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Tém tit

Mouc tiéu: Panh gia s6 luong va chat lugng nodn, phdi thu dugc cia phéac do
kich thich budng trimg kép trén nhém bénh nhan (BN) giam duy trit budng trimg.
Déi twong va phwong phdp: Nghién ciru mo ta, hoi ctru két hop tién ciru trén 30
cap vo chong diéu tri v sinh do giam du trit budng trimg tai Vién M6 phdi Lam
sang Quan doi. BN duoc kich thich budng trimg c¢6 kiém sodt pha nang trimg va
pha hoang thé trong ciing chu ky kinh nguyét véi tac nhan va liéu lugng hormone
huéng sinh dyc dong nhat. Tiém tinh tring vao bao twong nodn. Panh gid két qua
thu tinh, nudi phéi va chit luong phdi. Kiém dinh ghép cip dugc st dung dé so
sanh su khéc biét cdc chi sd gitta hai pha. Két qud: Tong sb nodn va sb nodn MII
trung binh thu dugc & pha hoang thé cao hon c6 ¥ nghia thdng ké so v6i pha nang
trang (3,73 + 2,52 va 5,07 £ 2,96; 3,03 £ 1,88 va 4,33 £+ 2,82). Ty I¢ noan thu
tinh cta pha nang trimg va pha hoang thé 1an luot 1a 85,71% (78/91) va 80,77%
(105/130). S6 lugng phoi ngay 3 trung binh 1a 2,53 + 1,69 phdi ¢ pha nang trimg
va 3,47 + 2,24 phdi ¢ pha hoang thé, sy khdc biét khong c6 ¥ nghia théng ké (p =
0,051). Tuy nhién, s6 phoi ngay 5 trung binh & pha hoang thé lai cao hon c6 y
nghia théng ké so vai pha con lai (2,95 + 1,94 va 2,29 + 1,52, p = 0,038). Két
ludn: SO luong va chat luong nodn, phdi thu duge tir pha hoang thé c6 vu thé so
v6i pha nang tring. Piu d6 cho thiy phdc d kich thich budng trimg kép c6 tiém
nang trong diéu tri vo sinh do giam du trit budng trimg.

* Tir khéa: Giam dw tri buong trimg; Ddp ing buong trimg kém; Kich thich
buong trieng kép; Kich thich pha hoang thé.
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Subjects and methods: A descriptive, retrospective, and prospective study
concluded 30 infertility couples who have been treated at the Military Institute of
Clinical Embryology and Histology. The patients received controlled ovarian
stimulation consisting of both follicular and luteal phase ovarian stimulation in
the same cycle with identical gonadotropic agents and doses. Intracytoplasmic
sperm injection was used for fertilization. Assessment of zygotes, cleavage
embryos, and blastocyte embryos. Results: The mean number of MII, as well as
total oocyte retrieved in the luteal phase stimulation were significantly higher
than that in the follicular phase stimulation (3.73 + 2.52 vs. 5.07 £ 2.96; 3.03 +
1.88 vs. 4.33 £ 2.82). The fertilization rate in the follicular phase and luteal phase
were 85.71% (78/91) and 80.77% (105/130), separately. The mean number of
embryos at day 3 of embryonic development was 2.53 + 1.69 in the follicular
phase stimulation and 3.47 + 2.24 in the luteal phase stimulation, there was no
significant difference (p = 0.051). Conversely, the mean number of blastocysts
obtained after the luteal phase stimulation was significantly higher than that in
the other phase (2.95 + 1.94 vs. 2.29 = 1.52, p = 0.038). Conclusion: The
quantity and quality of oocytes and embryos obtained in the luteal phase were
superior to that of the follicular phase, which showed that the double ovarian
stimulation protocol had the potential for infertility treatment of patients with
reduced ovarian reserve.

* Keywords: Reduced ovarian reserve; Diminished ovarian reserve; Poor
ovarian response; Double ovarian stimulation; Luteal phase stimulation.

¢6 ki€m soat truyén thong, nhitng nam
gan day c6 mot sO gidi phdp mébi voi

PAT VAN PE
Kich thich budng tring 13 phuong

phép kich thich sy phat trién ctia nang
trimg sau giai doan chiéu mo thu cap.
Piéu nay thuong dugc thyc hién bang
cach ting néng do hormone kich thich
nang tring (FSH) trong huyét thanh
tao moi truong thuén lgi cho céc nang
nhay cam va phu thudéc vao hormone
nay tiép tuc phat trién [1]. Bén canh
nhirng phic d6 kich thich budng trimg

tiém ning cai thién két qua diéu tri,
trong d6 c¢6 phic dd kich thich budng
tring kép trong mot chu ky kinh
nguyét [2].

