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REVIEW

RI FO)EE% Recurrent implantation failure: definition

and management

Coughlan C. et al., Reprod Biomed Online. 2014

“The term ‘recurrent implantation failure’ is a subgroup of recurrent IVF failure and
should not be used to replace the latter.”

" [RIBEFRAD] EWSBERR,REIVFEROY T IL—TTSHD,
BEDRDD [CERAESNBARET TR

“this review proposes that RIF be defined as the failure to achieve a clinical pregnhancy
after transfer of at least 4 good-quality embryos in a minimum of three fresh or frozen
cycles in a woman under the age of 40 years.”

"40mRMDEECH VT, A3 < L E3EDFMBFFTZXRIGIEIBHE
FRATADL LDRIFIEZBHE U TR (CERARITEIRZEKR TERh D/
EeZREEBERAZ (RIF) EERI DI LZER"

SIREOHAEIRABNERDER

Coughlan C. et al., Reprod Biomed Online. 20 14 Jan;28(1):14-38.



RI FG)""% ESHRE good practice recommendations on recurrent
E L] ] [] T
implantation failure

ESHRE Working Group on Recurrent Implantation Failure, 2023

“The ESHRE Working Group on Recurrent Implantation Failure recommends considering RIF
as a secondary phenomenon of ART as it can only be observed in patients undergoing IVE”

“RIFIXIVFZ3ZTTVWBEEICDH #S5NDAKRTH DI, RIFZ
ARTOZRI|RKERIRT Z & aIR"

“RIF describes the scenario in which the transfer of embryos considered to be viable has
failed to result in a positive pregnancy test sufficiently often in a specific patient to warrant
consideration of further investigations and/or interventions.”

“RIFIZSEDEE T, HE LR E BHE U hEIRRE DRI &
RSRVEED+HCEL, & 5RIREPLNT AR BERIRR”

“The recommended threshold for the cumulative predicted chance of implantation to
identify RIF for the purposes of initiating further investigation is 60%.”

“RIFEHIHFUT S5ICHRBZITO LS DRRRETFASKEL60%"

ESHRE Working Group on Recurrent Implantation Failure. Hum Reprod Open. 2023 Jun 15;2023(3):hoad023.




ESH RE ESHRE Working Group on Recurrent Implantation Failure. 2023

1[E] B 2[E B 3[E B 4B B 5[E B 6= B HEE#

31.5 53.1 67.9 78.0 84.9 89.7 ejEE it

RIF (RTEEKRE
i & EBED RS ERE 605 ELTH
Fifn AT SRR
<35

PGTAREMIE 3539 25.9 45.1 59.3 69.9 77.7 83.4 4 (o] Rt
=40 15.0 27.8 38.6 47.8 556 | 623 || 6EISEHEM
<35 68.4 90.0 96.8 99.0 99.7 99.9 || 2[EISEhEiE~

IEfSEXERE 35-40 64.1 87.1 95.4 98.3 99.4 99.8 || 2[CIEhbiE*+
>40 58.0 82.4 92.6 96.9 98.7 99.5 2 [o] SEht{%

*PGTR=EEAE: The European IVF Monitoring Programme data (Wyns C. et al.,, Hum Reprod Open. 2021
Aug 5;2021(3):hoab026.)
IE{EZU1%A%: published data (Reig A. et al., J Assist Reprod Genet. 2020 Mar;37(3):595-602.)

**g/NBlE(I2E] (“recurrent”)

ESHRE Working Group on Recurrent Implantation Failure. Hum Reprod Open. 2023 Jun 15;2023(3):hoad023.
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Retrospective study Does recurrent 1mp1antat10n fe.ulure ex1s.3t. Prevalence
and outcomes of five consecutive euploid blastocyst
transfers in 123 987 patients
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4§ BHORIFERE
'ﬁ'}.g s <2%

0.70 -

0.65 4

0.60 1

| | RS EERS RS (::]

X EUE3EDIE SR ERETHE (BEEARBRICEADSY) THIRREH ST, €DERAMASHMMES TR B 1BDIESEHR TR
BhRahiaZTIcEE, 18-45i, IEMEEIEMREERODSET (HRT, NC, mNC).

RSt RS bEEN TIRBHEEN® S, PGTIFRERDBIEEN S S, BRE, RHF/REBBOFA, FENRE, EXEFEEH, F2
REICRZE T ZRHEMNARAE, BREHEE, EIG D SIPERKIE, 0’045 50 EitERIICHRE<6mm, JERAZEIEIIEFAEDTESERFER, Y
1 VR / REFEEREIRODOIEEHE, DET

PGT: NGSi& or qPCRIE. Gill P. et al., Hum Reprod. 2.0 24 May 2:39(5):974-980.
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RIF/RPLOZEIX

ESHRE recommendation: RECOMMENDED,

NOT RECOMMENDED

FENKHIE (KIRIER, PIGF, VEGF-A, 77> S ARI FEL) F=A/KIENKHRIRE
- KIRMEEE(FHAM), HLA-CEA HLA-CiE & 1454
SEFNER  Th1/Th2F19%, Th17#8, TregMIMERET BIRMRTRL (FERI/AMM)  FapoT 1 ~ ) CEET4
FE~XO077 N (BEFERRAE, FEREZH DRIF) A N AT
et BRMEGEEFZER: OO ES, MTHFR, SBXIIEF,BVEAFS 15 >) APA, APS*RH
HRM (7°0745S/C, MYYBSEIRAIEIREY, PY7 VL YR SIE, EMHSE)
rsREE  SREME 05
* B O RAF0O> LR, BEHEMPHAI OS5 RTO1E
FTERNRE  F=AERE/TES, PRP, G-CSF, 1M y#3E FEIEE DB S
FERE WOIZ{iI
MEe/BNEE TOXYISO T ARI
e CD138, F=/IBAIS Y M\FIL ML, BAMEERS HEEIOI 7YY
EEFEAMER IS5 MFILREBHEE
S T A58, FENERY — 2, FENRE, FEREE
RUPNER FEAESE S1>5—EE5 (DREFS, WETFE)
SR K E
- REERE
BENEE  peonekmssr @EEoBET SN PGT
AEF S MO RUPZDNASEE mtDNAZS 251
BI%EF ¥aF)°09301/7° 09202, FeFRBEARE, DNAIIY UT-53), iRE, EENE, ZRE B5FDNAJFY" *y7-y3y/ FISHE#4R
ﬂiiﬁg'ﬁlﬂ? 2 l\l/zigbu E EE EEE@ﬁéF{ﬁ (%t&ﬁ)

ZI)LI—)VBHR, BYE, 5T 14 2 KEFEE,

ES =2 DIRE

Ma J. et al., Front Endocrinol (Lausanne). 2023 Jan 5;13:1061766. Gunther V. et al., Int J Mol Sci. 2023 Dec 18;24(24):17616.
ESHRE Working Group on Recurrent Implantation Failure. Hum Reprod Open. 2023 Jun 15;2023(3):hoad023.
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RIF/RPLOZEIX

ESHRE recommendation: RECOMMENDED, NOT RECOMMENDED
FENKHIE (KIRIER, PIGF, VEGF-A, 77> S ARI FEL) F=A/KIENKHRE
- KIRMEE(FHA), HLA-CBiA 1% HLA-CES ¥l
REFNEE  Thi/Th2A496, Th17#8, TregMIMEET BRMISHRL (FERB/ABM)  Z=poT1) S ) GRS
FEYOOT 7 —HE (BIETERER, TEAREER 4 SRIF) Mo A BRI
misttzEr  BEEGEETZER:JOROZEY, MTHFR, SXIET,SVEFS17>) APA, APS*IRH )

BXM (7°071S/C, MUBEEHUFIEIZES, 7OFMIVE" IINRZEE, ZEWFHEFE)

: FR AR
WREE  ogsnszsos bR, SEERHTOS 250 E ‘_Iﬁl

F=EAEER F=WEE /JEE, PRP, G-CSF, 1AM YHlTE =NIRE =

FEE WOIZ{i
HEE/BEEE  TORYISOS AR

P CD138, FE/IBRS Y NFILRRS, B EERS MEETO I 7 AU>?
BER=RIER IS0 N FILESMENE

HIRTEHIE, FEAERY -7, FERRE, F=IRIE
BUENER FERES 15 —EEE (PRFE, NETFE)

SR 7K AE

e FEARSE

BEOEE  ponegmssrestoscTeng (55D

AER = hO> RUFDNASER MIDNAS Vil )

BiEEF BT I1/7° 19321, FETFREHRE, DNAJ) W7-y3), IBEE, BB, SR8 (T 7 DNAJST 1u7—vav) FISHI#HT
HE;ﬁ/'ﬂi’ﬁSE (BMI), ﬁ%, EQEDD TE33 Sl

EETEET 2 b EEEREROBN (FRES
ZIL—)Vi8ER, 21, h T T4 > KEEH, EFJ=>DEE )

Ma J. et al., Front Endocrinol (Lausanne). 2023 Jan 5;13:1061766. Gunther V. et al., Int J Mol Sci. 2023 Dec 18;24(24):17616. .
ESHRE Working Group on Recurrent Implantation Failure. Hum Reprod Open. 2023 Jun 15;2023(3):hoad023. (X5 : ESHRE)



RIF/RPLOZEIX

ESHRE recommendation: RECOMMENDED, NOT RECOMMENDED
?E%Kmf %EIJRJ%%\, PI%IAVTEGF—A,T\/*}“j/‘I'QI?:\/EE) FEA/RKENKHERERE
- KIRMEE(FHAM), HLA-CBiA! HLA-CES ¥l
VIl e FEIEE  Thi/Th2Ri965, Th17488, TregIRMEEE T BIRMALAA (FEPME/RIEM)  ZopyT1) < ) GRS
FEYOOT 7 —HE (BIETERER, TEAREER 4 SRIF) Mo A BRI
VIfieitmE  BEECEEFERTOROSEY, MTHFR, SXIET, BVETFS17>) APA, APS*IRH )

BXM (7°071S/C, MUBEEHUFIEIZES, 7OFMIVE" IINRZEE, ZEWFHEFE)

: ER BRI
NAZHEE  opohyzsns b8 sesmir 0527008 ‘;‘ |
IX F=EAEER F=WEE /JEE, PRP, G-CSF, 1AM YHlTE =NIRE =

FEAE WOIZ{i
Xighe /=mEe TORIISES AR

vp BEmES CD138, FE/IBAS Y N\FILARS, EAMEmERs MEETO I U>)
BMERE MRS TS50 N \FIL BB

HIRTEHIE, FEAERY -7, FERRE, F=IRIE
I MBS ER FERE 15 —EER (WRFE, NEFe)

SRRk
s REHES

IBENEE gpeopepmssestoscrens (55D

XI REE S=hI>Y RUPDNASEE MIDNAS Bl )

I SHEF BT 1921/ 192021, FEFREMRE, DNAT) A7-vay, iBEE, EEME, IS8 [T5 7 DNAJS) Ju7-vav) FISHf#IR
HE;ﬁ/'ﬂi’ﬁSE (BMI), ﬁ%, EQEDD TE33 Sl

VEEBRET 2 kLR e
ZILI—JViBHE, BYE, hI 1A KRB, EF="DRE)

Ma J. et al., Front Endocrinol (Lausanne). 2023 Jan 5;13:1061766. Gunther V. et al., Int J Mol Sci. 2023 Dec 18;24(24):17616. .
ESHRE Working Group on Recurrent Implantation Failure. Hum Reprod Open. 2023 Jun 15;2023(3):hoad023. (X5 : ESHRE)
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Meta-analysis

Whether sperm deoxyribonucleic
acid fragmentation has an effect

on pregnancy and miscarriage after
in vitro fertilization/intracytoplasmic
sperm injection: a systematic review

and meta-analysis
FEFDONAT ST A T—2ar DRIRERRA D E
(High DFI vs. Low DFI)
B PR R 5 R 3= R

high DFI group  lowDFI group Risk Ratio Risk Ratio high DFI group  low DFI group Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H,Random, 95% Cl Yeas M-H, Random, 95% CI _Study or Subgroup Events Tota Events Total Weight M-H, Random, 95% CI Year M-H, Rllllnlll 95% Cl
Morris 2002 9
Virro 2004 16 'E H
Gandini 2004 5 ~
Check 2005 g E— 5
Greco 2005 1 J J —
Zini 2005 6
Boe-Hansen 2006 7
Borini 2006 5
Ozmen 2007 1
Bungum 2007 55 B
Benchaib 2007 14 \ I
Lin 2008 22
Frydman 2008 20
Esbert 2011 11 b ib 139 U./9|U.47, 1.21] 2011 var 213 53 11.1% T.OU[U.F1, 319 £U13
Sernon 2013 37 192 49 147 1[] []% 0.58 [0.40, 0.84] 2013 =
Dar 2013 19 39 53 114 9.7% 1.05[0.72,1.53 2013 Total (95% CI) 213 752 100.0% 2.28 [1.55, 3.35] &
Total events 64 123
Total (95% Cl) 829 2277 100.0% 0.81[0.70, 0.95] 4 Heterogeneity: Tau®=0.19; Chi*= 21.48, df= 12 (P = 0.04); F= 44% ‘D 01 0‘1 ] 1‘0 1001
Total events 236 848 Test for overal effect: Z=4.21 P < 0,0001) : s i
Heterogeneity: Tau®= 0.03; Chi*= 21.39, df= 15 (P = 0.12); F= 30% " : - e Decreased with high DF1  Increased with high DF
Test for overal effect Z = 2.66 (° = 0.008) Decreased with high DFI  Increased with hih DF |

F&EFDNAT ST AT—avId, IVF/ICSI#E DR FRERIR (1T IR/ R E) I BT U EEX 52 5.
DNAT SO AT —av B BEIST AT =30 DIEWVMEFDEIREZETRE.

Zhao J. et al., Fertil Steril. 20 14 Oct;102(4):998-1005.e8.
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ngh DFI gruup

Benchaib ZDDT
Boe-Hansen 2006
Barini 2001
Bungum 21
Check 200
Frydman 2
Gandini 2C
Lin 2008
Simaol 2017

Total (95%
Total even
Heterogen
Test for ov

|CS|/E%

Eenchalb 200?
Boe-Hansen 2006
Borini 2006
Bungum 2007
Gandini 2004

Lin 2008

Ozman 2007

Shir 2013

Simol 2013

Zini 2007

Total (95% CI)
Total events

Low DFI

DWUP
?E
132

\\

Xﬁ

EDE

ELMIED

FBFDONAT ST A T— 30 DRIRERIF~N D EE
(High DFI vs. Low DFI)

\VF/ 37 2 32

High DFl group  Low DFI group

Odds Ratio Odds Ratio
gigh J xed, 95% Cl M-H. Fixed, 95% CI
2.3% 217 [0.50, 9.40] ENG BEE-Ca—
3.3% 0.41 [0.05, 3.54]

Hngh DFl group Low DFI group

68
] 18 8
3 30 9
35 73 56
5 10 4
10 21 34
0 8 8
15 39 ar
21 93 15
6 11 25
339
111 264
45%

Heterogeneity: Chi® = 16.28, df = 8 (P = 0.06); F =
Test for overall effect: Z= 0.45 (P = 0.65)

To8

=4 L% il
17.3%
3.6%
10.4%
20.3%
1.9%
8.3%
3.5%
12.4%
16.9%
4.4%

100.0%

0.54 [0.29, 1.42]
1.94 [0.55, 6.77]
0.14 [0.03, 0.60]
1,55 [0.88, 2.72]
2,00 [0.36, 11.23)
0.83[0.31,2.22)
0.18 [0.01, 3.52]
1.30 [0.61, 2.77]
0.54 [0.25, 1.20]
1.15 [0.31, 4.28]

0.94 [0.70, 1.25)

Favours experimental

**?rDNAj 54
=ICSINWEH

EEE’JDHJE$

Banchaub ZDDF
Borini 2006

]
Lol =
B

1 2 3

g
24
16

~r—<3

|c5|/,;.u“§;

El‘-erbchalb 2007
Borini 2008
Bungum 2007
Gandini 2004
Lin 2008

Simol 2013
2Zini 2007

Total (95% CI)
Total evenis

High DFlgroup Low DFI group

3 ]
2 3 0
10 a5 10
0 5 0
4 10 4
2 21 2
2 6 3
90
23 24

Heterogeneity: Chi* = 546, df = 5 (P = 0.36); F=9%
Test for overall effect: Z = 2.97 (P = 0.003)

0.01

0.1 1 10
Favours control

100

EB

Ol:tds Ratio

Wei M xed
22":5 1101][1}‘2!3 125??]

2.5%

>

4.33 [0.21, 90.851

Odds Ratlo

8.6% 5.40 [1 CIE 27, 5?]

9 1.0% 31.67 [0.97, 1038.93]
56 B52.5% 1.84 [0.68, 5.02]
4 Mot estimable
34 104% 5.00 [0.97, 25.77]
15 20.2% 0.68 [0.08, 5.48]
25 T.4% 367 [0.46, 29.42]
211 100.0% 2.68 [1.40, 5.14]

B/
57

Odds Ratio
xed, 95% CI

-

s

gl

-

0.01
Decreased with high DFI

0.1

1 10 100
Increased with high DFI1

FEFONAT ST A T—av L BF

ICSITIZ, IEE

SRERBEOESIEDETEEEHY.
SEENIBEFEBIRLTEATA=-OER/MICITZFEINCxTT 5 DNA BEDHENE KT S.

