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SU DUNG HCG LIEU THKP\THAY THE FSH
TRONG KIiCH THICH BUONG TRUNG

Tom tat

Muc tiéu: Ddnh gid hiéu qua cua viéc st dung
hCG liéu thdp thay thé FSH trong kich thich buéng
tring TTTON.

Phuong phap: Thirnghiém lém sang ngéu nhién c6
nhém chiing. 70 bénh nhdn kich thich buéng triing bdng
phdc d6 GnRH antagonist duoc phdn chia ngdu nhién
vao 2nhém. Nhém A (nhém chiing) dugc kich thich bdng
FSH phéi hop GnRH antagonist. Nhém B (nhém nghién
ctu) duoc kich thich bding FSH phéi hgp GnRH antagonist
va liéu FSH dugc giam di mét ndia dé thay thé béing 200
IUhCG (IVF C) khi c6 6 nang noén = 12mm trén siéu am.

K&t qua: Khong 6 su khdc biét vé s tring thu duoc
(13,95 +4,86 so vGi 14,25 + 5,23, p>0,05), s6 tring trudng
thanh (12,84 + 3,68 so vé6i 12,13 + 4,16, p>0,05), va s6
phéi (7,68 + 3,12 so vdi 8,88 + 2,42, p>0,05) gitia 2 nhdm.
Ti I lam t6 (11,04% so véi 10,71%, p>0,05), ti Ié thai ldm
sang (37,1% so vdi 40,0%, p>0,05) cling tuong tu gitia 2
nhém. Khéng 6 trudng hop qud kich budng triing nao
xdy ra & cd hai nhém. Téng liéu FSH gidm ddng ké trong
nhém nghién cuu (1617,35 + 678.46 so véi 1293,75 +
456,26, p<0,001).

K&t luan: Giam liéu FSH va thay thé bdng hCG liéu
thdp trong giai doan cuéi ctia pha nang nodn trong kich
thich buéng triing cé thé gitp giam liéu FSH st dung ma
khéng anh huding téi s6 triing choc hut va két qua ¢6 thai.

Abstract
Low dose h(G supplementation and lower FSH dose

Dat vén dé

Kich thich budng trimg (KTBT) la mét cong doan
quan trong trong hé trg sinh san, dac biét la trong thu
tinh trong 6ng nghiém (TTTON). Muc tiéu cta KTBT
trong TTTON la tao dugc nhiéu nang noan phét trién
tur do tang ti 1é thanh cong cho Mot chu ky diéu tri.
KTBT lién quan dén gia tang chi phi thu tinh trong 6ng
nghiém. Do dd, gan day, kich thich buéng triing nhe
nhu céc phac do kich thich budng triing nhe trong IVF
(mild IVF), k§ thuat nudi trudng thanh tring non (IVM)
ngay cang dugc quan tam nhiéu han. Bén canh viéc
giam chi phi cho mét chu ky thu tinh trong 6ng nghiém,

Phung Huy Tuén
Bénh vién Van Hanh

in the late follicular phase in IVF cycles

Objectives: To evaluate the effect of low dose
hCG supplementation on IVF cycle outcomes in a
GnRH antagonist cycle.

Method: This was a randomised controlled trial stucly
involving the patients who underwent IVF treatment at
IVF VanHanh. Patients undergoing controlled ovarian
stimulation in GnRH antagonist protocol was randomised
into two groups. The control group received a standard
treatment with rFSH (Puregon) plus a GnRH antagonist
(Orgalutrans), daily from day 5 of stimulation. In the study
group, rFSH was decreased a half dose when six follicles
> 12mm were observed and rFSH was subsequently
replaced by low dose hCG 2001U/day.

Results: Seventy IVF/ICSI patients were recruited in
two groups. The numbers of oocytes retrieved (13.95 +
4.86 vs 14.25 + 5.23, p>0.05), mature oocytes (12.84 +
3.68 so vdi 12.13 £ 4.16, p>0.05), and the embryos (7.68
+3.12 50 v3i 8.88 + 2.42, p>0.05) were comparable in two
groups.Implantation rate (11.04% sovéi 10.71%, p>0.05),
clinical pregnancy rate (37.1% so véi 40.0%, p>0.05) were
also comparable. No OHSS was found in both group. The
total dose of rFSH was significantly lower in study group
(1617.35+678.46 50 vGi 1293.75 + 456.26, p<0.001).

