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S0 SANH HAI PHAC PO XAC DINH LIEU BAU
GONADOTROPIN DUA TREN AMH (ANTI-MULLERIAN
HORMONE) HAY AFC (ANTRAL FOLLICLE COUNT) TRONG

KICH THICH BUONG TRUNG THU TINH ONG NGHIEM

Vwong Thi Ngoc Lan™, Ho Manh Tuong'®, Nguyén Khanh Linh®, Vi Nhat Khang®®), Nguyén Thi Ngoc Anh®?

TOM TAT

Pat van dé: Gonadotropin da dugc su
dung trong kich thich buéng tring (KTBT)
tu 1au va réng rai, tuy nhién, van chua cé
phac d6 xac dinh liéu dau ly tudng cda
gonadotropin cho cac bénh nhan thu tinh
trong 6ng nghiém (TTON).

Muc tiéu: Chang t6i tién hanh nghién
cliu nay dé so sanh hiéu qua va dé an toan
ctia hai phuong phap dinh liéu don gian,
mot phuong phdp dua trén Anti-Millerian
Hormone (AMH) va phuong phap con lai dua
vao s6 nang noan tha cap dau chu ki (Antral
Follicle Count- AFC) dé xac dinh liéu dau FSH
tai t6 hop (rFSH) & nhiing phu n{t KTBT trong
hé trg sinh san (HTSS).

Phuong phap: Kich thich buéng tring
dugc thuc hién bang phac dé6 dai down-
regulation. Sau 14 ngay tiém GnRH déng van,
cac bénh nhan dugc phan bé ngau nhién vao
phac d6 dua trén AMH hay AFC dé xac dinh
lieu dau rFSH.

Két qua: S6 chu ki dat dugc dap ung
mong muédn la tuong duong nhau & ca hai
nhém AMH va AFC (36,1% so vGi 29%, p =
0,2). Tuy vay, sé chu ky dap Ung qua muc lai
khac biét c6 y nghia thong ké (8,9% & nhom
AMH so v6i 17,8% & nhom AFC, p=0,02), mac
du tan suat ctia hoi chiing qua kich buéng
triing (QKBT) la tuang duong. Khong c6 su
khac biét c6 y nghia théng ké khi st dung
AMH so v&i AFC vé ti 1& 1am t6 cla phoi, ti 1é
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thai lam sang, ti 1é da thai va ti & sdy thai. Tuy
nhién, su khac biét lai cé y nghia thong ké rat
ré khi so sanh phan tang theo cac nguéng
AMH hoac AFC.

Két luan: Hai phac d6 dinh liéu rFSH c6 hiéu
qua tuang duang, tuy nhién, ngudng gid tri cia
AMH va AFC strdung trong 2 phac d6 can dugc
xac dinh lai. Nghién cltu nay cung cép thoéng
tin hiru ich dé tir d6, phat trién cac phac dé xac
dinh liéu dau rFSH cho kich thich buéng triing
dua trén AMH hoac AFC.

Tu khoa: follicle stimulating hormone
(FSH), kich thich buéng tring, anti-mullerian
hormone (AMH), d¢m nang noan thi cap dau
chu ki (AFQ).

SUMMARY

ANTI-MULLERIAN HORMONE (AMH) VS ANTRAL
FOLLICLE COUNT (AFC) FOR DEFINING THE STARTING DOSE
OF FOLLICLE-STIMULATING HORMONE (FSH) FOR ART

Introduction: Despite widespread use,
the optimal starting dose of gonadotropins in
controlled ovarian stimulation (COS) protocols
has not been clearly established.

Objective: This study was designed to
compare the efficacy and safety of two simple
dosing algorithms, one based on anti-Millerian
Hormone (AMH) and the other on the antral
follicle count (AFC), to determine the starting
dose of recombinant follicle-stimulating
hormone (r-FSH) for COS in women undergoing
assisted reproductive technology (ART).
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Methods: Controlled ovarian stimulation
was performed using down-regulation
protocol. After 14 days of GnRH agonist
administration, patients were randomized to a
predefined AMH- or AFC-based algorithm for
determination of the r-FSH starting dose.

Results: The number of cycles with the
desired response was similar when r-FSH
dose was determined using AMH or AFC
(36.1% vs 29%, p = 0.2). However, there was
a significant difference between the two
groups in the number of cycles with a hyper-
response (8.9% in the AMH group vs 17.8% in
the AFC group, p = 0.02), but the incidence
of ovarian hyperstimulation syndrome
(OHSS) was similar. There were no significant
differences between groups in outcomes
per embryo transfer, including implantation,
clinical pregnancy, multiple pregnancy and
miscarriage. However, statistically significant
differences were evident when the different
predefined level subgroups of AMH or AFC
were compared.

Conclusion: The two algorithms are
equally effective for defining the starting
dose of rFSH, however, the cut-offs need to
be re-identified. This study provides useful
information from which to develop protocols
to further validate the use of either AMH or
AFC to guide the starting dose of r-FSH in
COS protocols.

