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VENEIES Regression Standard Error Wald 95%ClI
Coefficient chi-square value
Intercept -1.543 1235 1.560 0.212
Blastocyst Stage -1821 0.364 25.020 0.000 0.162 0.079-0.330
Embryonic Age 3.088 1111 7.725 0.005 21.935 2.485-193.591
Endometrial -1.270 0.323 15.424 0.000 0281 0.149-0.529
preparation protocol

Types of infertility 2.110 0.398 28.143 0.000 8250 3.783-17.991
Miscarriage rate 1.052 0.338 9.700 0.002 2.864 1.477-5.553
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(n=1043) and clinical outcomes
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Patients Assessed for
Eligibility, n = 341

Included After Screening
n=172

Randomized in a 1:3
Ratio

Group A: Long Luteal Phase Group B: Flexible Antagonist
Protocol (n = 43) Protocol (n = 129)
Lost to Follow-up:

Group A: 1 patient; Group B: 11 patients

Final Analysis:
Group A: n =42; Group B: n= 118
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| X <6 cells Group A 9 cells p B >10 cells Group C
No. of cycles (n) 66 381 127
Age (y) 32,67 £ 3.9 3194 £ 3.6 31.53 £3.7 0.122
Body mass index (kg/mz) 2227 £32 22,08 +3.0 22.55 +3.0 0.324
Infertility duration (a) 3.96 + 2.68 4.37 £ 3.0 419 +£238 0.534
Types of infertility (%) 0.031
Primary infertility 40.9% (27/66) 32.5% (124/381)* 44.9% (57/127)
Secondary infertility 59.1% (39/66) 67.5% (257381)* 55.1% (70/127)

Infertility factor (%)

Female factor 68.2% (45/66) 70% (282/381) 75.6% (96/127) 0525
Male factor 9% (6/66) 6.0% (23/381) 11.8% (15/127) 0095
Combined factors 7.6% (5/66) 11.4% (43/381) 4.7% (6/127) 0078
Unexplained factors 7.6% (5/66)" 1.3% (5/381) 1.6% (2/127) 0026
Multiple factors 7.6% (5/66) 7.3% (28/381) 6.3% (8/127) 0912

Fertilization method (%)

IVF 68.2% (45/66) 75.1% (286/381) 80.3% (102/127) 0171
1CSI 31.8% (21/66) 22.3% (85/381) 18.1% (23/127) 0.095

RICST 0 2.6% (10/381) 1.6% (2/127) 0.736

Inner membrane Scheme

The natural cycle 27.3% (18/66) 24.4% (93/381) 14.2% (18/127) 0035
The Inducing ovulatory cycle 15.1% (10/66) 26% (99/381) 38.6% (49/127)" 0.001
Hormone 57.6% (38/66) 49.6% (189/381) 47.2% (60/127) 0382

replacement therapy

Endometrial thickness in ET (mm) 949 + 1.74 9.62 + 1.8 9.53 + 1.6 0.684

P<0.01 indicates a highly significant difference and is represented by uppercase letters; P<0.05 indicates a significant difference and is represented by lowercase letters.
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Index <6 cells Group A ~9 cells Group B >10 cells Group C P-value
No. of cycles(n) 66 381 127
Blastocyst Stage
Stage 3 22.7%(15/66) 18.6%(71/381) 11.8%(15/127) 0.110
Stage 4 68.2%(45/66) 71.4%(272/381) 68.5%(87/127) 0.758
Stage 5 and above 9.1%(6/66) 10%(38/381) 19.7%(25/127) 0.011
Embryonic Age 0.000
D5 68.2%(45/66) 93.4%(356/381)" 99.29%(126/127)*
D6 31.8%(21/66) 6.6%(25/381) 0.8%(1/127)
Clinical pregnancy rate(%) 53%(35/66) 57.2%(218/381) 61.4%(78/127) 0.511
Multiple pregnancy rate(%) 0 5%(11/218) 3.8%(3/78) 0.906
implantation rate(%) 539%(35/66) 57.2%(218/381) 61.4%(78/127) 0.511
Miscarriage rate(%) 5.7%(2/35) 17.9%(39/218)* 9.4% (12/127) 0.024
Live birth rate(%) 94.3%(33/35) [ 82.1%(179/218) 83.3%(65/78) 0.194

P<0.01 indicates a highly significant difference and is represented by uppercase letters; P<0.05 indicates a significant difference and is represented by lowercase letters.
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Group Variables Regression Standard Error Wald chi-square 95%ClI

Coefficient value
Intercept -54.654 1.249 1913.603 0.000
Blastocyst Stage 2764 0694 15871 0.000 0.063 0.016-0.246
Bibrrcicise 72.841 1.301 3135.854 0000 = 4309E+31 (3.366E+30)-
ORI (5.516E+32)
A

Endometrial -0.088 0632 0.020 0.889 0.916 0.265-3.157

preparation protocol
Types of infertility -0.319 0.758 0.177 0.674 0.727 0.165-3.213

Miscarriage rate 1.781 0.509 12.245 0.000 5.938 2.189-16.105
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Study groups

