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Individualization of the starting dose of follitropin delta reduces the overall OHSS
risk and/ or the need for additional preventive interventions. cumulative data
over three stimulation cycles
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Table 1IESTHER-1 and ESTHER~Z patient flow, including frozen cycles

Follitropin delta Follitropin alfa in
in individualized conventional dosing Total
Series of events®
dosing regimen regimen
n n n

Total starting cycle 1 665 661 1326
Cycle 1 only 208 281 579
Cycle 1 and frozen cycle(s) only 115 119 234
Cycle 1, frozen cycles, starting cycle 2 46 50 96
Cycle 1, starting cycle 2 directly 206 211 417
Total starting cycle 2 252 261 513
Cycle 2 only i14 124 238
Cycle 2 and frozen cycle(s) only 43 44 87
Cycle 2, frozen cycles, starting cycle 3 13 10 23
Cycle 2, starting cycle 3 directly 82 83 165
Total starting cycle 3 g5 93 188
Cycle 3 only 66 72 138
Cycle 3 and frozen cycle(s) 29 21 50

a One patient could undergo more than one frozen cycle,
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(2 B{iE n=252
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Table 2Demographics, ovarian response and endocrine profile at end of stimulation in patients by OHSS characteristics

No OHSS or Early OHSS and Preventive Preventive
preventive no preventive intervenfions and | interventions and Late OHSS
Parameter
interventions interventions no early OHSS early OHSS
n=1937) (n=18) (n=50) n=35) =17
Age, years 313509 32,6 (4.5) e 3T 340029 325(4.0)
Body weight, kg 64.5 (10.6) 643(9.2) 614 (9.0)° 66.1 (16.6) 644 (12.6)
Anti-Mittlerian
176 (13.1) 363 (29.6) 402 20.7)* 429(202)" 268 (13.5)°
hormone, pmol/l
Follicles =12 mm 10.0(4.8) 169 (25" 264 (4.8 244 (3.0 148 (3.5
Oestradiol, pmol/l 5810.8 (3267.7) 13650 (9346.3)* 11646 (6998.1)° 16668 (9361.0) 8006.1 (3545.1)"
Inhibin B, pg/ml 811.0(533.1) 2076.6 (1013.8)* 2193.1 {749.4)" 2633.2 (8154 14845 (613.3)
Inhibin A, ng/m! 3461 (182.8) 755.0 467.3)" 715.7 (322.6) 838.5 (184.3) 474.1 (189.6)°
Oocytes retrieved 8.9(5.3) 163 (63)° 204 (8.5)° 2.8(75" 152 (6.8)*

Data are mean (SD}; both treatment arms combined. Groups are compared pairwise using Wilcoxon's text.

& P <0.001 versus the ‘no moderate/severe QOHSS or preventive interventions’ population.

b P <0.01 vepsus the “no moderate/severe OHSS or preventive interventions’ population,

¢ P<0.05 versus the ‘no moderate/severe OHSS or preventive interventions’ population.
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Supplementary Table 1 Cases of OHSS, incidence of moderate/severe OHSS and preventive interventions in eaclovarian stimulationcycle
Cyclel Cycle2 Cycle3
Follitropin Follitropin alfa Follitropindelta | Follitropin alfa Follitropin Follitropin alfa
delta n=661 n=252 n=261 delta n=93
n=665 n (%) n (%) n (%) n=95 n (%)
1 (%) n (%)
Any OHSS (grade 1-5) 23(3.5) 32(4.8) 3(1.2) 8(3.1) 2(2.1) 1(1.3)
Moderate OHSS (grade 3) 7(1.1) 12(1.8) 0 3(1.2) 0 0
Severe OHSS (grade4-5) 7(1.1) 7(1.1) 0 4(1.5) 0 1(1.1)
Moderate/severe OHSS 14(2.1) 19(29) 0 7(2.7) 0 1(LY)
Preventive interventions 15(2.3) 30 (4.5) 4(1.6) 5(1.9) 0 1(11)
Moderate/severe  OHSS  and/or | 29 (4.4) 44(6.7) 4(1.6) 11 (42) 0 2(2.2)
preventive interventions

ONSS = ovarizn hyperstimulbtion syndrems.
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Table3 Cumulafive incidence of moderate/severe OHSS and preventive interventions across three ovarian stimulation cycles

Follitropin delta in Follitropin alfa in
Treatment difference
Parameter individualized dosing regimen | conventional dosing regimen
(11=1665), 1t (%) (r=1661), n (%) OR (95% CI) P-value
0.50
Moderate/severe OHSS 142.1) 27@.1) 0.036
(0.26-097)
0.56
Preventive interventions 1929 33(5.0) 0.044
(0.31-0.99)
Moderate/severe OHSS
0.59
and/ox preventive 33(5.0) 54 (8.2) 0.018
(0.38-0.92)
inferventions

OR =o0dds ratio; 95% CI =two-sided 95% Wald confidence interval P-value based on likelihood ratio test.

772U, 3 D SFRAEERIITHELE 43.9%L 44.5% L BRREE RO -7,
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Supplementary Table 2 Ongoing pregnancy and live birth rates in each ovarian stimulation cycle

Cyele 1 Cycle2

Cycle 3

Follitropin delta  Follitropinalfa ~ Follitropin delta  Follitropin alfa

Follitropin delta  Follitropin alfa

n= 0665 n=661 n=252 n=261 n=95 n=93

n (%) n (%) 1 (%) n (%) n (%) n (%)
Ongoing pregnancy 204 (30.7) 209 (31.6) 70(27.8) 67 (25.7) 26 (274) 26 (28.0)
Live birth 198 (29.8) 203 (30.7) 69 (27.4‘) 66 (25.3) 25(26.3) 25(26.9)

OHSS = ovarian hyperstimulation syndrome.
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{ DISCUSSION }
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