Conclusions: Substitution of rFSH by low dose
hCG in the final days of controlled ovarian stimulation
leads to a reduction of FSH consumption whereas ICSI
outcome, interms of oocyte yield and clinical pregnancy
rate, remains comparable to the traditional regimen.

kich thich budng triing nhe con gidm hoac tranh dugc
bién ching qua kich budng tring. Mot trong nhiing
phuong cach la thay thé FSH bang hCG liéu thap.

FSH la thanh phan gonadotropin chinh yéu giup
cho sy phat trién clia nang noan. Trong khi FSH dugc
xem la yéu t6 ca ban trong su phat trién nang noan, vai
trd clia LH van con nhiéu tranh cai. Trudc day, ngudi ta
chi chu y vai tro LH trong kich thich té bao ké san xuat
androgen, gy rung triing va hé trg hoang thé. Trong
chu ky kinh nguyét binh thuong, FSH tang sém trong
pha nang noan kich thich su chiéu mé va phét trién ctia
cac nang thi cap. Tuy nhién ndng do FSH sé giam trong
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giai doan gilia va cuéi ciia pha nang noan kém vdi su gia
tang néng d6 LH dugc cho la cé lién quan vai su chon loc
va vuat troi cla mot nang noan duy nhat dé tiép tuc phat
trién trudng thanh va phong noén. Co ché tac dung nay
lién quan t6i su hién dién cda thu thé LH trén té bao hat
cl@ia nang noan vugt trdi (> 12 — 14mm) lam cho nang c6
thé ti€p tuc phét trién trong diéu kién FSH gidm dudi tac
dong ctia LH [1]. Nhiing nang truéng thanh it phu thudc
vao FSH, c6 thé tiép tuc phat trién do su hién dién cta thu
thé LH trén t€ bao hat, trong khi nhiing nang nhé hon do
chua c6 thu thé LH trén t€ bao hat sé bi thodi trién trong
moi trudng thiéu FSH [2].

Dua vao nhiing ly luan trén, nghién cdu dau tién cho
thdy nhiing nang truéng thanh c6 thé tiép tuc phat trién
trong mai trudng thiéu FSH dudi tac déng clia LH tai t6
hap [3]. Sau dé nhiéu tac gia da thuc hién cac nghién ctiu
khac va ciing cho két qua kha quan [4, 6]. Bén canh dé
viéc st dung LH hay hCG liéu thap thay thé FSH con c6
tac dung gidm nguy co qua kich budng triing do mét sé
nang nhé <10 mm sé bj thoai trién sau khi ngung FSH [7].

Trong da s6 cac nghién ciu, tac gia thudng st dung
hCG liéu thap thay vi LH tai t6 hgp dé thay thé FSH trong
giai doan cudi pha nang noén do kha nang gan két véi
thu thé cao va thdi gian ban hly kéo dai ctia hCG gitp su
gan két véi thu thé LH trén té bao hat dugc bén chat, 6n
dinh hon va chi phi thap hon so véi LH tai té hop.

DE tai nay dugc thuc hién nham danh gia hiéu qua
cla viéc st dung hCG liéu thap thay thé FSH trong kich
thich buéng tring TTTON.

Déi tugng va phuong phdp nghién cou
Déi tuong nghién cliu
Thiét ké nghién ctu: th&r nghiém lam sang co
nhém ching
Tiéu chudn nhan bénh
« Bénh nhan dugi 35 tudi
- TTTON lan dau hodc lan 2
Tiéu chudn loai bénh
« Gidm du trit budng tring
« Bubng triing da nang
« Lac ndi mac tlr cung
« Chéng khéng co tinh trung
Phuang phap nghién ctiu
Bénh nhan kich thich budng triing bang phac do
GnRH antagonist dugc phan chia ngau nhién vao 2 nhom.
Nhém A (nhom chiing) dugc kich thich bang FSH. Nhom
B (nhdm nghién ctu) dugc kich thich bang FSH va liéu
FSH dugc giam di mot nlfa dé thay thé bang 200 IU hCG
(IVF Q) khi ¢4 6 nang noan > 12mm trén siéu am.
Phac d6 KTBT & nhom ching: FSH (Puregon) dugc

cho vao ngay 2 cia vong kinh. Liéu FSH tai t6 hgp dugc
chi dinh tuy theo tudi, néng dé FSH co ban, s6 nang
noan thar cap dau chu ky va BMI. GnRH antagonist 0,25
mg (Orgalutran) dugc cho vao ngay 5 cua kich thich
budng tring.