P value
Characteristics - ICSI (c-IVF
IVF group  group vs ICSI)
No. of cycles, n 58 49 -
Infertility type
Primary infertility, n (%) 9 (15.52%) 10 (20.41%)
. g:);°“dary infertiity, 49 (84.48%) | 39 (79.59%) ot
Female
age (years, average + SD) 3574 £+ 4.33 35.92 £5.03 0.25
BMI (kg/m2, average + SD) 22.31 £3.76 22.51 £ 3.17 0.85
The indication for PGT-A
recurrent abortion, n (%) 23 (39.66%) 19 (38.78%)
Advanced maternal age,
n (%) 24 (41.38%) 20 (40.82%) 0.98
repeated implantation 11 (1897%) | 10 (20.41%)
failure, n (%)
Blastocyst biopsy
No. of blastocyst, n 179 141
Blag:;;’f;b(i:gsy on 55 (30.73%) | 43 (30.50%)
Blag:;zf;b(i;gsy on 121 (67.60%) | 92 (65.25%) 041
Blag:;;’f;b(i;f)’sy o5 3 (1.68%) 6 (4.26%)
Blastocyst developmenf on Day5/6/7
EQI (average + SD) 1.94 £1.53 1.87 £ 1.52 0.66
EQ2 (average + SD) 1.09 £ 1.34 0.92 £ 1.10 0.44
EQ3 (average + SD) 0.07 + 0.26 0.08 + 0.28 0.62
Total EQ1, n (%) 116 (64.80%) | 92 (65.25%)
Total EQ2, n (%) 59 (32.96%) 45 (31.91%) 0.95
Total EQ3, n (%) 4 (2.23%) 4 (2.84%)

Blastocyst development on Day5/6/7, EQ1 means the embryo score is AA AB BA, EQ2 means

the embryo score is BB AC, EQ3 means the embryo score is CA BC CB.
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IVF group

PCR failure, n (%)

Tested embryos

0 (0.00%)

0 (0.00%)

Euploid, n (%)

87 (48.60%)

71 (50.35%)

0.69

Abnormal, n(%)

63 (35.20%)

52 (36.88%)

Mosaic, n(%)

pa.rental contamination,
n(%)

29 (16.20%)

0 (0.00%)

18 (12.77%)

0 (0.00%)

PCR failure—no embryonal DNA is available for PCR; euploid indicates that the embryo is
chromosomally normal and is available for transfer; abnormal indicates that the embryo has
CNVs > 4M and mosaicism > 70%; mosaic indicates that the embryo has CNVs > 4M and

mosaicism is between 30% and 70%.
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Study groups

c- ICSI
IVF group group

FET cycles,n 45 39 -
Biomedical pregnancy rate,

31 (68.89%) | 25 (64.10%) 0.64

n (%)

linical te,

Clinical pregnancy rate 26 (57.78%) | 25 (64.10%) 0.55

n (%)
Miscarriage rate, n (%) 3 (11.54%) 4 (16.00%) 0.70

The accuracy of PGT-A

23 (100.009 21 (100.00% -
results, n (%) ( L ( L

Biochemical pregnancy is confirmed by elevated levels of human chorionic gonadotropin but
does not result in the formation of a pregnancy sac.

Clinical pregnancy refers to B-ultrasound that can find the pregnancy sac.

Miscarriage includes spontaneous abortion and induced abortion.

The accuracy of the PGT-A results indicates the consistency of PGT-A and NIPT or
amniocentesis results.
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Control group

Experimental group

Number of cycles 470 570

Average age of female partner (years) 36.80 + 5.08 37.25£5.19 -1.413 0.856

Infertility duration (years) 4.89 + 3.46 4.83 + 3.69 0.542 0.430

body mass index (kg/m?) 2256 + 3.21 22.72+£322 -0.802 0.515

Inner membrane thickness (mm) 9.80 + 1.72 9.97 + 1.83 -1.555 0.155

Average number of embryos transferred 1.87 + 0.34 1.87 £ 032 -0.626 0211

Survival rate of revived embryos (%) 98.88 98.69 0.138 0.710

Recovery embryo integrity rate (%) 97.08 96.77 0.151 0.697

Infertility type 2,031 0.154

Primary infertility 139 146

Secondary infertility 331 424

Endometrial preparation plan 7.550 0.056
Natural cycle 89 100

Ovulation induction cycle 70 82

Hormone replacement cycle (GnRH-0:+HRT) 91 151

Hormone replacement cycle (HRT) 220 237

Transplanted embryo morphology 4.148 0.126
Excellent embryo 275 333

Excellent embryo +non excellent embryo 114 161

non excellent embryo 81 76
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Clinical pregnancy rate (%) Implantation rate (%) Early miscarriage rate (%) Multiple birth rate (%]

control group 37.20 (175/470) 24.90 (218/877) 13.10 (23/175) 9.15 (43/470)
Experimental group 40.20 (229/570) 26.40 (283/1071) 18.80 (43/229) 10.18 (58/570)
2 0938 0619 2304 0310

P 0.333 0.431 0.129 0.578
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Al group (>4 cells) A2 group (1-3 cells) A3 group (No increase) Fly?

Number of cycles 425 94 51

Average age of female partner (years) 37.09 £5.19 38.07 + 4.76 37.12 £ 5.81 1.388 0.251
Infertility duration (years) 4.83 +3.70 4.75 + 3.63 4.35 +3.36 1.148 0.318
body mass index (kg/m?) 2272 £3.31 22.85 + 3.07 2254 +£2.78 0.456 0.634
Inner membrane thickness (mm) 10.03 + 1.83 9.89 + 1.83 9.55 + 1.82 0.522 0.593
Average number of embryos transferred 1.87 £0.33 1.91+ 028 1.86 £ 0.35 3.047 0.048
Infertility type 1.417 0492
Primary infertility 109 21 16

Secondary infertility 316 73 35

Endometrial preparation plan 15.191 0.019
Natural cycle 67 24 9

Ovulation induction cycle 65 12 5

Hormone replacement cycle 126 17 s

(GnRH-0+HRT)