Keywords: follicle stimulating hormone
(FSH), controlled ovarian stimulation, anti-
mullerian hormone (AMH), antral follicle
count (AFC).

GIGITHIEU

M6t cong doan quan trong trong cac
ki thuat hé trg sinh san (HTSS) la s dung
follicle- stimulating hormone (rFSH) dé kich
thich buéng tring [13]. Tiém rFSH moéi ngay
gitp duy tri néng dé FSH trén ngudng, tur do
thu dugc nhiéu nang noan phat trién va cé thé

choc hut dugc nhiéu noan [1]. S6 noan choc
hat dugc trong moét chu ki kich thich budng
tring dao déng tr 5-15 noan va co thé thay
déi theo tudi [29,38,36,33]. Bén canh d6, s6
lugng noan trong thu tinh trong 6ng nghiém
(TTTON) dugc xem la mot két cuc danh gia su
thanh cong vé lam sang [36] ctia mot chu ky
thu tinh trong 6ng nghiém.

Mét chu ki kich thich buéng tring thanh
cong la mét chu ki ¢6 su can bang gita loi
ich mong dgi va nguy co khdng mong muén.
Déap Ung qua muc vSi KTBT c6 thé gay hay
chu ky vi nguy co hoéi chiing qua kich buéng
triing (HCQKBT) kém véi ti & thu tinh thap
[27], ti 1& phoi tri it hon [20], va ti 1é lam t6
thap hon [35]. Nguogc lai, dap Ung budng
triing kém c6 thé lam tang nguy co hay chu
ki va han ché co hoi thanh cong trong TTTON
[15,19,16]. Vi vay, dé t&i uu hoa cc hoi thanh
céng trong KTBT, can c6 phuang tién chinh
xac dé du doan dap Uing buéng tring va diéu
chinh liéu thuéc hop ly trong qua trinh kich
thich budng tring tiép theo [22].

Mac du cac nha nghién cdu da khdo sat
mot s6 dac diém lam sang, ndi tiét, di truyén
va dac diém siéu am [37], ngudi ta van khé
xac dinh yéu t6 chi diém dang tin cay cho
dap Ung bubdng tring [7,2,8]. Diéu nay cé
thé do moi bénh nhan c6 dap ung vai KTBT
khac nhau va qua trinh giam sé lugng nang
noan theo tudi khac nhau [7]. Thém vao d¢,
cac test khdo sat du trit budng triing con han
ché trong viéc du doan dap Ung qua muc vai
KTBT [2,8].

Mac du cac gonadotropin da dugc dung
trong cac phac dé KTBT tir han 20 nam nay
nhung ngudi ta van chua cé phac dé xac
dinh liéu dau tét nhat. Viéc xac dinh liéu
dau hién nay chu yéu van con dua vao kinh
nghiém lam sang hon la cac bang ching
khoa hoc. Cach ti€p can nay bo qua dap ung
budng triing khac nhau gitta cac ca thé khac
nhau. Bén canh d6, mét s6 nhém nghién ciu
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dua ra cdc mé hinh dinh liéu dau FSH trong
cac phac dé HTSS.

Trong mét nghién ctu khao sat vé tudi, chi
s6 khoi (BMI), d6 dai chu ki diéu tri, tinh trang
hut thubc, sé nang noan thi cap dau chu ki
(AFC), thé tich budng tring, chi s Doppler
danh gia tusi mau mé dém bubdng tring,
nong d6 FSH, luteinizing hormone (LH),
estradiol, inhibin B va testosterone, ngudi
ta nhan thay hai yéu t6 chi diém quan trong
nhat cGia dap iing budéng tring la AFC va tudi
mau mo6 dém budng tring [29]. Dua vao két
qud nghién clu trén, cac tac gid dua ra moét
md hinh xac dinh liéu FSH khai dau can thiét
dé dat s6 noan ly tudng (dugc dinh nghia la
tu 5-14 noan) [29,30]. Howles va cs phan tich
dir liéu tir 2280 bénh nhan dugc diéu tri HTSS
bang mo hinh héi quy bac thang va sir dung
néng do FSH co ban, BMI, tudi va AFC nhu
la cac yéu t6 chi diém quan trong nhat cho
dap ung buodng tring [13]. Nhdm nghién cdu
CONSORT da s dung 4 bién s6 nay dé phat
trién thanh mot céng thic giup xac dinh liéu
dau r-FSH, sau d6 4p dung trong mét nghién
ctu thd nghiém md, khéng so sanh trén
nhiing phu nir dudi 35 tudi. K&t qua ghi nhan
viéc st dung mé hinh nay gitp tang sé chu
ky c6 s6 noan choc hut phu hgp cao [25]. M&i
day Yovich lai m6 td mét cong thic khac dya
trén nong d6 FSH, AFC vao ngay 2, AMH, BMI,
tudi va tinh trang hat thudc, gitp gidm tan
suat QKBT [39].

