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SO SANH HIEU QUA CUA HP-HMG VOI FSH
TAI TO HOP sU DUNG TRONG KICH THICH
BUONG TRUNG THU TINH ONG NGHIEM

Vuong Thi Ngoc Lan®, Ddng Quang Vinh@, Phung Huy Tuédn®, H6 Manh Tuéng®

Muc tiéu: So sanh hiéu qua cuia HP-hMG (Menopur, Ferring), follitropin alfa (Gonal F,
Merck Serono), va follitropin beta (Puregon, MSD) trong kich thich budng tring lam thu
tinh trong 6ng nghiém. Phwong phap: 450 bénh nhan TTTON dwoc chia ngau nhién vao 3
nhom st dung HP-hMG (150 chu ky), follitropin alfa (150 chu ky) va follitropin beta (150
chu ky). Tat ca bénh nhan duoc st dung phac d6 down-regulation. Bénh nhan duoc cho
dinh lwong LH, Estradiol, Progesterone va siéu am ki€ém tra trong qua trinh kich thich
budng tring. Khi ¢ it nhat 2 nang trén 17mm, bénh nhan duoc tiém hCG. Choc hat duoc
tién hanh 34 tiéng sau hCG va chuyén phoi 2 ngay sau choc hat. Yéu té danh gia két qua
bao gom sd noan choc hut duoc, s6 phdi, s6 phoi tot, ty 1é thai 1am sang, ty 1é da thai, ty 1&
lam t6 va ty 1€ say thai. Cac chu ky chuyén phdi trit lanh sau d6 ctia bénh nhan thudc ba
nhom cling duwoc so sanh cac chi so trén. Két qua: Cac dic diém chung ctia bénh nhan ¢
ba nhém la twong dwong nhau. Thoi gian kich thich budng triing 6 ba nhém khong khéac
biét. Tong liéu FSH str dung twong duwong nhau 6 hai nhém HP-hMG va follitropin alpha,
nhung cao hon cé y nghia so véi nhom st dung follitropin beta (1an luot 1a 2991 IU vs 3057
IU, p > 0,05 va 2432 IU, p < 0,05). S6 noan, sd phoi, sd phai tot la twong duong ¢ ba nhom.
Ty 1é tang progesterone sém ¢ nhom stt dung HP-hMG thdp hon so véi nhom st dung
recFSH (2,7% 6 nhom HP-hMG, 8,7% ¢ follitropin alfa, va 10,7% ¢ follitropin beta, p = 0,02).
Trong cac chu ky chuyén phdi twoi, ty 1¢ lam t6 ctia phéi tir nhom st dung HP-hMG cao
hon so v6i nhom st dung recFSH (28,6% 6 HP-hMG vs. 19,7% o recFSH, p = 0,01). Tuy
nhién, khong c6 sy khdc biét vé ty 1é thai lam sang gitta ba nhom (35,3% ¢ HP-hMG, 34,7%
¢ follitropin alfa, va 36,7% ¢ follitropin beta, p = 0,3). 64 bénh nhan c6 chuyén phéi trit sau
khi that bai véi chuyén phoi tuoi. Ty 1€ thai lam sang thu dwoc la 27,8% ¢ nhom st dung
HP-hMG, 25% 6 nhém stt dung follitropin alpha va 19,2% 6 nhém st dung follitropin beta.
Khong c6 s khac biét vé ty 1€ lam t6 cling nhu ty 1€ thai lam sang ctia ba nhém bénh nhan
trong cdc chu ky chuyén phoi trir. Két luan: Két qua nghién ctru cho thay HP-hMG ¢6 hiéu
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qua twong duong véi cac recFSH trong kich thich budng tring. HP-hMG cho ty 1é lam t6
ctia phéi cao hon so v6i rec FSH trong cac chu ky chuyén phoi twoi. Tinh trang nay cé thé
la két qua cua viéc cai thién kha ndng chap nhén ctua niém mac tit cung. HP-hMG c6 thé la
mot lira chon thay thé trong kich thich budng tring lam thu tinh trong 6ng nghiém.

Tu khéa: HP-hMG, FSH tai td hop, kich thich buong tring.