Zhao J. et al., Fertil Steril. 20 14 Oct;102(4):998-1005.e8.



Meta-Analysi HEILME D FONATSY AT —Lar ~DEE
Antioxidants for male subfertility (Review) (*ﬁﬁﬁ"tﬁ“ :]:Q'%'_- Vs, 705_&, :if:[i%%:?ﬁ)

Antiexidant Flacebono treatment Mean Difference Mean Difference
Study or Subgzreup Mean SD  Total Mean  SD  Total Weight IV, Fixed, 95% CI IV, Fized, 95% CI
1.6.1 Astaxanthin - Vitamin E
FKumalic 2020 (1) 512 173 37 4938 1659 35 100.0% 140 [-6.64,9.44]
Subtotal (95% CI) a7 35 100.0% 140 [-6.64,9.44]

Heterogeneity: Not applicable
Test for overall effect: Z =034 (P =0.73)

1.6.2 Folic acid
Baigani 2014 (2) 331 B2 20 3859 145 18 10005 -5.80 [-13.40, 1.80]
Subtotal (95% CI) 20 18 100.0% -5.80 [-13.40, 1.80]

Heterogeneity: Not applicable
Test for overall effect: £ = 1.50(F = 0.13)

nEEME (E9=>C, E) {8
5D SOAFT—>32

Aumis cwew 4] i e v per Tarr 2 disim e e |

Gonzzlez-Ravina 2018 (7) B 58 15 a5 16 5 36% -1.70[-16.58 , 13.18]

Gonzzlez-Ravina 2013 (8) 62 58 15 95 18 5 36% -3.30 [-18.18, 1158] —
Gonzzlez-Ravina 2013 (3) BB 58 15 95 18 5 36% -0.50 [-15.78 , 1398] —
Martinez-Soto 2010 (10) 11 58 21 51 18 15 9.7% -14.10[-23.22, -4.98] —
Subtotal (35% CI) 83 52 100.0% -1.16 [-4.00, 168] ‘

Heterogeneity: Chi® = 1016, df = 5 (P = 0.07); P=51%
Test for overall effect: Z = 0.80 [P = [.42)
»
RS C+ESS
E4I C+EASVE
Greco 2005 (11) 51 72 3z 229 78 3z 10000%
Subtotal (35% CI) 32 37 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z = 7.30(F < 0L00001)

167 Zine

Baigani 2014 (12) 402 183 24 3859 145 18 10005 130[-862,1127]

Subtotal (95% CI) 24 18 100.0% 130 [-862,1122] t

Heterogeneity: Mot applicable

Test for overall effect: Z = 0.26(F = [LBD)

1.6.8 Combined antioxidants

Gamidov 2017 (13) M9 67 38 182 6.8 19 158% B70[2.97, 1043] -

Gamidov 2017 (14) e B 38 B2 68 19 139% E40[1.42,9.38)] =

Gamidov 2013 (15) 1B 51 &0 Z 72 2 18.9% -5.00[-B41,-158] =

Micic 2013 (16) 35 135 119 38 38 46 295% -300[-5.73,-027] e

Steiner 2020 (17) M4 105 B85 233 131 0 138% -1590 [-5.8%, 2.09] o

Stengvist 2018 (18) nz 10.4 a7 341 125 38 a1% -290 [-B.10, 230] —

Subtotal (35% CI) 357 M 100.0% -0.52 [-2.00, 0.98] .
Heterogeneity: Chi* =34 00, df = 5 (P < 0.00001); F = £5% de Ligny W. et al., Cochrane Database Syst Rev.

Test for overall effect: Z = 0,65 (P = 0.43)

Test for subgroup differences: Chi* = 52.10, df =7 (F < 0.00001), F= BE.6% Bk 6 & = 2 0 2 2
Fawours antioxidant Fawvours placebo/no meatment May 4;5(5):CD007411.
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Review Uterine fibroid—related infertility:
mechanisms and management

FEHENMEIFHZIR T =T S4iE4H

EWwhItJL Thicker Uterine AEDEH

cavity
capsule distortion

Impaired Impaired
endometrial

pIEREERGEETFRR 0 Uternefiboid- ST s ko
and gene related infertility -
OJ;FE myometrial ,E a) m;ﬁ Z; E

E?ﬁéﬁﬁﬁm blood supply

Molecular " Increased

PFLANIDELL changes uterine FEUHRDIE N

(cytokines, contractility
NK, IL-10)

Donnez J. et al., Fertil Steril. 2024 Jul;122(1):31-39.



Randomized controlled trial

Effects of the position of fibroids on fertility

FEAIEFRAESMI S VIBRRBOIFIRSE  FEARRFEEEM & VBRSO 2

[ #5HR T ABAZ 1 (d:40mm5|E:ﬁ'C=5?iﬁH:'|3'/\‘§ ?

-F (n 52) > V.V \V.Uv - I/ 1O 20.9
b Eigtd 22 6 27.2 W (=52 %ﬁ’ﬁﬁ@“ 3/6 50.0
E i 56.5 4/13 30.8

[#GAR T ﬁnlﬁ W?EAﬁnHEJ (ZifE 3'/\3
HEN-EETES X 39.9 HmEN-EETES Rt 6 33.3

(n=31) a&ﬁﬁﬁ? 14 21.4 (n=31) EEEd 2/3 66.6

rﬁb,EI*.Iﬁ?JﬂEJ (EHEHAE?

XIS 35mUA I, BIRC EB BN, EES4U MMOIFERIED KO F/CIFBIARNN L Dép S, MMODMNTIRAD L EE (N=181).
BROY: [E4E>40 mmOFEEIS KUY/ FTZ(FAEN2 DU LH D, [EBERELD>20%E), SEFLUACTIR hOYY, TJOFRF 2 HZE>ET
> RO ZSOREAIZFERLTND.

FEAREDFREEMIA, IOV (BRI F=IR T )EMEF (n=92) & IEEHEF (n=89) TIHIRERIF (P17 Z>UK) 2, 1210 H
EEF. * 1: RIETAE: FEIOHR S FMEEET. *2: RE: 1HR7:E~ 1 2BDRKREIER

Casini ML. et al., Gynecol Endocrinol. 2006 Feb;22(2):106-9.



IFRMEC I DFEEDRE: FEIEICFZE ULRVEHIE

UaRUTETRE wEE RR 95% CI p
BRI IR ER 24 0.897 0.800-1.004 ns
B8RE 14 0.792 0.696-0.901 <0.001
R IRER / R 16 0.780 0.690-0.883 <0.001
BATRER 16 1.891 1.473-2.428 <0.001
BER 2 2.767 0.797-9.608

* 1> KO—)L . FEFREHDDARTFZMH

[ FEIECRE bEM%EJEmE?Nﬁ

AL 2INTLAAITD TIA = XN s U oL

Prospective studies®d+

[AEIBAEAE] B I NSE!?

VO m d N e N N N VT 1SSy

BATRER 2.384 1.110-5.122 0.002 HEA: RIEEEHRVD, FEHBRICEET 3%
T O ) ) ) gn; T (CFEREDIMIC T B
—_— - AL _ 7:< -F (c.?E. EBoSMElC DfinkE.
FERICLDERIBHUEREDH $AIE T R0 & RS RRRIED 355 : BAIE T & U THE.
iR PREY IR 2 0.845  0.666-1.071 ns * EEPIAHIE & SIS T AfREN 53 BRI & U THRIR.
BaERE 1 0.714 0.547-0.931 0.013 HEAEFEETOWIThHIZEIT IR, E550
HATITIRER / A E R 2 0.733 0.383-1.405 ns DI—=T(ICEEIDYTY, MIET & DMl (=F
BHARESR 2 1.215 0.391-3.774 ns =ZEREZER S ERVWFE=HE)DfEtfE URIBAI(C
SRR 1 6.000 0.309-116.606  ns DHEHIC.

Pritts EA. et al., Fertil Steril. 2009 Apr;91(4):1215-23.



Review The challenge of FIGO type 3 leiomyomas and infertility:
Exploring therapeutic alternatives amidst limited scientific

FIGO F=HhlE D%

0 FAEETFERERN
MIET 1 gmEmEms s . —
2 FERNERSr250% e ’&ww ” -

T Py

:F \

0 5 RIET (FERNER7Z=50%)
(0) 6 ST (BERES<50%)
7 BEHE-FEET
8 X0 (FRMAHE, FEMELLE)
RNIREEIEICx T HREFRT LEDERICERY
255 FEABRSLIUBEEBEROREITS0%REDRENHIHE

Favilli A. et al., Int J Gynaecol Obstet. 2024 Jun;165(3):975-987.
Munro MG. et al., Int J Gynaecol Obstet. 2011 Apr;113(1):3-13.



FRIEAALIE (FIGODMtype3 )N ZiaBinlRN\DaEDRE

XRE ERER ERERAIEESR i aEkE
(cases-controls) OR (95% CI) OR (95% CI) OR (95% CI) OR (95% CI)

Bai et al. _ 2.21 (1.19- 1.98 (1.14- 0.58 (0.20- 1.75 (1.11-
2020 291 (97; 194) 4.10) 3.44) 1.67) 2. 75)
NIR(CIET 5 [fhlENfnlE] Bz aERE!]

| & 5 = J IU\ - -

Yan et al. _ 1.95 (1.26- 2.03 (1.36- 0.88 (0.40- 1.78 (1.27-
2018 604 (151; 453) 3.02) 3.04) 1.94) 2.49)

otal e p— 2.16 (1.55- 2.06 (1.52- 0.68 (0.37- 1.77 (1.35-

3.01) 2.81) 1.25) 2.32)

* J> bO—)L: FEEHENTROARIEL S

Favilli A. et al., Int J Gynaecol Obstet. 2024 Jun;165(3):975-987.
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Meta-analysis

Effect of different treatment protocols
on in vitro fertilisation/intracytoplasmic
sperm injection (IVE/ICSI) outcomes in
adenomyosis women: a systematic

review and meta-analysis & r;FH(] !&&Eg
26% {EF

= REDTE :

FER
35% &TF

XH: MUSA (FEREFNESRIRE) B (CH> TEIEES
BETZ(E MRI TF=RRAGAE & 221, BRADAED BRI EE iR FR
KO NIIIEIRAAE & 22ih. FfFIEShE/ RGRIRIEEBESD.
BRot: PGTSRAERR, FlizhRCDUVNTDIER.

Ge L. et al., BMJ Open. 2024 Jul 18;14(7):e077025.

RRESRED R & ARTHENE

adenomyosis  non-adenomyosis
Total Weight M-H, Fixed, 95% CI

YanLetal 2014

Study or Subgroup Events Total Events

1.1.1CPR

Chiang CH et al. 1999 ] 19 38 144
Costello MF et al. 2011 13 37 51 164
Guo et al. 2016 55 120 40 92
Han B etal. 2022 437 1146 246 519
Higgins C etal. 2021 62 208 179 505
Hou X etal. 2020 252 416 1893 2767
Mavrelos D etal. 2017 2 72 129 303
Neal 5 etal 2020 76 a5 407 543
SalimR etal 2012 4 18 108 229
Sharma S etal. 2019 15 64 161 466
TaoTetal. 2015 by 52 73 1
Thalluri Vet al. 2012 9 38 78 175

B R YT

0.8%
1.7%
3.4%
28.6%
10.1%
26.7%
4.8%
3.3%
1.7%
4.1%
3.4%
29%
2.6%

Odds Ratio

Odds Ratio
M-H, Fixed, 95% CI

1.29[0.46, 3.63]
1.20[0.57, 2.54)
1.10[0.64, 1.90)
0.68 [0.55, 0.84]
0.77 [0.54, 1.09)
0.71 [0.57, 0.8
0.56 [0.32, 0.97)
1.3410.78, 2.29]
0.32[0.10, 1.00]
0.58[0.32,1.07)
0.54 (0.28, 1.03]
0.39[0.17, 0.86]
0,78 [0.40, 1.53]

aiER T 1
FER] ||

Tuial cvelns L3J0 a9
Heterogeneity: Chi*=19.75, df=10 (P = 0.03); F= 49%
Test for overall effect: Z=6.46 (P < 0.00001)

1.1.3LBR

Chiang CH et al. 1999 2 19 36
Costello MF et al. 2011 11 37 42
Guo et al. 2016 45 120 34
Han B etal. 2022 297 1146 208
Higgins C etal. 2021 34 208 97
Hou X et al. 2020 203 416 1620
Neal § etal. 2020 66 95 361
Sharma S etal. 2019 ] 64 128
TaoTetal. 2015 12 51 50
YanLetal 2014 19 65 29
Zhang XP etal. 2021 4 180 60
Subtotal (95% Cl) 2402

Total events 738 2665

Heterogeneity: Chi*= 18,65, df= 10 (P = 0.04); F= 46%
Test for overall effect Z=7.03 (P < 0.00001)

Test for subaroup differences: Chi*= 89.11. df= 2 (P < 0.00001). F= 97.8%

144
161

519
505
2767
543
466
131
7
180
5579

1.1%
1.7%
3.6%
31.8%
71%
32.5%
4.9%
41%
3.2%
29%
7.0%
100.0%

0.35 [0.08, 1.60)
1.20 [0.55, 2.64]
1.02[0.58, 1.80]
0.52[0.42, 0.65)
0.82[0.53, 1.25]
0.67 [0.55, 0.83]
1.15[0.72,1.84]
0.38[0.17, 0.81]
0.50 [0.24, 1.04]
0.60 [0.29, 1.22)
410 ) 44

R | |

]
0.65[0.58, 0.73]

—

H RESTINN

'HH!*I*I

0.0

} $
01 1 10
adenomyosis nonadenomyosis

100



F=EREHAREN D D BH (.
FEAIGNRH7 =X MEEE + RiGrRifAFIA IS HE
b“/\‘VZJ\ I?

#8£0%: Long acting GnRHa vs. long/antagonist OR 1.33 [1.06, 1.66] OR 1.06 [0.71, 1.58] OR 1.40[1.06, 1.86]

HHEHE: Long acting GnRHa+HRT vs. HRT OR 1.57 [0.81, 3.06] OR 0.87 [0.49, 1.52] OR 1.25 [0.86, 1.82]

JEHERE: GnRHa pretreatment vs. FT&ERE: ultralong OR 1.04[0.61,1.76] ORO0.77[0.47,1.26]  OR 0.98 [0.39, 2.45]

GnRHa: GnRH agonist
x 1 £ F =R B e+ R SR AR L T2 4E
* 2 long acting GnRHa: ultralong+Fresh ET&long acting GnRHa pretreatment+HRTZ & 4, non-GnRHa: non-ultralong (long/antagonist)+Fresh ETEHRTE M Z S ¢

FEERTFEHE: ultralong protocol CEEPRIIT IR A ERNRNET S
BERNARL. ERAENMEZLZENT AYYE
> FiERLAZ L FE4E TGnRHa pretreatmentZ A EH B S HEN KLY BRLVEEE

Ge L. et al., BMJ Open. 20 24 Jul 18;14(7):e077025.
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+ = IREHIE :
IEEAZP B T (X F B E TiRERIME T 1?

15.4
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0.0
0.0 HARERIE AR F OB IR ETREMES7 255,

SATREEL  EWEE O FiRE  RITARLSL EwEE O FiRE EIBMBNERE IR S8 2N THRE L, 77
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Meta-Analysis

Interventions for F=EARAEDEBFEDZIR (ERPREFIRER)

endometriosis-related infertility: a

systematic review and network Reference treatment: Placebo
mEta'anaIVSIS Comparison OR (95% CI)
Medroxyprogesterone ' * ! 0.13 (0.01,2.67)
Danazol - 0.66 (0.37,1.19)
Gestrinone 0.72 (0.25,2.08)

FE PR (S O F R E T (3
GnRH71=X hﬁiﬂb\ﬁ HI1? it

anKna I 1.00 (1.U/7,£.0%) I

SurgicalLap+Danazol 14— 1.95 (0.40,9.50)

Pentoxifylline 44— 1.98 (0.57,6.91)
Dydrogesterone —— 3.00 (0.70,12.88)
SurgicalLap+Pentoxifylline —— 3.91 (1.32,11.59)
Lipiodol —— 7.56 (2.02,28.35)

| | I I
COCP: BRHBITROHA 1 133 27

Hodgson RM. et al., Fertil Steril. 2020 Feb;113(2):374-382.e2.



FEAREEERORA/MmAIFRE & ERREORE
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(n=165) (n=51) (n=>50) (n=31)

FSH ZEREfE (1T 77+30 74+23 7329 ‘s | 11.1T_9.? |
I =

¥awmrﬁ§mu‘ ** '
Al 4Omml«,U:(zl:¥4§7FE=>$1ﬁ%EE§!?

)2+’h

f1x5H2 1348

PRIBELC (1) 31+hr

FENEAEEERT.
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AN — VY Ty L N AL X N 4 BRY
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Randomized Controlled Trial Prevalence of unsuspected uterine
cavity abnormalities diagnosed by

office hysteroscopy prior to in vitro
fertilization

B v
/ F=1E 1.9%

FEERE (BAER) T, FERRRKY-J RS

FEMR/NU

87.9%

X5k YIEIDIVF/ICSIARFEDESE, <43, MIER, FERIREELRL, AZEM3-158 (5E) (CFER&EEZ Rh.

Fatemi HM. et al., Hum Reprod. 20 10 Aug;25(8):1959-65.



