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DAC DIEM BENH NHAN GIAM DU TR0 BUONG TRUNG
VA PAP I’NG PHAT TRIEN NANG TRU'NG VO'I PHAC DO
KiCH THICH BUONG TRU'NG KEP

Nguyén Thanh Tung', Trinh Thé Son’, Nguyén Ngoc Nhat'

TOM TAT

Muc tiéu: Danh gia dac diém 1am sang va noi tiét t& nir cia bénh nhan (BN) giam dw triy
budng trirng va dap (rng phat trién nang trieng bang phac dd kich thich budng trirng kép. Déi
twong va phwrong phap: Nghién clru moé ta, tién cru trén 30 cdp vo chdng vé sinh cé giam dyw
tri» budng trirng. Sau khi khdo sat dac diém 1am sang va nai tiét t6 co ban, BN dwoc diéu tri thuy
tinh trong éng nghiém (In vitro fertilization - IVF) st dung phéc dd kich thich budng trirng kép
trén hai pha ctia mét chu ky kinh nguyét. Sw phat trién cta nang trirng dwoc danh gia trén siéu
am dau do am dao, kiém dinh ghép cap dwoc st dung dé danh gia sy khac biét gitra pha nang
tri’ng va pha hoang thé. Két qua: Chu ky kinh nguyét trung binh 29,80 + 3,07 ngay. D4u an
danh gia dw trir budng trieng: AMH huyét thanh 0,99 + 0,46 ng/mL, sb lwgng nang tring thir
cép (antral follicle count - AFC) la 6,20 + 3,06. Nong dd FSH co ban & nguéng binh thwdng cao
(9,39 + 4,91 mIU/mL). AFC dau pha hoang thé 1a 7,60 + 2,53, cao hon c6 y nghia théng ké so
véi pha nang triing (6,20 + 3,06 nang; p < 0,05). Khoang thoi gian kich trieng va néng do E2
thoi diém gay trwdng thanh noan cta pha hoang thé khac biét c6 y nghia théng ké so véi pha
nang trieng (p < 0,05). Téng s6 nang trirng thoi diém gay trwdng thanh noan c6é dwong kinh =
14 mm & pha nang trirng va pha hoang thé 1an lwot 12 5,00 + 2,85 va 5,90 + 3,21, su khac biét
c6 y nghia théng ké (p < 0,05). Két luan: Chu ky kinh nguyét va ndi tiét t6 co ban cta BN gidm
dw trir budng trrng ndm trong gidi han binh thwéng. Khi st dung phac dé kich thich budng
trieng kép, thoi gian kich trieng clia pha hoang thé dai hon nhwng s nang trirng vwot troi thu
dwoc nhiéu hon ¢cé y nghia théng ké so v&i pha nang tréng.

*Tw khéa: Phéc d6 kich thich budng trieng kép; DuoStim; Kich thich budng trirng pha hoang
thé; Giam du trir budng trieng; AMH huyét thanh; Sé lwong nang trieng thi cép.
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Summary

Objectives: To evaluate clinical and female endocrine characteristics of patients with poor
ovarian reserve, as well as follicular development response with dual ovarian stimulation regimen.
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Subjects and methods: A descriptive, prospective study on 30 couples with infertility due to
poor ovarian reserve. After examining the underlying hormonal and clinical features, the patient
was treated with IVF using a dual ovarian stimulation regimen in the same menstrual cycle.
Follicular development was assessed on transvaginal ultrasound, and the paired test was used
to assess the difference between the follicular and luteal phase. Results: The menstrual cycle
length was 29.80 + 3.07 days. Ovarian reserve markers: AMH serum was 0.99 * 0.46 ng/mL,
AFC in the early menstrual cycle was 6.20 + 3.06 follicles. Basal FSH concentration was in the
normal-high range (9.39 * 4.91 ulU/mL). The number of AFC in the luteal phase was
significantly higher than that in the follicular phase (7.60 + 2.53 vs. 6.20 + 3.06, p < 0.05).
Duration of stimulation and E2 level on the trigger day were significantly different between two
phases (p < 0.05). Luteal and follicular dominant follicles (= 14 mm) obtained on the trigger days
were 5.00 = 2.85 and 5.90 * 3.21, separately; the difference was statistically significant
(p < 0.05). Conclusion: The menstrual cycle length and baseline hormone levels of poor
ovarian reserve patients were in the normal range. Stimulation duration in the luteal phase was
longer, but the number of dominant follicles obtained was significantly more than that of the

follicular phase.

