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NGHIEN CUU DIEN BIEN NONG D0 B-HCG
HUYET THANH O BENH NHAN U NGUYEN BAO
NUOI KHANG METHOTREXAT

Tom tat

Muc tiéu: Nghién cuu dién bién nong do BhCG
huyét thanh & bénh nhdn u nguyén bao nudi khdng
Methotrexat (MTX). Xdy dung dudng cong Receiver
Operating Characteristic (ROC) vé nguéng chdn dodn vi
dé nhay va dé ddc hiéu nguy co khdng thuéc hod chdt
MTX don thudn. Déi tugng: Nghién cuu héi ciu, so sdnh
nhédm ddnh gid hiéu qua cia mét phuong phdp diéu tri.
Trén c& mdu 114 bénh nhan (BN) khdng vdi diéu tri hod
chdt MTX don thudn va 228 BN ddp ting tét véi diéu tri
hod chdt MTX don thudn. Tinh gid tri chdn dodn dtng
cua xét nghiém néng dé BhCG huyét thanh bdng xdy
dung cdc dudng cong ROC tim ra nguéng chdn dodn,
dé nhay (sensitivity Se), d6 dac hiéu ( specificity Sp) tot
nhdt. K&t qua va ban luan: Ddu hiéu khdng vdi diéu tri
héa chdt MTX don thudn thuéc: Ddu hiéu khdng thudc:
93,9% s6 BN c6 ddu hiéu khdng thuéc khi theo déi néng
do6 BhCG huyét thanh trong dé nhém c6 néng dé BhCG
huyét thanh tang lén chiém ty lé cao nhdt la 70,2%, c6
23,7% BN c6 BhCG giam < 10% va 6,1% xudt hién nhan di
céin mdi. Dién bién nong dé BhCG huyét thanh trong diéu
tri bdng MTX. Ty Ié giam cba néng dé BhCG huyét thanh
trung binh & nhém so sdnh sau cdc dot diéu tri hod chdt
la 78,1% + 21,7%, & nhém nghién ctu la 30,1% + 34,2%.
Puding cong ROC biéu thi méi lién quan giiia néng dé
BhCG huyét thanh vdéi khdng diéu tri héa chdt MTX don
thudn. Dién tich duci dudng cong (AUC) do giam ndng
dé BhCG huyét thanh sau dot diéu tri héa chdt MTX tha
2 la I6n nhdt = 0,816, dua vao do giam néng dé BhCG
huyét thanh sau dot diéu tri héa chdt MTX thu 2 ¢6 gid tri
chdn dodn cao nhat. Vi nguéing dé giém néng dé BhCG
huyét thanh = 77,3% sau dot diéu tri héa chdt MTX thur
2 @& chan dodn UNBN khdng véi diéu tri don hod chét
MTX don thudn véi dé nhay Se = 76,3% va dé ddc hiéu Sp
=73,2% la cao nhdt. Néu dé gidm néng dé BhCG huyét
thanh dot diéu tri héa chdt MTX thir 2 duci 77,3% thi nguy
co'khdng véi diéu tri héa chdt MTX don thudn tdng lén OR
=8.8lan véi 95%Cl: 5,2 - 14,8. Két luan: 70,2% s6 BN ¢6
néng dé BhCG huyét thanh téng lén, 23,7% s6 BN c6 néng
dé BhCG huyét thanh khéng giam hodc giam < 10%.
6,1% s6 bénh nhan xudt hién nhan di can mai. Ty Ié giam
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néng dé BhCG huyét thanh trung binh sau cdc dot diéu tri
héa chdt MTX don thudn: Nhém khdng thudc: 30,1% +
34,2%. Nhém so sdnh: 78,1% + 21,7%. Budng cong ROC
gid tri chdn dodn ctia néng dd BhCG huyét thanh sau dot
diéu tri héa chdt MTX thi 2 véi khdng thudc la cao nhét
v6i AUC = 0,816. Diém udn (nguéng chdn dodn) = 77,3%.
D6 nhay Se = 76,3%. Do dic hiéu Sp = 73,2%. Néu sau dot
diéu tri héa chdt MTX thar 2, néng dé BhCG huyét thanh
giam dui 77,3% thi nguy co khdng vdi diéu tri héa chdt
MTX don thudn tdng 8,8 Ian véi OR = 8,8 / 95%(Cl: 5,2 —
14,8. T khoa: UNBN khdng MTX, ROC..

