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Grade C Grade A/B Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Peng et al. 2020 42 132 334 717 21.0% 0.54 [0.36, 0.79] .
Murugappan et al. 2020 19 38 389 622 13.9% 0.60[0.31, 1.15] =
Boynukalin et al. 2020 25 70 369 620 17.4% 0.38[0.23, 0.63] B

Nazem et al. 2019 41 127 1102 2109 21.4% 0.44 [0.30, 0.64] -

Sekhon et al. 2019 1 50 541 1057 13.4% 0.27 [0.14, 0.53] -

Zhao et al. 2018 2 16 387 898 4.3% 0.19[0.04, 0.83] -

Irani et al. 2017 5 37 222 380 8.6% 0.11[0.04, 0.29] - =

Total (95% Cl) 470 6403 100.0% 0.37 [0.27, 0.52] E S

Total events 145 3344

Heterogeneity: Tau? = 0.10; Chi# = 12.90, df =6 (P = 0.04); I = 53% !

Test for overall effect: Z =5.76 (P < 0.00001) 0.01 Lowgrjin Grade C 1 Higher in G1r(a)1de C 100

Figure 2. Grade C inner cell mass (ICM) was associated with a lower live birth rate per euploid transfer than Grade A/B ICM.

Reduced inner cell mass (7 studies, OR: 0.37, 95% ClI:
0.27-0.52)
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Grade C Grade A/B

Odds Ratio

Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Irani et al. 2017 16 58 211 359 7.4% 0.27 [0.14, 0.49]

Zhao et al. 2018 23 84 366 830 9.1% 0.48[0.29, 0.79] =

Nazem et al. 2019 185 463 958 1773 14.8% 0.57 [0.46, 0.70] E=

Rienzi et al. 2019 56 237 288 593 12.1% 0.33[0.23, 0.46] il

Sekhon et al. 2019 87 220 465 887 13.0% 0.59[0.44, 0.80] -

Boynukalin et al. 2020 222 407 172 283 12.8% 0.77 [0.57, 1.05] —
Murugappan et al. 2020 33 71 375 589 9.2% 0.50[0.30, 0.81] —

Peng et al. 2020 111 270 265 579 13.1% 0.83[0.62, 1.11] ™

Zhou et al. 2021 24 99 81 217 8.5% 0.54 [0.31, 0.92] =

Total (95% CI) 1909 6110 100.0% 0.53 [0.43, 0.67] &

Total events 757 3181

Heterogeneity: Tau? = 0.07; Chi2 = 26.99, df = 8 (P = 0.0007); I = 70% :o. o of P 3 1*0 7 00=

Test for overall effect: Z = 5.56 (P < 0.00001)

Lower in Grade C Higher in Grade C

Figure 3. Grade C trophectoderm (TE) was associated with a lower live birth rate per euploid transfer than Grade A/B TE.

TE quality (9 studies, OR: 0.53, 95% Cl: 0.43-0.67
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Poor quality High quality Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
Capalbo et al. 2014 7é 13 99 202 9.1% 1.21 [0.39, 3.74]

Cimadomo et al. 2018 (a) 5 68 385 894 10.7% 0.10 [0.04, 0.26]

Irani et al. 2018 (b) 33 112 336 589 14.6% 0.31[0.20, 0.49] T
Cimadomo et al. 2019 (b) 21 193 757 1690 14.5% 0.15[0.09, 0.24] -

Vinals Gonzalez et al. 2019 6 10 115 169 7.9% 0.70[0.19, 2.60] - =
Jietal. 2020 58 145 111 215 14.7% 0.62 [0.41, 0.96] — =

Chen et al. 2021 44 112 193 357 14.7% 0.55[0.36, 0.85] ==

Wang et al. 2021 30 69 146 268 13.9% 0.64 [0.38, 1.10] — & r
Total (95% CI) 722 4384 100.0% 0.40 [0.24, 0.67] ’

Total events 204 2142

i 2.~ . i2 = = 2 = 0 I T t
Heterogeneity: Tau? = 0.41; Chi? = 41.68, df =7 (P < 0.00001); I> = 83% 0.01 01 1 10 100

Test for overall effect: Z = 3.53 (P = 0.0004) Lower in Poor quality Higher in Poor quality

Figure 4. Poor-quality blastocysts (<BB) were associated with a lower live birth rate per euploid transfer than high-quality blastocysts.

overall blastocyst quality worse than Gardner’s BB-grade
(8 studies, OR: 0.40, 95% Cl: 0.24-0.67
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Day 6-7 Day 5 Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Capalbo et al. 2014 24 47 82 168 3.0% 1.09 [0.57, 2.09] O
Taylor et al. 2014 (c) 23 39 26 50 1.9% 1.33[0.57, 3.09] R Db
Minasi et al. 2016 40 116 52 113 4.0% 0.62 [0.36, 1.05] ]
Piccolomini et al. 2016 22 60 45 131 3.1% 1.11[0.59, 2.09] R pERE
Barash et al. 2017 (b) 109 233 166 270 6.7% 0.551[0.39, 0.79] R
Cimadomo et al. 2018 (a) 176 532 214 430 8.9% 0.50 [0.38, 0.65] T

Irani et al. 2018 (b) 150 335 221 366 7.9% 0.53[0.39, 0.72] -
Hernandez-Nieto et al. 2019 568 1497 1311 2321 12.5% 0.47 [0.41, 0.54] bl
Kimelman et al. 2019 11 19 60 93 1.4% 0.76 [0.28, 2.07] - 1
Sekhon et al. 2019 167 396 394 739 9.3% 0.64 [0.50, 0.82] -
Whitney et al. 2019 69 108 112 145 3.8% 0.52[0.30, 0.91] e
Boynukalin et al. 2020 69 166 334 541 6.8% 0.44 [0.31, 0.63] o
Jietal. 2020 79 176 90 184 5.6% 0.85[0.56, 1.29] ™
Peng et al. 2020 79 233 297 616 7.6% 0.551[0.40, 0.75] RhLiE
Sardana et al. 2020 10 25 38 72 1.6% 0.60 [0.24, 1.50] -
Chen et al. 2021 91 232 146 237 6.4% 0.40 [0.28, 0.58] EEE

Wang et al. 2021 68 168 108 169 5.2% 0.38 [0.25, 0.60] I

Zhou et al. 2021 70 245 35 71 3.9% 0.41[0.24, 0.71] e
Total (95% CI) 4627 6716 100.0% 0.56 [0.49, 0.63] ¢

Total events 1825 3731

Tag 2 — - Chi2 = = = -2 = 479 } } }
Heterogeneity: Tau? = 0.03; Chi?=31.91, df =17 (P = 0.02); P =47% 0.01 01 ] 10 100

Test for overall effect: Z=9.13 (P < 0.00001) Lower in Day 6-7 Higher in Day 6-7

Figure 5. Day 6-7 blastocysts were associated with a lower live birth rate per euploid transfer than Day 5 blastocysts.

