TAP CHi NGHIEN CPU Y HOC

SO SANH KET QUA TRUONG THANH NOAN
GI(FA HCG TRIGGER VA DUAL TRIGGER TREN NHUNG

TRUONG HOP DAP ('NG BUONG TRU'NG KEM
Dwong Hoang Long™, H6 S§ Hung
Trwong Pai hoc Y Ha Noi

So sénh két qua trudng thanh nodn va két qua tao phéi gitka hai nhém truéng thanh nodn bang Human
Chorionic Gonadotropin (hCG) va hCG két hop GnRH agonist (GnRHa) & nhém bénh nhén dap g kém tai
Bénh vién Phu sén Trung uong. Cac bénh nhan dap (ing budng trimg kém theo tiéu chudn Bologna diéu tri
tai Trung tdm H6 tro sinh sén (HTSS) quéc gia, Bénh vién Phy san Trung Uong dwoc chia thanh hai nhém.
Nhém chirng duoc triréng thanh nodn bang hCG (10000Ul) va nhém can thiép duoc truséng thanh nodn béng
hCG két hop GnRHa (6500U! + 0,2mg Triptoreline). Sé luong nodn thu duoc, sé lwong nodn trudng thanh,
s6 phéi trung binh & nhém trudng thanh nodn bang hCG két hop GnRHa (dual trigger) cao hon nhém truéng
thanh nodn bang hCG (p < 0,05). Khdng c6 sw khéc biét vé ty 1é thu tinh va chat luong phéi gidia hai nhém.
Trudng thanh nodn bang dual trigger lam tang sé lrong noédn thu duwoc, sé long noan trudng thanh, sé lvong
phéi trung binh, cai thién két qua IVF (In vitro fertilization) trén cac bénh nhan dap (g bubng tring kém.

T khéa: trwéng thanh nodn, hCG két hop GnRHa, dap (rng budng trirng kém.

I. DAT VAN DE

Trong nhiéu thap ky, hCG dwoc st dung nhw
la sy thay thé cho dinh Luteinizing Hormone
(LH) tw nhién @& trwdng thanh noan. Tuy nhién
vi th&i gian ban hly dai, tac dong kéo dai trén
hoang thé da goép phan gay ra hoi chirng quéa
kich budng trirng (QKBT).

Trai ngwoc voi tac dung kéo dai ctia hCG,
thdi gian ban thai ngén cta LH ndi sinh dwdi
sy kich thich cia GnRHa gan nhw loai b hoan
toan nguy co QKBT. Khéng nhitng thé, da co
nhirtng bao céo chi ra sb lwgng nodn trudng
thanh cao hon & nhom trwdng thanh noén
bang GnRH agonist so v&i nhém trudng thanh
noan bang hCG." Diéu nay la do sw giai phdng
dinh cac hormone LH va Follicle Stimulating
Hormone (FSH) sinh ly hon dwéi tac dong cla
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GnRH agonist.

Mac du nhirng lgi ich cia GnRH agonist
trén trwdng thanh noan, nghién clru cua
Humaindan va Kolibianakis (2005) lai cho thay
két qua co thai khéng kha quan & nhom trudng
thanh noan bang GnRHa.' Diéu nay 1a do sw
suy hoang thé do tac dung ctia GnRH agonist.
Hai nghién clru tvong ty trén cac bénh nhan
dap ing bubng trirng binh thuwéng, cho thay sw
cai thién dang ké & s6 lwong noan thu dwoc, sb
noan trwdng thanh, ty 1& lam té cta phai, ty &
thai 1am sang, ty |é thai tién trién, ty I& tré sinh
sbng & nhém dwoc trwdng thanh noan bang
dual trigger so v&i nhém chi dwgc dung hCG
dé trwdng thanh noan.23 Bang chu y 1a nghién
ctu cla Griffin va cong sw (2014) cho thay dual
trigger lam téng sé lwong nodn va noan truéng
thanh & nhirng bénh nhan véi tién s cac lan
choc hat noan c¢6 trén 25% noan khong trwédng
thanh.* Trwdng thanh noan bang dual trigger
cling da dwgc xem nhw la gidi phap méi trong
diéu tri cac bénh nhan dap (rng bubng trirng
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kém trong nghién clru clia Hass va cong sw
(2014) va trong nghién ctru ciia Meyer va cong
s (2015) do lam téng sé lwong nodn truwéng
thanh.5

