TAP CHI Y HOC VIET NAM TAP 539 - THANG 6 - SO 1B - 2024

Y hoc TPHCM. 2019;23:120-5.

6. Toprak H, Yilmaz TF, Yurtsever I, Sharifov
R, Giiltekin MA, Yigman S, et al. Multidetector
CT findings in gastrointestinal tract perforation
that can help prediction of perforation site

accurately. Clin Radiol. 2019;74(9):736.el1-.e7.

7. Yeung KW, Chang Ms Fau - Hsiao C-P, Hsiao
Cp Fau - Huang J-F, Huang JF. CT evaluation
of gastrointestinal tract perforation. Clin Imaging.
2004;28(5):329-33.

CHAT U'C CHE AURORA KINASE TAK-901 KIM HAM SUY
TANG SINH TE BAO UNG THU PUONG MAT

TOM TAT

bat van de: Ung thu dudng mat (UTDM) la bénh
ac tinh nguyen phat o} gan phd bién thir hai sau ung
thu té bao gan. No chlem khoang 10-25% trong SO
tat ca cac khdi u ac tinh vé _gan mat. Ty Ie mac UTbM
c6 su khac biét dang ké v&é mat dia Iy va phan chia
theo khu vuc. Nghién c(fu nay danh gia tac dung kim
h3m tang sinh clia chat (rc ch& Aurora kinase TAK-901
trén t€ bao ung thu duGng mat TFK-1 in vitro.
Phuong phap nghién ciru: Nghién ciru st dung
chat (c ché Aurora kinase TAK-901 trén dong té bao
ung thu dudng mat TFK-1. Cac th nghiém bao gom
thr nghiém tang sinh té€ bao, thir nghiém Crystal
Violet va di tri té€ bao. K&t qua: Chéat Uc ché Aurora
kinase TAK-901 (c ché su tang sinh t€ bao TFK-1.
TAK-901 ciing budc dau anh hudna dén qua trinh di
tra t€ bao. Két luan: Chat (rc ché Aurora kinase TAK-
901 c6 tac dung kim hdm su tang sinh cla té bao ung
thu dudng mat in vitro. 7o’ khoa: Ung thu dudng
mat, TAK-901, Aurora kinase

SUMMARY
AURORA KINASE INHIBITOR TAK-901
SUPPRESSES CELL PROLIFERATION ON

CHOLANGIOCARCINOMA

Introduction: Cholangiocarcinoma (CCA) is the
second most common primary liver malignancy after
hepatocellular cancer. It accounts for approximately
10-25% of all hepatobiliary malignancies. The
incidence of CCA varies significantly geographically
and by region. This study evaluated the effect of the
Aurora kinase inhibitor TAK-901 on suppressing the
proliferation of TFK-1 cholangiocarcinoma cells in vitro.
Methods: The study used Aurora kinase inhibitor
TAK-901 on cholangiocarcinoma cell line TFK-1.
Experimental assays were wused including cell
proliferation assay, Crystal Violet assay and cell
migration assay. Results: Aurora kinase inhibitor TAK-
901 inhibited TFK-1 cell proliferation. TAK-901 also
initially affected cell migration. Conclusion: Aurora
kinase inhibitor TAK-901 suppressed the proliferation
of cholangiocarcinoma cells in vitro. Keywords:
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I. DAT VAN DE

Ung thu dudng méat (UTBM) la bénh ly ac
tinh cla cac t& bao biu md hé théng dudng
mat. N6 chiém khoang 10-25% trong sO tat ca
cac khoi u ac tinh vé gan mat [1]. Dua vao vi tri
nguyén phat, ung thu dudng mat dudc chia
thanh ung thu duéng mat trong gan (iCCA), ung
thu dudng mat ngoai gan (eCCA) va ung thu
dudng mat vung ron gan, trong do ung thu
dudng mat trong gan chiém khoang 5-20%
trong téng s cac trudng hop UTDM, déy la loai
bénh hiém gdp, co tién lugng rat kém [11.

