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53,2% cong nhan hoan toan tin, 27,8% cong
nhan tin tudng. V& su hai long véi tram y té€ luu
dong tai dia phudng, cdé 49,8% cong nhan hai
long, 42,6% cOng nhan hoan toan hai long. Co
89,7% cbng nhan nhan dugc su gilp dd kip thai
cla nhan vién y té trong khi diéu tri COVID-19
tai nha.
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SU’ BIEU LO CAC DAU AN MIEN DICH TE BAO GOC UNG THU
(CD44, ALDH) VA HER2 TRONG UNG THU BIEU MO TUYEN DA DAY

Nguyén Khic Tin?, Lwu Thi Binh?, Phan Quéc Hoan3, Nguyén Phi Hung?

TOM TAT .
Muc tiéu: Danh gia su biéu 16 cac dau dn mién
dich t& bao g6c ung thu (CD44 ALDH) va HER2 trong
ung thu biéu md tuyen da day Poi tugng va
phuang phap Nghién clfu mo ta cat ngang; thlet ké
tién clru trén 121 bénh nhan dugc chan doan xac dinh
ung thu biéu mé tuyen da day va dugc phau thuat cét
bo khéi u tai Bénh vién K. Banh gia erc do bidu h|en
ctia marker HER2, CD44, ALDH trong mau ung thu va
mau doi chu’ng Két qua: Ty 1& UTBMTDD & nam cao
han so vdi & nr. Ty lé bénh nhan biéu hién HER2 &
mic 1+ (17,4%), mac 2+ (14,9%) va 3+ (10 7%). Ty
I€ bénh nhan HER2 dugdng tinh la 25,6%. Ty |é bénh
nhan c6 CD44 dudng tinh (68, 6%). Ty lé bénh nhan
co ALDH duang tinh (61,2%). Ty Ié biéu hién mot dau
an don doc 1a 29,8%. Hai ddu &n biéu h|en dong thdi
chiém ty ié cao nhat le 47,9%. Ty 1& biéu hién dong
thdi cd HER2, CD44 va ALDH 13 9,9%. K&t luan: D3u
an mien dich 'HER2 va té€ bao g6c ung thu CD44, ALDH
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bi€u h|en vGi ty 1€ khac nhau & bénh nhan ung thu
biéu mé tuyén da day

Tu‘ khoa Dau an mlen dich HER2, CD44, ALDH,
hoa mo6 mién dich, té€ bao géc ung thu.

SUMMARY
EXPRESSION OF CANCER STEM CELL
MARKERS (CD44, ALDH) AND HER2 IN

GASTRIC ADENOCARCINOMA

Objective: To evaluate the expression of cancer
stem cell immune markers (CD44, ALDH) and HER2 in
gastric adenocarcinoma. Subject and Method: This
was cross-sectional descriptive study; prospective
design on 121 patients with confirmed diagnosis of
gastric adenocarcinoma and surgical removal of the
tumor at K Hospital. Evaluation of expression levels of
markers HER2, CD44, ALDH in cancer samples and
control samples. Result: The rate of gastric
adenocarcinoma in men is higher than in women. The
proportion of patients expressing HER2 at level 1+
(17.4%), level 2+ (14.9%) and 3+ (10.7%). The rate
of HER2-positive patients was 25.6%. The percentage
of patients with positive CD44 was 68.6%. Percentage
of patients with positive ALDH was 61.2%. The
expression rate of a single marker was 29.8%. Two
markers simultaneously expressed the highest rate
with 47.9%. The rate of simultaneous expression of
both HER2, CD44 and ALDH was 9.9%. Conclusions:
Immunomarker HER2 and cancer stem cells CD44,
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ALDH are expressed at different rates in gastric
adenocarcinoma patients.

Keyword: Tmmunomarker HER2, CD44, ALDH,
immunohistochemistry, cancer stem cells.

I. DAT VAN DE

Ung thu bi€u mé tuyén da day (UTBMTDD) la
mot bénh co tién lugng rat xau, dac biét la cac
bénh nhan UTBMTDD da di cdn. Phudng phap
diéu tri chd yéu hién nay la phau thuat két hgp
vdi hda tri trude hodc sau khi cdt bd khdi u.