Phac d6 KTBT & nhém nghién ctu: FSH (Puregon)
dugc cho vao ngay 2 clia vong kinh. Liéu FSH tai t6 hop
dugc chi dinh tuy theo tudi, néng dé FSH ca ban, s6 nang
noan thi cap dau chu ky va BMI. GnRH antagonist 0,25
mg (Orgalutran) dugc cho vao ngay 5 cla kich thich
budng tring. Gidm n(fa liéu FSH va thay thé bang 200 IU
hCG khi siéu am c6 6 nang noan = 12mm.

Bénh nhan dugc siéu am theo déi nang noan, dinh
luong LH, estradiol, progesterone méi ngay tu ngay
cho hCG liéu thap. hCG gay truéng thanh noan khi co
>3 nang = 17 mm trén siéu am. Bénh nhan dugc choc
hat triing 36 gid sau. Chuyén phéi dugc thuc hién vao
2 ngay sau choc hut tring.

Hé trg giai doan hoang thé, bénh nhan dugc st dung
progesterone (crinone 8%) 2 6ng/ngay phéi hgp véi hCG
1000 IU vao ngay 5 sau chuyén phéi. Thai gian st dung
thuéc kéo dai 14 ngay sau chuyén phéi. Néu bénh nhan
c6 thai (BhCG duong tinh), bénh nhan sé dugc tiép tuc st
dung liéu thudc trén kéo dai dén 7 tuan.

Thit thai dugc tién hanh 14 ngay sau chuyén phoi
(dinh lugng beta hCG trong mau). Thai lam sang dugc
chan doén khi tui thai trong tr cung c6 phéi thai va hoat
doéng tim thai vao thai diém 3 tuan sau thi thai. Thai ky
dién tién sé dugc tiép tuc theo déi dén trén 12 tuan.

Cacyéu to danh gia két qua

Téng liéu FSH st dung, téng liéu hCG st dung, s6
ngay b8 sung hCG, s6 tring choc hut trung binh, ti 1&
triéing truéng thanh, ti 1é thu tinh, ti 1& phoi tot, ti 1é lam
t6, ti lé thai lam sang.

Két qua
Tu thang 02/2011 - 02/2012 ¢6 70 bénh nhan dugc
nhan vao nghién ctiu, m6i nhém c¢6 35 bénh nhan.

Bang 1: Bic diém bénh nhén
Nhom A (FSH don thuan) | Nhém B (hCG liéu thap)

35 bénh nhén 35 bénh nhén
Tugi trung binh 28,54 + 2,43 2938239
BMI 19,46 + 1,54 19,38 + 1,24
FSH co ban 584074 511£0,59
AFC 793166 8,521,284
Progesterone dau chu ky 0702 0603
Chi dinh TITON
Tai voi 12 10
Tinh tring yéu 18 19
Khong rd nguyén nhan 5 6
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Bang 2: Dic diém chu ky diéu i
Nhom A (FSH don thuain) | Nhom B (hCG liéu thép)| P

Liéu FSH dau 210 + 50,38 200 +73,95 >0,05
Tong liéu FSH 1617,35+678.46 | 1293,75 456,26 | <0,001
S ngay s dung FSH 8216 8414 >0,05
S ngay hCG lieu thip 0 3,87 0,92 <0,001

Bang 3: Nong dg ngi fiét vao ngay cudi cda kich thich bung tring
Nhom A (FSH don thuain) | Nhom B (hCG lieu thap)| P

LH 3204 25+03 >0,05
Estradiol 4987,23 +1012,38 | 5319,45+1412,45| >0,05
Progesterone 1,102 1,204 >0,05
Do day NMTC 11,47 1,42 10,56 £ 1,74 >0,05
Béng 4: Ket qua diéu i