Theo thdng ké, ty 1& mac UTPM trén thé gidi
c6 su khac biét rd rét va phan chia theo khu vuc.
Cac khu vuc 8 bong Nam A nhu Thai Lan co ty Ié
méc UTPM rét cao 1én t&i 113/100.000 & nam va
50/100.000 & nif; trong khi & cac nudc phucng
T4y nhu Uc ty 18 mac bénh thdp & mlc
0,2/100.000 & nam va 0,1/100.000 & nir [2], [3].
Udc tinh ndm 2021, ty 1& UTPM chiém khoang
6,98% trong tdng s& hon 9000 mac cac bénh
lién quan dén gan mat dén kham bénh tai bénh
vién Viét Durc theo bao cao clia hoi nghi gan mat
qudc gia ndm 2021[4]. Ty 1é méc va ti vong do
ung thu dudng mat, dac biét la ung thu dutng
mat trong gan dang gia tang trong vong 30 nam
gan day [5].

Céac bénh vé gan va bénh séi mat cling nhu
mot sG bénh nhiém trung do vi khuén, virus hodc
ky sinh trung... lam tang nguy cc ung thu dudng
mat. Cac yéu t6 nguy cd khac bao gém réi loan
viém nhiém (nhu bénh viém rudt va viém tuy
man tinh), doc to (vi du rugu va thuoc 13), tinh
trang trao déi chét (ti€u duGng, béo phi va bénh
gan nhiém ma khong do rugu) va mot so roi loan
di truyén.

Viéc chudn dodn UTPM & cac giai doan dau
dang la mot thach thirc to I6n ddi véi cac y bac si
do hdu hét bénh nhan mac bénh & giai doan dau
thudng khong xudt hién triéu chirng. Phau thuat
la phuong phap diéu tri phé bién nhat & cac giai
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doan dau clia ca bénh. Tuy nhién do d&c diém
bénh tién trién nhanh, triéu chiing khong déic
hiéu, chan doan bénh thudng & giai doan mudn
ma co tGi 70-80% bénh nhan ung thy dudng
mat dén vién khong con kha nang phau thuat
triét can [6]. Mat khac, ung thu ndm & vi tri giai
phau kho khan nén két qua diéu tri phau thuat
con han ché v@i ty 1€ song sau 5 nam chi dat
khoang 20% [6]. Da cd nhiéu phuong phap mdi
trong diéu tri ung thu nhu: Liéu phap tring dich,
va liéu phap s dung cac chat (c ché bd sung,
lieu phap gen... M6t trong cac phuong phap doé
1d phuong phap diéu tri nhdm dich, phucng phap
nay c6 thé ngan chdn hodc gidm su’ phat trién
clia t€ bao ung thu ma khong gay tac dong
nghiém trong dén cac té€ bao khac. TAK-901 la
mot chat 'c ché manh Aurora kinase da muc
tiéu, co thé tao ra da bdi va Uc ché qua trinh
phosphoryl hdéa histone H3 theo cach phu thubc
vao liéu lugng khién nd tré thanh moét Ung cir
vién tiém nang mdi trong diéu tri ung thu.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU
2.1. Poi tugng nghién ciru. Nghién clu
st dung TAK-901, moét chdt (c ché Aurora
kinase, (ham lugng 10uM/ml) dugc thr nghiém
cac ndng dd khac nhau & cac nghiém phap dé
danh gia tac dong tdi té€ bao ung dudng mat TFK1.

2.2. Phuaong phap nghién ciru

* Ky thuat nubi cady t€ bao: Nubi cay té bao
dugc thuc hién véi dong té€ bao UTPM ngudi:
TFK-1. MOi trudng nubi cay té€ bao gobm DMEM
bé sung 10% FBS va 1% khang sinh, t& bao
dugc nudi trén dia nudi cdy dudng kinh 6cm.

*Panh gid tac dung Uc ché tdng sinh cla
TAK-901 d6i véGi t€ bao ung thu dudng mat TFK-
1: T€ bao dugc gieo trén dia 96 gi€éng, ndng do
2000 t& bao/giéng. Sau 24 gid, kiém tra t& bao
dudi kinh hién vi, thay mdi trudng nudi cdy va
cho ti€p xic véi TFK1 véi dai nong dé 0 uM,
0.125 pM, 0.25 uM, 0.5 pM. Sau do, su dung
WST-1 d€ xac dinh lugng t€ bao séng & moi
ndng dd bang cach so sanh mat do quang gitra
cac nhom diéu tri so vGi nhom chiing (%).

