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Nghién ctru nong do khang nguyén CAI123
0’ bénh nhan ung thw bach cau
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Tom tit:

Khéng nguyén ung thw 125 (CA125) dwoc biét dén va sir dung véi vai tro 12 mét biomarker trong chin doian mét
s0 bénh ung thu. Nghién ciru nay dwoe thwe hién nhim muc dich danh gia mirc d9 biéu hién CA125 ¢ nhirng
bénh nhin mic ung thw bach ciu tai Viét Nam. 103 bénh nhan dwoc chin dodan mic ung thu bach ciu chua dwge
diéu tri va 48 nguoi khée manh di tham gia nghién ctru. Nong dd ciia protein CA125 trong mau dwoc phat hién
va dinh lwong biang phwong phap ELISA. Két qua cho thiy, nhirng bénh nhan bach ciu lympho cip c6 ndng dd
CA125 ting cao va c6 sw khac biét véi nhirng ngudi khée manh (p<0,05). Nong dd CA125 khong c6 sw khac biét
¢ nhirng bénh nhén bach ciu lympho man tinh, bach ciu tity cip so véi nhirng ngwdi khoe manh (p>0,05). Nhirng
bénh nhan bach ciu tiy man c6 ndng dd CA125 thip hon so véi ngudi khée manh (p=0,05). CA125 c6 thé 1a mot

marker tiém ning d6i véi bénh bach ciu lympho cép.

Tir khoa: bach ciu lympho cép, bach ciu lympho man, bach ciu tuy cép, bach ciu tuy man, CA125.

Chi s6 phén loai: 3.1

o £ N
Dat van de

Bénh bach cau 1a mot dang ung thu cta cac co quan tao
méu bao gdm tily xuong va hé thong lympho. Ty 1é méc ung
thu bach cau chiém khoang 2% tong cac loai ung thu. Ty 1¢
miéc bénh bach ciu co lién quan dén gidi tinh va séc toc, nam
c¢6 kha ning mac bénh cao hon nit va ty 1é mic cao hon &
nhém nguoi da trang so véi ngudi thudce cac sic toc khac. Tai
Viét Nam, ung thu bach ciu c6 ty 1& tir vong dimg thit 5 trong
céc loai ung thu va c6 khoang 6144 ca mic moéi trong nim
2018 [1]. Trong tiy xuong va trong mau ngoai bién ciia bénh
nhan ung thu bach cau cho théy su xuat hién va tich tu cac té
bao bach cau bat thudng. Piéu nay dan dén sut giam cac té
bao tiéu ciu, hong cau, bach cau binh thudng trong méau do
khong gian mach bi chiém giir [2].

Ung thu bach cau c6 4 dang pho bién: bach cau nguyén
bao cép tinh (Acute lymphoblastic leukemia - ALL), bach cau
huyét bao man tinh (Chronic lymphocytic leukemia - CLL),
bach ciu tiy bao cap tinh (Acute myeloid leukemia - AML)
va bach cau tuy bao man tinh (Chronic myeloid leukemia
- CML) [2]. Bénh AML x4y ra chu yéu trén bénh nhan cao
tudi véi ty 18 séng sot sau 5 nam chi 20% va co dic diém
ton tai nhidu té bao non dong tay chua truong thanh thuong
dugc tim thiy trong tiiy xuong va gan nhu khong luu thong
trong vong tuan hoan [3]. Bénh ALL 14 bénh c6 sy ting sinh
dot bién cac t& bao non dong lympho & trong mau va tay
xuong, 1a loai ung thu thuong gip nhat ¢ tré em [4]. Bénh
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CML la bénh ¢6 su tang sinh khong kiém soat cua cac té bao
tly trong tat ca cac giai doan biét hoa [5]. Bénh CLL la bénh
c6 sy ting truong bat thuong ctia cac té bao lympho dwong
tinh voi marker CD5 [6]. Trong thoi ky phat trién ban dau
ctia bénh, cac té bao bach cau bi anh huong, dan dén mat
kha néng truong thanh va hoat dong churc nang, gay ra bénh
bach cau cép tinh. Nhiing bénh nhan bi bénh bach ciu c?ip
¢6 nguy co viém nhidm, chay méau va thiéu mau rat cao, va
hau nhu phai duoc diéu tri ngay lap tic. Dbi v6i nhitng
bénh nhan méc bach ciu man tinh, bénh nhan khong can
diéu tri ngay 1ap tirc do nhirng té bao da budc vao giai doan
biét héa cudi cung, khong con 1a nhitng té bio non. Mot s6
truong hgp bénh nhan bach cAu man tinh khong can phai
tién hanh diéu tri [2].

