng nudi
cdy c6 bd sung Nimotuzumab ndng dd
100pg/ml;  Nhém  MeV+Nimotuzumab: mbi
trudng nudi cdy cd bd sung MeV liéu MOI = 1 va
Nimotuzumab nong do 100ug/ml.

Sau 48, 72 va 96 gid sau ti€p xuc v8i MeV va
Nimotuzumab, tién hanh thu t& bao dé chay flow
cytometry do t€ bao chét apoptossis sGm.

Ky thuat phan tich t€ bao dong chay danh gia
t€ bao chét theo chuong trinh (apoptois): su
dung khang thé khang Annexin V gan vdi tac
nhan phat huynh quang PE va chat nhuém nhan
t€ bao 7AAD (cd dai song kich thich/phat xa
trung vdéi PerCP-Cy5-5-A). T€ bao dudc x(r ly va
nhudm theo quy trinh va hda chat cta bd kit PE
Annexin V Apoptosis Detection kit (BD).

Panh gia ti 1€ t€ bao chét apoptosis sGm trén
hé thdng FACS CANTO 2 (BD): xac dinh quan thé
t€ bao can danh gia, xac dinh vung gia tri huynh
quang (PE va PerCP) am tinh, xac dinh ti 1€ té
bao chét apoptosis/hoai tu. Tin hiéu PE cho thay
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su’ bi€u hién cla Anexin V. Tin hiéu cua PerCP-
Cy5-5A cho thdy su bi€u hién ciia 7AAD. S& t&
bao chét apoptosis mudn sé la tdng cua ving Q2.

2.3. Xir ly thong ké: So sanh trung binh cla
2 nhom doc 1ap bang T-test, so sanh trung binh
cla 3 nhdm bang phan tich phucng sai ANOVA.
S6 liéu dugc xUr ly bang phan mém SPSS 20.0 va
GraphPad Prism 6. Su khac biét cé y nghia thong
ké khi p< 0,05.

I1l. KET QUA NGHIEN cU'U
3.1. Té bao Hep2 chét apoptosis mudn &
thoi diém 48 gio
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Tai thdi diém 48h, két qua cho thiy ty 1& t&
bao chét apoptosis mudn & nhém diéu tri MeV
cao hon nhém chidng (p<0,05), cac nhdém diéu
tri khac chua thay r6 su’ khac biét (hinh 1).

3.2.Té bao Hep2 chét apoptosis mudn &
thoi diém 72 gio
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*: p < 0,05; **:p < 0,01; ***:p < 0,001
Hinh 2. Két qua chay flow cytometry té bao
Hep?2 & thoi diém 72 gio sau diéu tri bdng MeV

i va Nimotuzumab

O thdi diém 72 gi¥ sau diéu tri, ti 1é t€ bao
chét apoptosis giai doan mudn & cac nhom diéu
tri bdng MeV va Nimotuzumab cao hon cé y
nghia thong ké (p<0,05) so v&i nhém chiing vdi
P (Mev-Control) = 0,012; P (Nimotuzumab-Control) = 0,056; p
(MeV+Nimotuzumab-Control) = 0,002. Nhdm phdi hgp MeV
va Nimotuzumab cé ti Ié t€ bao apoptosis giai
doan mudn cao hon so véi hai nhom diéu tri
don; nhdém diéu tri bang MeV c6 ty 1é t€ bao
apoptosis giai doan mudn cao han so véi nhém
diéu tri bang Nimotuzumab; tuy nhién su khac
biét & cac nhom dugc diéu tri bdng MeV va
Nimotuzumab nay khdéng cé y nghia théng ké vdi
P (Mev+Nimotuzumab-Mev) = 0,280; P(MeV+Nimotuzumab-
Nimotuzumab) = 0,064; P (Mev- Nimotuzumab) = 0,352)
(hinh 2).

3.3. Té bao Hep2 chét apoptosis mudn &
thoi diém 96 gio

20+
E

=
<g- 9,84 + 8,84
= 154
&

wn

S 10+

g 4,63+231 o
=y 3,67 +1,67 :
< 54 ]
° :
X 0,77 + 1,04 2

-
0' T T

B Nhom chirng (Control)
Nhom MeV
B Nhom Nimotuzumab

=~ Nhom MeV/Nimotuzumab
*: p < 0,05; **:p < 0,01; ***:p < 0,001
Hinh 3. Két qua chay flow cytometry té bao
Hep?2 & thoi diém 96 gio sau diéu tri bang MeV
X va Nimotuzumab
O thdi diém 96 gid, ti Ié t& bao chét apoptosis
giai doan muén nhém Nimo va nhém phéi hgp
cao hon so v8i nhédm MeV va nhom ching
(Nimotuzumab la 4,63 = 2,31; MeV +
Nimotuzumab la 9,84 + 8,84; MeV la 0,77 +
1,04; so véi nhom ching la 3,67 + 1,67). Nhdm
phGi hgp MeV va Nimotuzumab cé ti Ié té€ bao
apoptosis giai doan mudn cao hon so vdi hai
nhom diéu tri don; su khac biét c6 y nghia théng
ké vGi p (MeV/ Nimotuzumab -MeV) = 0,045
(hinh 3, hinh 4).



