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NMPONOPLUUA XXEHLLUWH, OOCTUINLNX OTBETA B 8-14 OOLIUTOB,
BbINTA CAMOUW BbICOKOW B NPYIME 8.6 MKI™ (54%) U 12.1 MKTI™ (60%)
Y XKEHLLIMH C BbICOKUM U HU3KUM AMI COOTBETCTBEHHO

Variable

Duration of stimulation, d

All patients

Low AMH stratum®

High AMH stratum®
Oocytes retrieved, n

All patients

Low AMH stratum

High AMH stratum
Fertilization rate, %

All patients

Low AMH stratum

High AMH stratum
Blastocysts, n

All patients

Low AMH stratum

High AMH stratum

5.2 ug

n = 42)
96 + 2.2
92+ 23

10.0 + 2.2
52 + 3.3
45+ 2.2
594+ 39
bb £+ 27
71 £ 20
b2 + 31

23+1.7
22+13
23+189

6.9 ug
(n = 45)

9.0+ 20
86+ 18
9.3+ 2.1

79+59
6.3 £49
9.1+64

65 + 19
66 + 18
64 + 20

3.1+ 27
24+14
3.6 £33

rhFSH

8.6 ug
(n = 44)

84+16
85+ 1.4
83+19

92 +456

106 £ 4.8

53 + 23
58 + 27
49 + 18

10.3 ug
(n = 44)

79+ 14
79+15
79+ 13

105+ 7.0

6.9 + 3.6
136+ 78

58 + 28
61 + 28
56 + 28

28+ 28
2016
35+ 34

|

10% yBenunyeHune fo3bl puPCr:
Huskun AMIT => 0,5 oouuToB
Bbicokun AMI™ => 1 oount

pynna 12.1 mkr => GonbLuee
KOnmnyecTBO bnacToumncT

Arce 2014 Phase 2a Dose response oocytes-blastocysts (002)

12.1 ug
(n = 47)
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12.2+5.9
9.4+49

144+58

56+ 20
57+ 21
56+ 20

3.1+ 2.0*
3.3+24

P value®

< .001
.009
<.001

< .001
<.001
< .001

< .001
.005
.006

.092
266
.188

Follitropin alfa
11 pg(n = 43)

8.
8.
8.

o o
H H H

0o B o

7834
124+54
62+ 23
63+ 21
61+ 25
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[ 11 mkr = 150 ME ]




LEJIb UCCINEAOBAHUA

B nocT-aHanuse Ucnosb30BaINCb AOCTYMNHbIE AaHHble, NosyyeHHble B 2-X PKU ana Toro, utobbl onpeaenutb
CYTOUHYIO A03Y GONNNTPONUHA AeNbTa, KOTOpPaAa obecneunTt Takou Ke OTBeT AMYHUKOB, KaK u 150 ME

donnutponuHa anbPa B geHb (11 mKr)

@ Crossback

Ovarian response to recombinant
human follicle-stimulating hormone:
a randomized, antimullerian
hormone-stratified, dose—response
trial in women undergoing in vitro
fertilization/intracytoplasmic

sperm injection

loan-Carles Arce, M.D, Ph.D.,* Anders Mybos Andersen, .0, Fh.D.®

Wlanuel Fernandez-Sanchez, M.C. Ph.D.F Hana Visnowa, M D, Ph.C.9 Ernesto Bosch, ML.D., Ph.D.S
luan Antonic Garcia-velsco, M.C. Ph.D. Pedro Barri, WD, Ph.0.9 Petra de Sutter, M.D., Ph.D.
Bjarke I1. Klein, Ph.0.." and Bart C. 1. M. Fauzer, M.C., Fh D/

* Reproductive Health, Ferring Pha rmiaceuticak, Copenhagen, Denmark; ® Fertility Clinic, Righospitalet, Copenhagen
University Hespital, Copenhagen, Denmark; © W1 Sevilla, Seville, Spain; = WF CUBE $E, Prague, {zech Republicc ® i
Valercia, vakencia, Spain; ¥ I Madrid, Madrid, Spain; ? Dhstetric, Gynecalogy & Reproduction, IU Dexeus, Barcelona,
$pain; " Reproductive Medicing, Universitair Ziskenhuk, Ghent, Belgium; ' Glabal Biometrics, Fering Pharmaceuticak,
Copenhagen, Denmark:and' Division Waoman & Ba by, University Medical Center Utrecht, Utracht, the Metherland

