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ABSTRACT

Objectives: To assess the outcome of Flare-up versus Antagonist protocol and to determine factors
related to poor responders.

Methodology: this is a random control trial among 834 patients who were predicted to ovarian poor
response from 2014 to 2018.

Results: The rate of biochemical pregnancy was 4.5% with Flare-up versus 8,1% with Antagonist
(p<0.05). The rate of fertilization, implantation and clinical pregnancy were not significant different
between the 2 protocols. Age and number of AFC were significant factors to predict poor ovarian
response. However, with Flare-up, there were 2 more factors could be used for the purpose which
was basal FSH and E2 day 7.

Conclusion: The outcome of treatment between Flare-up and Antagonist among predicted poor
ovarian response was comparable. Age and AFC were valuable factors in prediction of poor ovarian
response.

Keywords: Ovarian poor response, Flare-up, Antagonist, related factors.

*Corressponding author
Email address: drthohtss@gmail.com
Phone number: (+84) 886 106 888
https://doi.org/10.52163/yhcd.v62i5.159

37



Prinect Color Editor
Page is color controlled with Prinect Color Editor 4.0.55
Copyright 2008 Heidelberger Druckmaschinen AG
http://www.heidelberg.com

You can view actual document colors and color spaces, with the free Color Editor (Viewer), a Plug-In from the Prinect PDF Toolbox. Please request a PDF Toolbox CD from your local Heidelberg office in order to install it on your computer.

Applied Color Management Settings:
Output Intent (Press Profile): GrayCoated_hdm.icc

RGB Image:
Profile: eciRGB.icc
Rendering Intent: Perceptual
Black Point Compensation: no

RGB Graphic:
Profile: eciRGB.icc
Rendering Intent: Perceptual
Black Point Compensation: no

CMYK Image:
Profile: ISOcoated_v2_eci.icc
Rendering Intent: Perceptual
Black Point Compensation: no
Preserve Black: no

CMYK Graphic:
Profile: ISOcoated_v2_eci.icc
Rendering Intent: Perceptual
Black Point Compensation: no
Preserve Black: no

Device Independent RGB/Lab Image:
Rendering Intent: Perceptual
Black Point Compensation: no

Device Independent RGB/Lab Graphic:
Rendering Intent: Perceptual
Black Point Compensation: no

Device Independent CMYK/Gray Image:
Rendering Intent: Perceptual
Black Point Compensation: no

Device Independent CMYK/Gray Graphic:
Rendering Intent: Perceptual
Black Point Compensation: no

Turn R=G=B (Tolerance 0.5%) Graphic into Gray: yes

Turn C=M=Y,K=0 (Tolerance 0.1%) Graphic into Gray: no
CMM for overprinting CMYK graphic: no
Gray Image: Apply CMYK Profile: no
Gray Graphic: Apply CMYK Profile: no
Treat Calibrated RGB as Device RGB: no
Treat Calibrated Gray as Device Gray: yes
Remove embedded non-CMYK Profiles: no
Remove embedded CMYK Profiles: yes

Applied Miscellaneous Settings:
Colors to knockout: yes
Gray to knockout: yes
Pure black to overprint: no
Turn Overprint CMYK White to Knockout: yes
Turn Overprinting Device Gray to K: no
CMYK Overprint mode: set to OPM1 if not set
Create "All" from 4x100% CMYK: no
Delete "All" Colors: no
Convert "All" to K: no



N.A. Tho et al. / Vietnam Journal of Community Medicine, Vol 62, No 5 (2021) 37-44

DANH GIA HIEU QUA PIEU TRI CUA PHAC PO FLARE-
UP VOI PHAC DO ANTAGONIST VA NHUNG YEU TO
LIEN QUAN TREN PO TUONG BENH NHAN CO TIEN
LUONG DAP UNG BUONG TRUNG KEM TAlI TRUNG

TAM HO TRQ SINH SAN QuOC GIA

Nguyén Anh Tho'*, Ngd Toan Anh? Nguyén Xuan Hoi?, Nguyén Viét Tién?

