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insemination.

Doi tugng va phugng phap nghién ciu: Thu nghiém lam sang ngau
nhién so sanh hai loai thuéc gay phong noan 6 nhiing cap vo chong vo
sinh duoc chi dinh diéu tri bom tinh trung vao buéng tu cung tai Trung
tam Noi tiét — Sinh san — Vo sinh thuoc khoa Phu San Bénh vién Truong
Dai hoc Y Duogc Hué trong khoang thoi gian 4/2016 — 6/2017.

Két qua nghién ciiu: 218 chu ky thu tinh nhan tao duogc dua vao nghién
cuu. Két qua phong noan sau khi tiem GnRHa la 87.2% so voi hCG la
89.0%. Nong do dinh LH trung binh la 70.6 + 44.4 mIU/mL. Ti lé co thai
sinh hoa va thai lam sang trong nhom dung GnRHa lan luot la 12.8% va
11.9% S0 v0i 26.6% va 22.2% 6 nhom hCG. BMI >23, do tuoi >35, thoi
gian vo sinh >2 nam la nhdng yéu té anh hudng bat Igi dén ti lé phong
noan va co thai khi su dung GnRHa.

Két ludn: Dong van GnRH duoc nhan thdy co hiéu qua tuong tu hCG
trong kich thich phong noan tuy vay két qua co thai sau st dung GnRHa
van con han ché. BMI, thoi gian vo sinh va do tuoi anh hudng dén ti lé
phong noan va co thai.

Tir khoa: GnRH dong van, bom tinh trung vao budng tu cung, kich

thich buodng tring.
Abstract
CAN GNRH AGONIST BE ANOTHER CHOICE
Tac gid lien hé (Corresponding author): F OR OVULATION TR[GGERING IN WOMEN WITH
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Noay bai bdo duo chép nhén ding LH surge (GnRHa) or using hCG in intrauterine insemination (IUl) cycles. s
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on patients undergoing intrauterine insemination who were assigned for triggering of ovulation by
GnRHa (study group) or by hCG (control group) in the Center for Reproductive Endocrinology and
Infertility, Hue University hospital from 4/2016 to 4/2017.

Results: Total of 218 IUI cycles were recruited in the study. The ovulation rate after triggering by
GnRHa was 87.2% compared with 89.0% in hCG group. LH concentration 24 hours after triggering
by GnRHa was 70.6 + 44.4. Biochemical pregnancy rate was 12.8% and clinical pregnancy rate was
11.9% compared with 26.6% and 22.2% in hCG group, respectively. BMI > 25, age >23 years, time
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of infertility > 3 years were factors related to the low pregnancy rate and ovulation rate.

Conclusions: GnRH agonist is as effective as by hCG in triggering ovulation, however, the
pregnancy rate after being triggered by GnRH agonist is lower significantly. BMI, infertility time and
maternal age are factors related to the poor outcome in ovulation and pregnancy rate.

Keywords: GnRH agonist, hCG, trigger, Intrauterine insemination

1. bat van dé

Su dung hCG la phuong phdap dugc su dung
hang dau va phé bién nhém gay phéng noan. Tuy
nhién chinh hCG 6 vai tro then chét trong viéc
phdt sinh hoi chung qua kich busng tring va lam
xudt hien dinh LH sém dac biét trong chu ky hé
tro sinh san. Gonadotropin-releasing hormone
agonists (GnRHa) la mét gidi phdp thay thé cho
hCG nhém han ché céc nhuge diém trén nhung ti
lé ¢ thai thanh cong thép hon [8]. Tuy nhién trong
nhing n&m gén day, véi sy hé trg hoang thé tich
cyc trong nhing trusng hop su dyng GnRHa thay
thé cho hCG trong cdc chu ky thy tinh trong 6ng
nghiém, nhigu nghién cou da nhan théy ti le cé thai
da cai thién rét nhigu, hau nhu khéng cé sy khac
biét so véi khi st dung hCG va& ngodi ra, céc nhuge
diém nhu hoi chung qua kich busng tring hay dinh
LH sém hau nhu khong xudt hien [1], [7]