Abstract

TO STUDY CHANGES IN SERUM CONCENTRATIONS Bh(G
PRIMARY TUMOR CELLS IN PATIENTS WITH METHOTREXAT
RESISTANCE BREEDING

Objectives: To study changes in serum
concentrations BhCG primary tumor cells in patients with
Methotrexat (MTX) resistance breeding. Construction
of the Receiver Operating Characteristic (ROC) curve
threshold diagnostic sensitivity and specificity of the
risk of chemical resistant MTX alone. Subjects: This
is a retrospective study, to evaluate the comparative
effectiveness of treatments. On the sample size 114
patients with chemotherapy - resistant MTX alone in the
study group and 228 patients who respond well to MTX
chemotherapy alone. Calculate the true diagnostic value
of the test serum concentrations BhCG construction of
ROC curves found diagnostic threshold, the sensitivity,
specificity best. Results and discussion: Signs of
resistance to chemotherapy drugs merely MTX: Signs of
resistance: 93,9% of patients with signs of resistance level
monitoring BhCG in measuring serum concentrations
BhCG group increased serum highest percentage is
70,2% with 23,7% of patients with BhCG decreased <
10% and 6,1% new appearance. Evolution ShCG serum
concentrations of MTX treatment. The rate of reduction of
serum concentrations BhCG average in the comparison
group dfter the chemical treatment was 78,1% + 21,7%,
inthe study group was 30,1% + 34,2%. ROC curves denote
the relationship between serum concentrations BhCG
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with MTX resistant to chemotherapy alone. The area
under the curve (AUC) decreased serum concentrations
BhCG after the MTX chemotherapy is the 2nd largest
= 0,816 based on the decreased serum concentrations
BhCG after MTX chemotherapy phase 2 diagnostic value
with high threshold reduces serum concentrations BhCG
= 77,3% after the MTX chemotherapy 2nd to diagnose
resistance to MTX treatment merely single chemical
sensitivity Se = 76,3 % and specificity Sp = 73,2% is the
highest. If it BhCG reduce the concentration of serum
MTX chemotherapy phase 2 below 77,3%, the risk of
resistance to MTX chemotherapy merely increased 8,8
times. Conclusion: 70,2% of patients with increased
serum concentrations BhCG up, 23,7% of patients with

1. Dat vén de

Bénh nguyén bao nudi la tinh trang réi loan phat
trién cac nguyén bao nudi (NBN) & ngudi, cac tén
thuong nay c6 thé 1a nhiing khéi u thuc su hay chi la cac
trang thai bénh ly c6 nhiéu nguy co bién thanh u. Bénh
c6 ngudn géc tir cac t6 chiic phéi thai cdy ghép trén ca
thé ngudi me, c6 thé xuat hién sau bat c hinh thai thai
nghén nao [1].

Human chorionic gonadotropin (hCG) la hormon
glycoprotein duy nhat do NBN ché tiét ra. hCG dugc
coi la mot chat chi diém ung thu dac biét c6 tinh dac
hiéu va d6 nhay cao phan anh chinh xac sy ton tai va
muc dé hoat dong ctia NBN trong co thé. Viéc theo
doéi dién bién ctia néng dd BhCG huyét thanh trong
qua trinh diéu tri gitip danh gia két qua diéu tri va dac
biét la gitp phat hién sém khang véi diéu tri hdéa chat
& BN UNBN.

Hién nay, viéc diéu tri UNBN co ban la dung hoé chat
véi nhiéu phac d6 khac nhau nhung MTX van la thuéc
chinh véi ty & khéi bénh chung la 95%. Tuy nhién, van
c6 mot ty 1é khang thudc nhat dinh [2].

