TAP CHI NGHIEN ClPU Y HOC

GIA TRI CUA ANTRAL FOLLICLE COUNT (AFC),
ANTI-MULLERIAN HORMONE (AMH) VA OVARIAN RESPONSE
PREDICTION INDEX (ORPI) TRONG DAP NG
CUA BUONG TRU’NG TREN PHU N THU'C HIEN IVF

TAI BENH VIEN TAM ANH
Tran Hiru Pat, Vii Thi Ngoc, Nguyén Lé Thuay, Lé Hoang va Nguyén Thi Ha

Bénh vién Ba khoa Tam Anh

Nhém xéc dinh céac gié tri nguong ctia AFC, AMH va ORPI cho tién lwong dép tng cla budng trimng véi
liéu phép kich thich buéng trirng. Nghién cltru mé td cét ngang st dung di liéu thu thép cia 833 phu ni¥
str dung liéu phép kich thich buéng tri'ng va choc hat noédn tai bénh vién Tam Anh tor thang 1 toi thang
5/2019. AFC, AMH, va ORPI duogc xéc dinh truéc khi khich thich bubng trimg. Tubi, BMI, lidu gonadotropin,
sé luong nodn thu duoc va thu tinh duoc thu thédp dbng thoi. SPSS duoc st dung dé tién hanh phan
tich. Pép tng kém, tét, nhiéu cua budng triing lan lwot la 30,5%, 48% va 21,5%. Nguéng tién luong
cho dap (g budng tritng kém (<4 nodn thu tinh), nhiéu (>15 nodn thu duoc) cuia AFC la 11,5 nang (d6
nhay 77,2%, dé déc hiéu 75,1%), va 18,5 nang thtr cdp (d6 nhay 80,4%, d6 dic hiéu 83,2%); cia AMH
la 2,235 ng/ml (dd nhay 72,2%, do ddc hiéu 72,6%) va 3,545 ng/ml (d0 nhay 80,4%, d6 ddc hiéu 80,1%);
cta ORPI la 0,7008 (dd nhay 76,1%, do dac hiéu 75,8%) va 1,8103 (dd nhay 87,7%, dé dac hiéu 80,7%).

T khoéa: AFC, AMH, ORPI

I. DAT VAN PE

Tudi, nébng d6 FSH (Follicle-stimulating
hormone - Kich nodn bao t6), estradiol (E2),
progesterone, AMH (Anti-Mullerian Hormone),
inhibin B, siéu am dém sb nang th& cap (AFC-
Antral follicle count), Doppler mach buéng trirng
(Ovarian vascularity), thé tich budng tring,
va chi s& ORPI (Ovarian response prediction
index-Chi s6 dw doan dap &ng budng trirng) la
cac yéu tb dung dé dy doan dap wng budng
trirng v6i liéu phap kich thich budng trirng trong
hé tro sinh san [1]. Trong céac chi sb trén, AFC,
AMH va ORPI dwgc chirng minh la nhirng chi
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sb dang tin cay dé danh gia dw triv budng trirng
va can nhac quyét dinh liéu kich trieng [2; 3].
Cac tac gia dwa ra nhirng gia tri ngwdng (cut
off value) khac nhau dé duw doan mac dod dw
tri budng tri'ng va dap (ng cutia budng trirng
voi liéu phap kich trieng trong IVF (In vitro
fertilisation - Thu tinh trong 6ng nghiém). Gia
tri ngwdng ciia AMH cho dy bao dap (rng kém
cla budng tring thay déi tr 0,1 ng/mL dén
1,52 ng/mL va cho dw bao dap &ng nhiéu cta
budng trirng thay ddi tir 3,36 dén 5 ng/mL. Gia
tri ngwdrng ctia AFC cho dy bao dap rng kém
cla budng triing thay ddi tr 3 nang thi cép
dén 10 nang thir cap [4; 5]. Sw khac nhau trong
viéc dwa ra cac gia tri nguwdng phu thudc vao
cac yéu tb sau: 1) quan thé nghién ciru [6]; 2)
dinh nghia vé dap tng bubng trirng [7]; 3) viéc
xac dinh kich thuwé'c nang thir cdp béng ky thuat
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siéu am [5]; 4) phwong phap do luéng ndng do
AMH trong mau [8]. B&i vay, mbi co s y té can
dwa ra nhirng gia tri nguwdng ctia AFC, AMH va
ORPI phu hop v&i quan thé phu nir (bénh nhan)
st dung liéu phap kich thich budng trirng, phu
hop v&i dinh nghia vé dap &ng budng trirng
va liéu thuéc kich thich budng trirng dwoc ap
dung tai co s& ctia minh. Dé tai nghién ciu Gia
tri cila AFC, AMH va ORPI trong dap (rng cla
budng trirng trén nhirng phu ni thwe hién IVF
tai bénh vién Tam Anh duoc tién hanh nham
muc tiéu: Xac dinh cac gia tri ngwéng ctia AFC,
AMH va ORPI c6 d6 nhay va dé dac hiéu trong
tién lwong kha nang dap ng budng triing véi
liéu phap kich thich buéng trirng. Diéu nay gitp
bac sy 1am sang tw van dua trén bang ching
vé sy dap (rng ctia budng trirng véi liéu phap
kich thich budng trirng va dwa ra quyét dinh
phu hop trong liéu phap kich thich budng trirng
cho phu ni¥ tai bénh vién Tam Anh.

