TAP CHIi NGHIEN ClPU Y HOC

KET QUA KiCH THICH BUONG TRU'NG NHE
BANG CLOMIPHENE CITRATE KET HOP FSH TREN BENH NHAN
THU TINH TRONG ONG NGHIEM GIAM DU TR’ BUONG TRUNG
TAI BENH VIEN PHU SAN TRUNG UONG

Nguyén Thi Cuc', Hoang Quéc Huy?, Tran Thi Thu Hang? va H6 Sy Hung"™

"Trwrong Pai hoc Y Ha Noi
2Trwrong Dai hoc Y Dwgec Thai Nguyén
3Bénh Vién Phu san Trung wong

Nghién ctru héi ctru trén nhém bénh nhén gidm duw trir budng trimg, duoc kich thich budng triing bang phéc dé
nhe, tirthang 8/2020 dén thang 8/2022 tai Bénh vién Phu san Trung wong nham khéo sat két qua thu noan va tao
phéi & 2 nhém (nhém I: liéu Clomiphen Citrate 100 mg/ngay két hop FSH 150U1 — 225U1; nhém li: liéu Clomiphen
Citrate 150 mg/ngay két hop FSH 150U1 — 225Ul). Két qué cho théy: Liéu FSH trung binh ctia nhém | 13 168,6
28,9 Ul/ngay; nhém Il la 164,7 £ 22,1 Ul/ngay. Té’ng sé noan thu duwoc va sé noan Mll cda nhém | (5,8+4,9va4,7
+3,9); nhém Il (5,0 + 2,6 va 3,8 + 2,1). Téng s6 phéi thu duroc ctia nhém | 1a 3,8 + 3,1; nhém Il 1a 2,95 + 1,6. Sy
khéc biét vé sé phéi thu duoc gitka 2 nhém khéng cé y nghia théng ké (p > 0,05). Nhw vay, kich thich budng tring
nhe la céch tiép can tiém ndng danh cho bénh nhan gidm du trir budng trimg. Trong d6, str dung liéu Clomiphen
Citrate 100 mg/ngay va 150 mg/ngay két hop FSH liéu thap cho két qua nodn va phéi tao thanh tuong tw nhau.

Tir khéa: Giam dw triv budng trirng, kich thich budng trirng nhe.

. DAT VAN BE

Dw trir budng tring la khai niém mo ta sb
lwong cac nang nodn con lai & budng trirng.
Giam du tri¥ budng tring 1a tinh trang suy giam
sb lwong noan, thuweng gap & phu niv trén 35
tudi. Day la moét trong nhirng nguyén nhan
chinh dan dén vé sinh & phu ni¥ 16n tudi.! Pa
c6 nhiéu phac dd kich thich budng trirng khac
nhau dwoc dwa ra khi tiép can nhém bénh nhan
c6 gidm dw trir budng trirng, trong dé phd bién
la st dung phac d6 antagonist véi liéu cao FSH
(300 - 450 |U/ngay). Tuy nhién, dung liéu cao
nay chi giup “gidi cru” mét sb nang trirng khoi
thoai hoa, nhwng nhitng té bao trirng trong dé
c6 chét lwong kém va thwdng khéng tao ra phoi