* Panh gia kha ndng (c ché tdng sinh cua
TAK-901 d6i véGi t€ bao ung thu dudng mat TFK-
1: Té bao dudc gieo trén dia 12 giéng, vGi mat
dd 700 té€ bao/ giéng. Cac té bao sau do dudc
rifa ban PBS va b4 sung TAK-901 & cac nong do
tuang rng (0.125 pM, 0.25 uM) & cac nhom diéu
tri, nhdm ching chi b& sung mdi trudng nudi
cdy. Sau 9 ngay, t€ bao dugc nhuém vdi Crystal
Violet 1% va U trong vong 30 phit. Hinh anh té
bao thu dugc sé x(r ly bang phan mém Imagel.
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9%0OD = @0 nhiém ching yx 100

* Panh gid tac dung Uc ché di trd cta TAK-
901 trén té bao ung thu ung thu dudng mat
TFK-1: Hoat tinh chdong ung thu cla TAK-901
dugc danh gia dua trén thi nghiém di tra té€ bao
dé€ xem xét kha néng két ndi va di trd cua té bao
ung thu du@i anh hudng cla chat Uc ché. T€ bao
TFK-1 dugc nubi cdy trong dia 12 gi€éng, moi
giéng 2.5 x 10° t€ bao. T€ bao ngay lap tirc dugc
ti€p xdc véi TAK-901 chuén bi & cac nong dd
khac nhau (0.125 pM; 0.25 pM) va nhém doi
chirng. Sau do, t€ bao dugc chup lai & cac mdc
thai gian 0, 24, va 48 gid sau khi cho thudc thr.
Dién tich cta vung ton thuong dugc do ludng
trén phan mém Imagel. Chi s6 di tri cia té bao
dugc tinh theo cong thirc:

. . . Wo — Wt
Chi 56 di tri (%) = % 100

Wo: dién tich vét rach tai thdi diém 0 gid,
Wt: dién tich vét rach tai thdi diém t gid.

SO liéu dugc x(r |i thong ké trén phan mém
GraphPad Prism 8.4.

Il. KET QUA NGHIEN cU'U
3.1. Két qua nudi cay va tang sinh dong
té bao TFK-1

Hinh 1. Anh té bao sau 0 gio (A ), 24 gla’
(B), 72 gio (C) gieo trén dia nuéi cdy
Trong qua trinh nudi cdy, cac t€ bao TFK-1

dugc nudi cdy trong mdi trudng DMEM (bd sung

10% FBS, 1% khang sinh) vao dia té bao dugc

duy tri trong td am & nhiét do 37°C, 5% CO2.

Kiém tra va quan sat cac dia t& bao hang ngay.

Két qua & hinh 1 cho thay t€ bao TFK-1 tang sinh

tot trong diéu kién nudi cdy, téc d6 moc nhanh

gap doi sau khoang 24h.
3.2. Két qua {rc ché tang sinh cua TAK-

901 trén dong té bao ung thu duong mat

qua thir nghiém WST-1

Hinh 2. Su’ thay déi hinh thai cua TFK-1 sau
khi diéu trj voi TAK-901
Hinh anh té bao (A) Nhém chiing; Hinh anh
té bao dugc diéu tri bang TAK-901 & cac nong
do6: (B) 0.125 uM; (C) 0.25 uM; (D) 0.5 uM
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Hinh 3. Anh hudng cua néng dé diéu tri
TAK-901 & cac nhom diéu tri trén dong té
bao TFK-1

Can cr két qua WST-1, ti |é té bao s6ng sé ti
I& thudn vdi chi s6 OD hién thij khi chay trén thiét
bi do quang phd. Chi s& OD cang cao, ti |é t& bao
sOng cang cao. Sau 72 gid diéu tri véi TAK-901
cho thdy xu huéng giam. Tuy nhién, su’ khac biét
chi c6 y nghia théng ké ddi vdi bi€u hién cla
TAK-901 & nhém diéu tri 0.25 uM; 0.5 uM so Vdi
nhém ching (p < 0,01). TUr d6 cho thdy TAK-
901 budc dau cho thdy TAK-901 c6 tac dung
trong viéc c ché kha nang tang sinh cua dong

ung thu dudng mat TFK-1.
3.3. Két qua danh gia kha nang rc ché
tao cum té bao bang thudéc nhudm tinh thé
tim (Crystal Violet)

