Nghién ctiu méi tuong quan giita thudt todn ROMA...

NGHIEN cuu MOI TUONG QUAN GIUA THUAT TOAN ROMA
VOI CAC PAC PIEM GIAI PHAU BENH VA GIAI POAN BENH
TRONG UNG THU BUONG TRUNG
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TOM TAT

Ung thw budng trirng géy tir vong cao trong céc loai ung thuw phu khoa, chiém t7 g 15-20% céc ung thw
dwong sinh duc nir. Thudt todn nguy co &c tinh cda u budng tri'ng ROMA (Risk of Ovarian Malignancy
Algorithm) duwoc str dung nhdm myc dich dénh gig nguy co &c tinh dé chon Iwa phuong phép diéu tri thich
*hop dbi véi khéi u budng trimg. U nguyén phét tai buéng trieng thuwong gép loai u biéu mé bé mét va bénh
nhén thwong dén & giai doan muén.

Muc tiéu: Khdo sat méi lién quan gita thuat todn ROMA voi céc déc diém gidi phdu bénh va giai doan
bénh & bénh nhan ung thw budng trimg.

Phuwong phap va déi twong nghién cieu: Nghién ctru mé ta cét ngang thuc hién & 34 bénh nhén ung
thw bubng tring dén khém va diéu trj tai Bénh vién Trung wong Hué trong thoi gian 31 thang.

Két qua: Tuéi trung binh la 51,32+12,51 tudi: 64,7% truong hop d& mén kinh. Kich thuoc u thuong
géb la 5-10cm (50%). Ung thu thanh dich budng tring chiém ti Ié cao nhét (55,9%). Ung thw budng tring
thuong duoc phét hién & giai doan 111 (64,7%) theo phan loai TNM va FIGO. Néng d6 trung binh clia CA125
va HE4 ting dén theo giai doan bénh. Thuét toan ROMA c6 d6é nhay cao hon & nhém bénh nhén da mén
kinh (95%). Chung téi rat ra két luan réng thuét toan ROMA c6 su turong quan thuén v&i giai doan-bénh theo
FIGO (r=0,358; p<0,05) va theo TNM (r=0,345; p<0,05); tuong quan nghich v&i phan dé mé hoc (r=-0,4;
p<0,05). Khéng cé tuong quan gitra thuat todn ROMA voi v tri khéi u va kich thuoc u.

Ttr khéa: Ung thw bubng tring, thuét todn ROMA.

ABSTRACT
STUDY ON CORELATION OF ROMA ALGORITHM TO PATHOLOGICAL
CHARACTERISTICS AND THE STAGES OF DISEASE IN OVARIAN CANCER

Dang Huy Hoang', Dang Cong Thuan', Le Thi Phuong Anh?,
Le Thi Thu Ha?, Tran Huu An? Ton That Ngoc?

‘Ovarian cancer is highly mortality in the gynecological cancers, accounting for 15-20% cancers of
the female reproductive tract. Risk of Ovarian Malignancy Algorithm (ROMA) is used for the purpose of
assessing the risk of malignancy for choosing appropriate treatments in ovarian tumors. Patients with
primary ovarian cancer have often detected at later stages.
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Objective: To examine the correlation of ROMA index with pathological characteristics and the stage of
disease in patients with ovarian cancer. :

Method and patients: A cross- sectional describes study was conducted in 34 patients with ovarian
cancer at Hue Central Hospital during 31 months.

Results: Average age of ovarian cancer was 51.32 + 12.51; 64.7% of cases were postmenopausal.
Tumor size common was 5-10cm (50%). Ovarian serous carcinoma is the highest percentage (55.9%).
Ovarian cancer is often detected at stage Il (64.7%) according to the TNM and FIGO classification. The
average concentration of CA125 and HE4 increases with stage of disease. ROMA had a sensitivity index
higher among postmenopausal patients (95%). We conclude that ROMA index significantly correlated
with stages of disease according to the FIGO (r=0,358; p<0,05) and TNM (r=0,345; p<0,05) classification,

inversely correlated with histological grades and no correlation with tumor size in ovarian cancer.

