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TAC DONG CUA THOI PIEM CHOC HUT NOAN
LEN TY LE NOAN TRUONG THANH VA CHAT
LUONG NOAN CUA CHU KY KICH THICH BUONG
TRUNG SU DUNG GnRH AGONIST PE KHOI PONG
TRUONG THANH NOAN
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Toém tét

Muc tiéu: Khao st tdc dong ctia thoi diém choc htit noan 1én ty 1€ noan trudng thanh va chat
luong noan cta cac chu ky kich thich budng tring (KTBT) bang phac ¢6 GnRH antagonist
c6 str dung GnRH agonist thay the¢ hCG dé khoi dong truong thanh noan. Phwong phap:
Nghién cttu doan hé hdi ctu thyc hién trén bénh nhéan thu tinh trong 6ng nghiém duoc
KTBT bang phéc d6 GnRH antagonist c6 stt dung GnRH agonist thay th& hCG d& khoi dong
treong thanh noan. Bénh nhan duoc choc htit noan & cac thoi diém khac nhau sau mi tiém
GnRH agonist. Két cuc chinh ctia nghién cttu 1a ty 1é noan trudng thanh va ty 1€ noan co chat
luong kém ¢ cac thoi diém choc hat noan khac nhau. Két cuc phu ctia nghién cttu gom: s&
noan, so phoi, sd phoi tot, ty 1é thai 1am sang, sdy thai, thai ngoai t&t cung, da thai va ty 1é
mac hoi chiing qué kich budng trimg. Két qua: C6 365 chu ky dugc nhan vao nghién ctu,
trong d6, 196 chu ky xin noan va 169 chu ky khong xin noan. Choc hat noan da duoc tién
hanh vao cac thoi diém 31, 32, 33, 34, 35, 36 va 37 gio sau tiém miii GnRH agonist d€ khoi
déng trudng thanh noan. Khong cé su khac biét ¢ y nghia thong ké vé ty 1é noan trudng
thanh vao cac thoi diém choc hiit noan khac nhau 6 cac chu ky xin noan va khéng xin noan.
Ty 1é noan c6 chat luong kém cao hon khi choc htt noan ¢ thoi diém sau 36 gio so voi truede
36 gio 0 nhdm xin noan (14,1% va 5,4%, p = 0,003) va nhém khong xin noan (7,8% va 4,1%,
p = 0,01). K&t ludn: Thoi diém choc hit noan trong khoang tir 31 dén 37 gid sau tiém GnRH
agonist khong anh hudng dén ty 1€ noan truong thanh. Choc htit noan mudn hon 36 gio sau
tiém GnRH agonist lam tang ty 1& noan c6 chat luong kém. Nhuw vay, voi cac chu ky duoc
KTBT bang phéc d6 GnRH antagonist cé stt dung GnRH agonist thay th& hCG d& khoi dong
treong thanh noan, thoi diém choc hut noan phu hgp 6 thé tir 31 — 36 gio sau mii tiém
GnRH agonist.

Abstract

The effects of oocyte retrieval timing on the rate of mature oocytes and quality of
oocytes in stimulated cycles using GnRH agonist for triggering maturation

Objectives: To investigate the effects of oocyte retrieval timing on the rates of mature oocytes
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and poor quality oocytes in stimulated cycles using GnRH antagonist protocol with GnRH
agonist for triggering final maturation. Methods: This was a retrospective cohort study
conducted on IVF cycles stimulated by using GnRH antagonist protocol with GnRH agonist
for triggering maturation. Patients had oocyte retrieval (OR) at different timings of 31, 32,
33, 34, 35, 36, 37 hours after the injection of the GnRH agonist. Primary endpoints were
the rates of mature oocytes and poor quality oocytes at different timings of OR. Secondary
endpoints were the number of oocytes retrieved, number of embryos, good quality embryos,
and rates of clinical pregnancy, miscarriage, ectopic pregnancy, multiple pregnancies and
ovarian hyperstimulation syndrome (OHSS). Results: In total, 365 cycles were recruited to
the study, among them, 196 cycles were donor cycles and 169 were non — donor cycles.
Oocyte retrieval was performed at 31, 32, 33, 34, 35, 36 and 37 hours after GnRH agonist
injection. There was no significant difference in the rate of mature oocytes at different
timings of OR in both donor and non — donor cycles. The rate of poor quality oocytes was
significantly higher in cycles that had OR later than 36 hours compared to before 36 hours in
both donor cycles (14.1% versus 5.4%, p = 0.003) and non — donor cycles (7.8% versus 4.1%,
p =0.01). Conclusions: Oocyte retrieval timing at any period between 31 and 37 hours does
not affect the rate of mature oocytes. Oocyte retrieval later than 36 hours after GnRH agonist
injection increases the rate of poor quality oocytes. Therefore, in IVF cycles stimulated by
using GnRH antagonist protocol with GnRH agonist, instead of hCG, the appropriate timing
for OR would be between 31 and 36 hours after the GnRH agonist injection.
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bat vén dé

