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Principal investigators participating in the PCombi study (PR3109)

Site # | Principal investigator Institution
101* | Prof F (Frans) Debruyne Andros Men’s Health Institutes
P.O. Box 30005
f.debruyne@andros.nl 6803 AA Arnhem
The Netherlands
102* | Dr H. (Harm) van Melick Department of Urology
. L . Antonius Hospital
h.van.melick@antoniusziekenhuis.nl Koekoekslaan 1
3435 CM Nieuwegein
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103 Dr E. (Erik) Roos Department of Urology
: Antonius Hospital
e.roos@antonius-sneek.nl Bolswarderbaan 1
8601 ZK Sneek
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104 Dr R (Rik) Somford Department of Urology
Canisius Wilhelmina Hospital
r.somford@cwz.nl Weg door Jonkerbos 100
6532 SZ Nijmegen
The Netherlands
105* | Dr Y. (Cobi) Reisman Department of Urology
, Amstelland Hospital
uro.amsterdam@gmail.com Laan van de Helende Meesters 8
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The Netherlands
106* | Prof Dr JA (Fred) Witjes Department of Urology
. Radboud University Medical Center
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107 Dr M (Martijn) Steffens Department of Urology
, Isala Hospital
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Dr T (Tjard) de Haan The Netherlands
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108 Dr T (Ton) Roeleveld Department of Urology

t.a.roeleveld@nwz.nl

North-West Hospital
Wilhelminalaan 12
1815 JD Alkmaar
The Netherlands
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Site # | Principal investigator

Institution

Coordinating investigator:
Prof. Dr. RJA van Moorselaar

RJA.vanmoorselaar@vumc.nl

Department of Urology

Free University Medical Center
De Boelelaan 1117

1081 HV Amsterdam

The Netherlands

* no patients randomized

Statistical analysis center

Responsible statistician

Institution

G van Osta, PhD
gvosta@author.nl

AUTHOR! Data analysis and reporting
Julianalaan 15

1213 AP Hilversum

The Netherlands
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4.2 Pericad of ctudy

Total durabion of the shedy, nouding Soresning will b= 234 days for sach pabent {Someening
frormi Day -28 1 Doy -1, Cinical part from Cay 1 Wl Day 168, Folow up on Cay 1371

4% Shady madication
431 Feamulation, doce and reghmen

Esieirnl (4], forrulated in 20 mg @biets, will be invesipaied in pabenis by a once daly oral
adminisiration for 168 days (24 weskc). In i shudy a dose of 40 mg E4 k& rresigaied, this
mizans Fat the padent will need b take b @bt of 20 mg B4 daliy.

The shudy medcaiion has fo b= ke orally, ey moming [befors 12300 am ) with a giass of
waier, wiiout regard o food imiake. In se a pabient forgets o take the sudy medicabion,
e missed shudy medication shouwld be @ieen on the e day & soon 25 e ememibers.
‘When he remebers o e e of the nest dose, the missed dose shoulkd mot be taken
arymore. Further intak:s showid b done af the usual Bme. The pabent shoukd mot o oy
amy missad iablets fom the blisier. They will be insfruched i Ering @ blishers wilth missad
fablels back 1o e dinic.

Compaositon of the E4 @hist
E<

Lachose rmonohydrabs
Modiied starh
Com starchi

Purifed Wiaber
Poraidone 30
MagresiuT Slearae

The piaceho biets wil be ldentical in appsaance and composton. Only difersnc= being
= absenoe of the active componsnt E4.

Composibon of the placsbo Ehiet
Lachose monohydrade
Modiied starch

Corm starchi

Purted Wiaber
Poraidone 30

IagresiuT Slearae

The shidy medicafion [(reesipgafonal and placebo iabiel] s manufachoesd by Haupt
Fharma, Mdnsier, Germany, in acoordance with applicabie curent Good Marafachuring
Practics { GMP]. The tablets wil be Dilstensd by Haupt Fharma. There will be 22 tabiets in one
blisier. The bilshers will be labsi=d and packaged by the phamadst (See Sachion 4.3.2 and
4.3 3). Patients will be insruced io ke two Bablefs svery day.