Phuong phdp digu tri vé sinh bang gay phéng
nodn két hgp bom tinh trung vaio budng 10 cung
(intrauterine insemination — 1Ul) l& phuong phap
phé bién, don gién, it nguy hiém, chi phi thép
va dat hieu qua cao, thusng dugc lya chon dau
tien cho cdc cap vo chong vé sinh du digu kien.
Céc bdo cdo vé ty lé c6 thai lam sang coa phuong
phdp Ul dao déng tu 7.5% - 20% [8], [13], [4]. Su
ket hop giva kich thich busng tring, dac biet véi

gonadotropin ngoai sinh v IUl gitp cai thién ré ty
lé c6 thai lam sang. Mét trong nhing yéu t6 quyét
dinh dén co hoi thanh céng cia viéc bom tinh trung
la khé nang gay phéng nodn vao thsi diém phu
hop. Ngoai hCG la lya chon kinh dién, chua c6
nhigu nghién cou trén thé gisi tht nghiéem GnRHa
thay thé hCG dé gay phong nodn trong chu ky thy
tinh nhan tao.

Pe tai nay nhém myc dich nghién cdu xdc dinh
lieu GnRHa c6 thé thay thé hCG nh&m gay phéng
nodn & nhing cdp vo chong dugc chi dinh hé trg
sinh sén bang Ul & chu ky ty nhién hodc c6 kich
thich budng tring hay khéng, dua vao ti lé phéng
nodn va ti 1é cé thai cong nhu xdc dinh mét s6 yéu
t6 anh hudng dén ti lé phéng noan va ti lé cé thai.

2. Phuong phap nghién cu

Thiét ké nghién cou: Thy nghiem lam sang
ngdu nhién hai logi thuéc géy phéng noan GnRHa
va hCG.

Trong thsi gian 4/2016 - 6/2017, ching téi
da su dung ddng véin GnRH nhém gay phéng noan
6 109 chu ky ty nhién hoac c6 kich thich busng
tring cba nhong bénh nhan dugc chi dinh hé trg
sinh san béng 1UI va so sénh véi két qué coa 109

chu ky khéc so dung hCG.



Tiéu chuan nhan bénh:

- Tieu chudn lua chon d6i véi vo: Con it nhét
mét voi 1§ cung théng; budng tring con hoat déng;
khong méc cdc bénh ly viem am dao, 6 t0 cung,

Bang 1 iic diém bénh nhan

| GnRHa (1=109) | hCG (n=109) |
Dic diém chung
Tudi trung binh (niim) 31.50+5.38 31.29:471 p>0.05
Thoi gian va sinh frung binh (néim) 268+1.66 242:2.10 p>0.05
BMI 20.02:2.18 20.26+2.71 p>0.05
Logi vé sinh
V6 sinh nquyén phat 63.3% 68.8% p>0.05
Vo sinh thi phdt 36.7% 31.2% p>0.05
Nguyén nhan v sinh
Bt thuong finh tring 80.7% 82.6% p>0.05
Bubng tring da nang 35.8% 33.0% p>0.05
Gidm du triv budng tring 20.2% 12.8% p>0.05
Bénh li voi tl cung 5.5% 5.5% p>0.05
Lac ndi mgc 1 cung 3% 4.6% p>0.05
Xét nghiém ca ban
FSH ngay 2(1U/L) 7.14£2.55 71.35¢3.96 p>0.05
LH ngay 201U/1) 638:400 | 729:509 | p005
AMH 5.28+6.27 6.70:6.74 p>0.05
Bang 2 Két qua diéu i

| GiRHa (1=109) | hCG(n=109) |

Ti lé phong noéin

cé nang truéng thanh trong chu ky ty nhién hoaic
sau kich thich busng trung.

- Tieu chudn lya chon d6i véi chong: Tét ca
nhong ngusi chéng c6 sé lugng tinh trung binh
thusng di dong tién t6i sau loc rua trén 1 triu [14].

Phuong phdp tién hanh:

- Déi v&i phy no kinh nguyét déu, chu ky tu 25
dén dusi 35 ngay va ngay thy 8-10 cia vong kinh
cé nang vugt troi thi tiép tuc theo dai dén khi cé it
nhét 1 nang = 18mm.

- Déi v&i phy no kinh khong déu hogic kinh thua
trén 35 ngay hodic ngary thu 8 cua vong kinh khong
cé nang troi thi tién hanh kich thich busng tring
bang hMG 75U1/1 méi ngay. DBanh gid sy phat
trién cba nang nodn béng siéu am dau do am dao
méi 3 ngay. Tiép tuc quan sat dén khi c6 it nhét 1
nang = 18mm va khéng qué 3 nang = 18mm thi
tiép tyc qud trinh gay trudng thanh noan.

