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Hiéu qua ciia phac do trueong thanh noan kép trong thu
tinh ong nghiém & bénh nhan cé dap ung buong trung
binh thwong

Effect of the dual trigger protocol for final follicular maturation for

normal responders in IVF cycles
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Tom tat

Muc tiéu: So sanh két qua sé noan thu dugc, s6 nodn trudng thanh va két qua phoi gitta hai nhom
gdy truéng thanh noan bang hCG (Human Chorionic Gonadotropin) don thuan va hCG két hgp GnRH
agonist (GnRHa) & nhom bénh nhan dap lng budng tring binh thudng. Béi tuong va phuong phdp:
Nghién cttu dugc thuc hién trén 175 bénh nhan dap ting budng triing muc d6 viia thuc hién cac chu ky
thu tinh 6ng nghiém tai Vién M6 phéi lam sang Quan déi, Hoc vién Quan y dugc chia lam hai nhom. Két
qud: S6 noan trudng thanh (7,56 + 4,01 va 6,23 + 3,13, p=0,015), s6 noan thu tinh (5,44 + 3,57 va 4,29 +
2,74, p=0,018), s6 phoi ngay 3 (4,92 + 2,98 va 3,89 + 2,38, p=0,012), s6 phoi ngay 5 (3,38 + 2,44 va 2,52 +
1,95, p=0,011), s6 phéi ngay 5 tét (1,48 + 1,71 va 0,97 + 1,41, p=0,030). Két ludn: S dung phac dé truéng
thanh noan kép lam tang sé lugng noan trudng thanh, sé noan thu tinh va s6 lugng phéi ngay 3, phoi
ngay 5 cing nhu phoi ngay 5 chat lugng t6t so véi st dung hCG don thuan trén nhém bénh nhan dap
(ing budng tring binh thuang.

Tirkhéa: Trudng thanh noan kép, hCG, dap Ung budng tring binh thuong.

Summary

Objective: To compare the results of the number of oocytes, the number of mature oocytes and the
number of embryo between the two groups which are hCG (Human Chorionic Gonadotropin) alone
group and hCG combined with GnRH agonist (GnRHa) in the group of patients who responded to the
application. Subject and method: The study was conducted on 175 patients who met the intensity of just
performing in vitro fertilization cycles at the Military Institute of clinical Embryology and Histology,
Vietnam Military Medical University, divided into two groups. Result: Number of mature oocytes (7.56 +
4.01 and 6.23 + 3.13, p=0.015), number of fertilized oocytes (5.44 + 3.57 and 4.29 + 2.74, p=0.018),
number of explosions on day 3 (4.92 + 2.98 and 3.89 + 2.38, p=0.012), number of invitations on day 5
(3.38 = 2.44 and 2.52 £ 1.95, p=0.011), good number born on day 5 (1.48 = 1.71 and 0.97 + 141,
p=0.030). Conclusion: Using the dual trigger increases the number of mature oocytes, the number of 2PN
embryos and the number of day 3 embryos, blastocysts as well as good quality day 5 embryos compared
to using hCG alone in normal ovarian responders.
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1.Pat van dé

O ngusi, su rung triing tu phat xay ra trudc su
gia tang cua ca hai hormone FSH va LH, dugc cho la
gay ra su trudng thanh tring cudi cung. Trong phac
dé kich thich buéng triing c6 kiém soét (COS) théng
thudng, su truéng thanh triing dugc kich hoat bang
mot liéu duy nhat gonadotropin mang dém & ngudi
(hCG), hCG hoat dong nhu mot chat thay thé cho
dinh LH noi sinh dé tao ra su hoang thé hoa clia cac
té€ bao hat. Tuy nhién, do qua trinh hoang thé hoa
kéo dai nén viéc sir dung hCG dé gay trudng thanh
noan sé lam tang nguy co qua kich buéng tring &
cac bénh nhan cé nguy co cao [1]. D€ lam gidm
nguy ¢ nay & cac chu ky dung phac d6 déi van
GnRH (GnRH antagonist), chat dong van GnRH
(GnRH agonist) da dugc dua vao sit dung dé gay
trudng thanh nodn thay cho hCG do ¢6 tac dung
lam gidi phong FSH va LH néi sinh véi mot lugng
thap hon va thai gian ban hdy ngan hon. Truéng
thanh noan bang GnRH agonist cling dugc ching
minh gitp thu dugc sé lugng noan trudng thanh
cao hon [2]. Tuy vay, phac d6 nay lam gidm ty lé
mang thai va ty 1é tré sinh song, tang ty 1é say thai
sdm va can phai hé trg hoang thé dang ké hon [3].