Tuy nhién, cac mo hinh xac dinh liéu dau
FSH trén kha phuc tap va can phai xac dinh
nhiéu chi s6. Fleming va cs (2006) da dua ra
mot cac tiép can don gian hon, chi st dung
mét chi s6 don doc nhu AFC hodc néng do
AMH [10]. Po AFC la mét phuang phap théng
dung dé xac dinh du trit buéng tring trudc
khi bat dau diéu tri HTSS [12]. Tuy nhién,
phuong phéap nay c6 mét s6 han ché. AFC
don doéc duong nhu khéng c6 giad tri lam
sang cao trong du doan két qua thai [2], va
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dé st dung chi s6 nay that hiéu qua, can cé
su thong nhat trong cach do ludng gilta cac
bac si & mbi trung tam va gilta cac trung tam
v&i nhau [3].

AMH la mot chat dugc cac nang noan tién
héc va nang noan nho tiét vao mau. Nong
dé AMH huyét thanh biéu hién mét quan thé
nang noan dang phat trién [18]. Tuy nhién,
ngugc lai v&i AFC, AMH dugc chiing minh c6
thé dung trong tién doén ti 1é thai lam sang
[23] va c6 thé du doan dap Ung budng tring
vGi KTBT [28,10,23,24]. N6 dugc xem nhu mot
yéu t6é day tiém nang gilup téi uu hoa chi phi
diéu tri va gidm nguy co lam sang & nhiing
phu nir diéu tri HTSS [18]. Cac nghién cdu so
sanh cho thdy cd AMH va AFC déu c6 thé tién
doan dap Ung qua muc [5] va dap Ung kém véi
KTBT [4]. Nelson va cs. da st dung chi s6 AMH
dé hé trg lua chon phac d6 KTBT (agonist/
antagonist, c6 hodc khéng kém FSH, va &
nhing liéu khac nhau) cho két qua kha quan,
nhat la giam HCQKBT [23].

Ly do chinh chung t6i thuc hién nghién
ctiu nay la dé khao sat va phat trién mot
phuong phap don gidn, hiéu qua va hiu
dung trong lam sang gilp ca thé hoa liéu
dau FSH trong cac chu ki HTSS. Vi vay, ching
t6i so sanh hiéu qua va do an toan cua hai
phuong phap dinh liéu don gian nay, mot
dua trén AMH va phuaong phéap con lai dua
trén AFC, dé€ huéng dan dinh liéu dau FSH tai
t6 hop (GONAL-f) trong KTBT & nhirng bénh
nhan diéu tri HTSS.

PHUONG PHAP NGHIEN CUU

Pay la moét nghién ctu thi nghiém lam
sang ngau nhién khéng mu dugc tién hanh
to 1/10/2011 dén 31/8/2012. Dinh luong
FSH co ban, do AFC va AMH vao ngay 2 hay
3 cta chu ky kinh dugc tién hanh trong vong
3 thang trudc khi bat dau thuc hién nghién
ctu. Thai diém két thuc nghién clu dugc xac
dinh bang két qua thi thai am tinh theo quy

Tap chi PHU SAN

Tap 11,601
Thang 3-2013




TAP CHi PHU SAN - 11(1), 6879, 2013

trinh lam sang thudng quy (d6i véi cac bénh
nhan khong cé thai), hodc thai lam sang xac
dinh trén siéu am tur 6-7 tuan sau khi chuyén
phoi (d6i v&i cac bénh nhan co thai).

DAN SO NGHIEN CUU

Tat ca cac bénh nhan diéu tri HTSS thoéa
cac tiéu chuén sau sé dugc mai tham gia vao
nghién ctu. Tiéu chudn nhan gom: dudi 40
tudi & thoi diém bat dau diéu tri FSH, c6 chi
s6 khoi (BMI) dudi 28 kg/m?, c6 néng d6 FSH
cd ban < 12 IU/L trong vong 2 thang trudc
khi bat dau diéu tri phac d6 down-regulation,
dugc diéu tri bang phéac dé dai GnRH agonist
(bat dau tlr ngay 21 cda chu ki kinh truéc) va
dong y tham gia vao nghién ctu. Cac bénh
nhan bi loai khoi nghién ctu khi dang tham
gia mot nghién ctu thi nghiém lam sang
khac hodc cé st dung dong thoi LH hoac
hCG/FSH chiét xuat ti nudc tiéu trong chu
ky nghién cuu.