- Lya chon ngéu nhién xen ké gay phéng nodn
bang hCG (Pregnyl 5000Ul tiém bép) hotic GnRHa
(Fertipeptil 0.1mg x 3 éng tiém dudi da).

- Sau khi géy phéng noan 36 gis, tién hanh lay

tinh dich, loc réa, vé1 bom tinh trung vaio budng 10 cung.

Cholky i B 09% 005 - Banh gid phéng noén bang siéu am dau do
Chu ky kichthch budng tring 844% 85% p>0.05 am dao vao thsi diém sau khi thyc hien IUI 24 gis.
L :e (hl:}f]'!! 87.2% 89.0% p>005 Danh gid két qué cé thai sinh héa bang dinh lugng
Tilé 6 thai N " , ,
Tiodum o 0 T bfeto hS:G 1’4 ngay sau IU!. Neli duo‘nAg hAnh xGe
Tilé thai sinh héa Ty nhign 13.0% 28.1% p<0.05 d!nh ket qua co thai lam sang bong siéu am dau
Kih thich BT 12.5% 200% 005 do am doo sau 2 tuan.
Tilé chung 11.9% 22.2% p<0.05
Tiletheilomsang | Ty nhién 13.0% 23.6% p>0.05
Kich thich BT 9.4% 15.0% p>0.05 ~
Nong do L 3. Két qua
LH trung binh 706324438 Tu théng 4/2016 - 4/2017, c6 109 chu ky
(6 phong nodn 74.36+45.64
Khong phéng nodn 4851:2834 pe00s
Bang 4 Mot s6 yéu to anh hudng két qua co thai cba phdc do dong véin GnRH
Bang 3 Mot s6 yéu 16 anh huong dén két qua phang noin phac do dong van GnRH e yu 16 len quan (cdc bién doc lap) Tilé c6 thai nhém GnRHa
Ti lé phong noan nhom GnRHa _ OR Khoing fin by 95% (CI)
Cdc yéu o lien quan (cdc bien doc lap) PG DACh 0T <35 0.65-34.44
T OR Khoding tin iy 95% (Cl) Tudi 35 4N P>0.05
Tug <% 102 086-1.20 B 038-522
i;g - g;og% ; BMI >n 1.407 5005
e L Nguyén pht 0.38-290
BMI : >n : 179 : g:o'?5]5 Logi v sinh grm phl:il 1.04 p>005
quyén phat 86-1. L <2nim 071-5.00
Logi vo inh Tha phat 099 P>0.05 Thi gian v sinh > nim 1.89 P<0.05
T <2 niim 075-1.09 . khong 035-307
Th gian vo sinh =7 nim 090 P>0.05 Kich thich buong tring % 1.04 P>005
SR (6 0.88-1.24 FERP I <3 ngay 0.07-237
Kich thich buong tring Khong 1.05 P>005 Tong s6 ngay st dung hMG >3 ngay 039 0005
. < 3ngay 076-1.64 Do day niém mac 1 ung <8mm 0.39-3.35
e T P005 gy Wigee oo | P>005
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dugc gay trudng thanh noan bang déng van GnRH
va so sanh véi 109 chu ky st dung hCG.

Nhan xét: Bang 1 - Sy khdc biét ve dac diém
chung, phén logi vé sinh, chi dinh hé trg sinh san
va cdc xét nghiém co ban giga hai nhém nghién
khong cé y nghia théng ké.

Nhan xét: Bang 2 - Kha naéing géay phéng nodn
cba GnRHa va hCG khéng ¢6 sy khéc biét. Tuy
nhién, ty lé thai sinh héa cing nhu thai lam sang
& nhém GnRHa thép hon cé y nghia théng ke
(p<0.05). Nong do LH trung binh sau gay phéng
nodn béing GnRHa dat 70.63+44.38 mIU/mL.

Nhén xét: Bang 3 - BMI=23 lam giém kha nang
phéng noén bang GnRHa, sy khac biét c6 y nghia
théng ke (p<0.05).

