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SANH HIEU QUA PHAC PO TRUONG THANH NOAN KEP VA TRUONG
THANH NOAN BANG HCG PO'N THUAN TREN NHOM PAP ('NG BUONG
TRU’NG BINH THUONG O’ CAC CHU KY THU TINH TRONG ONG NGHIEM

TOM TAT

Muc tiéu: So sanh ti I1é noan trudng thanh, s6
phoi nang, s6 phéi nang chat lugng t6t & cac chu ky
thu tinh trong 6ng nghiém & nhém trudng thanh nodn
kép va truang thanh noan bang hCG don thuan trong
cac chu ky thu tinh trong 6ng nghiém. P6i tugng va
phuong phap: Nghién ciru mo ta hdi ciu trén 104
chu ky thu tinh trong 6ng nghiém tai Vién MO phoi lam
sang Quan doi, Hoc vién Quan Y, st dung phac do
antagonist bao gom hai nhédm trudng thanh nodn kép
va nhom tru’dng thanh nodn bang hCG don thuan. So
sanh cac chi t|eu vé tudi, BMI, AMH, xét nghlem noi
tiét, d6 day niém mac tr cung ngay tngger ti 1& MII,
sO ph6i ngay 3 va sO ph6i nang & hai nhdm. Két qué:
SO nodn trudng thanh (6.98 + 3.71 va 4.76 + 3.7 vdi
p=0.04), s6 2PN (6.03 + 3.03 va 4.98 + 2.85 Vi
p=0.045), s6 phoi ngay 3 (4.58 + 2.81 va 3.78 +
2.11 véi p=0.01), s6 phoi nang(3.81 + 2.49 va 2.37 +
1.72 véi p= 0.0009) va s6 nang tot (3.43 + 1.95 va
2.18 + 1.69 vdi p=0.0007) déu cao han cd y nghia
thong ké & nhém trudng thanh noan kép. Két luan:
S0 dung phac d6 trudng thanh nodn kép trén nhom
bénh nhdn dap (ng bubng tring binh thudng cho
thay lam tang s6 lugng noan trudng thanh, s6 2PN, s6
phoi ngay 3, s6 ph6i nang, s6 phéi nang tét so vdi
trudng thanh nodn don thuan bang hCG.

Twr khoa: dual trigger; trudng thanh nodn, hCG

SUMMARY

COMPARISON OF EFFICACY OF DUAL

OOCYTE MATURATION REGIMEN AND
OOCYTE MATURATION BY HCG ALONE ON
NORMAL OVARIAN RESPONSE GROUP IN
IN VITRO FERTILIZATION CYCLES USING

ANTAGONIST PROTOCOL

Objectives: To compare the effect of oocyte
maturation by HCG and Dual trigger in cycles of in
vitro fertilization on ovarian follicles and blastocyst
formation rate. Subjects and methods:
Retrospective descriptive study on 104 cycles of in
vitro fertilization at Military Institute of Clinical
Embryology and Histology, Vietnam Military Medical
University, using antagonist protocol including two
groups of dual trigger and hCG trigger. Comparison of
the criteria of age, BMI, AMH, endocrine tests,
endometrial thickness on trigger day, MII rate,
number of cleavage embryos and number of
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blastocyst in two groups. Results: Number of mature
oocytes (6.98 = 3.71 vs 4.76 £ 3.7, p=0.04), number
of 2PN (6.03 + 3.03 vs 4.98 + 2.85, p=0.045),
number of cleavage (4.58 + 2.81 vs 3.78 = 2.11,
p=0.045the number of blastocyst (3.81 + 2.49 vs 2.37
+ 1.72, p=0.0009) and the number of good blastocyst
(343 £ 1.95 vs 2.18 + 1.69, p=0.0007) were
statistically significantly higher in dual trigger group.
Conclusion: Using dual trigger protocol with normal
responser showed an increase in the number of
mature oocytes, number of 2PN, number of clavage,
number of blastocyst, number of good blastocyst
compared with hCG trigger group.