4332 Method of treatmmisnt allooxton

AL WISt 2 (Bassiine), pabents Wil be andomised ooone of B o theatmenis:
Group 1: E£ group
Group 3 Plaostd o



P il Onssbosy B.Y il iberd

FRardomisation will b= performed with an aloabon atio of 2:1 behesen the hwo eaiments

{imeestigafonsl product of piarsho treatmentl. In the E4 group 20 patients &8 De Inchoded,
and In B plaoeha group 21 patients will be induded.

Shudy rmedication wil be packsd per medicabion numibesr acconding B0 & remdomisation list by
@ pharmacist (ACE Framasisuticals BY, The Mefheriands). Each shudy medication packape
will have 3 unbque masdoaton umber. The prarracs! will send the shudy redicabion Bo the
shes. After a pabent has been found =igble, 3 madcaion rumber '« be assigred o e
patient by e =CRF syshem. The invesHgaionr wil recsfve 3 seaed smvelopss for sach
rresdlcabon numiber speer fying e reabent, whilch B 0 be openesd only 0 css of STsrpency.

433 Packaging and lab-=lllmg

# B reafrent wil be supplied a5 & Bbist and will be packed in Dlsters of 25 Ghists
®  Placsto meatment will be suppled as a tabiet and will be packsd in bilshers of 25 @hists

Ehudy rresdicabion will b= paciad per paient. Packaging and abelng of al study medication
wil be the responsbilly of ACE phamacsuicals, Zeewoide, the Metherands. Two bowes
containieg & bisiers amd one boowr comianieg 1 bister (spans bisier) wll e packed per
mresgdicabion number in ane ouber box. At WVish 2 (Bassline) ard Vist B (Day 7)), the patent wil
== supiplled 'with one box con@ining & bisters. The spane bilsier remains at Fe she and will
only be dspersed T nesded. Subgect numbers Shoald b= writken on the shidy medication
labeis.

Sour diferent Bbeds will be wsed for e study medicabion:
a) Label on te blsher;
b Label on the box con@ining & bisies;
C] Labe on the box coni@ining 1 bisier (spare bilshery
dj Labed on ouler Dox.

The labeling of the study medication Is dores acoording 0 GMP. Facaging and sbeling of
Imvestigatioral product or placebo easiment wil e indisfinghulstable wilh respect D

appearance and s

Al emch vishk, padents will b rsbuched o bring the study medication box, comtsining al bishers
{used and unussd]), b the cinic. AL the dinkc, a check @il be performed om the retumesd sudy
masdbcabon bo assess reatment complancs.

434 Storags and handling

The shudy medca@ion will b= shored In a locked storage Taclity at ambéent iempembune: beiow
ZE5"C bt mof froeen.

&45.6 Drug asoowrtablifty

~or both poups Se shudy medicaion will be dispersed &t Vist Z (Eassie] and Vish &
{Day 57). The patienis should b= Irstructed i bring @ used and unused study medication
back at each shudy vist during the ineatment pesiod. The ImvesSgaiors or Sedr s5aT shouid
check af ese shidy visis If the padents shedy medication use has besn omplant.

The shidy ronkor will chieck the used and unused study medcabion that Fas been collecied
by the site during the course of the study. The study medication should not be wssd for amy
oiffer purpose Tan those desoibed I this protoool amd showld mof be giesn B0 any other
person excepd thoss randomised Inthe shudy.
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AL first dispersing of shudy medcaion sach pabent will reostve 5 Subject Emepgency Cand,
containimg the subject number, a5 wed & emerpency contadd informalbion numibers.
Dispe=nsing of the: Subject Ememgency Card must be documenbed appropriaiely.

The shudy medicabon will be siored &t the she in a ockesd shorage facilily wmder e requined
condbors. The ievestpaior or offer appropriabs Indivicesl who Is desipeabed by the
Imvestigabyr must man@n compleles and acurale reonds, showing the recelpt and
dispostion of all supiplies of study melcaton delvered b the she. Any disregancy muost be
sxmiained In wriing. Remainikg shudy medicafion w@l b= collected by the Sporsor for
destrucion o sl be desiroyed by the Fhamacy at e i afier compleiion of Te study.

e Pricer ared s=onoomkant herapy

The medicabions & mendoned In the ssciusion criiena are nod aliowved during the: shudy (sees
Eegion £4. %) This indudes medication which are & part of:

Hormaone Terapy — within 12 moni s prior io st reatment;

Immurctherapy —wilin 1.2 months prior o star reaent;

Chemoferapy — within 12 mondes prior fo stant eatmen;

Ciner mvesigational apents — within £ wesks prior io st restment

Aliowed during the shudy ane 14 days concomitant meaiment with an anb-androgen bo prevent
o= flare-up, radiotheapy and ow dos= radation b help i e preventon of gynecomashba.