I. DOI TWONG VA PHUONG PHAP
1. Péi twong

Bao gébm phu nir thwc hién hd tro sinh
san tai bénh vién Tam Anh c6 két qua AFC,
AMH va chi dinh lam IVF duwoc kich trirng
bang gonadotropin hodc corifollitropin alfa va
gonadotropin.

Tiéu chuén loai trir.

- Tubi > 45

- BMI (Body Mass Index - Chi sé khéi co
thé) >25 kg/m2

- D3 s dung phac dd kich thich bubng
trirng trong vong 2 thang truéc 1an diéu tri

- Hién dang c6 u budng trirng, u lac noi
mac t&r cung & budng tring, rdi loan ndi tiét
nhw tang prolactin mau, bénh ly tuyén giap, suy
tuyén yén.

Dia diém nghién cu: Trung tdm hé trg’ Sinh
san va Khoa Xét nghiém - Bénh vién Da khoa
Tam Anh

TAP CHi NGHIEN CPU Y HOC

Thoi gian nghién ctru:

T thang 1 ndm 2019 dén thang 5 nam
2019.

2. Phwong phap nghién ctru

M6 ta ct ngang

Quy trinh nghién ctru

Nhirng phu nir cé chi dinh lam IVF theo
tiéu chuan lwa chon nhw trén dwoc kich trirng
béng gonadotropin hodc corifollitropin alfa va
gonadotropin, tiém déi van antagonist vao ngay
thir 6 kich trirng. Tuy thudc vao kich thwéc clia
noan theo siéu am, trong khoang ngay th&r 9
dén ngay thir 11 (thdng thwdng la ngay thir 10)
BN dwoc tiém trigger (d6ng van agonist hodc
hCG hoac ca 2) va sé dwgc choc hat nodn
béng tay, st dung kim Ovum Aspiratory Needle
Single Lumen (17GA/30cm) dwdi hwéng dan
cla siéu am sau 36 — 37h tiém trigger.

Thu thap céac sb liéu cta nghién ctru (tudi,
BMI, AFC, ndng d6 AMH, chi s& ORPI, tdng
lidu gonadotropin, s6 lwong nodn thu dwoc
sau choc hut, va thu tinh), phan tich mbi twong
quan gitra AFC, néng dd AMH, ORPI v¢i tudi,
BMI, liéu gonadotropin va sb noan thu duwoc va
noan thu tinh.

3. Cac chi s6 trong nghién ctru:

- Tudi tinh theo n&m.

- Chi s6 BMI theo kg/m2.

- Chi s6 AFC (s6 nang thir cap): 1a sb nang
noan co kich thwéc 2 — 9mm dém duoc trén
mat cat cla 2 bén budng tri'ng bang siéu am
dau do am dao (May siéu am Voluson S8 va
Voluson P6) thwc hién vao ngay 2 — 3 cla chu
ki kinh (ngay trwéc khi dung thude kich tring).