HER2 1a mét thu thé tdng trudng tham gia
vao qua trinh hinh thanh té€ bao ung thu, thu thé
nay thudng bi€u hién qud muc trong ung thu da
day. Trastuzumab dudc chi dinh diéu tri cho
nhirng bénh nhan UTBMTDD di can c6 HER2
duang tinh. Panh gia su biéu hién HER2 do d6
d3 trd thanh mét tiéu chi quan trong dé lua chon
phuong phap héa tri cho bénh nhan. Tuy nhién
ty 16 HER2 dudng tinh & UTBMTDD Ia kha thap,
hiéu qua cua héa tri véi cac trudng hgp HER2 am
tinh hién van chua o [1]. Do dé can c6 thém
hi€u biét vé cac ddu an khac ciia UTBMTDD bén
canh HER2 dé c6 thé cai thién hiéu qua cla hda
tri cho bénh nhan UTBMTDD.

Nhirng nam gan day cac nghién clu chi ra
rdng trong bénh ung thu, t€ bao gbc binh
thudng sé bién doi thanh cac té bao géc ung thu
(Cancer Stem Cell-CSC), chinh cac CSC nay
khang lai cac liéu phap hoa tri va gay ra su di
can cua ung thu dén cac cd quan khac [2]. DG
vGi ung thu da day, su ton tai cia CSC trong
khéi u [an dau tién dugc chi ra dua vao su biéu
hién cua marker CD44 [3], sau dé phat hién
thém ALDH ciing la mét marker dung dé xac
dinh CSC da day & ngudi. Cac nghién clru cho
thay rdng chinh nhitng marker nay gay ra su thai
loai thub6c diéu tri UTBMTDD. TU ddé cac liéu
phap diéu tri nham dén dich la cac marker
UTBMTDD nay bang acid retinoic (AR) da (c ché
manh mé sy tang trudng cla té bao ung thu da
day, gilp cai thién hiéu qua diéu tri [4].

Nghién ctu vé su biéu hién cia HER2 va cac
té€ bao goc ung thu da day nhu CD44, ALDH md
ra mot trién vong I6n trong diéu tri tdn gbc loai
ung thu nay ciling nhu tién lugng két qua diéu tri
va tinh trang di cdn cta UTBMTDD. Su biéu hién
cla ca HER2, CD44 va ALDH trén bénh nhan
UTBMTDD tai Viét Nam cho dén nay van chua co
nghién cltu céng phu nao dugc c6ng bG. TU thuc
tien do, t6i ti€n hanh nghlen clu nay vGi muc
tiéu: Danh gid su bi€u 16 cac ddu &n mién dich t&
bao gbc ung thu (CD44, ALDH) va HER2 trong
ung thu biéu mo tuyén da day.
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1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

2.1. P6i tugng nghién ciru. DGi tugng
nghién clfu la 121 bénh nhan dugc chén doén
xac dinh ung thu biéu md tuyén da day va dugc
phau thuat cat bd khdi u.

- Tiéu chudn chon déi tuong: Bénh nhan
dudc chan doan xac dinh ung thu bi€u md tuyén
da day dua trén két qua md bénh hoc bdng
nhudém Hematoxylin-Eosin (HE) theo tiéu chun
ESMO ndm 2016, bénh pham la khdi u da day
sau khi dugc phau thuat [5].

- Tiéu chudn loai tra: ung thu da day di
can tir cd quan khac, Ung thu da day da dugc
diéu tri hoa tri hodc xa tri.

2.2. Thdi gian, dia di€m nghién ciru

- Thdi gian nghién cfu: Thu thap bénh pham
tUr thang 7/2016 dén thang 8/2017. Thdi gian
theo doi, nghién cltu tir thang 8/2017 dén thang
4/2022.

- Dia diém thu thap bénh nhan Bénh vién K
(Co sG Tan Triéu va Quan S&). Dia diém xét
nghiém héa md mién dich Phong thi nghiém
Inserm U1035, Phap.