* Keywords: Dual stimulation regimene; DuoStim; Luteal-phase stimulation; Poor ovarian

reserve; AMH serum; Antral follicle count.

DAT VAN BE

Dy tri» budng trieng 1a khéai niém phan
anh sb lwong nang tr’ng cha trong
budng triing, bao gébm ca nhirng nang
trieng & trang thai chwa phat trién (nang
tri’ng nguyén thdy) va nang trirng dang
phat trién, khong thé dém truc tiép ma
phai danh gia gian tiép théng qua cac xét
nghiém ch&c nang cla budng tring.
Trong d6, gidm dy trir budng trirng do
gidm sb lwong nang triing & phu niy trong
dd tudi sinh san 1a nguyén nhan quan
trong gay vo sinh. Hién twong nay thudng
dwoc ghi nhan & phu ni sau tudi 35
nhung ciing c6 thé xay ra sém hon do
nhiéu nguyén nhan khac nhau, biéu hién
& sw thay dbi cac dau an dy trir bubng
trieng. Hon niva, chét lwong nang tring &
nhém BN nay cé bj giam hay khéng van
con nhiéu tranh luan [1].

Bénh canh lam sang giam dy tri
budng trirng da dang, do d6 viéc diéu tri
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gdp nhiéu khé khan. Mac du nhiéu
phéac db kich thich bubng triing cé kiém
sodt da dwoc nghién ctru, clng nhw
bd sung hormone tang trwéng (GH),
dehydroepiandrosterone (DHEA) hoac
testosterone. Tuy nhién, sé lwong va chat
lwong phdi khéng cai thién [2]. Béng
chirng tir nhirng nghién cru trén dong vat
va con nguwdi cho thay, trong méi chu ky
kinh nguyét chi c6 mét doan hé nang
treng phéat trién khéng con dung niva,
thay vao dé cé tir 2 - 3 lan séng phat trién
cla nang tring dién ra ké tiép nhau [3].
Day 1a co s& dé phac do kich thich budng
trieng kép (kich thich budng trirng ca pha
nang trirng va pha hoang thé trong cuing
moét chu ky kinh nguyét) ra doi. Phac do
nay dwoc Kuang va CS gidi thiéu 1an dau
tién vao nam 2014 v&i tiém nang tbi wu
héa san lwgng trirng thu dwoc va cai
thién két qua IVF [4]. Trén thé gidi, nhiéu
nghién ctru tiép theo vé kich thich budng
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trong kép da dwoc tién hanh trén nhém
gidm dy tri¢ budng triing, nhém BN ung
thw v&i tac nhan kich thich va liéu lwong
khac nhau [5]. Tai Viét Nam, day la mot
trong nhirng nghién ctu dau tién nham:
Bao céo vé dap irng phét trién nang trirng
véi phac db kich thich bubng trirng kép
trén BN giam du trir bubng tring.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. Béi twong nghién ciru

30 cap vo chong dwoc diéu tri IVF tai
Vién M6 phéi Lam sang Quéan déi tw
thang 02/2021 - 02/2022, phu hop voi
tiéu chudn lya chon va tiéu chuan loai trir.

* Tiéu chuén lwa chon: Vo gidm dw triv
budng trirng theo phan loai POSEIDON
(AMH < 1,2 ng/mL va/hoac AFC < 5
nang), dong y tham gia nghién ctru.

* Tiéu chuén loai trir: Bt thwong giai
phau t&r cung, lac ndi mac t& cung, tang
prolactin mau, chéng vé tinh.

2. Phuwong phap nghién cru

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

* Céc buorc tién hanh:

Kham lam sang va xét nghiém danh
gi4 du trir budng trieng: Khai thac déc
diém chu ky kinh nguyét, tién st san phu
khoa, tién st diéu tri ho tro sinh san. Siéu
am ngay thi hai dém AFC va xét nghiém
AMH huyét thanh cling nhw néi tiét t6 co
ban (FSH, LH, prolactin, estradiol).