PHACDO TTON VA XACDINH LIEU DAU rFSH

Bénh nhan dugc KTBT bang phac d6 dai
GnRH agonist (bat dau tU ngay 21 tU chu
ky trudc). Phac dé down-regulation duoc
theo d6i theo quy trinh thudng quy. Khi qua
trinh down-regulation dat yéu cau (néng d6
estradiol huyét thanh < 60 pmol/L), cac bénh
nhan dugc phan chia ngau nhién theo danh
sach ngau nhién t may tinh dé xép vao nhanh
dung AMH hoac AFC dé xac dinh liéu dau FSH
(GONAL-f), sit dung moét cong thic dinh liéu
dua theo dong thuan gilra cac nha nghién ctu
lam sang (Bang 1). Liéu dau t6i thiéu va téi da
cla rFSH lan lugt la 150 va 375 IU/ngay. Liéu
dau clia rFSH dugc cho trong 5 ngay, sau dé
ngudi nghién ctu cé thé diéu chinh liéu dua
trén nhiing danh gia lam sang.

Su phat trién nang noan dugc theo déi
bang siéu am va néng dé LH va E2, bat dau
tU ngay 5 kich thich buéng tring sau d6 moi
2-3 ngay phu thuéc vao kich thudc nang

noan. Tiéu chudn tiém hCG la khi it nhat c6
2 nang noan Ién nhat dat 17mm. Choc hut
tring dugc tién hanh 36 gid sau tiém hCG.
Chuyén phéi dugc thuc hién 2 ngay sau choc
hut tring. O pha hoang thé, bénh nhan duoc
dung progesterone dang gel (Crinone 8%
90mg, 2 lan 1 ngay).

Bang 1: Liéu FSH tdi t6 hop dya trén AMH hoiic AFC

Nongdo AMH | .. . AFC (trén ca hai bugng
(Nhanh 1) | L€y dau rFSH V)| 0 G0y (Nhanh 2)
<0.7 ng/mlL 375 <6
0.7-2.1 ng/ml 25 610 <15
> 2.1 ng/ml 150 >15
YEU TO DANH GIA KET QUA

K&t cuc chinh la ti |& bénh nhan cé dap
Ung budng triing phu hop, dugc dinh nghia
la 8-12 noan choc hut dugc. Gigi han nay dua
trén cac di liéu trén 2818 chu ky choc hut
noan nam 2010 tai IVFAS, bénh vién An Sinh.
Gidi han dudi la 8 noan dugc dua trén quan
sat 1a dé co it nhat 1 phoi du dé trit lanh thi
s6 noan tGi thi€u la 8. Néu s6 noan dudi 8, ti
[& bénh nhan cé it nhat 1 phoi trir chi la 5.1%,
trong khi néu s6 noan tu 8 trg 1én, ti 1é bénh
nhan co it nhat 1 phoi trir 1a 50.8% (OR 9.1;
khodng tin cay 95%, 3.7-16.5).

Két cuc phu bao gém: ti |& bénh nhan
dap ung kém (<3 noan); ti 1é bénh nhan dap
Ung qua muc (> 20 noan); sé noan Mill; s6
noan choc hut dugc; sé noan 2PN; s6 nang
noan truéng thanh >14mm vao ngay tiém
hCG; néng d6 E2 vao ngay hCG; liéu rFSH
(lieu hang ngay, thaoi gian diéu tri, tong liéu);
ti 1é thai lam sang; ti 1é da thai; ti [ [am t6 (tui
thai c6 tim thai trén t8ng sé phéi chuyén); ti
[é hay chu ki trudc khi tiém hCG do dap ung
kém hoac dap Uing qua muc.

DO AN TOAN
Ti 1é QKBT vla va nang dugc ghi nhan lai.
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Ti 1é QKBT trung binh dugc dinh nghia la dau
bung vira, buén nén + noén, dich 6 bung trén
siéu am va kich thudc budng triing thudng tu
8-12 cm. QKBT nang dugc dinh nghia la dich
6 bung trén lam sang (thinh thoang tran dich
mang phdi), thiéu niéu, c6 dac mau (Hct >
45%), gidm protein mau va kich thudc buéng
trang thuong > 12 cm.

PHAN TiCH THONG KE

Dua vao gia dinh cé it nhat 16% khac biét
vé ti 1é bénh nhan thu dugc 8-12 noan gita
2 nhém AMH va AFC, vGi 90% nang luc mau
va gia tri p kiém dinh 2 phia la 0,05, s6 bénh
nhan can la 120 ngudi méi nhom (téng cong
240). Uéc tinh ti [& bo nghién cdu la 10%,
do d6, c& mau cudi cung la 140 bénh nhan
moi nhém (téng cong 1a 280). Muc tiéu la
€6 40/60/40 bénh nhan cho cac phan nhém
AMH hoac AFC cao/ vua/ thap nhu da dinh
nghia trong cong thuc dinh liéu. Tuy nhién,
sau khi 280 bénh nhan da dugc phan bé
ngau nhién, sé bénh nhan trong cac phan
nhém AMH thap va AFC cao khong dat yéu
cau. Vi vay, chlng toi ti€p tuc tuyén thém
bénh nhan vao nghién ctu véi muc dich dat
dugc ¢ mau yéu cau cho mdi phan nhom.
Tuy nhién, sau khi nhan du bénh nhan cho
phan nhém AFC cao, ching to6i quyét dinh
ding thu thap s6 liéu do s6 trudng hop cé
néng do6 AMH < 0.7 ng/mL rat hiém va hau
hét bénh nhan véi ndng d6 AMH trong giéi
han nay thudng dugc chon huéng xin tring
hon la dugc KTBT.