Nhan xét: Bang 4 - Do tuéi dusi 35, BMI<23,
téng s6 ngay st dung hMG>3 ngay lam tang kha
nang cé thai mac du chua cé y nghia théng ke
(p>0.05). Thai gian vé sinh<2 nam lam tang ti lé c6
thai v&i sy khdc biét c6 y nghia théng ké (p<0.05).

4. Ban luan

Trong khodng thsi gian tu thang 4/2016 -
6/2017, ching téi da thyc hién gay trudng thanh
nodn béng déng van GnRH trén 109 chu ky nhing
bénh nhan dugc chi dinh hé trg sinh san béng
phuong phdp bom tinh trung vaio budng 13 cung so
sanh véi 109 chu ky st dung hCG.

Do tusi trung binh, thsi gian vé sinh va chi s6
BMI 6 hai nhém nghién cou khéng c6 sy khac biét
ddng ké va tuong ty v6i mét nghién ciu khéc vé
GnRHa cua Vuong Thi Ngoc Lan, véi do tusi trung
binh la 33,76 + 3,35, chi s6 BMI la 20,54 + 1,34
[2]. Déi v6i phan logi vé sinh, vé sinh nguyén phét
chiém ti lé uu thé & 2 nhém nghién cou véi i le lan
luot la 63.3% & nhém GnRHa va 68.8% 6 nhém
hCG. So sanh véi mét nghién cou khac coa Cao
Ngoc Thanh nam 2011, ti lé v6 sinh nguyén phét
la 72.3% va vé sinh thu phdt la 27.7% [3]. Digu
ndry cho thdy khé nang tiép can sém dich vy y 16 va
dieu tri vé sinh ngay cang phé bién.

Céc xét nghiém co ban nhu FSH. LH, AMH giga
2 nhém deéu cé sy tuong dong. Bén canh dé, chi dinh
hé tro sinh san cua cdc bénh nhan thuoe 2 nhém
nghién ciu khéng cé sy khdc biét I6n. Véi ti le céc
chi dinh cva nhém GnRHa var hCG lan luct la: bat

thusng tinh trung (80.7% so véi 82.6%), budng tring
da nang (35.8% so véi 33.0%), gidm dy tro budng
tring (20.2% so véi 12.8%) , bénh |i voi t6 cung (5.5%
50 v&i 5.5%), lac néi mac tu cung (3.7% so véi 4.6%).
C6 thé nhan théy ti le bét thusng finh trung chiém
i le kha cao khi so véi ti lé 42.4% bét thusng tinh
trung & mét nghién ctu cba Vuong Thi Ngoc Lan [2].
C6 thé giai thich do trong nghién cu cia ching 16i,
nhing trusng hop tinh dich d6 c6 it nhét mét yéu 16
bét thusng deu duge xép vao bét thusng tinh trung.
Bén canh d6, mot s6 yéu t6 anh hudng Ién dén chét
luong tinh trung theo thai gian nhu: 16i séng, ht thusc
&, bia rugu [10] dé lam thay déi dang ké hinh thai va
chuic nang cua tinh trung.

Vé hiéu qua tac dong gay truéng thanh noan
cba GnRHa, nhing uu diém han ché nguy co qua
kich budng tring trong chu ky hé trg sinh sén da
dugc nhigu nghién cou ching minh. Theo Mouzon,
i lé OHSS trong 2470 chu ky IVF sau trudng thanh
nodn bang GnRHa chi chiém 0.7% [9]. Theo Cao
Ngoc Thanh, ti le OHSS & nhing chu ky IVF dugc
kich thich bang antagonist va truéng thanh noan
bang agonist [a 0% [1]. Thai gian hogt déng ngén
var hop sinh ly coa LH néi sinh sau kich thich béng
GnRHa (24- 36 gio) khi so véi thsi gian hoat dong
kéo dai cia hCG (48 gis) la I gidi vi sao GnRHa
lai c6 dugc uu diém nay [5]