A B C
Hinh 4. Cac giéng o cac néng dé khac nhau
sau 5 ngay (trén) va 9 ngay (dudi) duoc
diéu tri voi TAK-901. (A) Control, (B) 0.125

uM; (C) 0.25 uM

Control

0.125 uM ‘ ‘

0.25 uM ‘ Y

Hinh 5, I(et qua thu‘ nghlem Crytsal V/olet
doi vai cac nong do thuéc 0,125uM va
0,25uM & ngady tha' 5 va thir 9
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15+

10

% Ti 1& cum té bao duoc nhudm

Néng dé (uM)

Hinh 6. Biéu dé so sanh ty 1é vét nhuém
cum té bao (%) giira nhom déi chirng
(control) va cac nhom diéu tri sau 9 ngay
tiép xic voi TAK-901 o6 cac néng dé 0.125
MM va 0.250 uyM

K&t qua thi nghiém Crystal Violet dugc thé
hién trén hinh 4,5,6 dugc x&r ly bang phan mém
Image] dé xac dinh mat dé cum t€ bao & moi
giéng. Trén hinh 5, sau khi nhuém véi Crystal
Violet, nhdm doi chlfrng va nhom diéu tri 0.125 UM
c6 cac cum té€ bao to, bdt mau dam va day dac.
Con nhom diéu tri 0.25 uM cho thdy cac cum té
bao nhat mau va thua hon. Hinh 6 chi ra rdng, ca
2 nhém diéu tri déu gidm so vai control. Nhdm
diéu tri 0.125 pM giam khéng dang k&, con nhém
diéu tri 0.25 UM gidm manh so vdi control.

3.4. Két qua danh gia kha nang ’c ché
di tra té bao cua TAK-901 trén té bao ung
thu dai c'lu’dng mat

ot ---

o ---

Hinh 7. Piéu tri TAK-901 irc ché su’ di tri té
bao TFK-1 ¢ cac nong dé khac nhau
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Hinh 8. Biéu db so sanh chi s6 di tru té bao (%)
gitia nhom doi chung va cac nhom diéu tri voi
TAK-90106 néng do 0.125 uM va 0.250 uM tai
thoi diém 24h va 48h sau diéu tri
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Dién tich tugng d6i vét rach (%) cla ting
nhédm & cac thdi diém dugc tinh bang ty 1€ gilra
dién tich vét rach trung binh & thai diém do va
dién tich vét rach trung binh cla m6i nhdom &
thdi di€ém 0 h sau khi diéu tri v8i TAK-901. Sau
24 gig diéu tri thudc, chi s6 di trd té€ bao tuong
dudng gilta cdc nhdm. Tai thdi diém 48 h sau
diéu tri, chi con nhém diéu tri TAK-901 vé&i noéng
dd 0.250 uM cho thay kha nang Uc ché té bao
ung thu dai truc trang HCT116 di trd va xam lan
in vitro khi so sanh véi nhém d6i chirng nhung
chua co khac biét thong ké.

IV. BAN LUAN

Bénh sinh ung thu dudng mat cé su tham
gia clia nhiéu yéu t6. Cac yéu td nguy cd cua
ung thu dudng mat khac nhau vé nguyén nhan
va tinh chat, nhung phén I6n trong sO chlilng co
nguyén nhan chung la gay viém man tinh va &
mat dan dén mot loat thay ddi phan tir dan dén
tang sinh t€ bao phan (ng, dot bién di
truyén/biéu sinh va phat trién ung thu. Su hiéu
biét vé cd ché bénh sinh phan tr cia ung thu
dudng mat 1a rat quan trong khi phat trién cac
dau &n sinh hoc chadn dodn mdi va cac liéu phap
nhdm muc tiéu dé gidi quyét cdn bénh nay. Muc
tiéu nhadm dich phén t trong diéu tri ung thu
nham cai thién hiéu qua diéu tri va giam tac
dung khéng mong muén. Do do, diéu tri dich la
moét trong cac phudng phdp dudc phat trién
manh trong thdi gian gan day nhdm (ng dung
trong diéu tri ung thu ndi chung va ung thu
dudng mat ndi riéng.