TU nhiing uu va nhugc diém trén, cac nha lam
sang da bat dau st dung phoi hgp hCG va chat dong
van GnRH dé gay truéng thanh noan (trudng thanh
noan kép) véi mong muédn cai thién su truéng thanh
cUa té bao noan dong thai cung cap su hd trg bén
viing hon cho pha hoang thé [4]. P4 c6 nhiéu
nghién ctu dugc tién hanh trén nhimng nhom déi
tugng bénh nhan khac nhau va két qua ciing con
nhiéu y kién trai chiéu, dat ra cau héi la liéu phac do6
trudng thanh noan kép co thuc su cai thién dugc su
truéng thanh cda té bao noan so véi viéc st dung
hCG don thuan hay khéng. Do dé, chung toi tién
hanh nghién ctru nay nham muc tiéu: Bdnh gid hiéu
quad cta phdc dé truéng thanh nodn kép trén nhém
ddp (ng bubng tring binh thudng & cdc chu ky
IVF/ICSI s dung phdc dé6 déi vdn GnRH (GnRH
antagonist) dé kich thich buéng tring.

2. Déi tugng va phuong phap
2.1.Déi tuong

Cac bénh nhan thu tinh trong 6ng nghiém thuc
hién trén nhém phu n dap ing budng tring binh
thuong tir thang 6/2022 dén thang 6/2023 dugc lua
chon va chia ngau nhién thanh hai nhém:

Nhém 1: 85 bénh nhan dugc st dung hCG gay
trudng thanh noan.

Nhém 2: 90 bénh nhan dugc st dung hCG két hgp
véi GnRH agonist (GnRHa) gay truéng thanh noan.

Tiéu chuan lua chon: Bénh nhan siéu am vao
ngay thur 2 cta chu ky kinh ¢é tur 6-20 nang thi cap
kich thudc tir 2-9mm, nébng dé AMH > 1ng/ml, chu
ky kich thich buéng tring st dung phac d6 GnRH
antagonist.

Tiéu chuan loai tri: Lac ndi mac ti cung, cac
khoi u budng triing, tién st phau thuat vung chau,
bat thudng duong sinh duc va tir cung, bénh nhan
hién noan.

2.2, Phuong phdp
2.2.1. Thiét ké nghién cau

Nghién ctiu md ta cé so sanh.

Cé mau:

"= (2,02 T2y ]z[pl (I-p)+p,(d-p,)
(p—p,)

Trong do6:

n: C& mau t6i thi€u cho méi nhom.

Z,_q: Hé s6 tin cdy, vai do tin cay 95% (a = 0,05)
thiz,_,,=1,96.

z, 5t Hé s6 luc mau, véi luc mau 80% (B = 0,20)
thi z, ;= 0,84.

P, ty lé c6 thai lam sang  nhom 1.

P2 ty Ié thai lam sang ctia nhém 2.

Can cu vao két qua nghién ctru cla tac gia Haas
va cOng su (2020) [5].

chung téi chon p1=0,23, p2 =0,43.

Thay s6 vao cong thuc tinh dugc c¢d mau cho
moi nhom n = 82,7. Chuiing t6i ldy ¢c& mau cho nhém
11a 85, nhém 2 [a 90 bénh nhan.
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2.2.2. Cdc budc tién hanh nghién ciu

Phdc dé kich thich buéng tring:

Kich thich buéng tring bang phac dé6 GnRH
antagonist st dung recombinant Follicle Stimulating
Hormone (rFSH) (Gonal F véi liéu 150-275I1U, Merck
Serono S.p.A-Italy). Sau khi tiém dén ngay 6 duoc b6
sung GnRHa (Cetrotide®, 250ug, Merck Serono) va
duy tri t6i ngay trigger (ngay gay truéng thanh
noan). Bénh nhan dugc trudng thanh noan khi cé 2
nang kich thuéc tir 18mm hodc 3 nang kich thudc tu
17mm tr& [én. Nhom dual trigger st dung phéi hop
Ovitrelle®, 250ug, Merck Serono va Diphereline®,
0,2mg, Ipsen Pharma Biotech déu st dung dudng
tiém dudi da. Nhom hCG don thuan st dung
Ovitrelle®, 250ug, Merck Serono tiém dudi da. Sau
36h, tién hanh choc hut noan d6i vai tat ca bénh
nhan dudi huéng dan cla siéu am dau do am dao.

