TAP CHIi NGHIEN CPU Y HOC

CHAT LUWONG NOAN, PHOI VA KET QUA CcO THAI
CUA PHAC PO KiCH THICH BUONG TRU’NG NHE SO VOI
PHAC PO KiCH THIiCH BUONG TRU'NG LIEU CAO
O BENH NHAN GIAM DU TR( BUONG TRUNG

Trinh Thi Ngoc Yén'**, Dwong Tién Tung?, H6 Nguyét Minh3,
Nguyén Manh Ha'

"Trung tdm Hé tror sinh sén va CNMG, Bénh vién Pai hoc Y Ha Noi
2B6 mén M6 - Phéi, Trwrong Dai hoc Y Ha Noi
3Khoa Sinh hoc, Treong Pai hoc KHTN, Dai hoc Quéc Gia Ha Noi

Nghién ctru héi ciru trén nhém bénh nhén gidm duw trik budng triing duoc kich thich budng triing bang phéc
db nhe va phéc do liéu cao nhdm so sénh chét long nodn va phéi thu duoc & hai phac db nay. Két quéa cho
théy, téng sé nodn va sb noan truéng thanh Mil trung binh thu duoc ctia nhém phac dé kich thich bubng tring
nhe (3,92 + 2,33 noén, véi 2,86 + 2,17 noan Mll) it hon dang ké so v&i nhom kich thich buc‘)ng triing liéu cao
(5,90 + 2,29 noan, véi 4,26 + 2,14 nodn Mll). Sé luong phéi ngay 2 clia nhém phac db nhe ciing it hon so véi
phéc dé liéu cao (3,38 + 1,99 so véi 4,08 = 1,76 phéi), tuy nhién khéng cé sw khéc biét vé sbé luong phéi dé |
gitka hai nhém nay. Ty Ié cé thai, ty 1é thai ldm sang va ty Ié thai dién tién khéng cé sw khéc biét gitka hai nhém.
Nhw vay, kich thich budng tring nhe la céch tiép can tiém ndng danh cho bénh nhan gidm duw trir buéng trimg.

T khéa: Giam dw triv budng trirng, kich thich budng trirng nhe, chat lwgng noan, chat lweng phai.

I. DAT VAN BE

Dw tri budng tring la khai niém mo ta sé
lwong va chét lwgng cac nang nodn con lai &
budng trirng. Gidm dw tri¥ budng trirng la tinh
trang suy gidm sé lwong va’hodc chét lwong
nodn, thwong gdp & phu niv trén 35 tudi. Day
la mot trong nhirng nguyén nhan chinh dan dén
v6 sinh & phu ni 1&n tudi.!

DPa c6 nhiéu phac d6 khac nhau duoc dua
ra khi tiép can nhém bénh nhan cé gidm duw
trir budng trirng, trong dé phd bién 1a s& dung
phac d6 antagonist v&i liéu cao FSH (300 - 450
IU/ngay).2 Cac nghién ctu ban dau cho thay
didu nay la hiéu qua khi giup giam ty 1& hay
chu ky, tdng s noan choc hut dwoc, tir d6 giup
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tang ty & co thai.® Tuy nhién, cac nghién ctru
da trung tam gan day v&i mot quan thé Ién hon
lai chi ra réng ty |& c6 thai va ty |é tré sinh séng
khéng cai thién khi st dung liéu cao & nhém
bénh nhan gidm dw trir budng trirng.* Viéc
st dung liéu cao nay chi giup “giai cru” mot
sb nang trirng khdi thoai hoa, nhwng nhirng
té bao trirng trong d6 c6 chat lwong kém va
thwong khong tao ra phéi tét.5 Chinh vi vay,
trong nhitng ndm gan day phac dd s dung
lidu thAp FSH hay kich thich budng trirng nhe
da duwoc lwa chon thay thé cho phac d6 sw
dung liéu cao & nhitng phu ni cé gidm dw triv
budng trirng dwa trén hai ly do chinh: mét 1a
lidu cao da dwoc chirfng minh la khéng mang
lai lgi thé d&c biét gi cho bénh nhan cé gidm dw
trir budng trirng va th hai la ting liéu st dung
dan t¢i tang chi phi thu tinh éng nghiém song
lai khéng cai thién dwoc két qua.s’