Retrospective study

n . Euufﬂqg}y}l}y 31 70/0
Locat_lm] of e_n_domet_rlal polyp and pregnancy R — B SIEIRET: T 4.5+2.8 [H]
rate in infertility patients
FFFEEEICHSTS RU—T (& & VIR EDIFIRSR
?EWHEH-( U _joa)ﬁ.-l.lﬁ = 0S<o 05 ‘ p<0.05

[%]

?awmmu—jmu [CLDT. BXRIEE
DEEMNERSB!I?
F=-IEIESENE. KDFEFEHBE!?

- me— R el eV P PN —

(n=19)

0.0
F = HEE F=REE | F=2-INEIEEE )| 2R F = {AlEE
* Multiple: 20VFF_E (C3EM DR —Thids 3 EEE. (n=35) (n=73) (n=19) (n=82) (n=21)

R NHEDOL M (n=230, BREERE, BHRTF, RERIARET), FERREZER, F=ERERD) —Tt)
PR(8HF and/or #&1€) R (IFBEH TN TNDMEIOEEE L FE UaaXEitE, 60 H BB

Yanaihara A. et al., Fertil Steril. 2008 Jul;90(1):180-2.
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FERERBEDONHA

. Hypoplasis/Agenesis Il. Unicornuate Ill. Didelphus
Rindis
. vaginal h.cervical @ communicating . pon communicating IV. Bicornuate
¢ fundal d tubal ¢ combined <. 0 ity o A horn sl " pan
V. Septate Vi. Arcuate VIl. DES Drug Related
a complete® b, partial

* Uterus may be normal or take a variety of abnormal forms.
** May have two distinct cervices

The American Fertility Society. Fertil Steril. 1988 Jun;49(6):944-55.



Observational Study

Outcome of assisted reproduction in women with congenital
uterine anomalies: a prospective observational study

FERERS N ZRER

Clinical
Shape of Prevalence pregnancy Live birth
uterine cavity (n=2375) (n = 1030) n=8§74)

[SIRF=] (XKRLK!?

[KEFRZ] (EEFERD? e

LALLM Tl L L.V V..t L T . ) WL T . ) \~ JVJ J

Didelphys 1 (0.04) 0/1 (0.0) 0/1 (0.0) SMEIEEED: 19— (CiRET=
n (%) or n/N (%) B H L Ommki

> SRAFEL, BEARNIEIRRE S MERICREULR.
> KEME, MRREX DGR (CERRIITIRE (*p= 0.048)BXTHERE( + p=0.042)HMEL).

MR RHEAE GBI UDERRNREIZ T 2ERIFEM TRV ) BE, 237514, longiE, #ii¥iEiBiE (D2 or BL). [R5 : F=HilE, FEMBIITERE
FEIEEEFDHDIRU-T, PYSv—I iR, FEEFMEE, BEOESDIZHHEEZETDTERbD D IZEEH.

bk BZANASIERA(2-588), BSRIRE M (Voluson E8, 3D-ultrasound). FERiEE(E, Salim et al.[C kD TIRESTNIZIEIEAFS
NHEICEIL.

Prior M. et al., Ultrasound Obstet Gynecol. 20 1 8 Jan;51(1):110-117.



Systematic review
Reproductive outcomes in women with congenital uterine

anomalies: a systematir woviax
BREICHTIFERRBEREOER
(Xt EEREFE)
MREREE b g R AT A B
R 1.03 1.35 2.39 1.53
ST E (0.94-1.12) (0.81-2.26) (1.33-4.27)**  (0.70-3.34)
] Ay 0.86 2.89 - 2.22 7 2.14 o
= [ — — 11)
PiEF= (FEIRSE |
WNEF= _ _ _ _ .
(U.bl—1.21) (L.153—9./0) (L.US—>5.1)) (1.5/—4.17)
sEREBGE. PELEESDD
FEERESE(SRE. BECREEDD!?
V.74 Z2.15 2.22 5.4/

BATE  (039-141) (1.03-4.47)* (0.53-9.19)  (1.94-6.22)***

risk ratio (95% Cl). *p<0.05; **p<0.01; ***p<0.001.

> BEFEE, BERNEIROTEEEZETSE, REPCREDOIEEZSHS.
> FlaF=E, NAFE, HAF= CIIVIMREDORIEENS <, SIRFEIIHRITRE EBET B,

> SIRFEUNDFERREEIREDIGRIEZRHS.
Chan YY. Et al., Ultrasound Obstet Gynecol. 20 1 1 Oct;38(4):371-82.



Review
Clinical implications of uterine malformations and
hysteroscopic treatment results

PlRFEZEI 828D
Hysteroscopic metroplasty{% O X IRER I

Study Patients Concciving Pregnancies (+ ongoing) Ectopics Abortions Preterm deliveries Term deliveries Live births
n (%) n (%) n (%) n () n (%)
- TRFERFERTEMNER?
Fayez ( I .5)
Valle ai H / 1.0)
March auu 1srac: 1700 RPN -y JU TS ) O\ 1%.0) =+ \/.1) S L/ 0.U) =0 koJ ?)
Perino et al. (1987)" 24/24 16 11 (+5) (} 1 (9.1) 0 10 (90.9) 10 (90.9)
Daly et al. (1989)" 70/66 54 84 (+4) 0 17 (20.2) 5 (6.0) 62 (73.8) 65 (77.4)
Choe and Baggish (1992)" 19/14 13 12 (+3) 0 1 (8.3) 1 (8.3) 10 (83.4) 10 (83.4)
Fedele et al. (1993) 102/? 66 66 0 10 (15.2) 10 (15.2) 45 (68.2) 55 (83.3)
Grimbizis er al. (1998)" 57/42 30 44 1(2.3) 11 (25.0) 2 (4.5) 30 (68.8) NM
Total® 466/315 329 366 1 (0.3) 60 (16.4)| |25 (6.8) 279 (76.2) 268/322 (83.2)

A: NEEEEZZT, NM: not mentioned.

FEHfERNLE (,.J'_Jk)@,.,\%‘
TREEER: 44.3% (221/499) 1EEARE: 33.1% (165/499)
BEER: 22.4% (112/499) 4 E: 50.1% (250/499)

Grimbizis GF. et al., Hum Reprod Update. 200 1 Mar-Apr;7(2):161-74.
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Meta-Analysis

Management of Hydrosalpinx in the Era of Assisted Reproductive

Technology: A Systematic Review and Meta-analysis

[vs. BRE E/KEI LV IE]

& RE/FiEh-Y
59% ET

BRERE/KIE : B

[vs. BREZ/KELINDIMEERFHAHLILHE]

& R /EiEh-Y
58% {ET

Capmas P. et al., J Minim Invasive Gynecol. 20 2 1 Mar;28(3)

— )3 R -
NEZKIEOEELERE
E E 1\ E
Hydrosalpinx No hydrosalpinx Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
Andersen 1994 8 273 221 2152 5.6% 0.26 [0.13, 0.54]
Barmat 1999 55 352 795 3795 8.8% 0.70 [0.52, 0.94] —-—
Blazar 1997 56 656 161 1435 8.6% 0.74 [0.54, 1.02] -
Cohen 1999 4 56 87 452 3.8% 0.32 [0.11, 0.92] e
de Wit 1998 13 260 111 756 6.5% 0.31[0.17, 0.55] —
Fleming 1996 19 218 84 537 7.1% 0.51 [0.30, 0.87] —
Freeman 1998 17 153 263 1019 7.1% 0.36 [0.21, 0.61] —
Jiang 2010 1 52 38 117 1.4% 0.04 [0.01,0.31) ————
Katz 1996 17 434 643 5577 7.3% 0.31[0.19, 0.51] ——
Murray 1998 5 176 89 565 4.4% 0.16 [0.06, 0.39] e
LIS (& ‘E_
LITUdW cviv o fo JAS JOor .2~ V.20 |V.eV, V.7 g =
Total (95% CI) 3651 20921 100.0% 0.41 [0.32, 0.53] &
Total events 289 3349
Heterogeneity: Tau’ = 0.18; Chi’ = 49.63, df = 16 (P < 0.0001); I’ = 68% I { f |
Test for overall effect: Z = 6.75 (P < 0.00001) s ﬂ#,msalpinxim ... U
Hydrosalpinx Tubal disease without HSX Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Andersen 1994 8 273 221 2152 6.4% 0.26 [0.13, 0.54]
Barmat 1999 (13 is2 795 3795 9.8% 0.70 [0.52, 0.94] —
Blazar 1997 56 656 161 1435 9.6% 0.74 [0.54, 1,02] =
de Wit 1998 13 260 111 756 7.4% 0.31[0.17, 0,55] . T
Fleming 1996 19 218 84 537 7.9% 0.51 [0.30, 0.87] ——
Freeman 1998 17 153 80 297 7.6% 0.34 [0.19, 0.60] .
Jiang 2010 1 52 38 117 1.6% 0.04 [0.01,03]1]] +—m———
Murray 1998 5 176 89 565 5.1% 0.16 [0.06, 0.39] ——
Ng 1997 9 117 20 263 5.7% 1.01 [0.45, 2.30] e
Sharara, 1996 43 437 50 396 8.7% 0.76 [0.49, 1.16] il
Sowter 1997 6 86 258 1950 5.5% 0.49 [0.21, 1.14] %
Stadtmauer 2000 s 61 27 124 4.5% 0.32 [0.12, 0.88] L T
Van Voorhis 1998 9 129 85 463 b.4% 0.33 [0.16, 0.68] —
Zhang 2014 10 113 100 333 6.6% 0.23 [0.11, 0.45] —_—
Zhou 2016 12 78 317 987 7.1% 0.38 [0.20, 0.72] —
Total (95% CI) 3161 14170 100.0% 0.42 [0.32, 0.56] L
Total events 268 2436
Heterogeneity: Tau® = 0.19; Chi* = 45.38, df = 14 (P < 0.0001); I’ = 69% bo1 o1 o 100

Test for overall effect: Z = 6.07 (P < 0.00001)
1418-441.

Hydrosalpinx

Tubal disease without HSX



NEZKEDEELEMMEITIRE

Hydrosalpinx No hydrosalpinx Odds Ratio Odds Ratio
Y. E ‘“ A ﬁ] Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
[VS. Bﬂ E ‘EZK b &l' # Andersen 1994 2 20 19 265 9.8% 1.44 [0.31, 6.67] -
Barmat 1999 5 59 16 566 12.3% 3.18[1.12, 9.03] . —
Al = . Blazar 1997 4 29 14 91 11.5% 0.88 [0.27, 2.92] D
EFE&&ED&$/EKMDEDE§T—U Cohen 1999 3 6 0 87 4.4% 175.00 [7.50, 4083.45] E—
ava de Wit 1998 1 17 4 119 6.8% 1.80[0.19, 17.10]
%93-51l=l i%hu Fleming 1996 2 18 4 57 8.6% 1.66 [0.28, 9.89] "
Freeman 1998 1 18 7 166 7.2% 1.34 [0.15, 11.52] .
Katz 1996 1 16 30 467 7.5% 0.97 [0.12, 7.60)
Murray 1998 4 “ 1 56 4.0% 333.00([11.78, 9412.68] —_—
Ng 1997 3 9 0 11 4.5% 12.38 [0.55, 279.17] »
Sharara, 1996 2 103 0 89 4.6% 4,41 [0.21, 93.06]
Sowter 1997 2 4 7 197 7.4% 27.14 [3.32, 221.68] . —
Zhang 2014 1 8 4 73 6.6% 2.46 [0.24, 25.20] -
Zhou 2016 0 9 5 227 4.8% 2.13[0.11, 41.38]
Total (95% CI) 2471 100.0% 3.48 [1.60. 7.60] |

SREERIKIE : BATMHEIRE 1. i

YiE B /NEVH R CHILIE S

Hydrosalpinx No hydrosalpinx QOdds Ratio Odds Ratio
[ s Zk ﬁsf'“ \ ] Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Vs. Bﬂ E g Eb d~l' #ﬁ Andersen 1994 1 20 35 265 11.1% 0.35 [0.04, 2.67] *
- Barmat 1999 14 37 68 486 14.2% 3.74 [1.84, 7.63] ——
~ o R Blazar 1997 6 29 14 91 12.8% 1.43 [0.50, 4.16] I B
it 2E 3R /ER ER BT YR dn 1-Y) Fleming 1996 3 18 4 57  3.8% 2.65[0.53, 13.16] St —
1 61ﬁ iﬁj]u Freeman 1998 5 18 25 166 8.4% 2.17 [0.71, 6.62] L
) S e Katz 1996 4 16 87 467 10.3% 1.46 [0.46, 4.62] N I E—
Murray 1998 0 4 12 56 4.3% 0.40 [0.02, 7.85] o
Ng 1997 1 9 5 11 9.5% 0.15 [0.01, 1.64] =
Sharara, 1996 11 101 8 89 18.0% 1.24 [0.47, 3.23] I o
Zhang 2014 2 8 12 73 4.2% 1.69 [0.30, 9.42] -
Zhou 2016 2 9 23 227 3.2% 2.53[0.50, 12.93] N
Total (95% CI) 269 1988 100.0% | 1.60[1.11, 2.30] &
Total events 49 293
. i - - - I I L |
Heterogeneity: Chi* = 13.56, df = 10 (P = 0.19); I* = 26% b1 o1 L o 100

Test for overall effect: Z = 2.50 (P = 0.01) No hvdrosalpinx Hvdrosalpinx
Capmas P. et al., ] Minim Invasive Gynecol. 20 2 1 Mar;28(3):418-441.



Network meta-analysis
Surgical treatment for hydrosalpinx prior to in-vitro
fertilization embryo transfer: a network meta-analysis

G ER AR X33 BIVE-ETRI D B E B KIEF D ZHhE

. RR (95% CI) (95% Pri*)
{J“ %ﬂ]ﬁ‘mﬁ/‘_ b~ 2.12(1.36,3.31) (0.54, 8.30)
TGO ERAZENT  vs. A ALL ———t———+————  264(1.51,4.62)(0.56, 12.49)
)= I - 1.73 (1.02, 2.95) (0.38, 7.82)
EAINEREN o mewrs - ——— 1.24 (0.82, 1.89) (0.33, 4.66)
w2 T - 0.81 (0.50, 1.34) (0.19, 3.45)

@S hHhDFimEIMTANFAR?

IR =%t 9 AIVE-ETRTD I E B /KEF M DER

RHCORELIRR, AASPEREMIOER?

2l TN T > UI‘JEI‘fJ%ﬂICUI‘JEUJIY+1'TI7J\’f‘L’i‘JL9i9JRU)EﬂfEI\
MAIERAZEN o pmeurs 1.44 (0.69, 3.00)

BIEWIIR L) 449ﬂ'él3}i§fﬁ0)ﬁﬁﬂ'fi(c_%(d:73~b\

MR BERTINEKENHERTES, <405k, ANZHEFE, IVF-ETICEIL>TRERAANFTIRERNTER

51, BREVIRR, RGN ERAZEZEMR, F-(E T ALL.

* 95%Prls (FRIRME: S ERDABRTHONDYRILAB)DEET_ORBICEFNSEFRSND): Pris

3 A\ 7 =R R \EB= +

MBS TROFATARARD AR TENMERIFON SRR DD, Tsiami A. et al., Ultrasound Obstet Gynecol. 2016 Oct;48(4):434-445.



B 98B
DE IR (FAIEIEmEANSAMHEIC R IZXT ZE
S =]
Salpingectomy No surgery (TL-MTX-No) Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI

1.1.1 RCT with bilateral salpingectomy

Herman 2017 0.81 1.13 22 0.72 0.62 24 0.0% 0.09 [-0.44, 0.62]

Vignarajan 2019 3.2 1 82 2.1 1.1 83 0.0% 1.10 [0.78, 1.42]

Subtotal (95% CI) 0 0 Not estimable

Heterogeneity: Not applicable
Test for overall effect: Not applicable

BIBRAT(C & D AMH{E(ZF1.0 ng/mIETF

Test for overall effect: Z = 2.20 (P = 0.03)

1.1.4 Cohort studies with unilateral salpingectomy or both bilateral and unilateral salpingectomy
Crynnerup 2013 16.1 12.2 16 23.4 11.63 42 0.4% -7.30([-14.24, -0.36] +
Morelli 2013 0.43 0.41 0.43 0.48 79 18.0% 0.00 [-0.14, 0.14]

SEISRE BZEM DAL L

Heterogeneity: Tau? = 0.29; Chi’? = 47.03, df = 6 (P < 0.00001); I’ = 87%
Test for overall effect: Z = 2.11 (P = 0.03)

Total (95% CI) 437 556 100.0% |-0.54 [-0.97, -0.10] <

Heterogeneity: Tau? = 0.27; Chi* = 52.98, df = 8 (P < 0.00001); I’ = 85% t t f }
-4 -2 0 2 4

Test for overall effect: Z = 2.41 (P = 0.02) Salpingectomy No surgery (TL-MTX-No)

Test for subgroup differences: Chi* = 0.10, df = 1 (P = 0.76), I* = 0%

No surgery: MTXE KU EREMIERHZS T BF'I %‘;ﬂ] lﬁf’ﬁ 2K UAM HﬂE ‘j:1&—|:-d_%)
MTX=Methotrexate, TL= tubal ligation J14 0.99 ng/m Lk 2>

*FSHERELAFCADEE (LB H NG T

Capmas P. et al., ] Minim Invasive Gynecol. 20 2 1 Mar;28(3):418-441.
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e tideline on Thyratd Disorders priorte 11 RS S H#EIREIF
and during Assisted Reproduction

AELZEETSHE KLU TPOADDRI U -0 %% (T BNE. TQADIIZEDMRE(CH > TEMT S.
TSH >2.5 mIU/LH"DTPOAbLIEEDARIELZ (L, TQADDIEMD/RLVMRET S.
FEBHORIRRIEE (TSHBXUTPOAb) DRIV VU—ZIREBEHEEZ LR,
SRS LUERECHRFIRDOE(ENHSIHEC(E,. PIRREEERE (TSH)IREZIRET S.
SBHELEBEE/ SEIERIRBREEERE (B T/ TUERE) DIBSE(S, HBRFRICKEIREZEDRVIRD, ARTBRZESBINETIIRL.
INRTOFREBES LV EOHIRCHT SHRRBEDRAI V-0 ZHR U,

RHELEN DSBS, BETEI DE(RAI)AIRZARTBRDIZOHDIFFRBOVIRL LH120HBIICITS L 7RET 3.