Abstract
Comparison of the efficacy of HP-hMG and recombinant FSH in Controlled Ovarian
Hyperstimulation for IVF/ICSI

Objective: To compare three groups of patients using HP-hMG (Menopur, Ferring),
follitropin alfa (Gonal F, Merck Serono), and follitropin beta (Puregon, MSD) for ovarian
stimulation. Methods: Four hundred fifty patients undergoing IVF-ET were randomly
assigned to three groups, receiving either HP-hMG (150 cycles) or follitropin alfa (150 cycles) or
follitropin beta (150 cycles) for ovarian stimulation. Down-regulation protocol was employed
for ovarian stimulation in all patients. Patients were monitored with LH, estradiol, progesterone
and ultrasound during the stimulation. hCG was given when there were at least 2 follicles >/=
17mm. Ovum pick-up was performed 34 hours after hCG administration and embryo transfer
was on day 2. Three groups of patients were compared with regard to baseline characteristics,
number of oocytes recovered, number of embryos, good quality embryos, rates of clinical
pregnancies, multiple pregnancies, embryo implantation, and miscarriage. The consecutive
frozen embryo transfer cycles of patients who were not pregnant in the fresh embryo transfer
in three study groups were then analyzed with the above mentioned parameters. Results:
The baseline characteristics of patients were similar among 3 groups of patients. Duration of
stimulation was similar among 3 groups. Total dose of FSH used was similar between HP-
hMG group and follitropin alfa group and significantly higher than follitropin beta group
(2991 IU vs 3057 IU, p > 0.05, and 2432 IU, p < 0.05, respectively). Mean number of oocytes
recovered, number of embryos, number of good quality embryos were similar among 3 groups
of patients. The mean level of LH, estradiol, and progesterone on the day of hCG administration
were not significantly different among 3 groups of patients. The rate of premature elevation
of progesterone in the late follicular phase was significantly different among groups (2.7% in
HP-hMG, 8.7% in follitropin alfa, and 10.7% in follitropin beta, p = 0.02). The implantation rate
in fresh transfer was significantly higher in HP-hMG group compared to the other two groups
using rec FSH (28.6% in HP-hMG group vs. 19.7% in recFSH groups, p = 0.01). However, the
clinical pregnancy rate was not significantly different among 3 groups (35.3% in HP-hMG
group, 34.7% in follitropin alfa group, and 36.7% in follitropin beta group, p = 0.3).

Sixty-four patients had frozen embryo transfer after non-pregnant fresh cycles, amongst
them, 18 cycles were in HP-hMG group, 20 cycles in follitropin alfa group and 26 cycles
in follitropin beta group. The clinical pregnancy rates were 27.8% in HP-hMG group, 25%
in follitropin alfa group, and 19.2% in follitropin beta group. The implantation rate in
frozen embryo transfer cycles of three groups were 10.6%, 7.1%, and 7.7%, respectively. The
differences between three groups, regarding clinical pregnancy rate and implantation rate
in frozen cycles were not statistically significant.Conclusions: Data from the study shows
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that HP-hMG is as efficient as recombinant FSH (follitropin alfa and beta) for controlled
ovarian stimulation. The higher implantation rate in HP-hMG group in fresh transfers

might associate with better uterine receptivity. HP-hMG could be an alternative for ovarian

stimulation in IVF

Keywords: HP-FSH, rec FSH, controlled ovarian hyperstimulation.

() BO mon Phu San, Pai hoc Y Duoc TPHCM, (%) Trung tam Nghién cttu Di truyén va Stic
khoe sinh san, Khoa Y, Pai hoc Quéc gia, TPHCM, (%) IVF Van Hanh.

bat vén dé

Kich thich budng tring (KTBT) la khau
quan trong trong thu tinh trong 6ng nghiém
(TTTON). Kich thich budng tring gitp gia
tang s6 lwong noan thu duoc, la tién dé cho
viéc tao phoi va chon lya phoi chuyén vao
budng tir cung, giup gia tang co hoi co thai.
Trong KTBT, FSH la loai ndi tiét chinh duoc
st dung d€ kich thich su phat trién nang
noan buodng tring. Hai dang thudc c6 chira
FSH duoc stt dung rong rai hién nay la FSH
tai to hop (Follicle Stimulating Hormone) va
human menopausal gonadotropin (hMG).