Hormone replacement cycle (HRT) 167 41 29

Transplanted embryo morphology 36.149 0.00
Excellent embryo 273 49 11

Excellent embryo +non excellent embryo 103 30 28

non excellent embryo 49 15 12

Multiple birth rate (%) 11.53 5.32 7.84 3.581 0.167
Clinical pregnancy rate (%) 44.2 (188/425) 29.8 (28/94) 25.5 (13/51) 11.711 0.003
Implantation rate (%) 29.3 (233/796) 18.3 (33/180) 17.9 (17/95) 12935 0.002
Early miscarriage (%) 18.6 (35/188) 10.7 (3/28) 385 (5/13) 4.099 0.129
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justed RR

Variables (95% CI)
Available blastocyst rate 0.036a
Normal level group (<1.0) Ref Ref
(I_f)lff};ly slevated lrvel groyp 0.864(0.726-1.029) 0.100
High level group (>1.5) 0.780(0.645-0.942) 0.010a
D5 available blastocyst rate 0.010a
Normal level group (<1.0) Ref Ref
(1;1_1;’_};?" Slprateillevel group 0.845(0.704-1.015) 0.072
High level group (>1.5) 0.736(0.604-0.898) 0.003a
D6 available blastocyst rate 0.863
Normal level group (<1.0) Ref Ref
(lhzl—ilg.};ly slevated lrvel groyp 1.003(0.768-1311) 0.980
High level group (>1.5) 1.064(0.799-1.417) 0.670
Top-quality blastocyst rate 0.394
Normal level group (<1.0) Ref Ref
(1;1_1;’_};?" Slprateillevel group 1.004(0.763-1.323) 0.975
High level group (>1.5) 0.859(0.635-1.161) 0.323
D5 top-quality blastocyst rate 0.233
Normal level group (<1.0) Ref Ref
(l-zl—iigil;)ly elevated level group 0.937(0.710-1.238) 0.649
High level group (>1.5) 0.787(0.579-1.069) 0.126
D6b top-quality blastocyst rate / /

The multivariate regression model was adjusted for female age, male age, infertility duration,
infertility factors, female BMI, AFC, cycle number, Gn total dosage, trigger-day E, level,
trigger-day LH level, dominant follicle number, insemination type, D3 embryo numbers for
blastocyst culture.

P, progesterone; RR, relative risk; CI, confidence interval; Ref, reference; BMI: body mass
index; AFC, total antral follicle count; Gn, gonadotropin; E,, estradiol; LH, luteinizing
hormone; D3: day 3; D5, day 5; D6, day 6.

a Statistically significant values.

b D6 top-quality blastocyst numbers could not meet the requirement of sample size for
multivariate regression analysis, so D6 top-quality blastocyst rate be unadjusted.
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Variables

Adjusted

RR (95% ClI)

Women,s age
<35y
Normal level group (<1.0)
Slightly elevated level group (1.0-1.5)
High level group (>1.5)
235y
Normal level group (<1.0)
Slightly elevated level group (1.0-1.5)
High level group (>1.5)
Insemination type
Conventional IVF
Normal level group (<1.0)
Slightly elevated level group (1.0-1.5)
High level group (>1.5)
1Cst
Normal level group (<1.0)
Slightly elevated level group (1.0-1.5)

High level group (>1.5)

1367/3726(36.69)
322/887(36.30)

451/1230(36.67)

594/1609(36.92)
141/451(31.26)
37/121(30.58)
61/181(33.70)

43/149(28.86)

1346/3472(38.77)
289/764(37.83)

464/1180(39.32)

593/1528(38.81)
162/705(22.98)
70/244(28.69)
48/231(20.78)

44/230(19.13)

0.954

0.629

0.803

0.029"

Ref
0.841(0.693-1.021)

0.744(0.602-0.920)

Ref
1.019(0.556-1.867)

0.772(0.394-1.514)

Ref
0.916(0.749-1.120)

0.820(0.662-1.015)

Ref
0.675(0.413-1.105)

0.369(0.194-0.703)

0.024"
Ref
0.081
0.006"
0.653
Ref
0.951

0.452

0.167
Ref
0.393
0.069
0010
Ref
0.118

0.002°

‘The multivariate regression model was adjusted for female age, male age, infertility duration, infertility factors, female BMI, AFC, cycle number, Gn total dosage, trigger-day E; level, trigger-day
LH level, dominant follicle number, insemination type, D3 embryo numbers for blastocyst culture.
P, progesterone; RR, relative risk; CI, confidence interval; Ref, reference; BMI: body mass index; AFC, total antral follicle count; Gn, gonadotropin; E,, estradiol; LH, luteinizing hormone; D3:

day3; DS, day 5.
3pearson Chi-Square test;
PStatistically significant values.
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Characteristics Group(A) Group(B) Group(C)
[DREEeR VD R (iDE:f.eolEss (iD/f c.%liss (iD:\l:gsése}lg
No. of cycles 21 55 29 /
Maternal age, (years) 314 3.1 31.16 £3.5 32835 p=0.096
Body mass index (kg/m?) 221+39 223+27 23023 p=0.459
Infertility duration (years) 34£27 30+21 4.1 %30 p=0.174
Anti-mullerian hormone (AMH),(ng/mL) 3116 3725 44 £3.1 p=0.193
AFC, (num) 92+4.6 11.1£53 129+75 p=0.099
Basic hormone

Basal FSH(mIU/ml) 7.8+28 6.8 £1.7 6.1+1.6 p=0.056

Basal LH(mIU/ml) 6.8 £2.1 6.5£3.8 7.3+42 p=0.616

Basal PRL(ng/ml) 27.6 £20.3 30.5 £41.9 252 +23.6 p=0.811

Basal E,(pg/ml) 539 +34.7 45.6 +22.7 53.8 £ 54.8 p=0.515

Basal T(ng/ml) 03+0.2 03 +0.1 03+0.2 p=0.394

Basal P(ng/ml) 04+0.2 04+0.3 0.6 + 1.0 p=0.356
Type of infertility

Primary infertility(%),n/N 47.6(10/21) 41.8(23/55) 37.9(11/29)