"Truwong Cao dding Y té Ha Tinh
’Bénh vién Phy san Trung wong
3Truong Dai hoc Y Ha Ngi

Ngay nhan bai: 17 thang 03 ndm 2021
Chinh stra ngay: 15 thang 05 nam 2021; Ngay duyét dang: 31 thang 06 nam 2021

TOM TAT

Muc tiéu: Danh gia két qua diéu tri ctia 2 phac dd Flare-up va Antagonist va nhan xét cac yéu t lién

quan dén muc do dap mg budng trimg.

Phuwong phip nghién ctru: Str dung thiét ké nghién ciru thir nghiém ngéu nhién 1am sang. C& mau
nghién cuu la 834 bénh nhan trong thoi gian tir ndm 2014-2018.

Két qua: Ty 18 c6 thai sinh hoa & phac db Flare-up 13 4,5% va & phac d6 Antagonist 13 8,1% (p<0,05).
Ty 18 thy tinh, ty 1& 1am t6 va ty 1 c6 thai 1am sang tuong duong nhau giita 2 phac d6. O ca 2 phac
6, tudi va AFC c6 gia tri tién lugng dép tmg budng trimg kém. O phac d6 Flare-up, FSH ngay 2 va
E2 ngay 7 ciing co gia tri tién lugng dap ing kém nhung ¢ phac d6 Antagonist lai khong co gia tri.

Két luan: Hiéu qua diéu tri d6i vi nhom bénh nhan c6 tién lugng dap ing kém cua 2 phac d6 tuong
duong nhau. Tudi va AFC 13 yéu t c6 gia tri trong tién lugng dap ing budng trimg kém.

Tir khod: Dap tng budng tring kém, Flare-up, Antagonist, yéu td lién quan.

1. PAT VAN DE

Hién nay viéc diéu tri d6i tuong bénh nhan dap Gng
kém vdi kich thich budng tring (KTBT) dang 14 thach
thte 16m véi linh vue hd tro sinh san. Mot s6 nha nghién
ctru da dua ra cac phac dd diéu tri va bude dau dat duoc

*Tac gia lién h¢
Email: drthohtss@gmail.com
Dién thoai: (+84) 886 106 888
https://doi.org/10.52163/yhcd.v62i5.159
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nhitng thanh tuu khi didu tri nhom déi twong nay. Phéac
d6 short-down-regulation (flare-up) da ghi nhan dugc
nhitng hiéu qué trong diéu tri nhom di twong dap ing
kém véi KTBT [4] mac du vay ty 1€ c6 thai lam sang
van thap hon dang ké so véi nhom dap tng binh thuong.
Bén canh d6, phac dd Antagonist dd dat dugc nhimng
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thanh cong trong diéu tri nhom dap tng binh thuong
da khuyén khich nhom nghién ciru ctia tac gia Akman
thuc hién so sanh hiéu qua giira 2 phac dd Flare-up va
Antagonist [5]. Trong nghién ctu do, ty 1€ co thai lam
sang & phac d6 Antagonist cao hon rd rang tuy nhién
khéng c6 ¥ nghia thong ké do ¢& miu nho. Pap tng
kém v6i KTBT chiém khoang 10% trong tong s bénh
nhan diéu tri IVF & phan 16n cac trung tim hd tro sinh
san va diéu nay gay kho khan khi thuc hién mot nghién
ctru tién ctru do thiéu ngu(‘3n luc. O Viét Nam, nhiéu tac
gia ciing dd nghién ctru vé nhom bénh nhan dap tmg
kém tuy nhién vi¢c dua ra phac dd thuc su hiéu qua véi
nhém bénh nhan ndy van 1a mot cau héi chua cé cau
tra 101. Do d6, chung t6i thuc hién nghién ctru nay voi
muc dich danh gia hiéu qua cua phac do Flare-up va
Antagonist trén nhém bé&nh nhan ¢6 tién lugng dap ung
kém voi KTBT.