Téac gia lién hé: H6 Sy Hung
Truong Dai hoc Y Ha Noi

Email: hohungsy@gmail.com
Ngay nhéan: 10/07/2023

Ngay duoc chdp nhan: 24/07/2023

t6t.2 Hién nay, mot sé nghién ciru trén thé gidi
cho thay phéac d6 kich thich budng triing nhe &
bénh nhan gidam dy tri budng trirng giam chi
phi va két qua cling khéng kém so v&i phac
dd kich thich liéu théng thwdng. Clomiphene
Citrate c6 tac dung canh tranh v&i hormone
estrogen, kich thich tuyén yén bai tiét LH va
FSH, hiép ddng tac dong lam phat trién nang
noan. Liéu Clomiphene Citrate thwong dwoc
dung 1a 100mg dén 150 mg méi ngay trong 5
ngay dau két hop véi FSH liéu thap. Bé danh
gia hiéu qua cla phac dd kich thich budng
trirng nhe ciling nhw so sanh hiéu qua gilra
2 lidu Clomiphene Citrate 100mg va 150mg
chudng t6i tién hanh nghién ctvu dé tai “Két qua
kich thich buéng trirng nhe bang Clomiphene
Citrate két hop FSH trén bénh nhan thu tinh
trong 6ng nghiém gidm dy trir bubng tring tai
Bénh vién Phu san trung wong”. V&i muc tiéu:
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DPanh gia két qua thu nodn va tao phéi & bénh
nhan gidm dy trlr budng tring lam thuy tinh
trong &ng nghiém dwoc kich thich budng trirng
nhe bang Clomiphene Citrate phdi hop FSH.

Il. DOl TWONG VA PHUONG PHAP
1. Péi twong

Tiéu chuén Iwa chon

Bénh nhan gidm dw trir budng trirng theo
tiéu chi POSEIDON nhém 3,4:

- S nang th&r cap < 5 nang va/hodc AMH <
1,2 ng/ml.

- Buoc kich thich budng trirng bang phac do
kich thich budng trirng nhe.

- H6 so ¢6 day di théng tin nghién curu.

Cé mau

Tiéu chuan loai tror

- Céc trwong hop hién noan.

- Bénh ly mén tinh, bénh gan, than.
2. Phwong phap

Thoi gian 14y s6 liéu

Tw thang 8/2020 dén 8/2022.

Dja diém nghién ctu

Trung tdm hd tro' sinh san Quéc gia, Bénh
vién Phu san Trung wong.

Thiét ké nghién ctru

Nghién ctru md ta hdi clru, khado sat bénh
an cla cac bénh nhan diéu tri thu tinh trong 6ng
nghiém kich thich budng trirng béng Clomiphen
Citrate (CC) 100 ho&c 150mg két hop FSH tai
Bénh vién Phu san Trung wong.

[Z, .o V2p(1-p) + Z, - BNp,(1-p,)P,(1-p,)I?

>
v

n

1

N

Trong do:
. Chona=0,05->Z ,=1,96;
B=0,2> 2, ,=0,84

. p = (p, + p,)/2 v&i p, la ty 1& thu tinh/
bénh nhan dung CC 100mg két hop FSH 1501U;

p, la ty 1& thu tinh/bénh nhan dung CC
150mg két hgp FSH 1501U (can c vao két qua
vé ti 1é thu tinh trong nghién ctu cla Vi Van
Tam va Cs (2017).3

Chonp,=0,304vap,=0,298 > n, +n,252.
Ta c6 ¢& mau clia ca 2 nhém la 104.

* Chudng téi chon 104 bénh nhan.

Phéc do kich thich budng trieng nhe

- Bénh nhan dwoc danh gia dw trir budng
trirng vao ngay 2 - 4 chu ky.

- Bénh nhan lya chon ngau nhién uéng 100

téng

(p1 - p2)2

_rxn,

zn, +n,

- 150mg Clomiphen Citrate tr ngay 2 - 4 cla
chu ky. Béng thoi tiém dwéi da FSH liéu tor 150
- 225 IU/ngay.

- Ngay th 6 kich thich bubng trirng, siéu am
dwong am dao danh gia nang noan, va dung
GnRH antagonist (Orgalutran hoac Cetrotide).

- Siéu am tiép theo vao ngay 8 kich thich
budng trirng, ddng thdi xét nghiém LH va E2.

- Tiém trwdng thanh noan rhCG (Ovitrell) khi
c6 it nhat 2 nang dat kich thuéc 17mm

- Choc hut noan sau miii tiém rhCG 34 - 36 gio.
- Noén dwoc thu tinh va&i tinh trung béng
phwong phép ICSI.

- Banh gia thuy tinh sau ICSI 18 gi®, phbi
tao thanh dwoc danh gia chéat lwong theo tiéu
chuan déng thuan Alpha 2011.4
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- Bong phdi ngay 3.