DPanh gia chat lugng noan, quy trinh ICSI va
nudi phoi:

Noén dugc danh gia su truédng thanh dua vao
su xuat hién cta thé cuc. Noan trudng thanh (Mll)
dugc xac dinh bang su hién dién cta thé cuc thu
nhat. Noan & giai doan tdi mam (MI, GV), noan
thodi hoa (TH).

Noan trudng thanh sé dugc thuc hién ICSI
(Intra-cytoplasmic Sperm Injection - tiém tinh trung
vao bao tuang noan) tai thai diém 39-41 gid sau khi
khé&i dong trudng thanh noan.

Sau 16-18 gio thuc hién ky thuat ICSI, danh gia
su thu tinh véi su hién dién cta cac thé cuc va 2 tién
nhan. Nhitng noan thu tinh binh thudng dugc nudbi
dén giai doan phéi ngay 5 trong moi trudng LP (Life
Global) & ta Minibenchtop (BT37, Origio).

Phéi ngay 5 dugc phan loai dua trén danh gia
dong thuan Alpha cGa hiép héi ESHRE 2011. Phoi
ngay 5 tét la phoi cé d6 gian n& > 3 va phan loai ICM
va TE la: AA, AB, BA. Phéi ngay 5 kha la phoéi c6 d6
gian n& =3 vai phan loai ICM va TE la: BB.

Qud kich buéng trimng

Hoi ching qua kich budng tring bao gom qua
kich buéng triing sém va mudn. Cac chu ky thu tinh
trong 6ng nghiém déu dong lanh phoi toan b nén
chiing t6i chi khdo sat cac triéu chiing va muc dé
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qua kich buéng triing & thai diém sau choc hat noan
2 ngay va 7 ngay.

Bang 1. Phéan loai hdi chiing qua kich buéng
tring theo Bahia va cong su [6]

Phanloai | Kichthubcbudng | rie ) hing
j tring trén siéu am j
dau tuc bung,
Nhe 8cm khé chiu
muc nhe +
Vi 12cm, chuéng bung,
dich 6 bung nhiéu | buén nén, nén,
tiéu chay
< > 1A,Zcm’ mua via + kho
Nang dich 6 bung, e LR i
. . tha, thiéu niéu
dich mang phoi
0o 1 2 3 4 5 6 7 8 9 10
| RSN | S O P [ T [— —
F 1 1T 7T 17 ° ©T 1T 1T 1T
Khong dau l | I | I l Pautdi da

¢ thé chiu

dyng duoc

Dau nhe Dau vira Pau nang

Hinh 1. Thang danh gia dau bang s6 (NRS) [7]

2.2.3. Cdc chi tiéu ddnh gid

S6 nang thu cap siéu am ngay 2 chu ky kinh
(nang AFC)

AMH (ng/ml).

T6ng s6 noan.

S6 noan M.

S6 2PN.

S6 phoi ngay 3.

S6 phoi ngay 5 tot.

S6 phoi ngay 5 trung binh.

S6 phéi ngay 5 kém.

D&u hiéu qua kich budng tring.

2.2.4. Phuong phdp xtt ly s6 liéu

S6 liéu nghién cliu dugc xd ly bang chuong
trinh STATA 14.0. Gia tri cGia cac tri s6 dugc trinh bay
dudi dang s6 trung binh + d6 léch chuén. Kiém dinh
2 trung binh bdang test t-student. So sanh két qua
nghién ctiu bang nghiém phap x> Su khac biét c6 y
nghia thong ké khi p<0,05.
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3.Két qua

3.1. Ddc diém chung cta hai nhém déi tuong nghién ciru

Bang 2. Pac di€m 1am sang va can 1dam sang cGa hai nhém ddi tugng nghién cuu

Nhom Dual trigger hCG trigger p

Péc diém (n=85) (n=90)
Tudi (nam) 34,22 +£4,73 35,14 £ 4,81 0,204
BMI (kg/m2) 22,04 +4,97 21,41 +3,32 0,327
Loai vo sinh

Nguyén phat (loai I) 27/85 (31,76%) 22/90 (24,44%) 0,281

Thu phat (loai Il) 58/85 (68,24%) 68/90 (75,56%)
Thdi gian vo sinh (nam) 4,33 +£3,37 4,27 + 2,87 0,894
AFC (nang) 11,84+ 3,84 1091 +4,14 0,129
AMH (ng/ml) 2,38+1,25 231+£1,72 0,768
Prolactin 409,88 + 374,85 431,89 + 443,39 0,724
FSH (1U/1) 592+1,51 6,62 + 3,86 0,121
LH (1u/) 5,27 £1,96 535+1,69 0,781
Estradiol (E2) (pg/ml) 33,39+ 16,07 34,31 +£11,39 0,659

Su khéc biét vé dac diém lam sang, s6 nang AFC trén siéu am & ngay 2 chu ky kinh nguyét cling nhu cac
chi s6 ndi tiét to gilra hai nhém déi tugng nghién ctu la khdng c6 y nghia thong ké.