Secondary infertility(%),n/N 524(11/21) 58.2(32/55) 62.19(18/29) B9l
Cause of infertility

Tubal factor(%) 47.6(10/21) 38.2(21/55) 41.4(12/29)

Male factor(%) 33.3(7/21) 25.5(14/55) 10.3(3/29)

Ovulation disorders(%) 9.5(2/21) 18.2(10/55) 17.2(5/29)

Combination(%) 9.5(2/21) 7.3(4/55) 20.7(6/29) p=0.535

Endometriosis(%) 0(0/21) 5.5(3/55) 3.4(1/29)

Unknown(%) 0(0/21) 3.6(2/55) 6.9(2/29)

Ovarian hypoplasia(%) 0(0/21) 1.8(1/55) 00/29)

Data are means +SD or n.
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Group 1 (<10) Group 2 (11— Group 3 (>20)
Propofol Control Propofol Control Propofol Control
group group group group group group
=44) 531) 75) =481) (n=21) (n=35)

Pre-ovulatory 7.4 (19) 73 (1.8) 0388 147 (2.8) 146 (2.5) 0231 261 (58) 23.1 (2.2) 0.002
follicle count
No. of

) 95 (3.1) 8.7 (3.0) 0875 | 1458 (49) 14.1 (35) 0001 174 (44) 165 (3.7) 0.53
oocytes retrieved
o':c’(':; retrieved 1317 (40.7) 122.0 (41.8) 0641 | 103.4 (36.0) 97.9 (23.1) 0 683 (20.1) 720 (17.1) 0567
rate
No. of MII oocytes 85 (2.9) 7.2(28) 0485 | 130 (45) 121 (33) 001 | 149 (55) 143 (3.5) 0.006
MII oocytes rate (%) 890 (14.3) 84.0 (16.4) 0261 | 87.9 (11.3) 86.7 (13.4) 0087 | 840 (17.8) 87.0 (11.3) 0.029
No. of 2PN oocytes 7.1 (28) 5.8 (25) 0259 102 (338) 9.8 (3.3) 0.112 108 (50) 112 (35) 0.021
2PN rate (%) 83.0 (159) 80.5 (18.2) 0219 | 810 (14.5) 80.5 (14.6) 0592 719 (152) 77.8 (14.6) 0.49
No. of cleavages 69 (27) 5.7 (2.4) 0298 102 (3.8) 95 (3.3) 0112 105 (50) 1038 (3.4) 0042
Cleavage rate (%) 97.5 (6.0) 98.3 (7.0) 044 | 974 (53) 974 (62) 0794 977 (89) 96.8 (5.0) 0.984
No. D3 high- 30 (19) 1.8(17) 0092 40 (28) 3.5 (2.5) 0058 4.0 (3.3) 10 2.9) 0294
quality embryo
i:!zh(:’qﬁ;\ahty embryo 442 272) 31.8 (26.5) 0691 | 403 (24.1) 367 (22.6) 0397 | 38.1 (28.1) 36.5 (19.9) 0.025
No. of frozen embryo 33 (2.5) 20 2.0) 007 | 51(33) 44 (3.0) 0176 59 (4.0) 48(3.1) 0227
f;":f;)embry" 59.1 (364) 9.0 (38.1) 0356 | 594 (29.4) 546 (31.8) 0924 670 (39.5) 509 (21.2) 0.187

Data are presented as mean (SD). No.: number; MII: metaphase II; 2PN: two pronucleus.
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Characteristics

iDAScore v2.0 grouping

Group(A)

8 cells
(iDA:1-5.7)

Group(B)

8 cells
(iDA:5.8-8)

Group(C)

>8 cells
(iDA:5.8-8)

No. of cycles

Ovulation programme

Long agonist protocols(%)

21

76.2 (16/21)

55

63.6 (35/55)

29

58.6 (17/29)

Antagonist protocol(%) 23.8 (5/21) 36.4 (20/55) 414 (12/29) petae
Initial Gn dose (IU) 160.7 + 61.0 1584 + 53.8 146.6 + 41.7 p=0.544
Length of Gn stimulation (days) 111 £16 107 + 18 111 +21 p=0.615
Total dose of Gn (IU) 2172.0 6157 2024.6 + 6034 2052.1 + 27012 p=0.661
Ovulation programme
E; levels at the trigger day (pg/ml) 26332 + 1359.5 2796.8 + 1330.7 2465.37 + 1088.9 p=0.538
LH levels at the trigger day (mIU/ml) 23+09 2713 25+15 p=0.422
P levels at the trigger day (mIU/ml) 06+ 03 07£03 0703 p=0.142
Endomietrial thicknesgiat:thetrgges 12525 117422 113£22 p=0.180

day (mm)

Data are means + SD or n.
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Fresh oocyte collection
cvcle (n=545)
No oocytes (n=28)
Oocytes (n=517)

Non-ES+ Time lapse No normal
cycle (n=171) Fertilization (n=3)

ES+ Time lapse
cycle(n=342)

Double ET (n=64)

No ET (n=137)

Day 4 eSET (n=1)

Day 5 eSET (n=31)

Day 3 eSET (n=110)

.........................................................