Céc tiéu chuan didnh gia lién quan toi
nghién ctru

DPanh gia noan, phéi theo tiéu chuan déng
thuan Alpha 2011.4 Theo d6, chat lwong phdi
giai doan phan chia dwoc chia lam 3 cip do:
Tét (d6 1), trung binh (d6 2) va xau (d6 3) dwa
vao céc tiéu chi sb lwong va do ddng déu cla
cac phéi bao; ty I1&é phan manh bao twong; tinh
trang da nhan cua cac phoi bao.

Chung t6i chia nhirng bénh nhan dung kich
thich budng trrng nhe lam 2 nhém: Nhém I
str dung phac dd kich thich budng trirng nhe
véi lidu Clomiphen Citrate 100 mg/ngay két
hop FSH 150 - 225 IU/ngay va nhom |l liéu
Clomiphen Citrate 150 mg/ngay két hop véi
FSH 150 - 225IU/ngay.

X ly s6é liéu

Céc sb lieu va két qua thu duwoc dwoc xt ly
bang may vi tinh, st dung phan mém théng ké

ll. KET QUA

SPSS 20.0. Tinh ty 18, tri s6 trung binh, ap dung
test khi binh phwong dé so sanh 2 ty 18, tinh gia
tri p. Nhirng phép so sanh cé p < 0,05 dwoc coi
la c6 y nghia théng ke.

3. Pao dirc nghién ctru

- Nghién ctru dwoc théng qua Hoi ddng dao
dwrc trong nghién ctru y sinh hoc Bénh vién Phuy
san Trung wong.

- Nghién ctru dwgc sy cho phép cta Trung
tam Hb tro Sinh san - Bénh vién Phu san Trung
wong.

- Nghién ctru quan sat trén cac bénh an cla
bénh nhan da dwoc didu tri tai Bénh vién Phu
san Trung wong nén khong cé can thiép diéu tri.

- C4c thong tin vé bénh nhan sé duorc gitr bi
mat chi phuc vu cho nghién ctru.

- Danh s&ch bénh nhan sé khong dwoc cong
bb tén day di, dam bao bi mat theo dung qui
dinh cla phap luat hién hanh.

Bang 1. Dac diém chung cta déi twong nghién ctru

Nhém | Nhém Il Chung
(n = 44) (n = 60) (n = 104) P

Tudi (X £5D) 35,2+ 54 35,6 + 4,5 35,4 + 4,9 0,684
BMI (X & SD) 21,5+ 1,97 21,6+ 2,6 21,5+ 2.1 0,875
FSH (IU/) 76+2,6 8,8+3,3 8,3+3,1 0,046
E2 (pg/ml) 531+918 40,5 + 46,7 45,8 + 69,4 0,365
AMH (ng/ml) 102406 0,0 0,4 0,0+0,5 0,264
AFC ( nang) 6,32+ 3,3 7.0+ 3,1 6,7+3,2 0,280

Tudi trung binh clta déi twong nghién ctwu
nhém LIl 1an lwot |a: 35,2 + 54 va 35,6 +4,5
tubi. Chi s6 BMI nhom | 1a 21,5 £ 1,97; nhém
I1'la 21,6 £ 2,6. N6ng d6é hormone FSH nhém |

7,6 2,6 (1U/l) thdp hon nhém 11 8,8 + 3,3 (1U/).
Néng dd E2 nhém | 53,1 + 91,8 pg/ml cao hon
so vé&inhém 11 40,5 + 46,7 pg/ml. Néng d6 AMH
nhém |, I11an lwot 1a 1,02 + 0,6 va 0,9 + 0,4 ng/
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ml. S nang th(r cAp nhém | 14 6,32 + 3,3 nang;
nhém 11 7,0 = 3,1 nang. Sy khéac biét néng do

FSH c6 y nghia théng ké (p < 0,05).