developmental delay (18 studies, OR: 0.56, 95% Cl: 0.49-0.63)
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Age > 38 Age < 38 Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Harton et al. 2013 67 133 131 210 9.1% 0.61[0.39, 0.95] 2013 =
Barash et al. 2017 (a) 105 189 98 179 10.1% 1.03 [0.68, 1.56] 2017 -
Irani et al. 2019 179 330 242 455 17.3% 1.04 [0.79, 1.39] 2018 i -
Lee et al. 2019 (a) 33 61 95 174 5.6% 0.98 [0.55, 1.76] 2019 I
Boynukalin et al. 2020 144 253 259 454 15.3% 0.99[0.73, 1.36] 2020 .
Reig et al. 2020 1159 2186 3550 5989 40.4% 0.78[0.70, 0.86] 2020 m
Tong et al. 2021 8 23 41 102 2.3% 0.79[0.31, 2.04] 2021 - 1
Total (95% CI) 3175 7563 100.0% 0.87 [0.75, 1.00] é
Total events 1695 4416

P 2 _ . 2 e - .12 =710 | } } |
Heterogeneity: Tau? = 0.01; Chi#=8.75,df=6 (P =0.19); I?’=31% 0.01 01 ] 10 100

Test for overall effect: Z = 1.92 (P = 0.05)

Lower in Age = 38 Higherin Age > 38

Figure 7. Women >38 years were subject to lower live birth rates per euploid transfer than women younger than 38.

Slightly lower LBR, even in the context of PGT-A, was
reported among women 38 years (7 studies, OR: 0.87, 95%

Cl: 0.75-1.00)
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Infertile patients

Unexplained infertility

Odds Ratio

Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Taylor et al. 2014 (a) 42 81 25 33 21.1% 0.34[0.14, 0.85] 2014 EE
Boynukalin et al. 2020 334 608 69 99 354% 0.53[0.34, 0.84] 2020 —
Meng et al. 2021 1000 1901 267 495 43.5% 0.95[0.78, 1.16] 2021 L |
Total (95% Cl) 2590 627 100.0% 0.62 [0.35, 1.10] -
Total events 1376 361
ity 2 = . i2 = = = 12 = 0, I } } i
Heterogeneity: Tau? = 0.18; Chi*=9.02,df =2 (P = 0.01); I?=78% 0.01 01 ] 10 100

Test for overall effect: Z=1.64 (P = 0.10)

Lower in Infertile Higher in Infertile

Women with a diagnosis of infertility showed similar live birth rates per euploid transfer to women with idiopathic infertility.
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PCOS no PCOS Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Luo et al. 2017 25 67 97 201 14.5% 0.64 [0.36, 1.13] 2017
Boynukalin et al. 2020 48 90 320 550 23.3% 0.82[0.53, 1.28] 2020
Meng et al. 2021 117 226 1150 2170 62.1% 0.95[0.72, 1.25] 2021
Total (95% CI) 383 2921 100.0% 0.87 [0.70, 1.08]
Total events 190 1567
[P 2 = - Chiz = = - - 12=0o I } f } i
Heterogeneity: Tau? = 0.00; Chiz=1.62, df =2 (P = 0.44); I = 0% 0.01 01 ] 10 100
Test for overall effect: Z=1.28 (P = 0.20) Lower in PCOS  Higher in PCOS

Women affected by polycystic ovarian syndrome (PCOS) showed similar live birth rates per euploid transfer to women not affected by PCOS.
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DOR Normal ovarian reserve Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Boynukalin et al. 2020 65 123 290 494 23.0% 0.79[0.53, 1.17] 2020

Meng et al. 2021 201 390 1066 2006  77.0% 0.94[0.75, 1.17] 2021

Total (95% Cl) 513 2500 100.0% 0.90 [0.74, 1.09]

Total events 266 1356

Heterogeneity: Tau? = 0.00; Chiz = 0.57, df = 1 (P = 0.45); 12 = 0% : ' ' '

Test for overall effect: Z = 1.07 (P = 0.28) 29! Lg\-m‘rler in DOR ! Higher in l;gR

Women with diminished ovarian reserve (DOR) showed similar live birth rates per euploid transfer to women without DOR.
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Endometriosis No Endometriosis Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bishop et al. 2020 33 54 202 405 16.6% 1.58 [0.88, 2.82]

Boynukalin et al. 2020 44 74 311 543 22.9% 1.09 [0.67, 1.79]

Meng et al. 2021 32 64 1235 2332 22.7% 0.89 [0.54, 1.46]

Vaiarelli et al. 2021 67 158 132 327 37.8% 1.09 [0.74, 1.60]

Total (95% CI) 350 3607 100.0% 1.11 [0.87, 1.40]

Total events 176 1880

Heterogeneity: Tau? = 0.00; Chi? = 2.20, df = 3 (P = 0.53); 1> = 0% ; :

o . 0.01 0.1 1 10 100
et o aversl oiec £ T8 (T =0 00) Lower in Endometriosis  Higher in Endometriosis

Women affected by endometriosis showed similar live birth rates per euploid transfer to women not affected by endometriosis.
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Tubal factor No Tubal factor Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Boynukalin et al. 2020 40 71 315 546 39.0% 0.95[0.57, 1.56] 2020
Meng et al. 2021 49 101 1218 2295 61.0% 0.83[0.56, 1.24] 2021
Total (95% CI) 172 2841 100.0% 0.88 [0.64, 1.20]
Total events 89 1533
PR 2/ - Chi2 = = = L 12 =09 I } 1 t !
_il-_let(ta;ogeneltyl.l Tz:fu : 3900 g‘?l . _O.O1i,odf 1(P=0.70); ?=0% 0.01 01 ) 10 100
est for overall effect: Z = 0.84 (P = 0.40) Lower in Tubal factor Higher in Tubal factor

Figure 12. Women affected by tubal factor showed similar live birth rates per euploid transfer to women not affected by tubal factor.
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RIF Non-RIF Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI

Greco et al. 2014 28 41 31 44 7.9% 0.90[0.36, 2.27] 2014 e

Cimadomo et al. 2021 (a) 93 255 599 1326 87.4% 0.70[0.53, 0.92] 2021 .

Zhou et al. 2021 4 14 101 302 4.8% 0.80[0.24, 2.60] 2021 —

Total (95% CI) 310 1672 100.0% 0.72[0.55, 0.93] &

Total events 125 731

Heterogeneity: Tau? = 0.00; Chi? = 0.31, df =2 (P = 0.86); I? = 0% : :

0.01 0.1 1 10 100

Test for overall effect: Z =2.53 (P = 0.01) Lower in RIF Higher in RIF

Figure 13. Women with previous repeated implantation failure (RIF) showed lower live birth rates per euploid transfer than women without RIF.