Kich thich budng tring la mot khau quan
trong trong quy trinh thu tinh trong ong
nghiém. Mot trong nhiing bién chiing quan
trong ctia KTBT 1a hoi chiing qua kich budng
tring (QKBT). Nhiéu chién luoc da duoc
dua ra d€ du phong va diéu tri hoi ching
nay (HO6 Manh Tuong, 2012). Khoi dong
truong thanh noan bang GnRH agonist thay
thé hCG ¢ nhitng chu ky c6 nguy co qua
kich budng tritng 1a mot trong nhiing cach
duw phong hiéu qua, dugc ap dung thanh
cong cho cac chu ky KTBT TTTON (Balasch
va cs, 1994; Emperaire va cs, 1991; Itskovitz
va cs, 1991; Kol va cs, 1996; Kolibianakis va
cs, 2005) hay gay phéng noan don thuan
(Gerris va cs, 1995; Shalev va cs, 1994).
GnRH agonist gan vao thu thé ctia GnRH
O tuyén yén, gay tac dong “flare” lam tang
giai phong LH ndi sinh thanh dinh. BDinh LH
ndi sinh nay cé tac dung du dé€ gay truong

thanh noan va phong noan. GnRH agonist
tao dinh LH noi sinh chi ¢6 thé ap dung
cho cac chu ky KTBT bang phac d6 GnRH
antagonist vi thu thé gan két véi GnRH
antagonist duoc gidi phong som, khoang 6
— 8 tiéng sau tiém GnRH antagonist, do do,
GnRH agonist c6 du thu thé d€ gan vao va
gay tac dong. Tai Viét Nam, sy gia tang st
dung phac d6 GnRH antagonist dé€ KTBT
TTTON da cho phép viéc thuc hién thay thé’
hCG bang GnRH agonist khéi dong treong
thanh noan ¢ cac chu ky c6 dap ting budng
tring nhiéu, nhdm han ché bién ching qua
kich budng tring. Két qua tir cac bao cdo
st dung GnRH agonist thay thé hCG khoi
dong truwong thanh noan ¢ cac chu ky nguy
co cao qua kich budng triing déu ghi nhan
ty 1é qua kich budng tring la 0% voi ty 1&
thai 1am sang kha tot, vao khoang 45,5%
(Phung Huy Tuan, 2010; Giang Huynh Nhuw
va Vuong Thi Ngoc Lan, 2012).
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St dung GnRH agonist dé khoi dong
truong thanh noan c6 tac dong giam QKBT
chu yéu la do sy khéac biét & dinh LH dwoc
tao ra boi GnRH agonist so véi hCG. Nong
do LH sau tiém hCG thuwong dat dinh vao
12 gio sau va kéo dai dén 1 tuan sau chuyén
phoi. Trong khi d6, nong d6 LH sau tiém
GnRH agonist dat dinh sém hon va thoi
gian ton tai ngan hon, vao khoang 4 gio sau
tiém va chi kéo dai khoang 24 gio (Gonen va
cs, 1990; Fauser va cs, 2002). Thong thuong,
sau khi c¢6 dinh LH xuét hién, hang loat
cac su kién duwoc kich hoat bén trong noan,
dua dén viéc tai khoi dong qua trinh giam
phan II véi két qua la noan truong thanh,
c6 kha nang thu tinh véi tinh trung duoc
phong noan. Qua trinh tredng thanh noan
tr giai doan tui nhan (germinal vesicle)
dén giai doan truwong thanh (metaphase
IT) kéo dai khoang 35 tiéng va phong noan
khoang 38 tiéng sau khoi phat caa dinh LH
(Schoenwolf va cs, 2009). Trén co so do,
trong thiec hanh lam sang, choc hat noan
thwong duoc thuc hién vao thoi diém 36 gio
sau tiém hCG d¢€ gay truong thanh noan.
Choc hut noan qua sém, trede 20 gio sau
tiém hCG, noan chua dén giai doan truong
thanh. Choc huit noan qua mudn, sau 38 gio
sau tiém hCG, phong noan da xay ra nén sé
khong thu dugc noan. Tuy nhién, chu ky st
dung GnRH agonist d€ khoi dong truong
thanh noan cé dinh LH noi sinh xay ra sém
hon va ngén hon so voi dinh LH dwoc tao
ra boi hCG. Nhu vay, thoi diém choc hut
noan ¢ cac chu ky nay duoc cho la phai
som hon thong thuong nhung thoi diém
nao la tot nhat, hdu qua la gi néu choc hut
noan som hay muon trong cac chu ky nay
van chua duoc hiéu ro.

Theo su hiéu biét cua ching toi, dén
nay, chua c6 nghién cttu nao thuc hién dé
khao sat tac dong thoi diém choc hut noan
trén ty 1€ noan trudng thanh va chat luong
noan trong cac chu ky st dung GnRH
agonist d€ khoi dong truwong thanh noan,

trong khi phac d6 nay ngay cang duoc
danh gid cao va ap dung nhi€u vi c6 thé
du phong QKBT mot cach hiéu qua. Chung
toi tién hanh nghién ctu nay nham khao
sat tac dong ctia thoi diém choc hit noan
trén ty 1é noan truwong thanh va chat luong
noan nham xay dung co so cho thuc hanh
KTBT stt dung phac d6 GnRH antagonist
v6i GnRH agonist thay thé hCG khoi dong
truong thanh noan.

Phuong phdp nghién cuiu

Thiét k& nghién citu: Nghién ctru doan
hé hoi ctru.

Dén s6 nghién cttu: Chu ky TTTON
duwoc KTBT bang phac d6 GnRH antagonist
st dung GnRH agonist dé khoi dong
treong thanh noan.

Tiéu chuan chon mau

- Chu ky TTTON duoc KTBT bang phéc
d6 GnRH antagonist c¢6 st dung GnRH
agonist dé€ khoi dong truong thanh noan.

- Co6 day du thong tin vé thoi diém tiém
mii GnRH agonist, thoi diém choc hut
noan, sd noan, s6 noan truwong thanh va
chat lwong noan.

Tiéu chuan loai

- Chu ky KTBT st dung phac d6 Down
—regulation

- Chu ky KTBT st dung FSH tac dung
dai (Elonva)

- Chu ky thuc hién tredng thanh noan
trong ong nghiém (IVM)

Dia di€m va thoi gian nghién citu

Nghién cttu dwoc thuc hién tai don vi
hd tro sinh san IVFAS, bénh vién An Sinh
tir 01/ 2012 dén 08/2012.