2.3.Phucng phap nghién ciru

*Phuong phap nghién clfu mé ta cat ngang;
thiét ké ti€n cuu.

*NOi soi da day sinh thiét: Bénh nhan dugc
xit gay té ving hau hong bang Xylocain 2% hodc
Lidocain 10%. Bbua may soi vao da day quan sat
ky tat cad cac vung cua da day, hanh ta trang
xubng tan DII t4 trang dé€ tranh bod sét ton
thuong. Khi phat hién tén thuong, bom rira sach,
sau doé quan sat ky bang ché do NBI va near
focus dé danh gia, sinh thiét Iam gidi phau bénh.
Pua kim sinh thi€t qua kénh tha thuéat, quan sat
trén man hinh, khi dau kim sinh thiét t&i gan ton
thuang, ngudi phu glup ma kim sinh thiét, bac si
soi day kim sat vao tén thu’dng dé ngudi phu
dong kim sinh thiét, bac si soi giat ngugc lai day
sinh thiét d& cit |é’y bénh pham. Vi tri sinh thiét
d6i vai 6 10ét 1a niém mac ria xung quanh & loét,
doi véi khoi u 1a & cac vi tri khac nhau. Bénh
pham Idy ra dugc ¢6 dinh vao 6ng dung cé chira
Formol. B

*Khi ¢ k&t qua giai phau bénh tir bénh pham
sau khi ndi soi sinh thiét, chdn doan la ung thu
da day. Bénh nhén dugc héi chan chuyén sang
khoa Ngoai bung 1,2, bénh vién K dé thuc hién
tha thuat cat khéi u da day Sau khi phau thuat
khdi u dugc bao quan va dua di lam xét nghiém
giai phau bénh tai Bénh vién K.

*Phugng phap nhudm va doc héa md mién dich:

Ngi thuc hién: Phong thi nghiém Inserm
U1035 (Bbon vi nghién ctu Helicobacter pylori va
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ung thu da day), Vién Sic khoe va Nghién clru y
hoc Qudc gia, Bordeaux, Phap.

- Céc khang thé:

+ Khang thé don dong dung cho phan tich
cac marker CSC da day gom: mouse monoclonal
anti-human CD44 (clone G44-26, BD) do pha
lodng 1:100; mouse monoclonal anti-human
ALDH1 (clone 44/ALDH, BD) do6 pha loang 1:300.

+ Khang thé daon dong dung cho phén tich céc
marker tién lugng gém: mouse monoclonal anti-
HER2 (clone EP1045Y, abcam) do pha Ioang 1:100.

- Hod chat phan tich hoa mé mien dich: St
dung bo kit anti-mouse Labelled Polymer-HRP
DAKO Envision system (DAKO); Eukitt-mounting
medium (Labonord, Templemars, France)

- Cac dung cu phuc vu cho hod mé mién dich:
May cdt mo tir mau duc paraffin, hé théng 6n

1. KET QUA NGHIEN cU'U

nhiét nudc, hé thong khay rlra, lam kinh, lam
men, hé théng kinh hién vi anh séng tréng.

- Ky thuat: Quy trinh nhuébm HMMD HER?2,
CD44 va ALDH theo phudng phap phic hgp
Avidin-Biotin tiéu chuan.

2.4.Chi tiéu nghién ciru

- Danh gia mic do biéu hién cliia marker HER2
trong mau ung thu va mau déi chung theo cac
méc do: 0, 1+, 2+, 3+. Mic dd biéu hién cla
HER2 I3 0 va 1+ danh gid 13 4m tinh, muc do biéu
hién ctia HER2 la 2+ va 3+ danh gid la duong tinh.

- Panh gid mc do_bi€u hién ctia marker
CD44 va ALDH trong mau ung thu va mau doi
chitng theo cac mirc d6: Am tinh, duong tinh.

2.5.Xr ly s0 liéu. Phan mém thong ké y hoc
SPSS 22.0. Phan tich cac s6 liéu bang thuat toan
thong ké moO tad tan s6 cac bién Frequencies,
Descriptive.