Khang nguyén ung thu 125 (Cancer Antigen 125 -
CA125) 1a phan tu glycoprotein nang 220-kDa, dugc ma
héa boi gen MUCI6 nam trén NST 19p13.2. Phan tir nay
gém 3 domain: domain trong mang, domain xuyén mang
va domain ngoai mang [7]. CA125 dugc xac dinh nhu mdt
marker quan trong trong chin doan ung thu budng trimg
v6i khoang 50% phu nir méic giai doan sém va 80% mic
giai doan mudn c6 ndng do CA125 trong mau cao [8]. Sang
loc CA125 ciing gitp xac dinh dép tmg ciia bénh nhan déi
voi cac liéu phap diéu tri bénh. CA125 cling biéu hién &
nhiing loai ung thu khac nhu ung thu vi, ung thu phdi, va
ung thu tuyén giap [9, 10]. Nhiéu nghién ctru trén thé gidi
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Abstract:

Cancer Antigen 125 (CA125) has been used as a
biomarker for early diagnosis of several cancers. This
study aims to determine concentration of CA125 in
Vietnamese patients with leukemia. The blood samples
of 103 untreated patients diagnosed with different types
of leukemia and 33 healthy individuals were included for
this study. Level of CA125 in the blood was measured
by ELISA. The results showed that patients with acute
lymphocytic leukemia had an increased CA125 level
compared to the healthy controls (p<0.05). CA125 level
was not significantly different among patients with
chronic lymphocytic leukemia, acute myeloid leukemia,
and healthy individuals (p>0.05). Patients with chronic
myeloid leukemia had a lower CA125 level than the
healthy controls (p=0.05). The results indicated that
CA125 might be a potential marker for early diagnosis
of acute lymphoblastic leukemia.

Keywords: acute lymphoblastic leukemia, acute myeloid
leukemia, CA125, chronic lymphocytic leukemia,
chronic myeloid leukemia.
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dé chi ra mbi lién hé gitra CA125 vé6i cac bénh ung thu bach
cau [11 14]. Tuy nhién, & nudc ta chua c6 nghién clru nao
vé ndng do cua marker ung thu nay trong cac dang khac
nhau cia bénh bach cau. Nghién ciru ciia chung t6i nhim
muyc dich danh gia nong d6 ciia marker ung thu CA125 ¢
nhitng bénh nhan ung thu bach cau.

Déi tuong va phuony phap
Déi twong nghién ciru

Nghién ctru dugc thyc hién trén cac nhom bénh nhan ung
thu bach cau va nhom chimg 13 nhimg ngudi khoe manh.
Mau mau ngoai vi dugc thu thap tir 103 bénh nhan ung thu
bach cu chua duoc diéu tri (gém: 28 bénh nhan ALL, 24
bénh nhan AML, 25 bénh nhan CLL va 26 bénh nhan CML)
tai Vién Huyét hoc - Truyén mau Trung vwong va Bénh vién
Quan y 103. Bdi tugng nghién ctru duge phén loai theo timg
nhom ung thu bach cau va dugc cac bac si chuyén mon két
luan dya trén cac két qua 1am sang va can 1am sang. Cac
mau mau ngoai vi trong nhom ddi chimg duoc thu thap tir
48 nguoi khoe manh, khong cé bénh cép hay man tinh nao
khéc. Tat ca nhitng bénh nhan va ngudi khoe manh tham gia
trong nghién ctru nay déu ky van ban xac nhan déng y tham
gia. Quy trinh thu, bio quan mau va thyc hién thi nghiém
dugc phé duyét boi Hoi dong Y dire cua Vién Nghién ctru
H¢ gen, Vién Han 1am Khoa hoc va Cong nghé Viét Nam.