Trong nghién ciu nay, ching 16i tap trung dénh
gid hiéu qua phéng nodn sau khi st dung déng vén
GnRH va ti lé ¢6 thai trén sinh héa cong nhu lam sang
va cht yéu 6 nhing chu ky dugc hé trg sinh sén bang
bom finh frung vaio budng tG cung. Digu quan frong
l&x tac dyng kich hoat (flare — up) cta dong van GnRH
c6 du tao dinh LH dé gay phdng noan hay khéng?
[6]. Nong do6 dinh frung binh LH sau 24 tiéng gay
trudng thanh béng déng véin GnRH trong nghién ciu
ching t6i dat mic 70.63+44.38 mlU/ml. Tuong ty
mot nghién ctu khac coa Badeea, nong do dinh LH
dat 75.948.8 mlU/ml [12]. Nhang két qua trén deu
phu hop véi muc sinh ly gay phéng noan coa dinh LH.
Bén canh dd, i lé phéng nodn trong nghién cdu ching
t6i & chu ky ty nhién cta 2 nhém GnRHa v hCG lan
lugt l& 88.3% va 89.9%, & chu ky kich thich busng
tring la 84.4% va 85%. C6 thé khéng dinh réing téc
dung géy phéng noan ca GnRHa la tuong ty hCG.

Tuy nhién, digu chong t6i quan tam dén giai
doan hoang thé véi téc dung tao dinh LH 2 pha



coa déng van GnRH khi so véi 3 pha cia hCG kem
theo thsi gian hoat dong ngén nhu da phan tich &
trén, viéc su dung GnRHa c¢6 thé gay anh huéng
dén hoat dong noi tiét tu d6 cé thé lam giam ti le
c6 thai cong nhu nhang bét thusng thai nghén néu
c6 thai. Ti lé ¢6 thai sinh héa 6 hai nhém GnRHa
va hCG lan lugt la 12.8% va 26.6% véi p<0.05,
trong khi ti lé thai lam sang lan lugt la 11.9% va
22.2% véi p<0.05. Nhing két qua vé kha nang
c6 thai sau s¢ dung dong van GnRH trong nghién
ctu chung t6i hién kha khiem t6n khi so sanh véi
mét nghién ctu tuong ty cia Badeea, ti lé c6 thai
sinh héa dat dén 19.88% & nhém GnRHa so véi
14.77% & nhém hCG, va ¢6 thai lam sang lan lugt
la 17.61% va 13.06% [12]. Chong t6i gii thich
c6 sy khdc biét 16n gita hai nghién ciu cé thé do
phdc do hé tro hoang thé khéc nhau. Badeea da
chi dinh tiem hCG 1500IU 12 gis sau khi kich thich
trudng thanh noan bang GnRHa kém theo hé trg
bang Estradiol va Progesterone ngoai sinh trong
khi chung téi chi st dung Utrogestan 200mg dat
ém dao 1 vien/ngay. Cochrane da khuyén cdo
kheng nén s dyng GnRHa don déc dé truéng
thanh noan béi vi kha nang ti lé cé thai thép [15].
bieu nay cang nhén manh tam quan trong coa viéc
hé trg trong giai dogn hoang thé.

Tuy vély, mét s6 nghién cou khdc lai cé két qua
ngucc lai: Romeu da nghién cou trén 364 phy
nt dugc chi dinh Ul v&i 2 phac do FSH/GnRHa
(345 chu ky) va FSH/hCG (416 chu ky). Ti le c6
thai nhém GnRHa dat dén 27.25% trong khi hCG
chi dat 17.32% véi p=0,007 [11]. Sy uu thé cla
GnRHa 6 day dugc gidi thich béi chét lugng coa
nang noan cong nhu néi mac 1§ cung t6t hon va
sy can béng cua dinh FSH va LH trong giai doan
hoang thé sau khi su dung GnRHa.

Tém lai, dé hiéu ré sy anh hudng coa giai doan
hoang thé len ti le c6 thai & chu ky kich thich truéng
thanh noan béng GnRHa, ching t6i mong muén
thyc hién thém nhuong nghién cdu vé hogt déng néi
tiét trong pha hoang thé & cac phac do hé trg khac
nhau trén bénh nhan dugc chi dinh GnRHa gay
phdng noan két hop bom tinh trung.

Tém lgi, su dung dong vén GnRH nhém khai
déng trudng thanh nang nodn trong chu ky thy tinh
nhan tgo béng bom tinh trung vao buéng ti cung
|l mot gidi phdp an toan, tranh nguy co qua kich
buéng tring, cé thé gay phéng nodn tuong duong
st dung hCG. Tuy nhién, két qua cé thai gigm. Do
tudi, chi s6 BMI, thsi gian vé sinh dugc nhan théy
c6 sy anh hudng dén ti lé phdng noan va cé thai 6
nhung chu ky dugc hé trg bang dong van GnRH.
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