The use of any concomitant medicabon should be recondsd in source documenés and on the
Medicaton Case Reporf Form (CRF] pages. The us:= of pre-reafment and oonoomiBant
rasdication sroukd be reconded from S days befone screening up 1o and nduding the last sl
day. Pre-reaiment medcaion |s medication wsed urtl e intake of the first sfudy medication
Eabiet

4T Treatmsnd bayvonad the olnloal trial

B0 treatment with T shudy medoabon afier the last abist nake &l b alowesd under e
curTent proloood.

a4 Patisnt calsotion

a4.41 Flannad rumbar and Gounss

The patents for Bnls shudy will b= reorulied from the patent databorse of the InvesHgaion under
e responshily of the ievestgatior. ENghle pabents will == men with prosiale camoer,
ualfying for treatment wih an LHRH sgonist In ol &0 padenis ar sypecied b b= snrolled
In the shady.

The ssbection of pafenis wil b= made: according fo §e= In- and ssciusion crifeds Bsked In
Sedion 4 4. Fabenis can only be Inchaded In @ sl 1 all mchesion orieris ars Safled, while

meone of B eychusion crbefs are present. Recultent @l be stopped wihen 60 patents have
=20 randomised.
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4.4.2 Inclusion criteria
In order to be eligible to participate in this study, a patient must meet all of the following criteria:

Male patients with prostate cancer, qualifying for treatment with a LHRH agonist;

Age = 18 years;

Body mass index (BMI) between = 18.0 and = 35.0 kg/m? (inclusive);

Reazonable physical and mental health as judged by the Investigator determined by
physical examination, clinical laboratory assessments and vital signs;

Eastem Cooperative Oncology Group (ECOG) Performance Status 0-1;

Life expectancy of at least 2 years;

7. Willing to give informed consent in writing.

bl

m o

4.4.3 Exclusion criteria

A potential patient who meets any of the following criteria will be excluded from participation

in this study:

1. Cument or prior (during the last 12 months) hormonal therapy, immunctherapy or
chemotherapy for prostate cancer. Allowed are 14 days concomitant treatment with an
anti-androgen to prevent the flare-up, radiotherapy and low dose radiation to prevent
gynecomastia;

2. History of deep vein thrombosis, pulmonary embolism, or cerebrovascular accident.
However, patients with such history using anficoagulants for = B months are eligible for
the study provided anticoagulant treatment is continued throughout the whole study;

3. History of myocardial infarction or a coronary vascular procedure (e.Q. percutansous
coronary intervention, coronary artery bypass graft). However, patients with such history
uzing anticoagulants for = 6 months are eligible for the study provided anticoagulant
treatment is continued throughout the whole study;

4. Patients who have unstable angina or clinical congestive heart failure;

5. A defect in the blood coagulation system, assessed at screening: deficiencies in AT-III,
protein C and protein 5 and elevated factor VIII;

6. Mutation in coagulation factor || andfor positive for factor ' Leiden, assessed at screening;

7. Diabetes mellitus with poor glycaemic control in the past 6 months (hasmoglobin Alc
(HbA1c) above 7.5%);

8. Known primary hyperlipidasmias (Fredrickson);

9. Disturbance of liver function: cholestatic jaundice, a history of jaundice due to previous
estrogen use, Rotor syndrome and Dubin-Johnson syndrome;

10. Known porphyria;

11. Unceontrolled hypertension, i.e. systolic blood pressure >160 mmHg andior diastolic blood
pressure >100 mmHg in the last § months with or without medication;

12. Subjects with a history of (within 12 months) alcohol or drug abuse;

13. Administration of any other investigational drug within 4 weeks prior to start treatment;

14. Any other condition (e.g. presence of any other malignancy), which in the Investigators
opinion, would not make the patient a good candidate for the trial.

