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TOM TAT

Dt vin dé: Ung thu buong tring la ung thur phu khoa phé bién thiz hai ¢ phu nir, 1a mgt
trong nhung bénh ung thw nguy hiém gay tir vong hang dau ¢ phy nit. Muc tiéu nghién ciru: Xac
dinh gia tri cua hai xét nghiem CA125, HE4 va chi so ROMA test (Risk of Ovarian Malignancy
Algorithm Test) trong chan dodn ung thi buéng trimg tai Bénh vién Quoc té Phuwong Chdu. Déi
twong va phuwong phdp nghién ciru: Nghién cizu md td cdt ngang trén 244 phu nir diroc chan dodn
khoi u buong triing thuc thé tir 03/2019 dén 09/2023 tai Bénh vién Quéc té Phirong Chau. Két qud:
Xeét nghi¢m CA125 c6 do nhay dat 61,5%, do dac hiéu dat 67,1%, gia tri tién dodn duong la 9,5%,
gia tri tién doan am la 96,9%. Xét nghiém HE4 c6 do nhay dat 53,8%, d¢ dac hiéu dat 97,8%, gié
tri tién doan dwong la 58,3%, gia tri tién dodan dm la 97,4%. Chi s6 ROMA test ¢ dé nhay dat
53,8%, do dac hiéu dat 93,1%, gia tri tién dodn dicong la 30,4%, gid tri tién dodn dm la 97,3%. Két
lugn: Trong hai xét nghiém CA125, HE4 va chi s6 ROMA test thi xét nghiém HE4 ¢ gia tri ti wu
nhat Vi vdy c6 thé thay thé cho cdc truong hop khéng dii diéu kién dé thuc hién cac xét nghiém két
hop trong chan dodn phdn biét ung thw buong trimg ¢ phu nit duoc chdan dodn khoi u buong triing
thuc thé.

Tur khoéa: Ung thu buéng trung, CA125, HE4, ROMA test.
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ABSTRACT

THE DIAGNOSTIC VALUE OF CA125, HE4 AND ROMA TEST IN

OVARIAN CANCER AT PHUONG CHAU INTERNATIONAL HOSPITAL
Le Trung Tin'*, Tran Thi Truc Linh?, Nguyen Minh Hiep?, Nguyen Duy Linh?,
Nguyen Hong Phong?, Bui Thuy An?, Vo Thanh Tri!, Nguyen Thi Bao Ha*

1. Phuong Chau International Hospital

2. Can Tho University of Medicine and Pharmacy

Background: Ovarian cancer is the second most common gynecological cancer in women,

is one of the deadliest cancers, leading cause of death in women. Objectives: To determine the value
of two tests CA125, HE4 and ROMA test index (Risk of Ovarian Malignancy Algorithm Test) in
ovarian cancer diagnosis at Phuong Chau International Hospital. Materials and methods: A cross-
sectional descriptive study on 244 women diagnosed with organic ovarian tumors from 03/2019 to
09/2023 at Phuong Chau International Hospital. Results: CA125 test has sensitivity of 61.5%,
specificity of 67.1%, positive predictive value of 9.5%, negative predictive value of 96.9%. The HE4
test has a sensitivity of 53.8%, a specificity of 97.8%, a positive predictive value of 58.3%, and a
negative predictive value of 97.4%. The ROMA test index has a sensitivity of 53.8%, specificity of
93.1%, positive predictive value of 30.4%, negative predictive value of 97.3%. Conclusions: Among
the two tests CA125, HE4 and ROMA test index, the HE4 test has the most optimal value, so it can
be a substitute for cases that are not eligible to perform combined tests in differential diagnosis of

cancer. Ovarian cancer in women diagnosed with organic ovarian tumors.
Keywords: Ovarian cancer, CA125, HE4, ROMA test.