Keywords: dual trigger; oocyte maturation, hCG

I. DAT VAN DE

Trong cac chu ky thu tinh trong 6ng nghiém,
khdi dong trudng thanh noan la mét giai doan
quan trong nhdm thu dudc s6 nodn trudng
thanh trong cac chu ky kich thich bubng triing.
Mac du, hCG dudc st dung thay thé cho dinh
Luteinizing Hormone (LH) tu nhién dé& trudng
thanh noan nhung do tac dung kéo trén hoang
thé gbp phan géy ra hdi chiing qué kich bubng
triing. Ngugc lai, GnRH agonist loai bd nguy co
qua kich buong triing do kich thich giam thdi
gian ban thai cta LH noi sinh va c6 nghién cltu
chi ra rang s6 lugng noan trudng thanh thu dugc
cao han & nhédm sir dung GnRH agonist. Theo
nghién c(fu clia Humaindan (2005) diéu nay do
GnRHa tac dong lén su giai phong dinh cua cac
hormone LH va Follicle Stimulating Hormone
(FSH) sinh ly han tuy nhién két qua co thai
khong kha quan & nhém nay [1]. Diéu nay do
suy hoang thé dudi tac dung clia GnRHa.

Theo nghién cltu doan hé cua Lin va cong su’
(2013) thuc hién trudng thanh nodn bang
GnRHa phéi hgp v6i hCG trén nhém dap lfrng
buong tru’ng binh thudng déu thu dugc tong s6
noan, nodn trudng thanh, ti 1€ lam to, ti Ié thai
lam sang, ti 1& thai dién tién, ti 1& tré sinh s6ng
déu cai thién han so vdi nhdm dung hCG don
thuan [2]. Nam 2017, tac gia Ding thuc hién mot
phéan tich tdng hop so sanh nhdm trudng thanh
nodn bang hCG va nhdm trudng thanh noan kép
GnRHa va hCG cho két qué kha quan vé s6 nang
noan, so lugng ph0| tot cling nhu ti 1€ mang thai
cao han dang k& [3]. O Viét Nam, hai nghién
clu dugc bao cdo so sanh 2 phac do trudng
thanh noan kép (hCG va GnRHa) vdi nhom hCG
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dan thuan trén nhom qud kich budng tring va
nhoém dap (ng budng tring kém déu cho két
qua kha quan khi dung phac d6 trudng thanh
noan kép [4]. Vay cau hoi nghién citu dat ra la
hiéu qua cla phac d6 trudng thanh noan kép so
sanh vGi trudng thanh nodn bang hCG don thuan
trén nhdm bénh nhan dap ’ng bubng trdng binh
thudng co cai thién han khong? Do vay, ching toi
ti€n hanh nghién cltu nay nham muc dich danh
gia hiéu qua cla phac d6 trudng thanh noan kép
trén nhém dap (ng budng triing binh thudng.
1. DOl TUONG VA PHU'ONG PHAP NGHIEN CU'U

2.1. D6i tugng nghién ciru. 104 chu ky thu
tinh trong 6ng nghiém tai Vién M6 phoi lam sang
Quéan doi — Hoc vién Quan y tir thang 01/2022
dén thang 09/2022 dugc luya chon vao 2 nhém
trudng thanh noan kép ( dual trigger) va trudng
thanh noan bang hCG dan thuan (hCG trigger).

— Tiéu chudn lua chon déi tuong nghién
ctru: + Bénh nhén tudi 20- 40 tudi

+ BMI trong khoang 18-35 kg/ m2

+AMH > 1 ng/ml, AFC trong khoang 5- 20
nang va FSH < 20 1U/I

+ SUr dung phac d6 antagonist dé kich thich
budng triing

— Tiéu chudn loai trir:

+ AMH< 1ng/ml

+ Lac n6i mac tur cung

+ Cac khdi u budng triing

+ Tién st phau thuat ving chau

+ Bat thudng dudng sinh duc va tr cung

+ PCOS

+ Nguy cd cao vdi hoi chirng qua kich budng
tri’ng vao ngay khai dong trudng thanh noan
(>20 nang noan dudng kinh tir 11mm)

+ Bénh nhéan hi€n noan.

