Nghién ciru nong d ctia He-4, Ca-125 & bénh nhan ung thu budng trirng

NGHIEN CUU NONG DO CUA HE-4, CA-1250 BENH NHAN
UNG THU BUONG TRUNG

Ton That Ngoc!, Trén Thi Minh Diém?,
Lé Thi Phuong Anh', Lé Thi Thu H&!

TOM TAT

Muc tiéu: Dénh gigd dé nhay, @6 ddc hiéu cia HE-4, CA-125 & bénh nhén ung thw bubng trirng

Doi twong va phwong phép nghién ctu: Phwong phép nghién ciru mé ta cét ngang c6 so sanh trén
90 bénh nhan, trong do: 30 1a ung thw budng tring, 30 truong hop c6 khdi u budng tring lanh tinh

(nhém chirng 1) va 30 trvong hop c6 chi sé héa sinh binh thuong va trén siéu &m khéng cé hinh &nh

khéi u budng tring (nhém chirng 2). Cac bénh nhén cé khéi u budng tring dwoc chdn doén Ia ung
thw hodc u lanh tinh dwa vao két qua sinh thiét. Tat cd cdc bénh nhan duoc dinh luong HE-4, CA-125.

Banh gia d6 nhay, do d&c hiéu trong chén dodn ung thw bubng trisng dé xac dinh gia trj diém cét HE-4,

CA-125 bdng phdn mém Medcalc.

Két qué: Trong viéc chdn doén ung thw buéng triing, véi diém cét HE-4 >114,7 pmol/L cho d6 nhay va d6
dac hiéu I4n lwot 14 90% va 86,67%; va dién tich duéi dudng cong AUC = 0,909; p = 0,0001. Néng dé
trung binh HE-4 & nhém ung thw budng trimg la (241,9 = 203,81) pmol/L, nhém ching 1 (82, 9 + 30,68)
pmol/L va nhém ching 2 (35,9 £ 11,09) pmol/L. V6i diém cdt CA-125 > 37,6 IU/mL cho d6 nhay va do d¥c
hiéu I4n luot 1a 80% va 83,33% va dién tich dudi duong cong AUC = 0,901; p = 0,0001. Néng @8 trung binh

CA-125 & nhém ung thw budng tring Ia 180,5 Ul/mL, nhém ching 1-(29,5 + 13,98) Ul/mL va nhém ching 2
(20,3 £ 7,20) Ul/mL .

Két luan: Gig trj HE-4 /a 114,7 pmol/L va CA-125 |a 37,6 IU/mL la diém cét chdn dodn sém ung thw
bubng tring.

Tl khéa: ung thu bubng triing, HE-4, CA-125, gi trj diém cét.

ABSTRACT
RESEARCH CONCENTRATION OF HE-4, CA-125 IN PATIENTS OVARIAN CANCER

Ton That Ngoc!, Tran Thi Minh Diem?
Le Thi Phuong Anh', Le Thi Thu Ha'

Objective: Evaluate the sensitivity, specificity of HE-4, CA-125 in patients with ovarian cancer

Subjects and Methods: cross-sectional descriptive study 90 patients, including 30 patients with
ovarian cancer, 30 patients with benign ovarian tumors (control group 1) and 30 patients with indexation
biochemistry normal on ultrasound and have no ovarian tumors (control group 2). Patients with ovarian
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tumors diagnosed as benign tumors or cancer based on biopsy results. All patients were quantitative HE-4,
CA-125. Reviewed sensitivity, specificity of ovarian cancer diagnosis to determine cut-off value HE-4, CA-
125 tape software Medcalc.

Results: With cut-off value HE-4> 114.7 pmol/L for the sensitivity and specificity of respectively 90% and
86.67%, and area under the curve was AUC = 0.909, p = 0.0001. The average concentration HE-4 in
ovarian cancer group was (203.81 + 241.9) pmol/L, control group 1 (82.9 + 30.68) pmol/L and control group
2 (35.9 £ 11,09) pmol/L. With cut-off value CA-125> 37.6 IU/mL for the sensitivity and specificity of optimal
(80% and 83.33%) and area under the curve was AUC = 0.901, p = 0.0001. Average concentration of CA-
125 in ovarian cancer group was 180.5 IU/ mL, control group 1 (29.5 + 13.98) IU/mL and 2 control groups
(20.3 £ 7.20) Ul/mL.