Key words: Ovarian cancer, ROMA algorithm.

L PAT VAN BE

Ung thu budng tring gdy tir vong cao trong cic
loai ung thu phy khoa, xép thir 3 sau ung thu vi va
ung thur ¢b tir cung, chiém ti 16 15-20% trong céc
bénh ung thu dudng sinh dyc nit [3].

G My hang nim c6 khoang 25.000 truong hop mic
va khoang 14.000 ca tir vong. Trong thdp ky qua ty
suét ung thu budng trimg ting khoang 30%, trong khi
d6 ty 16 chét do ung thu budng trimg tang khoang 18%.
Tai Viét Nam, ty 16 méc bénh ung thu buf‘mg tring
ndm 2000 ¢ Ha Ngi 1a 4,4/100.000 dan va & Thanh
phd H4 Chi Minh 14 3,7/100.000 dan [6].

Chén doén ung thu budng trirng thudng phai két
hop 1dm sang va cén 1dm sang. Mic du tidu chuén
vang dé chin do4n ung thu budng trimg 13 md bénh
hoc nhung viéc sit dung cac chét chi diém ung thu
dé gop phan chén doan danh gia va theo dai sau md
ciing nhu tién lugng bénh d3 va dang st dung rat
rong rdi trong thyc hanh 14m sang hién nay.

Trong nhiéu nim qua, chét chi diém khéi u
CA125 dugc sir dung thudng quy trong chén doan
bénh 1y khdi u budng trimg. Do nhay cia CA125
huyét thanh trong ung thu biéu md budng tring thay
ddi tir 47-97% tuy thudc vao do 4c tinh cua: benh
[11]. Gan d4y, chét chi diém khéi u HE4 c6 do _nhay
va do dic hiéu cao dbi véi ung thu buéng trirng, déc
biét 1a & giai doan I - giai doan khong triéu chimg -
da dugc dua vao st dung trong 1am sang [12]. Ngudi
ta dd va dang ap dung mot thuat toan sir dung su két
hop gitta ndng d6 HE4 va CA125 d8 tinh thuat toan
nguy co 4c tinh clia cic khdi u budng tring - ROMA
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(Risk of Ovarian Malignancy Algorithm) - dugc sir
dung nhim muc dich chon lya phuong phéap diéu
trj thich hop d6i v6i khdi u budng trimg [18], [19].

Nhim muc dich nghién ctru mdi lién quan
giita thuit toon ROMA véi cac dic diém giai
phau bénh va giai doan bénh & bénh nhén ung thu
budng tring, ching t6i nghién ctru dé tai nay véi
2 muyc tiéu:

1. Xac dinh céc dic diém giai phdu bénh, giai
doan bénh va thuit toAn ROMA & bénh nhan ung
thu budng trimg.

2. Khao sat méi lién quan giita thuat toan ROMA
Vv6i cc dic diém giai phAu bénh va giai doan bénh
& bénh nhan ung thu budng trimg.

IL. POI TUQNG VA PHUONG PHAP
NGHIEN CUU

2.1. P6i twgng nghién ciru

La nhitng bénh nhén ung thu: buong tring dén
kham va diéu tri tai Bénh vién Trung wong Hué tir
01/2012 dén 07/2014 (31 thang).

2.1.1. Tiéu chuén chon bénh

- Bénh nhan duoc chin doan giai phiu bénh l1a
ung thu budng trimg nguyén phat.

2.1.2. Tiéu chuén logi triv

- Bénh nhén c6 bénh ly kém theo: U lanh tinh
buéng trimg; Lac ndi mac tir cung; Nhiém tring
viing chdu; Viém 6ng din trimg, budng trimg hoic
tlr cung.