> 8 cells (iDA:1.0-5.7)
(n=2)

>>8 cells (iDA:5.8-8.0)
(n=29)

8 cells (iDA:1.0-5.7)
n=21)

8 cells (1IDA:5.8-8.0)
(n=55)
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Excluded 1279 occytes (181 cycles)
(1) 124 oocytes from women over 40 years old (2 cycles)
(2) 831 oocytes from male or female chromosomal abnormalit
ies (79 cycles)

(3) 100 cocytes of more than 2 cycles (14 cycles)
(4) 81 oocytes from missed relevant data 8 cycles)
(3) 143 ococytes from low response cycles (58 cycles)

10930 cocytes (914 cycles)

Excluded 6733 oocytes or D3 embryos (167 cycles)
(1) 3519 abnormal fertilized or unfertilized oocytes (3 cycles?)

(@) 961 D3 wavailable embryos (6 cycles)
(3) 1373 fozmn o transferred D3 available embryos (158 cycles)

. 2

4177 D3 available embryos fr blastocyst culture included in the analysis (747 cycles) I

1008 D3 available embeyos in 1411 D3 available embryos in 1758 D3 available embeyos in
sommal leval zrovp stightly slevatad leval grovp ‘high tevel grovp
(triggeriey P< 1.0ng'ml, 254 (1L0sgmriggr<ayPe (riggadayP > 1.5ngml, 236
cyelas) Lsngml, 257 cyces) cycles)
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Trigger-day P level (ng/ml)

Characteristics Normal level Slightly elevated level group

group (<1.0) (1.0-1.5)

High level
group (>1.5)

No. of cycles 254 257 236

S:;:;fc;): ::l'"::ll::le embryos for 1008 1411 1758

Female age, median (IQR), y 30(28,33) 30(27,33) 29(27,32) 0.062a

Male age, median (IQR), y 31(29,34) 31(29,34) 30(28,34) 0.109a

Infertility duration, median (IQR), y 3(2,5) 3(2,5) 3(2,5) 0.841a

Type of Infertility, n(%) 0.378b
Primary 125(49.21) 134(52.14) 131(55.51)

Secondary 129(50.79) 123(47.86) 105(44.49)

Infertility factors, n(%) 0.272b
tubal factor 134(52.76) 157(61.09) 140(59.32)

ov:::ﬂa:;::eimdm andlow 74(29.13) 51(19.84) 58(24.58)

Male factor 25(9.84) 25(9.73) 17(7.20)
Others 21(8.27) 24(9.34) 21(8.90)

Gravidity, n(%) 0.405b
0 123(48.43) 126(49.03) 126(53.39)

1 71(27.95) 70(27.24) 49(20.76)
2 60(23.62) 61(23.74) 61(25.85)

Parity, n(%) 0.079¢
0 204(80.32) 204(79.38) 194(82.20)

1 44(17.32) 49(19.07) 42(17.80)
2 6(2.36) 4(1.55) 0(0.00)

Miscarriage, n(%) 0.278b
0 183(72.05) 181(70.43) 176(74.58)

1 46(18.11) 60(23.35) 41(17.37)
2 25(9.84) 16(6.22) 19(8.05)

Female BMI, median (IQR), kg/m2 24.0(21.6,27.1) 23.4(21.5,26.0) 232(20.8,26.3) 0.019a,d

Tota.l antral follicle count(AFC), 120,19) 14(10,20) 18(12,24) <0.001a,

median (IQR) d

Cyele number, n(%) <°'°;1b’
1 215(84.65) 239(93.00) 222(94.07)

2 39(15.35) 18(7.00) 14(5.93)

Gn total dose,median (IQR), U 2475(1800,3075) 2400(1725,3000) 2250(1650,3075) 0277a

Dominant follicle number, median (IQR) §(6,10) 9(7,13) 11509,15) oo

Trigger-day E2 level, median (IQR), pg/ml 2895(2176,3769) 3697(2890,5188) 5748(4282,8209) <°'°d°1a’

Trigger-day LH level, median (IQR), U/L 1.88(1.27,2.76) 1.92(1.09,3.25) 1.72(0.91,2.95) 0.176a

Trigger-day P level, median (IQR), ng/ml 0.75(0.59,0.87) 122(1.10,1.36) 1.90(1.69,2.35) <0'O§la’

Insemination type, n(%) 0.059b
Conventional IVE 186(73.23) 199(77.43) 194(82.20)
1CSI 68(26.77) 58(22.57) 42(17.80)

Available blastocyst rate 478/1008(47.42) 678/1411(48.05) 868/1758(49.37) 0.572b
D5 359/1008(35.62) 512/1411(36.29) 637/1758(36.23) 0.933b
D6 119/1008(11.80) 166/1411(11.76) 231/1758(13.14) 0.420b

Top-quality blastocyst rate 107/1008(10.62) 174/1411(12.33) 205/1758(11.66) 0.430b
D5 107/1008(10.62) 167/1411(11.83) 193/1758(10.98) 0.605b
D6 0/1008(0.00) 7/1411(0.50) 12/1758(0.68) 0.036b,d

IVF, conventional in vitro fertilization; ICSI, intracytoplasmic sperm injection; D3, day 3; Others, uterine factors or unexplained infertility; BMI, body mass index; AEC, antral follicle count; Gn,
gonadotropin; E2, estradiol; LH, luteinizing hormone; P, progesterone; DS, day 5; D6, day 6.
Continuous variables are presented as median and (inter quartiles range).

a Kruskal-Wallis test;

b Pearson Chi-Square test;
¢ Likelihood-ratio test;

d Statistically significant values.
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Propofol Control p-

group (n=140) group (n=1047) value

Materna 30.6 (4.4) 32.1 (4.6) 0.439
age (years)
Infgrili 3(24) 31(19) 0.12
duration (years)
Maternal BMI