132

TCNCYH 159 (11) - 2022



Tai Viét Nam, phac dd kich thich buéng
tr’ng nhe van chwa dwoc phd bién. Va ciing
chwa ré liéu phac dd kich thich budng trirng
nhe c6 hiéu qua trén dbi twong ngudi Viét Nam
hay khéng? Chinh vi vay, ching t6i tién hanh
nghién cu nay nham so sanh hai phac db kich
thich budng trirng nhe va phac dd st dung liéu
cao v&i muc tiéu:

1) So sa&nh chét lwong noan, chét lwong
phdi ngay 2 khi kich thich budng trirng béng
phac d6 nhe so v&i kich thich budng trirng bang
phac db liéu cao.

2) Xac dinh ty 1& cé thai, ty 1& c6 thai 1am
sang va ty lé co6 thai dién tién cla phac dd
kich thich budng trirng nhe va kich thich budng
tring lidu cao.

Il. POl TWVONG VA PHUONG PHAP
1. Déi twong

Toan bd bénh nhan giam dy tri bu6ng trirng
lam thu tinh dng nghiém trong khoang thi gian
tlr thang 1/2021 t&i thang 1/2022 tai Trung tdm
H6 tro sinh s&n va Céng nghé Mé ghép, Bénh
vién Dai hoc Y Ha Nbi.

Tiéu chuén Iwa chon

- Bénh nhan c6 chi s6 AMH (Anti-Mllerian
hormone) < 1,2 ng/ml duwoc kich thich budng
trirng bang mot trong hai phac dé: phac db kich
thich budng trirng nhe (liéu FSH < 150 1U/ngay)
ho&c phac dd kich thich budng trirng liéu cao
(liéu FSH 300 - 450 1U/ngay).

- H6 so bénh an day dd théng tin.

Tiéu chuan loai trove

- Bénh nhan bi dinh budng t& cung, di dang
budng tt cung, & dich seo md l4y thai.

- U xo t&r cung, lac ndi mac t&r cung.

- Tién st sdy thai, thai lwu lién tiép.

2. Phwong phap

Thiét ké nghién ctru: M6 ta hoi cru.

TAP CHI NGHIEN ClPU Y HOC

Quy trinh nghién ctru

- TAt c& bénh nhan du tiéu chuan nghién ctwu
sé dwoc thu thap sb liéu theo 2 nhém: nhéom 1
l& nhém gidm duw trir budng trirng st dung phéac
dd kich thich budng trirng nhe va nhém 2 1a
nhém gidm du trlr budng triing st dung phéac
dd kich thich budng trirng liéu cao.

+ Phac db nhe: liéu FSH < 150 IU/ngay
(Gonal-F 3001U/0,5ML), c6/khéng kém theo thudc
kich trrng dwong ubdng (100mg Clomiphene
Citrate/ngay (CC) trong 5 ngay dau).

+ Phac d6 liéu cao: liéu FSH 300 - 450 1U/
ngay (Gonal-F 3001U/0,5ML), cé thé kém thubc
kich trieng dwéng udng.

V6i cd 2 phac d6, GnRH antagonist
(Cetrotide 0,25mg) dwoc bd sung khi xuét hién
nang trieng co kich thwédc > 12mm. Trudng
thanh trieng cubi cung béng dual trigger (Ovitrell
250mcg + 0,2mg Diphereline). Choc hut noan
duoc tién hanh sau miii tiém rung tring tir 34
- 36 gi&, sau d6 dwoec tiém tinh trung vao bao
twong noan (ICSI).

Qua trinh nu6i cdy, danh gia chat lwong phoi
duwoc thwe hién theo quy trinh thwdng quy tai
Lab IVF Dai hoc Y Ha Noi. Chat lwong phdi
ngay 2 danh gia dwa trén ddng thuan Alpha
(2010). Bong phdi toan bd ngay 2 hoac ngay 3.

Bénh nhan dugc chuén bi niém mac t&r cung
dé chuyén phéi tri¥ badng phac dd ngoai sinh
vGi valiera 6 - 16 mg/ngay. Chuyén phoi khi
do6 day niém mac tl cung = 8mm. Sau chuyén
phdi, bénh nhan dwoc hé tro hoang thé bang
dydrogesterone 20 mg/ngay va progesterone vi
hat dang dat am dao ho&c hau mén véi liéu 600
- 800 mg/ngay.