- Bénh nhén ung thu buéng trirng da duoc diéu
tri phau thuat, xa tri, héa tri trudc dé.
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2.2. Phwong phap nghién ciru

Nghién ctru mé ta cét ngang. LAy mAu thuan tién
trong thoi gian nghién ctru. C& mau: n = 34

2.2.1. Cdc bién s6 nghién ciru

- Giai phAu bénh dai thé: Vi tri khoi u: tréi, phai,
hai bén; Kich thudc khdi u: <5cm, 5-10cm, >10cm;
Phan loai mé bénh hoc: Theo phan loai ung thu
budng triing theo ngudn gbc nim 2003 cia WHO
[12]: Ung thu té bao bidu md b& mit, ung thu té bao
mam, ung thu day sinh duc - dém, ung thu di cén
dén budng trimg.

- Xét nghiém chét chi diém khéi u truc phiu
thuat: CA125, HE4

- Thuét toan ROMA:

+Phy nit con kinh nguyét: PI= -12 + 2,38 x
LN[HE-4] +0,0626 x LN[CA125]
+ Phu nit mén kinh: PI= -8,09 + 1,04 x

LN[HE-4] + 0,732 x LN[CA125]

ROMA = exp (PI)/ [1+exp(PI)] x 100

'PI (Predictive Index): chi sé dy bdo; Exp (PI) =
e’’: lup thiva co sd e.

2.2.2. Cdc ky thugt nghién cieu

- K9 thudt xét nghiém mé bénh hoc: Nhuém HE
thuong quy

L. KET QUA NGHIEN CUU

- Ky thugt xét nghiém CA125, HE4: Theo tiéu
chuin ky thuat cia nha san xuét thyc hién bang ky
thuat mién dich dién hoa phét quang, trén may mién
dich ty dong ARCHITECT 1000 cia ABBOTT,
Hoa Ky.

Danh gia két qua: Binh thudong: CA125 < 35
U/mL, HE4 < 70 pmol/ml. Gia tri CA125 > 35 U/
mL va HE4 > 70 pmol/ml 14 nghi ngd khi u budng
tring 4c tinh [13],[14]

- Cdch danh gia thudt toan ROMA.:

Dbi voi phu nit con kinh nguyét: Néu ROMA
>7,4%: nguy co 4c tinh cao, néu <7,4%: nguy co ac
tinh thdp. D4i v6i phu nit man kinh: Néu ROMA >
25,3%: nguy co ac tinh cao, néu <25,3%: nguy co
4c tinh thip [14], [24].

2.2.3. Xt Iy 50 liéu

Xir 1y s6 lidu sau khi thu thép béang phwong phap
théng ké'Y hoc véi sy hd tro clia phﬁn mém Medcalc
10.0.1.0, Microsoft Excel 2007.

- Kiém dinh méi tuwong quan: kiém dinh mbi
twong quan st dung twong quan Spearman.

Tinh hé s twong quan r: |r| > 0,8: tuong quan
manh; 0,4 - 0,8: twong quan trung binh; <0,4: tuong
quan yéu,

3.1. Dic diém giai phAu bénh, giai doan b¢nh va thuit toin ROMA
Vi tri u budng trieng: bén phai chiém 32,4%; bén trai chiém 44,1% va ca hai bén chiém 23,5%

Badng 1. Dgc diém lam sang va giai j phdu bénh

n %
<5cm 13 38,2
Kich thwde u 5-10cm 17 50,0 p>0,05
>10cm 4 11,8
Ung thu thanh dich budng trimg 19 59,9
Ung thr bidu mé nhay 9 26,5
M0o6 bénh hoe Ung thu dang ndi mac tir cung 2 5,9 P<0,01 . :
Ung thu tuyén té bao sang 3 8,8
U quai ac tinh 1 2.9
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Bdng 2. Phdn logi va giai doan theo TNM