2. POI TUQONG VA PHUONG PHAP NGHIEN
cUu
2.1. Poi twgng nghién ciru

La cac bénh nhan TTTON da duoc tién lugng va xac
dinh d4p tmg kém véi kich thich budng trimg tai Trung
tam HO trg Sinh san Quéc gia - Bénh vién Phu san
Trung vong.

2.2. Tiéu chuin lra chon

- Bénh nhan c¢6 chi dinh lam TTTON dugc tién lugng
dap tng kém:

+ Bénh nhan c6 néng 46 AMH < 1,25ng/ml

+ S6 nang noan thtr cip (AFC) it hon 5 nang.

- Cac bénh nhan da dugc kham, chan doén vé sinh va
hd so c6 diy du thong tin trong bénh an.

- Mdi bénh nhan chi kich thich budng trimg 1 14n trong
nghién ctru nay.

- Bong 'y tham gia nghién ctru.

2.3. Tiéu chuin loai trir

- Bénh nhéan xin noan

- Bénh nhan suy budng tring.

- Khong du théng tin ¢4 nhan, hd so.

- Cac bénh nhén khong du tiéu chuén lwa chon trén déu
bi loai ra khoi nghién ctru nay.

2.4. Thiét ké nghién ctru
Thiét ké nghién ctru mé ta cit ngang c6 theo ddi doc.

2.5. C& miu nghién ciru:

{Zl—a/2 V2P(1=P )+71_p/P (1P P (1-P )}Z

) (P—Py

Trong do

Murc y nghia:a = 5%, Z, .= 1,96

DPd manh: 1-f=80%, Zl_B =0,84

p, =45,2%: Ty I€ co thai 1am sang cua phac dd flare-up.

p, = 40,0%: Ty 1€ c6 thai 1&m sang cua phac dd
Antagonist.

p, va p, dugc liy theo nghién ctru ctia Inna Berin va
cong sy nam 2010 tai New York, Hoa Ky [6].

Thay vao cong thirc tinh ¢& mau & trén tinh duge c&
mau nghién ctiru cho mdi phac do dicu tri 1a 370 bénh
nhan. S6 bénh nhan cudi cung tham gia vao mdi nhom
nghién ctru 1a 417 bénh nhan.

2.6. Xir Iy s6 liéu

- Dung phuong phap tinh gia tri trung binh va dd Iéch
chuén.

- Tat ca s6 liéu dugce xir Iy theo chuong trinh phan mém
SPSS 16.0 va Epi 6.0.

2.7. Van dé dao dirc trong nghién ciru

Tat ca cac hoat dong nghién ctu nay déu duoc tién
hanh tai Bénh vién Phy san Trung wong va déu tuan tha
nghiém ngit cac quy dinh, nguyén tic, chuan myc vé dao
dtrc nghién ctru y sinh hoc cia Viét Nam, phu hop véi
cac chuan myc chung cua quoc t€. Tat ca nguoi bénh déu
tu nguyén tham gia nghién ctru va ho ¢6 thé dung khong
tham gia bat cir ltc nao vi mét 1y do nao do.

3. KET QUA NGHIEN CUU
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Bdng 1: Ddc diém cd nhén cia doi twong nghién ciru

Pic diém Flare-up (n=417) | Antagonist (n=417) p
Tudi 37,5453 36,5+5,2 >0,05
Thoi gian vo sinh 5,9+4.3 5,5+4,0 >0,05
V6 sinh nguyén phat 37,9% 42,9% >0,05
Tién sir phiu thuat budng trimg 27,6% 23,5% >0,05
Nong d6 FSH ngay 3 VK (IU/L) 7,9+3,3 7,742,2 >0,05
S6 lwong AFC 4,0+1,9 42+1.8 >0,05

Dic diém cua d6i tugng nghién ciru & 2 phac d6 Flare-
up va Antagonist nhu tudi trung binh, thoi gian vo sinh,

Bing 2. DPanh gid két qua chu ky KTBT — TTON ciia hai phdc do

loai vo sinh va xét nghiém noi tiét ngay 3 vong kinh
twong dong véi nhau (p>0,05).