B : ETEE IR E TR ORI
'STSH<2.5 mIU/L#ES ( LTAES5) A

SRTEHHIAIRBEREIE S DX E(ILT4ER Z R [CRIR I NE.

FIRIRBE S RENHD D, TSH>4.0 mIU/L/ULRR*DEIEILTABRAICEIDTSH<2.5 mIU/LZEHIFI D L ZHEET S.

RIRB S RENR<, TSH>4.0 mIU/L/ULRRDZEKLTA4ARAICE DTSH<2.5 mIU/LZ##IFT S5 LaH#tiRT S,

SRERFIEIRI(C I T (C (BTEE) FIRBREEEIE T EEDBRZ 2T TVWS (L, TSH<2.5 mIU/LZi#F T DI, LTRSS EZREINE.
IRERBECRZEDNHD D, 2.5<TSH<4.0 mIU/L/ULRROIZ (L, 84 DI —R (REFKE, >35i%, FERRA)CIHUTEREDLTS (BFE
25-50 mg/H)ZERFEFICIRET I LZIRET B.

RIRE C RZEZ BTTRVRIRIREEEIEE DK E(C, SRRFIERCLT4ER 2T C &R U,

ERIRERE CR7Eh e D LT4aRP DTN ARTAER CIHIRUCIBS(ITSHIEZ#R T S L aiEiRd 3.

FRIRE C REZ EICRVFIRIREEEIE £ Z1E T (ISP HEPIRFRBEROTSHE =S U > (3, LT4ZIRA UIRVLRDHESE U730,
ART;ABRT, FIRIRBE CREN D D FIRBREREIEE DI (CX UT—RICLTAETZIT SAE TIIRL.

VV VYV VY Y YV V V V VY VY VY

YV V V V

* ULRR, upper limit of the reference range Poppe K. et al., Eur TherId J. 20 2 1 Feb,9(6)281'295



Population-based cohort study

Association of Preconception Thyrotropin Levels With Fecundability and Risk
of Spontaneous Abortion in China

|T Fecundability

HR
Thyrotropin level, mIU/L No. of participants  No. with outcome (%) (95% CI)? P value

<(0.10 71438 27550(38.56) 0.90(0.89-0.92) L =.001
0.10-0.36 193850 85877 (44.30) 1.06(1.05-1.06) u <.001
0.37-2.49 8045163 3459877 (43.01 1 [Reference u NA

2.50-4.87 2524062 1032 445 (40.90) 0.93(0.93-0.94) u <.001
4 58-9.99 303616 114813 (37.82) 0.86 (0.86-0.87) u <.001
=10.00 55873 18859(33.75) 0.78(0.77-0.79) <.001

TSH T =HrFE TDHA DS < 123

| B | Spontaneous abortion

OR :

Thyrotropin level, mIU/L No. of participants  No. with outcome (%) (95% CI)° P value
<0.10 27135 647 (2.38) 1.08(1.01-1.17) u .04
0.10-0.36 34904 1775(2.10) 0.96(0.92-1.01) —I— .15
0.37-2.49 3417743 75296(2.20) 1 [Reference] l NA
2.50-4.87 1017538 26 341 (2.59) 1.16(1.14-1.18) = <.001
4.88-9.99 112846 3468 (3.07) 1.33(1.28-1.38) = <001
=10.00 18512 537 (7 an) 12501 14-1 3R} <.001

TSH T=>B8# )leUDUZa T

TR WIREHL I DY T, LEERF 20-495%, ITIRBIOTSHIEZAIE U, TIRER)FZIBHF. TSHIE & Fecundability (1EERG =D
DIERIESR ) dBS KU B RRE ([C DUV TR (4,678,6794)
Yang . et al., JAMA Netw Open. 2 O 2 2 Aug 1;5(8):€2228892.



TSHAY A JIEICDWVWTODERQIIHRE

® Weghofer A. et al., Reprod Biol Endocrinol. 2015 May 15;13:43.
TSH <2.5 mIU/mLOBIAREEEIER T IETI(E, TPOMMAEHIRBE (CRZEZRIFT. TSH >2.5
MIU/mLTI(E. TSHELAEMIREBI(CRHEZSX, A TTPOAEMIEREZIG/RX S oI6EIEN S S.

® d'Assuncao VRN. et al., Front Endocrinol (Lausanne). 2022 oct 10;13:1023635.
IVF/ICSTiaER D H C REREDRVEIAIREEEIEE DT IE(CHS VLT, TSHIE<2.5mIU/LILES
FRNEIREIZ(SHERD LR ([CDIRD SR,

® Reh A. et al., Fertil Steril. 2010 pec;94(7):2920-2.
TSHA Y R J{#2.5 mIU/L F(E 4.5 mIU/LOVWTNICHEWTE. WEIVFEBDES THE
REIRER, HER, RERCE>RDOE.
TSHAY A DE%E2.5 mIU/LET D¢, BIRIREEETESEEZMESNS TINS5 EIEMNT 5. 5
FRIERICEDIRNWC EZBREUIELT, TSH EELBRZTIF3CEDOAVUY MCDWTERDIHBEDN
HD.



vV V VYV V V V

ASRMAA RS51>
AIFLE(CH T DB ERIRBR S REIR T iE

IBHHEBRES SOHIEERE (EE3HAZ L) OBEIERIRREREETAEDZEIC (X RBENEDSTSHAY A TEZERT S L aitiRd S.
BREENESHDIHY FATEHFIATERVMESE, TSHIEDQEEE LRZEATS (TES>ADMS : B; #IRDHMS : PiEE) .

P p— - —— = . - R —— R e—
>

FRAUD : BEERRBEERIETENFIEES
BEUTWSTRRIET > X(E R0 |

BEMRRREEEETED ROMEFRERELEELRNC LZ2RECHRATICEEHIRT S (TET > RADMS : A; #EI2E : i) .

EREHRE LU CTOSREPRLCIEIRL TOWS R TEEERIARMEEE T L2l SIS, LRFOFS ViaREREZRI B S, T3
PRI IRA 4 FER IR A M= T B ~ S WGBS N T LR 8. LARFOES Vi@ EHE R L (THT Y 20 - B: #18E - hi2F) |

SR EERIRAR B EEIR T EEE B2 nzimss. L -
AMFOFS DiaRSERNITEIECEEIRE R ZED -
E=IDCEMGHTNTLVRLY

SILT4I85 [FHEE TR

AEINE (TEFT>ADET : B; #RE : PiEE) .

T

Practice Committee of the American Society for Reproductive Medicine. Fertil Steril. 2 O 24 May;121(5):765-782.
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FT4, TSH, GATPO#4)

TSH>4.23mlIU/L*" | | 285<TSHE4.23mIU/L*" | | 0.60<TSH=2.5mIU/L*" | | TSH=G.60mIU/L*

TSHZ10mIU/L | | 4.23<TSH<10mIU/L | [#A TPOARZ M | |1 TPO Hiikpe 4 FT4AIES FTAS1E
rh
HFTA4IEE D OFTAIER T v
l l O e BEESRERT
v

SPEABN || LRFOFYUNa37.5 || FT4, TSHED+O—P v T || FT4, TSHE T+ 0— — | R EABN
s a5t || RRRNE IR, | 7T (3ARE it

(FEPIENBN FoE3HAR)
1l FT4 : Sy 0FoY
- TSH : EBEXRERRIBARIVEY
LARFOFT 2 Na i TPO#idk : PRI A F ¥ H— ik
25ug/B e

1 2021F4 ALIZ, TSHEOBAZETON—TFME—Ya PERESh, BFARA (20 ~ 604%) DEESEHEE0.61 ~ 4.23mIU/LICHE—=hi.
¥2 EFRIEHEERIICES. OWoltAURFOFI Y NazBiLIich TSH<2.5mU/LZBREICIKRSEZBEHI 3.
M3 SRERBEICAEMICH U TR T 3.

3. EIEHIEEZZET L TOITEICHITDPIREEERBN\DEEKD
Z270—FD1 4

BAERABMESTHE/—FNo.112 TEARMNSZESTIEEE 11(4) FIRARIERES TR - 2 0 2 4
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Retrospective cohort study
Can serum progesterone concentration direct a fresh or freeze-all
transfer strategy in the first in vitro fertilisation cycle?

. St 2 = 0 (M HCGHHJ“—EI0?7°D’fx7-n>i;;%r(‘a:é
HCGRIA—RDMABICT AT DR (AFKENELE  opgtes £URERBRDF B4 EE

D_uartile n= Odds ratio ) o T
(95% Cl)
B OS5 A0S J:;"=:'r=>éﬂ$:§"f*/\!?
1.01- 6052 —— 1.44 (1.29, 1.80) E - . R‘“mﬁ
5- 6012 1.48 (1.33, 1.65) E . - HHH
Eﬂﬂ? I:Ib'ZTEI /J:EODELEHE 0.5 ng / mL ?
le,i'cE;Ji?ﬂn BMI, PCOS, ¥EOF%, hcGRUA—B D IMETO4 R T O EE KK EF ° Serum F,mestemne Concentration
TS RATAVEENSWVIRE, O RAT7OFATOVEEEMIZEN,
R EHOEEAYXLELFL. ERENIYEA.

¥ FEIVF/ICSIEEA, B U+ -¥5F (26,6614)
Brobh: DNFoEEE, IRV FREY, reT, FH—HBFER, NA—BomMBE IO AT02= 2.0 £ 13RI$= 20 BT ELE L= HE].

Hunt S. et al., J Assist Reprod Genet. 2 O 24 Jun;41(6):1549-1555.



Prospective cohort study

Low serum progesterone on the day of embryo transfer is associated with
a diminished ongoing pregnancy rate in oocyte donation cycles after artificial
endometrial preparation: a prospective study

Quarter (A4 XT0AY ng/ml)
Ql(<9.2)  Q2(9.2-11.7) Q3(11.8-15.7) Q4 (=15.8)

(n=52) (n=53) (n=53) (n=53) P
—_— 45 58 61 55
R (%) [32.5-57.9] [44.8-70.3] [49.1-73.2] 418678 083
& Fo B T e S22 A o 26/52; 50 35/53; 66 37/53; 70 33/53; 62
R ERRUSEIREE: n/N%; % [35.9-64.1] [52.9-79.2] [57.0-82.6] 4gg757] 0%
nl—‘\‘f— ~r- P W Lo W . W I‘l%‘f ~ I~ an
RBEROD OS5 ASOEEME : 29.2 ng/mL
MIRSERE NG%  (0co)  (saeao)  [asroal  (roess 0018

[ :95%CI  *P:Qlvs.Q2-Q4 AR N RIR &%

YR T EE 2444, PIEIET=1F2[E B OINFIRHEE A, B1FBL-SETE =1L B IFBL-DET (DS BL, IR IES KU EERAZILTEHE,
HRT: EM > 6.5 mm, E2 > 100 pg/ml, P < 1 ng/ml, D rEA4 RZ> 400 mg / 12h, xR P T ETHIGREREIRT), <505,

BMI<30kg/m2, 54 &EELL, FEARIR (=Z/8) > 6.5 mm (HRT).
BR5}:RPL RIF EEBEEF, FE&ERE, NEBKE
Labarta E. et al., Hum Reprod. 20 1 7 Dec 1;32(12):2437-2442.



Meta-analysis
Serum luteal phase progesterone in
women undergoing frozen embryo

transfer in assisted conception: a
systematic review and meta-analysis

B O AT OB ERRRIIEIRER, fRGtiTR/ EER

Eﬁﬁﬂg Risk Ratio  Weight %I*%EE.H Cutoft o RiskRatio  Weight
an Number analyzed Cutoff (ng/mL) Route Timing with95% Cl (%) =L mber analyzed _(ng/mL) Route Timing withes% Cl (%)
1. ngesterone cu I. Frogesierone Ceoin < I1v ng/imeL
Labarta 2021 949 9.8 PV 45h - 131114, 1.51] 2547 ) Gaggiotti-Marre 20 244 8.06 PV 4-6h —a— 1.45[1.05, 2.01] 8.38
Labarta 2017 195 0.2 PV 45h | 123[084, 182] 6.60 Polat 2020 143 8.75 PV 4-5h 1.76[0.76, 4.11] 1.45
Vovich 2015 £0g 0.43 PV 9.4h | 1431088, 2301 463 Labarta 2021 949 8.8 PV 4-5h - 1.47[1.23, 1.75] 19.99
Heterogeneity: = 0.00, I = 0.00%, H* = 1.00 <> Lablarla 2017 125 92 PV 4-5h _ 1.47[0.87, 2.48] 3.58
Yovich 2015 529 943 PV 24h —  wm— 1.48[0.81, 2.71] 2.77
Test of 8= 6 Q(2) - O = Heterogeneity: t° = 0.00, I* = 0.00%, H® = 1.00 < I 1.47[1.28, 1.70]
Test of 8= 6;: Q4) =
2. Progesterone cutf@f 10-20 ng/mL
Alsbjerg 2018 244 11 PV 1-3h —a— 1.3471.02, 1.76] 11.69 2. Progesterone cum
Yovich 2015 529 15.41 PV 2-4h —i— 1.25[1.03, 1.51] 18.56 * Gaggiotti-Marre 201 244 10.64 PV 4-6h —m— 1.31[1.04, 1.65] 13.99
Heterogensity: ™= 0.00, I* = 0.00%, H* = 1.00 D m Polat 2020 143 12.04 PV 45h —Im— 1.14[0.81, 1.60] 7.69
Test of 8= 8;: Q(1) = Ol Yovich 2015 529 1541 PV 2-4h —— 2.82
Heterogeneity: T° = 0.00, I’ = 0.00%, H" = 1.00 < I 1.27[1.00, 1.48]
3. Progesterone cutgl =20-30 ng/mL Test of 6= 6;: Q(2) = § _
Yovich 2015 529 22.01 PV 2-4h — 1157097, 1.36] 21.41
Heterogeneity: T° = 0,00 g . e 1.15[0.97, 1.26] 3. Progesterone cuiff >20-30 ng/mL
Test of 8= 8;: Q(0) = 04 Polat 2020 143 2042 PV 4-5h —a— 1.56[1.07, 2.29] 6.38
Yovich 2015 529 2201 PV 2-3h —— 1.11[0.89, 1.39] 15.08
4. Progesterone cutd Heterogeneity: °= 0.03, I* = 55.93%, H* =2.27 ~li— 1.27[0.92, 1.76]
Yovich 2015 520 31.45 PV 24h —B—— 0.85[0.64, 1.11] 11.64 Testof 8= 0: Q(1) = §
Heterogenaity: 7° = 0.00% — . T 0.85[ 064, 1.11]
4. Progesterone cu =30 ng/mL
Test of = 6: Q(0) = 0.00 ,
Yovich 2015 529 31.45 PV 2-4h —@-— 0.88[0.63, 1.23] 7.87
Heterogeneity: 1° = 0.0 e 0.88[ 0.63, 1.23]
Favors low progesterone | Favors high progesterone Test of 8= 8 Q(0) = 0.00
T T
070 1.00 2.0 Favors low progesterone | Favors high progesterone
Random-effects model

0.70 1.00 2.00

;iﬁaﬁﬁﬁﬁgﬂl;ﬂgﬂﬂ—*g* _IE ’ %:Rtﬂij O 727__ O > j:ﬁ'—_j' Random-effects model

* DFHNC-FET
Melo P. et al., Fertil Steril. 202 1 Dec;116(6):1534-1556.



o) \
== > ~ Ny =y 7
= T U _ N8 e
—I—
tﬂE z Cutoff Risk Ratio Weight
DL MNumber analyzed (ng/mL) Route Timin with 85% CI %,
g
1. Progesterone culff <10 ng/mL
* Gaggiotti-Marre 201 244 806 PV 46h —E— 0.42[0.22, 0.79] 7.95
Polat 2020 143 875 PV 45h ——m—— 0.78[0.24, 2.56] 2.95
Labarta 2021 949 8.8 PV 45h S & 0.62[0.48, 0.82] 18.84
Labarta 2017 125 9.2 PV 4-5h —u—— 0.71[0.37, 1.35] 7.84
Yovich 2015 529 943 PV 24h —— 0.00[0.33, 2.41]  4.05
Heterogeneity: t° = 0.00, I = 0.00%, H® = 1.00 T 0.62[0.50, 0.77]
Test of = 6: Q(4) = 2.32, P = .68
2. Progesterone cutoff 10-20 ng/mL
Gaggiotti-Marre 2019 10.64 4-6h —l— 0.36 [ 0.17, 0.786]

Asl
P

Q

h(

[=)

Tes

3.1
Pol
Yo

Heterogeneity: 1° = 0.00, I = 0.00
Testof 6=6:Q(1) =

0.80,P=.37

4. Progesterone cutoff >30 ng/mL

Yovich 2015

Heterogeneity: t° = 0.00, I° =
Test of 6=6: Q(0) =

0.00

Random-effects model

ERAGRL AR AL

GZEZIE

* DIHNC-FET

%, H* = 1.00

529

%, H" =.