Cac nghién clru hiéu qua cta dual trigger
trén nhom bénh nhan dap (ng budng trirng
kém cho t&i hién tai la khéng nhiéu. Mat khac
diéu tri bénh nhan dap (rng budng trirng kém
hién van 1a thach thirc dbi véi cac bac si lam
sang. Cac nghién clru da wdc tinh trong cac
trwong hop lam thu tinh trong éng nghiém,
10% - 24% la bénh nhan dap rng kém.® Do do,
chung tdi tién hanh nghién ctu dé tai véi muc
tiéu so sanh sé lvong noan thu duwoc, sb lwong
nodn trwdng thanh, chat lwong nodn va ty 1é thu
tinh, s6 lwong phoi, chat lwong phéi gitra hai
nhém trwdng thanh nodn bang hCG trigger va
dual trigger trén cac bénh nhan dap ng kém
tai Bénh vién Phu san Trung Uong.
Il. DOl TWQONG VA PHPONG PHAP
1. Déi twong nghién ctru

Céc bénh nhan diéu tri tai trung tam HTSS,
Bénh vién Phu san Trung Uong, dap trng budng
trieng kém tir thang 8/2020 dén thang 8/2021.

Tiéu chuan Iwa chon: Bénh nhan giam dw
tri» budng trirng theo tiéu chuan Bologna nam
2011: it nhét hai trong 3 diéu kién sau (i, Tudi
> 40 hoac c6 bat ky yéu té nguy co nao khac
clia dap &ng budng trirng kém: ii, Tién st 1 lan
trwdc day cé dap (ng bubng trisng kém: sb6 noan
thu dwoc < 3 khi s&v dung phac dd KTBT théng
thwéng; i, Xét nghiém dy trir budng tring thép:
AFC (antral follicle count) < 5 - 7 nang hoac AMH
(Anti-mullerian Hormone) < 0,5 - 1,1 ng/ml).

Tiéu chuan loai trie: Cac trwong hop bat
thwong tinh tring hodc bénh nhan khéng déng
y tham gia nghién ctru.
2. Phwong phap nghién ctru

Thiét ké nghién ctru: Tién clru, can thiép
lam sang c6 déi chirng.

TAP CHi NGHIEN CU’U Y HOC

* Co mau:

Z%\/Zp(1—p)+21.s /p1(1-p1)p2(1—p2)]2

N=n1+n2=2
(P1-P2)?

Trong d6: a =0,05 2> Z ,=1,96; 3 =0,2 >
Z,=084p= @ véi p, la ty |é thu tinh/bénh
nhan trudng thanh nodn bang hCG;” p, 1a ty
|& thu tinh/bénh nhan trwdng thanh noan béng
hCG két hop voi GnRHa.? Vi p, = 0,586 va p,
= 0,88 > N = 22. Chung t6i lay 62 bénh nhan
v&ihé s r=n1/n2=1> n1=n2 = 31. C& mau
cia méi nhom 1a 31.