209 (29 21.6 (2.6 0.067
g 29) 26)
Basal FSH

6.7 (2.6 6.7 (2.2 0.065
(mIU/mL) (28 @2
Basal LH

4.2 (1.8 4.3 (1. 0.263
(mIU/mL) (18) @9
Basic E2 level

50.6 (18.4) 51.9 (16.6) 0.124
(pg/mL)
Progesterone

0.51 (027) 051 (0.26) 0.339
(ng/mL)
AFC 133 (5.8) 113 (5.8) 0.841

Data are presented as mean (SD). No statistically significant differences were observed

between the two groups. BMI: body mass index; FSH: follicle-stimulating hormone; LH:
luteinizing hormone; E2: estradiol; AFC: antral follicle count.
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Total does of

Propofol

group (n=140)

Control
group
1047)

2163.8 (794.0 2490.6 (927.0 0.154
el (791.0) 9.6 (927.0)
Gn
duration (days) 116 (2.2) 11.6 (2.6) 0.135
Hibmltiedaiggen 2403.7 (1276.6) 2092.0 (1015.9) 0.001
day (pg/mL)
Pre-ovulat
te-gyulatoty 142 (6.8) 111 (47) 0

follicle count

Data are presented as mean (SD). Gn: gonadotrophin; E2: estradiol.
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Characteristics Group(A) Group(B) Group(C)
: : 8 cells 8 cells >8 cells
1/ eere VA G (iDAL (iDA:5.8-8.0) (iDA5.8-8.0)
Cycle, n 21 55 29
iDAScore v2.0 48+ 10° 6.7£05" 73£05 p<0.001
Fertilization program
IVE(%) 81.0(17/21) 69.1(38/55) 89.7(26/29)

=0.104
ICSI(%) 19.0(4/21) 30.9(17/55) 10.3(3/29)
Number of oocytes (n) 11152 1231 £ 4.1 137 £ 6.0 p=0.183
MII (n) 9.4 + 40 101 £35 120 54 =0.068
Number of normal fertilization (n) 6.8+ 36 7.7+25 87+49 Pp=0.174
Normal Fertilization Rate (%) 620 + 194 64.4+ 183 65.1+22.0 p=0.850
Number of cleavage (n) 80+37 88+28 96+ 48 p=0.282
Oocyte cleavage rate (%) 978 £5.5 975 +87 982+38 p=0.897
4-cell counts for Day2(n) 31+13 4320 4735 p=0.065
4-cell rate for Day2(%) 529 +23.1 57.13 £20.6 53.64 £ 25.0 p=0.682
8-cell counts for Day3(n) 28+ 15 35+ 16 3226 p=0331
8-cell rate for Day3(%) 49.3 +29.0 483 + 19.0 37.8 % 24.0 =0.087
E:;":(:)‘)f god quality embryosion 2112 3617 4730 p<0.001
Rate of good quality embryos on Day 3(%) 392+ 258 50.0 + 21.0 58.0 + 27.0 =0.025
Number of blastocysts formed(n) 25+24° 41+22 5.1+ 4.0 =0.009
Rate of blastocyst formation (%) 37.9 £ 25.0° 56.4 + 284 63.2+305 p=0.008

Data are means + SD or n.

“compared with group B (p<0.05); *compared with group C (p<0.05).
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Propofol

group (n=140)

No. of
) 13.6 (5.2) 114 (4.3) 0.012
oocytes retrieved
trieval
DoEyEIRtEy 107 (41.1) 109 (36.4) 0.007
rate (%)
No. of MII oocytes 11.9 (4.9) 9.7 (4.0) 0.007
MII oocyte rate (%) 87.7 (13.4) 85.4 (15) 0.081
No. of 2PN oocytes 9.5 (4.1) 7.8 (3.5) 0.038
2PN rate (%) 80.2 (15.4) 80.4 (16.5) 0297
Nt 9.2 (4.0) 7.6 (3.5) 0.139
cleavage embryos
Cleavage rate (%) 97.5 (6.1) 97.8 (6.6) 0.612
o o DS highs 3.7 (2.6) 27 (23) 0.004
quality embryos
High-quali
ighrquality 41.2 (25.6) 342 (247) 0.283
embryo rate (%)
No. of
00 46 (3.3) 32 (2.8) 0.004
frozen embryos
Frozen embryo
60.4 (33.2) 51.7 (34.8) 0.299
rate (%)

Data are presented as mean (SD). No.: number; MII: metaphase II; 2PN: two pronucleus.
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Characteristics

iDAScore v2.0

Group(A)

8 cells

Group(B)

8 cells

Group(C)

>8 cells

No. of cycles
Clinical pregnancy (%)
Early abortion (%)

Ongoing pregnancy (%)

(iDA:1.0-5.7)
21
47.6(10/21)
20.0(2/10)

38.1(8/21)

(iDA:5.8-8.0)
55
60.0(33/55)
10.0(3/33)

54.5(30/55)

(iDA:5.8-8.0)
29
69.0(20/29)
20.0(4/20)

55.2(16/29)

p=0315
p=0.466

p=0.392
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Propofol

group (n=112)

Biochemical

8/112 (7.1%) 55/931 (5.9%) 0.604
pregnancy rate
Clinical pregnancy rate 60/112 (53.6%) 534/931 (57.4%) 0.445
Earl: ta
ary spontaneous 9/60 (15%) 61/534 (11.4%) 0.415
abortion rate
Ectopic pregnancy rate 0/60 (0%) 5/931(0.5%) 0.569
Multiplets
Pe 18/60 (30%) 133/534 (24.9%) 0.39
pregnancy rate
Live birth rate 65/112 (58.0%) 591/931 (63.5%) 0.26
Preterm delivery rate 9/65 (13.8%) 12/591 (2.0%) 0
Pret deli t
o CEWEAIe 7/65 (10.8%) 6/591 (1.0%) 0
of twin pregnancy
Neonate weight (g) 2826.0 (673.0) 2922.0 (657.0) 0.281
Male to female ratio 36/29 (1.34:1) 289/302 (0.96:1) 0.321