Két qua ciia chu ky KTBT - TTON Flare-up (n=375) Antagonist (n=367) p
S6 noan sau choc hut 43+1,2 4,6+1,4 >0,05
S6 phéi thu duoc 2,241,0 2,44+0,9 >0,05
S6 phdi chuyén 1,9+0,3 1,8+0,2 >0,05
S6 phoi dong 0,5+0,1 0,4+0,1 >0,05

up ciing cao hon dang ké & phac dd Antagonist (2,2+1,0
so voi 2,4+0,9, p>0,05).

S6 nodn sau choc hut trung binh ctia phac @b Flare-up
la 4,3+2,1 noan va & nhém Antagonist 1a 4,6+1,4 noan
(p<0,05). S6 phai thu dugc trung binh & phac d6 Flare-

Bing 3: Két qua diéu tri TTTON

Két qua Flare-up (n=375) Antagonist (n=367) P
Ty 1¢ huy chu ky 20,1% 21,6% >0,05
Ty 1¢ thu tinh 69,3% 71,1% >0,05
Ty 1¢ 1am t& 13,1% 15,5% >0,05
Ty 1€ c6 thai LS 26,1% 31,6% >0,05
Ty 1€ c6 thai SH 4,5% 8,1% <0,05

S6 bénh nhan dap tng kém voi kich thich budng trimg

& phac dd Flare-up 1a 84/417 (20,1%)

va & phac do

Antagonist 12 90/417 (21,6%). Trong s6 nhitng bénh  budng tring.
nhan dap tmg kém nay, c6 42 bénh nhan ¢ phac dd

40

Flare-up va 50 bénh nhin ¢ phac d6 Antagonist phai
huy chu ky do khong dap tmg véi thude kich thich
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Bing 4. M6 hinh héi quy da bién ciia cdc yéu té dic trung cd nhén lién quan véi mirc dp ddp iing buong trirng 6 2

phdc @6 KTBT
., Pap &ng kém v6oi KTBT
Cac yéu to dic trung ca nhan
OR 95% CI
2 >35
Tuoi 3,5 1,2-13,4
<35
>23
BMI 2,1 0,6-5,9
<23
>10
FSH ngay 2 2,5 1,1-6,2
<10
<5
AFC 6,1 4,2-10,9
>5
Fl 375 E2 ngay 7 =300 23,2 6,8-76,9
are-up (n= nga , ,8-76,
p( ) gay =300
<1000
E2 ngay hCG 1,6 0,1-3,8
> 1000
<1,2
LH ngay 7 0,7 0,1-1,9
>1,2
<1,2
LH ngay hCG 2,5 0,8-5,5
>1,2
>1
P4 ngay 7 0,9 0,2-1,7
<1
X >35
Tuoi 1,3 1,0-3,7
<35
>23
BMI 0,9 0,4-1,0
<23
>10
FSH ngay 2 1,2 0,5-5,6
<10
<5
AFC 4,5 2,3-9,8
>5
<300
Antagonist (n=367) |E2 ngay 7 1,5 0,6-3,5
> 300
<1000
E2 ngay hCG 0,8 0,3-1,4
> 1000
<12
LH ngay 7 0,9 0,4-2,8
>1,2
<12
LH ngay hCG 1,7 0,2-4,4
>1,2
>1
P4 ngay 7 1,7 0,5-7,9
<1

41
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O phéc d6 Flare-up, khi yéu t6 lién quan dén ty 1¢ bénh
nhan dap tmg kém vao mé hinh hdi quy da bién, bénh
nhan trén 35 tudi co nguy co dap ung kém cao gip 3,5
1an so v6i nhom bénh nhan dudi 35 tudi (95%CI: 1,2-
13,4). Nong d6 FSH ngay 2 chu ky trén 10 TU/I ¢6 nguy
co dap tng kém cao gip 2,5 lan so voi nhom c6 ndng
d6 FSH dudi 10 U/ (95%CI: 1,1-6,2). Bénh nhan c6
s6 nang tht cip AFC dudi 5 thi c6 nguy co dap tng
kém cao gap 6,1 1an so v6i bénh nhan c6 AFC trén 5
nang (95%CI: 4,2-10,9).