The experience of previous repeated implantation failures
(RIF) was also associated with lower LBR (3 studies, OR: 0.72,
95% Cl: 0.55-0.93).
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RPL Non-RPL Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
Boynukalin et al. 2020 83 168 320 539 29.3% 0.67 [0.47, 0.95] &
Liu et al. 2020 34 89 119 201 23.4% 0.43[0.26, 0.71] —E
Cimadomo et al. 2021 (a) 61 136 631 1444 29.1% 1.05[0.74, 1.49] l‘_
Zhou et al. 2021 15 43 90 273 18.2% 1.09 [0.55, 2.14]
Total (95% Cl) 436 2457 100.0% 0.75 [0.50, 1.12] <>
Total events 193 1160
ity 2 = - Chiz = - = -2 = 69% I t t i
Heterogeneity: Tau? = 0.11; Chi* = 9.70, df = 3 (P = 0.02); I = 69% 001 01 1 10 100
Test for overall effect: Z = 1.40 (P = 0.16) Lower in RPL  Higher in RPL

Women with previous recurrent pregnancy loss (RPL) showed similar live birth rate per euploid transfer to women without RPL.
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BMI >30 BMI <30 Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Cozzolino et al. 2020 (b) 63 185 1474 3295 33.0% 0.64 [0.47,0.87] 2020 -
Meng et al. 2021 167 369 1461 2653 67.0% 0.67 [0.54, 0.84] 2021 |
Total (95% CI) 554 5948 100.0% 0.66 [0.55, 0.79] ’
Total events 230 2935

T 2 = - Chi2 = = - .12 = 0O f f ; i
Heterogeneity: Tau? = 0.00; Chi# = 0.08, df =1 (P =0.77); I’ = 0% 0.01 01 1 10 100

Test for overall effect: Z =4.51 (P < 0.00001)

Lower in BMI =30 Higher in BMI =30

Obese women (body mass index (BMI) >30) showed lower live birth rates per euploid transfer than non-obese women.

obesity was associated with both lower LBR (2 studies, OR:
0.66, 95% CI: 0.55-0.79) and higher MR (2 studies, OR: 1.8,

95% Cl: 1.08-2.99).
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ERA performed ERA not performed Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% ClI
Neves et al. 2019 11 24 64 119 22.4% 0.73[0.30, 1.75] 2019 — &
Cozzolino et al. 2020 (a) 9 19 110 197 19.5% 0.71[0.28, 1.83] 2020 —
Riestenberg et al. 2021 (a) 83 147 45 81 58.1% 1.04 [0.60, 1.79] 2021 I
Total (95% CI) 190 397 100.0% 0.89 [0.59, 1.35]
Total events 103 219

R 2= . Chiz = — - L12=00 I t t !
Heterogeneity: Tau? = 0.00; Chiz2=0.72, df =2 (P = 0.70); I = 0% 0.01 01 ] 10 100

Test for overall effect: Z = 0.55 (P = 0.58)

Lower in ERA cycle Higherin ERA cycle

Euploid blastocyst transfers performed after the endometrial receptivity array (ERA) test showed similar live birth rate to those without

the ERA test.
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Personalized ET  Era receptive Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Tan et al. 2018 5 16 8 20 21.3% 0.68[0.17,2.72] 2018 T E
Neves et al. 2019 1 8 10 16 10.7% 0.09[0.01,0.88] 2019 * g
Barrenetxea et al. 2021 28 40 25 45 31.2% 1.87 [0.76, 4.57] 2021 T
Riestenberg et al. 2021 (a) 53 87 30 60 36.8% 1.56 [0.80, 3.03] 2021 T
Total (95% CI) 151 141 100.0% 1.01 [0.43, 2.41] -
Total events 87 73
[T 2 — . 2 - - .12 = £QO I } t |
_Ilzletf:cogeneltyl.l T?fu . gil‘lo ggl . _Tbog,Tdf 3 (P=0.07); 1?=58% 0.01 01 1 10 100
est for overall effect: Z = 0.03 (P = 0.97) Lower in person ET  Higher in person ET

Personalized embryo transfers (ET) of euploid blastocysts after a report of ‘non-receptive endometrium’ by the endometrial receptivity
array (ERA) test showed similar live birth rates to standard ETs performed after a report of ‘receptive endometrium’ by the ERA test.

Non receptive CHreceptive CHREIFEEELL



Age = 40 Age <40 Odds Ratio Odds Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% ClI
Tiegs et al. 2017 123 234 182 339 16.7% 0.96 [0.68, 1.33] 2018
Hanson et al. 2020 577 965 1713 2804 83.3% 0.95[0.82, 1.10] 2020
Total (95% CI) 1199 3143 100.0% 0.95 [0.83, 1.09]
Total events 700 1895
TR 2 _ . 2 _ s = 12 =09 } } t i i
Heterogeneity: Tau?z = 0.00; Chi2 = 0.00,df =1 (P = 0.96); 12=0% 0.01 01 1 10 100
Test for overall effect: Z=0.76 (P = 0.45) Lower in Age = 40 Higher in Age > 40

Advanced paternal age (>40years) is associated with a similar live birth rate per euploid blastocyst transfer to paternal age <40 years.
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Male factor No Male factor Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI

Mazzilli et al. 2017 82 201 294 700 21.7% 0.95[0.69, 1.31] 2017

Denomme et al. 2018 87 128 87 113 6.7% 0.63[0.36, 1.13] 2018 -

Tarozzi et al. 2019 7 24 39 164 2.4% 1.32[0.51, 3.42] 2019 B (I

Boynukalin et al. 2020 102 183 253 434 18.1% 0.90 [0.64, 1.28] 2020 —I

Meng et al. 2021 202 384 1065 2012 46.1% 0.99[0.79, 1.23] 2021

Zhou et al. 2021 17 42 88 274 5.0% 1.44 [0.74, 2.80] 2021 1T

Total (95% ClI) 962 3697 100.0% 0.96 [0.83, 1.11] ¢

Total events 497 1826

Heterogeneity: Tau? = 0.00; Chi2 = 4.04, df = 5 (P = 0.54); 1= 0% = t t 3

Test fosr:J overZII effect: Z = 0.55 (P = 0.58) ( ) L 0-'1 1 . : 1l e
Lower in Male Factor Higher in Male Factor

Figure 19. The live birth rate per euploid blastocyst transfer was independent of severe male factor infertility.
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Gn >3000 IU Gn <3000 IU Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Barash et al. 2017 (a) 130 233 73 135 55.1% 1.07 [0.70, 1.64] 2017
Wu et al. 2018 41 78 319 605 44.9% 0.99[0.62, 1.59] 2018
Total (95% CI) 31 740 100.0% 1.04 [0.76, 1.42]
Total events 171 392
TR, 2 = . 2 = = = .12 = 0o, I t 1 } i
_Ililete;ogeneltyl.l T?fu : 3?00 g;l . —Obogédf 1(P=0.81);P=0% 0.01 01 ] 10 100
est for overall effect: Z = 0.22 (P = 0.83) Lower in Gn = 3000 IU  Higher in Gn = 3000 IU