Data are presented as mean (SD) or n (%).
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OR(95%CL) p

Occytes retrieved (n=744) 1.00 (0.95-1.05) 0.97

Female age (n=744) 1.12 (1.07-1.18) 0.00

Type of infertility ‘

Primary infertility (n=429) 1 (ref)
Secondary infertility (n=315) 0.84 (0.56-1.23) 0.39
Infertility duration (n=744) 0.96 (0.89-1.04) 0.31

Infertility causes

Male factor (n=97) 1 (ref)

Ovarian function decline (n=141) 7 0.76 (0.38-1.53) 0.45
*Others (n=506) 0.62 (0.36-1.08) 009
BMI ‘

<=30 (n=712) 1 (ref)

>30 (n=32) 0.64 (0.26-1.54) 049
DFI ‘

<=30 (n=708) 1 (ref)

>30 (n=36) 050 (0.19-1.35) 0.17

Previous transfer cycle ‘

0 (n=497) 1 (ref)
1 (n=177) 1.17 (0.75-1.83) 0.50
>1 (n=70) 1.11 (0.59-2.10) 0.74

Endometrium preparation

Ovarian stimulation cycle (n=148) 1 (ref)

Artificial cycle (n=552) 0.76 (0.46-1.24) 027
Modified natural cycle (n=44) 0.96 (0.44-2.11) 0.92
Embryo quality ‘

Good embryos (n=624) 1 (ref)
Containing at least one grade III 1.13 (0.68-1.86) 0.64

embryo (n=120)

Group ‘
SET (n=153) 1 (ref)
DET (n=591) 1.18 (0.74-1.90) 0.46

Data are presented as the OR (95% CL).*Others includes tubal factor, ovulatory dysfunction
and other factor. DFI, DNA fragmentation index; BMI, body mass index; SET, single embryo
transfer; DET, double embryo transfer.
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OR (95% CL) p

Occytes retrieved (n=1704) 0.99 (0.96-1.01) 0.36
Female age (n=1704) 1.06(1.00-1.10) 0.00

Type of infertility

Primary infertility (n=960) 1 (ref)
Secondary infertility (n=744) 1.00 (0.76-1.32) 0.99
Infertility duration (n=1704) 1.00 (0.94-1.07) 0.93

Infertility causes

Male factor (235) 1 (ref)
Declined ovarian reserve (53) 1.06 (0.50-2.27) 0.88
*Others (1416) 1.02 (0.69-1.51) 0.92
BMI
<=30 (n=1626) 1 (ref)
>30 (n=78) 1.56 (0.90-2.70) 0.12
7 DFlI
<=30 (n=1600) 1 (ref)
>30 (n=104) 1.03 (0.60-1.79) 091

Previous transfer cycle

0 (n=1239) 1 (ref)
1 (n=334) 0.74 (0.51-1.06) 0.10
>1 (n=131) 1.45 (0.93-2.25) 0.10

Endometrium preparation

Ovarian stimulation cycle (n=315) 1 (ref)

Artificial cycle (n=1339) 1.27 (0.88-1.82) 0.20

Modified natural cycle (n=50) 0.98 (0.42-2.26) 0.96
Embryo morphology

Good (n=1519) 1 (ref)

One non-good embryo (n=122) 1.23 (0.72-2.11) 0.44

Non-good (n=63) 1.97 (1.13-3.50) 0.02

Days of embryo

Day 5 (n=1183) 1 (ref)

Day 5+ day 6 (n=86) 0.55 (0.27-1.13) 0.10

Day 6 (n=435) 1.39 (1.03-1.89) 0.03
Group

SET (n=1241) 1 (ref)

DET (n=463) 1.34 (0.96-1.87) 0.08

Data are presented as the OR (95% CL).*Others includes tubal factor, ovulatory dysfunction
and other factor. DFI, DNA fragmentation index; BMI,: body mass index; SET, single embryo
transfer; DET, double embryo transfer.
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OR (95% CL) p

Occytes retrieved (n=1144) 0.98 (0.95-1.01) 0.15

Female age (n=1144) 1.05 (1.00-1.11) 0.04

Type of infertility ‘

Primary infertility (n=635) 1 (ref)
Secondary infertility (n=509) 1.09 (0.76-1.55) 0.65
Infertility duration (n=1144) 1.01 (0.93-1.09) 0.85

Infertility causes

Male factor (150) 1 (ref)
Declined ovarian reserve (34) 1.04 (0.93-2.80) 0.94
*Others (960) ‘ 0.85 (0.52-1.40) 0.53

BMI ‘
<=30 (n=1091) 1 (ref) |
>30 (n=53) 0.91 (0.40-2.08) 0.83

DFI ‘
<=30 (n=1078) 1 (ref)
>30 (n=66) 1.36 (0.70-2.67) ‘ 0.37

Previous transfer cycle ‘

0 (n=907) 1 (ref)
1 (n=182) 0.65 (0.39-1.10) 0.11
>1 (n=55) 1.11 (0.52-2.34) 0.80

Endometrium preparation ‘

Ovarian stimulation cycle (n=203) 1 (ref)

Artificial cycle (n=901) 1.64 (0.99-2.72) 0.05

Modified natural cycle (n=30) V 0.79 (0.22-2.85) | 0.71
Group

SET (n=962) 1 (ref) ‘

DET (n=182) 1.55 (1.02-2.37) 0.04

Data are presented as the OR (95% CL).*Others includes tubal factor, ovulatory dysfunction
and other factor. DFI, DNA fragmentation index; BMI, body mass index; SET, single embryo
transfer; DET, double embryo transfer.
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Singleton pregnancies from FET
cycles from January, 2017 to