DE& nang cao chat lugng va hiéu qua diéu tri
UNBN can c6 thém nhirng nghién ctru dé€ phat hién
s6m nguy co khang vai diéu tri héa chat MTX, dac
biét nhitng nghién cltu vé dién bién ctia néng dé
BhCG huyét thanh & BN UNBN dé c6 thé chuyén
phac d6 diéu tri kip thai. Nhung hién nay, trén Thé
gidi cing nhu & Viét Nam chua c6 nhiéu nghién
cttu dang nhu thé nay trén nhém nhiing bénh
nhan khang thuéc. Vi vdy, chidng téi tién hanh
nghién ctu dé tai “Nghién ctu dién bién nong do
BhCG huyét thanh & bénh nhan u nguyén bao nubi
khang MTX".

serum concentrations BhCG not decrease or decrease <
10%, 6,1% of patients with metastatic’s new appearance.
The rate decreased serum concentrations average BhCG
after the MTX treatment chemicals merely: Group of
resistance: 30,1% =+ 34,2%. The comparison group: 78,1%
+ 21,7%. ROC curves for the diagnostic value of serum
concentrations BhCG after the chemical treatment
with MTX resistance is the 2nd highest AUC = 0,816.
Inflection point (diagnostic threshold) = 77,3%. The
sensitivity Se = 76,3%. Specificity Sp = 73,2%. If after the
MTX chemotherapy 2nd, BhCG serum concentration falls
below 77,3%, the risk of resistance to chemotherapy with
MTX merely increased by 8,8 times with OR = 8,8/95% Cl:
5,2 to 14,8. Keywords: Methotrexat resistance, ROC.

2. Déi tuong va phuong phdp nghién cuu

Nhém BN diéu tri khdi (nhém so sanh) la nhiing BN
sau diéu tri hoa chat MTX don thuan néng do BhCG
huyét thanh tr& vé binh thudng.

Nhom BN khang thudc (nhédm nghién ciu) la
nhing BN UNBN dugc diéu tri bang hda chat MTX,
theo déi c6 dau hiéu khang thudc MTX phai chuyén
phac do6 diéu tri da hoa chat dén khi nong dé BhCG
huyét thanh tr3 vé binh thudng.

Day la nghién ctiu héi cdu, so sanh nham danh gia
hiéu qua ctia mo6t phuong phap diéu tri.

C&mau nhom nghién ctiu trong nghién ctiu nay dugc
xac dinh dua theo céng thuic tinh c& mau udc tinh mot ty
lé trong quan thé, chiing téi tinh dugc n = 106,4. C& mau
trong nhém so sanh dugc xac dinh theo ty 1é 1:2. Trong
nghién cdiu ¢4 114 BN dU tiéu chudn vao nhém nghién
ctu va 228 BN du tiéu chudn vao nhom so sanh.

*Pé giam ndng dé BhCG huyét thanh sau méi dot
héa chdt

 BhCGn - hCG(n -1)
- BhCG(n—1)

Trong dé:

BhCGn: Néng do BhCG huyét thanh sau dot hoa chatn

BhCG(n-1): Néng d6 BhCG huyét thanh sau dot hoa
chatn-1

Néu: -1 < Z < 0: Nong d6 BhCG gidm

0 < Z < +o0: NONg d6 BhCG tang.

* Tiéu chudn chdn dodn khdng diéu tri héa chdt
MTX don thudn:

- Nong d6 BhCG huyét thanh tang lén.

- Nong d6 BhCG huyét khong gidm hodc giam
dudi 10% sau 2 tuan.

Tap 12,56 02
Thang 52014



PHU KHOA

- Xuat hién nhan di can mai.

Tinh gia tri chdn doan dung cla xét nghiém néng
dé BhCG huyét thanh bang xay dung cac dudng cong
ROC clia xét nghiém néng d6 BhCG huyét thanh tai
céac thai diém khac nhau dé tim ra thoi diém néng
dé BhCG huyét thanh c6 gia tri chan doéan ding cao
nhat. T d6 tim ra gié tri ctia diém udn hay gia tri ctia
ngudéng chan doén, do nhay, d6 dac hiéu tét nhat.

