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TOM tat

Nghién cuu dugc tién hanh nham muc dich so sanh hiéu qua kich thich
budng tring bang hMG tinh ché cao (HP-hMG - highly purified human
menopausal gonadotropins) va FSH tdi to hop (rFFSH - recombinant follicle
stimulating hormone) trong phéc do antagonist thu tinh trong 6ng nghiem. 257
bénh nhan dugc phan nhom ngau nhién va dugc diéu tri bang HP-hMG (127
bénh nhan) va rFSH (130 bénh nhan). Cac bénh nhan déu dugc tién luong
d&p ung tot voi kich thich budng tring vdi tudi tu 35 tro xuéng, AMH >1,1ng/
ml va AFC >=7. Liéu thudc tuong duong 6 hai nhom. Két qua: tong sé noan,
56 noan GV, MI, Mll, thoai hod va sé phoi thu dugc tuong duong nhau 6 ca 2
nhom. Ti lé thai lam sang 6 nhom diéu tri HP-hMG cao hon so véi nhom rFSH
(37,8% so vdi 32,3%), tuy nhién su khdc biet khong co y nghia thong ke.

Tir khoa: HP-hMG, rFSH, antagonist, kich thich budng tring, thu tinh
trong 6ng nghiém.

Abstract

COMPARING THE EFFICACY OF HP-HMG
WITH RFSH FOR OVARIAN STIMULATION IN
ANTAGONIST PROTOCOL

The aim of this study was to compare the efficacy of highly purified
human menopausal gonadotropins (HP-hMG) vs recombinant follicle
stimulating hormone (rFSH) for ovarian stimulation in IVF patients
undergoing antagonist protocol. 257 infertile women were randomly treated
with HP-hMG (127 patients) and rFSH (130 patients). All patients were
predicted normal response to stimulation with age < 35, AMH >1,1ng/ml,
and AFC >=7. Gonadotropins doses were similar in both groups. Results:
there were no statistical differences in terms of total oocytes retrieved, M,
MI, and degeneration oocytes. The clinical pregnancy rates in HP-hMG
and rFSH groups were 37.8% and 32.3%, respectively; however, there
were no statistical differences between 2 groups.

Keywords: HP-hMG, rFSH, antagonist, ovarian stimulation, IVF.



1. bat van dé

Trong nhing ném gan day, viéc kich thich
budng tring ¢ nhiéu tién bo véi nhigu thusc trén
thi trusng véi myc dich tao nén nhigu tring t6t va
chét lugng phoi tét, lam tang ty le c6 thai trong
thy tinh éng nghiém. Dau tién la céc san phdm
chiét xuédt tU nudc tiéu nhu human menopausal
gonadotropins (hMG), uninary follicle stimulating
hormone (uFSH), human chorionic gonadotropin
(hCG). Nhang sén phém téi t6 hgp nhu rFSH va
rlH dang dugc su dung phé bién. Gan day, HP-
hMG (highly purified hMG) la logi FSH nudc tigu
tinh ché cao da cé mat trén thi trusng cho phép
tiem dudi da dé kich thich busng tring trong thy
tinh trong éng nghiém (in vitro fertilization - IVF).

Chét lugng tring trong IVF cé thé anh huéng
bsi lieu gonadotropins, loai gonadotropin va cdc
yéu 16 lien quan khéc trong kich thich budn tring.
Céc thi nghiém lam sang vé gonadotropin thusng
tép trung vao cdc khia canh lém sang nhu sé lugng
céc nang tring choc hot hodc i lé c6 thai. Tren the
giGi da cé cdc nghién clu vé so sanh téc dung cua
HP-hMG va rFSH. Mét nghién ctu phan tich gop
cho théy hMG khéng thép hon so véi rFSH déi véi
ty lé c6 thai va ty lé sinh séng [1]. Mét s6 nghién
ctu khdc cho thdy ty lé sinh séng cao hon & nhém
HP-hMG so véi rFSH [2]. Tuy nhién hau hét cac
bdo cdo chi dp dung cho phdac dé agonist ma rét
it nghién cdu trén phac do kich thich busng tring
antagonist. Tai Viét Nam chua ¢6 nhigu nghién cou
vé véin dé nay. Do véy nghién ctu nay thyc hién véi
muyc tiéu so sanh hiéu qué coa HP-hMG var rFSH dé
kich thich buang tring trong phdc d6 antagonist.

