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Control

N=69-89
Body weight (Kg) 3.36 £ 0.05
Brain: body weight (g/Kg) 14.07 + 0.22
Heart: body weight (g/Kg) 8.32+0.18
Adrenal: body weight (g/Kg) 0.12 + 0.00
Lung: body weight (g/Kg) 30.07 + 0.63
Kidney: body weight (g/Kg) 7.01 £0.16
Liver: body weight (g/Kg) 31.82 + 0.65
Spleen: body weight (g/Kg) 1.46 + 0.05
Crown rump length (cm) 43.97 + 043
Biparietal diameter (cm) 8.90 + 0.26
Abdominal circumference (cm) 32.45 + 0.30
Femur length (cm) 11.88 + 0.20
Tibia length (cm) 14.60 + 0.23
Lower leg length (cm) 13.95 + 0.28

#p<0.0001, ***p<0.001, **p<0.01 compared to control.

2.54 + 0.06**

17.97 + 0.40*

8.17 £0.21

0.15 + 0.00%***

29.08 +0.90

7.81 £ 0.16***

30.42 +0.70

1.36 + 0.05

40.05 + 0.430

8.48 £0.27

29.34 £ 041

10.63 £ 0.20****

13.29 £ 0.21+*

12.91 + 0.27**
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110 days Surgery Survive

gestation cohort* to
post-
mortem
Control N=11 N=10 91%

FGR N=8 N=5 63%

“Includes 3 surprise triplets where the 3! fetus was added to the control group

127 days Surgery Survive
gestation cohort to
post-
mortem
Control N=125 ‘ N=105 84%
FGR N=125 ‘ N=98 78%
136-138 days Surgery Survive Survival
gestation cohort* to rate
post-
mortem
Control N=40 N=38 95%
FGR N=52 N=32 62%

*Includes 24 hour and 4 week postnatal groups as only 1 FGR postnatal death
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Pralue Hazard ratio Pralue Hazard ratio
Cesarean section 0.409 0.845(0.566-1.260) —_—— Cesarean section 0694 0.918(0.601-1.404)
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Preterm rupture of membrane 0,578 0.825(0.419-1.625) -—.——- Preterm rupture of membrane 0320 1.526(0.663-3.512) —_—
Small for gestational age 0.950 1.026(0.456-2.307) -—h— Small for gestational age 0701 0.811(0.278-2.362) ——
Large for gestational age 0217 0.767(0.503-1.169) -—-—. Large for gestational age 0352 0.792(0.484-1.295)
Neonatal jaundice 0930 1.019(0.669-1.552) -—p—- Neonatal jaundice 0774 1.071(0.672-1.707) —
Neonatal infection 0.536 0.750(0.301-1.866) »—.—— Neonatal infection 0703 1.234(0.419-3.639)
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T T ; T r T T
0.0 05 10 L5 0 1 2

Hazard Ratio Hazard Ratio





OPS/images/fendo.2024.1453083/table1.jpg
PGT-A Conventional IVF

Characteristics

(N = 462) (N = 478)
Age (years) 28.89 +3.53 29.18 + 3.49 0.205
BMI (kg/m?) 23.00 + 3.39 22.96 +3.45 0.873
Duration of infertility (years) 3.26 £2.03 344 £2.19 0.203
Type of infertility (n, %) 0.106
Primary 303 (65.58) 337 (70.50)
Secondary 159 (34.42) 141 (29.50)
Indication for IVF (n, %) 0.121
Ovulatory dysfunction 33 (7.14) 23 (4.81)
Tubal factor 232 (50.22) 269 (56.28)
Endometriosis 3 (0.65) 2(042)
Male factor 69 (14.94) 82 (17.15)
Combined factors 97 (21.00) 84 (17.57)
Unexplained 28 (6.06) 18 (3.77)
Antral follicle count 22.24 + 10.62 21.58 £9.71 0.321 ‘
TSH (uIU/mL) 224 £ 141 218 £ 1.22 0.542 ‘
AMH (ng/ml) 6.40 (4.14-10.18) 6.34 (4.18-9.67) 0.542
FSH (IU/L) 5.82 (4.99-6.84) 5.96 (5.11-6.77) 0.097
LH (IU/L) 5.51 (3.96-8.08) 571 (4.05-8.01) 0.670
Estradiol (pg/ml) 3530 (26.83-46.04) 36.75 (27.85-49.01) 0.157
Progesterone (ng/ml) 0.40 (0.21-0.66) 0.40 (0.22-0.66) 0.972
Testosterone (ng/ml) 0.32 (0.22-0.45) 0.32 (0.24-0.46) 0.642
Prolactin (ng/ml) 15.87 (11.79-20.71) 16.22 (12.17-22.40) 0.319
Sex of fetuses (n, %) + 0.019
Male 267 (58.04) 241 (50.42)
Female 193 (41.96) 237 (49.58)