S6 bénh nhan c6 s6 noan choc hut 8-12 &
mo&i nhom dugc so sanh bang test Chi binh
phuang. Chiung téi ap dung dudng cong ROC
dé phan tich cac gia tri tién doan AMH, AFC
dé du doan téng liéu rFSH va s6 noan choc
hat dugc. S6 noan trung binh dugc so sanh
gitta 3 phan nhém ctia AMH va AFC st dung
test ANOVA dé cho thay su khac biét vé sé
noan, do nhay va dé dac hiéu clia cac ngudng
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gia tri khac nhau ctia AMH va AFC dé du doan
dap ung buéng tring.

KET QUA

Téng cong c6 348 bénh nhan diéu tri
HTSS dugc nhan vao nghién ctu. Dac diém
bénh nhan dugc tom tat trong bang 2. Bénh
nhan trong hai nhém noéi chung vé co ban
kha tuong duong nhau ngoai trd nhiing
nhém bénh nhan dugc dinh liéu bang AMH
c6 ndng d6 AMH va AFC thap hon cé y nghia
so v&i nhom dugc dinh liéu bang AFC. Cac
phan nhém trong nhanh AFC (AFC < 6 [n
= 46], 6-15 [n = 77] hay > 15 [n = 51]) déu
c6 nbng d6 AMH va AFC cao hon cac phan
nhém trong nhanh AMH (AMH < 0.7 ng/mL
[n=17], 0.7-2.1 ng/mL [n = 62] or > 2.1 ng/
mL [n = 94]).

S0 SANH DAP UNG BUONG TRUNG GI'A 2 CONG THU'C
DINH LIEU DUA TREN AMH VA AFC

S6 noan cé dap ung vGi KTBT nhu mong
muon la tuong duong & ca 2 nhom dinh liéu
bang AMH hodc AFC (Bang 3). Su khac biét c6
y nghia thong ké gitta 2 nhém vé s6 chu ky dap
Ung qud muc (Bang 3). Su khac biét cé y nghia
théng ké cling dugc ghi nhan khi so sanh cac
phan nhém clia AMH hoac AFC.

Trong nhom dung céng thic dinh liéu dua
trén AMH, c6 su tang c6 y nghia vé téng liéu
va liéu rFSH hang ngay, va tang c6 y nghia
s6 nang noan >14mm vao ngay tiém hCG,
s6 noan, s6 noan MIl va s6 phoi khi néng dé
AMH tang. S6 chu ki c6 dap ting mong muén
[a 5.9% & phan nhém AMH < 0.7 ng/mL, 38.7%
& phan nhém 0.7-2.1 ng/mL va 38.3% & phan
nhém > 2.1 ng/mL (p=0.02). S6 chu ky dap
tng kém thap han cé y nghia & phan nhém cé
AMH thap nhat (p<0.01).

Trong nhém dung cong thuc dinh liéu
dua trén AFC, c6 su gidm c6 y nghia s6 ngay
kich thich budng triing cling nhu téng liéu
va liéu rFSH hang ngay, va tang cé y nghia s6
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nang noan > 14mm vao ngay hCG, s6 noan, s6 noan Mll va sé phéi khi chi s6 AFC tang Ién.
Ngugc véi AMH, sé chu ky cé dap itng mong muén khong khac nhau c6 y nghia giira 3 phan
nhém AFC (28.9%, 35.5% va 17.6% trong nhém AFC <6, nhém 6-15 nang va nhém > 15 nang;
p=0.09). Phan nhom AFC <6 c6 dap ung budng tring kém va phan nhém > 15 nang cé dap
ng buéng tring nhiéu hon c6 y nghia thong ké.

Bang 2: Dic diém bénh nhan (n = 348).

Diic diém (trung vi + SD) AMH (n=174) AFC(n=174)
Tugi 32.3:4.0 33141
Chi 56 khéi co thé (kg/m?) 20821 20819
FSH (1U/1) 5725 58+24
Fl 0504 0503
AMH (ng/ml) 26+17 31+19°
AFC 8.9:48 11.2£64"

*p <0.01 so v6i nhom AMH

AFC: s6 nang noan thu cap; AMH: anti-Mullerian hormone; FSH: follicle-stimulating hormone;
FTI: free testosterone index; SD: standard deviation.