2. boi tugng va phuong
phap nghién cu

2.1. Péi tuong nghién cou

257 bénh nhan thyc hién thy tinh frong 6ng nghiém

Tieu chuén lya chon: fién lugng ddp Ung 16t véi
kich thich busng tring, tuéi tU 35 tré xuéng, AMH
>1,1ng/ml vat AFC >=7. Bénh nhéan s dung phac do
antagonist. Khéng cé bét thusng néing vé tinh frung.

Tieu chudn logi tru: bénh nhan st dung phdc
dd agonist, cho nhan noén, cé tien su say thai lién
tiép, tien si bénh néi tiét hoaic chuyén hod.

2.2. Phuong phap nghién ciou

Nghién ctu tién cou, v6i ¢6 mau thuan thién
trén 257 bénh nhan, dugc chia ngédu nhién thanh
2 nhém: nhém si dung HP-hMG gém 127 beénh
nhan, 130 bénh nhan so dung rFSH

Céc chi tieu nghién cou bao gom:

- Dac diém lam sang: tusi, phan logi vé sinh,
AFC, 56 noan thu dugc, ti lé ¢6 thai

- Dac diém can lam sang: s6 noan MI, MIl, GV,
s6 phoi

Bénh nhan dugc kich thich budng tring bang
phéc do antagonist ¢6 dinh: su dyng HP-hMG
(Menopure; Ferring Phamaceuticals) hogc rFSH
(Follitrope; LG Life Sciences) tiem dudi da bét dau
v&o ngdy 2 cla vong kinh. Vao ngay 6 cia vong
kinh, theo dai kich thuéc nang nodan béng siéu
ém va két hop tiém litu GnRH antagonist 0,25mg
(Orgalutran, MSD). Tiem hCG khi cé it nhét 2 nang
=18 mm, choc tring dugc tién hanh tai thai diém
36 gis sau tiem hCG. Chuyén phoi dugc thyc hién
vao ngay 3. Ti lé cd thai dugc xdc dinh khi thy
BhCG ngay thu 14 = 25IU.

2.3. Phuong phap phan tich x¢ ly sé liéu

Do lieu dugc thu thap béng phiéu thu thap
théng tin, sau dé dugc xu ly béng phan mém stata
12.0. Céc s6 lieu dugc kiém tra phan bs chudn
trusc khi so sanh bang ttest. Dung thuat todn
Mann-Whitney dé kiém dinh sy khac biét cho phan
bé khong chudn.

2.4, Pao duc nghién cuu

Phigu thu thap théng tin dém bdo tuyét déi bi
mat thong tin cho bénh nhan, cac két qua dugc léy
tai Trung tam H6 trg sinh sén Quéc gia. Cdc thong
tin hoan toan dugc méa héa va gio bi mét, chi phyc
vy cho nghién cuu.

3. Két qua

Chong t6i thu dugc sé lieu cua 257 benh nhan,
véi do tudi cia bénh nhan thdp nhét la 15, cao
nhét la 64, tusi trung binh l& 29,25, bénh nhan
tusi nhé nhét la 21 tuéi, 6n nhét la 35 tudi. Trong
nhém déi tugng nghién ciu, nhing bénh nhan
tham gia nghién ctu & dé tusi 26-30 chiém ty le
cao nhét (53,7%), thép nhét [ nhém tu 21-25 tuéi
(9,7%), nhém tu 31-35 tusi chiém 36,6%. Sy phan
bé theo nhom tuéi dugc thé hién trong béng 1.
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Biu do 2. So stnh sy phin b AFC gidia 2 nhom bgnh nhan

Khi so sanh vé d6 tusi gita 2 nhém beénh nhan
dung HP-hMG va rFSH, ching t6i nhan théy khong
c6 sy khac biét c6 y nghia théng ké vé s6 bénh
nhan diéu tri béing 2 thuéc trén trong téng s6 bénh
nhan, s6 bénh nhan 6 cac nhém 21-25 tuéi, 26-30
tusi, 31-35 tusi (p>0,05) (Bigu do 1).