Trén dudng cong ROC méi lién quan gilta d6 giam
néng dé BhCG huyét thanh sau dgt diéu tri hda chat
MTX thu 2 véi khang thudc, xac dinh diém uén tur d6
nhay va d6 dac hiéu theo cdng thuc:

J=max(Se+Sp-1).

J:Diémuén Se: DO nhay Sp: D6 dac hiéu

3. Két qua nghién cou

3.1. Dau hiéu khang véi diéu tri héa chat MTX

don thuan thuéc.

Bang 1. Diu hiéu khang vdi diéu fri héa chit MTX don thuin

Diiu hiéu $6 lugng Tyle p
BhCG tiing 80 70,2
BhCG giam < 10% 20 23,7 <0,01
Xuiit hién di cin mi 7 6,1
Tong 114 100%

Trong nghién ctu, nhom c6 néng dd BhCG huyét
thanh tang Ién chiém ty lé cao nhat la 70,2%, c6
23,7% BN c6 BhCG gidam < 10%. C6 7 BN tuong duacng
Vi ty 1€ 6,1% xuat hién nhan di can mdi, tat ca déu la
nhan di can mdi tai Phéi. Phan bé ty lé gitta cac nhém
dau hiéu khang thuéc la khac nhau, su khac biét co y
nghia théng ké véi p < 0,01.

3.2.Dién bién néng dd BhCG huyét thanh trong
diéu tri bang MTX
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S6 dot didu tri hoa chit MTX
Biéu do 1. Dién hién nong do BhCG huyét thanh trong diéu i

Ty 1é gidm cta néng d6 BhCG huyét thanh trung
binh & nhém so séanh sau cac dot diéu tri hoa chat la
78,1% + 21,7%, & nhém nghién ctu la 30,1% + 34,2%,
thap hon ty 1& gidam cta néng d6 BhCG huyét thanh
trung binh sau céc dot diéu tri hda chat MTX ctia nhém
so sanh, sy khac biét rat co y nghia thong ké véi p < 0,01.
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Nong d6 BhCG huyét thanh trung binh cia nhom
so sanh giam nhiéu nhat la 82,3% sau dot diéu tri hoa
chat MTX thi 2, thadp nhat 1a 45,2% sau dot diéu tri
hoa chat MTX thu 12.

& nhém nghién ctu néng d6 BhCG huyét thanh
gidm nhiéu nhat sau dgt diéu tri hoa chat MTX dau
tién tuang duong vdi ty 1é 56,9%. Sau dot diéu tri hda
chat MTX thi 6 thi nong dé BhCG huyét thanh khong
gidm ma tang lén 19,4%.

3.3. Pudng cong ROC bi€u thi mdi lién quan
giirta néng dé BhCG huyét thanh véi khang diéu tri
héa chat MTX don thuan.

Bang 2. Lién quan gita nong do BhCG huyét thanh tai cdc thi dém vei khng diéu iri hoa
chiit MTX don thuéin

Yéu to lien quan N (AU | p 95% (I
BhCG lic vao vien 342 10,622 0,001 | 0,561 - 0,684
Do giam BhCG sau dot MTX the 1 342 10,712 10,001 | 0,656 - 0,768
Do giam BhCG sau dot MTX thy 2 342 10,816 0,001 | 0,763 - 0,860
Do giam BhCG sau dot MTX thy 3 340 | 0,808 | 0,001 | 0,757 - 0,860

Dién tich dudi dudng cong Ién nhat (AUCmax) =
0,816 v6i p < 0,01 /95% Cl: 0,763 - 0,860 ting vGi do
giam néng d6 BhCG huyét thanh sau dgt diéu tri hda
chat MTX thu 2.
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1- P$ dic hicu

Biéu do 2. Dutng cong ROC méi lién quan gicia o giam nong do Bh(G huyét thanh sau dot
diu rj hoa chéit MTX thi 2 véi khng thude

Trén dudng cong ROC d6 giam ndng d6 BhCG huyét
thanh sau dot diéu tri hoa chat MTX thi 2 véi khang
thudc, xac dinh dugc diém uén J =77,3% véi  Se =
0,763 va Sp = 0,732.V&i nguéng do giam néng do BhCG
huyét thanh nay tinh dugc OR = 8,8/ 95%Cl: 5,2 - 14,8.