4.4.4 Informed consent

The principles of informed consent will be implemented in accordance with the ethical
principles that have their origin in the Declaration of Helsinki, the International Conference on
Harmonization (ICH) Guideline for Good Clinical Practice (GCP), and applicable regulatory
requirements.

Varslon: 2.0 FINAL 20 of 54 Prodocol PR3109
Diate: 08 Nowvember 2013
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Title: @-Man Questionnaire A Protocol number : PR3108

Subject no.: |
Visit m:-.:l_l
@-Man Questionnaire
Guestions for patients participating in the PCombi study
A) Before start of the treatment

Instruction: Would you indicate whether you are experiencing these symploms by ticking the yves
or no box?

1.

I have hot flushes

[m] Yes o No
2 I suffer from night sweats
a Yes o No
3 | have sleeping problems.
O Yes O No
4. I have pain in my joints (for example in knee, wrist or ankle)
O Yes O No
A | am tired easily
[m] Yes o No
. I have sensitive of painful nipples
[u] Wes O No
T My breasts are swollen
O Yes O No
B. I am forgetful
O Yes O No
B | am easiy agitated or angry
[m] Yes o No
10. I cry quickly
[u] Wes O No
11. I feel down
m} Yes O Mo
12. I need intimacy with my partner
[m] Yes o No O | have no partner
13. | am sexually active
O Yes O No — You may skip question 14, 15 and 18
14, I am able to have an erection
[u] Wes O No
15. I am able to reach an orgasm
m} Yes O Mo
1. | am satisfied with my sex life
O Yes O No
GHMan A iesslon 1.0, 20 November 2017 [mage 10of 1
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Title: @-Man Questionnaire B Protocol number: PR3108

Subject no.: |
Visit m:u.:l_l

Q-Man Questionnaire
Questionnaire for patients participating in the PCombi study

B) During of the treatment

Instruction: Would you indicate whether you are experiencing these symptoms by ticking

the yes or no box?
1. I have hot flushes
O Yes O No
2 I suffier from night sweats
O Yes O No
3 I have sleeping problems
O Yes O No
4. I have pain in my points (for example in knee, wrist or ankle)
a Yes O No
5. | hawe less strength in arms and legs
O Yes O No
. | am tired easily
O Yes O No
T I have sensitive of painful nipples
a Yes O No
B. My breasts are swollen
O Yes O No
B I am forgetful
O Tes O No
10. | am easiy agitated or angry
O Yes O No
1. I ery quickly
a Yes O Ne
12. I feel down
O Tes O No
13. I need intimacy with my partner
a Yes O No O | hawve no partner
14, | am sexually active
O Yes O WNo — ¥ou may skip question 15, 16, 17, 1B and 12
15. | have less desire for sex
O Yes O No
1a. | am abde to have an erection
O Yes O No
17. I am abde to reach an orgasm
a Yes O Ne
18. | produce less ejaculate
O Tes O No
QHvian B Vesslon 1.0, 20 kovember 2007 Page 1of2
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Title: Q-Man Guestionnaire B Protocol number: PR3108
19. | am satisfied with my sex life
O Yes O Mo
20. My relationship is suffering from the treatment
m] Yes O Mo O | hawe no partner — You may skip question 21
21. My partner thinks our relation is suffering from the reatment
O Yes O Mo
Q-Man B Versian 1.0, 20 Novemiber 20107 Page2of 2
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1 Ceperal

This Starhtical Anabysis Plan (BAF) dowcaribes in detzil metheds axd presentation of the S
amabyigs ik will be comducmed by AUTHOR! eral BV for smay PRI10S. Tos plam s
wiitien in agrement with protocal version 2.0, deed § November 2018, and with the Cawe
Roport Fooms (CRF) vamsion 5.2

Tha protocod and the |(aenotated) CBF o the primary wourcs for this decumaent, together with
the rleant Infemational Confoenre on Farmonivation and Good Clivical Practios (ETH-
mmm]d:mmmupdimnfﬂnudm-rmmﬂlmhmimw
wemnion of the reportingsiativtical anaiyis plan. For meearal smdy inSommation {objecttes,
sy desiem sty flowr chort and sowdy endpodars), is neftored o the: smdy prosocnl.