Data are presented as the mean + standard deviation, median (interquartile range) or n (%). P < 0.05 was considered statistically significant. ¥ Data were missing regarding fetal sex in 2 women in
the PGT-A group. Abbreviations: PGT-A, preimplantation genetic testing for aneuploidy; IVF, in vitro fertilization; BMI, body mass index; TSH, thyroid stimulating hormone; AMH, anti-
Mullerian hormone; FSH, follicle-stimulating hormone; LH, luteinizing hormone.
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PGT-A Conventional IVF

Characteristics (N = 462) (N = 478) P values
Duration of ovarian stimulation (days) 9.80 + 1.88 9.88 +2.13 0.542
Gonadotropin dose (IU) 1493.75 (1171.88-1875.00) 1425.00 (1200.00-1950.00) 0.566
| Estradiol level on HCG trigger day (pg/mL) 5667.50 (4108.50-7603.75) 5569.00 (4283.50-7271.50) 0.795
LH level on HCG trigger day (pg/mL) 1.99 (1.26-3.39) 2.05 (1.35-3.23) 0.926
Progesterone level on HCG trigger day (ng/L) 0.87 (0.59-1.23) 0.80 (0.53-1.17) 0.092
Endometrial thickness on HCG trigger day (mm) = 10.65 + 2.24 10.70 £ 2.18 0.696
214 mm oocytes on HCG trigger day 17.77 £ 5.40 17.09 £ 5.50 0.053
=18 mm oocytes on HCG trigger day 7.75 £ 4.20 7.42 +4.11 0.218
No. of oocytes retrieved 2031 £7.72 19.56 + 6.65 0.112
No. of MII oocytes 17.34 £ 5.65 17.06 + 5.33 0.436
No. of 2PN oocytes 13.60 + 4.67 13.16 + 4.40 0.133
No. of high-quality embryos on day 3 9.54 +4.32 9.30 +4.04 0.388
No. of high-quality embryos on day 5 or 6 7.36 +3.14 7.02 2382 0.086

Data are presented as the mean + standard deviation or median (interquartile range). P < 0.05 was considered statistically significant. Abbreviations: PGT-A, preimplantation genetic testing for
aneuploidy; IVE, in vitro fertilization; HCG, human chorionic gonadotropin; LH, luteinizing hormone; MIL, metaphase II; 2PN, two pronuclei.





OPS/images/fendo.2024.1453083/table3.jpg
Adjusted OR or

P values for

Characteristics (F;\(’;I 262) (C’ivozvz;éi)onal Mz absolute difference interaction between
(95% CI) PGT-A and fetal sex

Gestational age at 0.920

delivery (weeks) 39.21 + 1.62 39.23 + 148 0.02 (-0.38-0.42)

Male fetuses 39.11 + 1.66 39.09 + 1.56 -0.01 (-0.29-0.27)

Female fetuses 39.36 + 1.57 39.38 + 1.37 -0.02 (-0.30-0.27)

Cesarean section (n, %) 288 (64.29) 306 (66.67) 0.89 (0.49-1.58) 0.679

Male fetuses 171 (65.52) 159 (68.24) 0.85 (0.57-1.26)

Female fetuses 117 (62.57) 147 (65.04) 0.92 (0.60-1.40)

Preterm delivery (n, %) 27 (5.84) 23 (4.81) 0.51 (0.15-1.71) 0.278

Male fetuses 16 (5.99) 15 (6.22) 0.91 (0.43-1.93)

Female fetuses 11 (5.70) 8 (3.38) 1.60 (0.62-4.15)

Gestational diabetes (n, %) 47 (10.17) 54 (11.30) 0.81 (0.34-1.92) 0.630

Male fetuses 30 (11.24) 33 (13.69) 0.84 (0.49-1.43)

Female fetuses 17 (8.81) 21 (8.86) 0.99 (0.50-1.97)

Gestational hypertension (n, %) | 10 (2.16) 7 (1.46) 3.29 (0.39-27.65) 0.272

Male fetuses 6 (2.25) 2(0.83) 3.03 (0.59-15.48)

Female fetuses 4 (2.07) 5(2.11) 0.89 (0.22-3.57)

Preeclampsia (n, %) 16 (3.46) 27 (5.65) 0.34 (0.09-1.29) 0.112

Male fetuses 9(337) 19 (7.88) 040 (0.17-0.92)

Female fetuses 7 (3.63) 8 (3.38) 1.04 (0.36-3.00)

Placenta previa (n, %) 4(0.87) 7 (1.46) 5.50 (0.32-94.02) 0.240

Male fetuses 3(1.12) 2 (0.83) 1.78 (0.27-11.81)