Két qua nghién ctu gan diy cho
thdy: Qué trinh chiéu mo thir cip cua
nang trirng xay ra theo tung dot séng
phét trién dién ra lién tuc ké tiép nhau.
Trong mdi chu ky kinh nguyét khong
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chi c6 duy nhét mot dot song chiéu mo
thir cAp trong pha nang trimg, ma con
c¢6 nhém nang tiép tuc dugc chiéu mo
trong pha hoang thé dé hoan thanh qué
trinh hinh thanh nang tring. Pay la co
s& dé dé ra cdc chién luge kich thich
budng trimg méi nhu kich thich budng
trang pha hoang thé va kich thich
budng tring kép. Véi ky vong thu
dugce s6 luong nodn, phodi trong thoi
gian ngin, phic d6 kich thich budng
trung kép duoc dp dung trén nhém BN
giam dy trit budng tring va nhém BN
can dugc bao ton kha ning sinh san
trudc khi diéu tri ung thu [3]. Trén
thuc té 1am sang, mot s6 nghién ctu
cho thiy sb luong va chit lwong nodn,
phoi thu duoc trong pha hoang thé
tuong duong voi pha nang tring. Tuy
nhién, van con nhiéu tranh luin xung
quanh hiéu qua va tinh an toan cua
phéc do nay [4, 5].

Do viy, ching tdi tién hanh nghién
ctu nhim: Pdnh gid hiéu qud thu
noan, phéi cua phdc do kich thich
buong trimg kép trén nhém BN giam
du trit buong trirng. Day 12 mot trong
nhirng nghién ctru dau tién dugce cong
bb tai Viét Nam vé phéc d6 nay.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciu

Nghién ciru dugc tién hanh tir
thang 02/2021 - 02/2022 trén 30 cip
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Vo chéng dang diéu trj vo sinh tai
Vién M6 phoi Lam sang Quan déi dap
ung tiéu chuan Ira chon va tiéu chuan
loai trur.

* Tiéu chudn lva chon: Vg giam
dy trit budng tring theo phan loai
POSEIDON (AMH <1,2 ng/mL va/
hoic AFC < 5 nang), déng y tham gia
nghién ctru.

* Tiéu chudn logi trir: Bat thuong
giai phau tr cung, lac ndi mac tir cung,
ting prolactin mdu, chong vo tinh,
khong thu duoc nodn sau lan kich
tring dau tién.

2. Phuwong phap nghién ciu

* Thiét ké nghién ciru: Nghién ctru
md ta, hdi ctru két hop tién ciru.

* Cdc bude tién hanh:

Kich thich budng tring pha nang
triang: Kich thich budng tring bang
phic d6 GnRH dbi van, st dung FSH
tai t6 hop liéu 225 IU/ngay tiém dudi
da, bd sung LH 75 IU/ngay tir ngay 2
chu ky kinh. GnRH d6i van 0,25
mg/ngay tiém dudi da, tor ngay 6 tiém
FSH. Theo d&i sy phit trién nang trimg
trén si€u am nga am dao, khi c6 tir 2
nang tring kich thudc > 17 mm tién
hanh dinh lugng estradiol, sau d6 gay
truéong thanh nodn bing GnRH dong

van va choc hut noan sau 36 gio.
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Kich thich budng trimg pha hoang
thé: Sau choc nodn 5 ngay, siéu am
dém nang thtr cdp va cho thudc kich
thich phdt trién nang trimg véi cling
chung loai, ham lugng nhu lan dau.
Theo dbi sy phét trién nang trimg trén
siéu am nga am dao, khi c6 tir 2 nang
trang kich thuéc > 17 mm tién hanh
dinh lugng estradiol, sau d6 gay truong
thanh nodn bang GnRH ddng van va
choc hut noan sau 36 gio.

Choc hit va ddnh gid chit luong
noan: Choc huat noan sau khi tiém
thudc giy truong thanh nodn 36 gid, st
dung kim choc noan 16 - 20G duéi
huéng dan cta dau do 4m dao. Trong
qué trinh nay, BN thuong duoc gay mé
duong tinh mach.

Panh gia thu tinh va nu6i phéi: Sau
khi ti€m tinh truing vao bao twong noan
(Intra Cytoplasmic Sperm Injection -
ICSI), su thu tinh dugc danh gid sau
16 - 18 gid boi sy xuat hién cua 2 tién
nhan. Phoi dugc nudi trong mdi trudng
nudi cdy dic biét c6 diy du dudng
chat, nhiét d6 va PH thich hop.