Chiing tdi da thu thap dudc 121 bénh nhan dudc chan doédn xac dinh la ung thu biéu mé tuyén da
day (trén noi soi va mo bénh hoc), két qua nghién cllu nhu sau:

Bang 3.13. Bsc diém tudi, gidi

- Gigi Nam N@T
Tuoi SO lugng Ty lé % So lugng Ty lé %
<50 13 16,3 14 34,1
50-59 40 50,0 11 26,9
60-69 18 22,4 14 34,1
=70 9 11,3 2 4,9
Tuoi trung binh 56,93 £ 10,21 54,51 +£ 11,59

Bang 3.14. Su biéu hién HERZ2 trong UTBMTDD

Biéu hién

SO lugng

Mu’c do

SO lugng

HER2 (n=121) | Yle% bidu hién (n=121) Tyle %
A 0 69 57,0
Am tinh 90 74,4 1+ 21 17.4

, 2+ 18 14,9
Duang tinh 31 25,6 37 13 10.7
Bang 3.15. Su biéu hién CD44 trong UTBMTDD
Biéu hién CD44 SO lugng (n=121) Ty lé %
Am tinh 38 31,4
Dugng tinh 83 68,6
Bang 3.16. Su’ biéu hién ALDH trong UTBMTDD
Biéu hién ALDH SO lugng (n=121) Ty lé %
Am tinh 47 38,8
Duang tinh 74 61,2
Bang 3.17. bong biéu hién cua ca 3 ddu én HER2, CD44 va ALDH
. SO lugn - Dau an biéu hién SO lugn Ty lé
So dau an (n=1'21? Tyle % dong thoi (n=1'219) °y/o )
0 dju an 15 12,4 15 12,4
HER2 3 2,5
1 dau an 36 29,8 CD44 22 18,2
ALDH 11 9,1
HER2, CD44 7 5,8
2 dau &n 58 47,9 HER2, ALDH 9 7,4
CD44, ALDH 42 34,7
3dauan 12 9,9 HER2, CD44, ALDH 12 9,
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IV. BAN LUAN

Su biéu hién cia HER2/ERBB2 & ung thu vi
thudng co ty 1€ tur 20-30%. MGt s6 nghién clu
dudc thuc hién & Nhat Ban, da ching minh rang
HER2 ciing cd trong cac bénh ung thu khac, dac
biét la trong ung thu da day. Do dd, cé thém
nhiéu nghién cru danh gia méi quan hé giira tinh
trang HER2 va tién lugng & bénh nhan ung thu
da day. Ty |é bi€u hién didu &n HER2 cd su’ khac
nhau gita cac nghién clu trén cdc quan thé
ngudi khac nhau, dao dbng tUr 4,4-53,4% [6].
Trong nghién cftu nay, ching toi sir dung khang
th€ don dong c-erbB-2 oncoprotein A0485 do
Dako dugc co quan quan ly derc pham va thuc
phém Hoa ky cdp phép cho viéc chan doan lam
sang d8i vai sy bi€u hién clia HER2. Ching t6i st
dung phuong phap tinh diém theo hudng dan
cla ToGA. Két qua thu dudc trong nghién clu
nay cho thy, ty Ié biéu hién HER2 trong cac khdi
u bi€éu md da day chiém 25,6%.

Nghién cltu déng biéu hién cla cac ddu &n
sinh hoc trong cac khéi u cé y nghia quan trong
trong nghlen ctu clu sinh hoc cua ung thu noi
chung va dac biét la nghién clru phat trién cac liéu
phdp nhdm dich ph0| hdp O ung thu da day va
mot sd ung thu bi€u m6 tuyén khac thi hién nay
HER2 van Ia d&u &n mién dich quan trong va it 6i
dung trong diéu tri bénh. Tuy nhién, ty & biéu
hién dau an nay thudng thap va trung binh dudi
25% & ung thu da day. Bén canh do, su dong
bi€u hién ctia cac ddu &n con lién quan tdi cg ché
phat sinh va di cdn cla cac té€ bao khéi u. O day
ching toi trinh bay két qua phén tich déng biéu
hién cla HER2 vdi CD44 trong cac trudng hgp
ung thu biéu md da day dudc nghién cliu. Két
qua cho thay rang, ty 1& dong biéu hién ctia HER2
va CD44 13 15,7% trong tdng sb tat ca cac bénh
nhan. Mot nghién clru ciia Bao W. va cong su da
chi ra réng HER2 d3 tuong tac vGi CD44 dé diéu
hoa tdng su’ biéu hién CXCR4 bang cach Urc ché su
bi€u hién cia miR-139 & mdc d6 di truyén bi€u
sinh & cac t& bao ung day va diéu nay thic day su
khai phat va di can cla ung thu da day [7].