Bang 3. Pac diém vé qua trinh kich thich buéng triing ctia hai nhém déi tugng nghién ciu

Dic diém Nhom Dual trigger (n = 85) hCG trigger (n =90) p

Tong liéu FSH (1U) 2387,65 + 441,16 2453,63 £499,16 0,357
S6 ngay KTBT (ngay) 9,74+0,99 9,72+ 1,06 0,903
S6 nang > 14mm ngay trigger 9,52 £3,59 9,17 £3,71 0,553
Nong do E2 ngay trigger 2934,04 £ 1327,59 2973,73 £1942,75 0,876
Ty lé qua kich budng tring (%) 2/85(2,35) 2/90(2,22) 0,954

Khéng co su khac biét c6 y nghia théng ké vé téng liéu FSH dugc st dung, s6 ngay kich thich buéng
triing, s6 nang > 14mm va ndng do estradiol ngay trigger gitra hai nhom nghién ctu. Ty 1é qua kich buéng
triing gitta hai nhém cling khong c6 su khac biét, trong do chiing téi ghi nhan 2 trudng hop qua kich buong
tring muc d6 nhe & nhém truéng thanh noan kép, 1 truéng hop muc d6 nhe va 1 trudng hgp muc d6 vua &
nhom trudng thanh noan bang hCG dan thuan.

3.2. Ddc diém vé két qua nodn, phéi thu duoc cia hai nhém nghién ciru

Bang 4. Dac diém vé két qua noan, phoi

Dic diém Nhom Dual trigger (n = 85) hCG trigger (n =90) o]

Téng s6 noan (noan) 9,29 £ 4,54 8,01 £3,82 0,044
S6 noan Mil (noan) 7,56 £ 4,01 6,23 £3,13 0,015
S6 2PN 5,44 £ 3,57 429+2,74 0,018
Ty 1é thu tinh (%) 72,21 £21,55 70,92 + 25,55 0,721
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Dic diém Nhom Dual trigger (n = 85) hCG trigger (n =90) P

S6 phdi N3 4,92 +2,98 3,89+2,38 0,012
S6 phoi N5 338+2,44 2,52+1,95 0,011
S6 phéi tét N5 1,48 £ 1,71 0,97 £ 1,41 0,030
S6 phoi trung binh N5 1,08 + 1,26 1,02 £ 1,06 0,732
S6 phoi kém N5 0,81 +0,81 0,56 + 0,82 0,039

Bang 4 cho thdy téng sé noan thu duoc, s6
noan MIl, sé nodn thu tinh (2PN) va s6 phéi ngay 3,
phoi ngay 5 cling nhu phéi ngay 5 chat lugng t6t
va kém & nhém gay trudng thanh noan bang phac
d6 trudng thanh noan kép déu cao hon ¢ y nghia
thong ké so véi nhém gdy trudng thanh noén
bang hCG don thuan. Ty |é thu tinh va s6 phoi
ngay 5 chat lugng trung binh gilta 2 nhom la
khong c6 su khéc biét c6 y nghia théng ké.

4. Ban luan

Trong nghién cttu clia chung t6i, 175 bénh nhan
dap ung budng tring binh thudng dugc chia thanh
2 nhém st dung phéc d6 truéng thanh noan kép va
trudng thanh noan bang hCG don thuan véi su
tuong dong vé dac diém lam sang, can lam sang
cing nhu dac diém vé qua trinh kich thich buéng
triing. Két qua cho thay nhém déi tuong trudng
thanh noan kép dem lai hiéu qua tét hon vé mat so6
lugng noan va phéi thu dugc, trong khi khéng cé su
khac biét vé ty 1&é qua kich budng tring gilra hai
nhém. Viéc chon nhiing bénh nhan cé dap ung
budng tring binh thudng lam déi tugng cho nghién
ctu nay la ¢6 y nghia vi day la nhém déi tugng
chiém ty lé cao nhét trong cac chu ky kich thich
budng tring. Mac du nhiing phu nir c6 dap Ung
binh thudng dugc ky vong sé cé nhiéu té bao noan
chat lugng tét; tuy nhién, viéc cai thién két qua téng
s lugng noan cling nhu noan truéng thanh cé thé
gilp cai thién két qua chung cho bénh nhan bang
cach tang so lugng va chat lugng phéi thu dugc; cd
du s6 lugng phdi dé déng lanh, diéu nay sé tranh lap
lai toan bo chu ky IVF trong tuong lai néu can.