I. PAT VAN PE

Ung thu budng trimg 14 ung thu phu khoa pho bién thtr hai & phu nit, 13 mot trong
nhitrng bénh ung thu nguy h1em gay tir vong hang dau ¢ phu nir. Theo GLOBOCAN uéc
tinh ¢6 313.959 truong hop méc méi va 207.252 trudng hop tir vong do ung thu budng tring
trén thé gi01 [1]. Tai Viét Nam c6 khoang 1.404 truong hop mac moi va 923 truong hop tur
vong moi nam do ung thu budng tring [1]. Ung thu budng trimg co ty 1é tir vong cao va ty
1€ song sot thap do bénh thuong chi dugc phat hién ¢ giai doan mudn, chi khoang 15% so
truong hop dugc phat hién som [2].

Chan doan va diéu tri ung thu buéng trimg trong nhirng ndm qua dat dugc nhiéu tién
bo, co nhiéu d4u an sinh hoc gitip chin doan va tién lugng ung thu budng trung, trong do
dau an CA125 va HE4 huyet thanh da duoc sur dung rong rai. CA125 la chat chi diém sinh
hoc dugc sir dung rong rii nhét trong ung thu budng trimg. Tuy nhién do nhay, do dac hi¢u
CA125 c6 gidi han, vi n6 c6 thé ting cao trong mot loat cac bénh lanh tinh phd bién nhu lac
ndi mac tir cung va viém nhiém ving chau [3]. Trong nhiing nim gan day, da c6 mot tim
kiém cho d4u 4n sinh hoc méi va HE4 1a mot trong nhiing déu hiéu dﬁy htra hen hon. HE4
da duoc tim thiy trong hon mot nira trong s6 cac kh6i u budng trimg ma khong thé hién
CA125 [3]. Su két hop HE4 va CA125 rat tiém ndng, dem lai d§ nhay va d dac hiu cao
giup phat hién som ung thu budng trimg, viée két hop nay duoc tinh trong mot thuat toan
dé danh gia kha ning ac tinh ciia budng trimg goi 13 ROMA test (Risk of Ovarian
Malignancy Algorithm Test) [4]. Tai Viét Nam, cac cong trinh nghién ctru vé cac dau 4n
sinh hoc nay con kha it, vi thé chung toi tién thuc hién dé tai nghién ctru voi muc tiéu: Xac
dinh gia tri cua hai xét nghiém CA125, HE4 va chi s6 ROMA test trong chan doan ung thu
budng trimg tai Bénh vién Qudc té Phuong Chau.
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I1. POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. Péi twgng nghién ciru

Bénh nhan chian doan khéi u budng tring thyuc thé khi dén kham va diéu trj tai Bénh
vién Qudc té Phuwong Chau tir thang 03/2019 dén 09/2023.

- Tiéu chuan chon miu: Bénh nhan chan doan khéi u budng trimg thyc thé c6 du
thong tin c4 nhan, c6 két qua ndng do CA125, HE4 huyét thanh va két qua giai phiu bénh
sau mo.

- Tiéu chuan loai trir: Bénh nhan dang mang thai; c6 tién str ung thu budng trimg
hodc ung thu phic mac tién phat hodc ¢ bat ky bénh ung thu nao kém theo; di duoc chan
doan va diéu tri, phau thuat ung thu budng tring trudc do tai co sé diéu tri khac.

2.2. Phwong phap nghién ciru

- Thiét ké nghién ciru: Nghién ciru mo ta cit ngang.

- C& mau: Trong thoi gian nghién ctru chung t6i thu thap duogc 244 mau thoa tiéu
chuan chon va loai trir miu bang phuwong phap chon ¢6 chu dich.

- N§i dung nghién ciru:

+ Tuéi: Tudi tinh dya vao nim sinh theo cin cudc cong dan/chig minh nhan dan
va tinh tudi trung binh cta ddi twong nghién ctru.

+ Tinh trang kinh nguyét: Bao gdm nhoém con kinh va man kinh x4c dinh dwa vao
thong tin hd so bénh an cua ddi twong nghién ctru.

