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Beta estimate (95% CI)

Unstandardized Standardized P-value
outcomes* outcomes”
Mothers' :

Non-ART (n=881) vs Endometriosis (n=109) :
Age-adjusted DunedinPoAm 0.016[0.001,0.032]  0.194 [0.008, 0.381]  0.0412 gy
PhenoAgeAccel by Levine et al. 0.68 [-0.439, 1.798]  0.124[-0.08,0.327]  0.2334 —
-Age-adjusted DNAmTLAccel by Luetal’  -0.006[-0.039,0.027] -0.035 [-0.238, 0.168] 0.732 ~ ——m——
DNAmAgeAccel by Horvath 0.427[-0.558, 1.412] 0.086 [-0.112, 0.284]  0.3951 —a—
DNAmAgeAccel by Hannum et al. 0.189 [-0.426, 0.804]  0.062 [-0.14,0.265]  0.5467 —LI—

Non-ART (n=881) vs Tubal factor (n=156) ‘
Age-adjusted DunednPoAm 0.03 [0.016, 0.043] 0.344 [0.19, 0.498]  1.34E-05 : —.
PhenoAgeAccel by Levine et al. 0.703 [-0.226, 1.631]  0.13[-0.042,0.301]  0.138 -.—.—
-Age-adjusted DNAmTLAccel by Luetal’ 0,007 [-0.02,0.035]  0.045 [-0.125,0.215]  0.6007 L
DNAmAgeAccel by Horvath 0.433[-0.395, 1.261]  0.087 [-0.079, 0.253]  0.3048 —_—
DNAmAgeAccel by Hannum et al. 0.232[-0.294, 0.757]  0.076 [-0.096, 0.247]  0.3867 +

Non-ART (n=881) vs Ovulation factor (n=128) :
Age-adjusted DunedinPoAm 0.023 [0.009, 0.038]  0.279[0.104, 0.454]  0.0018 [ —
PhenoAgeAccel by Levine et al. 0.367 [-0.678, 1.412]  0.067 [-0.124, 0.259]  0.4911 —i—.—
-Age-adjusted DNAmTLAccel by Lu et al’  -0.019 [-0.05,0.012] -0.117 [-0.308, 0.074] 0.2282 —
DNAmAgeAccel by Horvath -0.636 [-1.554,0.282] -0.128[-0.313,0.057] 01742 ——m—
DNAmAgeAccel by Hannum et al 0.284[-0.292,0.861] 0.094 [-0.097,0.285] 0,333 — -

Non-ART (n=881) vs Unexplained infertility (n=222) .
Age-adjusted DunedinPoAm 0.023[0.011, 0.034]  0.266[0.129, 0.402] 1.39E-04 P —.—
PhenoAgeAccel by Levine et al. -0.022 [-0.862, 0.818] -0.004 [-0.155, 0.147] 0,959 I —
-Age-adjusted DNAmTLAccel by Lu et al’ -0.012 [-0.037, 0.012] -0.075[-0.226, 0.075] 0.3275 —.—'—
DNAmAgeAccel by Horvath -0352[-1.088,0384] -0.071 [-0.219,0.077] 0.3485 ~ —®——
DNAmAgeAccel by Hannum et al -0.039 [-0.496,0.417] 0,013 [-0.165,0.139]  0.8662 —

Fathers® ;

Non-ART (n=864) vs Sperm factor (n=354) :
Age-adjusted DunedinPoAm 0.001 [-0.008, 0.01]  0.01[-0.097,0.117]  0.8589 _.._
PhenoAgeAccel by Levine et al. -0.209 [-1.015,0.597] -0.033 [-0.158, 0.093] 0.6108 +
-Age-adiusted DNAmTLAccel by Luetal’ 0 [-0.024, 0.024] 0[-0.125,0.125]  0.9992 ——
DNAmAgeAccel by Horvath -0.543 [-1.139, 0.053] -0.111 [-0.232,0.011] 0.0742 ——
DNAmAgeAccel by Hannum et al. -0.156 [-0.605, 0.293] -0.044 [-0.169, 0.082]  0.4961 _."_

Non-ART (n=864) vs Unexplained infertility (n=229) :
Age-adjusted DunedinPoAm 0.008 [-0.003,0.019] 0,091 [-0.034,0217] 01529 -
PhenoAgeAccel by Levine et al. -0.292 [-1.258,0.674] -0.045[-0.194, 0.104] 0.5534 —.‘—
-Age-adjusted DNAmTLAccel by Luetal’  -0.013[-0.041,0.014] -0.071[-022,0077] 03448 — ™ —
DNAmAgeAccel by Horvath -0.563 [-1.281, 0.154] -0.114[-0.259,0.031] 0.1238 _'_:'
DNAmAgeAccel by Hannum et al. -0.057 [-0.588, 0.475] -0.016 [-0.164, 0.132] 0.8‘344 _.I_ '

0.5 0.0 0.5

Supplementary Figure S2. Association between epigenetic age accelerations and subsidiary causes of infertility. 'In mothers, the
associations were adjusted for smoking (pre-pregnancy), alcohol intake (pre-pregnancy), BMI (pre-pregnancy), education, parity and plate. %In fathers,
the associations were adjusted for smoking, alcohol intake, BMI, education, partner’s parity and plate. *Age-adjusted DNAMTL by Lu et al. was multi-
plied by —I. DNAmTL declines with advanced chronological age. “The epigenetic age accelerations as outcome variables were not standardized.
*The epigenetic age accelerations as outcome variables were standardized.