31.45

PV

Favors high progesterone

>

2-4h i

1.05[ 0.70, 1.57]

0.88[0.44, 1.75] 7.16
0.88[0.44, 1.75]

Favors low progesterone

0.20 1.00

, EIET OS5 RO4%85
EIOSRTOAIER; NC: B&HA, HRT: P SHIBEN SHEIRHIEE TORM.

10.00

P2 10 ng/mL: HAFKBIODE

IS
s —

WEEBBERERIC

Melo P. et al,,

RN(CEEQREAPTOTATOE (RIEME)

: E‘“‘b‘l‘:ﬂﬂ(c_égnﬁﬁﬂw O A5>0O2/1E :
=10 ng/mL

2EY, BIAHENT —SDAE, TR
EEDCINRA K NMEETHDCENS, TOFRFTOENS
MNHEBIMNEDSMNTDUTIEIAEA.

Fertil Steril. 2021 Dec;116(6):1534-1556.
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Meta-analysis FE : 75 nmol/I (30 ng/m) E

Vitamin D and assisted reproductive

. Y B~ JHH B¢ = AE : 50~75 1/1 (20~30 )
treatment outcome: a systematic t 9:> DIJI-:?JE &HE*Z*IE $E'J% RS 50 anP/T?Z{) ég/ml)*?ﬁg/m

review and meta-analysis (ERZDFHRBEE vs. RZ AT H) [ the Endocrine Society classification
of vitamin D1 (Ci&D> TEMh

y} y}E Eiilj E B% '|‘$ Vit D deficiency/ ﬁ & E,‘] y} DJE Vit D deficiency/

. " e . . Vit D replate insufficiency Odds Ratio Odds Ratio
Vit D replete insufficiency Odds Ratio Ddds Ratio :
st Sub Events Total Event Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Study Events Total Events  Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI udy or Subgroup Events Tolal Fvants o e  Zancom. nrem
- Anifanidis 2010 3 2 26 B0 45% 0.35 [0.09, 1.28] —
Fabris 2014 5 4 145 226 17.1%  0.87[0.44,1.73] —_lt Fabris 2014 s 4 2  Z6 a0% 095 pan 1 —
Franasiak 2015 74 a6 325 421 2T7T.2% 0.99 [0.59, 1.68] Firouzabadi 2014 4 16 70 205 53% 0.64 [0.20, 2.07] .
Ozkan 2008 8 39 7 53 3.89% 2.20[0.74, 7.08] T Franasiak 2014 B4 98 205 421 122% 0.85 [0.53, 1.37] —=—
Paffoni 2014 25 64 70 271 16.1% 1.84 [1.04, 3.26] . Fru 2014 T 30 85 9.1% 2.06 [1.00, 4.24] -
) Garbedian 2013 4 78 6 190 11.4% 2.08 [1.22, 3.56] -
Polyzos 2014 B& 129 210 368 35.8% 1.50 [0.949, 2.29] —— Ozkan 2008 15 3 1 51 BT% 3.58 [1.36, 9.42] N
Paffoni 2014 23 64 63 271 108% 1.85 [1.03, 3.32] —e—
Total (95% CI) 361 1339 100.0% | 1.34[1.04,1.73] ’ Polyzos 2014 70 129 168 368 13.1% 1.41 [0.94, 2.11] e
Total avents 218 757 Rudick 2012 M T 43 108 10.7% 1.16 [0.64, 2.09] ——
Rudick 2014 26 7.2% 4.51[1.82,11.19 —_—
Heteragenaity: Chi2 = 5.08, df = 4 (P = 0.28): 2= 21% 34% ié.: 7][] I | udic ! 1

Test for overall effect: Z = 2.23 (P = { W ey, \ | 1I Eﬁﬁﬁzﬁyiyﬁg
ESY=>DRE=ER —

aurs replate
hr j“é?_
L VitD replete  insufficiency Odds Ratio Odds Ratio ==/ Vit D replete insufficiency Odds Ratio Odds Ratio
Study Events Total Events  Total Weight M-H, Fixed, 35% CI M-H, Fixed, 95% CI Study Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Fabriz 2014 4 4 17 226 6.7%  1.33[0.42,4.17] Fabris 2014 23 41 127 226 12.0%  1.00[0.51, 1.95] jj
Franasiak 2015 14 96 &1 421 275%  1.01[0.54,1.85] Franasiak 2015 60 96 264 421 25.7% 0.99 [0.63, 1.57]
Fru 2014 12 a7 10 30 10.6%  0.96[0.34, 267 Fru 2014 25 58 20 65 75%  1.70[0.81,3.57)] T
Polyzos 2014 25 129 69 368 41.1%  1.04 [0.63,1.73] Paffoni 2014 19 64 57 271 10.7%  1.59(0.86, 2.92] T
Rudick 2012 8 79 10 109 10.7%  1.12[0.42,2.97) —_— Polyzos 2014 61 129 139 368 266%  1.48[0.99,2.22] ——
Rudick 2014 [ 35 4 64 3.3% 3.10[0.81, 11.86) T— Rudick 2012 26 79 33 109 13.0%  1.13[0.61,2.10] ——
Rudick 2014 20 35 21 64 45%  2.73[1.17,6.38] —_—
Total (95% CI) M7 1218 100.0%  1.12 [0.81, 1.54] @
Total evants &9 171 Total (95% CI) 502 1524 100.0%  1.33 [1.08, 1.65] &
Heterogeneity: Chi = 258, df = § (P = 0.76); I* = 0% — t f —t Total events 234 661
Test for overall effect: Z = 0.89 (P = 0.49) 0102 05 1 2 5 10 Heterogeneity: Chi2 = 6.33, df = 6 (P = 0.39); 12 = 5% 33% i% j][l‘- $ I : | |

01 02 05 1 2 5 10

Tast for overall effect: Z = 262 (P = 0.008) . ot
avours replete

EAIUDRZEZZMLTAREIT A EFER

R IVF, ICSI, REEEBIEONT WA DBEREZT TS, EAIVDIRERE (MFF =3I E). Chu J. et al., Hum Reprod. 20 1 8 Jan 1;33(1):65-80.
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Retrospective cohort study

The effect of body mass index on the
outcomes of first assisted
reproductive technology cycles

BMIEART A EERIF

& - — -— —
BMI* (kg/m?) BH&E %ﬁﬁf‘% BAEE BREE/ 2S5 A1 BB/ 25 A0 BB /-5 A

QOutcome < 18.50(n = 92) {n-= 2,665} 25.0-29.99 (h = 1,027) 30.00-34.99 (n = 477) 35.00-39.99 (n = 275) =40.00(n = 133)
No. of ooc L—_ retrievec 1.01 (0. ‘1 1.09) Reference 0.98 (0.96-1.01) ) 99 (0.94-1.04)
No. ',-" embryos transferred 0.96 (] 01 (0.f ':—! 07) 1 000901 11}
fr'l‘-DHf‘ dLm 0. d —1.58) ).93 (0.77— '!.': 4‘: 0.52 ',. 360, f'-'l:
Clinical pregnancy” *-.l ) 74-1.C ).41 (0. z —0.62
cAb” U— ;',': x'- (0.50 IZ':. (0. ,-" 1-1.89) (0.36~1.62)
5.uu_i:e|!:.ad"'
L-;.,H |.J|f: nand
Live birth® l
Multiple birth®

Twins U.23—1.

Triplets - ';_ﬂ u 'I J _a"'i: :'; dr a 1'I 3.71) =

Note: Data presented as: ® incidence rate ratio (95% confidence interval [CI]) (Poisson regressian); or ® odds ratio (95% Cl) (logistic regression). SAb = spontaneous abortion.
Moragianni. BMI effect on ART outcomes. Fertil Steril 20712,

i, XEE, FSHERME, B, INERHEM, JFFrREVREE, MAE,E—V{E, ICSIER, BBHER, 1RV, BB E KA F
ELTERAZE. * WHO BMIATI)—IZE DL THEE.

X R: 20-47i%, FEIVF/ICS|, BT IFEA. bRyt IRUIIFE R, KES, RIS AZEBIER .

EGEEE (S5XL N, 1) TlE. BEREDOR—FLYLBIR, EBIRIITIR, £ENBEIZDLL.

Global miscarriage (£t FRIIIREBAREDMAZESL) I, BiHmISR III’CO)}NEM =h-ot-.
* CNODFERIE. FESEBMIDHBEBEEFAZERELIZRTEEHLT.

Moragianni VA. et al., Fertil Steril. 20 1 2 Jul;98(1):102-8.



Retrospective cohort study
The combined effect of BMI and age
on ART outcomes

\OII
yaJ

BMIEBIFHEE

_— 55.0%

X 50.0%

8 45.0%

= 40.0%

; 35.0%

S 30.0%

o 25.0%

D H9nnos

BMIEARTRIEEESR : HE
=] .

2 7.\ /0

- 0.0%

g <18.5 18.5-24.9 25.0-29.9 >30.0
@)

BMI (Kg/m?)

Fresh ET M Freeze-all/FET

E: BENFOEIVF/ICSIEEER—BEDOMEERAL- RGBS, 14,2134,
FIETIR: IEERIN (BT RRES LV /F T 0RO REMBEREBE) N ORVDEEET, FLEETORENMEASNSIETEER.
BMI: {E{RE (<18.5 kg/m?2), 1ZHE{KA E (18.5~24.9 kg/m2), 1B{AE (25.0~29.9 kg/m?), AR} (30.0 kg/m?)[ZX 5.
Rafael F. et al., Hum Reprod. 20 2 3 May 2;38(5):886-894.



RIEFIREICXT S5 EE

Female BMI (kg/m?)

F 55 EBMIOD BE &

£IELn: (Chx U7 R i 72 O0—FhuE

' 3.0% 1T 3.4% 7 '
30 57.7% 54.7% 51.3% R
N 0
31 58.0% 55.0% 51.6% —
32 57.7% 54.7% 51.3% 0-3%! BEETICBMIANTI—Z18FE
o : “
. 33 56.8% 53.8% 50.4% TIFOCEA TR
i 34 55.3% 52.3% 48.9%
ES 35 53.1% 50.0% 46.6%
E“ 36 50. DE».; 3.1% T 46. 935 3.3% 143.6% 3.9% |
p 37 46.1% 43.1% 39.7% 4 cool
€ _____ 38 ol 41.4% _______ 384% ____- 35.2% _
O 39 35.9% 2.9%133.0% 2.9%130.1%
5.6% |
40 29.8% 27 2% 24.5%
(o)
41 23.5% 21.3% 19.0% 2-2% !
42 17.5% 15.7% 13.9%
43 12.1% 10.8% 9.5%
FEEWIZIGC=ENDOFBE7 7O0—FhABHE

Rafael F. et al., Hum Reprod. 2 O 2 3 May 2;38(5):886-894.



Meta-analysis

Effect of male body mass index on assisted
reproduction treatment outcome: an updated

systematic review and meta-analysis
BHEOBMINRBIEEIRICEZ A E
N R ES AER

Odds Ratio Odds Ratio Odds Ratio Odds Ratio

Study or Subgroup  log[Odds Ratio] SE Weight 1V, Fixed, 95% ClI IV, Fixed, 95% Cl Study or Subgroup _ log|Odds Ratio] SE_Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI

3 2 i i - 384 0% 0.54 [0, ik =
Anifandis et al 2013 -0.5447 0369  1.1% 0.58(0.28,1.20) F s Al B Bowiaems rae Bl
Pl SRl il o o il L o _— Schiiep et al 2015 0.131 0.1625  5.8% 1.14(0.83,157) -
Merhi et al 2013 -0.6161 0.263  2.2% 0.54(0.32, 0.90] . Thomsen et al 2014 -0.2484 02347  2.8% 0.78 (0.49, 1.24] —
Mushtag etal 2016 0.1043 0.3318  1.4% 1.11(0.58,2.13] 1T Wang et al 2016 -0.1165 0.0428 83.6% 0.89[0.82, 0.97] [l
Schliep et al 2015 0.239 0.1597  5.8% 1.27(0.93, 1.74] I~
Thomsen et al 2014 -0.0833 0.2258  2.9% 0.92 0.59, 1.43] —-— PRSPRREE s ¢
Wang et al 2016 -0.0943 0.0419 84.9% 0.91(0.84,0.99 Heterogeneity: Chi* = 4.54, df = 4 (P = 0.34); F = 12% l % % 1

9 [ ] ’ Test for overall effect: Z = 2.96 (P = 0.003) S LOWDElI'lm high BM\lLower in ﬂ()if?]a' BMI 10

Total (95% CI) 100.0% 0.91[0.84, 0.98] l
Heterogeneity: Chi* = 14.71, df = 6 (P = 0.02); I’ = 59% ?0 m 051 11 150 1001
Test for overall effect: Z = 2.57 (P = 0.01) "7 Lower in high BMI Lower in normal BMI * LHEDOBMIZOVA—)LLIBREDAHERRELT-.

YR IVFEIXICSRED, STHEBEFFER.
BRov: BAAMEIR, IREEONF(E AREHA, 1, HEOREEH, WHO BMIATI) —& AL TLVELERE

MushtaqR. et al., Reprod Biomed Online. 20 1 8 Apr;36(4):459-471.



Retrospective analysis

Cigarette smoking affects uterine receptiveness ﬁ 'l‘i 0) I];)J: 5 E 7b§ﬂ£ *z *IE Eﬁ 'J% ' : Iq__ i é %2%5

Non-heavy-smoking Heavy-smoking
(0-102/H) (>104/H) *
DN+ E 2R %k 741 44
LY EIYNF#R (7%) 39.6 £ 5.0 389 %49 ns
LY ETk BMI (kg/m’) 221 %54 222+ 49 ns
RJEER 2 HARS O e 2ttt 3

BB ﬁ'l‘*d)ﬂ;ﬂg@@ﬂf_wﬁz J, 1 -

REFER .

U — U.d ns
N —E# (5R) 25.5 + 4.3 25.8 =45 ns
R R BBEIREE (GS(+)/BEHT=Y) (%) 52.2 (387/741) [ 34.1 (15/44) 0.02
BEIRE (GSH/FBHEIEER) (%) 33.2 (510/1534) 25.8 (24/93) ns
TREER (~20 w/ITIR®HT-Y) (%) 15.5 (60/387) 6.7 (1/15) ns
Z R IEIREE (%) 31 (120/387) 60 (9/15) / 0.02
BHG (%) 97.5 (117/120) 100 (9/9) ns
anfiE (%) 2.5 (3/120) 0 (0/9) ns

*mean = SD.

YR IRHIIFERER, KA IEEESE K+ —IE=104/H Dnon-heavy smoker® &, D3ET, HRT/E & (AT B i & A2 # ~ GnRHagi% 5),
BUEMNNREBEL LI L TFEDRREICELEES5AOMREMEDY.

Seares SR. et al., Hum Reprod. 2007 Feb;22(2):543-7.




Cross-sectional study
Use of e-cigarettes associated with
lower sperm counts in a cross-
sectional study of young men from
the general population

BIEDBEDF

L -]

RN RICE5 A 502

_ 250 - Cigarettes
80 B E-cigarettes

200-

ration

60 -

ount

4,50055 /ml 14,7003

- 17 ONNTF

%’IEOJ’EEIODH*”IE@F&FEE J

E J_ S 9,100
T} 20— o
2 3,30075 /ml = 50 -
<0.01 0.03 <0.01 0.01
0 | | | | | | 0 | | 1 | | |
& > N & 2 N ¢ 2 N ¢ > N
\\0\3@&’\00 P \\0\5@%00 3 $00(} ‘_)\0(\ P \on) ,b‘;\o(\ QR
o &

BUER (T THKEFFINIDERDBFROBDEREELTNS

RER: B (To~—2), EFHEFHL9.05% (18.4-22.4), T —MIT— 2RI 2B IREE, A RERSE, (BRI
B9 ATHARLE DL TEE (n=1,219).EF%/\ODaily useE D KZ L. —aF EEATHREEZEL
THY, ZaF U2 EFEEVEFAN AN E T FHETEEI 1=

Holmboe SA. et al., Hum Reprod. 20 20 Jul 1;35(7):1693-1701. & W1ERL
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B FERBRRNMERECERDIFE

1. BRI KAED OCADEMHAEICHES T bHA 2 EXUCTENA > B ibDE(L

2. FERBRNDER A MK
3. FElINEDZE(L

4. BEIR{EAZ

5. FEAIRMERZ KA E

Santoro A. et al., Biomedicines. 2 O 2 3 Jun 15;11(6):1714.
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McQueen et al., 2015

Chen et al., 2016
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Song et al., 2018

Zhang et al., 2019

Hirata et al., 2021

Herlihy et al., 2022

CD138(+):Eazl LB FERNIREAE

xR

IVF-ET,
RIF

I KA~ BA

REBXA

2B L ED
RSN

33

142

107

CESAJE

CD138REA{E 7 7 b A L 5T

(10/10 PF) SR

(10%321.:) TRE (B AR
1/HPF e :

(10/10 HPF) BAMENR, £, RE
5/HPF

S TT RE, EE(BARN)
CEDZUnERE, JaETHa

ER4R AT
FEETERER

RIFEX{E

HERFRRER,
BL-SET/HRT-FET

IVE;S &,
ZN S

fiE

1551

298

==
DILJE

1/10 HPF (R FTREY)

1/HPF
(10/10 HPF)

1/10 HPF
2/10 HPF
3/10 HPF
5/10 HPF

1/10 HPF

5/10 HPF YR, B, RE
10/10 HPF

Santoro A. et al., Biomedicines. 2 0 2 3 Jun 15;11(6):1714.
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Randomized-controlled observer study

Unified diagnostic criteria for chronic
endometritis at fluid hysteroscopy:

proposal and reliability evaluation ;Eﬁ(:*%'ﬁ'&?ﬁﬁﬂﬁﬁ@%@&ﬁgﬁ
through an international TSR A (— =
randomized-controlled (DelphisAEIC K BiER)

observer study

(A)f FIRFEHR

(B) BRIV E M

(C)Himns=

(D, E)BFrEEILEBRDYr20O/RY =2
(F)SBRERADREIEZIE(C KB F=EAEDIEE & iRk 81

Cicinelli E. et al., Fertil Steril. 20 19 Jul;112(1):162-173.e2.