TAP CHi Y HOC VIET NAM TAP 498 - THANG 1 -S0 1 - 2021

Nhém ching

Nhém MeV

Nhém Nimotuzumab Nhoém két hop

. 0,031%0 0,031% | «] 2,722 10,8%0 |w
i1 Q2 Q1 . Q2
Q3|7
g b 17,290 |4z
11,4390 7% ..] 0,752 1,96% |wd 3,80%0 3,19%6 |4 2,649
Q1 - Q2 i1 Q2 i1 S o2 Q1 Q2
- 3
= 1 E
= 3 Q3 7 Q3 Q3
g 3 )
< T 8,3996 | .17 23 23,4% |" 3% 5,5296 [ 3=
] 1,11006 2,3996 | -1 0,1926 0,329% [wd 2,93%0 3,6296 |
o1 Q2 Q1 Q2 Q1 Q2
4 Qs Q3 . Q3
E 3,75% o " 17,89 |1 5,97% [ 1

7-Amino Actinomycin D

Hinh 4. Két qua chay flow cytometry té bao Hep2 J thoi diém 96 gio sau diéu tri

bang MeV va
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giai doan mudn; Q3 la vung té bao hoai tur
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3.4. Ty Ié té bao chét apoptosis mudn & cac nhom nghién ciru theo thgi gian
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Hinh 5. So sanh ti [€ t& bao apoptosis mudn theo thoi gian diéu tri bang MeV va Nimotuzumab
*:p <0,05; **:p < 0,01; ***:p < 0,001.

Khi so sanh_két qua ti 1€ t€ bao apoptosis
mudn & cadc mau theo thdi gian diéu tri bang
MeV va Nimotuzumab cho thdy: ti I t€ bao chét
apoptosis mudn dat mirc cao nhat & thdi diém 72
gid, su khac biét nay cd y nghia thdng ké (p <
0,05); két qua nhém diéu tri bang MeV (48 gis la
1,37 + 0,16; 72 gi¥ 13 9,43 * 2,69; 96 gi5 I3
0,77 £ 1,04 VGi p2 gis-48 giv) = 0,001; p(72 gis-96 gis)
= 0,001; pws gis-96 giv) = 0,677); két qua & cac
nhom diéu tri bang Nimotuzumab (48 gi6 1a 1,02
+ 0,25; 72 giG la 7,46 + 3,6; 96 giC la 4,63 +
2,11 V8i p (72 gis48 g5y = 0,019; p (72 giv-9 gis) =
0,124; p (s giz-96 giv) = 0,21); két qua & cac nhom

diéu tri két hgp MeV va Nimotuzumab (48 gid la
1,06 £ 0,58; 72 gid la 11,37 £ 0,42; 96 gid la
9,84 + 8,84 VGi p (72 gi-48 gi5) = 0,043; P (72 giv-96 givs)
= 0,666; p 48 gi-96 givy = 0,080); (hinh 5).

IV. BAN LUAN

Két qua da chirng minh MeV va Nimotuzumab
c6 kha nang ly giai t€ bao Hep2 in vitro qua
trung gian kich hoat con dudng t€ bao chét
apoptosis G tat ca cac thdi diém nghién clu.
Nhitng két qua ti 1€ t€ bao chét theo chucong
trinh va t€ bao hoai tr bang phuong phap flow
cytometry hoan toan phu hgp véi hinh anh
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chiing t6i quan sat su' thay d6i s6 lugng va hinh
thai cua t€ bao Hep2 diéu tri bang MeV va
Nimotuzumab trén dia nudi cdy bang kinh hién vi
thudng. Diéu nay cho thay: Qua trinh apopt05|s
sém dién ra & cac nhom diéu tri bdng MeV rd rét
tlr thai diém 48 gid, téi thdi diém 72 it thi qua
trinh apoptosis sGm giam, qua trinh apoptosis
mudn tang |én, tGi thdi diém 96 git thi qua trinh
hoai tIr té bao tang Ién ro rét. Qua trinh
apoptosis  dién ra & nhém diéu tri bang
Nimotuzumab dién ra cham hon so véi nhom
MeV: tai thoi di€ém 48 gid ty 1& té€ bao apoptosis
it, tai thdi di€ém 72 giG ty 1& t& bao apoptosis s6m
va mudn tang rd, tai thdi diém 96 gid thi ty 1&
apoptosis s6m dat mdc cao nhat va cao hon
nhom diéu tri bang MeV.