Khi tién hanh dém s6 lugng cdc nang tring thy
cép, chung t6i nhan thdy gid tri trung binh trén 256
bénh nhan l& 11,43, ngusi nhigu nhét 32 nang, it
nhét 7 nang. O c& 2 nhém, s6 nang tring 7-10
nang chiém ti lé cao nhét (48,6%), 11-14 nang
chiém 33,9%, chi c6 17,5% bénh nhan cé tb 15
nang tré lén (Bang 2).

So sanh vé gid tri AFC gita 2 nhém bénh nhan,
ching t6i nhan théy kheng cé sy khac biet giva 2
nhém (Biéu db 2).

Ve nguyén nhan gay vé sinh: Khéng cé su khéc
biét cé y nghia vé nguyén nhan vé sinh 6 nhém do
voi va nhém khéng ré nguyén nhan, 2 nhém chiém

bét thusng t cung chiém ti lé nho, khong lam dusc
cdc test théng ke (biéu do 3).

Véi téng lieu cia 2 nhém khéng cé sy khéc
biet théng ke, chét lugng nodn coa 2 nhém digu tri
bang HP-hMG var rFSH khéng 6 sy khdc biét trén
cdce tieu chi s8 noan choc hit, s6 noan GV, M1,
M2, s6 noan thodi hod va sé phéi (béang 3).

Két qua c6 thai lam sang gita 2 nhém HP-hMG
va rFSH tuong Ung la 37,8% va 32,3%, tuy nhién
khong c6 sy khéc biet vé y nghia théng ke véi p =
0,357 (bang 4).

4. Ban luan

Hién nay nhigu logi gonadotropins dugc st dung
trong kich thich budng tring cho myc dich thy tinh
trong 6ng nghiém. Trén thé gisi da c6 vai nghien
cu thu nghiém lam sang ngéu nhién so sanh higu
qua cia HP-hMG va rFSH trong cdc chu ky thyc hién
IVF/ICSI. Nghién ctu da trung tém coa Cochrane
da chi ra HP-hMG mang lai i le ¢6 thai lam sang
v tré sinh séng cao hon, trong d6 sy khéc biét cé y
nghia théng ke & fi é tré sinh séng [2], tuy nhién viéc

Tap 16, 56 01
Théng 05-2018

152




sU dyng ligu digu tri khéc nhau da lam giam gid tri
cba nghién cdu nay. Hompes va cong sy chi ra réing
6 lieu tuong duong, tac dung kich thich budng tring
cba HP-hMG nhe hon, véi ti le huy chu ky do ddap
ung kém cao hon [3]. Méc du s6 lugng nang tring
théip hon, HP-hMG vén mang lai ti lé thai fién trién
tuong duong véi rFSH. 2 nghién ciu véi s6 lugng én
beénh nhan so sanh HP-hMG var rFSH cho két qué ti
lé qua kich tuong duong nhau [4]. Westerggard va
cong sy cong khong nhan théy sy khac biét giga HP-
hMG va rFSH trén ti lé thai tién trién va tré sinh séng
tinh trén bénh nhan, dong thsi cong khong tim thay
sy khdc biét trong cdc tiéu chi vé tring va nodn. Tuy
nhién ti lé thai lém sang cao hon & nhém hMG (OR
128; 95% CI, 1,00-1,64) [2].

