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PCOS (N= non-PCOS (N=144)

non- 04) non-
IR (n=411) IR (n=40)

Duration of Gn use (d) 100+ 1.8 97+14 0.028 101+ 13 99+ 17 0.450
Total Gn dose (IU) 1957.70 £ 759.71 1720.10 + 571.17 <0.001 2511.30 + 662.12 2437.50 + 634.25 0.546
Trigger day

E2 (pg/mL) 4412.80 4987.55 0.029 2633.90 214595 0.152

(2842.70-6552.00) (3021.62-7370.50) (1669.60-3429.05) (1603.32-2901.40)

P (ng/mL) 1.01 (0.76-1.39) 1.02 (0.72-1.36) 0429 0.94 (0.66-1.23) 0.85 (0.62-1.12) 0.187

LH (IU/L) 2.40 (1.40-4.10) 2.00 (1.20-3.60) 0.015 1.80 (1.10-2.70) 1.80 (1.30-2.88) 0.328

Em thickness (mm) 5.29 +1.08 5.25 £0.98 0.571 5.36 £ 1.04 518 + 1.12 0.369
No. of oocytes retrieved 167 £76 164 +8.2 0.543 10.1 £50 8.3 +36 0.021
No. of MII oocytes 141 £7.1 137 £7.7 0.835 84 £4.5 6.7 3.1 0.010
MII oocyte rate [n(%)] 4809/5694 (84.5) 5634/6737 (83.6) 0.209 876/1047 (83.7) 267/332 (80.4) 0.171
Fresh ET cancellation rate [n(%)] 224 (65.9) 300 (73.0) 0.035 46 (44.2) 16 (40.0) 0.646
Severe OHSS rate [n(%)] 7(2.1) 12 (2.9) 0.455 /. 4 /

Data are presented as mean + SD, median (25th-75th percentiles), or number (percentage).

Gn, gonadotropin; GnRH, gonadotropin releasing hormone; LH, luteinizing hormone; E2, estradiol, 1pg/mL=3.67pmol/L; P, progesterone, 1ng/mL=3.18nmol/L; Em, endometrium; MII,
metaphase 11 oocytes; OHSS, ovarian hyperstimulation syndrome.

1, No cases of severe OHSS have been reported in patients without PCOS.
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PCOS (N=75. n-PCOS (N=144)

IR (n=340) IR ?r?:t;ll) erzsg;‘O)
ART method [n(%)] 0.482 0.584
IVE 279 (82.1) 350 (85.2) 89 (85.6) 34 (85.0)
1CS1 22 (54) 20 (5.9) 11 (106) 3(75)
IVE+ICST 39 (9.5) 41 (12.1) 4(38) 3(75)

D3 embryo morphological grade [n(%)]

1 5/4061 (0.1) 17/4752 (0.4) 0.028 4/800 (0.5) 21233 (0.9) 0526
Ila 1489/4061 (367) | 1871/4752 (39.4) 0.009 285/800 (35.6) 89/233 (38.2) 0472
11 1110/4061 (27.3) | 1302/4752 (27.4) 0.945 222/800 (27.8) 65/233 (27.9) 0.965
1lla 124/4061 (3.1) 166/4752 (3.5) 0.249 36/800 (4.5) 8/233 (3.4) 0478
b 429/4061 (10.6) 4224752 (89) 0.008 52/800 (6.5) 14/233 (6.0) 0787
v 904/4061 (22.3) 974/4752 (20.5) 0.044 201/800 (25.1) 55/233 (23.6) 0,636

High-quality D3 embryo rat

[n‘f;)]q"a Rl 1494/4061 (368) | 1888/4752 (39.7) 0.005 289/800 (36.1) 91/233 (39.1) 0414

Available D3 embryo rate [n(%)] | 2728/4061 (67.2) | 3356/4752 (70.6) <0.001 547/800 (68.4) 164/233 (70.4) 0,560