FSH tai t6 hop duoc san xudt boi té bao
budng tring cta chudt hamster dugc cay
mot doan plasmid c6 chita gen qui wdc FSH,
c6 2 loai FSH téi t6 hop la follitropin alpha
(Gonal-F, Merck Serono) va follitropin beta
(Puregon, MSD). hMG duoc chiét xuat tte
nudc tiéu cua phu nit man kinh, trong thanh
phan éng thuéc hMG, ngoai FSH con ¢6 LH
va mot it hCG. Menopur (Ferring) la mot
dang hMG tinh khiét (HP-hMG) hién dang
dwoc sit dung kha rong rai trong KTBT. Co
rat nhiéu tranh luén vé tac ddng cua cac dang
thudc khac nhau trén dap tng cua budng
tring, chu yéu lién quan dén vai tro két hop
cua LH va hCG véi FSH trong KTBT.

Thu tinh trong 6ng nghiém ¢ Viét Nam
dwoc thuc hién tr 1997. Ban diu, KTBT
duoc thuc hién chu yéu ba‘”mg FSH tai to
hop. Sau d6, nhiéu dang hMG c6 mét tai thi

truong Viét Nam va nhat 1a hMG tinh khiét
dwoc duwa vao st dung trong KTBT ttr 2008.
Tai Viét Nam, qua 15 nam thyec hién TTTON
c6 KTBT, chua ¢6 nghién cttu nao dwgc thuc
hién nham danh gia hiéu qua ctia cac dang
thudc khac nhau dwoc st dung. Do do,
ching tdi tién hanh nghién cu nay nham so
sanh hiéu qua cta 3 dang thudc follitropin
alpha, follitropin beta va HP-hMG trong
kich thich budng tring lam thuy tinh trong
ong nghiém.

Phuong phdp nghién cuiu

Day la mot nghién cttu ngﬁu nhién, co
nhém chitng, duoc thue hién trong thoi gian
ttr 10/2008 dén 3/2010 tai IVF Van Hanh va
IVFAS, bénh vién An Sinh. Téng cong 450
bénh nhan c6 chi dinh TTTON duwoc ngﬁu
nhién chia vao 3 nhom. Tiéu chuan nhan la
bénh nhan dwdi 40 tudi, chi s6 khoi co thé
(BMI) binh thuong va cac xét nghiém ndi tiét
trong gidi han binh thuong. Nhitng bénh
nhan c6 hoi chiing budng tring da nang,
tang prolactin mau, TTTON that bai 3 chu ky
trude, tién can dap tng kém voi kich thich
budng tring hay cé bat thuwong long tit cung
déu khong duoc nhan vao nghién ctru.

Tat ca bénh nhan duoc KTBT bang phéc
do6 dai (down-regulation) vao ngay 21 vong
kinh. Bénh nhan dwoc phan ngau nhién vao
ba nhoém ngay khi bat ddu down-regulation,
nhéom 1 gdm nhitng bénh nhan st dung
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HP-hMG (Menopur, Ferring), nhém 2 la
nhitng bénh nhan stt dung follitropin alpha
(Gonal F, Merck Serono) va nhom 3 la
nhitng bénh nhan st dung follitropin beta
(Puregon, MSD). Liéu khoi dau FSH duoc
x4c dinh dwa vao cdc dic diém ctia bénh
nhan nhuw tudi, s6 nang tht cdp dau chu ky,
tién can dap ung voi KTBT trude day. Trong
qua trinh KTBT, bénh nhan sé dwoc siéu
am, dinh luwong LH, E2 va Progesterone vao
ngay 6, 9 cua KTBT va vao ngay cho hCG.
Khi ¢ it nhat hai nang noan dat kich thuwdc
17mm, bénh nhan duoc cho st dung hCG
5000IU d€ khoi dong truwong thanh noan
(Pregnyl, MSD).