Prospective cohort study  Prevalence of and risk factors for
chronic endometritis in patients with
intrauterine disorders after
hysteroscopic surgery

F=iRFhR CEBEFERNIRIES KO EREER

avbA—LE FERARR)—T HETHE FEREEE FRFE

(n=89)
CD138(+)HcEHiaZY 29+6.8 30.6+46.8 18.7+25.6 23.6+31.6 41.8+949d <.0001
CEﬁrz 14(15 7) 258 (857 20 (690 30 (78. 9) 6 (46.2) < 0001

=EEF= I"Jﬂiﬁdﬁﬁrﬁ )

NIRRT — J HHHF — — 16 (55.2) 1/(44.7)  10(/6.9) 14
NAFTEDBENY 14(15.7) — 4(308)  16(76.2)  0(0) | <.0001

n (%) or mean=SD
WEk: FEAERERICH T I3 FERFMEZTERESEPROLE., O> bO—)LE: FEAKERE L BEFENEXZROBRVNES.
RS Fiai3h ABMRICIENERESEZITIEES, ﬁﬁEEﬂJFaﬂJﬂ'%?’" FEEE DI (CF B Fiia 2 (1= BE. Filitg, CD138%EH
RS & RIS EBRREN ICRENEREREUEEE.
AL BEFERERABEOZEE, REMERSEET, iRyl TOAEZERAMTCD138L MEIEEIREZHEM. CD138(+ )il
MN=4ATARIEGEBM, 25 CTRERIRS. EEFENEXDOZET: CD138E % Mz =5/ 101EF(x400)

Kuroda K. et al., Fertil Steril. 2 O 2 2 Sep;118(3):568-575.



Evidence that the endometrial microbiota has an effect on
implantation success or failure

RishEEslE & FENERHEE

Atopobium

Bacteroides He B E= 1=
[ sifidobacterium BERR/GR Z& (>90%, n=17)
. Blautia
Bl ciosticiales Ffn (%) 40.06+3.47
. Clostridium[Clostridiaceae] ° BMI (kg/m?2) 24.181+5.18
Escherichia DR IR FE 1.71%x2.44

Lactobacillus

Lactobacﬂlusi%i"' (>90%)

onee A= T HE I 2 A 0 1.650.49
EL?Z’"’ FERNERIEIR~E#HE (A) 2.82%2.55
Il Roseturia - R/ A8 12/17 (70.6%)
N 3 R S BT 17/28 (60.7%)
o — e 10/17 (58.8%
wx LEMIEE g TREEER 2/12 (16.7%)
f i i e R B 0 L EREE/EY 10/17 (58.8%)
Vellonelia mean=£SD, a: (2#&7E, StudentDtARTE

MWEk: IVEAEPTERAICK D Receptive” EHIEEESNIEARTEES. 25-40%, IEFEXE,
ICSIF z(IFiRABP TR EB1EDRIFIEEBHE. 1 HBYUAICHRERT O
N AT« D RA%&EAUESE TR

JEBE: (<90%,n=15)

39.00%5.09
22.45%+4.02

1.53%+2.32

: &RE T

1.73+0.59

1.80+1.08
5/15 (33.3%)
6/26 (23.1%)
2/15 (13.3%)
3/5 (60.0%)
1b/15 (6.7%)

49
.30
.84

.65
.16
.03
.022
.02°

.0022

Moreno I. et al., Am J Obstet Gynecol. 2 O 1 6 Dec;215(6):684-703.



MENESERRORGHAFIRISIEER)T

RERE B avhko—)LE
EMMA-ALICERR . EMMA-ALICEIFZETE P
B HERE 25 1.36+0.54 1.34+0.48 0.844
. RILVEFETEE HA 127 (96.9%) 63 (98.4%) 1.000
SR E 3N
PlRER A EENGE: 4 (3.1%) 1(1.6%)
hCGEE TR 62.6% (82/131) 14.1% (9/64) <0.001
) . R AR IEESR 42.0% (55/131) 12.5% (8/64) <0.001
NAROOEETER iR 33.6% (44/131) 9.4% (6/64) <0.001
! aig. RN faCNE
0N
".-E%EII:I =, ERPRpYraLNE?
R AR B IEUE R 64.5% (79/131) 33.3% (25/64) 0.005
I iRER 48.9% (64/131) 32.8% (21/64) 0.028
Z R iR 2 9.4% (6/64) 5.0% (1/20) 0.680
ET2EEAD RIEERITF (LT IR 21.4% (28/131) 10.9% (7/64) 0.111
BHEARER 13.0% (15/79) 11.8% (4/25) 0.498
FEER 0% (0/64) 4.8% (1/21) 0.247
FER 48.9% (64/131) 31.2% (20/64) 0.020
HikEZ (BHAR) 38.8+1.71 37.6+3.42 0.044
HARARE (BAR)  2995.8+380.7 2816.8+688.5 0.157

mean=*xSD

Iwami N. et al., J Assist Reprod Genet. 20 2 3 Jan;40(1):125-135.
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FUXKITUL/
AT 7 ARFBY =)L

PSAOXIALS >

IVUIIA

STEFINETHIAS>

U

>JOoJO0+%Yy

X kO=4Y—)L 500 mg/12 h
(77EF+=>=>U> 500 mg
+20=TJ S8 125 mg)/8h

(RILT7 A Y —)L 800
mg
+ RUX KT UL 160 mg)/12h

1HH 500 mg/d,
T MD#%250 mg/d x 48

21J>443> 300 mg/12h

STVEFILZETHANAS>
600 mg/12h

> FOJ0F93 >
500 mg/12h

J5=—)L 250 mg 2% x 2[]

(A—2A>F> 250RS 1§E
+H5 =12 250 mg 1#€) x 3@

I\ SBCEHE 28E x 2[0]

1HH: 2X0OY YU 250 mg 25 x 2

2-4H8:
0O JEE 250 mg 2#E x 1

A'S3> 150 mg 24%E x 2[@]

OS5 AONXA <> 200 mg 2#E x 2[@]
* AATI(E1[E400 mgT1H2E% LR
ELTWB.

>7JO7J0+F82 > 200 mg 2§E x 2[@]
* RIS S (FRARTEZ IS DEH1
H400 mgzB%&Z & LTS,

* EERDOEMNREENIEISER, LKiEnEMEZIgenomixDMENFEDEBERICES EDEHELTWLS.

78

7H

7H

18
4H

7H

7H

58

EMMA - ALICEIRE HEIEaRR (InEWE) D15

Gardnellera

Streptococcus,
Atopobium

(Enterobacteriacea
e) ZGAMIEHR
(Escherichia)

Mycoplasma

Atopobium,
Gardnerella

Streptococcus

(Enterobacteriacea
e) GAMIEHR
(Enterococcus)

Ilgenomixig & #} (2021/6) LY HERK
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AL 27 A AERM RS
HERRRRFHEMRESE

[R)) > BB E IR R S HHIEIRD
ARRUTFRICHATHMA] AR &

I VIEERRERE S HITIROZENANS(Y
#2-1 Y VEENHMEREUE]IHEE (Sapporo criteria, 2006 F> FZ—t{®E)

1. M#24E
1 Bl EDOEAR, BikdH 33/ ME MASSE
(MA2fE X EFRE PRERE CHEE I, NERICLZATFERE])
2. WIREHHE
a. 1@ FOFR10:BLEOCFERFEFEABIEET BEFERELL)
b. 1 LI EOFMm, BEFESOHESECHRBEETRE N ICLIFRIVBXRENDEE (FHERBEREL L)
* RRZBEASICE, BEEERFEZEHLEIRELBE/ -8, Fo 7 7—MREEEVES, FKa
B, 10—+t 22 1 ILEFHD light for gestational age BEHAFEEh 3
c. 3ELI FDERE L FIE 10 BRKEOERFARE (FERERE, ABERE, £EFEEERC)

REEE (128 LOFERKBT2EE LEY)

1. W=FAF7>LFAF755> b (LA) B
2. MANTF)EHE (1gG/lgM) HehE A1 (40 GPL/MPLLELE, F/A-REEAD9/—t221ILLEIE)

3. MB.GPIHE (1gG/1gM) H'EHE (BEADO9 /-t 21 ILLIE)

BEAMEDIHELE, »POREEEOIHELUEFFETS




Meta-Analysis

Presence of antiphospholipid antibodies is
associated with increased implantation failure
following in vitro fertilization technique and
embryo transfer: A systematic review and
meta-analysis

NPT T mall ! —— il e el sl A G » U AR Y1

m IR E MR DE]

F=IZkIZX

1N s ey LT -,a'_l-l-_-l-_Lg\-'-! 7 L L

E/
/e =2

iny >HEE%%I%’E®#'IE(I\
RESFRKXBZRERT DV ATH 3G

Kaider 1996 11 42 8.6%
Khizroeva 2018 75 178 22 169 52.4%
Quhblan 2006 17 90 4 90 15.2%
Total (95% ClI) 438 426 100.0%
Total events 129 41

Heterogeneity: Tau®*= 0.05; Chi*=5.85,df=5(P=0.32); F=15%
Test for overall effect: Z=4.95 (P < 0.00001)

* ) UIRERAK (AL FIEY, BT
*&: APSIZHEELI-&Z

5.50 [1.30, 23.37]
3.24 [2.11, 4.96]
4.25[1.49,12.14]

3.06 [1.97, 4.77]

-

_—

<>

0.01

0.1

bR B E (XIS R

10 100
Confirming correlation

FyadaTAul, kA I77FOILE) D, I RATD7FO LAY, ITRR I 7 FOILIR/— LTI, itk RIT7F2I)ILA

IR, AR R D7 FOVEE, IR R D7 F UL ) O—ILIR{R)DIgG, IgMET=[1LIgA isotypesDLNT b,
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Papadimitriou E. et al., PLoS One. 2 O 2 2 Jul 27;17(7):e0260759.



RAILSAYEVIgGH &

MUV EBEIADEELE

LD E

REBERTEDLIE vs. DEEE'IE#‘&S%)?C'I‘E*

g, TataFA ok

Population index Control Risk Ratio Risk Ratio Population index Control Risk Ratio Risk Ratio
Studies + Abs Total#  +Abs Totaly Weight M-H, Random, 95% CI M-H, Random, 95% CI Studies + Abs Totalg +Abs Totalg Weight M-H, Random, 95% CI M-H, Random, 95% CI

Alves 2005 29 52 0 28 8.6% 32.28[2.05, 509.20) _— Khizroeva 2018 56 178 3 80 50.9% 8.39[2.71, 26.00] ——
Bellver 2008 1 26 0 32 6.5% 3.67[0.16,86.42) Paulmyer-Lacroix 2014 5 40 1 100 28.9% 12.50([1.51,103.67) . —
Ulcova-Gallova 2005 349 1926 5 391 84.9% 14.17 [5.90, 34.03) —.— Ulcova-Gallova 2005 209 1926 0 391 20.2% B85.24[5.33,1364.31] —_—
Total (95% Cl) 2004 451 100.0% | 13.92[6.21,31.21] Rt Total (95% Cl) 2144 571 100.0% | 15.04[3.47,65.10] e E—
Total events 379 5 Total events 270 4 ‘ ' ' .
Heterogeneity: Tau?= 0.00; Chi*=1.07, df= 2 (P = 0.59); #= 0% =D.CI1 0?1 1}0 100: Heterogeneity: Tau*= 077, Chi*= 358, df=2 (P=017);, F= 44% 001 o T 00

Test for overall effect: Z=6.39 (P =< 0.00001)

IW—TR7F

Studies
Bellver 2008
Khizroeva 2018
Quhlan 2006
Yaguero 2006

Total (95% Cl)
Total events

Heterogeneity: Tau — o uu, win
Test for overall effect: Z= 3.49 (P = 0.0005)

e I e L B e e e P L )

Confirming correlation

0.01 01 1 10 100
Confirming correlation

Test for overall effect: Z= 3.63 (P = 0.0003)

REEBEFRAZEEB(ICHERAFDOHEZITU.
ﬁﬂﬁ%thﬁhﬁﬁt%&?ﬁﬁ#55]%

Confirming correlation

[2]
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~ell

1000
ing correlation

* 1AL EDBARRIENH DL T XIVEERENGOEZMENH S LM

mUUBEEIEIREF (APS)DE2

W Z (T TOVENWEEIZE VT, APSD EE
FoFaAT7IIUh 1B, aTaTA UKL, IVF-ETIZEITHEREKEEEEIEL TNV,

[CEFENBIAILCAHIEV K, IL—T X

Papadimitriou E. et al., PLoS One. 2 0 2 2 Jul 27;17(7):e0260759.



Double-blind, Randomized, Crossover trial

A randomized, double-blind, placebo-
controlled trial of heparin and aspirin for
women with in vitro fertilization
implantation failure and antiphospholipid
or antinuclear antibodies

MU BEBEIAEREIRERABEN DIEBRIETBIIENH L L EIZKT S
AN)UOBXOTREY D DHFRARS EEIBHEER)F
(vs. 75tR)
BR T OR (95%Cl)

—— o a

NINU>+PREVU RS,
SRR, TER, £ERESEEHRELLV?

EIREF2R/1ZHE(11) 2N 0.77 (0.38-1.57)
* BhCG 2100 IU, * * BBHEHT=VUD, 1!RUEDEEIZ DA >F-1EIRE. £ Tp<0.05.

X ) VB HE, A, p22) a7 0T4VIBERANSB1D L EBH T, 10U L DREEBIEL THIERICESE A ST-K M4 (n=143).
RS FERCTFEREAICEENZEHoNT:, BHELLOE, MiEREANSH S, M/MREBEERELGEDMEFHN - MisEEBEZETHLME.

Ak BETEEAIZRYMITON, KROBEA/N)FR)IHL(5000 U/ 0.2 mL, 1A2ER FTHS)B LU T RE (100 mg#E O ) (FoEE 1A %h=296,f5 'R 1L>8

. 7%, EIREBFE: 6%), £1=1ETS5t7R (NaCl 0.9% in 0.2 mLER F#% 5, and sucrose A% 5 )(FBHEIL#%=259, I8 IR/MASE: 8%, £ IR EBE. 7%) LB HE
(CEERARIERSHE S ) F1=1XGIFTEE B A S iFiR$ F B F THE . 2
Stern C. et al., Fertil Steril. 003 Aug;80(2):376-83. &Y ERK



Review

Aspirin for in vitro fertilisation (Review)

ARTEEFTDLXEIZHEITHAEAET7TAE) DB IEEIFA~ADIER

EEER1) R4 (95%Cl)
_ = 4 T ~
TR X BRAZE7A
(FiaELL e
BE A aahT i 227/100N 3_4_7_/1_0_0_0 102/(091-1 17) 2147 (1N) mndarato

(BRAZE7AEV > 55(3.
IR T, REX | (CHFEESULRNLT?

2 u il 8/1000 (1-58) 1.01 (0.14-7.13) 487 (1) very low

Low dose aspirin: <150 mg/day, Xt R E: TS5BS F XN ALL

ARTBEFPDLUTIE, T RFIIEABRELEBLT,. TREYUVDFERICEEYT 54
Jf:4; r_E/]piwle4, I)ILF$, Hjlﬂl$(i§§mu&)7§~b\

Siristatidis CS. et al., Cochrane Database Syst Rev. 2 O 1 6 Nov 3;11(11):CD004832. &Y {ERL



Meta-analysis

Low-molecular-weight heparin in thrombophilic women
receiving in vitro fertilization/intracytoplasmic sperm injection:

THEIZBITAIMWHEFA DR eI~ DR

A meta-analysis

Mzt

X

Risk Ratio %
Eﬁ& (95% CI) Weight
Zhang, et al., 2020 —*—‘— 1.34 (1.05, 1.70) 24.09
Tormene, et al., 2015 —;—0— 2.12 (1.32, 3.40) 10.60
Qublan, et al., 2008 —:—-0-— 1.66 (1.34, 2.08) 26.25
Xiong, et al., 2015 ;— 1.61(1.21,2.14) 20.23
Luo, et al., 2019 ——o— 1.11 (0.82, 1.51) 18.83
Overall, DL (* = 47.5%, p = 0.106) O 1.49 (1.25, 1.78) 100.00
Test of overall effect: z = 4 420, p <0.001
0 25
SRR
| &
E&H@Hﬁg (95% CI) Waeight
Zhang, et al., 2020 —-...— 1.39 (1.04, 1.86) 47.00
Qublan, et al., 2008 —— 1.74 (1,19, 2.54) 27.41
Xiong, et al., 2015 1.97 (1.00, 3.86) 8.71
Luo, etal., 2019 ——o— 1.23 (0.76, 2.00) 16.88
Overall, DL (f = 0.0%, p = 0.554) @ 1.50 (1.23, 1.82) 100.00

group and Study

HEER

Zhang, et al., 2020
Qublan, et al., 2008

Subgroup, DL (.f2 =0.0%, p=0.414)
Test of overall effect: z= 5.084, p<0.001

AR

Qublan, et al., 2008

1
—_—
[
I
——
'

Luo, etal., 2019

. L .