+ Ung thw budng trieng va u lanh budng trieng: Xac dinh dua vao két luan két
qua giai phau bénh dugc thuc hién tai Khoa Xét Nghiém - Bénh vién Quéc té Phuong Chau.

+ Xét nghiém CA125 va HE4: Pinh luong trén may xét nghiém mién dich Cobas
E411 (Roche Diagnostics, Thuy S¥) tai Khoa Xét Nghiém — Bénh vién Qudc té Phuong
Chau.

Két qua CA125: Ngudng xét nghiém duong tinh con kinh va méan kinh khi >35
U/mL.

Két qua HE4: Ngudng xét nghiém dwong tinh khi con kinh 13 >70 pmol/L, min
kinh la >140 pmol/L.

+ Chi s6 ROMA test: Tinh toan duwa vao két qua dinh luong CA125 va HE4 bang
phan mém cta Roche Diagnostics.

Phu nir trude man kinh: Nguy co cao khi ROMA > 11,4%

PI=-12,0 + 2,38*LN[HE4] + 0,0626*LN[CA125]

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

Phu nir sau man kinh: Nguy co cao khi ROMA > 29,9%

PI=-8,09 + 1,04*LN[HE4] + 0,732LN[CA125]

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

- Xtr ly sb ligu: S6 liéu duoc nhap va xir Iy trén phan mém SPSS 20.0. Sir dung bang
2x2 dé tinh gia tri d0 nhay (Sensitivity-Se), gia tri do dac hi¢u (Specificity-Sp), gia tri tién
doan duong (Positive predictive value-PPV), gia tri tién dodan am (Negative predictive
value-NPV).
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I11. KET QUA NGHIEN CUU

3.1. Pic diém chung ciia déi twong nghién ciu

U lanh

® Ung thu budng trimg

Biéu do 1. Ty 1¢ ung thu budng trimg ¢ phu nit chan doan u budng trimg
) Nhan xét: 'l:rong 244 dbi tuong dugc qhén doan khdi u bu(‘3r‘1g triang thuc’ thé, dua
vao két qua giai phau bénh xac dinh dugc 13 doi tugng 1a ung thu buong trimg chiém 5,3%.
Bang 1. Bac diém tudi va tinh trang kinh nguyét ctia do1 tugng nghién ctru

Nhém chung Ung thu U lanh
Dic diém (n=244) (n=13) (n=231)
n | % n | % n | %
Tudi trung binh + P léch chuan 36,4+12,3 45,1+12,8 35,9+12,1
Kinh nguyét Con ki'nh 207 84,8 8 61,5 199 86,1
i Man kinh 37 15,2 5 38,5 32 13,9

Nhan xét: Tudi trung binh cua dbi tuong nghién ctu 1a 36,4+12,3 tudi, trong do
nhom ung thu 1a 45,1£12,8 tudi va nhom u lanh 1a 35,9+12,1 tq@i. baoi tugong pghién cuu
dugc phan chia theo tinh trang kinh nguyét thi nhom con kinh chiém ty 1€ cao nhat la 84,8%.
Ty 1€ con kinh trong nhom bi ung thu (61,5%) thap hon so véi nhom u lanh (86,1%).

3.2. Gia tri cua xét nghiém CA125, HE4 va ROMA test
Bang 2. Gia tri cua xét nghi¢ém CA125

GPB | Ung thu U lanh

CAI125 (n=13) (n=231) Se Sp | PPV | NPV

Chung ASUL 61,5% | 67,1% | 9,5% | 96,9%
(e160) 5 155

Con kinh SO 50,0% | 64,8% | 54% | 97,0%
(13 4 129
IR

Min kinh SO 80,0% | 81,3% | 40,0% | 96,3%
a27) 1 26

Nhan xét: Nghién ctru ghi nhan xét nghi¢ém CA125 c6 do nhay dat 61,5%, d6 dac
hi¢u dat 67,1%, gia tri tién doan duong 1a 9,5%, gia tri tién doan am la 96,9%. Phan chia
nhém nghién ctru theo tinh trang kinh nguyét thi d§ nhay ciia nhdm man kinh dat 80,0% cao
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hon nhém con kinh 1a 50,0%. D6 dac hiéu ctia nhoém man kinh 1a 81,3% cao hon nhom con
kinh la 64,8%.
Bang 3. Gia tri cua xét nghiém HE4