Conclusion: The concentration of HE-4 is 114,7 pmol/L and CA-125 is 37,6 IU/mL can be used as cut- off

value for early diagnosis ovarian cancer.

Key words: Ovarian cancer, HE-4, CA-125, cut- off value..

I. PAT VAN PE

Ung thu budng trirg la mét trong nhiing ung
thu dudng sinh dyc thudng gap nhit & phy ni.
Ung thu budng trimg (UTBT) & giai doan sém ¢6
tién luong t6t néu duogc diéu tri, nhung hau hét bénh
déu dugc chan doan khi da mudn, khoang 70%
duoc chan doan & giai doan IIT va IV, do d6 ty 1&
sdng s6t chi khoang 10-30%. Theo Hiép hoi Ung
thu Hoa Ky, trong ndam 2009 c6 khoang 21.550
phu nit duge chin doan ung thu biéu mé buéng
tring (UTBMBT) va 14.600 truong hop tir vong
do bénh nay. Ty 1é tir vong cao chi yéu do phat
hién mudn va c6 xu hudng lién quan dén di can lan
toa va tai phat [3].

Ung thu budng trimg cé thé gap & phu nir tré
(14—15 tudi), tudi trung binh 13 60 tudi va gap nhiéu
& phy nit sau man kinh. Chan doan sém UTBT
rat quan trong, tuy nhién tridu ching sém thudng
nghéo nan, khong dac hiéu va bi bo sot vi nhiéu ly
do khéc nhau. Véi su phat trién ciia Y hoc hién dai
véi nhiéu phuong phap gitp chan doan ung thu nhu
siéu 4m, chup cét 16p vi tinh, k¥ thuat chyp cit 16p
b?ing burc xa Positron ...Va mo bénh hoc ludn duogc
xem la tiéu chuén vang trong chan doan ung thu
budng trang [1], [10].

Hién nay, chéan doan huyét thanh véi mot sd chat
chi diém ung thu dugc sir dung phd bién tai nhiéu
bénh vién trong nudc va cac nude trén thé gidi. Cac
chat chi diém khong nhiing gitip chan doan ma con
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theo dai diéu trj trong d6 c6 HE-4 va CA-125.

Do d6, d& gop phan gitip chan doan va theo ddi
diéu tri UTBT, dac biét trong chan doan phan biét
gitia u lanh tinh va u ac tinh vi vay ching téi thuc
hién dé tai nay nham muc tiéu: Pdnh gid do nhay,
do dac hiéu ciia HE-4, CA-125 ¢ bénh nhdn ung
thu buéng trimg.

1. POI TUQNG VA PHUONG PHAP NGHIEN
cUu

2.1. Péi twong _

© 2.1.1. Nhém bénh nhdn ung thw buong trimg:
Gom nhirng bénh nhan dugc chan doan UTBT bdi
két qua md bénh hoc va diéu trj & Phong San phy
khoa Bv TW Hué tir thang 4 nim 2011 dén thang
8 nam 2012. _

+ Tiéu chudn loai trir; Bénh nhén c6 khéi u
budng trimg kém c6 thai, hodc chia tring, cac
bénh ly khac nhu ung thu ¢ tir cung, ung thu
duong ti€u hoa...

2.1.2. Nhém chimg 1(nhém bénh nhdn c6 khoi u
budng trimg lmh tinh) ’

Chon 30 bénh nhan dugc chin doan khdi u buéng
tring lanh tinh boi két qua moé bénh hoc, diéu tri tai
Phong San phu khoa Bv TW Hué tir thang 4 nam
2011 dén thang 8 nam 2012, -

2.1.3. Nhém chimg 2 (nhém ngueoi binh thuong,
khoe manh)

Chon 30 ngudi dén kham sirc khoe tai phong
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Nghién ctru nong d6 cua He-4,

kham Bv TW Hué, c6 cac chi sb vé Héa sinh binh
thuong va trén siéu 4m khong c6 khdi u budng trimg.
2.2. Phuong phap: Phuong phap nghién ciru
‘mo ta cét ngang ‘
" HE-4 duge thuc hién theo phuong phap mién
dich vi hat héa phat quang (CMIA) trén may mién

dich Architect i1000 tu dong tai Khoa Héa Sinh-

Bénh vién Trung uong Hué.