The live birth rate per euploid blastocyst transfer was no different whether the total gonadotrophins (Gn) dosage was >3000 IU or
<30001U in the fresh ovarian stimulation cycle.
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Luteal phase Follicular phase Odds Ratio Odds Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Ubaldi et al. 2016 5 8 5 7 3.3% 0.67 [0.08, 5.88] 2016 —]
Vaiarelli et al. 2020 102 207 80 182 96.7% 1.24 [0.83, 1.85] 2020
Total (95% CI) 215 189 100.0% 1.21[0.82, 1.80]
Total events 107 85
[T 2 — . 2 — - - S 12 =09 I t T t i
_ll-_let?;ogeneltyl.l Tsfjfu " 3900 g;u . _0.032,3df 1(P=0.58); 1?=0% 0.01 01 ] 10 100
est for overall effect: Z = 0.97 (P = 0.33) Lower Luteal phase Higher in Luteal phase

The live birth rate per euploid blastocyst transfer was no different whether the double stimulation protocol for the fresh cycle was started
in the luteal or follicular phase.
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hCG GnRH agonist Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Makhijani et al. 2020 77 118 93 145 29.6% 1.05[0.63, 1.75] 2020 o

Tan et al. 2020 26 77 80 156 27.1% 0.48[0.27, 0.85] 2020 —&

Cimadomo et al. 2021 (c) 280 608 403 915  43.3% 1.08 [0.88, 1.33] 2021 I

Total (95% CI) 803 1216 100.0% 0.86 [0.55, 1.35]

Total events 383 576

Heterogeneity: Tau®? = 0.11; Chi?=6.91, df =2 (P =0.03); I?=71% J

Test for overall effect: Z = 0.64 (P = 0.52) e L(c)).vler in hCG 1 Higher in h1gG L

The live birth rate per euploid blastocyst transfer was no different whether the ovulation trigger adopted at the end of ovarian stimulation
in the fresh cycle was hCG or GnRH-agonist.
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Vitrified eggs Fresh eggs Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Forman et al. 2012 16 29 24 46 61.9% 1.13[0.44, 2.87] 2012 —i—
Goldman et al. 2015 10 16 22 40 38.1% 1.36[0.42, 4.48] 2015 —
Total (95% Cl) 45 86 100.0% 1.21 [0.58, 2.53] il
Total events 26 46
ity- 5 - Chi2 = — = . 12=09 k + t i
?etttarfogeneltyl.| T?fu 1 g(_)oo gzhl : -Obogadf 1(P=0.81);1?P=0% 0.01 01 ] 10 100
est for overall effect: Z = 0.52 (P = 0.61) Lower in Vitrified eggs Higher in Vitrified eggs

23. The live birth rate per euploid blastocyst transfer was similar regardless of whether fresh or vitrified-warmed oocytes were used for
embryogenesis.
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Continuous Sequential Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Cimadomo et al. 2018 (c) 168 428 81 203 58.8% 0.97 [0.69, 1.37] 2018

Deng et al. 2020 (b) 105 204 94 171 41.2% 0.87 [0.58, 1.31] 2020

Total (95% CI) 632 374 100.0% 0.93 [0.71, 1.21]

Total events 273 175

Heterogeneity: Tau? = 0.00; Chi2 = 0.18, df = 1 (P = 0.68); 12 = 0% * ' - '

e . 0.01 0.1 1 10 100
Test for overall effect: Z = 0.55 (P = 0.58) Lower in Continuous  Higher in Continuous

The live birth rate per euploid blastocyst transfer was similar regardless of whether continuous or sequential media were used for
embryo culture.
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Simultaneous  Day3 hatching Odds Ratio Odds Ratio

Study or Subgroup  Events  Total Events  Total Weight M-H, Random, 95% CIl Year M-H, Random, 95% CI
Zhao et al. 2019 48 81 41 82 86% 1.45[0.78, 2.70] 2019 T
Rubino et al. 2020 491 834 416 834 87.9% 1.44[1.19,1.75] 2020 .

Xiong et al. 2021 (b) 20 35 21 34  3.6% 0.83[0.32, 2.16] 2021 PRSI EEm

Total (95% CI) 950 950 100.0% 1.41[1.18, 1.69] L

Total events 559 478

Heterogeneity: Tau? = 0.00; Chi? = 1.24, df =2 (P = 0.54); = 0% 0.01 01 1 10 100

Test for overall effect: Z = 3.72 (P = 0.0002) Lower in Simultaneous  Higher in Simultaneous

Figure 25. The live birth rate per euploid blastocyst transfer was higher when the simultaneous zona pellucida opening and trophectoderm biopsy
protocol was used rather than the day3 hatching based protocol.
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Re-biopsy One biopsy Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Bradley et al. 2017 (a) 6 22 734 1468 22.7% 0.38 [0.15, 0.96] 2017 - &
Cimadomo et al. 2018 (b) 19 49 1211 2825 57.6% 0.84 [0.47,1.51] 2018
Aluko et al. 2021 7 15 1434 2603 19.6% 0.71[0.26, 1.97] 2021 =
Total (95% Cl) 86 6896 100.0% 0.68 [0.43, 1.07] <
Total events 32 3379
iy 2 — - Chiz = - - 12 = 49, I t t i
Heterogeneity: Tau? = 0.01; Chi? = 2.07, df =2 (P = 0.35); I = 4% 0.01 01 ] 10 100

Test for overall effect: Z=1.66 (P = 0.10) Lower in Re-biopsy  Higher in Re-biopsy

The live birth rate per euploid blastocyst transfer was similar between blastocysts re-biopsied and re-vitrified and blastocysts biopsied
and vitrified only once.
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Vitrified-warmed ET Fresh ET Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Rodriguez Purata et al. 2016 236 428 147 316 80.3% 1.41[1.06, 1.89] 2016 .‘
Coates et al. 2017 a7 61 27 46 19.7% 2.36 [1.02, 5.46] 2017 I
Total (95% CI) 489 362 100.0% 1.56 [1.05, 2.33] L 2
Total events 283 174
[Then 2 — . 2 = = = .12 = 990, } } f i
?ete;ogenentyl.l T?fu . 2932 1Cg:n . _1 ng,Sdf 1(P=0.26); I?=23% 0.01 01 1 10 100
est for overall effect: Z=2.19 (P = 0.03) Lower in Vitrified ET  Higher in Vitrified ET

The live birth rate per euploid blastocyst transfer was higher after a vitrified-warmed embryo transfer (ET) than after a fresh ET.