High-quality blastocysts rat

: '(%:)?“ ity blastocysts rate 474/1684 (28.1) 649/2098 (30.9) 0.062 128/281 (45.6) 33/74 (44.6) 0.883

n

Available blastocysts rate [n(%)] | 1499/1684 (89.0)  1856/2098 (88.5) 0.59 254/281 (90.4) 71/74 (95.9) 0.126

Data are presented as number (percentage).
ART, assisted reproductive technology; IVE, in vitro fertilization; ICSI, intracytoplasmic sperm injection; D3, Day 3.
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PCOS (N=75. non-PCOS (N=144)

non- non-
IR(n1=340) | | (n-411) IR (n=40)
Age (y) 298+ 36 203435 0.104 30329 313+20 0.017
BMI (kg/mz) 23.80 + 3.08 22,11+ 311 <0.001 B33 2139 +£2.19 <0.001
Duration of infertility (y) 37+25 32+23 0.001 3526 26+20 0053
Type of infertility [n (%)] 0.151 0.021
Primary infertility 225 (66.2) 292 (71.0) 71 (68.3) 19 (47.5)
Secondary infertility 115 (33.8) 119 (33.8) 33 (317) 21 (52.5)
AMH (ng/mL) 9.38 +4.75 10.40 £ 4.76 0.004 284 £ 1.03 281 +1.03 0.373
OGTT
Fasting glucose (mmol/L) 5.13 055 488+ 0.35 <0.001 510 £ 0.43 489 £0.32 0.004
2-hour glucose (mmol/L) 7.53 £ 2.06 6.06 + 1.60 <0.001 7.52 + 1.80 6.46 + 1.80 0.001
Fasting insulin (pmol/L) 89.21 £ 49.56 44.25 + 2037 <0.001 82.08 + 5545 39.74 + 14.27 <0.001
2-hour insulin (pmol/L) 718.87 + 370.64 318.15 + 208.51 <0.001 635.38 + 341.87 278.76 + 107.55 <0.001
Matsuda index 2.23 (1.56-3.05) 6.51 (4.91-8.71) <0.001 271 (1.92-3.21) 5.52 (4.61-6.58) <0.001
[n’(';‘;]ai'ed glucase tolerance 78 (22.9) 79 (19.2) 0212 39 (37.5) 11 27.5) 0259
Baseline sex hormone
FSH (IU/L) 6.40 (5.40-7.60) 6.40 (5.40-7.60) 0.359 7.25 (6.20-8.20) 7.25 (6.30-8.10) 0.700
LH (IU/1) 790 (5.10-1182) | 8.10 (4.90-12.40) 0.879 420 292-6.12) 453 (292-6.97) 0.603
T (ng/dL) 400 (300-510) | 36.0 (27.0-48.0) 0.003 250 (200-300) 240 (200-348) 0.948
LH/FSH 1.30 (0.84-1.91) 127 (0.80-195) 0.487 058 (0.43-0.90) 0.6 (0.38-0.95) 0457
AFC 201£70 20.1£ 66 0.959 99+26 97£27 0216

Data are presented as mean + SD, median (25th-75th percentiles), or number (percentage).
PCOS, polycystic ovary syndrome; IR, insulin resistance; BMI, Body Mass Index; AMH, anti-mullerian hormone, 1ng/mL=7.14pmol/L; OGTT, oral glucose tolerance tests; LH, luteinizing
hormone; T, testosterone, 1ng/dl=0.0347nmol/L; AFC, antral follicle count.
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PCOS non-PCOS

Adjusted OR (95% CI) Adjusted OR (95% CI)
High-quality D3 #® 0.893 i i 0829 555
embryo rate (0.816-0.978) : (0.594-1.157) ’
R 0827 0018

(0.820-0.982)
Multivariable regression
0.985

BMI .048
(0.971-1.000) 00
0.819 0.857
linical I .4 IR .797
Clinical preghaicy, TS & (0.467-1.435) o> (0.265-0.265) 9
Multivariable regression Age o 8:49—189 96) 0.040
Miscarriage rate R 074 0.584 IR 0.9 0.315
(0.266-2.108) (0.008-4.710)
1.137
Multivariable regression AMH 0.017