GPB | Ung thu U lanh
HE4 (n=13) (n=231) Se Sp | PPV | NPV
Duong tinh
(n=12) 7 >
Chung At 53,8% | 97,8% | 58,3% | 97.4%
(n=232) 6 226
>70 pmol/L
(0) 4 5
Con kinh  ——o" T 50,0% | 97,5% | 44,4% | 98,0%
e 198) 4 194
>140 pmol/L
(e3) 3 0
Mankinh (ot 60,0% | 100% | 100% | 94,1%
(n=34) 2 32

Nhan xét: Nghién ctru ghi nhan xét nghiém HE4 ¢6 do nhay dat 53,8%, do dac hi¢u
dat 97,8%, gia tri tién doan duong 1a 58,3%, gia tri tién doan am 1a 97,4%. Phan chia nhom
nghién ctru theo tinh trang kinh nguyét thi d§ nhay ciia nhom man kinh dat 60,0% cao hon
nhém con kinh 1a 50,0%. Do dac hiéu cua nhom man kinh 1a 100% cao hon nhém con kinh
1a 97,5%.

Bang 4. Gi4 tri ctia chi s ROMA test

GPB | Ungthu U lanh
ROMA m=13) | (@=231) | S¢ | Sp | PPV | NPV
|
Chung ) 53,8% | 93,1% | 30,4% | 97,3%
) 6 215
0
T
Con kinh L 50,0% | 94,0% | 25,0% | 97,9%
4%
ion) 4 187
0
mE T |
Man kinh e 60,0% | 87,5% | 42,9% | 93,3%
9%
30 2 28

Nhan xét: Nghién ctru ghi nhin chi s6 ROMA test c6 do nhay dat 53,8%, do dac
hiéu dat 93,1%, gia tri tién doan duong la 30,4%, gia tri tién dodn dm la 97,3%. Phan chia
nhém nghién ctru theo tinh trang kinh nguyét thi d§ nhay ciia nhdm man kinh dat 60,0% cao
hon nhém con kinh 1a 50,0%. B9 dac hi€éu ciia nhdém man kinh 1a 87,5% cao hon nhom con
kinh la 94%.
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IV. BAN LUAN
4.1. Bic diém chung ciia déi twgng nghién ciu

Trong 244 d6i tuong dugc nghién ctru thi ty 18 ung thu budng trimg chiém 5,3%.
Két qua nay thdp hon so vdi cac nghién ciru khac nhu cua tac gia Luu Vi Diing 13 9,8% [5];
Phan Ptrc Long 13 15,8% [6]; V& Van Khoa 1a 10,8% [7]; Nguyén Thi Nga 1a 25,4% [8].
Nhung ty 1¢ nay twong ddng véi nghién ciru cta tac gia Chloe E. Barr tai Anh 1a 6,67% [9].
Diéu nay c6 thé do sy khic biét ndy vé quan thé va thoi gian nghién ctru.

Tubi trung binh ctia ddi tugng nghién ctru 1a 36,4 tudi, trong d6 nhom ung thu 1a
45,1 tudi va nhom u lanh 14 35,9 tudi. Tudi trung binh cia nhom chung va nhém u lanh thap
hon so v&i nghién ctru ctia tac gia Luu Vii Diing, con nhém ung thu budng trimg thi ¢ tudi
trung binh twong dwong [5]. Pi twong nghién ctru dugce phan chia theo tinh trang kinh
nguyét thi nhom con kinh chiém ty 1é cao nhat 1a 84,8%. Ty 1& con kinh trong nhém bi ung
thu (61,5%) thap hon so v&i nhom u lanh (86,1%). Két qua nay co sy twong dong so véi
nghién ctru cua tac gid VO Van Khoa vao nam 2018. Theo tinh trang kinh nguy¢t, nghién
ctru ghi nhan nhom con kinh chiém ty 1& cao nht véi 84,8%, min kinh 1a 15,2%. Ty 1é min
kinh trong nhom ung thu (38,5%) cao hon so v&i nhém u lanh (13,9%). Két qua nay cé su
tuong dong so v4i nghién ciru cua tac gia Vo Vian Khoa nam 2018 [7].