Nhu d3 trinh bay & trén, su biéu hién cua
ALDH da dudc nhiéu nghién cltu chi ra la c6 moi
lién quan t&i su’ di can, tai phat khdi u sau diéu
tri va dac biét la hién tugng khang liéu phap.
Nghién clru su dong biéu hién cla CD44 vdi
ALDH sé xac dinh dugng ty Ié dong biéu hién cua
2 ddu an nay trong cac mau mé ung thu da day.
O day, chang t6i xac dinh dugc mic d6 dong
biu hién ctia hai ddu &n nay la 44,6% trong
tdng sd tat cd cac bénh nhan. Dang luu y, mot
nghién clru ctia Huang va céng su da chi ra rang,
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chuyén dich bi€u mé trung md & ung th* va da
dan tdi tdng kiu hinh t& bao gbc ung thu' biéu
hién ALDH va dat dugdc su khang lai liéu phap
trastuzumab [8]. Trong m6t bao bao gan day,
Flubendazole da dugc chi ra cd kha nang gilp
vugt qua su khang liéu phap trastuzumab bang
cach diéu hoa giam cac dac tinh cla té bao gbc
ung thu va bi€u hién ALDH. Nhu vdy cd thé thiy
rang, xac dinh ty Ié trudng hdp ung thu da day
dong biéu hién cla CD44 va ALDH cé thé bo
sung thdng tin cho viéc phat trién va lua chon
liéu phap diéu tri dich d6i v&i ung thu day day,
dem lai hiéu qua t6t han trong diéu tri.

Cac t€ bao goc ung thu trong cac khoi u dugc
phét hién c6 kha ndng duy tri sy tu doéi méi cua
khdi u, bdt dau su tién trién ctia khéi u va cling
c6 thé gop phan vao viéc di cin ung thu.
Wakamatsu, Y. da kiém tra bang héa md mién
dich su bi€u hién va phan bd clta cac d&du &n CSC
dai dién ALDH1, CD44 va CD133 trong cac khéi u
nguyén phat va di can hach bach huyét cia ung
thu da day. Trong s6 190 khGi u nguyén phat
ung thu da day, 104 (55%) duadng tinh véi
ALDH1, 117 (62%) duong tinh vGi CD44 va 18
(9%) duong tinh v&i CD133. Su biéu hién cla ba
dau &n CSC nay cd lién quan dang k& vai cac yéu
t6 bénh hoc lam sang nang cao. Trong nghién
clu nay ching toi thdy rdng khi phan tich su
biéu hién ddng thdi cia ca 3 ddu &n HER2,
CD44, ALDH thi hai ddu &n biéu hién ddng thdi
chiém ty 1€ cao nhat véi 47,9%, trong s6 2 dau
&n dong biéu hién thi CD44 va ALDH cung duong
tinh chiém ty |&é 34,7%, cao nhat trong s6 2 dau
an cung biéu hién. Trén bénh nhan UTBMTDD
ma khéng c6 ddu &n nao biéu hién thi chiém ty
|é 12,4%. Con ty |I& bénh nhan ddng biéu hién ca
3 ddu an la 9,9%. Cho dén nay hau nhu chua co
nghién cfu vé su dong biéu 16 cla ca 3 diu &n
HER2, CD44, ALDH nén chlng toi khéng co sO
liéu dé so sanh.

V. KET LUAN

- Ty 1& bénh nhan bi€u hién HER2 & miic 1+
(17,4%), mic 2+ (14,9%) va 3+ (10,7%). Ty lé
bénh nhan HER2 dudng tinh la 25,6%. Ty Ié
bénh nhan c6 CD44 duong tinh (68,6%). Ty Ié
bénh nhan c6 ALDH duang tinh (61,2%).