2.2. Phucng phap nghién ciru

2.2.1. Thiét ké nghién ciru: Nghién clu
mo ta hoi clu.

2.2.2. Cac buoc tién hanh nghién ciru.
Phac do kich thich budng trirng va thu nhan noan:

Kich thich budng tring s dung phac do6
Antagonist bdt dau tir ngay 2 hodc ngay 3 chu
ky kinh, stf dung recombinant Follicle Stimulating
Hormone (rFSH) (Follitrope® vdéi liéu 150 -
275IU, LG Chem). Sau khi tiém dén ngay 6 dugc
b6 sung GnRHa (Cetrotide®, 250ug, Merck
Serono ) va duy tri téi ngay trigger (ngay gay
trudng thanh noan). Bénh nhan dudc trudng
thanh nodn khi c6 2 nang kich thugc tir 18mm
hodc 3 nang kich thudc tor 17mm tr§ Ién. O
nhom trudng thanh nodn bang hCG don thuan
st dung Ovitrelle®, 250ug, Merck Serono tiém

dudi da va nhém trudng thanh noan kép sir
dung phéi hgp Ovitrelle®, 250ug, Merck Serono
va Diphereline®,0,2mg, Ipsen Pharma Biotech.
Choc hit nodn sau trigger 36 gig doi véi tat ca
bénh nhan dudi hudng dan cua siéu am.

ICSI va nudi phdi: Noan dugc danh gia va
phan loai theo d6 trudng thanh: noan trudng
thanh (MII), noan chua trudng thanh (MI, GV),
noan thoai hoa (TH).

Noan trudng thanh sé dugc thuc hién ICSI
(Intra-cytoplasmic Sperm Injection - tiém tinh
trlng vao bao tuong noan) tai thdi diém 39 — 41
gid sau khi khai dong trudng thanh noan.

Sau 16 — 18 giG thuc hién ky thudt ICSI,
nhifng noan thu tinh binh thuGng dugc nudi dén
giai doan phoi nang trong moi trudng LP (Life
Global) & tu Minibenchtop (BT37, Origio).

Ph6i nang dudc phan loai dua trén danh gia
dong thuan Alpha cuta hiép hoi ESHRE 2011. Phéi
nang du tiéu chudn dugc trit lanh bang kj thuét
thuy tinh hda st dung kit cGia hang Kitazato.

Bang 1. Phan loai chdt luong phéi nang
theo déng thuidn Alpha (2011)

Phan R

loai Mé ta

Tot X Phg“)i co dQ gién\né >3;

Phan loai ICM va TE la: AA, AB, BA

Trung Phoi c6 d6 gian ng =3;

binh Phan loai ICM va TE la: BB, CA

et Phoi Acé do _gién n(’j‘ <3; r]oéc do gian nd =3,

Phan loai ICM va TE la: AC, BC, CB, CC

2.2.3. Cac chi tiéu chinh danh gia

- S6 nang > 14

- Néng do E2 ngay trigger

- D6 day niém mac tir cung ngay trigger

- T6éng s6 noan

- S6 noan MII

- S0 2PN

- SO phoi ngay 3

- SO phoi nang

2.2.4. Phuong phap xu' ly sé'liéu. SO liéu
nghién clru dugc x(r ly bang chuong trinh STATA
14.0. Gia tri cua cac tri s6 dugc trinh bay dudi
dang s6 trung binh + d6 1éch chun. Kiém dinh 2
trung binh bdng test t-student. So sanh két qua
nghién clru bang nghiém phap X2 Su khac biét
cd y nghia théng ké khi p < 0,05.

Ill. KET QUA NGHIEN CU'U

3.1. Pac diém chung cua hai nhém
bénh nhan nghién ciru

Bang 1. Dic diém Iim sang va can Iim
sang cua doi tuong nghién ciru

[ ——Nhém| dual |

h¢cG | p |
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S6 phdi N5

3.81 £ 2.49

2.37 £ 1.72

0.0009

SO phoi t6t N5

3.43£1.95

2.18 = 1.69

0.0007

trigger trigger

Péc diém (N=53) | (N=51
Tudi (nam) [34.81+4.99]35.27+5.35/0.65
BMI (kg/m2) |21.31+1.31[20.91+1.12]0.1

Loai vO sinh (nam)
Nguyén phat (VSI)| 16.98% 25.29% 0.06
Th phat 83.02% 64.71% )
(VSII)
Thgai gian vo
sinh (ndm) 4.62+3.16 | 5.17+3.70 0.41
Nguyén nhan vo
sinh
Do vg 25.49% 22.81% [0.06
Do chéng 15.09% 16.14%
Khac 59.42% 61.05%

AMH (ng/ml) | 3.08+2.25 | 2.77+1.85 (0.44
AFC (nang) |10.74+4.73| 9.67+4.67 0.25
FSH (IU/1) |7.21 +2.24| 7.374+3.41 |0.78

LH (IU/1) 6.42 £ 3.59| 5.61£3.91 |0.28

Estradiol (E2)

(pg/ml) 43.90+42.26/53.25+36.370.36

Su' khac biét vé dac diém 1dm sang va du trit
bubng triing gilta hai nhdm nghién cru khong cé
y nghia théng ké.