- Néng dd AMH trong mau: dwoc do luwong
vao ngay bat ky cta chu ky kinh nguyét. Mau
duwoc do lwong trén hé théng COBAS 6000
(e601) theo nguyén tdc mién dich dién hoa phat
quang trong vong 1 gi& sau khi ldy mau theo
hwéng dan cla hang Roche.

- Chi s ORPI: duwoc tinh theo cong thirc
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nédng d6 AMH (ng/mL) nhan v&i sb nang thi
cép trong AFC chia cho tudi (ndm) cla chinh
bénh nhan. Chi sb nay dwoc Olivera dwa ra
dwa trén cac nghién ciru chirng minh rdng AMH
va AFC cé moéi twong quan duwong véi sb nodn
thu dwgc va thy tinh, tudi bénh nhan c6 mdi
twong quan am véi sd nodn thu dwoc va thu
tinh. Bon vi ctia chi sb nay la (ng x nang)/(mL
x tudi), thwerng dwoc &n hodc thé hién & dang
(AMH*AFC/Tubi) [3].
- Noan thu dwoc va noan thu tinh

+ Noan thu dwoc: tdng sé noan tach ra
duwoc sau khi choc hut.

+ Noéan thu tinh: nodn dwoc xem la noan
thu tinh binh thwéng khi xuét hién 2 tién nhan
(Pronuclei-PN). Noan sau khi dwogc tiém tinh
trung vao bao twong (Intracytoplasmic Sperm
Injection — ICSI) sé& dwoc kiém tra dwéi kinh
hién vi ddo nguoc sau khodng 16 — 20 gio.

- Phan loai dap (rng budng trirng theo sb
lwong nang nodn chuc hut thu dwgc, va noan
thu tinh theo Vwong Thi Ngoc Lan va Olivera
[1; 3].

Noan choc hut Noan thu tinh

Phan loai dap (rng budng trirng

>15 Bat ky Nhiéu
<15 >4 Tot
<15 <4 Kém

4. Phan tich va xt ly sé liéu

- Céc bién sé dinh lwong nhw tudi, BMI,
AFC, nang tht cép, ndbng d6 AMH, ORPI, téng
lidu gonadotropin theo IU, tdng s nodn choc
hut thu dwoc va noan thu tinh dwoc thé hién
dwéi dang trung binh (x), d6 léch chuén (SD),
gia tri nhé nhat, gia tri I&n nhat. Kiém dinh
Pearson (r) duwoc st dung dé do lwdng méi lién
hé twong quan gitra cac bién sb.

Bién sb dinh tinh 13 két qua dap &ng cla
budng trirng v&i liéu phap kich thich budng
treng dwoc thé hién dwédi dang phan sb va ty
|& phan tram.

- Pwdng cong ROC (Receiver operating
characteristic) dwgc st dung dé so sanh kha
nang du doan dap tng budng trirng gitra cac
chi s6 nhw AFC, ndng d6 AMH, ORPI, tudi, BMI
va tdng liéu gonadotropin.

Phan tich hdi quy don va da bién dwoc st
dung dé& danh gia do6 nhay va do dac hiéu cta
cac gia tri nguwdng AFC, AMH va ORPI dy doan
dap &ng cla budng trirng véi liéu phap kich
thich budng tring.

- Phan mém Excel va SPSS dwoc s dung
dé tinh toan
5. Pao dirc trong nghién ciru

Xét nghiém AMH va mét sé ndng dd hormon
sinh san khac cling nhw nhirng quy trinh kich
thich va choc hut trieng, ICSI va thu tinh la
xét nghiém thwdong quy tai bénh vién, viéc Iéy
thong tin ctia nhirtng xét nghiém nay khong lam
&nh hwédng téi diéu tri ciia bénh nhan. Théng tin
thu dwoc tir nghién clru tuan thd theo quy dinh
bao mat théng tin ciia bénh vién Tam Anh

Nghién ctru da dwoc thong qua bdi Hoi ddng
Dao dirc va Khoa hoc clia bénh vién Tam Anh
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. KET QUA