Kich thich budng tri’ng pha nang
trirng: Kich thich budng trirng bang phéac

dd GnRH dbi van, st dung FSH tai t6 hop
liéu 225 IU/ngay tiém dudi da, bd sung
LH 75 IU/ngay tlr ngay th& hai cta chu ky
kinh. GnRH dbi van 0,25 mg/ngay tiém
dwédi da tir ngay thir sau tiém FSH. Theo
déi sy phat trién nang tréeng trén siéu am
nga am dao, khi c6 tr 2 nang trirng kich
thwéc = 17 mm, tién hanh dinh lwong
estradiol, sau d6 gay trwdng thanh noan
bang GnRH dbng van va choc hat noan
sau 36 gio.

Kich thich budng tri'ng pha hoang thé:
Sau 5 ngay ké ti khi choc noan, BN dwoc
siéu am dém nang th& cap va cho thudc
kich thich phat trién nang trirng véi cling
chang loai, ham lwong nhw lan dau. Theo
déi sy phat trién nang trieng trén siéu am
nga am dao, khi c6 tr 2 nang trieng kich
thwéc = 17 mm tién hanh dinh lwong
estradiol, sau d6 gay trwdng thanh noan
bang GnRH dbng van va choc hat noan
sau 36 gio.

* Céc chi tiéu nghién ciru: Dac diém
chung cuia déi twong nghién ctwu; tién st
san phu khoa; AMH huyét thanh, AFC
dau chu ky kinh va néi tiét t6 co ban, sb
lwong va kich thuwdc nang trieng ngay gay
trwdng thanh noan.

* X ly s6 liéu: S6 lieu dwoc nhap
bang phan mém EpiData 3.1 va phan tich
bang STATA 16.0. Két qua dwoc trinh
bay dwéi dang gia tri trung binh £ d6 léch
chuén va ty 1& phan tram. Sk dung t-test
ghép cap va Wilcoxon Signed-rank test
ghép cap dé kiém dinh sy khac nhau cla
hai gia tri trung binh gitra pha nang trirng
va pha hoang thé, gia tri p < 0,05 dwoc
coi la ¢ y nghia théng ké.
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KET QUA NGHIEN CcUU

Bang 1. B&c diém chung cla déi twong nghién clru.

Pac diém X +SD Gia tri nhoé nhat Gia tri I&n nhat
Tudi (nam) 35,73 + 4,94 22 43
Chiéu cao (m) 1,55 + 0,04 1,4 1,62
Can nang (kg) 51,63 +5,55 42 65
Chi sb khéi co thé (mg/m?) 21,60 +1,99 17,9 25,1

Tudi trung binh ctia BN ni 14 35,73 + 4,94, trong d6 tré nhéat 22 tudi va Ién nhat 43
tudi. Cac dac diém khac nhw chiéu cao, can nang va chi sé khéi co thé déu nam trong
gidi han binh thwong.

16.67%

83.33%

Biéu d6 1: Ty |& vo sinh nguyén phat (VS1) va vé sinh thé phat (VS2).

Béng 2: Tién st san phu khoa.

Lz V6 sinh nguyén phat Vo6 sinh thir phat
Dac diem P
(n=5) (n=25)
Do dai vong kinh (ngay) 31,60 +5,37 29,44 +239 0,932
Thoi gian vo sinh (nam) 5,00 +£7,31 3,80 £2,69 0,463
Sb 1an 1am IVF trwéc do (1an) 1,00 +1,22 0,56 + 1,23 0,169

Trong 30 phuy ni tham gia nghién ctu, c6 5 ngudi (16,67%) thuéc nhém vé sinh
nguyén phat va 25 ngudi (83,33%) thudéc nhém vé sinh thir phat. Chu ky kinh nguyét
trung binh la 29,80 + 3,07 ngay, trong d6 & nhdm vé sinh nguyén phat va thr phat gia
tri nay lan lwot 1a 31,60 + 5,37 va 29,44 + 2,39 ngay; sy khac biét khéng cé y nghia
thdng ké&. Ngoai ra, thoi gian vo sinh va sb lan lam IVF trwéc dé ciia nhém vé sinh
nguyén phat cao hon khéng cé y nghia théng ké so véi nhém vé sinh thir phat.
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Béng 3: D4u &n du tri» budng tring va bién dbi ndi tiét tb niv.