CA-125 dugc thyc hién theo nguyén tic
Sandwich, trén mdy mién dich may Elecsys
2010 ty dong tai Khoa Hoa Sinh Bénh vién
Trung wong Hué.

2.3. Xir ly va phan tich s6 ligu: vai sy hd tro ctia
phan mém Medcalc v10.0.1

1. KET QUA NGHIEN CU'U
3.1. Xac dinh diém cit cia HE-4 & nhém
UTBT véi nhém chirng 1

Ca-125 ¢ bénh nhéin ung thw buéng tring

HE.-4
100 § I
80 rJr‘—"’__‘
-] AUC=0900 -
£ 6ol .
£ i
55 40+ Donhay ~ 90%
20 i D dac hidu 86,67%
i Diem cat > 114,7 pmol/L
oH . A .

0 20 40 60 80 100
100-Specificity
Biéu do 3.1. Puong cong ROC bidu dién dp
nhay va dj ddc hiéu cia HE-4
O diém cat HE-4 >114,7 pmol/L cho dé nhay va
do dic hidu t6i wu (90% va 86,67%) va dién tich
dudi duong cong AUC = 0,909; p = 0,0001.
3.2. Phian b6 néng d9 HE-4 & nhém UTBT va
cac nhom chirng

Bang 3.1. Phdn b6 nong d¢ HE-4 ¢ nhém UTBT va cde nhém chimg

Nhoém ching 1 Nhém ching 2
HE-4 () ®,) (®,)
(pmol/L) n Ty 18 (%) n Ty 18 (%) n Ty 18 (%)
<114,7 3 10 26 84,6 30 ' 100
>114,7 27 90 4 15,4 0 0
Tong cong 30 100 30 100 30 100
_ 241,9 +£203,81 82,9 + 30,68 35,9+ 11,09
X +sD Gia trj thap nhat: 46,2 Gia tri thip nhét: 36,5 Gia tri thap nhat: 17,3
Gia tri cao nhit: 945,2 Gia trj cao nhét: 148,2 Gia tri cao nhat: 58.5
p . _ Py <005 Pioay < 0,05
Néng dd trung binh ctia nhém UTBT 1a (241,9 + CA-125
203,81) pmol/L, gia tri thép nhét 46,2pmol/L, gia tri 10F g

cao nhét 945,2pmol/L, cao hon nhiéu so véi nhém
chimg 1 (82,9 £ 30,68) pmol/L va ciing cao hon
nhiéu so véi nhém chimg 2 (35,9 + 11,09) pmol/L.
Su khac biét vé néng do trung binh cia HE-4 &
nhém UTBT v&i cac nhém ching ¢ y nghia théng
ké (P.y< 0,05 p, < 0,05).

(0-2)
3.3. Xac dinh diém cit cia CA-125 ¢ nhém
UTBT v6i nhom chirng 1
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Biéu do 3.2. Dirong cong ROC biéu dién dp nhay,

de ddc hiéu ciia CA-125
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Vi diém cit CA-125 > 37,6 IU/mL cho do nhay va d6 dac hiéu t6i vu (80% va 83,33%) va dién tich dudi

dudng cong 1a AUC =0,901; p=0,0001.

3.4. Phan b nong dp CA-125 ciia nhém UTBT va nhém ching .

Bang 3.2. Phdn b6 nong dé CA-125 ¢ nhoém UTBT va cdc nhém chimg

Nhém UTBT  Nhém ching 1 Nhom ching 2
CA-125 ») (») ®,)
(UI/mL) -
.n : (%) n (%) n (%)
>37.6 24 80 -5 16,7 0 0
< 37,6 6 20 25 83,3 30 100
180,5 + 195,27 29,5+ 13,98 20,3 +7,20
X L SD Gia tri thép nhat; 26,2 Giatri thép nhét: 8,6 Giatri thép nhét: 7,7
' Gia trj cao nhét:780,1 Gia trj cao nhét: 68,9 Gia tri cao nhét: 32,1
P Py < 0,05 Py < 0,05

Nong d6 CA-125 > 37,6 Ul/mL trong nhém UTBT chiém ty 18 cao nhét (80%), trong khi & nhém chirng 1 ty 1&
nay la 16,7%. Néng do CA-125 <37,6 Ul/mL, nhém UTBT chiém 20%, nhém chung 1 (83,3%). Su khac biét co

y nghia thong ké véi Po.,< 0,05, p,,<0,05.