Mot s6 dinh nghia dung trong nghién ctru

- Thoi diém choc htt noan: duoc tinh
theo moc la thoi diém tiém miai thudc
GnRH agonist d€ khoi dong truong thanh
noan. Trong nghién cttu nay, cac thoi diém
choc hut noan duoc ghi nhan la 31, 32, 33,
34, 35, 36 va 37 gio sau tiém GnRH agonist.
SO phut du ra dwgc quy doéi thanh gio, néu
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< 30 phut duwgc quy d6i thanh gio trude
d6, néu > 30 phut, duwoc quy doi thanh gio
sau do.

- Ty 1é noan truwong thanh: sd noan ¢ giai
doan metaphase II (MII)/ tdng s6 noan thu
duoc x 100

- Ty 1é noan c6 chat luong kém: ty 1é
noan duwgc danh gia c6 chat lugng kém/
tong s6 noan thu duoc x 100

- Ty 1é thai lam sang: s6 tui thai ¢6 phoi
tim thai / s6 chu ky c6 chuyén phoi x 100

Phuong phép tién hanh

Chung téi tra cttu ho so bénh an dé€ chon
mau theo tiéu chudn nhan va loai. Cac hd
so duoc chon vao nghién cttu phai c6 thong
tin vé KTBT day du va rd rang.

- Kich thich budng tring duwoc thuc
hién bing cach st dung phac d6 GnRH
antagonist. FSH tdi t6 hop dwoc bat dau
tiém tir ngay tht 2 cua chu ky kinh véi
liéu dau duoc xac dinh dwa trén tudi bénh
nhan, BMI, AMH va AFC (s6 nang tht
cap ¢ dau chu ky kinh). GnRH antagonist
duwoc bat ddu tir ngay tht 5 ctia chu ky.
Siéu am nang noan, dinh luong LH,
estradiol va progesterone dugc thuc hién
lan dau tién vao ngay 5 cua chu ky. Sau
do, tuy theo sd lwong va kich thuwde nang
noan, liéu thudc FSH téi td hop duoc diéu
chinh (néu can) va lich siéu am tiép theo
duoc thye hién.

- Khoi dong truong thanh noan duoc
tién hanh khi cé it nhat 3 nang noan dat
kich thwéc = 17mm. Tiéu chuan chu ky st
dung GnRH agonist thay thé hCG dé khoi
dong truwong thanh noan nhuw sau:

0O céc chu ky xin noan: tat ca nguoi cho
noan déu duoc st dung GnRH agonist dé
khoi dong treong thanh noan

0O cac chu ky khong xin noan: GnRH
agonist duwoc sit dung khi cé it nhat 15 nang
noan > 12 mm trén 2 budng tring

GnRH agonist (Diphereline 0,1mg,
Ipsen Beaufour, Phép) 2 6ng tiém mot 1an
vao ngay tiém thudc GnRH antagonist +

FSH cu6i cung. Gio tiém GnRH agonist
cach mi tiém GnRH antagonist cudi cung
it nhat 8 tiéng d€ dam bao co thu thé trong
cho GnRH agonist gan két va gay tac dong.

- Choc hat noan duoc tién hanh sau
tiém mui GnRH agonist vao cac thoi diém
31, 32, 33, 34, 35, 36 va 37 gio.

- Banh gia noan truong thanh va chat
lwong noan dwoc thwc hién 2 gio sau
choc hat noan. Noan dwogc thu tinh béng
phuong phéap tiém tinh trung vao bao
teong noan.

- Chuyén phoi thuc hién 2 ngay sau
choc htt noan. Ho trg hoang thé chu ky
khong xin noan dugc thuc hién bang phsi
hop estradiol (udng) 6mg/ngay chia lam 3
1an va progesterone tiém bap 50 mg/ngay +
gel bom am dao 90mg, 2 lan/ngay. Ho tro
hoang thé cho chu ky xin noan duwoc thuc
hién bang cach phdi hop estradiol (udng)
6mg/ngay chia lam 3 lan va progesterone
gel bom am dao 90mg, 2 1an/ngay.

- Thtt thai thyc hién 14 ngay sau chuyén
phoéi. Siéu am thai 3 tudn sau tht thai
duong tinh d€ xac nhan thai lam sang.

Yéu t6 danh gia két qua

- Két cuc chinh: ty 1é noan trudong thanh,
ty 1é noan chat luong kém.

- Két cuc phu: s6 noan, sd phoi, sd phoi
tot, ty 1€ thai lam sang, sy thai, thai ngoai tw
cung, da thai va ty 1é qua kich budng tring.

Phén tich s6 liéu: sd liéu dwgc phan
tich bang phan mém SPSS 19.0. Ty 1é noan
trwong thanh ¢ cac thoi diém choc hut
noan khac nhau dugc so sanh stt dung
ANOVA test. Ty 1& noan chat luong kém
duoc so sanh gitta 2 nhom chu ky theo
thoi gian choc hut noan < 36 gio va > 36
gio, stt dung t-test. S& noan, phoi, phoi tdt,
ty 1é thai lam sang, say thai, thai ngoai t
cung va da thai duogc so sanh gitta 2 nhém
chu ky duwoc chia theo thoi diém choc hut
noan < 36 gio va > 36 gio, st dung t — test
va Chi - square test. P < 0,05 dugc xem la
c6 y nghia thong ké.
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Két qud

Tk thang 01/2012 dén 08/2012, c6 365
chu ky thoa tiéu chuan chon mau, trong
do, 196 chu ky xin noan, 169 chu ky khong

xin noan. Cac chu ky dwoc phan tich theo

noan.

thoi diém choc hat noan < 36 gio va = 36
gio 0 ca 2 nhém xin noan va khong xin

Pic diém nguoi cho nodn va bénh nhan TTTON cua cac chu ky choc hit noin < 36 gio

va 2 36 gio
Bing 1. Ddc diém nguoi cho nodan va bénh nhan TTTON ctia cdc chu ky choc hiit nodan
<36 gio vd 2 36 gio
Pic diém Nguwoi cho nodn Bénh nhan TTTON
(n =196) (n =169)
Choc hut <36 | Choc hat 236 | Choc htat <36 | Choc hat > 36
gio (n=162) | gio(n=34) | gio(n=148) | gio (n=21)