Tac dung chong ung thu clla TAK-901 da
dudc ghi nhan & mot so loai ung thu bao gom
ung thu budng trifng va bénh bach cau, ung thu
dai truc trang. TAK-901 diéu chinh cac qua trinh
gay ung thu khac nhau, gay ra su ngung chu ky
t€ bao dong thai Urc ché téng sinh & ung thu dai
truc trang va vu diéu nay phu hgp véi nhitng két
qua chung toi thu dugc [7]. Mot s6 chat Uc ché
Aurora kinase khac da dudc kham pha rong rai
dé kiém soat cac loai khac nhau. Chat c ché
kinase Aurora alisertib (c ché su’ di cdn cia khoi
u bang cach ngén chdn qua trinh chuyén tir biéu
mo sang trung mo trong té bao ung thu vi Era
(+) [8]. K& qua cua thi nghiém nay cho thay
rang TAK-901 budc dau lam gidm kha nang di cu
va xam 18n ngdn chn su phat trién cla t& bao
ung thu. CO nhiéu kinase ngoai Aurora kinase
dudc xac dinh la c6 kha nang bi (c ché bdi TAK-
901 nhu la CLK1, CLK4. CLK kinase anh hudng
dén su ghép ndi thay thé nhung khong cé tac
dung ddi vi su’ phét trién cla t& bao ung thu' [9].
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V. KET LUAN

Chat (rc ché Aurora kinase TAK-901 co tac
dung kim ham su téng sinh cla t€ bao ung thu
dudng mat in vitro.

VI. LO1 CAM ON

Nghién cltu nay dugc tai trg bai Quy Phat
trién khoa hoc va cdng nghé Quéc gia
(NAFOSTED) trong dé tai ma s6 108.02-
2019.324.
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MOT SO YEU TO TIEN LUONG SOC & TRE 12 THANG - 16 TUOI
MAC SOT XUAT HUYET DENGUE CO DAU HIEU CANH BAO
TAI CAN THO': MOT NGHIEN CG'U CAT NGANG, PON TRUNG TAM

Nguyén Huynh Nhat Trudng®2, Buii Quang Nghia'?,
Lé Hoang Son?, Ong Huy Thanh?, Chung Hiru Nghj'?

TOM TAT

Pat van dé: Soc sot xuat huyét Dengue G tré em
la mot bénh canh nang co _nguy cg tor vong rat cao.
Nhu cau tim hiéu cac yéu t6 co thé du doan soc ngay
cang tdng nham t6i uu hoda viéc phat hién va quan ly
sdm tinh trang ndy, d&c biét 1a & nhom s6t xuat huyét
Dengue c6 dau hiéu canh bao. Muc tiéu: Nghién clu
nay xac dinh mot s6 yéu t6 Iam sang va can lam sang
tién lugng sbc & tré s6t xudt huyét Dengue cd dau
hiéu canh bao. Poi tugng va phuong phap nghlen
cfu: Nghién clru mé ta cat ngang dugc thuc h|en trén
tré tor 12 thang - 16 tu0| dugc chan doén va diéu tri
sot xudt huyét Dengue ¢ dau hiéu canh bdo tai Bénh
V|en Nhi dong Can Tha tr 04/2023 dén 01/2024 Két
qua Tong cong 104 d0| tugng dugc tuyen chon (15
vao sdc va 89 khong Vao soc) dudc khao sét cac dic
diém 1am sang va can lam sang Phan t|ch h6i quy
logictis cho thay tré biéu hién vat va-li bi cd nguy co
vao soc cao gap 4,51 lan (KTC95% 1,12-58,86; p =
0,041). Tudng tu, nhiing tré bi giam tleu cau <
50.000/pL va hematocrit > 40% dudc phat hién co
nguy cd vao sOc cao hdn (tuong L'rng OR = 1,56;
KTC95%: 1,09-3,59; p = 0,046 va OR = 8,51;
KTC95%: KTC95%: 1 ,87-103,65; p = 0,013). Tu d|ch
) _bung noéi chung cling lam tang kha nang vao s6c
gdp 12,40 lan (KTC95%: 1,2-127,74; p = 0,034). Két
luan: Thay doi tri giac, s6 Iu‘dng tifu cau giam,
hematocrlt tang va tu dich o bung dugc cho la nhing
y&u t6 tién lugng dang ké sdc & tré s6t xudt huyet
Dengue cé dau hleu canh bao V|ec xac dinh sém cac
yéu t6 nguy cd nay 6 thé gitp quan ly kip thdi va cé
kha nang lam gidam ty 1€ t&r vong lién quan dén soc.