Choc hat tring duwgc tién hanh 36 tiéng
sau tiém hCG, dudi huéng dan ctia siéu am
dau do am dao. Noan sau choc hut dwoc
nudi trong ta cady CO, trong khoang 3-4
tiéng trude khi duoc tach bo 16p t€'bao xung
quanh. Noan cta tat ca bénh nhan trong
nghién ctu duoc thu tinh bang phuong
phap tiém tinh trung vao bao twong tritng
(ICSI). Phoi hinh thanh dwgc nudi cay trong
hai ngay. Chuyén phdi dién ra vao ngay thit
hai sau choc htit dudi huéng dan ctia siéu am
nga bung. Hai tudn sau chuyén phdi, bénh
nhan duogc hen thtr mau (beta-hCG). Néu

dwong tinh, bénh nhan dwoc siéu am vao 3
tudn sau do.

Hb trghoang thé bang estradiol (Progynova
2mg, Schering) va progesterone duong am
dao (Crinone 8%, Merck Serono), duoc bt
dau ngay sau choc hut va kéo dai dén ngay
thtr thai. Néu thtr thai duong tinh, tiép tuc hd
tro hoang thé dén it nhat khi thai 7 tuan.

Yéu to danh gia két qua bao gom thoi
gian KTBT, tong liéu FSH st dung, ty 1é chu
ky co tang Progesterone sém, s noan choc
hut duoc, s6 phdi va sd phoi tot, ty 1€ thai
lam sang, ty 1é da thai, ty 1 lam 0 ctia phoi,
ty 1é qud kich budng tring ciing nhu ty 1&
say thai.

S& liéu duwgc phan tich bf?mg phan mém
SPSS 17.0. One-way ANOVA test va chi binh
phuong test duoc stt dung dé so sanh so liéu
cta 3 nhom. p<0,05 dwoc xem la sy khac
biét c6 y nghia thong keé.

Két qud

Trong thoi gian tir 10/2008 dén 3/2010, c6
450 bénh nhan dugc nhan vao nghién cttu
(150 bénh nhan mdi nhom). Khong co sw
khac biét gitta ba nhém vé tudi trung binh,
chi s6 khoi co thé, thoi gian vo sinh ciing
nhu nguyén nhan vo sinh (bang 1).

Bang 1. Ddc diém chung ciia bénh nhain

Nhom 1 Nhom 2 Nhom 3 P
(HP-hMG) (Follitropin Alpha) (Follitropin
Beta)

Tubi vo 329+44 329+44 32.6+4.2 0,66
BMI 20.7+£2.3 204+2.1 21+2.1 0,17
Thoi gian v sinh 54+0.7 52+0.7 3.8+04 0,12
Nguyén nhan vo sinh 0,14
Voi tring 60 (40%) 61 (40,7%) 52 (34,7%)

Lac ndi mac tir cung 10 (6,7%) 15 (10%) 14 (9,3%)

Chwa 10 nguyén 17 (11,3%) 19 (12,7%) 14 (9,3%)

nhan

Bat thuong tinh trung 63 (42,2%) 17 (36,7%) 70 (46,7%)
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Khong c6 sy khac biét gitta ba nhom
vé thoi gian kich thich budng tring ciing
nhw d6 day niém mac t&t cung trung binh.
Tuy nhién, bénh nhan ¢ nhém st dung
follitropin beta c6 tong liéu FSH st dung
thap hon c6 y nghia thong ké so véi nhom
st dung follitropin alpha va HP-HMG (lan
lwot 1a 2432 + 946 so véi 3057 + 740 va 2991

+ 117510, p =0,001).

Két qua nghién cttu cho thay vao ngay
cho hCG, ty 1é chu ky cé tang nong do
progesterone som (duoc dinh nghia la khi
ndng do progesterone > 1,2ng/ml) & nhoém
st dung HP-hMG thap hon cd y nghia
thong ké so voi nhom st dung rec FSH
(2,7% 30 v6i 9,5%, p = 0,02) (bang 2).