Bang 3: Du ligu vé ddp tng budng tring

S6 chu ky (%) AMH AFC p

Dap ung buéng tring (n = 338)

Mong mudn 36.1 29.0 0.2
Kém 10.1 47 0.09
Cao 8.9 17.8 0.02

Hoy chu ky (n = 348)

Do ddp dng kém 1.7 1.1 1.0

Do ddp ung qud mc 0.6 0.6 1.0

50 SANH CAC KET CUC PHU GIU'A 2 CONG THUC DINH LIEU DUA TREN AMH VA AFC

Dt liéu vé kich thich buéng triing & cac nhém dung nhiing phuong phap dinh liéu khac nhau
dugc trinh bay trong bang 4. Khong co su khac biét cé y nghia thong ké gitta hai nhom vé tilé lam
t6 clia phdi, ti 1é thai lam sang, ti 1& da thai va ti 1é sdy thai. Trong nhom AMH, ti 1é thai lam sang, ti
|& da thai, ti I& sdy thai va ti [& lam t6 c6 khuynh hudng tang 1én theo cac phan nhém cé néng dé
AMH tang dan, nhat la vdi ti [é thai lam sang. Khong khac biét cé y nghia théng ké gitia cac phan
nhom AFC vé ti 1é thai lam sang, ti 1é da thai, ti 1& sdy thai va ti 1é am té6.
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Bang 4: Do liéu vé két cyc phy

Trung binh = SD AMH AFC p
Kich thich budng tring (n=169) (n=169)

S6 ngay kich thich bubng tring 11.8+1.6 116+1.3 0.2
Liéu trung binh FSH

Tong ligu (IU) 2694 £ 1053 28721188 0.1
Méi ngay (IU/ngay) 22471 243+ 84 0.03
S6 nang =14 mm/ngay h(G 8743 10.9£5.1 <0.01
S6 noan choc hit dugc 10.8+6.3 13.6+7.3 <0.01
Mil 8.9£55 111264 <0.01
S6 phoi 6341 8147 <0.01
S6 phoi chuyén 3112 3014 0.5
S6 phoi tri 1725 2733 <0.01
Két qua / chuyén phei (%) (n=158) (n=145)

Beta-h(G duang tinh 45.6 55.2 0.09
Ti lé thai lam sang 38.0 46.9 0.2
Ti lé da thai 16.5 15.2 0.1
Ti lé sdy thai 7.0 8.3 0.2
Tile lam 16 coa phoi 20.8 19.3 0.1

AFC: antral follicle count; AMH: anti-Mullerian hormone; hCG: human chorionic gonadotropin;

n, number; SD: standard deviation.

S0 SANH iCH LG CUA HAI CONG THUC DINH LIEU RFSH DUA TREN AMH VA AFC
Dién tich dudi dudng cong ROC clia AMH, AFC va ti 1é AMH/AFC (khoang tin cay 95%) dé du
doén dap tng budng tring kém (<3 noan choc hut dugc) lan luot 1a 0.88 (0.81-0.95) va 0.71 (0.61-
0.8), (tat ca déu c6 p<0.0001). Cac gia tri nguéng dé du doan dap ting kém dugc trinh bay & hinh 1.

Hinh 1: Gid tri nguiing coa AMH (A) va AFC (B) trong dy dodn ddp ing BT kém
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D6i véi du doan dap Uing budng triing qua muc (>20 noan choc hut dugc) dién tich dudgi dudng
cong ROC (Cl 95%) la c6 y nghia thong ké (p<0.0001) doi véi AMH (0.76; 0.69-0.83) va AFC (0.81;
0.74-0.88), nhung khéng y nghia déi véi ti 1é AMH/AFC (0.47; 0.39-0.857; p=0.6). Cac gia tri nguéng
kém theo dugc trinh bay & hinh 2.

Hinh 2: Gid tri nguéng cia AMH (A) va AFC (B) trong dy dodn ddp dng buéng tring qud mic
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SO SANH DO AN TOAN CUA HAI CONG THUC DINH LIEU DUA TREN AMH VA AFC

Tan suat QKBT khong khac biét c6 y nghia théng ké gilta 2 nhom nghién cu (2/174 [1.1%)]
trong nhdm AMH so véi 8/175 [4.6%] & nhom AFC; p=0.1). Trong nhdm AMH c6 1 ca QKBT nhe va
QKBT trung binh. Trong nhom AFC, 2 ca QKBT nhe va 6 ca trung binh.

BAN LUAN

Nghién ciu nay cho thdy cong thic dinh
liéu dau rFSH dua trén AMH va AFC ¢6 hiéu
qua tuong duong nhau do khong cé su khac
biét cé y nghia thong ké gilra 2 nhom vé ti lé
chu ky c6 dap ting mong muén (8-12 noan)
(vai ti 1é lan luot 1a 36.1% va 29%). Két qua
nay tuong tu nhu két qua cia mot téng quan
khao sat gia tri cila AMH va AFC trong dy doéan
du trir budng tring, cho thay kha nang du
doan dap tiing budng triing ctia 2 chisé trén la
tuong duong nhau [4].