Phwong phdp do nong djp CAI125 bang ELISA

MAu mau ngoai vi ciia nhém bénh va nhom dbi ching
duogc thu 2 ml va tach huyét twong, sau d6 dugc bao quan
tai -20°C cho dén khi thyc hién ky thuat ELISA. Dé xac
dinh ndng do CA125 trong mau huyét twong, kit Mucin 16/
CA125 Human ELISA Kit (Thermo Fisher Scientific) dugc
chung t6i str dung va thuc hién quy trinh thi nghiém theo
hudng din cu thé cua kit.

Phwong phdp thong ké

S liéu dugc nhap va quan 1y bang Excel 2010 va dugc
phan tich bang phan mém SPSS v.19. Kiém dinh su khéc
biét giita cac bién dinh lugng phan bd khong chuén bing
phuong phép kiém dinh Mann-Whitney U test. Sy khac biét
c6 y nghia théng ké trong cac phan tich so sanh khi gié tri
p<0,05.

Két qua
Néng dp CA125 ¢ bénh nhén bach cdu tiy cip

Nong d6 CA125 & nhém dbi chimg co gia tri trung binh
la 5,74 U/ml (0 29), trong d6 ¢ 24 bénh nhan nhom bach
cdu tay cap, nong d6 CA125 trung binh 1a 9,722 U/ml (0-
47,77). Mac du nong dg trung binh & nhém bénh nhéan cao
hon nhém chung nhung su khac biét nay khong c6 y nghia
thdng ké (p=0,156) (hinh 1).
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Hinh 1. Mtrc do biéu hién ciia CA125 trong nhém chirng va bénh
nhan bach cau tay cap.

Noéng dp CA125 ¢ bénh nhin bach cu tiiy man

Nong dé trung binh ciia CA125 trong cic bénh nhin
thugc nhom bach cau tiy man la 3,25 U/ml (0-27,73). Két

quéa phan tich cho thdy ndng d6 CA125 cao hon & nhom
ching véi khac biét ¢ y nghia thong ké (p=0,05) (hinh 2).

307 °  p=00s .

257 . .

207
154

©
o

Mike d§ biéu hién CA125

Nhom blénh nhén
bach cau tiy man
n=26)
Hinh 2. Murc d6 biéu hién ctia CA125 trong nhém chirng va bénh
nhan bach cau tay man.

Mire dp biéu hién ciia CAI25 trong bénh bach ciu
lympho cd'p

Néng d6 CA125 trung binh & nhém chung 1a 6,61 U/ml
(0-30), trong khi & nhitng nguoi mic bach cau lympho cap
tinh 1 29,16 U/ml (0-190,99). Két qua phan tich cho thiy
nong do CA125 & ngudi méc bénh cao hon c6 ¥ nghia thong
ké so v&i nhling nguoi khoe manh (p<0,0001) (hinh 3).
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Hinh 3. Muc d6 biéu hién CA125 & nhom chirng va nhém bénh
nhan bach cau lympho cap.
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Né‘ng dp CA125 6 bénh nhan bach cdu lympho man

Nong d6 trung binh ciia CA125 trong 25 bénh nhén
1a 2,608 U/ml (0-26,46). Két qua cho thiy rang, muc do
CAI125 & nhom chimg cao hon so véi bénh nhan mic
lympho man nhung sy khac biét nay khong c6 ¥ nghia théng
ké (p=0,074) (hinh 4).
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Hinh 4. Mtrc d6 biéu hién cta CA125 trong nhém chirng va bénh
nhan bach cau lympho man.
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Bénh bach cau lympho cp xay ra thudng xuyén ¢ tré
em, trong khi cac bénh khac phd bién hon & ngudi 16n. Bénh
nhan s& ting kha ning séng sot sau 5 nim néu duoc phat
hién va diéu tri kip thoi [15]. Vi vay, nghién ctru phat hién
céc biomarker dong vai trd quan trong trong chan doan, tién
luong cling nhu diéu tri & bénh nhan ung thu bach cau. Hién
nay, cac chi thi sinh hoc trong cac bénh huyét hoc da va
dang duoc nghién ciu. Khang nguyén CD44 ¢6 chuc ning
diéu hoa sy hoat dong cling nhu di tréi ctia cac té bao lympho
va céc dai thuc bao. CD44 duoc chirng minh tdng cao trong
huyét thanh & bénh nhan méc ung thu mau cép tinh [16].
Nhiing bénh nhan mic bach cau lympho man tinh lai co
su biéu hién bat thuong cia Ox40, day la marker c6 vai
trod gitp cac té bao T ludn duy tri cac dap tmg mién dich.
O nhitng bénh nhan nay, ndng d6 Ox40 trong huyét thanh
cao hon so v&i nhitng nguoi khoe manh va khong cé bat cir
truong hop nao am tinh [17].