Bang 2. Pic diém vé kich thich buéng
trirng cua déi tugng nghién cuu

Nhom| dual hCG
. trigger | trigger | p
Pac diém (N=53) | (N=51)
Ligu dau FSH (10) | 12090 | 22373 lo.os

S0 ngay KTBT (ngay)|9.67+4.679.96+0.63/0.99
SO nang >14 9.89+4.39(8.29+4.29|0.06

NOng do E2 ngay | 2945.22 | 3034.28 0.35
trigger +1327.69(+1247.72|""
PO day niém mac tr
; N 11.21 11.39
cung ngay trigger +1.99 +1.44 0.6

(mm)

Bang 2 cho két qua tudng dong gilra hai

nhém Vvé liéu thudc, s6 ngay kich tri’ng s6 nang

trén 14 va néng do E2 ngay trigger ciing nhu do
day niém mac tr cung ngay trigger.
Bang 3. Két qua nodn, phoi

Nhém| dual hCG
> trigger trigger p
Pac diém (N=53) | (N=51)

T6ng s6 noan

(nodn) 8.45 £ 4.38|7.33 £ 4.41| 0.17
S6 noan MII

(nodn) 6.98 +£ 3.71/4.76 = 3.7 | 0.04

SO 2pn 6.03 + 3.03/4.98 + 2.85/0.045

SO ph6i N3 |4.58 + 2.81|3.78 + 2.11| 0.01
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Bang 3 cho két qua su khac biét co y nghia
thdng ké doi vGi s6 noan trudng thanh MII, sd
2PN, sO ph6i N3 s6 phoi N5 va s lugng phoi tot
N5 va kha quan hon & nhdm trudng thanh nodn
kép. Téng s6 nodn thu dudc & hai nhdm 13 tucng
ducng nhau.

IV. BAN LUAN

Nghién ciru dugc thuc hién trén 104 phu nir
cd dap Ung budng tring binh thudng dugc thuc
hién kich thich bubng tring badng phac do
antagonist va gay trudng thanh noan kép va
trudng thanh noan bdang hCG don thuan. Trong
nghién c(ru hdi clru cla ching toi thiét k& nham
so sanh téng nodn thu dugc va s6 nodn trudng
thanh MII, sG phoi N3, s6 ph6i N5 va s6 phoi N5
chat lugng tét & hai nhom trudng thanh noan
kép va trudng thanh nodn bang hCG dan thuan.
Két qua nghién cru chi ra s6 lugng 2PN, s6 phoi
ngay 3, s6 phoi nang, s6 phoi tot ngay 5 ¢ nhém
trudng thanh noan kép déu cao han cé y nghia
thong ké khi so sanh v&i nhom trudng thanh
nodn bang hCG don thuan.

Nam 2014, tac gia Griffin va cong su da
cong bd nghién clru danh gia ti Ié noan trudng
thanh thu dugc & nhom bénh nhan co tién sur
25% noan chua trudng thanh & cac chu ky IVF
trudc dugc cai thién khi gay trudng thanh noan
kép. Tuy nhién két qua phéi con thap, cho thay
r&i loan chirc ndng nodn tiém &n [5].