4.2. Gia tri cia hai xét nghiém CA125, HE4 va chi s6 ROMA test

Nghién ctru duge thuc hién nhdm danh gia kha ning du doan ung thu caa CA125,
HE4 va ROMA test d6i voi chan doan khéi u budng trimg & phu nit. Dua trén tiéu chuan
vang 1a két qua giai phiu bénh sau phiu thuat, nghién ctru so sanh voi gia tri cia CA125,
HE4 va ROMA test voi ngudng tiéu chuan (CA125 1a 35U/mL, cia HE4 va ROMA test
tuong ng 1a 70 pmol/L va 11,4% & phu nit dang c6 kinh; 140 pmol/L va 29,9% & phu ni
man kinh) dé tinh do nhay, do dac hi€u, gia tri tién doan duong, gia tri ti€én doan am cua
tirng xét nghi¢m.

Nghién ctru ghi nhan xét nghi¢m CA125 trong nhém chung c6 do nhay dat 61,5%,
do dac hi€u dat 67,1%, gia tri tién doan duong 1a 9,5%, gié tri tién doan am la 96,9%. Trong
do, riéng nhom man kinh thi CA125 c6 d0 nhay, do dac hi€u, gia tri ti€én doan duong la
80,0%; 81,3%; 40,0% cao hon so véi nhom con kinh 13 50,0%; 64,8%; 5,4%. Doi véi gia
tri tién doan 4m thi ghi nhan két qua twong duong gitta nhém con kinh va mén kinh 13 97,0%
va 96,3%. Theo nghién ctru cua tac gia Phan DPtrc Long nam 2022 tai Bénh vién Phu san Ha
Noi thi CA125 c6 do nhay 78,79%; do dac hi¢u 78,98% cao hon so vdi nghién clru cua
ching t61 [6]. Theo nghién ctru cta tac gia Luu Vi Ding ndm 2021 danh gia CA125 c6 do
nhay 66,67%; d dac hiéu 73,50% ¢ nhom chung. Tac gia lay moc 50 tuoi dé ‘phén chia d§
tudi nguy co theo tinh trang kinh nguyét, trong d6 nhom <50 tudi va >50 tudi c6 do nhay
1an luot 13 66,67% va 66,67%:; do dic hiéu lan lugt 13 69,63% va 90,32% [5].

Xét nghiém HE4 trong nghién ctru cia ching t6i ghi nhan d§ nhay va d¢ dac hi¢u
trong nhém chung 1a 53,8% va 97,8%; trong nhém con kinh 1a 50,0% va 97,5%; trong nhém
mén kinh 14 60,0% va 100%. Gia tri tién doan duong cao nhat trong nhém min kinh 1a
100%, tiép d6 1a nhom con kinh 1a 44,4% va nhém chung 1a 58,3%. Gié tri tién doan am
cua cac nhom déu dat gia tri cao tir 94% dén 98%. Khi so sanh véi nghién ctru cua tac Phan
buc Long ndm 2022 thi c6 c6 két qua tuong tu veé do nhay va d¢ dac hi€u & nhém chung la
57,57% va 97,72%. Trong nhdm con kinh thi HE4 c6 dd nhay va d¢ dac hi¢u 1a 63,15% va
97,46%. Trong nhom man kinh thi HE4 c6 d§ nhay va dg dac hi¢u 1a 50,0% va 100% [6].
Trong nghién ctru ctia tac gia Luu Vi Diing nam 2021 cho rang d6 nhay cua HE4 13 55,56%,
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d6 dic hiéu 93,98%. Trong nhém <50 tudi, HE4 c6 d6 nhay 1a 58,33% va do dic hiéu la
92,59%. Trong nhém >50 tudi, do nhay va do dic hi¢u cua HE4 lan luot 1a 16,67% va 100%
[5]. Qua d6 cho thdy gi4 tri d6 nhay HE4 tuy thap hon so v&i CA125 nhung d6 dic hiéu cua
HE4 cao hon han, déu trén 90%. Két qua phu hop véi y van ciing nhu cac nghién ctru ctia
cac tac gia khac, HE4 dugc xem la xét nghiém giup ich cho vi¢c phan biét u lanh va u ac
tinh budng tring.