Female fetuses 1(0.52) 5 (2.11) 0.28 (0.03-2.50)

:’::')m rupture of membrane: | 5 gy 31 (6.49) 0.54 (0.19-1.56) 02:2

Male fetuses 19 (7.12) 20 (8.30) 0.83 (0.42-1.63)

Female fetuses ‘ 14 (7.25) 11 (4.64) 1.53 (0.66-3.51)

Data are presented as the mean + standard deviation, or n/N (%). P < 0.05 was considered statistically significant. The covariables in the overall regression models were maternal age, BMI, AMH,
number of oocytes retrieved, number of high-quality embryos on day 5 or 6, endometrial thickness before embryo transfer, PGT-A vs. conventional IVF, fetal sex, and interaction between PGT-A
vs. conventional IVF and fetal sex. For each fetal sex subgroup, the regression model included covariables of maternal age, BMI, number of oocytes retrieved, number of high-quality embryos on
day 5 or 6, endometrial thickness before embryo transfer, and PGT-A vs. conventional IVF. Abbreviations: PGT-A, preimplantation genetic testing for aneuploidy; IVF, in vitro fertilization; OR,
odds ratio; CI, confidence interval.
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1812 Women 20 to 37 yr of age who
were receiving their first cycle of IVF
with ICSI were assessed for eligibility

600 Were ineligible
486 Had <3 good-quality blastocysts on day 5
87 Underwent fresh-embryo transfer
23 Withdrew consent
4 Had other reason
1 Had oocytes frozen
3 Had embryos frozen on day 3

1212 Underwent randomization

606 Were assigned to PGT-A group

468 Delivered live infants
6 Were twin pregnancies
462 Were singleton live birth

606 Were assigned to conventional IVF group

496 Delivered live infants
18 Were twin pregnancies
478 Were singleton live birth

Fetal sex-based differences in pregnancy complications
between PGT-A and conventional IVF
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Adjusted OR or P values for

Characteristics 5\(133262) Ei;)zv‘e{;éi)onal Wiz absolute difference interaction between
(95% ClI) PGT-A and fetal sex

Mean birth weight (g) | 341724 £ 487.71 3449.33 + 488.19 -58.74 (-185.50-68.03) 0.363

Male fetuses | 344079 + 498.67 3506.49 + 533.68 57.12 (-34.26-148.50)

Female fetuses : 3389.77 + 471.68 3391.20 + 43052 0.27 (-86.32-86.87)

SGA (n, %) ‘ 20 (4.35) 21 (4.39) 1.21 (0.32-4.59) 0.776

Male fetuses ‘ 14 (5.24) 12 (4.98) 1.03 (0.46-2.31)

Female fetuses 1 6(3.11) 9 (3.80) 0.81 (0.28-2.36)

LGA (n, %) ‘ 91 (19.78) 114 (23.85) 0.95 (0.50-1.81) 0.876

Male fetuses ‘ 55 (20.60) 63 (26.14) 077 (0.50-1.17)

Female fetuses 36 (18.65) 51 (21.52) 0.79 (0.48-1.30)

Neonatal RDS (n, %) 3 (0.65) 5 (1.05) 0.09 (0.00-2.43) 0.153

Male fetuses ‘ 1(0.37) 4 (1.66) 0.22 (0.02-2.02)

Female fetuses ‘ 2 (1.04) 1(0.42) 2.48 (0.20-30.06)

Neonatal jaundice (n, %) ‘ 113 (24.46) 110 (23.01) 0.96 (0.51-1.78) 0.886

Male fetuses 65 (24.34) 57 (23.65) 1.02 (0.67-1.55)

Female fetuses 48 (24.87) 53 (22.36) 1.07 (0.67-1.71)

Neonatal infection (n, %) 16 (3.46) 18 (3.77) 0.56 (0.14-2.29) 0.423

Male fetuses 9(337) 11 (4.56) 0.75 (0.30-1.87)

Female fetuses |7 (3.63) 7 (2.95) 1.23 (0.42-3.64)

Neonatal hospitalization of >3 0.792

days (n, %) 55 (11.90) 59 (12.34) 0.90 (0.40-2.01)

Male fetuses 34 (12.73) 33 (13.69) 0.87 (0.52-1.48)

Female fetuses 21 (10.88) 26 (10.97) 1.00 (0.54-1.86)

Data are presented as the mean + standard deviation, or n/N (%). P < 0.05 was considered statistically significant. The covariables in the overall regression models were maternal age, BMI, AMH,
number of oocytes retrieved, number of high-quality embryos on day 5 or 6, endometrial thickness before embryo transfer, PGT-A vs. conventional IVF, fetal sex, and interaction between PGT-A
vs. conventional IVF and fetal sex. For each fetal sex subgroup, the regression model included covariables of maternal age, BMI, number of oocytes retrieved, number of high-quality embryos on
day 5 or 6, endometrial thickness before embryo transfer, and PGT-A vs. conventional IVF. Abbreviations: PGT-A, preimplantation genetic testing for aneuploidy; IVF, in vitro fertilization; OR,
odds ratio; CI, confidence interval; SGA, small for gestational age; LGA, large for gestational age; RDS, respiratory distress syndrome.