Ohjective: Tozvaluate the ip of 2 rovel ivant bumnan FSH [thESH; FE $050-48) with respect to ovazian
Tesponse ir patients ureeTgoing IV"Phnu'acymplamm spemn injection treatment; and prospeetively study the mflumes of ivdtial

v b o o |,
Design: Randorized, covtrolled, assesor- blmdci AWH-stratified fow: 50-14.% prol/L [07-< 211 ngiml]; bigh: 150445 pracl/T
[2.1-1 i ngiml]] trial,
Setting: Soven infertility centers in four countrze,
Patient(s): Two hundrd sisty fove women aged = 37 years.
Intervention(s): Coxtrolled ovarian stivaulation with sitherS .2, B3, £.6, 14.9, or 12.1 ug of thFSH, 0111 g (154 ) of follitropin alfain
1 GrRH antagonict opole.
Main Gutcome Measurels): Muriber of DDC}‘tﬁ retrioved.
Resultls): The rumber of oocy it anThF SH manner, from 5.2 + 1.9 oorytes with 5.2 pglito 12,1
£ 58 with 12.1 pg /2. The slopes n(t.h: th.EE[-I dose-] rﬁpms: ourves differed significantly betwesn the two AMH strata, deamorstrating

da3za 2 / [Jo3a-peakuus

Individualized versus conventional
ovarian stimulation for in vitro
fertilization: a multicenter,
randomized, controlled,
assessor-blinded, phase

3 noninferiority trial

Anders Myboe Andersen, M.D., Ph.B.,® Scott M. Nelson, M.R.C.0.G., Fh.D.,b Eart C. J. M. Fauser, M.D., Ph.D.,¢
Juan Antonio Garcia-Velasco, M.D., Ph.D.,d Ejarke M. Klein, Ph.B.* and Joan-Carles Arce, M.D., Fh.D.,“ for the
ESTHER-1 study group

* Fertility Clinic, Rigshaspitalet, Copenhagen University Hospital, Copenhagen, Denmark, ® Sthaol of Medidne, University
of Glasgow, Glasgow, United Kingdom: = Division Waman & Baby, University Medical Center Utrecht, Utrecht, the
Netherlands; ¢ 1V Madrid, Marrid, Spain; * Biometrics, Feming Pharmaceuticals, Copenhagen, Denmark; and
fReproductive Health, Ferring Pharmaceuticals, Copenhagen, Denmark

Objective: To eomparethe efficacy and safety of follitenpin delta, a newhuman recombinant FSH with individualized dosing hased on
serurn antimillerian hormone (AMH) and body weight, with conventional follieopin alfa dosing for ovarian stimulation m women un-
dergoing IVF.

Design: Randornized, multicenter, assessor-blinded, noninferiorivy wial (ESTHER- L),
Setting: Repmductive medicine clmics,
Patient(s): A rotal of 1,329 women laged 18-40 years).
Interventionts): Follitropin delta (AMHE < 15 panolfL: 12 ggfd; AMH > 13 proolfL: 0. 10-0.19 pegflgfd; maxivouon 12 wg(d), or follitrn-
pin alfa (150TU/d for 5 days, potential subsequent dose adjustments; Taxizmim 450 IU{d).

Main Quicomes Measure(s): Ongoing pregnancy and ongoing implantation rates; noninferdonty margins —&.0%.

Result{s): Ongomg pregnancy (30,740 ve. 3 L6% ; difference —0.9% [95% con fidence intersal (CL) —5.9% to 4. 1%]), ongoim girmplantation
[35.290¥8, 35.8%; — 6% [95% CT —6. 1% to 4.8%]), and Gve birth (29.8% vs. 30.790; — 0.9% [95Va C1 — 5.8% to 4.0%]) rates were sirmilar for
mdividuahized follitmpin delta and conventional follitropm alfa. Individualized folliteopin defta resulted in more women with target
esponse (8- L4 nocytes) (43.5% vs. 38.4%), fewer poorresponses (fewer than finr oocymes in patients with AMH <15 pmol{L) (L1.8% vs.
17.9%), fewer excessive respomses (2 15 or 2 2 nocytesin patients with AMH 2 15 proolfL) (27.9% s, 35, [% and L0, 1% vs. 15,6, respec-
rively), and fewer measures taken to prevent ovanan hyperstizmalation sy droone (2.3%vs, ¢.50%), despite sirnlar oocyteyisld (L0 £ 5.6 v,
L4 + 6.5) and sirmilar blagtocyst ruanbexs (3.3 £ 28 v6 3.5 £ 3.2), amd Iess gonadotropin use (90.0 £ 25.3 vs. 103.7 £ 33.6 ug.
Conclusion(s): Optimizing ovarian respomnse in IVE by mdividualized dosing aceording to pretreatment patient ch aract eristics results in