Bang 1. Dac diém chung cta phu nir thwe hién IVF

Chi sb Tuéi BMI AMH AFC ORPI (AF’CxAMHI
(nam) (kg/m2) (ng/mL) (nang) tuoi)
Trung binh 33,50 20,92 3,314 15,42 2,4459
Trung vi 34,00 20,89 2,570 13,00 1,0453
Mode 36 19,53 1,020 7 0,0000
Do léch chuan 5,421 1,790 2,728 10,104 4,5381
Gié tri nhé nhat 20 15,43 0,071 0 0,0000
Gié tri I&n nhat 45 24,97 21,430 73 68,0170

833 m&u du tiéu chuan dwoc thu thap va thé hién & Bang 1.
Bang 2. Két qua liéu phap kich thich budng trirng

S6 lwong nodn choc hat

Téng
>15 <15
>4 175 400 575
Sé lwong
) . <4 4 254 258
noan thu tinh
Téng 179 654 833

Két qua cua lieu phap kich budng trirng dwa vao sb noan thu dwoc va sé noan thu tinh cho thay:
Ty 1& bubng trirng dap &ng nhiéu 1a 21.5% (179 méu), dap (ng tét 1a 48% (400 mau) va dap ng
kém l1a 30.5% (254 mau)
- Gia tri cila AFC, AMH va ORPI trong dap (rng clia bubng trirng véi liéu phap kich thich budng
trirng
Bang 3. Hé s6 twong quan cua giira cac chi sé AFC, AMH va ORPI vé&i s6 lwgng noan thu
dwoc va noan thu tinh

Chi sb AFC AMH ORPI (AFCxAMH/
1 z Z.
(nang thir cap) (ng/mL) tuoi)
Hé sb twong quan
~ . 0,707 0,665 0,529
Noan choc hut Pearson
h M v nahia oo
(86 luong) ey ngniacta < 0,001 < 0,001 < 0,001
kiém dinh
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Chi sé AFC AMH ORPI (AFCxAMH/
(nang thir cdp)  (ng/mL) tudi)
Hé sb twong quan
~ . £ 0,596 0,560 0,447
Noan thu tinh (s6  Pearson
Mire % nohia ol
lrong) \rey nghiacua < 0,001 < 0,001 < 0,001
kiem dinh

Két qua kiém dinh Pearson (R) cho thdy, nhitng chi s6 AFC, AMH, ORPI c¢6 méi lién hé twong
quan cao véi sb lwong noan choc hut dwgc va noan thu tinh. Trong d6, AFC c6 hé sb twong quan
cao nhét.

Dién tich dwéi duwdng cong cla cac chi sb nghién ciru cho thay: AFC, AMH va ORPI c6 gia tri tién
lwong cao nhét cho dap trng budng tring.

Bang 4. Dién tich dwéi dwdng cong (AUC) ciia dap trng budng trieng véi cac chi s6 AMH,
tudi, BMI va gonadotropin

Dién tich dwéi dwong cong (AUC) véi khoang tin cay 95%

Cac chi sé danh gia

Dap ng nhiéu DPap rng kém

ORPI (AFCxAMH/tubi)

0,903 (0,881 — 0,926)

0,825 (0,794 - 0,856)

AFC (nang thi cép)

0,889 (0,863 — 0,914)

0,823 (0,792 - 0,854)

AMH (ng/mL)

0,875 (0,849 — 0,902)

0,802 (0,770 - 0,835)

Tubi (n&m)

0,263 (0,225 — 0,300)

0,332 (0,291 - 0,372)

BMI (kg/m2)

0,444 (0,396 — 0,492)

0,447 (0,406 - 0,489)

Gonadotropin (IU)

0,388 (0,344 - 0,431)

0,515 (0,470 - 0,561)

Bang 5. Tién lwong cua dap (rng budng trirng dwa vao cac chi sé6 AFC, AMH va ORPI

Cac chisé DPap trng Gia tri ngwéng Ponhay D6 dic hiéu
Dap tng nhiéu .
18,5 nang thir ca 80,4 % 83,2 %
(> 15 noéan choc hut) gfhtreap ° °
AFC
Dap ng kém .
11,5 nang th& ca 77,2 % 75,1 %
(< 4 noan thu tinh) ginweap ° °
Dap wng nhié
pung nhieu 3,545 ng/ml 80,4 % 80,1 %
(> 15 noéan choc hut)
AMH
Dap &rng kém
png 2,235 ng/ml 72,2 % 72,6 %