4. BAN LUAN

Mirc dp twong dong ciia doi twong nghién civu ciia 2
phdc do Flare-up va Antagonist

Tudi 1a yéu t§ tién luong kha ning sinh san trong
chu ky tu nhién va cac chu ky hd trg sinh san. Trong
nghién ctru ndy, tudi trung binh cua phac dd Flare-up
14 37,5+5,3 tudi va phac dd Antagonist la 36,5£5,2 tudi
(p>0,05). Nhiéu nghién ciru trén thé gi¢i v& nhom bénh
nhéan tién lugng dap tmg kém ciing ghi nhan d¢ tudi
trung binh cao [7]. Nghién ctru ctia chung t6i, vé nhém
tudi va do tudi trung binh déu khong c6 khac biét dang
ké giira 2 nhém nghién ciru (p>0,05).

Trong nghién ctu cua ching t6i, FSH ngay 2 vong
kinh ctia nhém Flare-up la 9,9+£3,3 IU/l con ¢ nhom
Antagonist 12 9,7+2,2 (p>0,05). Nong d6 FSH ngay
2 vong kinh giao dong khong 16n trén dudi 10 IU/L.
Ngudng FSH 10 IU/l ¢6 d6 dac hiéu cao (>80%) dé
tién luong dap g kém nhung c6 do nhay thap (10%
dén 30%) [8].

Ddnh gid két qud chu ky KTBT ciia 2 phdc do

Bang 3 cho théy ty 1¢ huy chu ky ¢ phac do Flare-up 1a
10,1% va & phac dd Antagonist 1a 12,0%, su khac biét
khong co y nghia thong ké v6i p>0,05. Ty 16 huy chu ky
trong nghién ctu cta ching toi cao hon so voi nghién
cliru cua Nguyén Xuan Hoi (2011) 1a 1,4%, caa Vi
Minh Ngoc 14 2,6% [1, 2]. Ty 1€ huy chu ky cua chung
t6i thap hon tac gia Zakia va cong su trong nghién ciru
tai Ai Cap vao nam 2011 véi ty 1€ huy chu ky & phac
d6 Flare-up 1a 20% va phac dd Antagonist 1a 17,2%
(p>0,05) [9]. Ty 1& huy chu ky & phac dd Antagonist
thip hon ¢ da sd cac nghién ctru tuy nhién su khac biét
khong c6 ¥ nghia théng ké. Nguyén nhéan co thé do
thoi gian kich trimg ngin hon va liéu FSH thp hon.
Maic du vay nhung khong c6 sy khac biét trong ty 1& co
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thai 1am sang ciing nhu ty 18 thy tinh giita 2 phéac do.
Nghién clru cua chung t6i dua ra goi y khac rang phac
d6 Flare-up va Antagomst déu cai thién dap ung clua
budng trimg cho nhiing ddi twong theo tiéu chuén lya
chon cua nghién ctru nay.

Ty 1& 1am t6 cua phac d6 Flare-up 1a 13,1% cao hon
so voi phac d6 Antagonist 1a 15,5% véi p>0,05 (Bang
3). Ty 1é lam t6 cua ching t6i twong duong véi ty 18
lam to cua tac gia Kamel va cong su trong nghién ciru
tai Vuong qudc Anh véi ty 18 1a 12,8% cho ca 2 phac
dd [10].