Tubi vo 383+54 37,2+5,0 31,5+£39 31,8+5,1
Tudi nguoi cho noan 286 +4,5 259+4,6 - -
BMI 21,5122 209+3 20,8+2,2 21,1+39
Thoi gian v6 sinh (nam) 7,3+54 7,314, 51+3,4 57%5,6
AMH vo (ng/ml) 1,8+2,1 1,4+1,7 6,2+3,0 52+3,0
AFCvo 78163 7,6+6,7 159+6,3 16,8 £5,6
AMH nguoi cho noan 3,9+24 35+1,1 - -
(ng/ml)
AFC nguroi cho noan 11,1 £3,8 10,8 £4,2 - -

Khoéng c6 sy khac biét ¢d y nghia thong ké vé dac diém ctia nguoi cho noan va bénh nhan
TTTON gitra 2 nhdm chu ky choc htit noan < 36 gio va = 36 gio.
Pic diém kich thich budng trimg ctia cac chu ky choc hiit noan < 36 gio va = 36 gio
0 2 nhom xin noan va khéng xin noan.

Bing 2. Dic diém kich thich buong triing ciia cdc chu ky choc hiit nodan < 36 gio
vd 2 36 gio' 0 2 nhom xin nodn va khong xin noan.

Pic diém Chu ky xin noan Chu ky khong xin noan
(n =196) (n=169)
Choc hut<36 | Choc hut>36 | Choc hut < 36 Choc hat
gio (n=162) gio (n=34) | gio (n=148) 236 gio
(n=21)
Liéu dau FSH (IU) 227 61 226 + 62 174 + 64 163 £ 55
Tong liéu FSH (IU) 2555 + 764 2437 £ 680 1888 + 749 1852 + 618
Liéu/ngay (IU/ngay) 244 + 60 238 £59 178 £ 60 173 £ 50
Thoi gian KTBT (ngay) 102+1,3 102+ 1,4 10,5+1,5 10,6 £2,0
LHngay chochut (IU/L) 1,8+1,8 1,3+1,1 25+2,1 23+1,2
E2 ngay choc hut 6949 + 4067 6254 £4303 | 10683 +5945 | 13379 £ 7797
(pg/ml)
P4 ngay choc hut 20+£1,8 1,0+04 1,5+1,2 1,4+09
(ng/ml)
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Céc thong s6 vé KTBT kha twong dong gitta 2 nhém chu ky choc hit noan < 36 gio va
> 36 gio 0 nhdm xin noan va khong xin noan.
Két qua kich thich budng tritng ctia cac chu ky xin nodn dwgc phén tich theo thoi diém

choc hat noan < 36 gio va 2 36 gio

Badng 3. Két qua kich thich budng triing ctia cdc chu ky xin nodn dugc phan tich theo
thoi diém choc hiit nodn < 36 gio va = 36 gio

Két qua KTBT Choc hit < 36 gio Choc hut > 36 gio P
(n=162) (n=34)

Nang = 12 mm 14,8 £5,8 13,2+4,8 >0,05
S6 noan 142 +£6,7 145+5,7 >0,05
Ty 1é noan trwéng thanh (%) 83,1+ 14,2 852+ 13 >0,05
Ty 1€ noan chat luong kém (%) 541141 141+21,2 0,03
SO phoi 89+52 95+4,2 >0,05
S6 phoi tot 39132 32x24 >0,05
S8 phéi chuyén 25+1,9 2,5+2,0 >0,05
SO phoi triv 37133 35+£32 >0,05
NMTC 10,1£1,9 10,1+1,2 >0,05
Tang Progesterone ngay hCG 40 (24,7%) 6 (17,6%) > 0,05
Tang LH ngay hCG 1 (0,6 %) 0 (0%) -
QKBT 0 (0%) 0 (0%) -

Khong co6 su khac biét ¢d y nghia thong ké gitra cac chu ky choc hit noan < 36 gio va > 36
gio v€ ty 1é noan truong thanh. Tuy nhién, ty 1é noan cé chat lwgng kém cao hon c6 y nghia
thong ké ¢ cac chu ky choc hiit noan = 36 gio so véi < 36 gio. Khong cé treong hop qua kich

buodng tritng nao duoc ghi nhan.

K&t qua kich thich budng tritng ctia cic chu ky khong xin noin dugc phén tich theo
thoi diém choc hat noan < 36 gio va > 36 gio
Bang 4. Két qua kich thich budng triing cia cdc chu ky khong xin noan dugc phin tich
theo thoi diém choc hiit nodn < 36 gio va 2 36 gio

Két qua KTBT Choc hut < 36 gio Choc hut 2 36 gio P
(n=148) (n=21)

Nang = 12 mm 19,7+5,6 21,2+6,2 >0,05
S& noan 17,4+6,7 22,6+5,8 0,001
Ty 1€ noan tredng thanh (%) 79,4+16,3 83,1+11,9 > 0,05
Ty 1€ noan chat lwong xau (%) 41+8,8 79+11,8 0,01
S6 phoi 10,3+£5,4 12,2+5,1 >0,05
SO phoi tot 4,4+3,7 3,8+£3,2 >0,05
S6 phoi chuyén 36+1,2 31+1,7 > 0,05
SO phoi triv 35+37 41133 > 0,05
NMTC 11,4+1,7 11,3£2,0 > 0,05
Tang Progesterone ngay hCG 55 (37,2%) 7 (33,3%) > 0,05
Tang LH ngay hCG 1(0,7%) 0 (0%) -
QKBT 0 (0%) 0 (0%) -
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Khéng c6 su khac biét c6 y nghia thong
ké gitta cac chu ky choc hut noan < 36 gio
va > 36 gio vé ty 1é noan truong thanh. Tuy
nhién, ty 1é noan cé chat luong kém cao
hon c6 y nghia thong ké ¢ cac chu ky choc
hut noan > 36 gio so voi < 36 gio. Khong co
treong hop qua kich budng triing nao duoc
ghi nhan.