Bing 2. Ddc diém chu ky diéu tri

Nhom 1 Nhom 2 Nhom 3 P

(HP-hMG) (Follitropin (Follitropin
Alpha) Beta)
Thoi gian KTBT (ngay) 11.7+2.6 11.6+1.5 11.3+1.5 0.11
Tong liéu FSH (IU) 2991 +1175 3057 + 740 2432 + 946 0.001
b6 day NMTC (mm) 10.8 £2.1 10.6 £2.1 10.7+1.9 0.57
Tang progesterone som 2,7 8,7 10,7 0,02
o ngay hCG (%)

S6 noan choc hut duoc 6 nhom st dung
HP-hMG la 12,5 + 7,7 va khong khac biét so
v6i hai nhém con lai (1an lwot 1a 12,7 + 6,5
va 13,6 + 7). Ngoai ra, s6 phoi hinh thanh, s&

phoi cd chat lwgng tot va s6 phdi chuyén vao

buodng tir cung la twong duwong nhau ¢ ca ba

nhom (bang 3).

Bang 3. Két qua diéu tri (cdc chi sé trong labo)

Nhom 1 Nhoém 2 Nhom 3 P
(HP-hMG) (Follitropin Alpha) | (Follitropin Beta)

SO tring choc hut 125+7.7 12.7+6.5 13.6+7.0 0.33
S6 phdi hinh 71+52 7.8+4.6 7.8+49 0.32
thanh

S6 phoi chat 39+3.6 42+3.3 46+3.8 0.20
luong tot

S6 phoi chuyén 31+1.2 34+12 35+1.2 0.07

Khéng c6 su khéc biét c6 y nghia thong ké gitta ba nhém nghién cttu vé ty 1é thai 1am

sang, ty 1 da thai va ty 1€ say thai. Tuy nhién, nhém bénh nhan st dung HP-hMG co6 ty 1¢ lam
t0 cao hon hai nhém con lai, 1an lwot 1a 28,6%, 20,4% va 19% (p < 0,01), (bang 4).
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Bing 4. Két qua diéu tri (cdc chi s6'ldm sdng)

Nhoém 1 Nhom 2 Nhom 3 P
(HP-hMG) (Follitropin (Follitropin Beta)
Alpha)
Ty 1€ thai 1am sang 35,3 34,7 36,7 0,12
Ty 1é 1am t6 28,6 20,4 19 <0,01
Ty 1¢ da thai 10 4,7 4 0,07
Ty 1¢é say thai 0 1,4 1,4 0,06
Ban luén qua diéu tri ctaTTTON, thong qua viéc anh

Day la nghién cttu ngau nhién c6 nhém
chiing dau tién duwoc thuc hién nham so
sanh hiéu qua cta 3 loai gonadotropin
trong KTBT: HP-hMG, follitropin alpha va
follitropin beta. Ty 1€ thai lam sang thu duoc
1a khd cao & ba nhém, 1an luot 1a 35,3%,
34,7% va 36,7%. Ty 1¢ nay cao hon so voi
nghién cttu cta Andersen nam 2006 hay
cua EISG ndam 2002. Tinh trang nay cé thé
do s khac nhau vé d6i tuong nghién ctru
(cac bénh nhan trong nghién cttu chung to6i
thudc nhom tién luwgng tot) va sy khac nhau
vé s0 phoi chuyén...

Két qua nghién ctru cho thay tong liéu
FSH ¢ nhém st dung follitropin beta thap
hon c6 y nghia thong ké so véi nhom sw
dung HP-hMG va follitropin beta (bang
2). Diéu nay c6 thé 1a két qua cua viéc
dong goi khac nhau ctia cac san pham. Véi
follitropin beta, liéu khoi dau co thé duoc
chinh & mtc 150 — 200 IU, trong khi voi
follitropin alpha va HP-hMG, con s6 nay la
150 — 225IU. Ngoai ra, viéc diéu chinh tang
lieu FSH c6 thé bat dau bang 501U khi str
dung follitropin beta, trong khi do6, ¢ hai
nhém con lai, viéc ting liéu phai bat dau
bang 751U.