Cédc bworc tién hanh nghién citeu: Tt ca
bénh nhan trong nghién ctru duwoc kich thich
budng trirng (KTBT) béng phac dd Antagonist, st
dung recombinant Follicle Stimulating Hormone
(rFFSH) (Follitrope® véi liéu 150 - 225IU) bat dau
tiém tlr ngay 2 cla ki kinh. GnRHa (Cetrotide®,
250ug) dwoc tiém tr ngay 6 va duy tri t&i ngay
trigger. Bénh nhan dwgc trwedng thanh noan khi
¢6 2 nang kich thwéc ttr 18mm hoac 3 nang kich
thwde tir 17mm tré 1én. hCG 10000I1U (IVF-C®,
5000IU), hCG 6500IU (Ovitrelle®, 250ug) va
Triptorelin (Diphereline®, 0,2mg) la cac thubc
duoc str dung dé gay trwdng thanh nodn. Bénh
nhan téi kham, du tiéu chuan va déng y tham
gia nghién ctru sé dwoc béc thdm ngau nhién
dé phan nhém. Nhém nghién clru da chuén bi
san 31 phiéu ghi s6 1 va 31 phiéu ghi sb 2,
sau d6 tron déu va cho vao mot phong bi. Bénh
nhan béc sb 1 sé& dwoc phan vao nhém chirng
va duoc trwdng thanh noan bang hCG 10000IU.
Bénh nhan béc sb 2 sé dwoc phan vao nhém
can thiép va dwoc trudng thanh nodn bang hCG
két hop GnRHa (Ovitrelle + Diphereline). Quy
luat phan nhém ci tiép tuc cho t&i hét 31 bénh
nhan mdi nhém. Choc hut nodn sau trigger 36
gi®> dbi voi tt ca bénh nhan dwéi hwéng dan
cla siéu am. Noan dwoc danh gia va phan loai
theo do trwdng thanh: noan truwdng thanh (Mll),
nodn chwa trwdng thanh (Ml, GV), noan thoai
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héa (TH) va tinh ty 1& nodn trwéng thanh = sé
noan MIl/tbng s6 nodn. Cac noan MIl sé& duwoc
thu tinh bang phwong phép tiém tinh trung vao
bao twong noan (ICSI). 18 - 20 gi& sau khi cho
tinh trang thu tinh vé&i noén, nodn da thu tinh khi
c6 2 tién nhan quan sat duéi kinh hién vi dao
nguoc. Xac dinh ty 1é thu tinh = s6 noan thu
tinh/tdng s6 noan. Phoi sé dwoc phan loai chat
lwong tiéu chuén cta ngay 3 dé danh gia sbé
lwong té bao, tinh dbi xtrng, sw phan manh va
chi dinh & mac d6 loai 1, 2, 3 theo déng thuan
Istanbul (2011).°
3. Xt ly s6 liéu

S dung phan mém SPSS 16.0. Fisher’s
exact test dwoc st dung dé so sanh ty 1& gitra
2 nhém cla bién dinh tinh. T-test dwoc st
dung dé so sanh gia tri trung binh gira 2 nhém
cta bién dinh lwong. Kiém dinh giad thuyét véi

khoang tin cay 95%.

4. Pao dirc nghién ctru

Trén thé gidi co rat nhiéu nghién cu vé
trwdng thanh noan bang hCG két hop véi
GnRHa, c6 mét s6 nghién clru da chi ra réng
chét lwong noan va phdi tét hon khi truéng
thanh nodn bang dual trigger. Cac phac dd
kich thich budng trirng, cling nhw trwdng thanh
nodn s dung trong nghién ctru déu dang dwoc
thwe hién thuwdng quy tai trung tam HTSS quéc
gia. Dé tai dwoc sy doéng y cla Ban lanh dao
Trung tdm hd tro' sinh san quéc gia va duoc
théng qua b&i hoi ddng dao dirc Bénh vién Phu
san Trung wong.

lll. KET QUA

1. Pac diém lam sang va can lam sang cua
déi twong nghién ciru

Bang 1. Dac diém lam sang va can 1am sang cta déi twong nghién ctru

Nhém chirng

Nhém

Nhém can thiép

Péc diém “:,};f)” (T\?Z;) P
Tubi (n&m) 38,35+6,15 38 £ 5,60 0,81
Loai v6 sinh

Nguyén phat 10 (32,26%) 7 (22,58%) 0.39

Th phat 21 (67,74%) 24 (77,42%)
Thoi gian vo sinh (nam) 4,94 + 4,30 3,71+ 2,41 0,17
Nguyén nhén vo sinh

Do voi t&r cung 2 (6,45%) 5(16,13%)

Do chong 2 (6,45%) 3 (9,68%) 0,38

Do tubi cao 2 (6,45%) 0 (0,00%)

Chuwa ré nguyén nhan 25 (80,65%) 23 (74,19%)
BMI (Body Mass Index) 21,75 £ 2,41 21,58 + 2,58 0,79
AFC (nang) 5,10 + 2,64 6,68 +4,13 0,08
FSH (1U/) 9,04 + 3,31 8,46 + 3,77 0,53
LH (1UN) 4,25+ 1,60 4,52 +1,97 0,55
Estradiol (E2) (pg/ml) 35,47 £ 18,75 34,95 + 17,40 0,91
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Sw khac biét vé d&c diém lam sang va dy trir budng trirng gitra hai nhém nghién ctru khéng cé
y nghia théng ké.