Phén bé s6 chu ky theo thoi diém choc
huat noan

30
25
20 1

W Xin noin
15 1 B Khéng xin noin
10 1
5 -
0

S6 chu ky choc hit (%)

31 32 33 34 35 36 37

Thoi diém choc hit nodn (gid)

Biéu d6 1: Phan bd's6 chu ky theo thoi diém
choc hiit noan
Céc chu ky KTBT dugc choc htit noan vao
cac thoi diém 31, 32, 33, 34, 35, 36 va 37 gio

sau tiém GnRH agonist d€ khoi dong trudng
thanh noan. Pa sd cac chu ky dwoc choc hat
vao 33 va 34 gio sau tiém GnRH agonist.

Phén b6 ty 1é¢ nodn truéng thanh theo
thoi diém choc hat

100
90
80
70
60 -
50 +
40
30 4
20 4
10 4

0 4

B Xin noin
O Khéng xin noiin

Ti 1§ trwéng thanh nodn (%)

31 32 33 34 35 36 37

Thoi diém choc hit nodn (gid)

Biéu do 2. Phan bd'ty I nodn truong thanh
theo thoi diém choc hiit
Biéu dd6 2 cho thay khong co sw khac biét
c6 y nghia thong ké vé ty 1é truong thanh
noan gitra cac chu ky duoc choc hat noan
vao cac thoi diém khac nhau (ANOVA test,
p >0,05).

K&t qua thai cta cic chu ky c6 chuyén phdi theo thoi diém choc hat nodn ¢ ca 2 nhém

xin noan va khéng xin noan.

Bidng 5. Két qué thai ciia cdc chu ky c6 chuyén phoi theo thoi diém choc hiit nodn
0 cd 2 nhom xin nodn va khong xin nodn.

Chu ky xin noan (n =130) Chu ky khong xin noan (n = 151)
Choc hut < 36 Choc hut 2 36 Choc hut < 36 Choc hut = 36
gio (n =108) gio (n =22) gio (n=134) gio (n=17)

Ty 1¢ thai lam 41,7% 50% 32,1 % 35,3%
sang
Ty 1é thai ngoai 1,9% 0% 0,7% 0%
tkr cung
Ty 1€ sdy thai 5,5% 9,1% 10,4% 5,9%
Ty 1é da thai 13,9% 22,7% 9,7% 11,8%

Trong 365 chu ky KTBT, c6 251 chu ky
c6 chuyén phoi twoi, trong do6, 130 chu ky
xin noan va 151 chu ky khong xin noan. Ly
do khong chuyén phoi ctia 66 chu ky xin
noan la nguwoi nhan noan chwa chuan bi ndi
mac ttt cung va 18 chu ky khong xin noan
la do bénh nhan ¢6 nguy co qua kich budng

trang (5 treong hop) va ndi mac t cung
khong thuan loi (13 truong hop). Két qua
thai dwoc trinh bay trong bang 5. Khong
c6 su khac biét c6 y nghia thong ké gitra 2
nhom choc hut noan < 36 gio va > 36 gio vé
ty lé thai lam sang, da thai, thai ngoai t&
cung va say thai.
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Ban luan

Hiéu qua ctia phic d6 GnRH antagonist
c6 st dung GnRH agonist khéi dong
trwong thanh nodn trén két qua thaij,
KTBT va du phong QKBT

Kich thich budng tring dwoc xem la
mot trong nhitng thanh twru cua ky thuat hd
tro sinh san trong thap nién 80. Kich thich
budng tring cho phép gia tang s6 luong
noan thu duoc, la tién dé cho qua trinh
nudi cdy phoi va chon lya phoi chuyén vao
budng tr cung gitp tang co hoi cé thai cho
mot chu ky diéu tri. Tk d6 dén nay, KIBT
duoc 4p dung gan nhu thuong quy va cho
hau hét cac chu ky diéu tri TTTON. Phac d6
KTBT van thuong duoc st dung la down —
regulation voi GnRH agonist duoc tiém tir
ngay th 21 ctia chu ky kinh trong 2 tuan,
sau d6 két hop tiém FSH d€ kich thich su
phat trién nang noan. Gan day, su ra doi
cua GnRH antagonist da dem lai nhiéu cai
tién trong quy trinh KTBT nhu thoi gian
tiém thudc ngan hon, s6 miii tiém thudc
it hon, thuan tién hon cho bénh nhan va
nhat 1a cho phép thay thé hCG bang GnRH
agonist dé tao dinh LH ndi sinh nham khéi
dong truong thanh noan. GnRH antagonist
ttc ché canh tranh véi GnRH ndi sinh tai
thu thé & tuyén yén, gay trc ché giai phéng
LH ngay lap tic sau khi tiém. Dong thoi,
GnRH antagonist ciing giai phéng thu thé
rat som, khoang 6 — 8 gio sau tiém thudc.
Do d6, cac thu thé trong cho phép GnRH
agonist gan két vao, gay tac dong “flare”,
tao ra dinh LH ndi sinh d€ khoi dong
tredng thanh noan trong nang. Dinh LH
ndi sinh do GnRH agonist tao ra dén som
hon va ngan hon do hCG (Fauser va cs,
1990) va chu ky tu nhién (Hoff va cs, 1983).
Nhiing nghién cttu ban dau st dung phac
d6 GnRH antagonist v6i GnRH agonist
khoi dong treong thanh noan déu ghi nhan
ty 1& c6 thai thap hon so véi st dung hCG.