Trong nghién clu nay, s6 chu ky diéu
tri c6 dap ung buéng triing mong mudn (8
dén 12 noan) la khodng 30%. Chung t6i kha
nghiém ngat trong viéc dua ra tiéu chuan
dé dinh nghia dap ting buéng triing mong
muén dua vao kinh nghiém lam sang cla
ching t6i véi muc dich cac chu ky diéu tri
c6 phoi trir ma khéng tang nguy co QKBT.
Cac nghién ctu khac st dung gidi han réng

han, chdng han 5-14 noan [29], gi6i han dudi
la 5 noan clng giéng véi két qua cta Broer
[4]. CAc nghién cuu trudc day khdo sat gia
tri cia AMH trong du doan dap Ung buéng
tring c6 gidi han duéi cta dap Uung budng
tring mong dgi la 4-6 noan [4], dugi gia tri
8 trong nghién cdu nay. Tuy nhién, cac nha
nghién ctu déu théng nhat la rat kho tién
doan dugc dap ung budng tring, dan dén
kho xac dinh khoang dap tng budng tring
ly tuéng, nhat la & nhitng dan s6 khac nhau
nhu cdc bénh nhan chau A nhu trong nghién
cUu cla chung toi.

S6 chu ky c6 dap ung buéng tring qua
muc cao hon cé y nghia & nhom AFC so véi
nhém AMH (17.8% so v&i 8.9%; p=0.02). Diéu
nay c6 thé do su khac biét vé dac diém co ban
gitra 2 nhom, du da dugc phan bé ngau nhién.
Dac biét, nébng d6 AMH va chi s6 AFC trung
binh cao hon cé y nghia & nhom AFC so véi
nhém AMH. Nong d6 AMH dugc xem la mot
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chat chi diém tiém nang cho cac trudng hgop
tang nguy ca QKBT, v&i nhitng bénh nhan bi
QKBT c6 néng do AMH cao hon 6 lan so véi
nhém ching cung d6 tubi va can nang [21].
Ngoai ra, tat ca cac chu ky bi hay vi nguy co
QKBT xay ra & nhiing phu nit c6 néng d6 AMH
>7ng/mL[11,17].

Su khac nhau vé AMH va AFC gilra 2 nhém
st dung cong thic dinh liéu khac nhau dudng
nhu clng la nguyén nhan cho s6 nang noan
>14mm, sé noan choc hat dugc, s6 II, sé phoi
va s6 phéi trir cao hon 8 nhém AFC so véi nhém
AMH. Viéc diéu chinh liéu rFSH trong qua trinh
KTBT dudng nhu khong gay tac dong trén két
qua dap ung budng tring.

Mot yéu t6 khac ¢ thé anh hudng dén két
qud ctia nghién cdu nay la cac gia tri nguéng
dugc chon trong méi céng thic dinh liéu.
Khi so sanh cac két cuc gitta 3 phan nhém
clia nébng d6 AMH, hon 70% & nhiing ngudi
c6 néng d6 AMH thap nhat (<0.7 ng/mL) cé
dap ung buéng tring kém va ngay ca khi
tang liéu rFSH dén 375 IU van kho6 dé bu lai
dap ung kém dé. Két qua nay ciing phu hop
vGi mot bao cao trudc day rang nhiing bénh
nhan cé néng d6 AMH < 0.7 ng/mL c6 dap
ung vGi KTBT kém va ti 1é thai lam sang thap
hon mac du dugc dung liéu rFSH cao haon
nhirng ngudi c6 néng d6 AMH cao hon [23].
Cac gia tri ngudng ctia AMH nam trong gigi
han ti 0.5-1.1 ng/mL da dugc dung trong cac
nghién cltu trudc day dé du doan dap ung
buéng tring [4,9].

Gid tri nguéng cla AMH trong nghién
cUu nay dugc dua trén cac nghién cdu trudc
day, thuc hién trén dan s6 ngudi Anh [24].
Tuy nhién, néng d6 AMH dugc ghi nhan thay
déi theo ching toc [32], va chua c6 di liéu
chuyén biét cta chau A. Pap Ung budng
tring & nhiing phu nirgéc chau A c6 thé thap
hon nhing phu nit thudc ching toc da trang,
theo s6 liéu dugc phan tich ti hon 20,000
chu ki ctia H6i H6 trg Sinh San (Society for

VUGNG THI NGOC LAN, HO MANH TUGNG, NGUYEN KHANH LINH, VO NHAT KHANG, NGUYEN TH| NGOC ANH

Assisted Reproductive Technology , SART)
[31]. Nguéng AMH dé du doan dap ung kém
trong nghién ctu nay la 1.38 ng/mL, cao hon
dang ké so vai nguéng AMH dung cho phan
nhém dap ¢ng budng tring thap nhat (< 0.7
ng/mL) dé dugc nhan liéu rFSH cao nhat. Vi
vay, cac bénh nhan cé nong d6 AMH tu 0.7-
1.38 ng/mL da dugc cho liéu thap hon can
thiét va c6 thé sé c6 két qua cai thién hon néu
liéu rFSH dugc st dung cao hon.