Dédnh gid chit lugng phdi ngay 3
(N3) va phdi ngay 5 (N5): Phéi N3
duoc danh gid theo phan do cua dong
thuan Alpha 2011 dya trén sé luong
phoi bao, d6 déng déu cua phoi bao, ty

1¢ manh v& bao tuong va sy Xuét hién
cua phoi bao da nhan. Phéi N5 duoc
phan loai theo tiéu chuan Gardner dua
trén dic diém cua xoang phoi tdi, 14
nudi va ny phoi.

* Cdc chi tiéu nghién ciru: Cac két
qua chinh dugc do luong 1a sé luong
nodn thu duoc, sb lwong noan thu tinh
binh thuong, sé lwong phdi N3 va
phoi N5, cling nhu chét lwong cua céc
phoi nay.

* Xir Iy 56 liéu: S6 liéu dugc phan
tich bang STATA 16.0. Két qua duoc
trinh bay dudi dang gid tri trung binh +
d6 léch chuan va ty 1& phan trim. St
dung T-test ghép cap va Wilcoxon
Signed-rank test ghép cap dé kiém
dinh sy khic nhau cua 2 gia tri trung
binh gitra pha nang trirng va pha hoang
thé, gid tri p < 0,05 duoc coi 1a ¢6 ¥
nghia thong ke.

KET QUA NGHIEN CUU

Pic diém chung coa ddi tuong
nghién ctru: Tudi trung binh ctia phu
nit giam du trit budng trimg 1 35,73 +
4,94, trong d6 BN tré nhat 22 tudi va
16n nhat 43 tuéi. Cdc dic diém khéc
nhu chiéu cao, cin ning va chi s
khdi co thé déu niam trong giéi han

binh thuong.
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Bang 1: Pic diém nodn thu duoc ¢ pha nang trimg va pha hoang thé.

S6 noin Pha nang tring Pha hoang thé Téng
thu dwoc n (%) n (%)
MII 91 (81,25) 130 (85,53) 221
MI 3(2,68) 4(2,63) 7
GV 15 (13,39) 9(5,92) 24
Théai héa 3(2,68) 9(5,92) 12
Tong 112 152 264

Nhan thiy tong s6 nodn pha hoang thé nhiéu hon pha nang trimg, kiém dinh
ghép cip cho thiy su khdc biét c¢6 ¥ nghia thdng ké véi p = 0,033. Tuong tu, sb
noan MII thu dugc & pha hoang thé ciing nhiéu hon c6 y nghia thong ké so véi
pha nang trimg v6i p = 0,009 (Bang 2).

Bang 2: So sdnh hi¢u qua thu noan va ty 1¢ thu tinh gifra hai pha.

S6 noin thu dwoc Pha nang tring Pha hoang thé p
Téng 3,73 £2,52 5,07 +£2,96 0,033
MII 3,03 £ 1,88 4,33 +2.82 0,009
S6 noan thy tinh 2,60 + 1,79 35+£222 0,078

Ty 1& nodn MII thu dugc tir pha nang trimg va pha hoang thé thy tinh sau khi

tiém ICSI lan lugt 12 85,71% (78/91) va 80,77% (105/130).

Bang 3: S6 luong va chét luong phoi ngay 3.

S6 phoi N3 Pha nang trirmg Pha hoang thé p
Phoi tot 0,57 + 1,01 0,87 + 1,14 0,242
Phéi trung binh 1,43 +1,22 2,33 + 1,67 0,006
Phoi x4u 0,53 + 0,89 0,27 + 0,64 0,067
Téng 2,53 +1,69 3,47 £2,24 0,051

Bang 3 cho thiy gid tri trung binh cta tong sé phodi N3, sd phdi tot, s phoi
trung binh cta pha hoang thé cao hon pha nang tring. Tuy nhién, khi kiém dinh
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ghép cip thi sy khdc biét vé& tong sb phdi thu duogc, sé phoi tot gitta hai pha
khong c6 y nghia thong ké (p > 0,05). Nguoc lai, s6 lugng phdi chat luong trung
binh cua pha hoang thé nhiéu hon c6 ¥ nghia théng k& so véi pha nang trimg

(2,33 £1,67 va 1,43 = 1,22, p = 0,006).

Bang 4: S6 lugng va chat luong phéi ngay 5.

S6 phoi N5 Pha nang triung Pha hoang thé p
Phoi tot 1,00 + 0,95 1,24 + 1,09 0,145
Phéi trung binh 0,90 + 0,77 1,19 +0,98 0,068
Phoi x4u 0,38 + 0,67 0,52 +0,98 0,306
Tong 2,29+ 1,52 2,95+ 1,94 0,038

Trong 30 BN giam du trit budng trimg, ¢6 21 BN ¢6 phdi N5. Gid tri trung
binh cta sé phdi N5 thu duge, sé phoi tot, s phdi trung binh va s6 phoi kém

trong pha hoang thé déu cao hon so véi pha nang trimg. Tuy nhién, khi kiém dinh
ghép cidp cho thiy chi c6 tong s6 phdi N5 cao hon c6 ¥ nghia thong ké (2,95 +

1,94 va 2,29 + 1,52, p =0,038).