MeV ching Edmonston st dung thu cam thé
d&c hiéu CD46 dé xam nhap vao té bao dich.
CD46 khong chi la ngi MeV gan va xam nhdp vao
t€ bao, ma con thlc ddy qua trinh virus tao ra su
hop bao gilra t€ bao bi nhiém virus va cac té bao
ung thu 1an can 4. Nhu vay, & cac té bao binh
thudng cé mat d6 CD46 thap, MeV c6 kha nang
lay nhiém tao hdp bao la khong dang ké va
khong c6 kha ndng phat tan virus. O cac t& bao
ung thu cé biu hién thu thé CD46 cao, lay
nhiém MeV dan dén phan 'ng hgp bao manh
mé. Nghién cltu gan day trén 38 bénh nhan da u
tay thi mirc dd biéu hién CD46 & cac té bao u tay
cao han nhiéu (49.130/t€ bao) so vdi cac t€ bao
tiy xudng binh thudng (7.340/t€ bao). Hiéu qua
pha hdy té€ bao manh mé cla su hgp bao trén
pham vi réng I6n da dugc quan sat thay trong

cac té bao u tdy sau khi diéu tri bang virus sdi,
hau nhu khong xay ra & cac té bao tly xuong
binh thudng 5.

V. KET LUAN

Nghién clu clia chung t6i cho thady kha nang
gay tang kha nang chét theo chuong trinh giai
doan mudn trén t& bao ung thu dau cd cua virus
vaccine sdi va Nimotuzumab in vitro. Viéc két
hgp MeV va Nimotuzumab gay chét theo chuadng
trinh giai doan mudn lam tang cé y nghia thong
ké sO lugng té bao chét apoptosis mudn so vGi
diéu tri dan MeV hoac Nimotuzumab trén dong
té bao Hep2.
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NGHIEN CU'U MOI LIEN QUAN GIT'A LAM SANG VA HINH ANH CLVT
SO NAO (' BENH NHAN POT QUY NAO CAP

TOM TAT

Muc ti€u: Nghién ciu mdi lién quan gitia lam
sang va hinh anh CLVT so nao & bénh nhan dot quy,
nao cap Poi tugng va phudng phap: NC tién clu,
mo ta cat ngang 120 benh nhan dugc chan doan Iam
sang 1a dét quy ndo cap va dugc chup chup CLVT so
ndo khong tiém thudc can quang tai Bénh vién DKKV

*Truong BH Y khoa Pham Ngoc Thach,
**BV da khoa Nhon Trach, Bong Nai
Chiu trach nhiém chinh: Dang Vinh Hiép
Email: hiepdv@pnt.edu.vn

Ngay nhan bai: 30/10/2020

Ngay phan bién khoa hoc: 25/11/2020
Ngay duyét bai: 16/12/2020

38

Ping Vinh Hiép*, P Thi Nguyén**

Long Thanh tir t&r thang 05 nam 2017 dén thang 12
nam 2017. Tién hanh thu thap cac s6 liéu vé lam
sang, va cac dic diém hinh anh trén ph|m CLVT so
nao khong tiém thudc theo mau bénh &n c6 sdn. Phan
tich s6 I|eu theo phan mém thong ké thich hgp va dua
ra két qua theo muc tiéu ngh|en ciu. Két qua va két
luan: Lién quan mot s6 yeu td nguy co vdi loai ton
terdng (nh6i mau ndo, xuat huyet ndo): Tudi trung
binh cua doi tugng nh0| mau nao (68,0 = 13,5) cao
hon xudt huyét ndo (60,6 + 17,1) co y nghia th6ng ké
(p < 0,05). Ti Ié nh6i mau nao va ti Ié xuat huyét ndo
khong phu thudc vao gidi va cac yéu t6 nguy cd khac
nhu: tdng huyét ap, dai thao dudng, bénh ly tim mach
03, p_> 0,05). Lién quan gilra dac dlem Iam sang vdl
Ioa| ton thuong: Xudt huyét ndo cd ti 1é rdi loan van
ddng (80,0%) cao hon nhoi mau ndo (41,5%) (X2, p <