IV. BAN LUAN

4.1. Xac dinh diém cit cia HE-4 & nhém
UTBT vé6i nhém chirng 1

Dua vao phén mém xir ly duong cong ROC va
dién tich AUC, chiing t6i chon diém cit coa HE-4.

Bidu dd 3.1 cho thay duong cong ROC mé ta gid trj

HE-4 xac dinh UTBT c6 dién tich dudi dudng cong
AUC = 0,909. Vi diém cit HE-4 >114,7 pmol/L,
thi d6 nhay va do dac hiéu cia HE-4 13 t6i uu (90%
va 86,7%). Piéu nay chimg t6 rang chi diém HE-4 1a
mot xét nghiém c6 gia tri chan doan ung thu budng
trimg rat tot. S& di nghién ciru cia ching t6i HE-4
c6 do 1ihlay va d6 dac hiéu cao hon so véi cac tac
gia khac 14 vi chiing t6i chon diém cat HE-4 >114,7
pmol/L, hon nita nghién ciru cac tac gia khac déu la
thuc hién trén nguoi nude ngoai nén h%mg sd sinh hoc
s& thay ddi, va dé 1am tang d6 nhay phat hién ung thu
budng trimg. Mot Iy do khac 1a hdu hét bénh nhan
dén kham va phat hién UTBT déu & gviai doan mudn,
da phén phu nit it di kiém tra sirc khoe dinh ky, va
phuong tién chan dodn cuia cc co so'y té chua duoc
trang bi hién dai, dﬁy du. ,

Theo Porto R.M. thi ndng d6 HE-4 & ngudi binh
thuong khde manh 14 140 pmol/L, néu xét ndng do
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HE-4 lién quan véi tudi thi nam va nir < 40 tudi:
HE-4 < 100 pmol/L, néu > 40 tudi thi HE-4 < 140
pmol/L [10].

Theo nghién ciiu ciia Havrilesky L.J., va cOng
su cho théy HE-4 & giai doan 1 va giai doan 11 ¢6 do
nhay 82,7% va d6 dic hiéu 86,3%. O giai doan III,
HE-4 cho d6 nhay va d6 dac hi¢u lan luot 12 92,5%
va 86,3% [3]. '

Theo nghién ctru ctia chiing t6i ndng d6 trung binh
HE-4 1a (241,9+203,81) pmol/L & nhém UTBT, va
& nhom chimg 1 14 (35,9 + 11,09) pmol/L va nhém
ching 2 12 (82,9 £ 30,68) pmol/L.

Theo Moore R.G. (2008) thi ndng d6 trung binh '
cta HE-4 & bénh nhan ung thu budng trimg 14 274,4
pmol/L, trudng hgp lanh tinh 13 58,6 pmol/L [6].

Theo mdt nghién ctru khac cua Shah C.A., va
cong sy thi dién tich duédi duong cong ciia HE-4
12 0,931, va c6 d§ nhay 87,8% & 95% d6 dac
hi€u khi phén biét bénh nhan UTBT v&i nhom
ching khde manh. Néu so v&i nhém chirng lanh
tinh thi AUC = 0,902 va d¢ nhay ¢ 95% d¢ dac
hiéu 1a 75,61% [9].

Diéu nay chimg t6 HE-4 14 chét chi diém dang
tin cdy dé sir dung trong chén doan UTBT, va chi
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Nghién cttu ndng d6 ctia He-4, Ca-125 ¢ bénh nhan ung thw budng tritng

diém HE-4 ¢6 d6 nhay va d6 dic hiéu cao hon so
vi CA-125 nén gid tri chan doan ciing cao hon [11].

4.2, Xac dinh diém cit cia CA-125 ¢ nhom
UTBT véi nhém chirng 1

Dya vao phan mém xir ly dudng cong ROC va
dién tich AUC, chung t6i chon diém cit cia CA-
125. O biéu dd 3.2 cho thdy duong cong ROC mé
ta gia tri CA-125 xac dinh UTBT c6 dién tich dudi
dudng cong AUC = 0,901. Vi diém cit CA-125 >
37,6 pmol/L, thi d¢ nhay va do dac hiéu cia CA-125
t8i uu (46 nhay 80% va do dic hiéu 83,33%).