Da co6 nhiéu nghién ctu cling cho thay hiéu qua
ma phac d6 truéng thanh noan kép mang lai trong
viéc cdi thién s6 lugng noan, phoi va két qua cé thai
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& cac chu ky IVF/ICSI chuyén phoi tugi trén nhom
phu nit dap Ung budng triing binh thudng. Nghién
ctru hoéi ctiu ctia Lin MH va cong su nam 2013 tién
hanh trén 376 bénh nhan dap Ung budng tring
binh thudng ghi nhan téng s6 noan thu dugc, s6
noan MII, ty 1& lam t&, ty |é thai lam sang va thai sinh
song déu cao hon c6 y nghia thong ké & nhéom
truédng thanh noan kép so véi nhém trudng thanh
noan bang hCG don thuan [8]. Albeitawi S va cong
su (2022) cing ghi nhan két qua noan phéi tuong tu
nhung khong ghi nhan su khac biét vé két qua co
thai gitta hai nhom [9]. Ty lé qua kich budng tring
gira hai nhém trong nghién clu cta tac gid nay
cliing khéng ¢o su khac biét cé y nghia thong ké [9],
tuong dong véi két qua nghién clru clia chung toi.
Bén canh do, cling cé nhiéu tac gia ghi nhan nhiing
két qua trai ngugc véi két qua nghién cliu clia chidng
t6i. Kim CH va cong su (2014) trong mot thi nghiém
lam sang d6i chiing ngau nhién bao gbm 120 bénh
nhan cho thay khong cé su khac biét c6 y nghia
théng ké vé téng s6 noan thu dugc, s6 noan Mill,
noan thu tinh va s6 phoi chat lugng tot gitta hai
nhom truéng thanh noén kép va trudng thanh noan
bang hCG don thuan [10].

Co mét s6 gid thuyét da dugc dua ra dé giai
thich cho tinh hiéu qua ma phac d6 trudng thanh
noan kép dem lai. Khi s&t dung phoi hgp chat déng
van GnRH sé gdy ra su gia tang FSH va LH, bét chudc
chu ky tu nhién va diéu nay cé thé cé lgi cho viéc
truédng thanh noan. Cac nang tring trudng thanh
can thiét phai gia tang cac thu thé LH dé chuan bi
cho su rung triing va qua trinh hoang thé hoéa sau
dé cda té bao hat sau su gia tang LH. FSH rat quan
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trong cho su hinh thanh cac vi tri thu thé LH trong té
bao hat; dong thai ciing hé trg qua trinh giam phan
va mé réng clia té bao cumulus. Piéu nay c6 thé giai
thich cho viéc céi thién téng sé lugng noan thu dugc
cting nhu noan Mil khi b6 sung GnRH agonist dé gay
trudng thanh nodn. Tuy nhién, sy khac biét trong
cac két qua nghién clu c6 thé la do su khong déng
nhat trong quy trinh kich thich buéng tring va
trudng thanh noan dugc st dung, bao gbm ca su
khac biét vé déi tugng tham gia nghién cliu hoac c&
mau nho.

Han ché trong nghién ctu cta chdng téi la
nghién ctu héi clu v6i ¢ mau con nho, cling nhu
chua danh gia dén két qua co thai do chién lugc
déng phéi toan bd nén sé chu ky IVF/ICSI chuyén
phoi tuci & nhom déi tuong dap tng budng tring
binh thudng la rat it. Mac du vay, ching t6i da quan
sat thay xu huéng cai thién chat lugng noan phéi &
nhom trudng thanh noan kép, diéu nay khuyén
khich cac nghién ctu tién cdru véi quy moé I6n hon va
quy trinh chat ché hon trong tuong lai tiép tuc tién
hanh dé xac nhan két qua nay.

5. Két luan

SU dung phac dé truéng thanh noan kép lam
tang sé lugng noan thu dugc, s6 noan trudng thanh,
sO noan thu tinh va sé lugng phoi ngay 3, phoi ngay
5 cing nhu phéi ngay 5 chat lugng tot so véi si
dung hCG don thuan trén nhom bénh nhan dap tng
budng triing binh thudng.
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