ROMA test 1a két qua ctia mot thudt toan hoi quy sau khi két hop gitra két qua cua
HE4 va CA125 tir d6 dy doan kha ning 4c tinh cia mot khdi u budng trimg hay khdi u ving
ha vi ¢ phu nit con kinh hay dd man kinh. Trong nghién ctru nay, ROMA test c6 d6 nhay
dat 53,8%, do dac hi¢u dat 93,1%, gia tri tién doan duong 1a 30,4%, gid tri tién doan am la
97,3%. Trong d6 nhom con kinh va man kinh c6 d§ nhay, d§ dac hi¢u lan luot 13 50,0%:
94,0% va 60,0%; 87,5%. D6 nhay ROMA test thip so v&i nghién ctru ciia tic gia Phan Dt
Long. Tuy nhién, d§ dac hi€¢u ROMA test trong nghién ctru cao hon tac gia Phan Buc Long
& nhom chung, con kinh va thip hon & nhom mén kinh [6]. Tac gia Luu Vi Diing ghi nhan
ROMA test ¢6 do nhay 88,89%, do dac hi¢u 73,49%. Nhom < 50 tudi co do nhay 100%, do
dic hidu 69,63%. Nhom > 50 tudi c6 do nhay 66,67%, do dic hidu 90,32% [5]. Qua so sanh
cho thiy, gia tri d6 nhay cta test ROMA trong nghién ctru thip so vdi cac tac gia khac, tuy
nhién do dic hiéu dat gia trj cao va 6n dinh & hau hét cac nhoém trong nghién ciru.

Hai xét nghiém CA125, HE4 va chi s6 ROMA test trong nghién ctru ciia ching toi
c6 gia tri tién doan duong con thap nhung gia tri tién doan am kha cao, déu trén 90%; ddi
véi gid tri do nhay con thap, tuy nhién gia tri d¢ dac hiéu thi cao hon, ddc biét la x¢t nghiém
HE4. Vi vay, trong mot sb truong hop khong du diéu kién thuc hién cac xét nghiém két hop
HE4 va CA125 thi xét nghiém riéng 1¢ HE4 c6 thé duoc can nhic trong du doan kha ning
ung thu budng trimg phu nit.

V. KET LUAN

Nghién ctru ghi nhan xét nghiém CA125 c6 d0 nhay dat 61,5%, do dac hi¢u dat
67,1%, gia tri ti€én doan duong 1a 9,5%, gia tri ti€én doan am 1a 96,9%. Xét nghi¢ém HE4 co
do nhay dat 53,8%, do dac hi¢u dat 97,8%, gia tri ti€én doan duong la 58,3%, gia tri ti€n
doan am 1a 97,4%. Chi s6 ROMA test c6 do nhay dat 53,8%, do dac hi¢u dat 93,1%, gia tri
tién dodn duong 1a 30,4%, gia tri tién doan am la 97,3%. Pé chan doan phan biét ung thu
budng trimg ¢ phu nit dugc chin doan khéi u budng trimg thuc thé thi can phai c6 phuong
phap ma d¢ dac hiéu cao, vi v@y trong hai xét nghiém CA125, HE4 va chi so6 ROMA test
thi xét nghiém HE4 ¢6 gia tri t5i wu nhat co thé thay thé cho cac trudng hop khong du diéu
kién dé thuc hién cc xét nghiém két hop.
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