Bang 2. Dac diém dung FSH trong chu ky kich thich buéng trirng

Chi tiéu Nhém 1 Nhém 2 Chung p
(n=44) (n = 60) (n=104)
Thoi gian tiém FSH (ngay) 9,6+1,3 9,8+1,3 9,7+1,3 0,440
Téng liéu FSH (1U) 1626,7 + 387,1 1624,6 +349,0 1625,5+363,8 0,977
168,6 + 28,9 164,7 + 22,1 166,7 + 24,1 0,442

Liéu FSH trung binh (IU/ ngay)

Thei gian tiém FSH nhém 1l cao hon nhém
| khéng dang ké (9,8 + 1,3 ngay va 9,6 + 1,3
ngay). Téng liéu FSH nhom | 1a 1626,7 + 387,1
IU nhém 111a 1624,6 + 349,0 IU. Liéu FSH trung

binh nhém | nhém 1l (168,6 + 28,9 IU/ngay va
164,7 £ 22,1 IU/ngay). Sy khac biét gitra 2
nhém khéng cé y nghia théng ké (p > 0,05).

Bang 3. S6 noan thu dwoc va ty 1é noan trwéng thanh

Két qua choc hat noan Nhém | Nhém II Chung p
(n =44) (n =60) (n=104)
Sbé noan 58+4,9 50+2,6 59+4,3 0,281
S6 noan Ml 47+3,9 3,8+2,1 41+30 0,152
Ty 1& noan trwdng thanh 78,3 £ 20,6 76,7 £ 23,3 77,8+21,3 0,7

trung binh (%)

Ty Ié noan trwdng thanh trung binh & nhém
I la 78,3 £ 20,6%; nhém 1l la 76,7 £ 23,3%. Sy
khac biét vé ty 1é noan trwdng thanh trung binh

gitra 2 nhém khéng cé y nghia thdng ké véi p
> 0,05.

Bang 4. Chéat lwong phodi ciia 2 nhém

Két qua phoi Nhom | Nhém Il Chung p
(n = 44) (n = 60) (n =104)
S6 phoi do 1 (tét) 2,92+24 22412 2,6+2,0 0,054
Sé phoi d6 2 (trung binh) 1,85+0,8 1,58 £ 0,8 1,68 £0,8 0,205
Sb6 phoi dd 3 (kém) 22+16 1,3+0,7 1,8+1,3 0,187
Téng sbé phoi thu dwoc 3,8+3,1 295+16 3,31+24 0,072

Téng sb phéi thu dwoc cta nhém | 14 3,8
t 3,1, nhom 1l 14 2,95 + 1,6. Tuy nhién, chuwa

tim thdy sw khac biét gitra sb phéi gitra 2 nhom
nghién ctru.
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IV. BAN LUAN

Trong téng s6 104 bénh nhan dwoc lwa chon
tham gia nghién ctru clia ching t6i, khong co sw
khac biét vé dac diém lam sang, can lam sang
ctia ddi twong nghién ctu nhw: tudi, BMI, sb
nang noan th(r cip (AFC), ndbng dd AMH. Piéu
nay giup ddng nhat cac déi twong nghién ctru va
sw so sanh gitra 2 nhdm thém y nghia. Két qua
bang 1 chi ra, tudi trung binh cGa 2 nhém lan
lwot 1a 35,2 + 5,4 tudi va 35,6 + 4,5 tudi; twong
duwong vé&i két qué cla tac gid Trinh Thi Ngoc
Yén tudi trung binh la 36,3 + 5,44 & nhém co
gidm dw trlr budng trirng.? Tubi & yéu té quan
trong dé danh gia kha nang sinh san, b&i tudi 1a
moét trong nhirng yéu té tién lwong dw trir cla
bubng tring. Tuy nhién, tudi khéng la nguyén
nhan ctia v sinh bdi tudi thé hién tinh trang sinh
ly hon 1a tinh trang bénh ly, do d6 tudi khéng cho
phép két luan vé kha nang sinh san hay dy triy
clia budng trirng trén tirng bénh nhan cu thé.6