ESTHER-1, ®a3a 3/ ddekTnBHOCTb

1.. 2016. Available at: https://www.ema.europa.eu/en/documents/product-information/gonal-f-epar-product-information_en.pdf (last accessed July 2020). Merck. GONAL-f Summary of Product Characteristics



https://www.ema.europa.eu/en/documents/product-information/gonal-f-epar-product-information_en.pdf

WCCIEOOBAHUE ®A3bI 2: JO3A ®OJIUIMTPOINMUHA OENDBTA,
KOTOPAA OAET CONOCTABUMOE KOJIMYECTBO
U3BJTEYEHHbIX OOLUMUTOB C 150 ME ®OJJTIUTPOINUHA AJTb®A

[Jo3a ¢ponnutponunHa gensra
Takown »xe oBapuanbHbIn OTBET, Kak 1 150 ME
donnutponuHa anbda*

Bce naumeHTbl N =265 10.0 mkr (7.9-12.8)

Oocytes retrieved

B_
i
+10.0 ug [ 7.9; 12.8]
4 T T 1 I I I 1 T
5 6 7 8 9 10 11 12 13 14

Follitropin delta dose (ug)

Estimated means (circles) with 95% Cls and regression line fitted to log(dose) vs. number of oocytes retrieved (blue). The mean number of oocytes retrieved for 150 IU follitropin alfa (10.4 oocytes) is indicated with the
dashed horizontal line and the dose of follitropin delta estimated to have the same response as 150 U follitropin alfa (red) is indicated with the vertical dashed line. The estimate and its 95% CI are indicated with the arrow
and the solid horizontal line on the x-axis (black). *Dose of follitropin alfa remained fixed at 150 IU/day throughout stimulation.

Arce JC, et al. RBMO 2020 DOI:https://doi.org/10.1016/j.rbmo.2020.07.006;



WCCINEOOBAHUE ®PA3bI 3: 1O3A ®OIVINTPOINMUHA OENDBTA,
KOTOPAA OAET COMNOCTABMOE KOJIMYMECTBO U3BJIEHEHHbIX
OOLUUTOB C 150 ME ®OJUTUTPOINHA AJIb®PA

254 @ Follitropin alfa

24| ® Folitropin delta [o3a donnutponuHa genesra
234 _ Takomn ke oBapuanbHbIn OTBET, Kak 1 150 ME
ol chonnuTponuHa anbda

21 4
20 4
19 -
18 -
17 -
16 -
15
14 -
13-
12 1
11+
10 -
9_
8_
7_

Bce nauueHTbI
N =1326

10.3 mkr (9.7-10.8)

Qocytes retrieved

1 410.3 g [ 9.7; 10.8]
5 T T T T T T T

5 6 7 8 9 10 11 12

Follitropin delta dose group (Lg)

Estimated means (circles) with 95% Cls and number of patients for sub-groups based on follitropin delta dose corresponding to patients’ AMH value and body weight. Example: for 7 pg on the x-axis, the circle for follitropin delta
indicates that approximately 11 oocytes were retrieved in patients treated with follitropin delta while the circle for follitropin alfa indicates that approximately 16 oocytes were retrieved in patients with the same baseline
characteristics (AMH and body weight) but treated with a starting dose of 150 1U/day follitropin alfa. The intersection of the regression lines for follitropin delta (blue) and follitropin alfa (red) indicates the dose of follitropin delta
estimated to have the same response as 150 U of follitropin alfa. The estimate and its 95% ClI are indicated with the arrow and the solid horizontal line on the x-axis (black).