So séanh sé chu ky cé dap ing mong dgi
gira 3 phan nhom ctia AFC khéng cho thay
bat cu’ su khac biét cé y nghia thong ké nao,
cho thay rang cac gia tri ngudng dugc chon
trong céng thiic cia nhanh AFC phtu hgp hon
nhanh AMH. Ngoai ra, gia tri du doan dap
ung kém cda AFC trong nghién clu nay la
6 nang noan, khép véi dinh nghia cta phan
nhom AFC thap nhat dé dung liéu FSH cao
nhat. Diéu nay cling phu hgp véi cac gia tri
ngudng clia AFC (5-7 nang) dung trong cac
nghién ctu trudc day dé du doan dap ung
kém [4]. Nguagc lai, ti 1é ddp Ung qua muc
trong phan nhém AFC > 15 kha cao (37.3%)
cho thdy nhiing bénh nhan nay van cé dap
Ung cao ngay ca dugc st dung liéu dau la 150
IU.CS1& nén can nhacstrdung liéuthap hon &
nh{ing bénh nhan nay. Ngoai ra, nguéng AFC
dé du doan dap ung qua muc trong nghién
clu nay la 12.25. Vi vay, khi dung nguéng
AFC >15 dé€ nhan liéu dau rFSH 1a 150 IU, c6
mot ti 1€ nhiing bénh nhan cé AFC tu 12.25
dén 15 thuc té da nhan liéu cao han muc can
thiét (225 IU thay vi 150 IU)

DE tang ti 1& chu ki c6 dap ung buéng
triing mong dgi & ca 2 nhém s dung cong
thic dinh liéu khac nhau, can diéu chinh céc
gia tri ngudng giup xac dinh liéu dau. Nén
tinh dén kha nang can giam liéu dau rFSH &
nhing bénh nhan c6 AMH hoac AFC cao dé
giam ti |é dap ung qua muc. Cac giadi phap
dé tang liéu dau rFSH 8 nhém AMH hoac AFC
thap nhat c6 thé khéng hiéu qua vi dudng
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nhu du trit buéng tring co ban & nhiing
bénh nhan nay da rat thap.

D{r liéu tu nghién ctu trén cho thdy AMH
c6 thé thay thé AFC hodc FSH nhu la yéu t6
du doéan dap ung buéng tring kém [8]. Diéu
thu vi 13, khi stt dung cung tiéu chudn <3 noan
choc hut dugc, gid tri ngudng cla dap Ung
kém & bénh nhan Viét Nam cao hon cac dan
toc khac (1.38 ng/mL so véi 0.5-1.1 ng/mL)
[2]. Ngugc lai, AFC dudng nhu la mét yéu to
du doéan dap ting qua muc tot hon AMH. Mot
lan nia, gia tri nguéng & nguai Viét Nam cling
khac v&i nhitng bdo cao trudc day & cac ching
toc khac (<4 so vé6i < 10) [2]. Diéu nay c6 thé
do cach dinh nghia khac nhau vé dap ung
qua muc. Ti 16 AMH/AFC kém chinh xac hon
AMH hay AFC don d6c trong du dodn déap Uing
budng tring kém hay qua muc.

VGi moét s6 khac biét nhd, cd AMH va AFC
dudng nhu déu co thé du doan dap tng budng
tring va giup xac dinh liéu dau rFSH. Vi vay, dé
ap dung vao lam sang, ching ta c6 thé xét thém
cac yéu t6 khac dé lua chon. Cac loi diém cla
AMH bao gém 6n dinh trong chu ky [6,17,11]
va ¢6 thé thuc hién vao bat cir ngay kham nao
cla bénh nhan [4]. Nguogc lai, AFC can phai
dugc thuc hién vao dau pha nang noan, bai
mot ngudi siéu am co ki nang [4,26] va ky thuat
do phai dugc chuan hoa [3].

Nghién ctu nay la mét trong nhitng nghién
cu dau tién so sanh hai cong thuc dinh liéu
dau rFSH cho KTBT dua trén AMH hay AFC. Ca
hai cong thiic déu co gia tri st dung trong lam
sang nhung can xac dinh lai cac gia tri nguéng
thich hgp. Ngoai ra, can cé nhiing khuyén cao
riéeng cho tung ching téc va KTBT tiép can
theo tiing bénh nhan van la mét muc tiéu quan
trong nhat [8]

Can c6 thém cac dir liéu trudce khi st dung
rong rai AMH hodc AFC dé xac dinh liéu dau
rFSH & cac trung tam TTTON. Thém vao dé, can
xét ca hiéu qua kinh té trong diéu tri [34]. Tuy
nhién, nghién ctu nay da cung cap cac théng

tin hitu ich dé phat trién cac phac dé dinh liéu
dau rFSH dya trén AMH hay AFC nham cai thién
két qua & bénh nhan diéu tri HTSS.
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