Test thi thai bang xét nghiém BHCG mau
sau chuyén phdi 10 - 12 ngay. Siéu am kiém tra
l&n d4u sau chuyén phéi 21 ngay dé xac dinh
s6 tui thai, vi tri ti thai. Siéu &m danh gia thai 6
tuan, 8 tuan va 12 tuan.
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Bién sé va chi s6 nghién ctru

- Tudi, AMH, AFC, FSH, LH ngudi phu ni.

- Téng sb noan choc hut, ty 1& noan Mil, M,
GV, bat thwdng, thoai hoa.

- S6 phéi ngay 2, chat lwgng phdi ngay 2
theo ddng thuan Alpha (2010).

Trong nghién cu nay, ching toi tinh cac ty
I& c6 thai trén chu ky chuyén phéi, véi méi bénh
nhan déu da dwoc chuyén phdi mot lan. Tudi
phdi chuyén thuong la phoi ngay 3 hodc ngay 4.

- Ty 1é ¢ thai tinh bang s chu ky c6 BHCG
> 25 |U/L tai ngay 10 - 12 sau chuyén phdi trén
tdng sé chu ky chuyén phoi.

- Ty 1& thai 1am sang tinh bang sb chu ky c6
tim thai tai thoi diém 28 - 35 ngay sau chuyén
phéi trén tdng sé chu ky chuyén phéi.

- Ty lé thai dién tién tinh bang sé chu ky c6
tim thai tai thoi diém tuan 12 thai ky trén tbng sé
chu ky chuyén phéi.

3. Xtr ly s6 liéu

Sé liéu dwoc thu thap va x& ly bang phan
mém SPSS 22.0, dung phép toan thdng ké mé
tad cho cac bién dinh tinh va dinh lwong. Sk
dung cac test t-test, Fisher, Mann-Whitney U.

4. Pao dirc nghién ctru

Nghién cru thudc loai mé ta hdi ciru, khéng
can thiép trén bénh nhan va duwgc sy cho phép
cla lanh dao Trung tdm HTSS&CNMG, Bénh
vién Dai hoc Y Ha Nbi. Théong tin bénh nhan
dwoc ma hoa, gilr bi mat va chi phuc vu cho
muc dich nghién ctru.

ll. KET QUA
1. Pac diém déi twong nghién clru

Trong thoi gian tr thang 1/2021 t&i thang
1/2022, tai Trung tdm Hb tro' sinh s&n va Cong
nghé md ghép co 111 bénh nhan dap (rng du
tiéu chuan dwoc dwa vao nghién ciru, trong dé
¢6 50 trwdng hop dwoc kich thich budng tring
bang phac d6 nhe (chiém 45%) va 61 bénh
nhan dwoc kich thich bang phac db liéu cao
(chiém 55%).

Khong co suw khac biét c6 y nghia thdng ké
vé cac dac diém co ban vé tudi, thoi gian vo
sinh, BMI cling nhw cac chi sb xét nghiém noi
tiét (AMH, FSH, LH) va sb lwong nang th&r cap
(AFC) & ca 2 nhém bénh nhan s dung phac dé
kich thich budng trirng nhe va kich thich budng
trirng liéu cao.

Bang 1. Dac diém chung déi twong nghién ctru

Phac do liéu cao

Pic diém Phac dd nhe p
(n = 50) (n=61)

Tudi 36,3 + 5,44 35,3+ 5,52 0,44

Thei gian vo sinh 57+45 4,87 + 4,17 0,23
BMI 21,10 + 3,31 21,39 + 2,63 0,39

AFC 4,66 + 1,60 4,95+1,16 0,503

AMH (ng/ml) 0,81+0,34 0,94 + 0,19 0,076
FSH (mIU/ml) 8,86 + 2,65 8,33 + 2,47 0,59
LH (mIU/ml) 5,21 + 2,20 5,87 + 2,32 0,28
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2. Pic diém chu ky kich thich budng trirng va két qua noan, phoi