(< 4 noan thu tinh)
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Cac chi sé Dap trng Gia tri ngwdng b6 nhay Do dac hiéu
DPap &ng nhiéu
~ . 1,8103 87,7 % 80,7 %
(> 15 noan choc hut)
ORPI
Dap ng kém
0,7008 76,1 % 75,8 %

(< 4 noan thu tinh)

T& phan mém SPSS thu dwoc gia tri nguwéng clia cac chi sé AFC, AMH va ORPI vé&i dd nhay
va do dac hiéu co y nghia cho viéc tién lwong dap ng budng trirng sau liéu phap kich thich budng

ROC Curve
1.0 i
ROC Curve =
1
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Hinh 1. Dién tich dwéi dworng cong ROC ctia dap teng budng tribng
1A. dap (rng nhiéu; 1B dap (rng kém vé&i cac chi s6 AMH, Tudi, BMI, va Gonadotropin
- Gia tri nguwéng clia cac chi s cho viéc tién lwong dap ng budng trirng

IV. BAN LUAN
Két qua cua liéu phap kich thich buéng
trirng

So sanh v&i cac nghién clru khac lién quan
t&i cac chi sé danh gia dw trir budng trirng va
dap ng budng trirng tai Viéet Nam nhw nghién

ctru ctia Vwong Thi Ngoc Lan trén 820 phu ni»,
Nguyén Xuan Hoi trén 600 phu ni¥, nghién ctu
nay co sy khac biét trong viéc dinh nghia dap
&ng budng trirng va liéu kich thich budng trirng
nén ty lé dap rng bubng trirng khac nhau [1; 2].

TCNCYH 123 (7) - 2019

45



TAP CHI NGHIEN ClPU Y HOC

Nghién ctru clia Vwong Thi Ngoc Lan chi danh
gia dap tng nhiéu la 21% va khéng nghién ctu
dap tng tbt va kém.

Nghién cru ctia Nguyén Xuan Hoi co ty 1é
dap (ng nhidu 1a 33%, tét la 62% va kém la
4%. Nguyén Xuan Hgi dinh nghia giéng nghién
ctru nay vé& dap &ng nhiéu khi s nang noan
choc hut > 15, nhwng khac nghién ctru nay dinh
nghia vé dap (rng tét va kém: tac gid chi s
dung sé lwong nodn choc hut cho viéc danh gia
dap wng tét va kém (< 4 1a kém) va khong st
dung noan thuy tinh @& danh gia dap &ng budng
trirng t6t va kém (< 4 noan thu tinh 1a kém).

Day la nghién ctru dau tién tai Viét Nam st
dung tiéu chuan danh gia dwa trén sb lvong
va chét lwong cla dap ng budng trirng. Cac
nghién clru khac trwdc do, nhw & trong bang va
phan tich & trén, chi danh gia mét loai dap trng
ho&c tiéu chuan dap &ng chi dwa vao sé lvong
noan thu dwgc. Nghién clru nay, str dung noan
thu tinh 1a nodn dat tiéu chuan dé chuyén thanh
phoi rat gan dén két qua dau ra cubi cung cla
qua trinh lam IVF.

Gia tri ngwong caa AFC, AMH va ORPI
trong dap rng cua budng trirng véi liéu
phap kich thich budng trirng

So sanh v&i nghién clru clia Vwong Thij
Ngoc Lan va cha Nguy&n Xuan Hoi, nghién
clru nay co6 su khac biét vé gia tri nguwéng cla
AFC [1; 2]. Vwong Thi Ngoc Lan chi dwa ra
nguwdng dap (rng nhidu la 12,5 nang va khéng
c6 nguwdng c6 dap ng kém. Nguyé&n Xuan Hoi
chi dwa ra dap &rng kém la 6,5 nang va khong
c6 dap (rng nhiéu. Nghién cru cia chdng toi
c6 ca hai nguwdng va khac so v&i hai tac gia
trén. Nhw da trinh bay & trén, sy khac biét
nay do dinh nghia dap (rng budng tring, thiét
bi thwc hién siéu am (7,5 MHz trén Capasee
II, Toshiba, Nhat clia Vwong Thi Ngoc Lan va
Nguyé&n Xuan Hoi khong cong bé thiét bi va thei
diém siéu am dwoc st dung), ngudi thwe hién

siéu am khac nhau.