Cling trong nam 2014,hai két qua nghién
ctu cua Zilberberg va Haas bao cdo s6 lugng
noan trudng thanh, s6 lugng phoi, s6 lugng phoi
tot cao han 6 nhdm gay trudng thanh noan kép.
Piém chung cla 3 nghién ctu trén thuc hién
trén nhom déi tugng co tién sir s6 nodn trudng
thanh thap hon 25%-66% so Vi téng s lugng
noan thu dugc va déu cho thay cai thién két qua
vé ti Ié noan trudng thanh, sG6 lugng 2PN, sO
phoi t6t [6]. Mot thir nghiém lam sang ddi chimng
ngau nhién cta Decleer thuc hién ndm 2014 trén
nhém bénh nhan dap (ng bubng triing binh
thuGng cho thady s6 lugng phoi tét tang Ién trong
trudng thanh nodan mac du ti & cé thai la tuong
duong gilta hai nhom [7]. Nam 2020, tho
nghiém |am sang ngau nhién cé d6i chirng mu
dbi cla Haas va cong su thuc hién trén nhom
dap (ng bubng trirng binh thuGng cho thdy
nhom trudng thanh noan kép cai thién vé s6
noan, s6 2PN, s8 phdi, s6 phdi tét, ti 1€ lam t6, ti
Ié co thai 1am sang, thai dien tién va ti 1€ thai
sinh sdng cd y nghia thdng ké [8]. Nghién clru
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hoi cltu cla chung t6i cling cho két qua tuong tu
vGi cac nghién ctu trén khi ti 1€ noan trudng
thanh, s6 lugng 2PN, s6 phoi ngay 3, s6 phoi
nang cao hon so vdi nhdm trudng thanh nodn
bang hCG don thuan. Binh FSH cd y nghia quan
trong trong qua trinh phdong nodn va trudng
thanh noan. Pinh FSH kich thich hinh thanh
receptor LH trong giai doan hoang thé hoat hda
t&€ bao hat, thic day su trudng thanh nhan noan.
Viéc két hop hCG va GnRHa dé€ trudng thanh
noan s€ gilp via tao dinh LH ngoai sinh va dinh
LH n6i sinh vGi hi vong cac nang nho sé trudng
thanh t6t han nhg dinh LH noi sinh.

Cac nghién cliu vé trudng thanh noan kép
trén nhdm bénh nhan dap (ng budng trirng binh
thudng chua nhiéu & Viét Nam. Mac du nghién
cfu cla ching t6i la nghién cru mé ta hoi ctu
tuy nhién hai nhém lua chon dé so sanh cd tinh
dong nhat gép phan loai bao cac yéu td nhiéu khi
so sanh. Do vay, két qua cla nghién clu ciing
mang tinh khach quan va cé y nghia haon. Bén
canh dd, nhugc diém clia nghién clfu cla ching
t6i la ¢cd mau nho chi véi 104 chu ky 6ng nghiém
chua ¢ tinh dai dién va khai quat cao va két qua
con thiéu danh gia vé ti 18 1am t8, ti 1é ¢6 thai.

V. KET LUAN

SU dung phac d6 trudng thanh noan kép
trén nhdm bénh nhan dap (ng budng triing binh
thudng cho thay lam tang s6 lugng noan trudng
thanh, s6 2PN, s6 ph6i ngay 3, s6 phbi nang, s6
phéi tot ngay 5 so véi trudng thanh noan don
thuan bang hCG.
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VAI TRO CUA NONG PO MOT SO DAU AN CHU CHUYEN XUONG
TRONG THEO DOI PIEU TRI LOANG XU’ONG &' PHU N CAO TUOI

TOM TAT

Muc tiéu: banh gid vai tro cua nong do
Osteocalcin (OC), Beta-CrossLaps (B-CTX) huyét thanh
trong theo doi dap Ung diéu tri véi Alendronate G phu
ni’ cao tudi Ioang xudng. POi tuwong va phuang
phap nghlen cuu: Nghlen clu theo doi doc dugdc
thuc hién trén 58 phu nit cao tudi (> 60 tudi) lodng
xuong dudc didu tri vSi Alendronate tai phong kham
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Néi cd xuadng khdép va ph(‘)ng kham Lao khoa, Bé_nh
vién Dai hoc Y Dugc TP. H6 Chi Minh tr thang 10 nam
2021 dén thang 10 n&m 2022. Bénh nhan dugc ghi
nhan thong tin nhan khiu hoc, xét nghiém mau
thuding quy, nong dé OC, B-CTX huyet thanh trudc va
sau 12 tuan diéu tri Alendronate. Ket qua: Sau 12
tuan theo doi, ching toi _ghi nhan c6 21 phu nir cao
tudi Ioang Xerng trong tong s6 58 dbi tugng nhan vao
ngh|en ctru den tai kham ding hen va c6 du két qua
xét nghiém ndng d6 Osteocalcin va B-CTX huyet thanh
cad hai thdi diém trufdc va sau 12 tuan diéu tri
Alendronate derng udng vdi liéu 70mg moi tuan kém
vitamin D va canxi theo liéu khuyén cdo. Két qua phan
tich cho thay, & cac doi tugng phu nif cao tudi lodng
xugng s dung Alendronate, nong dé Osteocalcin
giam 52,22 (33,08 - 52,99)% va chénh I&ch so vdi
trudc diéu tri la 10,4 (7,8-15,3) ng/ml véi p <0,001.
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