OR 1.56, 95% CI 1.05- 2.33, P <0.03

BEIINAAT—LTCIEiERaE EET 50, EiELL
WTNAATL—H L CARASTTHREOSHETIVERSET
BHEZITOEBRBEINEEICELS

FIEINFFRGZ B EZ 50 TARSE (XA Al He



HRT Modified natural cycle Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Greco et al. 2016 47 113 50 109 35.8% 0.84 [0.49, 1.43] 2016
Melnick et al. 2017 18 48 41 65 26.8% 0.35[0.16, 0.76] 2017 —
Zhou et al. 2021 70 207 35 109 37.3% 1.08 [0.66, 1.77] 2021
Total (95% CI) 368 283 100.0% 0.73[0.41, 1.30]
Total events 135 126
itv: 2= . 2= = = 2= o k $ t } |
_Ir-_letf:cogeneltyl.l T?fu : 2171 chl i _5682,9df 2 (P =0.05); >=66% 0.01 01 1 10 100
est for overall effect: Z = 1.06 (P = 0.29) Lower in HRT  Higher in HRT

The live birth rate per euploid blastocyst transfer was similar when either hormone replacement therapy (HRT) or modified natural cycle
was used as the endometrial preparation protocol.
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Opening the black box: why do euploid blastocysts falil
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The developmental potential of
mature oocytes derived from rescue
In vitro maturation

Adi Kuperman Shani, M.D.,>® Lilach Marom Haham, M.D.,>P Hanna Balakier, Ph.D.,2
Iryna Kuznyetsova, Ph.D.,*¢ Siamak Bashar, Ph.D.,? Erin N. Day, B.Sc.,® and Clifford L. Librach, M.D.2-b-cd.ef
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Ontario, Canada

FRINDORICHAINFEZRBICHWET A, ETERATAHAEMN S
LGB —ANDENT HYET, COESTDRFEIXEHT
EHWNVEHIEBICERSTHY RUILGERAEHONET,

S ABIZHEBINT=FmX T, FRIPAIZRAI (M11GY) Z—H
IEE L CHEASE ., BEMIER/ZTO. BRBEEAEEL., PGT-A% i
TLT. ERREOBELELERLTWNVET  T-BELTERAED
AHATLET,




R-GV Blastulation R-MI Blastulation
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Multinucleation and Direct Cleavage
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Reproductive inequity and inferior
Intrauterine insemination outcomes
In patients with limited English
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Probability of 06 English proficient
not receiving LEP

fertility

evaluation

04

0.0
0 5 10 15 20

Duration of infertility

Kaplan-Meier curve of duration of infertility by language preference
(P<.001). Blue = English-proficient, Red = LEP.

LEP = limited English proficiency.

Jain. IUI outcomes by language preference. Fertil Steril 2023.
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Association between English language proficiency and initial Ul
success

Clinical Unadjusted Adjusted
Demographic Pregnancy OR (95% CI) OR (95% CI)®
Total N = 406 N OR (95% Cl) OR? (95% Cl)

English proficiency 37 2.92 (0.68, 12.47) 2.88 (0.67, 12.35)
N = 355

LEP® 2 Ref Ref
N=>51

Cl = confidence interval; LEP = limited English proficiency; OR = odds ratio.

4 Adjusted OR and 95% ClI controlled for race
® | imited English proficiency (LEP).

Jain. IUI outcomes by language preference. Fertil Steril 2023.

ENBEELZEFIREIEIA VXL 2.92; 95% CI, 0.68-12.47
%ﬁELfﬁ-uxtt 2.88: 95% CI. 0.67-12.35
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Outcome at final IUI by English language proficiency

Continue IUI*  Pregnancy”  IVF/Other treatment Discontinued care Unadjusted Adjusted for race

Demographic N (Row %) N (Row %) N (Row %) N (Row %) Pvalue P value
English proficiency (N =337) 18 (5.08%) 79 (22.32%) 114 (32.20%) 143 (40.40%) 0.02 0.04
LEP (N = 44) 7 (13.46%) 8 (15.38%) 10 (19.23%) 27 (51.92%)

P value estimated with a X? test to assess differences in proportion of final outcomes.

IVF = in vitro fertilization; IUl = intrauterine insemination; LEP = limited English proficiency.

@ Continue Ul refers to patients for whom an additional IUl cycle was planned at time of data collection.
b Pregnancy included spontaneously conceived pregnancies, of which there were 6 in this data set.

Jain. IUI outcomes by language preference. Fertil Steril 2023.
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Reproductive outcomes of oocyte
donation in patients with uterine
Mullerian anomalies

Elkin Munoz, M.D., Ph.D.,>® Iria Fernandez, M.D.,? Nuria Pellicer, M.D., Ph.D.,¢ Giulia Mariani, M.D., Ph.D.,¢
Antonio Pellicer, M.D., Ph.D.,? and Nicolas Garrido, Ph.D.¢

2 IVIRMA Global Research Alliance, IVIRMA Vlgo Reproductive Medicine, Vigo, Spain; ® Department of Obstetrics and
Gynecology, Universidad del Cauca Popayan, Colombia; ¢ Department of Obstetrics and Gynecology, Hospital
Politécnico la Fe, Valencia, Spain; ¢ IVIRMA Global Research Alliance, IVIRMA Roma, Reproductive Medicine, Roma, Italy;
and € IVIRMA Global Research Alliance, IVI Foundation, Instituto de Investigacién Sanitaria La Fe (IS La Fe), Valencia, Spain
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Reproductive outcomes.

Pregnancy
rates per embryo
transfer

Clinical pregnancy
rates per embryo
transfer

Implantation rate per
embryo
transferred

Ongoing pregnancy
rate per embryo
transfer

Miscarriage rate
per embryo
transfer

Delivery with at least
one live birth per
embryo transfer

% (95% Cl)

OR (OR 95% ClI)
P
AdjOR
(AdOR 95% CI)
AdjP
% (95% Cl)

OR (OR 95% CI)
P
AdjOR
(AjOR 95% CI)
AdjP
% (95% Cl)

OR (OR 95% Cl)
P

AdjOR

(AjOR 95% CI)
AdjP
% (95% Cl)

OR (OR 95% Cl)
P
AdjOR
(AdjOR 95% Cl)
AdjP
% (95% Cl)

OR (OR 95% CI)
P
AdjOR
(AdJOR 95% Cl)
AdjP
% (95% Cl)

OR (OR 95% Cl)
P
AdjOR

(AjOR 95% CI)
AdjP

No malformation
(n=57,869)
59.51%

(59.22-59.81)
Ref

Ref

51.05%
(50.75-51.35)

Ref

Ref

42.85%
(42.60-43.09)

41.54%
(41.24-41.83)
Ref

Ref

16.69%
(16.47-16.92)

Ref

Ref

38.12%
(37.83-38.42)

Ref

Ref

Partial
bicornuate
uterus

(n=43)
48.27% (34.95-61.78)