Subgroup, DL I =0.0%, p=0912)

MUMYIVUN, e T LYY, T VU

Test of overall effect: z= 3.647, p<0.001

> 2AYAU B k%ﬂ

~——

Risk Ratio
(95% Cl)

2.91 (1.33, 6.36)
2.05 (1.49, 2.81)

2.15(1.60, 2.89)

0.39 (0.08, 1.95)
0.35 (0.12, 0.98)
0.36 (0.15, 0.86)

LI T, W Ty

%
Weight

14.25
85.75
100.00

28.93
71.07
100.00

R?

(R°AY RV

I
0.0625

NOTE: Weights and ubgroup h

I
16

y test are from random-effects model; continuity correction applied to studies with zero cells

Test of overall effect: z= 3.974. p <0.001
I

025
NOTE: Weights are from random-effects model

MR DMTEEICRE > TMIRIE L

s (R1ERE

RAEFE=IXIVFR R IHIZBE &R LK), IVF/ICSIZ =2

BaFAN)UD®REL ARTAEZZ (T TS Mis L
DEGRIVITIRER, BFRITIRER, £ERZTWEL, RERTE
TEHEA =1L, HIMDYRIESHB.

(T5EE,

A Eﬁnﬁ LMWH 2% (358 &(RE, 73V —(CBE&EL), B, TRk 5E(EEELL.
2 TRCTRRTIZAY, Very-low-certainty evidence(H > TIL YA X, IEROERBEE L EIZKY) LAV EHY.

Chen J. et al., Acta Obstet Gynecol Scand. 2 O 2 3 Nov;102(11):1431-1439.
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Th1l/Th2A19%;



Increasing number of implantation failures and pregnancy
losses associated with elevated Th1/Th2 cell ratio

Th1l/Th2LEDLEE

FZEMHDH DIt (Fertile) , —lRAEAREE (Infertile) ,
RESKAZ (RIF), REFIREREX (RPL)DLI T

80 - a a a b 8- a a 40 = a a b
L 4
(7)) wn .
< %0 A v < & & Ly 301 -
> > ™ T v Y
— Yy 2 o\ Yy?Y
— 404 4a — 4- . € 204 " - v
3 Soo, L T Y g > LY
e - = . ,0®
— o105, ~ e -
c 20 - c 2= — 10+ .
— —
- "'ﬂ
D L LI L] L D L L l:l ] L] ]
Fertile Infertile RIF RPL Fertile Infertile Fertile Infertile RPL

Fertile: RIEABRICKSIRAVWHEREDLSD D, 1BRBEDOIFIRELNHDS. (General) Infertile: IVFEERER L, IFIRTEER
1B TFDZEE. RIF: H’ﬁg%ﬂﬂﬂﬁﬂ*’éﬁﬂb\f A#HE3FAH L TEREBNH S EHE. RPL: ZIEII«,{J:GJH!!EE?E#EZQ
{EENEIEE 2RSS

RIFCTh 2{&K{E, Thl/Th2ltS1E

Kuroda K. et al., Am J Reprod Immunol. 20 2 1 Sep;86(3):€13429.



Th1 cell levels

Th1/Th2flifatt EEERARIDICED IR HERRAZR DB £

80 + a a 8 4 a a a a a 40 ~ a

Fertile |

60 - . v 64 : 30
Infertile % oo, . §
40 — 4 A * £ 20 - ®
%2¢°* = S % L —E— e 5 Sos
20 - < 24 — 104
g s > :
== ®o0® A v A
0 | L) 0 I | I 1 ] 0 1
0 3 0 3 4 5 >6 0
BRI BRI 1)
RRFSHEEHAEX RRFSHEEHAEX RIS HEEIHAZX

a, b: ERX3XFR>EWVCHERICERSI I L&FRT (p< .05).

Th1={EEThl/Th2lE=1E :
4818 _EDEKRANI) & EE

Kuroda K. et al., Am J Reprod Immunol. 20 2 1 Sep;86(3):€13429.



Prospective cohort study
Immunosuppression with Tacrolimus Improved Reproductive
Outcome of Women with Repeated Implantation Failure and
Elevated Peripheral Blood Th1/Th2 Cell Ratios

RIFEEIZXT 54270 LRE 52D BIEERF

ERAER AL, n
HHE %/ B

BRI ARIERSAE B, n

FEEEEHE BEAE n
BIFIEEE (%)

4yl LR

BEH  FEEH
(n=25) (n=17)
25 17

1.4 £ 0.5 1.4 £ 0.5
16 11

9 6

68.9 70.8

ns

50U LRIC & BRBMHREL, Th1/Th2
tt b 5% 8 3 RIFEEDIERRERENET 3 1?

— - — ==\

zi% r‘ﬂﬂ#ﬂT FEHE-GS (+)3 (%)

BHEHT-YGS (+)F (%)
MEE (%)
H7E n

MBI £ ER (%)
RATRAARARFSAE - EE SR (%)

AR (%)

75.0
64.0
6.3
15
33.3
75.0
60.0

0
0

0
0
0
0

<0.0001
<0.0001

ns

ns Nakagawa K. et al., Am J Reprod Immunol. 20 1 5

<0.0001 Apr;73(4):353-61.
<0.0001

MR BRESIUVREN TS~ BIFLITEEEY &QEWHE(WH%J_% mm)IZETL, SEILL EDETARBAH L EE. HIETHIE FERER)—7, FEREE, FELXES,
NEBKELZL BEBETERE HSGRLUFEERETHHE). BECREEEDRELEHMOB S REEREDKRELL. DIXEDFHEFIEBIEE - (X EIERAELIEHE (SETEILDET),
ENR2BRIMLIEIRFIE BE TR0 LR S (n=25, IEHR 58 n=17). BRI EMHEBORENHEEDHLXMNE, BEETCREROHLIXZM, SNBLURNIZVIFUEEER T4, &

KEF-ITEGEEOMEEREADH LK.
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Retrospective study
Effect of the endometrial thickness

on the live birth rate: insights from
FERIEE EEEREOD N

959 single euploid frozen embryo

transfers without a cutoff
for thickness Programmed [ ] No live birth ] Live birth
1.00
-, 0.75
g 0.50
(i3]
a

REEE DRELEN?
7mmicClzbh B THELL!?

8 10 12
Endometrial thickness

0.00
- B

[x5k] IEESEEESER (D5, 6: 3CCl E%&Biopsy=it), SET. F=EF. SAEKIEESFRS
[5i%] Programmed cycles (n=644): trilaminar pattern (E¥5110-16HH) TP 5kitA.
ARIEETH v > IL UV PSS D1 208542 (CET.

tNC (n=315) : LHELRZDEEDIET &PE=1.5 ng/mITHEE & ¥Eh U CTPRIA.
HESRE 5B B (CET.
Ata B. et al., Fertil Steril. 20 23 Jul;120(1):91-98.
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Meta-Analysis

The efficacy of intrauterine infusion
of platelet rich plasma in women undergoing

PRP? e ADBREIZT AR

Control Risk Ratio Risk Ratio
Study or Subgroup Evems Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Eftekhar et al 2018 14 66 6 B4 00%  226(0.93552 2018 —
chang st al 2018 18 68 7 B0 108%  2.39(1.08,530) 2019 ——
Allahveisi et al 2020 e 22 10 27 121%  1.10(0.55 223 2020 ——
Xu et al 2022 56 206 37 210 204%  1.54(1.07,2.23) 2022 -

3 s yuanetal 2022 18 72 7 B6 103%  2.36(1.056.28) 2022 ——
PRPEAT Ershadi et al 2022 3100 43 114 209%  0.95(0.67,1.36] 2022 -
1.634ZBENN safdarian etal 2022 38 138 19 158 168%  235([1.43,387] 2022 ——

Total (95% CI) 673 100.0% | 1.63[1.17,2.26] *

Total events -
Heterogeneity: Tau®: ; ‘IIEI 1E|D=
Test for overall effect rol] Favours [PRP] )

S
PRP | mnm/T U/ I & FIERIFI—AY v R

PRP Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% ClI
Eftekhar et al 2018 258 079 33 1.89 046 33 208% 0.69[0.35,1.00] 2018 -
2283 07 30 071 127 30 178% 1.58[1.06,2.10] 2014 —
=
?EWEEU)%"E 133 058 34 0413 075 30 204% 1.20[0.86,1.54] 2014 =
- 136 427 186 216 532 187 118% -080[}1.75 015 2022 R
PRP%IA—G:F'&OSZ mmEl’\ 2 27 127 3% 16 114 35 17.2% 1.10[0.53,1.67] 2022 —
pan et al LUis 076 276 64 034 242 54 120%  042[051,1.35 2023 R
Total (95% CI) 392 379 100.0% 0.82 [0.35, 1.29] < >
Heterogeneity: Tau®= 0.25; Chi®= 24.89, df= 5 (P = 0.0001); F= 80% !4 52 5 5 i
Test for overall effect: Z= 3.41 (F = 0.0007) Favours [control] Favours [PRP)

P

X IVF/ICSEAERP DRI, PRPEIETSEREE F 4 \platelet-rich plasmaZzFEEIZEA. 5 2130.5 ml, 0.5-1.0 ml,1.0 ml,
=21.5ml, . &xHZ LR SFHIXETO48FF/IFT, ZDfth, AR EH8-13B DM, ETM3AHI.

Shalma NM. et al., BMC Pregnancy Childbirth. 20 2 3 Dec 8;23(1):843.
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Multicentre, open-label randomized controlled trial
A 5-year multicentre randomized controlled

trial comparing personalized, frozen and g*l_ %ﬁﬁ% F ’ﬁﬁﬁ%
fresh blastocyst transfer in IVF *}J EHI 1=} t g (=D 1=

PET*  HIETRAZARFEAE SHEERRFEAE PET vs. EGERLAZ AT 8 4B PET vs. S iTF84E

(n=80) (n=92) (n=94) RR (95%Cl) p RR (95%Cl) p
HFIESR, n (%) 58 (72.5) 50 (54.3) 55 (58.5) 1.33 (1.06-1.68) 0.01 1.24 (1-1.54) 0.057
H5EE, n (%) 63/110 (57.3) 60/139 (43.2) 58/150 (38.6) 1.33 (1.03-1.70) 0.03 1.48 (1.14-1.92) 0.004
HEFEE n (%) 45 (56.2) 39 (42.4) 43 (45.7) 1.33 (0.98-1.80) 0.09 1.23 (0.92-1.65) 0.17
EApA 40/45 (88.9) 30/39(76.9)  33/43(76.7) 1.16 (0.95-1.41) 0.16 1.16 (0.95-1.41) 0.16
Z 8 (TR 5/45(11.1)  9/39(23.1)  10/43(23.2) 0.48 (0.18-1.32) 0.16 0.48 (0.18-1.28) 0.16
ERERIREE, n (%) 9/58 (15.5)  7/50 (14.0) 3/55 (5.4) 1.11 (0.44-2.76) 1 2.84 (0.81-9.97) 0.13
L2 BT YR, n (%) 4/58 (6.9) 4/50 (8.0) 8/55 (14.5) 0.86 (0.23-3.27) 0.47 (0.15-1.49) 0.23

ERAdjff*%(;E( pET(d:ﬁFE

B e, n

REIE EFBHEIZ KSR, n 18 15 4

RIEEIEE, n (%) 76/80 (95)  65/92 (70.6)  59/94 (62.8) 1.34 (1.17-1.55)  <0.0001 1.51(1.28-1.78)  <0.0001
REEEE, n (%) 57 (71.2) 51 (55.4) 46 (48.9) 1.28 (1.02-1.62) 0.04 1.46 (1.13-1.87) 0.003
Hiph 51/57 (89.5) 41/51(80.4)  34/46 (73.9) 1.11 (0.95-1.31) 0.28 1.21 (1-1.47) 0.066
Z B (& TWRR) 6/57 (10.5) 10/51(19.6)  12/46 (26.1) 0.54 (0.21-1.37) 0.28 0.40 (0.16-0.99) 0.066
ZIREERTRE, n (%) 10/76 (13.2)  8/65 (12.3) 3/59 (5.1) 1.07 (0.45-2.55) 1 2.59 (0.75-8.99) 0.15
FZIFEERIITIR, n (%) 9/76 (11.8) 6/65 (9.2) 9/59 (15.3) 1.28 (0.48-3.41) 0.78 0.78 (0.33-1.83) 0.62
ZIEE TR, n (%) 0 (0.0) 0(0.0) 1/59 (1.7)

FBEODIEDIRIBHEEL 3.05+1.61 2.13+0.34 3.5+1.29 0.92 (-0.11-1.97) 0.09 -0.45 (-2.13-1.24) 1

SR IVFEZTAHEZAIEIELEE, BL-ET (D5 or D6), 37i% LL T, BMI 18.5-30, normal ovarian reserve (antral follicle count =8 and FSH <8 IU/ml).
|3A5'1~ RERE 2RI LEDIEFERERE-IIBARARERENH D), ERAE (BIFHEZEZIEBHELIVFEEAAIEILL EDOKRBLTLNDS), F-IEEE BT (55

?<200E/m|) * PETﬁi: ERA@E%E%?TBHE*?*E H §5kEL’T: (HRTEJ 'ﬁﬂ) Simon C. et al., Reprod Biomed Online. Sep;41(3):402-415.



Prospective cohort study

Routine endometrial receptivity array
in first embryo transfer cycles does
not improve live birth rate

AP HEER )T
. ERAJESEE vs. ERASENE
228%,
IF &5 14 BE-SET, = =

AL AT R ERASESHE ERAZIE
| |

( ERAJESEHE WERA%HE w HER 45 (55.6) 83 (56.5) .89
n=81 (35.5%) n=147 (64.5%)

TEHD (y): 34.€ " oy

ERA@%*%&.E( pET(XEH? . .

*: p=.0001, **: p<

—| ERA receptive: 60 (40.8%) TL—FAYSIHK I/01 (14.0) 1o/11/\13.4) 91
p . TREEER 7/53 (13.2) 15/99 (15.2) .75
ERA non-receptive: 87 (59.2%) 4o i
» Pre-receptive: 81 (93.1%) RE
o +12 hrs: 35/81 (43.2%) X&R: #)[BIFET, IESE4ERE (AEAERA), programmed cycle.
+24 hrs: 45/81 (55.6%) ERAJEESEEE, ERASENEEE (pETEIE) T/ABIELLER
+48 hrs: 1/81 (1.2%)
» Post-receptive: 6 (6.9%)
-12 hrs: 1/6 (16.7%)
-24 hrs: 5/6 (83.3%)

Riestenberg C. et al., Fertil Steril. 2 O 2 1 Apr;115(4):1001-1006.
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Review
The Role of Mitochondria in Human Fertility and Early Embryo

Development: What Can We Learn for Clinical Application of t I\ HZ: ‘ : 3:5 (j’ é mt D N A’g % 0)

Assessing and Improving Mitochondrial DNA?

> mtDNAE B =DIEMM

===
n:l:ﬁﬁtﬁnm JEER
Material N Aneploidy | Morphology Implantation Live Birth Maternal Age
Ritu et al., 2019 TE 287 . . . . .
Scott et al., 2020 TE 615 - . . * .
Wu et al., 2021 TE 1301 - . . .
El-Damen et al., 2021 TE 355 - o/ . . .
B 39 . -

Lee et al., 2019 TE 998 N N N
B 112 . - .

E%&'I‘gitIE @*H Faggﬂ_:j— De Munk et al., 2021

i mtDNAﬁgazFﬁﬁ ( NOT RECOMMENDED)

FeZN R & IEDHEES 1?

b

+ 7. &

112

EI\:‘/I:|J7/72/A%E$ Fragouli et al., 2015

E I\:l > PIJ 7%@ Fragouli et al., 2017

Ehmczak et al., 2018 1E Lol - - . .

de Los Santos et al., 2018 TE 465 & . - .

Victor et al, 2017 TE 1396 . . .
B 39 - - .
TE 340 ] . .
TE 199 - - .

Ravichandran et al., 2017 TE 1505 - . . .

Treff et al., 2017 TE 374 - . . .

Shang et al., 2018 5 149 . . » - .
TE 250

Podolak et al., 2022

B

314

N: 2T ILP A X, TE:

BLEETANIEZE, B: 15k () E0iEE @ B0 @ kL
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PICSI

E7ILOCEEESE I DIEMERANT, RRAEFOERZIT S K.