2. Bac diém kich thich budng trirng

Bang 2. Dac diém kich thich budng trirng ctia déi twrorng nghién cteu

Nhom Nhém chirng Nhoém can thiép

Dic diém (N = 31) (N = 31) P
Lidu dau FSH (V) 157,26 + 52,52 168,55 + 60,54 0,44
Sé ngay KTBT (ngay) 8,97 + 1,82 9,32 + 2,02 0,47
Téng liéu FSH (V) 1437,10 + 511,28 1737,10 + 845,67 0,10
Sé kich thwédc = 10 :

© hang Kich Thiroe 2 Tmm ngay 5,52 + 4,03 6,94 + 324 013
trigger (nang)

4 kich thuwoc = 14 >
S6nang kich thuoc = 14mm ngay 3,81+ 2,69 432 +2,30 0,42
trigger (nang)
Néng d6 Estradiol (E2) ngay tri

ong do Estradiol (E2) ngay trigger 1216,39 + 831,61 1797,84 + 1712,42 0,09
(pg/ml)
P day nié ta NMTC

¢ day niém mac tt cung ( ) 7,76 + 2,59 8,44 + 3,18 0,36
ngay trigger (mm)

Su khac biét vé lidu FSH, téng liéu ciing nhw sb nang noan thu dwoc gitra hai nhém khong cé y
nghia théng ké véi p > 0,05.

3. Dic diém vé s6 lwong noan, chat lwong noan

Bang 3. Bic diém vé sé lwong nodn va chat lwong noan

< N i 5 Nhém chirng Nhém can thiép
Ket qua choc hut noan p
(N=31) (N=31)
Sé noan (noan) 4,29 + 2,65 5,90 £ 3,30 0,02
S6 noan MIl (noan) 3,16 £ 2,13 4,45 + 2,81 0,02
Ty |1& nodn trwdng thanh trung
74,51 + 26,81 77,16 £ 24,44 0,69

binh (%)

Sb noan trung binh thu dwgc, sé noan MIl & nhém trwdng thanh nodn bang dual trigger nhiéu
hon & nhém trwédng thanh noan bang hCG don thuan. Sw khac biét 1a cé y nghia théng ké véi
p < 0,05. Ty I& noan trwdng thanh gitra 2 nhédm nghién ciu khac biét khéng cé y nghia théng ké
p > 0,05.

TCNCYH 151 (3) - 2022 165



TAP CHi NGHIEN CPU Y HOC

4. Pac diém vé ty lé thu tinh, chat lwong phoi

Bang 4. Dac diém vé ty lé thu tinh va chat lwong phoéi

Nhém chirng

Nhoém can thiép

Két qua thu tinh (N = 31) (N = 31) p
S6 noan thu tinh trung binh (noan) 2,81+1,68 3,77 £ 2,55 0,04
Ty 1é thu tinh trung binh (%) 85,62 + 21,85 80,43 + 24,09 0,38
Téng sb phoi ngay 3 trung binh (phoi) 2,67 £1,79 3,74 £ 2,54 0,03
S6 phdi dd 1 (phoi) 1,71 £ 1,47 2,19+ 2,26 0,16
S6 phoi d6 2 (phoi) 0,71+ 0,90 0,90 + 0,94 0,41
S6 phdi dd 3 (phoi) 0,35+0,75 0,65+ 1,25 0,27

S6 noan thu tinh, sb phdi trung binh thu
dwoc & nhém trwdng thanh noan bang dual
trigger nhiéu hon & nhém trwdng thanh noan
béng hCG don thuan. Sy khac biét cé y nghia
thdng ké véi p < 0,05. Ty Ié thu tinh, chat lwong
phdi gitba hai nhém khac biét khéng cé y nghia
théng ké.

IV. BAN LUAN

Nghién ctu cla ching téi duwoc thiét ké
nhdm so sanh sb lwong noan thu dwoc, sb
lwong nodn trwdng thanh, chat lwong noan va
ty 1& thu tinh, s6 lwong phoéi, chat lwgng phoi
gitra hai nhém trwdng thanh noan bang hCG
trigger va dual trigger trén nhirng trwong hop
dap ng budng trirng kém.