Gia tri X+sD Gia tri nhé nhét Gia tri I&6n nhét
Néng do AMH (ng/mL) 0,99 + 0,46 0,2 2,4
Sé nang AFC (nang) 6,20 + 3,06 2 16
Nbng d6 FSH (ulu/mL) 9,39 + 4,91 3,13 28,3
Nong do LH (ulu/mL) 6,91 +5,79 1,32 23,53
Nong dé prolactin (ng/mL) 13,31 £ 4,81 5,73 23,88
Nong dé estradiol (pg/mL) 60,34 £ 70,38 13,61 350,70

Nong d6 AMH huyét thanh thdp, & mic 0,99 + 0,46 ng/mL, trong d6 BN dworc diéu
tri bang phéac dd kich thich budng triing kép c6 chi sé AMH thap nhét 0,2 ng/mL va cao
nhét 2,4 ng/mL. AFC d4u chu ky kinh nguyét trung binh dém dwoc 6,20 + 3,06 nang, it
nhét 2 va nhiéu nhat 16 nang. Két qua dinh lwong ndi tiét t& nir co ban vao ngay th
hai cGa chu ky kinh: Néng d6 FSH & murc 9,39 + 4,91 plU/mL; trong d6 8 BN (26,67%)
dat nébng do > 10 plU/mL. Néng d6 LH huyét thanh 1a 6,91 + 5,79 plU/mL; gi4 tri thap
nhéat 1,32 plU/mL va cao nhat 23,53 plU/mL. Céc chi sb prolactin va estradiol d&u ndm
trong gi®i han binh thuwdng.

Béng 4: Dap (ng phét trién nang trirng véi phac dé kich thich budng trirng kép.

DPap vng phat trién nang trirng Pha nang trirng Pha hoang thé p
Sé nang AFC (nang) 6,20 + 3,06 7,60 £ 2,53 0,008
Sb ngay kich trixng (nang) 9,87 £ 1,01 11,67 £ 1,56 0,000
E2 ngay gay trwdng thanh noan (pg/mL) 661,27 + 527,86 1.377,95 + 1.155,53 0,000
S6 nang = 14 mm (nang) 5,00 £2,85 5,90 £ 3,21 0,028
S6 nang 14 - < 17 mm (nang) 1,93 +1,76 2,67 £2,11 0,034
Sé nang = 17 mm (nang) 3,07 £1,84 3,23+£1,85 0,419

Sé nang trirng thir cAp dau pha hoang thé la 7,60 + 2,53, cao hon cé y nghia théng
ké so v&i pha nang trieng 6,20 + 3,06 (p < 0,05). Thoi gian kich trieng pha hoang thé
dai hon cé y nghia théng ké so va&i pha nang trieng (11,67 + 1,56 so véi 9,87 + 1,01
nang, p < 0,05). Téng sb nang trirng thdi diém cho thudc gay trwdng thanh noan cé
dwong kinh = 14 mm & pha nang tring va pha hoang thé 1an lwot 14 5,00 + 2,85 va
5,90 + 3,21; sy khéc biét c¢6 y nghia théng ké véi p < 0,05. Trong d6, pha hoang thé c6
sb nang kich thuwéc tr 11 - < 14 mm cao hon c6 y nghia théng ké so v&i pha nang
trieng (p < 0,05).
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BAN LUAN

Dy trir budng tring bi suy gidm 1a mét
hién twong thwong xay ra & phu ni¥ sau
dd tudi 35 nhwng cling c6 thé anh hwéng
dén nhizng phu nir tré hon. Ngoai ra, co
nhirng nghién cu chi ra sé lwong nang
tr’ng suy giam nhanh khi dat duwdi me
t¢i han 25.000 nang tr’ng nguyén thay.
Do d8, BN khéng con nhiéu thdi gian dé
thu thai v&i trieng ctia chinh minh [6]. Viéc
chan doan gidm dy tri budng tring co
vai tro quan trong vi nhirng phu nlr nay
c6 ty 1é mang thai thdp hon va ty 1é say
thai cao hon so v&i nhém chirng theo dd
tudi c6 dw tri budng trirng binh thuwdng
[7]. Tuy nhién, hién nay ton tai nhiéu tiéu
chuén chan doan véi nhixng nguwéng gici
han khac nhau gay khé khan cho cac nha
lam sang. Do d4, can c6 nghién ciu danh
gia dac diém cha BN gidm dy trir budng
trirng, dac biét trén quan thé ngudi Viét
Nam, cé gia tri trong chan doan, diéu tri
bénh canh nay trong twong lai. Trong
nghién cu nay, chdng t6i chon BN dwa
trén tiéu chudn POSEIDON (2016),
nhirng phu n& dwoc coi la giam dy tri
budng trieng khi c6 AMH huyét thanh <
1,2 ng/mL va/hoac AFC ngay th& hai cua
chu Ky kinh < 5 nang.