TNM Giai doan TNM n %.
T,NM, I 10 29,4 -
T,NM, 9 26,5
T,NM, 8 23,5

11
T,NM, 4 11,8
T,N,M, 1 2,9
T,NM, 1\ 2 5,9
Téng cong 34 100
Bang 3. Phdn giai dogn theo FIGO
Giai doan n % Tudi trung binh
I 1( 10 29,4 53,911,57
A 9 26,5 49,8+8,45
Il 1B 8 " 235 | 64,7 49,9420,33
1IC 5 14,7 51,4+9,28
v vV . 2 5,9 517,07
"Tong cong 34 100 100
¥ =17,8;p<0,01
3.2. Thuit toan ROMA
Béng 4. Nong d¢ CAI125
CA125 (U/mL) n % X4 SD
i - sl 365,4+325,72
<35U/mL . 4 11,8 Gia tri thap nhat:13,1
: Gia trj cao nhat: 1130
¥ =18,38 ; p <0,0001
Bdng 5. Nong dj HE4
HE-4 (pmol/L) n % i:l: SD
> 70 31 91,1 279,7+235,94
- Gid tri thap nhit: 12,9

< 0 H = L}
=7 ? 8,9 Gia tri cao nhat: 812,7

¥? =21,4; p< 0,0001
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Trong nghién ctru ctia chiing toi, ndng d6 CA125
>35 U/mL chiém ty 18 88,2%; ndng do trung binh la
365,4+325,72 U/mL. Két qua nay phit hop v6i két
quéa nghién ciru cia Duwong Ngoc Hién c6 88,6%
bénh nhan c6 ndng d CA125 ting >35 U/mL [4].
Theo Tén Thét Ngoc, ty 18 nay 80% [9]. Theo Pham
Thi Diéu Ha, ty 18 nay rét cao, 92,5% [2].

Theo bang 8, c6 thé thdy ndng do trung binh ctia
CA125 ting dan theo giai doan bénh theo FIGO,
giai doan cang mudn, ndng @ CA125 cang ting
cao. Twong ty nhu vy khi so sanh giai doan theo
TNM, ndng d6 CA125 c6 xu hudng ting dan tir
T, NM, dén T,NM, va ndng 4 CA125 cao nhét
& nhom bénh nhan ung thu biéu mo thanh dich v&i
gia trj trung binh 13 453,39+353,72. Diéu nay phd
hop v6i nghién ciru ciia Pham Thj Digu Ha, ndng
d6 CA12S ciing ting dén theo giai doan I, IL, IIT va
ndng d6 CA125 trong ung thu biéu md budng tring
thé thanh dich ting cao hon ndng do CA125 & cic
thé con lai [2]. CA125 tang trong khoang 80% ung
thu biéu md budng tring & céc giai doan cudi nhung
chi ting trong 30-50% ciia ung thu budng trimg giai
doan I[15],[19].

Ndng d6 HE4 >70 pmol/L chiém 91,1% cac
bénh nhén, néng dd trung binh 1a 279,7+235,94.
Ndng do HE4 trong huyét thanh phu thude vao tinh
trang kinh nguyét, trong mot nghién ctru ciia Pham
Thi Diéu Ha va Nguyén Vian Tuyén ghi nhan ring
v6i bénh nhan u budng tring lanh tinh, & nhém
bénh man kinh 100% bénh nhan c6 ndng do HE4
huyét thanh <70 pmol/L con & nhém bénh nhan
con kinh nguyét c6 gin 85% c6 ndng do HE4 <70
pmol/L, gin 15% con lai ¢6 ndng dd huyét thanh
>70 pmol/L va gdy ra duong tinh gia [3]. Theo V3
Thanh Nhan va cong sy ghi nhén d§ nhay va d¢
dic hiéu cia HE4 trong ung thu budng trimg lan
luot 12 92,86% va 82,35% va su két hop giita HE4
va CA125 (thuat toon ROMA) cé y nghia trong
viéc chin doan ung thu biéu md budng tring [8].
Nong d6 HE4 ciing c6 xu hudng ting dan theo giai
doan bénh va su téhg HE4 & bénh nhan ung thu
biéu md budng tring thé thanh dich ciing duoc