Vé tieu chudn lwa chon bénh nhan, tiéu
chuan dap (rng kém rat khac nhau gira cac
trung tdm, cé noi dwa trén sb noan thu dworc,
c6 noi chon sb nang phat trién hay ti 1& hay
chu ki diéu tri. Do d6, viéc st dung két qué cla
cac nghién ctru vao thwc hanh lam sang con
nhiéu kho khan. Nam 2011, Hiép hoi Sinh san
va Phéi hoc Chau Au da duwa ra déng thuan
vé tiéu chuan chan doan dap (ng kém (tiéu
chuan Bologna). Trong nghién ctru nay, ching
t6i chon tiéu chudn dap &ng budng trirng kém
theo Bolgona dé théng nhat cac trung tam khac

vé tiéu chuan chan doan va cé thé so sanh két
qua gilra cac nghién ctru.

Vé thiét k& nghién clru, nghién cu cla
chung tdi 1a can thiép 1am sang, cé ddi chirng.
Diéu nay dam bao tinh ddéng nhat cta nghién
cu va han ché téi da cac yéu t6 nhidu anh
hwéng téi két qua nghién clu. Trong nghién
clu clia ching tdi, cac dac diém lam sang,
can lam sang ciing nhw nhitng dac diém vé
kich thich buéng trirng la nhw nhau gitra nhém
trwdng thanh noan bang hCG trigger va dual
trigger.

Két qud nghién ctu clha ching téi cho
thay trwdng thanh nodn bang dual trigger lam
tang s6 lwong nodn thu dwoc, sb lwong noan
trwdng thanh, sd lwong phoéi & nhirtng bénh
nhan dap ng budng trirng kém (Bang 3). Dé
gidi thich cho didu nay, ching téi cho rdng
hiéu qua cla dual trigger trong trwdng thanh
noan la do sw gidi phéng cla cac dinh FSH
va LH sinh ly duw¢i tac dong cia GnRHa.

Mac du vai tro cia dinh FSH trong chu
ky tw nhién van chwa hoan toan sang to,
nhwng nhirng nghién ctru da cho thay dinh
FSH c6 y nghia quan trong trong qua trinh
phong noan va trwdng thanh nodn. Binh
FSH kich thich hinh thanh cac receptor LH
trong giai doan hoang thé hoa té& bao hat,
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thuc day sv trwdng thanh nhan noan, va sy
gian réng cua khéi cumulus.’ Thém vao do,
FSH cé kha nang kich thich hoat déng hoat
hoéa plasminogen trong té bao hat. Hoat déng
hoat héa plasminogen chuyé&n plasminogen
thanh plasmin (mét enzyme tiéu protein), c6
vai trd 1am yéu vé nang nodn, tao didu kién
dé qua trinh v& vé nang va phéng noan dwoc
dé dang. Nghién ctru clia Lamb va coéng sw
(2011) cho thay viéc bdé sung FSH vao thoi
diém trigger trwdng thanh noan bang hCG
lam tang sb lwong nodn thu dwoc va ty 1é
thy tinh."

Trén cac bénh nhan dap ng kém thwong
sy phat trién ctia cac nang nodn khéng déu
mac du cac nang & ngay 2 la déu nhau, chinh
vi vay nén dén giai doan trwéng thanh noan, cé
nhing nang kich thwéc da tiéu chudn nhung
cling c6 nhirng nang con nhd. Dwa vao gia
thuyét & trén viéc chung toi két hop cad hCG va
GnRHa dé trwdng thanh noan sé giup vira tao
dinh LH ngoai sinh va dinh LH ndi sinh, sinh li
hon v&i hy vong cac nang nhé nhé vao dinh LH
ndi sinh sé trwdng thanh noan tot hon.