Ty 1& c6 thai 1am sang & phac d6 Flare-up 14 26,1% va
phac d6 Antagonist 1a 31,6% (p>0,05) (bang 3). Két
qua nghién cuu cua ching t6i phu hgp vdi nghién ciru
cua tac gia Fasouliotis S. va ¢cdng su [11] va tac gia
Nguyén Xuan Hoi [3]. Trong mot nghién ciru phan
tich gdp dugc thyc hién nam 2013, tac gia téng hop
duoc 12 trong s6 169 nghién ctru so sanh phac dd
Flare-up véi phac dd Antagonist [12]. Tac gia dua ra
két luan duoc coi 1a cy thé nhit vé chi dinh voi timg
phac d6 nhu sau: (1) phac dd Flare-up nén duoc chi
dinh cho bénh nhén c6 tién sir dap tng kém trong chu
ky IVF trudc (E2 thip, sé nodn it, niém mac mong);
(2) Pé t6i uu thoi gian dung thudc va liéu FSH thi c6
thé can nhic phac d6 Antagonist cho bénh nhan tién
luong dap ung kém.

O phac db Flare-up, ty 1 thai sinh hoa 14 4,5% thap hon
dang ké so v6i 8,1% & phac dd Antagonist (p<0,05).
Nghién ciru gan day cia tic gia Zanetti B. va cong
su cho rang ty 18 c6 thai sinh ho4 ting 1én trong diéu
tri TTTON do truc tric trong qua trinh giao tiép gitra
phéi va budng tir cung ctia ngudi me [13]. Cu thé 1a
két hop cuia nhidu yéu té nhu niém mac tr cung mong,
dung lidu FSH cao va cudi cung 1a chat lugng tinh
triung kém. Chuing t6i cho rang ty 1¢ c6 thai sinh hoa
& phac d6 Antagonist cao hon dang ké so v6i phac do
Flare-up 1a do chat lwong noan khi choc hut va chat
luong phoi.

Mt s6 yéu to lién quan dén ddp irng budng triing

Trong nghién ciru cta ching toi, trén mé hinh hdi quy
da bién, ngudng tudi 35 1a ngu’Gng phan biét mirc do dap
ung buong tru’ng & ca 2 phéac d6 (bang 4). O ca 2 phac
d6 déu cho thiy nguy co dap ung kém ¢ nhom tu01 trén
35 so voi nhom dudi 35 tudi. Khi dua vao mbi tuong
quan gitra nhiéu bién khac nhau thi anh huong cia tudi
moi tré nén ro rang hon. Nghién ctru cua tac gia Freour
va cong sy dua ra ngudng tudi thap hon trong nghién
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ctru cia ching t6i rat nhiéu 13 29 tudi [14]. Tac gia két
ludn rang c6 thé sir dung tudi sinh hoc dé phéan loai mirc
d6 dap tng véi KTBT tuy nhién voi phu nir trén 35 tudi
thi nén st dung thém AMH.

Tac gid Freour va cdng sy trong nghién ctru ctia minh
da cho thay rang dé phan loai mirc do dap tmg cia
budng trimg thi tudi ¢ gia tri nhat (95%) sau do6 1a dén
AMH (85%), AFC (84%) cudi cung 1a FSH (37%). Két
qua cua chung t6i phu hop véi nghién ciru cia tac gia
Gordon va cong su [15]. Tuy nhién dé két luan rang yéu
t6 ndo co vu diém vuot troi trong viéc tién luong murc
d6 dap tmg thi can nghién ctru sau hon trén ¢& mau 16n
hon hodc dua ra cac chi sé dic hiéu hon [14].

5. KET LUAN

Trong nghién ctru ciia chiing toi, hiéu qua didu tri cua
phac dd Flare-up va Antagonist 1 twong dwong nhau.
Béc sy 1am sang c6 thé sir dung tudi (35 tudi), AFC (5
nang) 1am cong cu dé tién lwong mirc d6 dap ing budng
trimg & ca 2 phac dd.
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