ghi nhan cao hon cdc nhém mod hoc con lai voi .
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348,4+252,09 pmol/L, twong ty voi nghién cuu
cta Rafael Molina, HE4 tang trong ung thu biéu
md tuyén thanh dich budng tring cao hon so v6i -
céc thé mo hoc khac [23]. Nghién ciru ciia Ronny
Drapkin tai Hoa Ky cho thay, gen ma hoa cho
HE4 1a mdt trong nhiing gen phd bién nhit dugc
xac dinh trong danh sach cac gen biéu hién trong
ung thu biéu md budng trimg. Trong khi biéu md
binh thuong & b& mit budng tring khong sin sinh
HE4, thi cic nang vii vung vo budng tring dugc
1at bai 16p biéu mdé Muller da chuyén san tao ra
nhiéu protem ndy. Su san sinh protein nay gici han
& mot sb dang md hoc: 93% carcinoma nang tuyén
thanh dich, 100% carcinoma tuyén dang ndi mac
tir cung, 50% carcmoma dang nhiy. Xét nghiém
md hoc theo k¥ thuat sip xép ddy mod cho thiy hau
hét cac bénh 1y ung thu khong phai ung thu budng
tring khong san sinh ra HE4. Biéu hién cuia protem
nay trong nang vii ving vo budng trig goi ¥ ring
sy hinh thanh cua 16p biéu mo Muller 1 bude tién
quyét trong qua trinh phat trién ung thu bidu md
budng tring [17].

Trong nghién ctru nay, nhém bénh nhin mén
kinh ¢6 ROMA test duong tinh chiém ti I§ cao
nhét, 61,8%. Pung thir 2 1 nhom bénh nhan con
kinh nguyét c6 ROMA test duong tinh chiém
29,4%. Pimg thir 3 12 nhom bénh nhén con kinh
c6 ROMA test am tinh véi ty 18 5,9 %. Ty 18 thép
nhit 1a nhém bénh nhan man kinh c6 ROMA test
am tinh v6i 2,9%. Thuat toan ROMA c6é do nhay
83,3% & nhom bénh nhan con kinh va 95,5% &
nhém bénh nhdn méan Kinh. Pidu d6 cho thdy
ROMA c6 d nhay cao hon & nhom man kinh so
v6i nhém con kinh nguyét. Theo nghién clu cia
Pham Thj Diéu Ha nhém con kinh: d6 nhay 92%,
do dc hi¢u 35%; nhom mén kinh c6 d6 nhay 96%
& do dic hiéu 62,5%. ROMA c6 dd nhay cao hon
xét nghiém CA125 riéng 1¢ [2]. Nhu vy, & nhém
phu nit mén kinh, ROMA gidp lam ting do nhay
trong dy doan nguy co 4c tinh cua khéi u buong
tring. Molina Rafael vacs (2011) cho thdy ring, &
nhitng bénh nhan mic cac bénh phy khoa lanh tinh,
ndng d6 HE4 va CA125 huyét thanh bét thudng
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phét hién duogc & 1,1% va 30,2% theo thir ty, trong
d6 CA125 tang bit thudng & nhém phy ni tién
mén kinh c6 bénh phu khoa lanh tinh 1432,3% va &
nh6ém phuy nit man kinh ¢6 bénh phuy khoa lanh tinh
1422%. Khi st duhg thuét toon ROMA dé dénh gid
nguy co 4c tinh s& lam giam ty 1& duong tinh gia
ctia CA125 & ca nhdm bénh man kinh va chua mén
kinh. D4i v6i cdc nhém bénh phu khoa lanh tinh,
nguyén nhan phd bién nhit cia viéc ting CA125
trong nghién ctru 13 lac ndi mac tr cung (44%) tuy
nhién khi str dung thuét toan ROMA dé danh gia,
chi ¢6 10,3% bénh nhén lac ndi mac tir cung co
nguy co cao [23].