Theo Klein NA, chu ky kinh nguyét cua
phu ni gidm dy trir budng trieng ngén lai
do sw chon loc nang tring dién ra nhanh
hon [8]. Trong nghién cru cua chdng t6i,
gia tri nay la 29,80 + 3,07 ngay, khéng cé
sy khac biét gitra nhém vd sinh nguyén
phat va thir phat. Nhin chung, chu ky kinh
nguyét cta BN gidm dw trir budng trirng
c6 xu hwéng ngan lai nhung triéu chirng
nay thwong thay déi nén khéng duoc
dung lam tiéu chi dé& chan doan. FSH
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huyét thanh, dwoc do & giai doan nang
trrng s&m (ngay 2 - 5 cua chu ky kinh
nguyét) cung voi estradiol, da dwoc ap
dung rdng rai trong y hoc sinh san, nhwng
day chi la d4u hiéu gian tiép cha dy tri
budng trirng va ndéng d6 nay trong mau
chi tang khi dy trir budng tring bi ton hai
nghiém trong. Nhiéu gia tri gi¢i han khac
nhau tr 10 - 15 plU/mL da dwoc khuyén
nghi d& dw doan dap &ng kém trong IVF,
nhwng chi mét sé BN dat téi nguéng cao
nay. Diéu do phu hop vai két quéa nghién
ctu clia ching téi khi nébng dd FSH cé xu
huwéng tang (9,39 + 4,91 ulU/mL), trong
d6 8 BN (26,67%) dat nong d6 > 10 ulU/mL
[9]. Ngoai ra, néng d6 cac hormone khéac
dwoc khao sat déu nam trong giéi han
binh thuwong.

Sb nang trirng so cip dau pha hoang
thé nhiéu hon c6 y nghia théng ké so vai
pha nang trirng, két qua cua chang toi
twong déng véi nghién ciu cta Lou va
CS [2]. Vé thoi gian kich trirng nhan thay
pha hoang thé kéo dai hon so v&i pha
nang tring, sw khac biét c6 y nghia théng
ké&. Khi so sanh déap ng phét trién nang
trieng, két qua siéu &m ngay gay trwéng
thanh noan cho thay téng sb nang tring
dwong kinh = 11 mm & pha hoang thé
cao hon cé y nghia thdng ké so v&i pha
nang treng (6,87 * 3,29 so voi 6,10 +
3,49; p < 0,05), nhirng nang trrng nay
dwoc biét dén voi tiém nang thu dwoc
noan MIl sau khi gay trwéng thanh noan.
Suw phét trién nang trieng tét hon trong
pha hoang thé cé thé do néng do estrogen
va progesterone cao, dan dén sy phat
trién nang trirng déng bd hon va thuc day
sy gia tang cla cac thu thé FSH trong té
bao hat [10]. Do d6, phac dd kich thich
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budng triing kép bwdc dau cho thay sbé
lwong nang trirng vwot trdi nhiéu hon, c6
tiém nang tang san lwong noan, phdi cho
BN gidm du tri budng trirng diéu tri IVF.

KET LUAN

Nhém phu ni giam dy trir budng tring
tham gia nghién ctru c6 néng dé FSH co
ban & nguwdng binh thwong cao (9,39 +
4,91 ulu/mL). Tuy nhién, cac chi s6 noi
tiét co ban khéac, ciing nhw chu ky kinh
nguyét ndm trong gi¢i han binh thwong.
Sb nang trirng so' cip va nodn vuot troi
c6 dwong kinh = 14 mm & pha hoang thé
cao hon ¢cé y nghia théng ké so véi pha
nang trieng khi s& dung phéac dd kich
thich budng trirng kép.
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