0.63 (0.37-1.07)
.090
0.64 (0.37-1.11)

110
43.10% (30.16-56.77)

0.72 (0.41-1.249)
233
0.726 (0.41-1.30)

.281
39.73% (28.45-51.86)

0.938 (0.561-1.568)
.806
0.716 (0.441-1.160)

175
31.57% (19.91-45.24)

0.61 (0.35-1.06)
.078
0.61(0.34-1.08)

.089
15.79% (7.48-27.87)

0.99 (0.46-2.13)
.985
1.05 (0.49-2.24)

.901
27.77% (16.46-41.64)

0.61 (0.33-1.16)
132
0.50 (0.31-1.13)

112

Complete
bicornuate
uterus

(n=162)
62.86% (55.24-70.03)

1.10 (0.80-1.50)
.568
1.07 (0.77-1.49)

.688
53.14% (45.47-60.71)

1.01 (0.75-1.36)
.960
0.980 (0.72-1.34)

.900
39.73% (34.12-45.54)

0.931 (0.707-1.227)
0.613
0.915 (0.721-1.162)

0.469
44.00% (36.52-51.69)

0.96 (0.71-1.30)
.786
0.94 (0.69-1.29)

703
16.86% (11.39-22.92)

1.04 (0.70-1.56)
.836
1.13 (0.75-1.69)

.555
40.61% (33.04-48.52)

1.00 (0.73-1.37)
.998
0.92 (0.66-1.27)

.593

T-shape
uterus

(n=26)
58.93% (44.98-71.90)

1.05 (0.57-1.95)
.869
1.02 (0.54-1.91)

957
46.43% (32.99-60.25)

0.92 (0.50-1.68)
781
0.883 (0.47-1.66)

.698
46.55% (33.34-60.13)

1.105 (0.648-1.885)
0.714
0.797 (0.467-1.360)

0.406
41.07% (28.10-55.02)

1.09 (0.62-1.93)
I71
1.06 (0.59-1.92)

.837
17.86% (8.91-30.40)

1.08 (0.64-1.83)
767
1.05 (0.62-1.80)

.848
38.89% (25.92-53.12)

1.14 (0.65-2.01)
639
1.20(0.66-2.16)

.549

Complete
Hypoplastic septate
uterus uterus
(n=7) (n=110)

47.37% (24.44-71.14) 62.50% (52.85-71.16)
0.61(0.26-1.46) 1.06 (0.72-1.55)

.265 774

0.48 (0.20-1.20) 0.95 (0.65-1.41)

17
42.11% (20.25-66.50)

.812
49.10% (39.4-58.72)

0.70(0.28-1.73)
434
0.556 (0.22-1.41)

0.85 (0.58-1.24)
.397
0.757 (0.51-1.12)

.215
38.10% (18.11-61.56)

159
41.30% (34.11-48.78)

0.865 (0.348-2.152)
0.756
0.508 (0.201-1.284)

0.935 (0.657-1.331)
0.709
0.956 (0.705-1.296)

0.152
22.22% (6.40-47.63)

0.771
41.96% (32.70-51.66)

0.40(0.13-1.18) 0.88 (0.60-1.28)

.096 .503
0.26 (0.09-0.75) 0.79 (0.53-1.170)
.012 .238

22.22% (6.41-47.64)  20.53% (13.49-29.20)
1.50 (0.44-5.10)
.519

1.63 (0.45-5.86)

1.34 (0.85-2.11)
21
1.44(0.91-2.27)

458
17.65% (3.80-43.43)

119
39.81% (30.52-49.68)

0.33 (0.11-0.98) 0.96 (0.65-1.41)

.045 .831
0.20 (0.07-0.51) 0.81 (0.54-1.22)
<.001 .318

Data represented as means or proportions, OR, or AdjOR with their corresponding 95% Cls. AdjOR = adjusted odds ratio; Cl = confidence interval; OR = odds ratio.
Munoz. Oocyte donation and uterine Millerian anomalies. Fertil Steril 2023.

Partial

septate
uterus

(n=91)
68.91% (59.77-77.07)

1.15 (0.96-2.12)
.076
1.36 (0.92-2.01)

12
57.98% (48.59-66.97)

1.246 (0.86-1.81)
.245
1.155 (0.81-1.66)

433
53.76% (46.03-61.35)

1.283 (0.913-1.803)
0.151
1.476 (1.084-2.009)

0.013
41.18% (32.23-50.57)

0.89 (0.61-1.30)
.534
0.82 (0.56-1.19)

.297
26.50% (18.44-34.89)

1.80 (1.19-2.74)
.006
1.92 (1.25-2.95)

.003
36.94% (27.97-46.62)

0.900 (0.59-1.31)
.524
0.81(0.55-1.21)

.307

Unicornuate
uterus

(n=29)
41.86% (27.01-57.87)

0.47 (0.26-0.83)
010
0.48 (0.26-0.89)

.021
37.21% (22.98-53.27)

0.535 (0.28-1.03)
.062
0.549 (0.28-1.08)

.082
24.07% (13.49-37.64)

0.533 (0.277-1.026)
0.060
0.363 (0.188-0.698)

0.002
16.67% (6.97-31.36)

0.26 (0.22-0.60)
.002
0.23 (0.09-0.60)

.002
23.81% (12.05-39.45)

1.63 (0.83-3.18)
15
1.84 (0.92-3.67)

.086
16.67% (6.97-31.36)

0.31(0.13-0.71)
.006
0.27 (0.11-0.68)

.005
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A IBHERIKT (36.67% [32.84-40.65] Xt 38.1% [37.82-38.42])
BT iR Hk 555 321K T (39.74% [35.93-43.66] Xf 41.5% [41.24—-41.83])
RER F5(19.5% [16.55-22.85] vs. 16.6% [16.47-16.92]).

BATE(294)

& REIE T (24.07% [13.49-37.64] vs. 42.85% [95% Cl: 42.6-43.09])
HE B E3R 4K T (41.86% [27.01-57.87] vs. 59.51% [59.22-59.81])
HREEITIREIE T (16.67% [6.97—31.36] vs. 41.54% [41.24-41.83])
HERIKT (16.67% [6.97-31.36] vs. 38.12% [37.83-38.42])

Mo fEF=E (914)
STREE3E(26.50% [18.44-34.89] vs. 16.7% [16.47-16.92]).
HH EE 3R (33.09% [27.59-38.96] vs. 38.12% [37.83-38.42]).

FAREZLTULVELVWUMADISEHEERET,
(33.09% [27.59-38.96] vs. 38.12% [37.83-38.42]).



Reproductive outcomes on normal uterus vs. UMA with subsequent surgery vs. UMA with no required surgery.