4. Ban luan

4.1. Dau hiéu khang véi diéu tri héa chat MTX
don thuan.

Phat hién UNBN khang véi diéu tri héa chat
MTX don thuan quan trong nhat van |a theo doi
dién bién néng d6 BhCG huyét thanh trong qua
trinh diéu tri. Trong nghién ctu cta chidng t6i nho
theo doi dién bién néng dé BhCG huyét thanh
chung téi phat hién dugc 93,9% s6 BN khang vai
diéu tri hoa chat MTX don thuan. Phat hién di can
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ph&i mai xuat hién 1a nh& viéc chup Xquang tim
phdi 1 thang 1 lan dugc 4p dung véi tat ca BN,
trong s6 nhiing BN khéang véi diéu tri héa chat MTX
don thuan chi cé 1 BN vira ¢6 di can phéi mai xuat
hién vira c6 néng d6 BhCG huyét thanh tang, con
lai 6 BN mac du néng dé BhCG huyét thanh giam
nhiéu nhung van xudat hién hinh anh di can phdi
mai. Néu khéng theo déi ca bang Xquang tim phdi
c6 thé chuing ta sé bo sot nhiing trudng hop nay.

4.2, Dién bién néng d6 BhCG huyét thanh
trong diéu tri.

Khi phan tich ty |& gidm sau tung dot diéu tri
héa chat & ting nhom chidng t6i thdy cé su khac
biét rat I6n gita hai nhém. G nhém so sanh ty lé
giam nong dé BhCG huyét thanh giam déu, dao
doéng trong khoang 75% - 85%.

& nhém bénh ty & giam néng d6 BhCG huyét
thanh sau dot diéu tri héa chat MTX tha 1 1a cao
nhat, nhung clng chila 56,9%, ty l1é giam néng do
BhCG huyét thanh it dan dao dong xung quanh gia
tri 20% sau nhirng dot diéu tri hoa chat MTX sau
do, dac biét sau dot diéu tri hda chat MTX thi 6 thi
néng dé BhCG huyét thanh tang 1én 19,4% ciling la
thai diém ma ty 1& BN khang véi diéu tri héa chat
MTX don thudn I6n nhat va s6 BN phai chuyén
sang phac d6 da hoa tri nhiéu nhat. Ty & giam
néng d6 BhCG huyét thanh sau nhiing dgt diéu tri
hoa chat MTX tiép theo it dan, nhin chung giam
dudi 20%. Sau dot diéu tri héa chat MTX tha 10 thi
néng d6é BhCG huyét thanh tang 48,4% nhung chi
con 2 BN. Vi 2 BN nay déu con tré va chua c6 mét
con nén khéng dat van dé cat tl cung, sau d6 2 BN
nay dugc diéu tri bang da hoa chat thém 4 - 5 dot
nira ndbng dé BhCG huyét thanh méi tré vé ngudng
binh thudng BN dugc ra vién.

Theo Savage P.va cong su tai Bénh vién Charing
Cross, London, Anh, khi phan tich két qua cta BN
UNBN nguy co thap diéu tri bang MTX/FA thay
rang néng do6 Beta hCG huyét thanh >500 IU/L 6 7
tuan sau khi bat dau diéu tri la moét yéu té du béo
chinh xac vé khang MTX sap xay ra [3].

4.3. Pudng cong ROC biéu thi maéi lién quan
gitta ndng dé BhCG huyét thanh véi khang diéu
tri héa chat MTX don thuan.

Trong cac nghién clu trudc cac tdc gid quan
tdm nhiéu dén néng d6 BhCG huyét thanh trudc
diéu tri va tim méi tuong quan gita ty 1é khang
thudc véi nong dé BhCG huyét thanh lic bat dau
diéu tri. Theo Lurain va cong su khi nghién ctu
253 BN UNBN khong di can diéu tri bang MTX éng

nhan thdy nguy co khang vai diéu tri hda chat
MTX don thuan tang cao & nhiing BN c6 néng do
BhCG huyét thanh ban dau > 500000U1/L [4].