Bang 2. Dac diém chu ky kich thich budng trirng

Bién sé Phac d6 nhe Phac d6 liéu cao p
(n =50) (n=61)
S6 ngay st dung FSH (ngay) 10,02 £ 1,57 9,92 +0,12 0,65
Liéu trung binh FSH (IU/ngay) 141,5 + 23.80 327,46 + 46,03 < 0,01
Tong liéu FSH (IU) 1425,5 + 3435 3245,5 + 534,9 < 0,01
S6 ngay str dung GnRH antagonist 3,32+ 1,17 3,93+ 1,00 0,014
S6 chu ky str dung thuéc uéng (CC) 40 (75,5%) 13 (24,5%) < 0,01

Sb ngay tiém thubc kich thich budng trirng
& khéng c6 sw khac biét gitva hai phac do.
Trong khi d6, téng liéu thudc s dung lai thap
hon dang k& & nhém phac dd nhe (14255 +
343,5 |U) so vé&i nhém phéac db liéu cao (3245,5
+534,9 IU), p <0,01.

Sé ngay bd sung GnRH antagonist ctia nhém
phac dd nhe ciing it hon nhém phac db liéu cao

(3,32 £ 1,17 ngay so v@&i 3,93 + 1,00 ngay), va sy
khac biét nay cé y nghia théng ké (p =0,014). Va
phac d6 nhe c6 xu hwéng phdi hop cung thudc
udng nhiéu hon phéac dé liéu cao, trong 50 chu
ky kich thich budng trirng nhe c6 40 chu ky dwoc
b sung clomiphen citrate (CC) chiém 75,5% so
v6i 13 chu ky, chiém 24,5% & nhém s dung
phéac dd kich thich budng trirng liéu cao.

Bang 3. Chéat lwong trieng va phéi ctia hai phac dé kich thich budng trirng

Phac dé nhe Phac d6 liéu cao p

Sé chu ky choc hat khéng c6 nodn 3/50 (6%) 0/61 (0%) 0,09
S6 chu ky trir noan 8 (16%) 1(1,6%) 0,01
Téng sé trieng 3,92 +2,33 5,90 + 2,29 <0,01
Noan Mil 2,86 +2,17 4,26 + 2,14 < 0,01

Ty Ié noan Mil 71,97 + 27,91 74,27 £ 21,73 0,79
Toéng sé phoi ngay 2 3.38+ 1,99 4,08 +£1,76 0,054
S6 phoi d6 | ngay 2 1,14+ 1,14 1,28 £ 1,21 0,576

C6 3 chu ky phac db kich thich budng trirng
nhe khong thu dwoc nodn (chiém 6%), trong khi
khéng c6 chu ky nao nhw vay & nhém phac dé
liéu cao. Ty |& chu ky trir nodn lwa chon phac dé
nhe cao hon dang ké so v&i nhém phéac d6 liéu
cao (16,0% so voi 1,6%).

Téng sb noan trung binh va sé nodn Ml trung

binh thu dwoc trong mot chu ky cdia nhém phac
dd nhe thap hon dang ké so véi nhém phac dd
liéu cao (3,92 + 2,33 so v&i 5,90 + 2,29 va 2,86
+2,17 so v©i 4,26 + 2,14), sy khac biét nay co y
nghta théng ké (p < 0,01). Tuy nhién, ty & noan
MII va cac nhém triing bat thudng khac la khéng
c6 sy khac biét gitra hai nhém (p = 0,79).
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Téng sb phoi ngay 2 ctia nhém phac dd nhe
nhd hon nhém phac db liéu cao (3,38 + 1,99
S0 V&i 4,08 + 1,76), p < 0,05. Tuy nhién, khong

c6 sw khac biét vé sb phdi do | thu dwoc gitra
2 phac d6 nay 1,14 + 1,14 cta phac db nhe va
1,28 + 1,21 cla phéac db liéu cao.

3. Két qua chu ky IVF cua hai phac dé kich thich buéng trirng

Bang 4. Két qua chuyén phéi cuia 2 phac dé kich thich buéng trirng

DPic diém Phac dd nhe Phac db liéu cao p
(n=31) (n = 38)
S6 phoi chuyén trung binh 1,84 £ 0,69 1,92 £ 0,59 0,44
Beta hCG dwong tinh 18 (58,1%) 21 (55,3%) 0,505
C6 tim thai 15 (48,4%) 17 (44,7) 0,476
Thai dién tién 12 (38,7%) 14 (36,8%) 0,535

C6 tébng s6 69/111 chu ky da chuyén phdi 1an
dau, v&i 31 chu ky thudc nhém phac dd nhe va
38 chu ky ctia nhém phac db liéu cao.