Nguyén nhan chu yéu do sw khac biét vé
dac diém cua dinh LH lam hoang thé bi
suy som, giam kha nang lam t6 ctia phoi.
Nghién cttu nay ghi nhan ty 1é co thai rat
tot 0 cac chu ky xin noan do pha hoang thé
cta cac chu ky nay khong bi tdc dong hién
teong suy hoang thé do dinh LH ngan. Ty
1€ c6 thai cua cac chu ky khong xin noan
thap hon khéng xin noan, c6 thé do pha
hoang thé chiu tac dong ctia dinh LH ngan.
Tuy nhién, ty 1€ c6 thai trong nghién cttu
cua chung toi kha tot so véi cac nghién ctru
khac st dung GnRH agonist dé€ khoi dong
truong thanh noan (Humaidan va cs, 2005;
Kolibianakis va cs, 2005) c¢6 thé do chung
toi thwe hién hd tro hoang thé manh véi su
phoi hop estradiol udng va progesterone
duong tiém bap va dit am dao nén hoang
thé duoc duy tri tot.

Ngoai ra, theo quan sat, ty 1¢ say thai
trong nghién cttu nay kha twong duong
gitta nhom xin noan (chiu tac dong cua
dinh LH ngan) va nhém khéng xin noan
(khong chiu tac dong ctia dinh LH ngén)
la 6,2% va 9,9%, mac du thiét ké nghién
ctru khong nham muc dich so sanh 2 nhém
chu ky nay. Tuy nhién, diéu nay cho thdy
duong nhu dinh LH ngan khong gay tac
dong trén thai ky giai doan sém va phac do
hd tro hoang thé dang ap dung 1a kha hiéu
qua trong viéc duy tri doi song hoang thé.

Mot s6 gia thuyét cho réng vdi dinh
LH ngan do GnRH agonist tao ra c6 thé
lam noan trudéng thanh khong day du,
anh hudng dén chat luong noan va phoi.
Nghién ctru cua ching t6i ghi nhén s6 noan
thu dugc, ty 1é noan truong thanh, s6 phoi,
sO phoi tot la kha tot 0 ca nguwoi cho noan
va bénh nhan TTTON. Mot phan tich gop
dwoc thuc hién boi Griesinger va cong su
(2006) so sanh s luong va chat luong noan,
phoi ctia cac chu ky stt dung GnRH agonist
voi cac chu ky st dung hCG dé khoi dong
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treong thanh noan cting cho thay khoéng ¢
sw khac biét c6 y nghia thong ké vé cac yéu
to trén gitta 2 phac d6. Ngoai ra, s6 noan,
phoi cua cac chu ky xin noan ghi nhan thap
hon cac chu ky khong xin noan do tiéu
chuan chon dé ap dung phac d6 nay khac
nhau. Theo quy trinh tai bénh vién chung
toi, tat ca nguoi cho noan déu duoc s
dung GnRH agonist d€ khoi dong truong
thanh noan, trong khi, bénh nhan TTTON
chi ap dung phac d6 nay khi c6 nguy co
cao QKBT (= 15 nang > 12mm & 2 budng
tring). Ty 1€ tang progesterone som trong
nghién cttu nay duoc ghi nhén cao, c6 thé
do lién quan véi s6 lwgng nang noan phat
trién nhiéu trén budng tring.

Nghién cttu cta chiung toi khong ghi
nhan treong hop nao bi qua kich budng
tring 6 nhém nguoi cho noan va bénh
nhan TTTON la nhitng nguwoi c¢6 nguy co
cao QKBT do c6 nhiéu nang noan phat
trién. Diéu nay cling cé thé ly giai boi su
thay doi vé tinh chat dinh LH lam giam sy
kich thich cac yéu t6 gady QKBT trén budng
tring c6 da hoang thé. Mot phan tich gop
modi nhat vao nam 2011 tdng hop s6 liéu
tir 9 nghién cttu tht nghiém lam sang co
nhom chiing trén 745 chu ky TTTON, so
sanh GnRH agonist véi hCG dé gay truong
thanh noan ciing ghi nhan ty 1é QKBT
0 cac chu ky chuyén phoi tuoi 1la 0% &
nhom GnRH agonist va 5% ¢ nhom hCG
(Humaidan va cs, 2011).

Nhu vay, dwa trén sy hiéu biét vé co ché’
tdc dong, nhitng vu khuyét diém va bang
ching y hoc ctia viéc st dung GnRH agonist
khoi dong tredng thanh noan trong cac chu
ky KTBT bang phac d6 GnRH antagonist,
06 thé néi phac d6 nay c6 thé duoc ap dung
tuyét d6i cho cac chu ky xin noan. Véi phac
do nay, nguoi cho noan sé duoc tranh khoi
hoan toan nguy co QKBT, dong thoi, nguoi
cho noan van dat ty 1é c6 thai cao do pha

hoang thé khong bi anh huong boi thoi
gian ngan ctia dinh LH (Bodri va cs, 2010;
2011). Vi cac chu ky TTTON cé nguy co
cao QKBT, day clng la phac d6 ly tuong
d€ tranh QKBT ma van ¢ ty 1é c6 thai kha
quan (Griesinger va cs, 2006). Tuy nhién,
can thém cac nghién ctru cd thiét ké chat
ché d€ chiing minh hiéu qua cua phac d6
nay va tim ra cach hd tro hoang thé phu
hop nhat.