4.2. Méi twong quan giita thuit toin ROMA
v6i diic diém giai phiu bénh va giai doan bénh

Chiing t6i ciing khéo sat mdi twong quan gitta

thudt toan ROMA véi vi tri va kich thuéc u, két
qua cho thy ring c6 mdi twong quan yéu tuyén
tinh thuin gitta ROMA véi vi tri va kich thuéc u
(r£0,4), tuy nhién mdi twong quan nay khong c6 y
nghia thong ké (p>0,05). Trong nghién ctru clia Vii
B4 Quyét khi tim hiéu mdi twong quan giita vi tri
kh&i u va ndng d6 CA125 thdy ring bénh nhan c6
u 1 bén thi ¢6 ndng d6 CA125 trung binh thip hon
so v&i nhitng bénh nhén cé u ca 2 bén (p<0,01).
Nghién cru nay ciing cho thdy ring nhiing bénh
nhén ¢6 kich thudc u cang 16n thi ndng d6 CA125
cang cao [11]. Thuét toon ROMA la chi s§ dugc
tinh dya trén ndng d6 CA125 va HE4, viy phai
‘ching mbi twong quan giita thuit toan ROMA va
kich thuéc khéi u 1a do c6 su twong quan gifra
CA125, HE4 va kich thudc u? CA125 la mot
khéng nguyén bé mit, viéc ting kich thudc u din
dén ting dién tich b& mit trinh dién khang nguyén?
Thoi gian nghién ciru ngén, d6i tugng nghién ctu
con it ¢6 thé 14 ly do chinh méi twong quan tuyén
tinh ndy trong nghién ciru ciia chling t6i chua cé y
nghia théng ké.

V& méi lién quan gii¥a thuat toAn ROMA véi md
bénh hoc, chiing toi tién hanh phén d6 ac tinh mo
hoc theo WHO v6i cac nhém mé hoc ¢6 d6 ac tinh
tang din trong nghién ctru ndy 12 ung thu thanh dich
budng tring, ung thu biéu md nhly, ung thu bidu
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mo dang ndi mac, ung thu té bao sang va cudi cling
14 u quai 4c tinh budng trimg thi cho thdy, c6 su
twong quan tuyén tinh nghich (-1< r<0) giita phén
d6 md hoc 4c tinh cla ung thu buéng tring va thuat
toan ROMA, mdi twong quan ndy c6 ¥ nghia thng
ké (p<0,05). Theo nghién ciru cta chiing toi thi ung
thu bidu md thanh dich c6 thuat toAn ROMA trung
binh 1a 77,25+22,37%, cao nhét trong cédc nhom
phén d¢ ac tinh.

Chiing tdi ciing thiy ring c6 sy tuong quan tuyén
tinh thuan gitta thudt toAn ROMA véi phan giai
doan bénh theo TNM va FIGO (r =<0,4; p<0,05).
Phan loai va phan d6 ung thu budng tring thudng
dua vao 3 chi sb: kich thudc u, di cin viing va di cdn
xa. Vay phai ching thuét toAn ROMA sg& c6 gia tri
cang cao ¢ nhitng bénh nhén c6 kich thuéc u cang
16n, mitc d6 di cdn vung va di can xa cang som?
Cén phai c6 mdt nghién ctru c6 thoi gian va quy
md 16n hon d& tim hiéu va danh gia chinh x4c nhén
dinh nay.

V. KET LUAN

5.1. Céc diic diém giai phAu bénh, giai doan
bénh va thuit tooin ROMA & bénh nhin ung thw
budng trimg :

Khéi u bén phai chiém wu thé (44,1%), kich
thudc u thudng gip 1a 5-10cm (50%). Ung thu
thanh dich buéng trimg la loai mé hoc chiém ti 1&
cao nhét (55,9%). Ung thu budng tring thudng
dugc phat hién & giai doan III (64,7%) theo phéan
loai TNM va FIGO. Thuit toan ROMA c6 d9 nhay
cao hon & nhém man kinh (95%) so véi nhém con
kinh nguyét (76%).

5.2. Méi twong quan giita thuit toin ROMA
v6i ddc diém giai phiu bénh va giai doan bénh
trong ung thw budng trieng

Cé mdi twong quan thudn gitta thudt toan
ROMA v6i giai doan bénh theo FIGO (r= 0,358;
p<0,05) va theo TNM (r= 0,345; p<0,05), tuong
quan nghich véi phan d¢ md hoc 4c tinh cia ung
thu budng trimg (r=-0,4; p<0,05). Khong c6 tuong
quan gitra thuit tooan ROMA véi vij tri khéi u va
kich thudc u.
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