Khong c6 s khac biét vé sb lwong phdi &
céac lan chuyén phéi gitra hai phac dd kich thich
budng trirng. Khéng cé sw khac biét vé ty & co
thai, ty 1& co tim thai va ty 1& thai dién tién gitra
hai phac db kich thich budng trirng.

IV. BAN LUAN

Trong nghién clru cla chung téi, khong co
sw khac biét vé cac dic diém co ban nhw tudi,
BMI, AMH va AFC gitra hai nhém phac d kich
thich budng trirng. Diéu nay gidp déng nhat déi
tweng nghién ctru gitba hai nhom va giup cho
sy so sanh hai phac db kich thich budng trirng
nhe va liéu cao c6 thém y ngha.

Trong nghién ctru cla chung téi, kich thich
budng trirng bang phac dd nhe khong lam gidm
s6 ngay dung thubc, nhung gitp gidm hon
mot niva tong liéu thudc FSH s dung so v&i
nhém phac dd liéu cao (1425,5 + 343,5 IU so
véi 3245,5 + 534,9 U). Cung véi sb ngay bd
sung GnRH antagonist ctia nhém phac dé nhe
it hon dang ké so v&i nhém phac dd liéu cao da
gitp gidm sé mii tiém, gidm chi phi thubc, tir d6
gidm dang ké& dau dén tir cac mii tiém va chi

phi cho mét chu ky IVF. Viéc chi phi giam giup
phac dd kich thich bubng trirng nhe tiép can
duwoc didu déi twong hon nhét 1a nhirtng nguoi
c6 thu nhap thép.8 Tuy nhién, trong nghién ctru
cla minh, ching t6i cling ghi nhan ty I& chu
ky khong thu dwgc noan & nhém phac dé nhe
(3/50 chu ky), cao hon nhém phéac db liéu cao
(0/61 chu ky). Viéc nay c6 thé lam tdng chi phi
cho t&i khi cé thai ciia nhém phac db nhe tang
Ién do phai tién hanh nhiéu chu ky hon.

Theo két qua nghién ctru nay, tbng sé noan
trung binh va sb noan trwdng thanh (MIl) trung
binh thu dwoc khi s& dung phac dd nhe nhé
hon so v&i phac dd liéu cao. Khi tinh ty 1& nodn
MIl thu dwoc thi khéng cé su khac biét dang ké
gitra hai nhém phac dé. Diéu nay twong déng
vGi két qua cla Youssef va cong sy (2018).7
Noan MIl 1a nhirtng nodn da trwdng thanh, co
kha nang thu tinh v&i tinh tring. Cac nodn con
lai nhw noan GV, noan Ml la nhirng noan chuwa
trwdng thanh, va khong cé kha nang thu tinh
dé tao phoéi. Viéc ty 1&é nodn MIl cta phac dd
nhe trén téng sb noan twong duong véi phac
dd liéu cao dan t&i gid thuyét dwa ra 1a viéc
s dung liéu cao gonadotropin lam tang sb
nodn MIl nhung ddng thoi cling da chiéu mo
ca nhirng nang trirng it tiém nang, nhitng nang
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trlrng nay cho nhirng nodn chwa trwdng thanh.
S6 phdi ngay 2 trung binh ctia nhém phac do
nhe tuy c6 it hon nhém phac db liéu cao (3,38
1 1,99 so v&i 4,08 £ 1,76 phdi), nhung sw khac
biét nay khoéng c6 y nghia théng ké. Bac biét 1a
sb lwong phéi db I, 1a nhirng phoi tiém nang,
gitra hai nhom la twong dwong (1,14 + 1,14 so
v&i 1,28 £ 1,21). Nhw vay, tuy phac db liéu cao
cho sé lwgng phéi I&n hon nhwng sé phdi do |
lai khéng cai thién dang ké so v&i phac dd nhe.
Giai thich didéu nay c6 thé la do tuy sé lvong
noan MIl & phac dd liéu cao cé tang, nhung
nhitng noan MIl c6 chét lwong tét lai khong
tang, dan t&i khong lam thay dbi sb phoi tiém
nang. Didu nay 1a phu hop khi nhitng trirng
chét lwgng kém sé& cho nhirng phéi chat lwong
kém. Mot sb gia thuyét khac cho rang liéu cao
gonadotropin tac dong khong tét t&i chat lwong
tribeng va phdi, tuy nhién nhirng nghién cu
gan day cuda Irani va cong sy (2020) dwa trén
két quad PGT-A cla 2230 chu ky IVF da chi ra
rang khoéng co sv lién quan gitra liéu kich thich
budng trirng va ty 1& phoi da bdi.®°