- Ty 1& bi€u hién mdt ddu &n don doc la
29,8%. Hai ddu &n bi€u hién ddng thdi chiém ty
|& cao nhét véi 47,9%. Ty I& biéu hién ddng thoi
ca HER2, CD44 va ALDH 13 9,9%.
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KHAO SAT KIEN THU'C CUA PHU NU* PO TUOI SINH DE
VE DI TAT BAM SINH TAI XA DAN TIEN NAM 2020

TOM TAT

Muc tiéu: Khao sat thuc trang kién thirc cla phu
nit do tudi sinh dé vé di tat b&m sinh tai x& Dan Tién
nam 2020. Tiéu chuan Iua chon: Phu nif trong do
tudi sinh dé dang sinh song tai xa Dan Tién. Phu‘dng
phap nghlen clru: mo ta cat ngang trén 206 phu nit
dd tudi sinh dé tai xa Dan Tién, huyén V& Nhai, tinh
Thai Nguyen thdl gian tUr thang 1/2021 dén thang
6/2021 Két qua nghlen cru: Kién thic chung vé di
tat bam sinh cua phu nit vdi ti 1€ kién thirc chung tot
chi c6 20,4% va con lai 79,6% chua t6t. C6 mdi Ilen
quan gu.ra trinh do hoc van, tién su nao, pha thai va
s6 con hién tai va truyen thong gido duc strc khoe vdi
kién thirc chung vé di tat bam sinh. K&t ludn: Kién
thirc chung vé di tat bAm sinh cta phu nu’ con thap
Khuyen nghi: Tich cuc truyén thong g|ao duc suc
khoe vé di tat bam sinh cho phu nif bing cac hinh
thirc phong phu, da dang.

SUMMARY

SURVEY OF WOMEN’'S KNOWLEDGE DURING
CHILDBEARING AGE ABOUT CONGENITALS
IN DAN TIEN COMMUNITY IN 2020

Objectives: Do a survey on the status of women’s
knowledge during childbearing age about congenitals
in Dan Tien community in 2020. Selection criteria:
Women of childbearing age living in Dan Tien
community. Research method: Cross-sectional
description on 206 women of childbearing age in Dan
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Tien community, Vo Nhai district, Thai Nguyen
province from January 2021 to June 2021. Results:
The general knowledge about congenitals with good
rate was only 20.4%, and the remaining 79.6% was
not good. There was a relationship between education
level, history of abortion, number of current children
and health education communication, and general
knowledge of congenitals. Conclusion: General
knowledge of women about congenitals is still short .
Recommendations: Actively communicate health
?ducation about congenitals to women in various
orms.

I. DAT VAN PE

Di tit bdm sinh (DTBS) la van dé dang dugc
nganh y té€ quan tam trén toan cau, la mot trong
cac nguyén nhan hang dau gay tr vong va gay ra
tinh trang khuyét tat & tré em tai nhiéu nudc trén
thé gigi anh hudng rat nhiéu dén ca nhan, gia
dinh, hé thong cham sdc surc khoe va toan xa hoi
[3] . DTBS ngay cang c6 xu hudng gia tang va la
mot nguyén nhan chinh trong ganh nang bénh tat
toan cau, dac biét la & cac nudc cd thu nhap thap
va trung binh. Mot trong cac bién phap nham
giam thiéu dugc tinh trang DTBS hién nay doé la
tac déng vao kién thirc cia phu ni trong dd tudi
sinh dé vé DTBS, dac biét tai cac khu vuc mién
ndi, ndng thon thi bién phap nay cé hiéu qua rat
tot. Kién thirc ding dan vé cac yéu t6 nguy cd va
phong nglra DTBS & phu nit ¢4 thai c6 thé gilp
du phong ban dau bénh tat [7]. Theo nghién cliu
cla tac gia Ngbé Huyén Van va cong su cho thay ti
Ié thai phu c6é nhan thic tot vé& DTBS hau nhu
khong co thai phu nao [1] .
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