Theo Karen va cong su (2006), khi nghién ctu
105 BN nguy cd thap c6 di can néu néng dé BhCG
huyét thanh > 500000UI/L thi ty I& khang vai diéu
tri héa chat MTX don thuan la 29,8%, tac gia ciing
dua ra két luan v6i néng dé BhCG huyét thanh >
500000UI/L c6 gid tri tién doan khang véi diéu tri
héa chat MTX don thuan véi d6 nhay 74,5% va do
dic hiéu 69,1% [5].

Theo Lé Sy Phuong va cong su, trén biéu do6
dudng cong ROC khi xét méi lién quan gita ndng
d6 Beta hCG luc vao vién véi khang vai diéu tri
héa chat MTX don thuan, tai diém cdt ndng do
BhCG huyét thanh = 176090 UI/L gia tri chan doan
khang vai diéu tri hoa chat MTX don thuan t6t
nhat vai d6 nhay 57,1% va do dac hiéu 90%. Trén
gia tri nay nguy co khang vai diéu tri hoa chat MTX
don thuan tang gdp 10 lan v&i OR=10/ 95%Cl: 1,6
- 62 [6].

Theo You B. Harvey R. va cong su thuc hién
tai Bénh vién Civils de Lyon, Lyon, Phap trén 800
bénh nhan UNBN nguy co thap dugc diéu tri véi
MTX. Nhom cac nha nghién ctu nay da dua ra két
luan: hCG du bao khang thuéc nhu la mot tham sé
déng theo mé hinh tinh todn sau khi dinh lugng
day du it nhat ba chu ky MTX, c6 gia tri dé€ du bao
bénh nhan khang MTX [7].

K&t qua cho thay méi lién quan gitta do giam
néng dé BhCG huyét thanh sau dgt diéu tri hoa
chat MTX thi 2 véi khang diéu tri hda chat MTX
don thudn cé gia tri chdn doéan t6t nhat véi dién
tich dudi dudng cong AUC = 0,816 la I&n nhat véi
p < 0,01 cao hon & cac dgt diéu tri trudc va sau dé.

Trén dudng cong ROC mai lién quan gitta do
giam néng d6 BhCG huyét thanh sau dgt diéu tri hoa
chat MTX tha 2 vé6i khang diéu tri héa chat MTX don
thudn, xac dinh diém uén Ung vdi gia tri =77,3% vai
d0 nhay Se = 76,3% va d6 dac hiéu Sp = 73,2%.

Néu do gidm nong do BhCG huyét thanh dot
diéu tri hoa chat MTX thi 2 dudi 77,3% thi nguy co
khang véi diéu tri héa chat MTX don thuan tang
[én 8,8 lan so vGi d6 giam nong dd BhCG huyét
thanh dot diéu tri héa chat MTX thi 2 trén 77.3%
v6i OR=8,8/95%Cl: 5,2 - 14,8. Beta hCG gidm trén
77,3% v8i OR=8,8/95%Cl =5,2 - 14,8.

So v@i cac tac gia khac ching téi thay két qua
cla chung toi ¢ d6 nhay va do dac hiéu tuong
d6i cao. C6 y nghia trong thuc té€ 1am sang vi giup
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tién lugng s6m nguy co khang thuéc tur dot diéu
tri hod chat thu 2. C6 thé tinh toan dugc va co y
nghia tién lugng cho ca nhiing truong hop UNBN
khai phat diéu tri véi néng d6 BhCG huyét thanh
thap vai nghin dén vai tram va vai chuc daon vi.

5. KET LUAN

D4u hiéu khang thuéc: 70,2% s6 BN cé nong dé
BhCG huyét thanh tang lén, 23,7% s6 BN c6 nong
d6 BhCG huyét thanh khong gidm hodc giam <
10%, 6,1% s& bénh nhan xuat hién nhan di can mai.

Ty 1& giam nong d6 BhCG huyét thanh trung
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