CA125 1a mot marker sinh hoc quan trong trong nhiéu
bénh ung thu. Nhiéu nghién ctru gan diy trong cic bénh
huyét hoc da va dang chi ra vai tro cia CA125. Nghién ctru
ctia Bairey va cong su vé mirc d cia CA125 trong huyét
thanh ¢ nhiig bénh nhan bach cau lympho man cho thay
rang, mirc d6 trung binh ciia CA125 trong huyét thanh ciia
cac bénh nhan 1a 16,3 U/ml (gia tri binh thuong <35 U/ml).
Két qua nay chi ra ring nhimng bénh nhan bach cau lympho
man tinh c6 ndng d6 CA125 & trong mirc binh thudng [15].
Mot nghién ctru khac trén 14 bénh nhan bach ciu lympho
man ciing cho thiy ndng d6 CA125 khong c6 su khac biét
giltta nhém bénh va nhom khde manh [7]. Tuong tu nhu vay,
két qua nghién ctru ciia ching toi cho thdy biéu hién cua
CA125 trong nhimng bénh nhan mic CLL biéu hién ¢ mic
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binh thuong va khong cé sy khac biét so voi nhiing nguoi
khoe manh.

Nghién cliu dénh gia mirc 6 CA125 trén nhom tré mic
bach cau lympho cép tinh va bénh lymphoma nhan thiy &
nhing dtra tré mic ung thu mau c6 ndng d6 ting cao hon
so voi nhiing dda tré khoe manh [12]. Trong nghién cuu
nay, chung t6i nhan thiy nong do CA125 & nhém bi bénh
cao hon so v6i nhitng ngudi khong méc bénh, dong thoi co
6/25 bénh nhan (24%) c¢6 CA125 & muc cao >35 U/ml va
¢6 5 bénh nhéan la ni. Nghién ctru cia Camera va cOng sy
chi ra rang 3 trong s6 19 trudong hop méc ALL c6 biéu hién
CA125 tang cao [13]. Trong nghién ciru cta ching t6i, két
qua cho thay hau hét cac bénh nhéan c6 biéu hién CA125 &
murc binh thudng (<35 U/ml) va chi c6 duy nhat mot bénh
nhan c¢6 mic biéu hién CA125 cao hon binh thudong. Nghién
ctru cua Dilek va cong sy trén 12 bénh nhan CML chi ra
rang khong co bénh nhén nao c6 biéu hién ting CA125 [14].
Trong nghién ciru nay, ching t6i nhan thiy rang hau hét cac
bénh nhan khong biéu hién CA125, 6/26 truong hop (23%)
¢6 biéu hién CA 125 nhung ¢ mirc binh thudng, tuy nhién c6
su khac biét gitra bénh nhan va nguoi khoe manh.

Két luan

Nhimng bénh nhan bach cau lympho cip c6 ndng do
CA125 tang cao so v6i nhimg nguoi khoe manh, tuy nhién
nf”)ng d6 CA125 khong khac biét gitia nhém bénh nhan bach
cau lympho man tinh, bach ciu tiry cap so voi nhom nguorl
khoe manh. Nhu:ng bénh nhan bach cau tiy man c6 nong
d6 CA125 thap hon so v6i nhimg nguoi khoe manh. Do do,
CA125 c6 thé 1a mdt marker tiém nang ddi v&i bénh bach
cau lympho cap.

Cong trinh nay duoc hoan thanh véi su hd trg kinh phi tir
Du 4n KC.10.DA06/16-20 thuéc Chuong trinh KC.10/16-
20 “Nghién ctru ing dung va phat trién cong nghé tién tién
phuc vu bao vé va cham soc stc khoe cong déng”. Cac tac
gia xin trn trong cam on.
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