Arce JC, et al. RBMO 2020 DOI:https://doi.org/10.1016/j.rbmo.2020.07.006;



PEKOBENITb UMEET YHUKANBbHbIU PEXXUM JO3UPOBAHUS,
OCHOBAHHbIN HA YPOBHE AMI" U MACCE TEJIA NAUMEHTKU

Ob6ecneunsaeT ycnewHyo CTUMYAALMUIO Y NAaLUEHTOK C BbICOKUM pe3epBom & 88,2% cnyvaes 6e3 CI'

ORA=047 |
{@5% Ck 0.26-0.88)
P=002
40 . Moderst/asvens OHSE only 29,19
I Moderais/severe OHSS and preventie Inerventions
35 +  Proventhve Intervartions only
a0
i
B 20- 11.8%
EW NS NS
z —
10 5.7% 8.5%
HS
AR -
1.2%

ol 0% e ane BN | | |
Folltropin Folltropin Folliropin Folltropin Folltropin Folltropin Folliropin Folltropin
delta alia detta alfa delta alfa delta alfa

AMH o AMH Q2 AMH Q3 AMH 04
@1 < 8.99 pmoliL 2= 3.99 <16.14 pmolL Q3= 16.14<25.35 pmol/L 4= >25.35 pmol’L

Manuel Fernandez-Sanchez (2019), 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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"PEKOBEN/L®. CMIOCOB MPUMEHEHIS 1 403!
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Pexum gosunposaHusa npenapara Pexosennb” nogdbvpaeTcs nHAMBUAYANbHO ANA KKOAON NAUMEHTKN 1
HanpaefeH Ha NosyYeHue AOCTATOYHOr 0O KONMYeCcTBa OOUUTOB U CHWKEHUA HYacTOThbl BO3HUKHOBEHUA
cuHgpoma runepcTtnmynsauun sn4Hukos (Cri)

Mpenapar NOo3NPYETCSH B MUKPOrpaMmax

Pexxum ao3uposaHusa npenapara PexoBennb” He MOXET NPUMEHATLCA K APYIUM NeKapCcTBEHHbIM
rpenaparam roHafoTponMHOB

B nepBoM LMKNe Tepanuu CyToYHaa A03POBKa Npenapara onpeaenserca Ha OCHOBaHUM YpoBHA AMI™
B NNas3me KPoBW 1 Macehl TeNa NnauueHTKu

Mpu nogbope o3kl HeOBXOANMO B3ATh 3a OCHOBY NocneaHee 3HaqveHne AMI™ (3a npeawecTByoume 12 MecsLes),
nony4YeHHoe Npu 3MepeHnt C NOMOLLBIO NOJSTHOCTBIO asToMaTuanpoBaHHoTo Tecta Roche Elecsys® AMH Plus

Ha npoTsikeHun NepBoro UMKNa NeYeHusl A03a Npenapara He A0JKHA MEHATLCA

MakcumanbHas CyTouHas [103a B NepBOM LUuKne cocrasnsaeTt 12 mMkr




PEKOBEJIJ1E®. CI'NOCOL NPVIMEHEHA 11 1O3bI.

MoBTOPHbLIA LUKN

YRoBNeETBOPUTENBHASA (OCTATOHHASA) BbIDAXKEHHOCTL OTBETA ANHHUKOB
B npeapbiayLlemM upkne 6e3 passutua CIMH - ananornyHas posa

HegocTaTtoyHO BbipaXKeHHbIV OTBET ANYHUKOB B
NPEALLECTBYIOLLEM LMKIE - yBEenu4eHne 0o3bl Ha 25%
nnn 50% B 3aBUCUMOCTW OT OTBETA NauueHTa Ha nevyeHue

N36bITOYHBIN OTBET ANYHUKOB - CHIKEHNe [03kI Npenapara
Ha 20% wvnn 33% B 3aBUCUMOCTU OT OTBETA Ha fIe4HeHue

MakcumanbHas cyTo4Has [403a B NOBTOPHOM LMKNE npernapara 24 mer

MHCTRYKLMA NO MEAWLMHCKOMY NPHMEREHIN0 NeXapCTBeHHOro npenapara Pexosenne or 13.03.2020



COJUTNTPOINNH AEJIBTA JOSVPYETCAH B MKI

CpOK rofHOCTU 1 YCNOBUSA XPaHEeHWs

Pexosenns [NZENEHEIAN

PacTacp Ann NOJUOMMOrD spogers, 33 3 merian

PonnmTpomes penwrs

[ TSN,

Crmpusea

[ S e i e JT R T . ~

s prem e ’FE'R.R'NGJ
— .;, ]

R N T
© o5 Mpu Temnepartype | -8 ( %r}]

PN L toe s A SO |
ZELEE L Npy Temneparype | el e
TN RARLLY S

[MNocne nepBoro ncnonb3oBaHnsa: He bonee

VHCTRYKUMA N0 MEAMUMHCKOMY NPMMEHEHWIO NEKAPCTEEHHOMO npenapara Pekosenns ot 13.03.2020
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Cnacnbo 3a BHUMaHue!