BAN LUAN

Thoi gian 12 yéu té quan trong ddi
vo1 kha nang sinh san cua nguoi phu
nit, dac biét & nhirng BN giam du triv
budng trang. Khi dy trit budng trimg
con dudi nguong 25.000 nang trirng
nguyén thuy thi tbc d6 théai héa nang
trimg dién ra nhanh chéng [6]. Do vay,
diéu tri v6 sinh & nhém BN nay 1a vin
dé khé khian boi s6 lwong nodn thu
duoc thip. Nam 2014, Kuang va CS di
bdo cdo modt phic dd6 moéi mang lai
nhiéu co hdi hon dé thu nodn trong
mot thdng véi tén goi phdc dd kich
thich budng trimg kép hay “phdc dd
Thuong Hai”. Theo phdc do nay, 1an

kich thich budng trimg dau tién dugc
goi la kich thich pha nang trirng, trong
khi kich thich pha hoang thé duoc bat
dau vao ngay tiép theo cua lan thu
noan dau tién [2]. Tiép sau do, co
nhiéu nghién ctru duoc thyc hién nham
t6i wu héa phac dd bang céch thay dbi
tdc nhan kich thich, liéu luong thudc
kich trirng va khoang thoi gian gitra hai
pha. Nhiéu loai hormone huéng sinh
duc (gonadotropin) khiac nhau da dugc
str dung v6i lidu dao dong tir 150 - 300
[U/ngay, tiy thudc vao ndng do
hormone kich thich nang co ban
(FSH), s6 lugng nang tring tha cap
(AFC) va tudi me. Téc nhin giy
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truong thanh nodn chu yéu dugc st
dung 132 GnRH-a, ty 1é phoi chat luong
tdt cao hon, do ¢6 thé cai thién sy déng
bd cua sy phdt trién nang trimg.

Trong nghi€én ctru nay, ching toi
nhan thay s6 luong va chat luong nodn
thu duoc tir pha hoang thé cao hon c6
y nghia thong k& so voi pha nang
tring. Ty 1€ thu tinh cua noan MII
trong hai pha lan luot 13 85,71%
(78/91) va 80,77% (105/130). Ddng
thoi s6 luong phodi ngay 5 trong pha
hoang thé cao hon c6 ¥ nghia thong ké.
Thém vao d6, chat luwgng cia nhiing
phéi thu dugc tor pha nay cling cao
hon. Nguyén nhin c6 thé do nong do
estrogen va progesterone cao trong pha
hoang thé dan dén sy phét trién nang
tring dong bod hon va thic day su gia
tang cua cdc thu thé FSH trong té bao
hat. Cic nghién cuu trén dong vat da
néng do estrogen va
progesterone cao & giai doan hoang thé
c6 thé dan dén sy gia ting cic yéu td
tao mach, do dé thuc déy su nhay cam
ciia t& bao hat voi FSH [7]. Két qua
nghién ctru cua ching toi tuong duong
v6i két qua nghién ctru ciia Luo va CS
(2020) vé s6 lugng va chat lugng nodn
thu dugc & pha hoang thé c6 phan tot
hon so v&i pha nang tring [8]. Do vay,

bao cdao

phic dd kich thich budng tring kép
cho phép t6i wu héa san lwong nodn
thu dugc trong mot chu ky kinh
nguyét, c6 tiém ning ting hiéu qua
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thanh cong cta thu tinh 6ng nghiém
d6i voi BN giam du trir budng trimg.

Tuy nhién, thoi gian kich thich
budng tring trong pha hoang thé kéo
dai hon c6 y nghia so vo1 pha nang
trimg (11,67 £ 1,56 so véi 9,87 + 1,01,
p < 0,05). Cic nghién ctu trudc d6
cling bdo cdo dic diém nay gy ra trd
ngai vé kinh phi cho BN, dan dén ty 1¢
nhat dinh huy chu ky [3]. Ngoai ra, do
niém mac tir cung tiép xdc v6i mot
luong 16n estrogen va progesterone
trong sudt qud trinh kich thich budng
tring nén trit phoi toan bo 1 bat budc
khi sir dung phic d6 nay [9].

KET LUAN

S6 luong va chat luong nodn, phdi
thu duogc tir pha hoang thé ¢ uu thé so
v6i pha nang trimg. Didu d6 cho thay
phéc dd kich thich budng trimg kép ¢
tiém ning trong diéu tri vd sinh do
giam du trit budng trimg.
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