No malformation

(n=57,869)

% 95% Cl %

Pregnancy rates 59.51 64.46

per embryo transfer
Clinical pregnancy

rates per

embryo transfer
Implantation rate

per embryo

transferred
Ongoing pregnancy 4154 41.24-41.83 41.46

rate per

embryo transfer
Miscarriage rate

per embryo transfer
Live-birth rate

per embryo transfer

51.05 50.78-51.35 52.2

42.85 42.60-43.09 47.23

16.69 16.47-16.92 22.30

38.12 37.83-38.42 38.46

UMA with subsequent surgery

(n=227)

95% ClI OR OR95%CI

58.62-70.00 1.20

46.31-58.17 1.01

42.34-52.16 1.102

35.70-47.40 0.80

17.62-27.56 1.48

32.66-44.52 0.96

0.93-1.54

0.79-1.29

0.88-1.38

0.63-1.02

1.21-1.94

0.75-1.22

AdjOR

P AdjOR 95%Cl

.164

.939

.393

.07

.005

714

1.16

0.93

1.12

0.84

1.55

0.87

Data represented as means or proportions, OR with their corresponding 95% Cls. AdjOR = adjusted odds ratio; Cl = confidence interval

Munoz. Oocyte donation and uterine Millerian anomalies. Fertil Steril 2023.

0.87-1.44

0.73-1.18

0.92-1.37

0.66-1.08

1.17-2.05

0.67-1.12

AdiP
396

.544

.269

174

.002

.288

%
55.93

95% ClI
50.06-61.68

48.14 42.31-54.00

37.75

36.30

17.81

33.09

33.23-42.44

30.78-42.11

13.60-22.69

27.59-38.96

; OR = odds ratio; UMA = uterine Miillerian anomaly.

UMA with no required surgery

(n=241)

OR OR95%CI

0.85

0.85

0.867

1.00

1.08

0.76

0.67-1.07

0.67-1.18

0.70-1.08

0.79-1.26

0.80-1.46

0.58-0.91

AdjOR

P AdiOR 95%Cl AdjP

167

182

.205

.98

420

.035

0.83

0.83

0.77

0.71

1.20

0.69

0.65-1.07 .144

0.65-1.07 .145

0.63-0.94 .011

0.55-0.92 .009

0.88-1.64 .238

0.53-0.91 .008



Reproductive outcomes on normal uterus vs. all UMAs.

No malformation All UMAs
(n=57,869) (n=468)
AdjOR
% 95% ClI % 95% CI OR OR95%CI P AdjOR 95% CI AdjP
Pregnancy rates per embryo transfer 59.51 59.22-59.81 60.80 56.91-64.60 1.03 0.87-1.22 728 0984 0.83-1.17 .851
Clinical pregnancy rates 51.05 50.75-51.35 50.70 46.76-54.63 0.95 0.81-1.12 .552 0.90 0.76-1.06  .212
per embryo transfer
Implantation rate per 42.85 42.60-43.09 43.47 (40.25-46.74) 1.013 0.87-1.18 .863 0.950 0.830-1.088 .458
embryo transferred
Ongoing pregnancy rate 41.54 41.24-41.83 39.74 35.93-4366 086 0.73-1.01 .068 0.81 0.69-0.96 .017

per embryo transfer
Miscarriage rate per embryo transfer 16.69 16.47-16.92 19.56 16.55-22.85 1.25 1.03-1.52 .024 1.32 1.08-1.61 .006
Live-birth rate per embryo transfer ~ 38.12 37.82-38.42 36.67 32.84-4065 089 0.75-1.06 .191 0.83 0.69-0.98 .031

Data represented as means or proportions, OR, or AdjOR with their corresponding 95% Cls. AdjOR = adjusted odds ratio; Cl = confidence interval; OR = odds ratio; UMA = uterine Miillerian
anomaly.

Munoz. Qocyte donation and uterine Millerian anomalies. Fertil Steril 2023.



Descriptive, means with their corresponding 95% Cls (in parentheses).

Number of
transferred
embryos

Female patient
age (y)

Patient
body mass
index (ka/m?)

Number
of previous
pregnancies

Days of
endometrial
preparation

Sperm
concentration
(ejaculate,
millions/mL)

Total progressive
motile
count
(ejaculate,
millions)

Days of
stimulation
(donor)

Gonadotropin
dose (IU)

Estradiol on the
trigger day

Donor age (y)

Donor body
mass index
(kg/m?)

No malformation
n=57,869

1.46
(1.46-1.46)

41.00
(40.97-41.03)
23.46
(23.43-23.49)

0.44
(0.43-0.44)

19.86
(19.49-20.23)

47.47
(47.26-47.68)

55.95
(54.53-57.338)

11.12
(10.97-11.28)

2,006.58

(2,001.60-20,011.57) (1,829.68-2,223.92)

2,582.89
(2,571.21-2,594.58)
25.65

(25.62-25.68)

22.53

(22.50-22.55)

Cl = confidence interval.

Partial

bicornuate

uterus
N=43

122
(1.07-1.36)

39.35
(37.91-40.78)
23.06
(21.65-24.46)

0.38
(0.23-0.54)

22.02
(20.26-23.78

53.94
(42.21-65.67)

61.42
33.04-89.79)

10.69
(1,023-11.14)

2,026.80

2,734.44

(2,331.91-3,136.97)

25.77
(24.66-26.88)
22.20
(21.19-23.20)

Complete
bicornuate

uterus
N=162

1.80
(1.71-1.88)

39.56
(38.89-40.23)
23.63

(23.02-24.24)

0.25
(0.16-0.34)

26.45
(10.28- 42.62)

47.74
(42.94-52.55)

51.34
(40.84-61.84)

10.33
(10.08-10.58)

2,035.67

(1,941.41-2,129.94) (1,770.81-2,370.83)

2,424.23

(2,252.98-2,595.49) (1,602.01-2,911.18)

25.69
(25.12-26.27)
22.52

(21.99-23.05)

Munoz. Oocyte donation and uterine Mullerian anomalies. Fertil Steril 2023.