Nhom A (FSH don thuain) |Nhom B (hCG liéu thép)| P

S6 triing CH trung binh 13,95+ 4,86 14,25 5,23 >0,05
Sd triing trugng thanh 12,84 + 3,68 12,134,16 >0,05
S6 phoi 7,68+3,12 8,88 +242 >0,05
S6 phoi tot 5,02+294 5,25+3,24 >0,05
S6 phoi chuyén 3,31+1,34 3,50 +1,60 >0,05
S6 phoi fri 3,86+212 4,25 + 287 >0,05
Thai lam sang 37,1% 40% >0,05
Tile lam to 11,04% 10,71% >0,05
QKBT 0 0

Ban luan

Thei diém giam liéu FSH va thay thé bang h(G liéu thap

Thu thé LH sé hién dién trén t& bao hat & nhiing nang
noan vuet tri (= 12 - 14mm). Viéc thay thé FSH trong
kich thich buéng triing bang hCG liéu thap khi nang noan
dat kich thu6c = 12mm c6 thé gidp (1) nhiing nang vuot
troi nay tiép tuc phat trién, (2) nhiing nang noan < 10mm
gidm dang ké trong moéi trudng thiéu FSH [5]. Trong
nghién ctiu ctia chung toi, khi c6 > 6 nang nodn vugt trdi
> 12mm, chiing t6i cho 200I1U hCG va gidm mot nia liéu
FSH. S6 ngay st dung hCG trung binh trong nghién ctu
la 3,87 ngay. Giam liéu FSH tir 3 dén 5 ngay gidp giam chi
phi diéu tri cho bénh nhan. Ching t6i st dung liéu 200 IU
hCG dua trén mét s6 nghién clu trudc day cho thay voi
liéu 200 IU hCG ¢6 thé thay thé toan bd hodc giam mat
phan FSH trong kich thich buéng tring [7, 9].

finh hudng lén két qua néi tiét

Nong do progesterone khong tang khi sir dung hCG
liéu thap thay thé FSH trong kich thich budng triing, cho
thay khong c6 hién tugng hoang thé hda sém khi strdung
liéu thap hCG [7; 9]. Trong nghién ctiu ching téi, khéng cd
sukhacbiét vé nong d6 LH, E2 va progesterone gilranhém
chiing va nhom nghién ctiu. Nong dé progesterone vao
ngay gay truéng thanh noan 1a 1,2 pg/mL.

Anh huéng Ién so lugng trimg thu dugc

PHUNG HUY TUAN

Sé triing thu dugg, s6 triing trudng thanh, ti 1é thu tinh,
s phoi trong nhdm nghién ctiu va nhém chiing tuong tu
nhau. K&t qua nay cling tuong tu véi mét s6 nghién clu
khac [8, 9]. Filocori ghi nhan s6 luong nang nhd <10mm
gidam déang ké trong nhdm hCG so véi nhém chiing tir 6
6 thé lam gidm nguy co qua kich buéng tring [7], tuy
nhién nghién ctiu ching téi khong ghi nhan khac biét nay.

Ainh huéng thé nao lén ti I cé thai

Khong thay cé khac biét vé ti 1& c6 thai gilta 2
nhém, tuy nhién do nhitng nghién ctiu chua du manh
vé thiét ké va c& mau nén chua c6 thé khang dinh vé
két qua trén [8, 9]. Trong nghién ctu ching t6i, 14/35
(40%) truong hop cé thai trong nhém nghién cdu va
13/35 (37,1%) trong nhém chiing. Viéc st dung hCG
lieu thap trong kich thich buéng triing gitp giam chi
phi diéu tri nhung van duy tri ti 1& 6 thai cao.

Két luan

S dung hCG liéu thap (2001U/ngay) thay thé FSH
trong giai doan cudi clia pha nang noan (nang >12mm)
trong kich thich buéng tring c6 thé gidp gidm liéu FSH
st dung ma khong anh huédng t6i s6 triing choc hat va
két qua co thai, tir d6 gidp giam chi phi diéu tri. Bén canh
d6 viéc giam s6 lugng nang noan <10mm khi st dung
hCG liéu thap cé thé tranh dugc qué kich budng tring.
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