FALSTR

FERNHESERE
(EMMA/ALICE)

BESRCHABSNIEOASICE DT, MEEF DM Z —ERlR TEEE
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Randomized Controlled Trial

Stimulation of endometrium embryo transfer (SEET):
injection of embryo culture supernatant into the
uterine cavity before blastocyst transfer can
improve implantation and pregnancy rates

SEETiE vs. IRERIZHE (3> bO—)L&#)

ArEZ R t%4E
SEET et

i AR B I DR % 20 12 .006

B R 0T iR 17 10

% SEETHIIEME
ERERA T y !? .006
Eﬁg/ﬁwuu; \ vy 1 1L.0\c9/9<) 7.0 \11/97) .007
mm;&b-hCG (IU/mL) on day 30 248+184 138 +163 .036
I RS ZA—IL (pg/mL) on day 23 370£224 350.5+195 764
704 XT7AY (ng/mL) on day 23 6.7%+3.6 7.1+2.8 682

* 1 BEPRIITIREE - GS(+), * 2 BIRE: GSE/IB AR #k

Goto S. et al., Fertil Steril. 2 O O 7 Nov;88(5):1339-43.



[Intervention Review]

Endometrial injection of embryo culture supernatant for subfertile

women in assisted reproduction S E ET}E VS . *%ﬁﬂz_;*g*ﬁ

<37i%

>37m%

a5 PR U

Supernatant fluid No intervention 0Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.3.1 Age = 37
Goto 2009 29 48 26 48 17.4% 1.29 [0.57, 2.90] N
Kamath 2015 14 30 16 30 14.4% 0.77 [0.28, 2.11] S
Tehraninejad 2012 36 45 30 45 10.1% 2.00[0.77,5.21] B
Zhu 2010 22 45 20 45 17.3% 1.20 [0.52, 2.74]
Subtotal (95% CI) 59.3% 1.26 [0.81 , 1.96]
Total events:
Heterogeneity: S E ETE ( I ﬂ}"'
Test for overal! l “
1.3.2 Age > 37
Prapas 2012 41 93 44 97 40.7% 0.95 [0.54, 1.68]
Subtotal (95% CI) 93 97  40.7% 0.95 [0.54 , 1.68] z
Total events: 41 44

Heterogeneity: Mot applicable
Test for overall etfect: Z = 0.18 (P = 0.86)

Total (95% CI) 261 265 100.0% 1.13 [0.80, 1.61] ’

Total events: 142 136

Heterogeneity: Chi? = 2.41, df = 4 (P = 0.66); I* = 0% bl oh j 0 10

Test for overall etfect: Z = 0.69 (P = 0.49) Favours no intervention Favours supernatant fluid

Test for subgroup differences: Chi? = 0.58, df = 1 (P = 0.45), I* = 0%

Siristatidis CS. et al., Cochrane Database Syst Rev. 2 0 2 0 Aug 14;8(8):CD013063.
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Retrospective cohort study

Sequential embryo transfer

versus double cleavage-stage - 'E ﬂ"‘ 'E 'E _I =
embryo or double blastocyst _En'B H *g*l_ tﬂ gﬂﬂ @*g* H *g*l_ﬁ }
transfer in patients with — PR 1; Im 2 I—@ 1; Y
recurrent implantation failure

with frozen-thawed embryo

transfer cycles: a cohort study 4 0,

63.6%
60.0% 56.4% 55.7%
50.0% 7. 1%
40.0%
o K T =1 | P *
: —
20. I n E — I L o = 0]
, 5%
10.0% 35
1.4%g 404
0.0%
Implantation rate  hCG positive Chnical Early Ectopic Multiple
rate pregnancy rate fmiscarriage rate Jpregnancy ratef| pregnancy rate
Sequential ET (excluded cycles of blastocyst cultured failure) Blastocyst transfer

* p<0.05

X5k 3EHALL EDETARRRIID S B BE T, EHEET (D3#HAE 1{E+ D5/ 6 5222 1{8: D3EZFAR - ET4, MD#HIE(EBLEE % UBLET)
KHEREIRA (253FH). RERAFIEISHE (HRT, NC, Stimulation®W3' NHTHREEREE).

> bO—JL&f: D5/6MREER2{EET (493/EHA).

&S : PGT-A, -SREEES, IIFIRMHEAR, NIEE< 6 mm, BEREKREEE.

Gao J. et al., Front Endocrinol (Lausanne). 2023 Sep 8;14:1238251.
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Meta-a nalysis Fﬁﬂ’]yiuﬁ Endometrial Injury  Control Fizad—afiect Risk ratio Waight

. . . Yes Mo Yes No Mariici- Haanssal modal with 853 CI (%)
The role of endometrial scratching prior Karim Zadeh o al. 2008 2 o 2 o > tvztezs 1 tes
H H HH H . H Karimzadeh et al., 2008 19 45 4 63 219[1.11, 8.21] 0.29
to in vitro fertilization: an updated systematic rermzen el 2o S e ey
reVieW and meta-a nalysis Marvekar et al., 2010 16 33 7 44 —— 238[1.07, 528 049
Safdarlan et al, 2011 7 43 4 46 - 1.75 [ 0,55, 5.61] 0.28
EE Endometrial Injury  Control ¥ Fixed-effect Risk ratio Waeight Baum et al., 2012 o 1w 5 N 0.0a[0.01, 1.52] 039
Yes No Yes No Mantel—Haenszel model with 95% CI (%) Inal at al., 2012 a0 20 17 33 ——  1.76[1.13, 276] 1.2
Karimzade et al., 2010 7 70 23 56 e 0.31[0.14, 069] 221 Shohayeb e al., 2012 g2 73 18 87 —-  178[107. 296 128
| Nasiri et al, 2013 38 4 23 B8 - 1700143, 2561 164
Narvekar et al., 2010 11 38 5 46 |—'— 229[0.86, 6.11] 048 Guven et al., 2014 - 35 18 44 [ 1500003, 243] 128
Baum et al., 2012 0 16 4 12 | 011[0.01, 1.91] 044 Yeung et al., 2014 51 @3 57 93 - 0.89[0.66, 1.21] 4.08
Inal et al., 2012 22 28 12 38 ——  183[102 320 1.17 Gibresl et al, 2015 o5 98 80 114 N 110[0.96, 149] 508
Shohayeb et al., 2012 28 77 14 91 = 200[1.12, 3.58] 136 ¥u et al, 2015 7 & & & L 126 [0.57, 2.76] 0.41
Nastri et al.,2013 33 45 18 61 |—0— 1.83[1.13, 287] 175 Zhang et al.,, 2015 17 99 5 &2 ——— 346[1.37, B.74] 035
Guven et al., 2014 19 43 11 51 T 1.73[0.90, 3.32] 1.07 Aflatocnian at al., 2016 0 40 16 34 - 0E2 (0031, 1.24] 1.4
Yeung et al., 2014 39 it to_ton o e TR, SOM S SIS W VLS VUM . S R - 1051064, 1.73] 142

Gibreel et al., 2015 o1 - | 1.18[ 067, 2.09] 111
Singh et al., 2015 10 \\ 1.04 [ 0.58, 1.88] 0.94
095056, 1.600 147

Xu et al., 2015 5
"= 1.10[0.76, 1.61] 250

Shahrokh-Tehraninejad et al., 2016 14
11T [ 062, 2.23] 092

Lidatel: 2017 (lessl phass) N ! S S Maged et al, 2018 61 B9 41 109 . 1.49[1.08, 2.06] =292
Liu et al., 2017 (proliferative phase) 15 23 16 20 —— 0.89[0.52, 1.52] 1.60 Pecoring et al, 2018 0 S0 4 a8 250[0.85, 731] 0.28
Mak etal., 2017 %2 8 29 B - 1.09[0.71, 1.66] 2.83 Sheril et al,, 2018 15 15 g 22 e 1BB[0.84, 3.75] 057
Tketal., 2017 14 41 12 44 . 1.19[0.60, 2.33] 1.16 Eksew ot al., 2018 25 o8 PE 13 —t 0.79[0.55 1.5 211
Eksew et al., 2019 23 30 28 19 -t 0.73[0.49, 1.07] 288 Franiz et al., 2019 6 82 23 TO —et 0B6[ 03T, 1171 168
Gurgan et al., 2019 27 126 14 138 —— 1.92[1.05, 351] 137 Gurgan et al., 2018 a2 121 18 134 e 1.77[1.04, 3.01] 1.28
Hilton et al., 2019 13 12 9 17 - 1.50[0.79, 287] 0.86 Hilton et al., 2019 13 12 12 14 —— 113[ 064, 1.97] 0B84
Lensen et al., 2019 180 510 176 498 ‘ 1.00[0.84, 1.19] 17.31 Lensen et al., 2019 217 473 210 484 ® 1.01 [ 0.86, 1.18] 1812
Olesen et al., 2019 47 104 937 116 _l.._ 1.29[089, 1.86 357 Olesen et al., 2019 55 98 50 103 - 111082, 1.52] 354
Berntsen et al., 2020 20 102 13 94 . - 135[071, 258 1.35 |zquiarda et al., 2020 ACREESOE E . 1.06[0.80, 1.26] 7.28
lzquierdo et al., 2020 96 80 85 Of I8 113[0.62, 1.38] 8.26 Mackane ot al., 2020 4456 40 * 1.10(0.78, 1.62] 285
Ti I, 2020 64 48 48 &2 1.33[1.02, 1.74] 342
Mackens et al., 2020 32 68 36 64 - 0.89[0.60, 1.31] 3.50 g eta - * 102 1.1
| Van Hoogenhuijze et al., 2020 126 346 111 363 L] 1.14[0.91, 1.42] 788
Tang etal,, 2020 1 59 36 64 " 1291083, 1.79] 367 Matwally ot al., 2021 223 300 213 32 L ] 1.05[0.91, 1.21] 1513
Van Hoogenhuijze et al., 2020 110 362 88 386 k 1.26[0.98, 1.61] 854 Zahiri et al., 2024 A TE 44 7O - 82057, 1171 343
Metwally et al., 2021 202 321 195 330 + 1.04[0.89, 1.21] 1892 Noari et al., 2022 14 35 13 o7 0.86[0.46, 1.62] 1.03
Turktekin et al., 2022 8 22 8 22 _I_ 1.00 [ 0.43, 2.31] 0.78 Turktekin ot al., 2022 i0 20 10 20 JE — X 45 ! .71
e B _ 2 _ . 2
Hetstogsnelty: I' = 48.803., H'=1.58 Favours Control | Favours Endometrial Injury Hoterogenally: I'm 47.48%, H' = 1.00 Favours Control | Favours Endametrial Injury
Testof6=0:z=23.26, p=0.00 | Testof 1= 00z = 3.680, p= 0.00

T

1128 116 1/2 4 1128 116 ‘I
* control: placebo/sham or no intervention lakovidou MC. et al., Reprod Biol Endocrinol. 20 2 3 Oct 2;21(1):89.
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Endometrial Injury ~ Control Fixed—effect Risk ratio Weight Endometrial Injury  Control Fixed—effect Risk ratio Weight
Study Yes No Yes No Mantel-Haenszel model with 95% ClI (%) Study Yes No Yes No Mantel-Haenszel model with 95% CI (%)
Narvekar et al., 2010 1 a8 ¥ 48 229[086, 6111 048 | oo etal, 2010 180 510 176 498 @ 1.00[0.84, 1.19] 17.31
alohayeesal, 2212‘? & I 1% 9 —— 200[112, 358 136  iorageneity: F = 100.00%, H2 = 1.00 § 1.00[0.84, 1.19]
Baum et al., 2012 0 16 4 12 0.11[0.01, 1.91] 044 .
Inal et al., 2012 22 28 12 38 ——  1.83[1.02, 3.29] 147 IZZ: Z: :i_z ST'ZQ_(O_)[):OO{OO’_pO:ég
Nastri et al.,2013 33 46 18 61 ——  1.83[1.43, 297] 1.75 SRS
Yeung et al., 2014 39 111 48 102 - 0.81[057, 1.16] 467  ETeycle
Singh:stal,, 2015 o = e 2 ——3.33[1.02,1092] 029  garimzade et al,, 2010 7 70 23 56 e 0.31[0.14, 0.69] 221
Gibreel et al., 2015 91 102 74 120 . 1.24[0.98, 1.56] 717  cuvenetal 9014 43 . 1731000 3491 107
- AN = e ‘ 7
ETHD ISy F] hERR
= 3
Tk etal., 201/ 1441 12 44 —— 1.1910.60, 233] 196 Tegiofo, = 0: Q) = 11.49, p = 0.02
Olesen et al., 2019 47 104 37 116 . 129[0.89, 186] 357  Testofg=0:2z=-097,p=033
Hilton et al., 2019 13 12 9 17 — 150[0.79, 2.87] 0.86
Gurgan et al., 2019 27 126 14 138 —e— 1.92[1.05, 3.51] 1.37 Overall . 1.12[1.05, 1.20]
Eksew et al., 2019 23 30 28 19 - 073[049, 1.07] 288  Heterogeneity: I> = 46.30%, H* = 1.86
Tang et al., 2020 51 59 36 64 e 1.29[0.93, 1.79] 3.67 Testof 8 =0:z=3.26, p=0.00 Favours Control | Favours Endometrial Injury
lzquierdo et al., 2020 9% 80 85 91 ™ 113[092, 138] 826  _ T ————
Van Hoogenhuijze et al., 2020 110 362 88 386 L g 1.26[0.98, 1.61] 8.54 1/1I28 1/|16 1)2 21
Berntsen et al., 2020 20 102 13 94 e 1.35[0.71, 2.58] 1.35
Metwally et al., 2021 202 321 195 330 & 041089 18.92
Heterogeneity: I = 39.72%, H* = 1.66 | 1.18[1.09, 1.27]
oSt Bm B L2 w455, - 0.00 * 1 ETRMKXDaIDRERITRSE: §1) IVFEIRERADIBEHA, ETICSEIE D IIVFRIRADE &R, $E50E (FRIp4.
VEsEaT =15 2=Aln P~ 100 , =2 USRI IS DR S )R &

* 2 Baum et al., 2012: Double scratch, Day 9-12 and 21-24 of the spontaneous cycle
preceding IVF (control: sham procedure).
* 3 Mixed: “Preceding cycle” &"ET cycle”®W\d'hnh

o

1128 1716  1/2

Iakovidou MC. et al., Reprod Biol Endocrinol. 2023 Oct 2;21(1):89.



Endometrial Injury ~ Control Fixed—effect Risk ratio Weight

Study Yes No Yes No Mantel-Haenszel model with 95% CI (%)
{*ﬂ&*ﬁ*mm E;& t No previous failed IVF cycle
;ﬁwﬂﬁ a —_ W ? /\ E’ B Guven etal., 2014 19 43 11 51 —— 1.73[090, 3.32] 1.07
Z @EE OD Liu et al., 2017 (luteal phase) 10 22 13 23 — 0.87[0.44, 1.70] 1.19
E 7 J s Liu et al., 2017 (proliferative phase) 15 23 16 20 —— 0.89[0.52, 1.52] 1.60
Metwally et al., 2021 202 321 195 330 O 1.04[0.89, 1.21] 18.92
Heterogeneity: I* = 0.00%, H* = 1.00 ] 1.05[0.91, 1.21]

Test of 6;= 0;: Q(3) =2.94, p = 0.40
Testof8=0:z=0.70,p=0.48

At least one previous failed IVF cycle
Narvekar et al., 2010 11 38 5 46 —=—— 229[086, 6.11] 0.48
Inal et al., 2012 22 28 12 38 —— 1.83[1.02, 3.29] 1.17

KAk A5 ZARRID R R2EAH coren o1 2008 o w0 76 120 M g Jo
Y ibreel et al., E .98, : .

x4 % % . Wﬂﬁ%ﬁg&ﬁiﬁﬁﬁ%fﬁ% Tk etal., 2017 14 41 12 44 el 119060, 233] 1.16

(ﬁ%&*ﬁ@*ﬁib\‘* D%b\;ﬁ%) Olesen et al., 2019 47 104 37 116 ‘o~ 129[089, 1.86] 3.57

Van Hoogenhuijze et al., 2020 110 362 88 386 el 1.26[0.98, 1.61] 854
Berntsen et al., 2020 20 102 13 94 —e 0 8l 1.35
Heterogeneity: I* = 0.00%, H* = 1.00 ) 1.33[1.16, 1.53]

Test of 6= 8;: Q(7) =5.37, p = 0.62
Testof 6=0:z=23.98, p=0.00

[RIRRDISYF] (&, RIBICKDBA!

1ESLUI U = 0. (V) = U.UU, P =.

Testof06=0:z=0.22, p=0.83

At least three previous failed IVF cycles

Baum et al., 2012 0 16 4 12 0.11[0.01, 1.91] 0.44
Shohayeb et al., 2012 28 77 14 91 —— 2.00[1.12, 3.58] 1.36
Gurgan et al., 2019 27 126 14 138 e 1921105 3.51 1.37

Heterogeneity: I° = 49.75%, H = 1.99 (@] 1.70[1.14, 2.54]

Testof 6;=6:Q(2) =3.98, p=0.14
Testof 8 =0:z=2.60, p=0.01

Heterogeneity: I” = 31.08%, H® = 1.45
Testof ®=0:z=4.10, p=0.00 Favours Control | Favours Endometrial Injury

Test of group differences: Q,(3) = 8.38, p = 0.04

lakovidou MC. et al., Reprod Biol Endocrinol. 2023 Oct 2;21(1):89. : :
1128 1/16 1/2 4
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