T-shaped
uterus

N=26

1.02
(0.88-1.15)

41.03
(39.98-42.07)
22.08

(20.73-23.44)

0.51
(0.33-0.68)

17.63
(14.92-20.33)

53.50
(47.71-59.29)

70.07
(57.79-82.44)

10.43
(9.77-11.09)

2,070.82
2,256.59
25.79
(24.13-27.44)

23.44
(21.89-24.99)

Hypoplastic
uterus

N=7

1.00
(0.76-1.24)

38.29
(33.07-43.5)
23.71
(21.13-26.28)

0.32
(0.11-0.53)

20.06
(16.46-23.66)

75.39
(64.33-86.45)

108.22
(73.99-142.45)

1050
(9.32-11.68)

1,800.00
(1,418.68-2,181.32)
3,910.12
(—215.3-8,035.55)
2350

(21.77-25.23)

21.20

(19.21-23.2)

Complete
septate

uterus
N=110

1.65
(1.52-1.79)

40.30
(39.48-41.12)
2352

(22.76-24.27)

0.24
(0.15-0.34)

25.50
(22.11-28.89)

40.36
(34.89-45.83)

50.51
(20.60-80.42)

10.90
(10.61-11.19)

2,223.99

(2,100.63-2,347.35) (1,836.49-2,088.22)

2,657.06
(2,382.1-2,932.01)
25.89
(25.21-26.57)
22.17
(21.65-22.7)

Partial
septate
uterus

N=91

1.39
(1.27-1.52)

40.91
(40.02-41.8)
24.11
(23.24-24.98)

0.42
(0.28-0.56)

22.55
(20.85-24.25)

37.66
(32.85-42.48)

30.61
(23.75-37.46)

10.26
(9.91-10.60)

1,962.36

2,807.64

(2,427.12-3,188.16)

25.31
(24.51-26.12)
22.80
(22.18-23.42)

Unicornuate
uterus

N=29

127
(1.07-1.48)

38.50
(36.96-40.04)
22.46

(21.54-23.38)

0.40
(0.20-0.59)

25.10
(21.45-28.74)

40.87
(34.28-47 .45)

28.29
(15.38-41.19)

12.13
(7.95-16.32)

1,793.15
(1,613.24-1,973.05)
2,645.52

Pvalue
among
different
Miillerian
anomalies

<.001

<.001

.306

.00224

815

.00497

.959

.999

.017

(2,149.75-3,141.28)

25.35
(23.88-26.83)
21.76
(20.52-23)

.856

.387

Miillerian
anomalies

1.45
(1.40-1.50)

40.08
(39.71-40.46)
23.39

(23.05-23.74)

0.33
(0.28-0.38)

23.55
(19.26-27.85)

46.64
44.2-49.08)

49.78
(42.86-56.7)

10.59
(10.34-10.85)

2,058.55
(2,003.75-2,113.35)
2,620.95
(2,486.53-2,755.37)
25.64
(25.31-25.97)

22.52

(22.24-22.8)

P value
No malf vs.
Miillerian
anomalies

.036

<.001

.693

<.001

127

.394

.608

.544

.0876

.584

.952
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IVF OS-lul Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bensdorp 2015 118 201 116 207 81.4% 1.05 [0.89, 1.24]
Custers 2011 13 58 12 58 4.7% 1.08 [0.54, 2.17] I
Nandi 2017 36 106 29 101 13.8% 1.18 [0.79, 1.78] T
Total (95% Cl) 365 366 100.0% 1.07 [0.92, 1.24] '
Total events 167 157

Heterogeneity: Tau? = 0.00; Chi? = 0.31, df = 2 (P = 0.86): I = 0% = = = |
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Impact of female age and
nulligravidity on fecundity in an
older reproductive age cohort

Anne Z. Steiner, M.D., M.P.H.? and Anne Marie Z. Jukic, Ph.D.?
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30-31RELLET HEETNTNDE
34-35k% FR 0.86, 95% CI 0.68-1.08
FR 0.81, 95% CI 0.60-1.08
38— 39i% FR 0.70, 95% CI 0.48-1.01
FR 0.47, 95% CI 0.28-0.78
42- 445 FR 0.39, 95% CI 0.16-0.93

36-37%

40-417%

14%3 D

19%;J >
30%;fk 2>
53%37k >
61%3k 2>

Fecundability and cumulative pregnancy rates for the cohort as calculated from survival analysis.
Fecundability

Age (y) Subjects, n
30-31 353
32-33 247
34-35 153
36-37 95
38-39 61
40-41 37
42-44 14

Note: Data presented as percentage with 95% confidence interval.
@ Number of cycles of attempt observed for all subjects in the given age group.

Cycles at risk, n®

1,261
826
629
380
234
187

76

Steiner. Female age and fecundlity. Fertil Steril 2016.

First cycle

19.7 (15.9-25.9)
26.0 (19.2-34.7)
22.0 (14.4-32.6)
23.9 (14.0-39.0)
16.1 (7.1-34.5)
6.2 (0.9-36.8)
0

Average

19.5 (17.3-22.2)
20.9 (18.0-24.3)
16.2 (13.4-19.7)
14.5(11.1-18.9)
13.2 (9.3-18.8)
8.6 (5.2-14.0)
6.6 (2.7-15.8)

En CHZEIFETLET,

EIERI 50 (IEZHE) AMET T

Cumulative pregnancy rate

6 cycles

77 (72-81)
76 (70-81)
71 (63-78)
69 (59-79)
62 (49-76)
47 (31-66)
29 (10-65)

12 cycles

87 (82-91)
88 (83-92)
82 (74-88)
76 (66-85)
71 (56-84)
54 (37-72)
48 (24-80)
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Fecundability and cumulative pregnancy rates by history of prior pregnancy as calculated from survival analysis.

Nulligravid

Age (y)

30-31
32-33
34-35
36-37
38-39
40-41
42-44

History of prior pregnancy

30-31
32-33
34-35
36-37
38-39
40-41
42-44

Subject, n

212
119
71
34
14
6

4

141
128
82
61
47
31
10

Fecundability
Cycles at risk, n* First cycle Average 6 cycles
796 17.2 (11.5-25.4) 17.3 (14.7-20.5) 74 (67-80)
420 29.3 (19.4-42.8) 18.8 (15.1-23.5) 73 (64-81)
345 13.2 (5.7-28.8) 11.3(8.3-15.5) 56 (44-69)
142 16.7 (4.5-51.8) 12 (7.4-19.3) 58 (39-78)
76 0 5.2 (2.0-14.0) 35 (15-68)
34 0 2.9(0.4-20.9) 0
31 0 3.2 (0.5-22.9) 0
465 23.0 (15.5-33.3) 23.4(19.4-28.2) 81 (74-87)
406 23.1 (14.6-35.3) 23.2 (18.9-28.3) 79 (71-86)
284 29.6 (18.4-45.4) 22.2 (17.4-28.4) 83 (74-90)
238 26.5 (14.8-44.7) 16 (11.6-21.9) 75 (62-85)
158 21 7 (9.7-44.6) 17.1(11.7-24.9) 71 (57-85)
153 7(1.1-43.4) 9.8 (5.9-16.3) 52 (35-72)
45 0 8.9 (3.3-23.7) 43 (16-83)

Note: Data presented as percentage with 95% confidence interval.
@ Number of cycles of attempt observed for all subjects in the given age group.

Steiner. Female age and fecundity. Fertil Steril 2016.
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Cumulative pregnancy rate

12 cycles

83 (77-89)
85 (77-92)
66 (54-77)
73 (53-89)
35 (16-68)
25 (4-87)

33 (5-95)

92 (85-96)
90 (83-95)
93 (84-98)
78 (66-88)
81 (65-93)
56 (39-75)
54 (25-88)
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