Tac dong caa thoi di€ém choc hut noan
trén ty 1€ noan truwong thanh va ty 1é noan
c6 chit lwong kém

Dbinh LH do GnRH agonist tao ra c6 ddc
diém xuat hién sém hon va ngan hon do
hCG tao ra. Dudi tac dong cua dinh LH,
nhiéu su kién duoc khoi dong bén trong
noan va nang noan dwa dén sy trudng
thanh ctia noan va phong noan. Tuy nhién,
chua c6 nhiéu dir liéu vé van dé nay duoc
bdo cdo nén trong thuc hanh lam sang,
bac si van chu yéu dua trén cidc mdc thoi
gian cua dinh LH dugc tao ra do tiém hCG
d€ tién hanh choc hut noan, cdy phoi va
chuyén phoi.

Dinh LH ngén va hau qua cta né trén
pha hoang thé da dugc nghién cttu va bao
cdo nhiéu. Sy xuat hién sém cuia dinh LH
va cac tdc dong cuia no trén su tredng thanh
cua noan, chat luong noan, thoi diém
phéng noan va nén chang can thay doi thoi
diém choc hut noan lai chua duoc tac gia
nao béo céo.

Nghién cttu nay ghi nhan ty 1é truong
thanh noan la khong khac biét gitta cac
chu ky choc hiit noan sém hay mudn trong
khoang thoi gian tir 31 dén 37 gio sau tiém
GnRH agonist. Nghién cttu co ban vé sinh
ly su tredng thanh noan trong budng tring
ghi nhan sau khoi phat cua dinh LH, 12 gio
sau LH dat néng d¢ dinh. Khi d6, noan
non ¢ giai doan GV sé tiép tuc qua trinh
giam phan d€ di dén giai doan GVBD vao
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khoang 15 gio sau, giai doan metaphase I
(MI) vao 20 gio, metaphase II (MII) vao 35
gio va phéng noan vao 38 gio (Schoenwolf
va cs, 2009). Nhu vay, khoang thoi gian tt
khi LH dat nong d6 dinh dén khi c6 noan
treong thanh MII 1a 24 gio. Khi tiém GnRH
agonist, LH dat nong d6 dinh khoang 4
gio sau. Do d6, viéc thu nhan dwoc noan
treong thanh ¢ thoi diém 31 gio sau tiém
GnRH agonist c6 thé duoc ly giai do thoi
gian tir khi LH dat nong d6 dinh dén thoi
diém choc hat noan 1a 29 gio, hon thoi gian
toi thiéu can thiét cho noan trudng thanh
theo sinh ly.

Nghién cttu nay khong cé co hoi ghi
nhan thoi diém phéng noan sau tiém GnRH
agonist do cac chu ky thuc hién TTTON nén
khong thé dé hién twong phong noan xay
ra. Theo sinh ly, 38 gio sau khoi phat dinh
LH, hién teong phong noan xay ra. Cac chu
ky diéu tri trong nghién cttu nay déu duoc
thue hién trude 38 gio, mudn nhat 1a 37 gio.

Ty 1é noan chat luong kém duoc st dung
nhu la mot yéu td danh gia két qua do tiéu
chudn danh gia noan chat luong kém rd
rang va khach quan hon noan dugc danh
gia cé chat luong tot. Thoi diém 36 gio
duoc chon la diém cit d€ phan tich két qua
do day la thoi di€ém choc hut noan thuong
quy cua cac quy trinh TTTON va chtuing t6i
mudn tim hiéu viéc sit dung GnRH agonist
thay thé hCG c6 anh hudng dén két qua va
thay d6i quy trinh thuong quy khong. Ty 1&
noan chat lwgng kém cao hon & cac chu ky
choc hut noan mudn > 36 gio so voi trude
36 gio, tuy nhién, sd chu ky dugc choc hut

mudn > 36 gio 1a it nén can thém nghién
ctu voi thidt ké chit ché va ¢d mau 16n hon
dé khao sat gia thiét nay.

Han ché cia nghién cttu nay la thiét ké&
nghién cttu hoi ctru. Thiét ké nay khéng cho
phép tim hiéu thém nhiéu thoi diém choc
htt noan khac nhau nhu sém hon 31 gio va
muodn hon 37 gio sau tiém hCG. Hon nira,
do dit liéu dwoc hodi ctru tir hd so, sd chu
ky bi loai do khong du thong tin cling lam
cho mau nghién ctru bi giam di. Tuy nhién,
nghién cttu nay c6 gia tri budc dau cung
cap co so dit liéu cho thuc hanh 1am sang,
chon thoi diém choc hut noan phu hop cho
phac d6 KTBT st dung GnRH agonist khoi
dong truong thanh noan nham thu dugc
két qua tot cho diéu tri.

Két luén

KTBT bang phac d6 GnRH antagonist
c6 st dung GnRH agonist d€ khoi dong
treong thanh noan hiéu qua trong duw
phong QKBT véi ty 1¢ thai lam sang kha
quan. O nhitng chu ky st dung phac dé
nay, thoi diém choc htt noan trong khoang
31 - 37 gio sau tiem GnRH agonist khong
anh hudng dén ty 1é noan truwong thanh.
Ty 1é noan kém chét luong cao hon ¢ cac
chu ky choc huit noan mudn > 36 gio so voi
trude 36 gio. Két qua nghién ctu dé xuat
thoi diém choc hut nodn phu hgp cho phac
dd nay la tir 31 dén trude 36 gio sau tiém
hCG. Tuy nhién, can thém nghién cttu voéi
thiét k& chit ché va cd mau 16n hon dé cung
cap cac dir liéu chic chin cho thuc hanh
lam sang.

TAI LIEU THAM KHAO

1. Balasch J, Tur R, Creus M, Buxaderas
R, Fabregues F, Ballesca JL, Barri
PN, Vanrell JA (1994). Triggering of
ovulation by a gonadotropin releasing
hormone agonist in gonadotropin -

stimulated cycles for prevention of
ovarian hyperstimulation syndrome
and multiple pregnancy. Gynecol
Endocrinol; 8: 7 — 12

2. Bodri D, Guillen JJ, Trullenque M



(2010). Early ovarian hyperstimulation
syndrome is completely prevented
by gonadotropin releasing hormone
agonist triggering in high — risk oocyte
donor cycles: a prospective, luteal
phase follow — up study. Fertil Steril;
93: 2418 - 20.