Trong nghién ctu nay, chung téi tinh cac
ty 1& cé thai trén chu ky chuyén phéi, véi méi
bénh nhan déu da dwoc chuyén phdi mét lan.
Tudi phoi chuyén thuwong 1a phdi ngay 3 hodc
ngay 4 va sb phdi chuyén trung binh cla hai
nhém phac dd nhe va phac db liéu cao la
twong dwong nhau. Ty 1é c6 thai (58,1% so v&i
55,3%), ty |é thai 1am sang co tim thai (48,4%
S0 V&i 44,7%) va ty 18 thai dién tién (38,7% so
v&i 36,8%) la twong dwong gitra hai nhom phac
dd nhe va phéac doé liéu cao. Piéu nay twong
ddng véi két qua nghién cru ctia nhiéu tac gia
khac.'®'* Viéc chénh léch gilra cac ty Ié trén, xu
hwéng gidm dan theo tudi thai ciing phan anh
chinh xac khé khan cta nhém dbéi twong nay,
khi ma déi twong thuwong la nhivng phu niv 16n
tudi, nhitng bat thworng vé DNA nhan, sy ldo
héa cla té bao chat clia nodn sé bdc 16 trong

giai doan dau cla qua trinh mang thai. Can cé
nhirng theo déi dai hoi hon dé danh gia két qua
tré sinh séng dé lam rd hiéu qua cla phac dd
kich thich budng trirng nhe.

V. KET LUAN

Phac db kich thich budng trirng véi liéu nhe
bwéc dau cho thay réng tuy thu dwoc sé lvong
noan, sb lwong phdi it hon so véi phac db liéu
cao nhwng kha nang cé dwoc phoi do | (phoi
tiém nang), cling nhw cac ty & cé thai, cé thai
lam sang va c6 thai dién tién Ia twong dwong
v&i phac db liéu cao trén dbi twong bénh nhan
giam du trir budng trirng.

VI. KHUYEN NGHI

Phac db kich thich budng trirng nhe co thé
xem xét nhw 1a mét huwéng di tiém nang cho
nhém bénh nhan giam dv trir budng trirng, khi
giup giam chi phi, gidm dau dén cho bénh nhan
va la bwéc dau cho thdy van duy tri dwoc hiéu
qua diéu tri.
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Summary

COMPARING OOCYTE AND EMBRYO QUALITY BETWEEN LOW
DOSE AND HIGH DOSE CONVENTIONAL OVARIAN STIMULATION

This study assessed the effectiveness of low dose and high dose conventional GnRH - antagonist
protocols for ovarian stimulation in a group of patients with diminished ovarian reserve. Total oocyte
and MIl obtained in the low dose regimen of ovarian stimulation group was significantly lower than
that in high dose regimen group (3.92 + 2.33 and 2.86 + 2.17 versus 5.90 + 2.29 and 4.26 + 2.14).
Similarly, the number of day 2 embryos in the low dose regimen was also less than that of the high
dose regimen (3.38 + 1.99 versus 4.08 + 1.76 embryos), but there was no difference in number of
type 1 embryos between these two regimens. There was no significant difference in pregnancy,
clinical pregnancy and on-going pregnancy rate between two regimens. Low dose regimen of
ovarian stimulation showed similar results to high dose regimen and is a viable option for patients
with diminished ovarian reserve.

Keywords: Diminished ovarian reserve, mild stimulation, oocyte quality, embryo quality.
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