Nghién clru nay co6 sy khac biét trong cac
gia tri ngwdong ctia AMH cho tién lwong kém so
véi Nguyén Xuan Hoi va cé gia tri gan twong
dwong v&i nghién clru cla Vwong Thi Ngoc
Lan [1; 2]. Vwong Thi Ngoc Lan chi c6 nguwdng
cho dap tng nhiéu la 3,57 ng/ml con Nguyén
Xuan Hoi chi cé nguwdng cho dap ng kém la
1,52 ng/ml. Sy khac biét gilra nghién ctru nay
v&i nghién clru clia Nguyén Xuan Hei la do
dinh nghia khac nhau vé dap ng kém. Suw gan
twong dwong cta AMH trong gia tri nguwdng
dap &ng nhiéu chirng td AMH 13 mot xét nghiém
dang tin cay.

Chwa c6 nghién ctvu nao vé ORPI dwoc
céng bd & trong nwédc, két qud clia nghién
cu nay so sanh vé&i két qua Olivera J.B [3].
Nguéng do Olivera cho dap &ng nhiéu la 1,700
va kém la 0,910. Sy khac biét gitra nghién ctru
nay véi Olivera J.B. c6 thé do Olivera st dung
dém AFC c6 dwdng tinh 2 — 9 mm va s dung
két qua dau ra dé so sanh 1a noan MIl, nghién
ctru chung t6i st¢ dung AFC c6 dwong kinh 2 —
10 mm va st dung noan choc hut va noan thu
tinh. Nhw vay, tai Viét Nam hién nay chuwa cé
mot nghién ctvu ndo khac st dung chi s6 ORPI
dé danh gia du try budng tri'ng va dap trng
budng trirng.

V. KET LUAN

AFC, AMH va ORPI |a nhirng chi s danh gia
t6t dap wng budng trirng véi kich thich bubng
tr'ng béng phac dd antagonist. Nhirng gia tri
ngwdng clia AFC, AMH va ORPI cé y nghia
cho viéc tién lwong dap tng kém, tt va nhiéu
cla budng tring 1an lwot 1a 11.5 va 18.5 (nang
th&r cap), 2.235 va 3.545 (ng/ml trong mau) va
0.7008 va 1.8103 (AMH*AFC/Tudi).
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Summary
VALUES OF ANTRAL FOLLICLE COUNT (AFC),
ANTI-MULLERIAN HORMONE (AMH) AND OVARIAN
RESPONSE PREDICTION INDEX (ORPI) IN OVARIAN
RESPONSE PREDICTION FOR WOMEN IMPLEMENTING IVF
IN TAM ANH HOSPITAL

To Determining the cutoff values of AFC, AMH and ORPI that have significant sensitivity and specificity in the
prediction of low, optimal and excess ovarian response to ovarian stimulation therapy. Cross-sectional descriptive
study used data of 833 women using ovarian stimulation and oocyte retrieval at Tam Anh Hospital from January
to May 2019. AFC, AMH, ORPI were determined before ovarian stimulation. The informations of age, BMI,
gonadotropindose, and oocyte retrieval and Mll oocytes were collected simultaneously. SPSS was used to conduct
analysis. The rate of low, optimal and excess response were 30.5%, 48% va 21.5%, respectively. The cutoff values
for predicting low ovarian response (<4 MIl oocytes), for high response (> 15 oocytes retrieved) of the AFC were
11.5follicles (77.2% sensitivity, 75.1% specificity), and 18.5 follicles (80.4% sensitivity, 83.2% specificity); of AMH
were 2.235 ng/ml (72.2% sensitivity, 72.6% specificity) and 3.545 ng/ml (80.4% sensitivity, 80.1% specificity);
ORPI were 0.7008 (76.1% sensitivity, 75.8% specificity) and 1,8103 (87.7% sensitivity, 80.7% specificity).

Keywords : AFC, AMH, ORPI
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