Bodri D, Sunkara SK, Coomarasamy
A (2011). Gonadotropin - releasing
hormone agonists versus antagonists
forcontrolled ovarianhyperstimulation
in oocyte donors: a systematic review
and meta — analysis. Fertil Steril; 95:
164 - 9.
Emperaire JC, Ruffle A (1991).
Triggering ovulation with endogenous
luteinizing hormone may prevent the
ovarian hyperstimulation syndrome.
Hum Reprod 1991; 6: 506 — 510.

Fauser BC, de Jong D, Olivennes
F, Wramsby H, Tay C, Itskovitz-
Eldor J, (2002).
Endocrine profiles after triggering of

van Hooren HG

final oocyte maturation with GnRH
agonist after cotreatment with the
GnRH antagonist ganirelix during
ovarian hyperstimulation for in vitro
feritlization. ] Clin Endocrinol Metab;
87:709 —715.

De Vits A, Joostens M
Triggering of ovulation in

Gerris ],
(1995).
human menopausal gonadotrophin

— stimulated cycles: comparison
between intravenously administered
gonadotrophin - releasing hormone
(100 and 500ug), GnRH
(buserelin, 500 pug) and human
chorionic gonadotrophin (10000 IU).
Hum Reprod; 10: 56 — 62

Giang Huynh Nhu, Vuong Thi Ngoc
Lan (2012). St dung GnRH do6ng van
thay thé hCG trong khoéi dong trudng
thanh noan o cac chu ky kich thich

agonist

10.

11.

12.

13.

14.

42 @ TAP CHI PHU SAN, Tap 10, S6 4, Thang 11 - 2012

budng tring bang phac d6 GnRH déi
van. Tap chi Y hoc TPHCM, phu ban
cua tap 16, s6 1: 175 - 179.

Gonen Y, Balakier H, Powell W
(1990). Use of gonadotropin releasing
hormone agonist to trigger follicular
maturation for in vitro fertilization. ]
Clin Endocrinol Metab; 71: 918 — 22.
Griesinger G, Diedrich K, Devroey P,
Kolibianakis EM (2006). GnRH agonist
for triggering final oocyte maturation
in the GnRH
hyperstimulation protocol: a systematic

antagonist ovarian
review and meta - analysis. Hum
Reprod Upd; 12: 159 — 168.

Griesinger G, Diedrich K, Tarlatzis
BC, Kolibianakis EM (2006). GnRH-
antagonists in ovarian stimulation
IVF
response to

for in patients with poor
gonadotrohphins,
polycystic ovary syndrome, and risk
of ovarian hyperstimulation: a meta -
analysis. Reprod Biomed Online 2006;
13: 628 - 38.

H6 Manh Tuong (2012). Du phong hoi
chiing qua kich budng tring. In: S6 dac
biét cuia tap chi Phu San “San phu khoa
tir bang chiing dén thuc hanh - 3”; p 123
-133.

Hoff JD, Quygley ME, Yen SSC (1983).
Hormonal dynamics at midcycle: a
reevaluation. J. Clin. Endocrinol. Metab;
57:792 - 796.

Humaidan P, Bredkjaer EH, Bungum L,
Bungum M, Grondahl ML, Westergaard
L and Yding Andersen C (2005). GnRH
agonist (buserelin) or hCG for ovulation
induction on GnRH antagonist IVF/
ICSI cycles: a prospective randomized
study. Hum Reprod; 20: 1213 — 1220.
Humaidan P, Kol S, Papanikolaou E
(2011). GnRH agonist for triggering
of final oocyte maturation: time for a



15.

16.

17.

Vuong Thi Ngoc Lan/Vii Nhat Khang/Nguyén Thi Ngoc Nhan/H6 Manh Tudng @ 43

change of practice? Hum Reprod; 17(4):
510 — 524.

Itskovitz J, Boldes R, Levron J, Erlik
Y, Kahana L (1991).
luteinizing  hormone

Induction of
preovulatory
surge and prevention of ovarian
by
gonadotropin - releasing hormone
agonist. Fertil Steril; 56: 213 — 20

Kol S, Lewit N, Itskovitz — Eldor ]
(1996).
effects of GnRH analogues. Ovarian

hyperstimulation syndrome

Ovarian  hyperstimulation:
hyperstimulation syndrome after using
gonadotrophin - releasing hormone
analogue as a trigger of ovulation:
causes and implications. Hum Reprod;
11: 1143 — 1144.

Kolibianakis EM, Schultze — Mosgau A,
Schroer A, Van Steirteghem A, Devroey
P, Diedrich K, Griesinger G (2005). A
lower ongoing pregnancy rate can be
expected when GnRH agonist is used

18.

19.

20.

for triggering final oocyte maturation
instead of hCG in patients undergoing
IVF with GnRH antagonist. Human
Reproduction; 20: 2887 — 2892.

Phung Huy Tuan (2010). GnRH agonist
thay th¢ hCG dé’khoi dong trudng thanh
noan trong chu ky GnRH antagonist c6
nguy co cao qua kich budng tring. Tai
liéu Hoi thao IVF Expert Meeting VI.
Schoenwolf GC, Bleyl SB, Brauer
PR, West PH (2009).
Gametogenesis, Fertilization and First

Francis -

week. In: Larsen’s Human Embryology.
Churchill Livingstone, Philadelphia,
USA; 4™ edition, 15 — 50.

Shalev E, Geslevich Y (1994). Induction
of pre - ovulatory luteinizing
hormone surge by gonadotrophin -
releasing hormone agonist for women
at risk for developing the ovarian
hyperstimulation Hum

Reprod; 9: 417 - 19.

syndrome.