Két qué coa nghién ctu nay cing chi ra 2 lieu
trinh digu tri c6 két qué tuong ty nhau trén céc tieu chi
t6ng s6 nodn thu dugc, s6 noan GV, MI, MIl, thodi
hod va 58 phéi thu dugc. Tuy nhién nghién clu cia
chung t6i chua danh gid dugc chét lugng cia noan
MIl v&x chét lugng phéi. Da cé nghién ctu chi ra énh
husng coa LH len chét lugng phoi: ti le phoi do 1
va d6 2 cao hon khi b6 xung LH véo ligu trinh digu
tri FSH trong lieu trinh digu tri agonist [5]. Mac du
nhing hiéu biét vé tac dung cta LH lam cdi thien chét
luong tring var phéi chua déy do, nhung LH ¢6 thé da
téc dong lén noan théng qua céc 1€ bao nang.

Ti lé thai lém sang cé cao hon 6 nhém digu
tri bang HP-hMG so véi nhém rFSH (37,8% va

32,3%), tuy nhién sy khéc biéet khong cé y nghia
théng ké. Két qua nay cia ching téi cong tuong
ty nhu két qua phan tich da trung tam cia du ligu
Cochrane [6]. Kinani va céng sy ¢6 su dung ligu
c6 dinh gonadotropins (1501U/ngay) dé so sanh
gita 2 liéu trinh digu tri, tuy nhién do ¢ méu nhé
(méi nhém 50 bénh nhéan) nén cong khong théy
sy khdc biét c6 y nghia théng ké. Can cé nhing
nghién cou sau thém dé khéng dinh lieu HP-hMG
c6 wu thé hon rFSH hay khong. Dé c6 thé fim ra
nhiong két qué thuyét phuc hon, nhing nghién cou
ndy can khéc phyc diém yéu cia nhung nghién ciu
truéc dé bang cach: (1) st dung 1 liéu trinh digu
tri théng nhét; (2) su dung ligu cé dinh, trénh digu
chinh ligu cta tu cac bdc si lam sang va (3) st dung
tieu chi tré sinh séng dé so sanh.

5. Két luan

Kich thich busng tring béing HP-hMG va rFSH
cho két qua tuong duong vé téng sé nodn, sé nodn
GV, MI, Mll, thodi hod va s6 phéi thu dugc. Ti le
thai lém sang 6 nhém digu tri HP-hMG cao hon so
v6i nhém rFSH (37,8% so véi 32,3%), tuy nhién sy
khac biet khéng cé y nghia théng ke.

Loi cam on

Chong t6i xin chan thanh cédm on céc bdc si,
dieu dusng, ky thuat vién tai Trung tam hé trg sinh
san Quéc gia da givp dé va hé trg nghién cou nay.

Tai licu tham Khao

1. Al-Inany H, Aboulghar MA, Mansour RT et al. Ovulaton induction in the
new millennium: Recombinant follicle-stimulating hormone versus human
menopausal gonadotropin. Gynecol endocrinol; 2005. 20, 161-69.

2. Westergaard LW, Bossuyt PM, Van der Veen F et al. Human
menopausal gonadotropin versus recombinant follicle stimulating
hormone for ovarian stimulation in assisted reproductive cycles. Cochrane
Database Syst Rev; 2011. 1, CD003973.

3. Hompes PG, Broekmans FJ, Hoozemans DA et al. Effectiveness of
Highly purified human menopausal gonadotropin vs recombinant follicle-

stimulating hormone in first-cycle in vitro fertilization-intracytoplasmic
sperm injection patients. Fertil Steril; 2008. 89, 1685-93.

4, Beall SA, DeCherney A. History and challenges surrounding ovarian
stimuation in the treatment of infertility. Fertil Steril; 2012. 97, 795-801.

5. Lisi F, Rinaldi L, Fishel S. Evaluation of two doses of recombinant luteinizing
hormone supplementation in an unselected group of women undergoing
follicle stimulation for in vitro fertilization. Fertil Steril; 2005. 83:309-15

6. Anderson AN, Devroey P, Arce JC. Clinical outcome following stimulation
with HP-hMG or r-FSH in patients undergoing IVF: A randomized assessor
blind controlled trial. Hum Reprod; 2006. 21, 3217-27.

810Z ‘€L - 051 ‘(1091 - NS AHd IHD dvL [

8102-50 bueyL
10 0s ‘9| dey

53