OPS/images/fendo.2024.1481014/crossmark.jpg
©

2

i

|





OPS/images/fendo.2024.1481014/fendo-15-1481014-g001.jpg
*%

o o o o o o

w < ® ~ -

(%) A3101x030349

[=] o (=)
Q v o 0
N - -

(dnouB jo13u09 By} Jo %)
Uezew.o4 |1\ JO 3oUeqIOoSqy

<C

MP Treatment Duration

PS-exposure





OPS/images/fendo.2024.1386309/fendo-15-1386309-g004.jpg
(¢}
o

12
e e
S 8 9
77} »n
Z Q 6
-4 -4
o, 2 3
) @
- [
0
<8 8-10 >11 <8 8-10 >11
Weeks Gestation Weeks Gestation

b 1
250bp-a c 8 a ¢ b18 a ¢ b 18s

150bp -
. HTR-8/SVneo pCTB Explant





OPS/images/fendo.2024.1386309/fendo-15-1386309-g005.jpg
p
“% o
Q %, 2
-4 K]
2 “
- % 2
%, 9@
\o,o 2.
%
%4
‘e,
v

Y
%,
%
a %, ey @
4 %, < 9 .m
[ %, = &
2 4, 5 § £
%5 = g
® -
3
2,
%
%,
5,
%
v o W o W o L] ] ] o
o o - - o o - - o o
[w/Su( 03 dAnRPA [ui/3u( 0) dAnE[L
uorssaadxa adueyd prog uorssaadxa d3ueyd proyg
\&\Q.
%,
e
P 3
%, S o] @
© \«.Ne = 2
% £ § .
4, - o=
3 9, & = z
G - 7]
7 -
“,
%
4,
“%
)
%
L e © ] L e © 2
< - s s e < S S
Jw/Su( 03 dA1R[A [w/3u( 0} dapEPI
uo1ssaadxa aZueyd prog [a] uorssa.rdxa a3uryd prog
4 %
“a, %,
2 %
[~ @ @y
o “, & % “s 2
e %, = 2 %, =
In_ W 2= 3 g % =
= L, %= a % 3
4
“a, %,
% %
K
% %,
) %,
% %
v o v 9 w 9 0 e 0 e
o o~ - - =) = - = S ©
[ui/Su( 03 AL [w/Su( 0} dANEPI
uoIssa.xdxa agueyd prog uorssaxdxa aueyd piog
sinoy e o sinoy gy

Leptin dose

LepRc

0

w0
=1 =

_1E\u=& 0} dAnB[RI
uorssaxdxa agueyd pjog

5
.0

25
2.0






OPS/images/fendo.2024.1386309/fendo-15-1386309-g006.jpg
L
g 8
o ZeNdINY -
] 2 zZ6£S £5d
. 8
691d »
>
©
2
]
szzLMosOLd § —
> ]
g °
£ vasner. >
S 39502d 2
Q. °
x S ok
]
B HoL 2
©
£
£
o
syspiv. @
£
80EL LIV
R EEEEERE 99933999 INqRITa

soyd aBuey pjo4

soyd abueyo piod,

@320

unp-o

080 m320
|

as8o

LZZs 2/L Msy

08€S
€/ MSYH

a3yd

STAT pathway
MAPK pathway

IS

8¢d

[ EL

24

N o @ 9
N AN e -

14
12

T yNe e ety
PR IR R R

soyd abuey pjo4
soyd abuey pjo4 O





OPS/images/fendo.2024.1386309/table1.jpg
Forward Reverse Amplicon
Primer Primer Size
Sequence Sequence (base pairs)

LepR 5. ACA GCATCA  5--CCA AGG 244
GTG ACA GTT GTC
TGT GGT TCT GGC

long (b) CCT -3 TTT CGT -3’

LepR 5- - GAA GCC 5. TTT GCA TCA 212
CGA AGT TGT CGT CCC ATT
GTT TGT TCC CGT -3

short (a) GCT -3

LepR 5. - GAT GCT 5. TTC TTG GGT 202
TGA AGG CAG TCT CAC AGA
CAT GTT GGG -3

short (¢) CGT -3

18s 5- - ATC CCT 5. CCC TCT TGG 186
GAA AAG TTC TGA GGT CCA
CAGCA-3 TG -3
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