Tur khoa. S6t xuat huyét Dengue cé dau hiéu
canh bao, sbc, vat va-li bi, giam tifu cau, ting
hematocrlt tu dICh 6 bung.

SUMMARY
SOME FACTORS PREDICTING SHOCK IN
CHILDREN 12 MONTHS - 16 YEARS OLD
WITH DENGUE HEMORRHAGIC FEVER
WITH WARNING SIGNS AT CAN THO: A

CROSS-SECTIONAL, SINGLE-CENTER STUDY
Background: Dengue hemorrhagic fever shock
in children is a severe form with a high risk of
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mortality. The demand for understanding predictive
factors for shock is increasing to optimize early
detection and management of this condition,
especially in Dengue hemorrhagic fever with warning
signs. Objectives: This study aims to identify some
clinical and subclinical factors predicting shock in
children with Dengue hemorrhagic fever with warning
signs. Materials and methods: A cross-sectional
descriptive study was conducted on children aged 12
months to 16 vears diagnosed and treated for Denque
hemorrhaaic fever with warning sians at Can Tho
Children Hospital from April 2023 to January 2024.
Results: A total of 104 subjects were selected (15
with shock and 89 without shock) and surveyed for
clinical and subclinical characteristics. Logistic
regression analysis shows that children exhibiting
restlessness-lethargy were at a 4.51 times higher risk
of shock (95%CI: 1.12-58.86; p = 0.041). Similarly,
children with platelet count < 50,000/uL and
hematocrit > 40% were found to have a higher risk of
shock (OR = 1.56; 95%CI: 1.09-3.59; p = 0.046 and
OR = 8.51; 95%CI: 1.87-103.65; p = 0.013,
respectively). Abdominal effusion, in general, also
increased the likelihood of shock by 12.40 times
(95%CI: 1.2-127.74; p = 0.034). Conclusion: Altered
severe consciousness, decreased platelet count,
increased hematocrit, and abdominal effusion are
significant prognostic factors for shock in children with
Dengue hemorrhagic fever with warning signs. Early
identification of these risk factors may help timely
management and potentially reduce the shock-related
mortality rate. Keywords: Dengue hemorrhagic fever
with warning signs, shock, restlessness-lethargy,
decreased platelet count, increased hematocrit,
abdominal effusion.

I. DAT VAN PE

S6t xuat huyét Dengue (SXHD) la mot van
dé y t€ toan cau nghiém trong véi ganh nang
bénh tat tdng |1én dang ké trong vai thdp ky qua
[7]. Ngudi mdc SXHD cé thé bi€u hién nhiéu
bénh canh Iam sang khac nhau tir SXHD thong
thudng, SXHD cé dau hiéu canh bdo (DHCB) dén
SXHD nang, mot tinh trang de doa tinh mang
dudc ddc trung bdi téng tinh thdm mao mach va
séc. O tré em, s6c SXHD thudng dugc xac dinh
khi hiéu ap (tirc chénh Iéch gilta huyét ap tam
thu va tam truong) < 20 mmHg, déng thdi cé
cac dau hiéu giam tudi mau mao mach nhu dau
chi lanh, thdi gian d6 ddy mao mach chdm va
nhip tim nhanh [1]. Hau hét cac trudng hgp tr
vong do SXHD xay ra & tré em bi s6c nang kéo
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