Bang 2, chi ra sy khac biét s6 ngay tiém
FSH, tdng liéu thuéc FSH gira 2 nhém | va
. V&i tdng lidu FSH trung binh & 1625,5 +
363,8Ul; nhém | la 1626,7 = 387,1Ul, nhém
Il 1a 1624,6 + 349,0Ul. K&t qua nay twong tw
nghién cru cta Trinh Thi Ngoc Yén, téng liéu
FSH la 1425,5 + 343,5U1.5 Két qua cao hon
trong nghién ctvu cta Vi Van Tam, téng liéu
FSH trong phéc db kich thich budng trirng nhe
la 1351 £ 399U, tuy nhién, nhém dbi twong
trong nghién clru dap ng budng trirng tbt, co
thé 1am gidm liéu FSH can s dung trong phac
dd kich thich budng trirng.3 Bong thdi, sd ngay
dung GnRH antagonist it hon nhiéu so v&i phac
dd lidu cao da gidm sb 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 giam
chi phi giup phac dd kich thich budng trirng
nhe tiép can dwoc nhiéu dbi twong hon, nhat
la nhitng cép vo chdng vé sinh c6 thu nhap
thap.” Nhw vay, véi viéc gidm tdng liéu FSH,

phac dd kich thich bubng trrng nhe da giam
dwoc ganh nang vé kinh té cho mét chu ky kich
thich budng trirng. Day 1a mot trong nhivng mét
manh cla phac db nay so v&i cac phac dd kich
thich budng trisng hién nay. O’ bang 1, néng do
hormone FSH nhém | 7,6 £ 2,6 (1U/l); nhom I
8,8 + 3,3 (IU/l); sy khac biét néng d6 FSH dau
chu ky cta dbi twong nghién ctru c6 y nghia
théng ké (p < 0,05). Tuy nhién, khéng tim thay
s &nh hwdng ctia ndng dd FSH dau chu ky véi
s6 noan thu dwoc va kha néng tao phéi ctia ddi
twong nghién ctru.

Theo két qua nghién ctru nay, tdng sé noan
thu dwoc, s6 noan MII, ty 1& nodn trwdng thanh
trung binh & nhém | (st dung liéu CC 100 mg/
ngay) cao hon khéng dang ké so véi nhém |l
(liéu CC 150 mg/ngay). Trong do, ty & noan
trwdng thanh trung binh & nhém | 1a 78,3 +
20,6%; nhém 11 1a 76,7 + 23,3%. Két qua nay
twong tw trong nghién ctru cla Vi Van Tam,
Trinh Thi Ngoc Yén, ty 1& nodn trwéng thanh
trung binh khi st dung phac db kich thich
budng triing nhe 1a 72,57%; 71,97 + 27,91%.35
S6 noan Ml thu dugc & méi nhém twong tw
trong nghién ctru ctia Trinh Thi Ngoc Yén (3,92
+ 2,33 noan).5 Tuy nhién, trong thiét k& nghién
clu cla tac gid Trinh Thi Ngoc Yén, Youssef
va CS (2018) so sanh gilra 2 nhom kich thich
budng trirng nhe va kich thich buéng trirng liéu
cao thi s6 noan MIl thu dwoc & nhém kich thich
budng trirng nhe thap hon dang ké so véi nhém
kich thich bubng trirng liéu cao.58 Noan MIl |a
nhirng noan da trwdng thanh, cé kha nang thu
tinh v@i tinh trung. Cac noén con lai 1a nhirng
nodn chwa trwdng thanh, va khong cé kha
nang thu tinh dé tao phéi. Viéc s& dung lidu
cao gonadotropin lam tang sé noan MIl nhung
dong thdi chiéu mé ca nhivng nang trieng it tiém
nang, nhirng nang trirng nay cho nhirng noan
chwa trwedng thanh.
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Sé noan va tdng sé phéi thu dwoc & nhém |
cao hon khéng dang ké so véi nhém Il. Sé phoi
thu dworc trung binh & nhom | 1a 3,8 + 3,1 phoi;
nhém Il 1a 2,95 £ 1,6 phdi. Tuy nhién, sb phoi
dod 1 (phdi co chét lwong tét) & 2 nhém twong
dwong nhau (2,92 + 2,4 & nhém lva 2,2 + 1,2
& nhém I1). Nhw vay, tuy sb lwong nodn Mil &
nhém | cao hon & nhém I, nhung sb phoi do
1 khéng dwoc cai thien dang ké&. Didu nay co
thé giai thich la s& noan Mll thu dwoc & nhém
| c6 tang, nhung s nodn MII c6 chét lwong tét
khong I&n hon & nhém 1I, nén sb phéi tiém nang
khong tang. Két qua nghién ctru clia chuing toi
twong tw nghién ctru cta Trinh Thi Ngoc Yén,
s6 phdi thu dwoc [a 3,38 + 1,99 phéi.® Trong
nghién clru cla tac gia nay, tbng sé phéi thu
dwoc ctia nhém kich thich budng trirng nhe nhé
hon nhém phéac db liéu cao (3,38 + 1,99 phéi so
véi 4,08 £ 1,76 phoi; p < 0,05); nhwng khong
c6 su khac biét vé sb phdi tét thu dwoc gitra
2 phéac db kich thich budng trirng nay. Nhirng
nghién cru gan day ciing chi ra rang khéng c6
méi lién quan gitra liéu kich thich budng trirng
va ty & phdi da b6i.®'"° M6t trong nhirng han
ché cta nghién ctru chinh la thiét k& nghién
ctvu hdi clru trén cac dbi twong gidm dy triv
budng trirng, do d6 kho co thé tranh khdi nhirng
han ché b&i chinh thiét k& nghién ctvu néu trén.
DPodng thdi c& mau nghién clru con nhd, can cé
nhirng nghién ctu v&i ¢ mau Ion hon trong
twong lai.