Két qua nghién clru cla chung tdi ciing
twong tw nhw két qua nghién ctru ctia mot sé tac
gia trén thé gioi. Nghién clru ctia Haas Jigal va
cbng sw (2019) trén nhém bénh nhén dap (rng
budng trirng kém theo tiéu chuan Bologna, cho
thdy sb lwong noan thu duwgc & nhém trwéng
thanh noan bang hCG két hop véi GnRHa cao
hon & nhém truwdng thanh noan bang hCG don
thuan." Tuy nhién, nghién ctru ctia Hass Jigal
va cong sw thuc hién trén ¢c& mau nhd chi 30
bénh nhan. Nghién clru cla chung téi thuc hién
c6 wu diém la thye hién trén ¢ mau I&n hon 1a
62 bénh nhan. Trong nghién ctru clia Zhang va
cbng sw (2017), khi nghién ctru trén 1350 bénh
nhan, cling cho thdy trwdng thanh noan bang
dual trigger lam ting s6 lwong nodn thu dworc,
sb lwong noan trwdng thanh, tham chi la ca ty

TAP CHi NGHIEN CU’U Y HOC

Ié nodn trwdng thanh. Nghién clru clia Zhang
mac du dwoc thwe hién véi ¢ mau Ién 1350,
tuy nhién nhwoc diém cua thiét k& nghién ctru
la nghién ctru doan hé cé so sanh.™

Két qua nghién ctru ctia ching tdi khac véi
két qua nghién ctu cta Eftekhar va cong sw
(2018). Trong nghién clru ctia Eftekhar, khéng
c6 su khac biét vé sé lwong noan thu duoc, sb
lwong nodn trwdng thanh, sd lwong phoi, chat
lwgng phoi gitra nhém trwdng thanh noan bang
hCG trigger va dual trigger.? Sy khac nhau nay
c6 thé 1a do sy khac nhau vé thiét ké nghién
ctru do nghién clru clia Eftekhar va cong s la
nghién ctru bénh chirng.

Cac nghién ctru vé& dual trigger trén cac
bénh nhan dap (ng budng trirng kém cho t&i
hién tai 1a khong nhiéu. Uu diém cda nghién
cu nay duwoc thé hién & thiét ké nghién clru.
Chung t6i thwc hién nghién ctru can thiép co doéi
chirng, diéu nay dé dadm bao dwoc tinh déng
nhét, cling nhw loai bé duwoc cac yéu td nhiéu
gitra hai nhdém so sanh. Chinh vi thé két qua
nghién cru sé mang tinh khach quan va c6 y
nghfa hon. Bén canh do, nghién ctu cling ton
tai mot sd han ché dé la chung téi thwe hién &
¢& mau nhd 62 bénh nhan do dé chwa cé tinh
dai dién va khai quat cao. Bdng thdi, nghién
clu méi dirng lai & danh gia két qua truéng
thanh noan va két qua tao phéi, chwa danh gia
tdi ty 16 1am t, ty |é co thai trén cac bénh nhan
trwdng thanh noan béng dual trigger. Chinh vi
thé cac nghién clru khac véi ¢c& mau Ién hon
can dwoc tién hanh dé danh gia hiéu qua cua
dual trigger dbi v&i két qua IVF trén nhirng bénh
nhan dap ng budng trirng kém.

V. KET LUAN

Trwdng thanh noan bang dual trigger budc
d4u cho thay lam ting sé lwong noan thu dworc,
s6 lwgng noan trudng thanh, va sb lvong phoi
thu dwoc so véi trwdng thanh noan bang hCG
don thuan, qua dé cai thién két qua IVF trén
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cac bénh nhan dap (rng budng trirng kém.
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Summary
A COMPARISON OF hCG TRIGGER VERSUS DUAL TRIGGER
FOR FINAL OOCYTE MATURATION IN
POOR OVARIAN RESPONDERS

This study compared the final oocyte maturation and the embryo formation between two groups,
one group in which follicular maturation was triggered by hCG alone versus the other group
triggered by a combination of hCG and GnRHa. This study was conducted at National Hospital of
Obstetric and Gynaecology. Patients who were poor ovarian responders as defined by the Bologna
criteria were randomized into two groups: the control group received the hCG trigger (100001U)
and the investigation group received the dual trigger (0.2mg of Triptoreline plus 6500IU of hCG).
The number of retrieved oocytes, number of mature oocytes (Mll), number of embryos formation
were all significantly higher in the investigation group compared to control group (p < 0.05). The
fertilization rate and the number of top embryos were not significantly different between the two
groups. Dual trigger for final oocyte maturation can improve IVF outcome in poor ovarian responders.

Keywords: oocyte maturation, hCG trigger, dual trigger, poor ovarian responder.

TCNCYH 151 (3) - 2022 169