Trong nhitng nam gan day, viéc ting
ndng do progesterone sém trong pha nang
noan duoc cho 1a cé thé tac dong xau dén két

huong dén sy chap nhan ctia niém mac tw
cung. Trong nghién cttu nay, ty 1¢ bénh nhan
co tang progesterone som ¢ nhom st dung
HP-hMG thap hon c6 y nghia thong ké so
v6i hai nhom follitropin alpha va follitropin
beta (lan lwot la 2,7%, 8,7% va 10,7% véi
p = 0,02). Két qua nay cting phu hop voéi
cac nghién cttu khac (Smitz va cs, 2007).
Trong HP-hMG, bén canh FSH, LH, con
c6 mot ty 16 nho hCG. Theo ly thuyét cta 2
gonadotropin — 2 t€' bao, progesterone duoc
tiét ra tr cac t&€ bao hat va sé duoc chuyén
héa thanh androgen tai t& bao vo, d€ lam
tién chat cho qua trinh tong hop estradiol.
Qua trinh chuyén héa thanh androgen dwoc
dién ra dudi tdc dong ctia LH. Do d6, bat ky
su thiéu hut LH nao sé dan dén tinh trang
giam chuyén hoda cuia progesterone, lam
tang nong do progesterone trong mau. Day
c6 thé'la ly do nhom str dung HP-hMG c6 ty
1é tang nong do progesterone sém thap hon
nhom st dung recFSH.

Két qua nghién cttu cing cho thay co su
khac biét c6 y nghia thong ké vé ty 1& lam
to cua phoi, trong d6, nhém bénh nhan sw
dung HP-hMG c¢6 ty 1¢é lam t6 cao hon so
v6i hai nhom con lai. Kha nang lam t6 cua
phoi phu thudc vao hai yéu t6 chinh la (1)
chat lwong phoi va (2) kha nang chap nhan
cua niém mac t& cung. D€ tim hiéu ly do
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cua viéc cai thién ty 1é lam t6 cua phoi khi
stt dung HP-hMG so vdi rec FSH, chuing t6i
tién hanh phan tich két qua cua cac chu ky
ra dong phoi ctia nhitng bénh nhan cé phoi
trt trong ba nhom nghién cttu. Trong thoi
gian nghién cttu, 6 tong cong 64 bénh nhan
quay lai d€ chuyén phoi trit lanh. Chung t6i
ghi nhan khong c6 su khac biét co6 y nghia
thong ké vé ty 1é thai lam sang cling nhu ty
1é lam t0 ctia phéi gitra ba nhém nghién ctru
(bang 5). Toan b 64 bénh nhan duwoc chuan
bi niém mac t&t cung theo cung mot phac
do6 va ty 1€ thai sau chuyén phoi trir khong
khac biét, diéu nay cho thay c6 thé khong

c6 su khac biét vé chat luong phoi thu duoc
tr ba nhém nghién ctru. Do d6, ty 1é lam to
cao ¢ nhom st dung HP-hMG so véi nhom
st dung recFSH trong cac chu ky chuyén
phoi twoi c6 thé'la két qua caa viéc cai thién
kha nang chap nhan ctia niém mac tt cung.
Gia thuyét nay ciing duogc chitng minh
trong nghién cttu thirc hién vao nam 2006
trén 731 bénh nhan TTTON ctia Andersen
va cs. Andersen va cs. ghi nhan ty 1€ bénh
nhan c6 tinh trang ting sang niém mac tk
cung vao ngay tiém hCG ¢ nhom st dung
rec FSH cao hon so véi nhitng bénh nhan
stt dung HP-hMG.

Bdng 5. Két quad chuyén phéi trit lanh

Nhém 1 Nhom 2 Nhém 3 P
(HP-hMG) (Follitropin (Follitropin
Alpha) Beta)

S6 chu ky 18 20 26

b6 day NMTC 10.8+14 10.6+1.5 99+1.1 0.07
S8 phéi chuyén 3.4+07 3.6+09 35+0.8 0.7
SO phodi chuyén co 2.7+07 29+1.0 29+1.0 0.8
chat luong tot

Ty 18 thai lam sang 5(27.8%) 5 (25%) 5(19.2%) 0.4
Ty 1é lam to 10.6% 7.1% 7.7% 0.7

Két luan

Nghién cttu cho thdy HP-hMG c¢6 hiéu
qua tuong dwong so vdi foliitropin alpha va
follitropin beta trong kich thich budng tring
lam thuy tinh trong 6ng nghiém. Nhing bénh
nhan st dung HP-hMG c6 ty 1€ lam t6 cua
phoi cao hon so véi nhom rec FSH trong cac
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