September, 2022. (n=2750) Excluded (n=302):

A history of previous spontaneous abortion (n=108)
Uterine malformation (n=4)

Individuals with chromosomal disorders (n=45)

A history of cancer (n=9)

Resue- ICSI and surgic sperm extraction (n=72)
Ectopic pregnancies (n=29)

Induced abortions (n=33)

Cases lost to follow-up (n=2)

FET cycles (n=2448)

Grouped by stage of embryos transferred

Day 3 cleavage Blasocysts
embryos (n=744) (n=1704)

\l/ ——> Grouped by SET or DET
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Excluded (n=560):
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l/ l — > | or morphologically
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Day 3 cleavage embryo Blastocyst
Characteristics
SETc DETc DETb
FET cycles 153 591 1241 463
Primary infertility (%) 68 (44.4) 357 (60.4) 0 701 (56.5) 259 (55.9) 0.84
Infertility duration 3[15,5] 3[24] 0.77 3(2,4] 3(2,4] 055
Primary diagnosis (%)
Tubal factor 59 (38.6) 263 (44.5) 620 (50.0) 229 (49.5)
DOR 38 (24.8) 103 (17.4) 023 40 (3.2) 13 (2.8) 0.95
Ovulatory dysfunction 13 (8.5) 39 (6.6) 178 (14.3) 73 (15.8)
Male factor 8 (11.8) 79 (134) 171 (13.8) 64 (13.8)
Others 25 (163) 107 (18.1) 232 (18.7) 84 (18.1)
Female Age
at oocyte retrieval 32 29,35 31 (28,35 0.04 30 [28, 33 29 [27,32 0.01
>35 years old 36 (23.5) 127 (21.5) 058 133 (10.7) 46 (9.9) 0.64
at embryo transfer 33 [30, 36 31[29,35 0.04 31 (28, 33 30 (28,33 001
>35years old 41 (26.8) 137 (23.2) 0.35 154 (12.4) 52 (11.2) 051
Male age
at oocyte retrieval 33 [29, 37 31 (29,35 0.03 31 [29, 34 30 [28,33 0
at embryo transfer 33 30, 37] 32 [29, 36 0.02 32 29, 35 31[29,34 0
BMI
Female 223 [20.13,253) 22 [20, 244] 039 22 [19.9, 25.0] 21.8[19.9, 24.8) 047
>30 12 (7.8) 20 (3.4) 0.02 65 (5.2) 13 (2.8) 0.03
Male 24,6 [22.6,27.7) 244 [22.4,27) 021 246 [224,27.1] | 243 [223,27.2] 036
Semen DFI 140 [8.73,21.84] | 127 [8.27,20.19) 033 12.8 [8.2,19.1] 111 [7.1,17.7] 001
>30 9 (5.88) 27 (457) 05 79 (6.4) 25 (5.4) 046
Previous IVF cycles (%)
0 119 (77.78) 443 (74.96) 1134 (91.4) 420 (90.7)
1 1(7.19) 100 (16.92) 0.01 92 (7.4) 38 (8.2) 0.84
=2 23 (15.03) 48 (8.12) 15 (1.2) 5(1.1)
Previous transfer cycles (%)
0 102 (66.7) 389 (65.8) 937 (75.5) 302 (65.2)
1 36 (23.5) 141 (23.9) 0.99 222 (17.9) 112 (24.2) 0
=2 15 (9.8) 56 (10.3) 82 (6.6) 49 (10.6)
GnRH analogues
Agonist 56 (63.6) 264 (44.7) 906 (73.0) 363 (78.4)
Antagonist 26 (17.0) 106 (17.9) 0.11 274 (22.1) 83 (17.9) 0.07
No analogues 71 (46.4) 221 (37.4) 61 (4.9) 17 (3.7)
Oocyte retrieved 53, 10] 7[5 11] 0 13 [10, 17) 13 [11-17] 0.11
Fertilization methods
IVF 120 (78.4) 473 (80.0) 0.66 1060 (85.4) 411 (88.8) 0.07
1CST 33 (21.6) 118 (20.0) 0.66 181 (14.6) 52 (11.2) 0.07
Endometrium preparation
Artificial cycle 114 (74.5) 436 (73.8) 997 (80.3) 342 (73.9)
Ovarian stimulation cycle 29 (19.0) 122 (20.6) 0.83 208 (16.8) 107 (23.1) 0.01
Modified natural cycle 10 (6.5) 33 (5.6) 36 (2.9) 14 (3.0)
Thickness of endometrium 9.75 [8.63, 11.0] 9.3 8.1, 10.7] 0.12 9 (8, 10] 9 [8,10] 0.83
Embryo quality (%)
i} 144 (94.1) 1061 (89.8) 0.09 / /
Cycle with at least one grade I embryo 9(59) 112 (19.0) 0 / /
Morphologically good blastocyst / / 1204 (97.0) 753 (81.3) 0
Cycle with at least one morphologically , ) 730} 148/(32.0) 0
non-good blastocyst
Day 5 blastocyst / / 936 (75.4) 508 (54.9) 0
Cycles with at least one day 6 blastocyst / / 268 (21.6) 252 (54.4) 0
CPL (%) 30 (19.1) 127 (21.5) 0.61 200 (16.1) 93 (20.1) 0.05

FET, frozen-thawed embryo transfer; declined ovarian reserve; DFI, DNA fragmentation index; CPL, clinical pregnancy loss.
Data are presented as the median [the first quartile, the third quartile] or count (percentage).
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