V. KET LUAN

Kich thich budng trirng nhe Ia cach tiép can
tiém nang danh cho bénh nhan giam dy tri
budng trirng. Trong d6, st dung liéu Clomiphen
Citrate 100 mg/ngay va 150 mg/ngay két hop
FSH liéu thap cho két qua sb noan va phoi thu
dwoc twong ty nhau.

VI. KHUYEN NGHI

V&i cac bénh nhan gidm dw trir budng trirng

c6 thé kich thich budng trirng bang phac dd
kich thich bubng trirng nhe véi liéu thdp FSH,
dé gidm chi phi diéu tri va van dam bao két qua
thu noan va tao phéi.
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Summary

RESULT OF MILD OVARIAN STIMULATION BY CLOMIPHENE
CITRATE COMBINED WITH FOLLICLE STIMULATING HORMONE
IN -VITRO AT THE NATIONAL HOSPITAL OF OBSTETRICS AND
GYNECOLOGY

This is a retrospective study on diminished ovarian reserve patients, undergoing mild ovarian
stimulation, from August 2020 to August 2022 at the National Hospital of Obstetrics and Gynecology
to investigate the oocytes and embryos in 2 groups (group |: Clomiphen Citrate at 100 mg/day
combined with 150Ul - 225Ul FSH; group II: Clomiphen Citrate at 150 mg/day combined with 150Ul
- 225Ul FSH). Results showed that the average FSH dose in group | was 168.6 + 28.9 Ul/day; group
Il was 164.7 + 22.1Ul/day. The number of obtained oocytes and MIl oocytes of group | (5.8 + 4.9
and 4.7 + 3.9) were higher than group Il (5.0 £ 2.6 and 3.8 £ 2.1). Total number of embryos obtained
from group | was 3.8 + 3.1, which was higher than group Il, 2.95 + 1.6. However, the difference in the
number of obtained embryos between the 2 groups was not statistically significant (p > 0.05). Thus,
mild ovarian stimulation is a potential approach for patients with diminished ovarian reserve where
Clomiphen Citrate at 100 mg/day or 150 mg/day gave similar results.

Keywords: Diminished ovarian reserve, mild stimulation.
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