(1.024-1.264)

.854 1.25
Live birth rate IR 08 0.581 IR 0 0.730
(0.486-1.499) (0.352-4.432)

I |
Adjusting for age, body mass index (BMI), testosterone, duration of infertility, and anti-mullerian hormone (AMH). Non-IR group= “0”, IR group= “I”. P<0.05 was regarded as
statistically different.
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Implantation rate [n(%)]

Clinical pregnancy rate
[n(%)]

Miscarriage rate [n(%)]

Live birth rate [n(%)]

PCOS (N=

non-
IR (n=340) | | (n-411)
67/116 (57.8) 66/111 (59.5) 0.795
50/116 (50.9) 60/111 (54.1) 0630
8/59 (13.6) 13/60 (21.7) 0.246
50/116 (43.1) 47/111 (42.3) 0.908

Data are presented as number (percentage).

27/58 (46.6)
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3/20 (15.0)

17/58 (29.3)

non-PCOS (N=144)
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10/24 (41.7)
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5/24 (20.8)

0.686

0.641
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Nutrient composition Target MR

Exposure Target Number of SNPs
BIRC5 389
Berberine
qacR 0
PPARG 1,058
VDR ‘ 530
Curcumin ABCC5 4,150
| CBR1 4,809
GSTP1 5,693
AHR ﬂ 88
EGCG | DNMT1 | 76
DHFRL1 0

Exposure, Exposure Factor; Target, Drug Target; Number of SNPs, Number of SNPs
Corresponding to Targets. BIRC5, Baculoviral IAP repeat-containing protein 5; qacR,
HTH-type transcriptional regulator QacR; PPARG, Peroxisome proliferator-activated
receptor gamma; VDR, Vitamin D3 receptor; ABCC5, Multidrug resistance-associated
protein 5; CBR1, Carbonyl reductase [NADPH] 1; GSTP1,Glutathione S-transferase P;
AHR, Aryl hydrocarbon receptor; DNMT1, DNA (cytosine-5)-methyltransferase 1; and
DHEFRLI, Dihydrofolate reductase, mitochondrial.
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Adipose_Subcutaneous Wald ratio 1 0.56 (0.26 to 1.18) - 0.127
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< >
No polycystic ovarian syndrome polycystic ovarian syndrome
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Exposure, Exposure factor; ID, GWAS_ID; N, Sample size of GWAS data; Number of SNPs,
Number of SNPs detected in GWAS data samples.
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Control (| PCOS P-value
Age (years) 30.77 + 0.64 3177 £ 0.51 0.631
BMI(kg/m?) 22.68 + 0.62 23.04 £ 047 0.642
AFC 2223 £ 141 29.53 + 1.79 0.002
AMH (ng/ml) 4.96 + 0.40 7.75 £ 0.77 0.002
| FSH (U/L) 7.14 £ 1.79 747 £ 0.50 0.574
LH (U/L) 2.90 + 043 577 £ 0.81 0.003
LH/FSH 0.46 + 0.08 0.89 +0.13 0.008
TT (nmol/L) 1.16 + 0.09 1.40 + 0.10 0.073
TC (nmol/L) 4.63 + 0.16 4.93 +0.14 0.153
TG (nmol/L) 0.99 + 0.08 132 £0.11 0.017
| Fasting glucose(mmol/L) 5.02 + 0.08 5.02 + 0.07 I 0.984
No. of oocyte retrieve 16.83 £ 1.02 17.39 £ 1.54 0.764
2PN fertilization rate (%) 53.26 (310/582) 5472 (336/614) 0.613
Cleavage rate (%) 96.45 (299/310) 97.02 (326/336) 0.682
High-quality embryo rate (%) 38.13 (114/299) 23.90 (78/326) 0.000

Data are presented as means + SEM. BMI, body mass index; AFC, antral follicle count; AMH, anti-Mullerian hormone; FSH, follicle stimulating hormone; LH, luteinizing hormone; TT, total
testosterone; TC, serum total cholesterol; TG, triglyceride; 2PN, two visible pronuclei.
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