Theo V& Vin Dirc véi diém cit CA-125 > 69
IU/mL; cho d% nhay va d¢ dic hiéu tdi uu 14 93%
va 89,2% va dién tich dudi duong cong AUC =
0,950, néu chon diém cit CA-125 > 38 1U/mL
thi d9 nhay 1a 95,3% nhung do dic hiéu thép hon
(79,2%) [2].

Theo két qua ciia ching toi ndng dé trung binh
CA-125 & nhém UTBT la 180,5 IU/mL va & nhém
ching 1 1a (29,5 £ 13,98) [U/mL va nhém ching
2 14 (20,3 + 7,20) IU/mL, sy khac biét giira nhém
UTBT va c4c nhém chiing c6 y nghia thong ké (Po.ty
<0,05; Do) < 0,05).

Theo Moore R.G., va cong su thi néng dd trung
binh ctia CA-125 & bénh nhan UTBT 14 210,9 1U/mL,
truong hop lanh tinh 1a 24,3 TU/mL [6].

Theo nghién ctiu clia Shah C.A., va cong su thi dién
tich dudi dudng cong ctia CA-125 13 AUC = 0,939 va
¢6 do nhay 82,93% & 95% d6 dic hiéu khi phan biét
nhém UTBT véi nhém chimg khoe manh, néu so voi
nhom chimg lanh tinh thi AUC = 0,835 va d6 nhay &
95% do déc hiéu 14 63,41% [9].

Theo nghién clu cira Moore R.G., va cong su khi
so sanh nhém bénh nhan UTBT véi truong hop lanh
tinh CA-125 ¢6 AUC = 0,836; do nhay & 90% d¢ dic
hiéu 14 61,2%, néu chon & 95% d6 dic hiéu thi do
nhay 1a 43,3% [5].

Theo nghién ciru cua Bast R.C., va cOng su

thi CA-125 ting trong nhiéu bénh lanh tll’nh,
trong nhitng bénh nhan véi tinh trang khong phai
UTBT bao gém nhu lac ngi mac tu cung, ung thu
phdi, v, tuy va dai trang. Nhung CA-125 lai ¢é
gia tri trong theo doi dap tng hda liéu phap, hay
theo ddi su tai phat cia bénh.

Theo Moore R.G, va cong sur khi nghién ciru 1042
phu nit c6 bénh phy khoa lanh tinh thi ndng d6 HE-4
it tang hon so véi CA-125, d6i véi u nang thanh dich
budng tring: HE-4 tang 8%, trong khi CA-125 ting
20%, trong trong u nang bi; HE-4 ting 1%, con CA-
125 tang.21%, trong bénh nhidm trang thi HE-4 tang
10%, con CA-125 tang 37% [7].

V. KET LUAN _

Qua nghién ciru 90 bénh nhén, chiing t6i c6 mot sd
két luan nhu sau: .

- V6i diém cat HE-4 >114,7 pmol/L, HE-4 c6
gia tri chan doan ung thu budng tring voi do
nhay 90% va d0 dac hiéu 86,67% va dién tich
dudi dudng cong la AUC = 0,909.

- Nong dé trung binh HE-4 & nhém UTBT la
241,9+203,81 pmol/L, nhém chimg 1 (82,9+30,68)
pmol/L va nhém chirng 2 (35,9 + 11,09) pmo]/L. Su
khéc biét vé ndng d trung binh ciia HE-4 & nhém
UTBT véi cac nhém chiing ¢ y nghia thong ké.

- Véi diém ct CA-125 > 37,6 IU/mL, CA-125 ¢6
gia tri chan doan ung thu budng trimg véi do nhay
80% va do dic hi¢u 83,33% va dién tich dudi dudng
cong la AUC =0,901.

- Nong do trung binh CA-125 ¢ nhém UTBT la
180,5 Ul/mL, nhém ching 1 (29,5 + 13,98) Ul/mL
va nhém ching 2 (20,3 = 7,20) Ul/mL. Su khac biét
vé ndng d¢ trung binh ctia CA-125 & nhém UTBT
v6i cac nhém chiing c¢é y nghia thong ké.

- V6i d9 nhay va do dic hiéu cao, HE-4 va CA-
125 ¢6 thé sir dung vao chin doan sém va theo doi
diéu tri ung thu budng trimg.

TAI LIEU THAM KHAO
C6 11 16 lidu tham khdo, néu 6 nhu cdu xin dc gici lién hé voi dic gic
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