1 Subjects for Anabysis
1.1 Amabis Populagions
+  ADSubjects Fomdomized (ASF) popredation will comsist of all mndoessed patiants.
+  AD-Subjects-Treaved (AST) populsion will consist of all randonsised pasiants who
recaived at least o dove of sy medicarion. Oy i all dispansed shudy medicarion

i retmed, the patiant will be considened mon-oaied amd will not bo mchnded in S
W@ﬂ}mmﬂuﬁﬂTmﬁmﬂhhﬂmn'&n . H
-

+  Intemi-to-Treat (ITT) population will cong st of all ramdomised patesd: wha
mecaived at least o doss: of sindy medication Amabmes om the ITT popalstion will
b dong acconding to e © 85 T mincipla.

= Per-Promod (FP) populeiton will consist of all ramdonyised paiians who commpleisd

Tha mber precammge of patents incladed in cach of the aahsds populatioss will e
summarized par treatreed soren amd euerall, oo the ASE population . This informetion will
alwo ba buted inchuding reasoms for emcheson fom sach dxtaset on a par sbject kel Somen.
il will b listd

L1 Protocol Deviadoms
A prvincol devistion is defimed 25 2 Iack of compliamcs with fe proincol which meyy mberfars
with the mamn efficacy amabysis. Protocol deniations will be defined 21 the tims of the
wvahnbiliy asownans, the tiee botaman fe dazbacs soff lock axd hard Jock bafiore
unhlindimg by clmical and stafistes pareonned durmeg » Blinded Dety Ravienr Masting

(BLERD
Possiblo protocol daviatons that lead to exchuzion from e PP inchude, bt 2 not limited to:
1. Ifoemwed consent ot obeained'simed

13
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Wichition of in‘exchsdon critia

ot recaiving featment by widch e patient s mndoried

Lass than BI®: compliance to treatment

Last efffcacy assessment mong than 7 dny after byet medication intake
Takmﬁlhihcmm

o A e

i I.'_FH-EI".'-:I:III:I
13 Blinded Diatn Beview Alseting

The patient: will ba classified o the varioo: amabres poprelation: during the BOEM Imvites
b this meeting e the: dyta pomoger the clinical project manager, the climical research
FuLoCiain, W L0r Tepantany and H v sintishicim, buf msorg reloes can be mootied if
comsidered nacsasary. Inpet w0 this pwsting will be supplisd by 2o mmeclied Sam

i, o and satistcansatistcal progamener af kst oo week n atiancs of
the mesting:  blinded list of all protoce] deviatioss (inchiding mriveme and owdlier data), with

Tha gral of this peeting i to reach consensms on soreemsed, rendormised and treatod

pphm:ﬂmmﬂchpﬂnlmhmdahmm&ﬂ

[.'r.|:|:|:'.|:rl. ior secondary endpoints, ﬁ@nﬁcmmﬂlhmﬁhﬂﬁmbwm
aithar completely or from a specific time peint temards

The mesrmz will be beld pricr to wmhixding of the CRF da and bhinded bk datz. Tha

imblinded bk datz Tastostrons Dilnydrom: , andnoing
(AR I:lvnh:.'ﬁ'll:t;:mi'm %[ﬁlﬂlmm bl:l:ﬂ‘h:l:l:l:l:l'l.‘-l‘
protoco] denvistions.

The dechdons e during i meeiizg will b docemamed by the project manager (ora
bhmtnuamw@mﬂmﬂﬁrmnmaﬂpthmmmhﬂumimup:ﬁ&h I:I:1:n
mesting, but befrn deizbass ok I all parties mmeohmd agres, then the doorment is
wmwmmmmm‘mmwmmm
Aftor the document is 5 and the CRF dam and blinded lab data ame Jocked, the AP is
fmlised and sub the sindy iz enblinded try the responsible sxtstician. Then, the
imblinded Ik datz are added 1o So hb datetese and the conplete datbans will b Incked.
Chamges to the SAF afier unblindng 2re described m section §.1 of this SAP.

1.4 Sendy Day
Stady day is dafimed as the memober of dans since Srst simdy pedication intaln.
J Seadisocsl Amalbyzis
1.1 Geaeral Comderations
All o data wall be Hsted. In ling wdth the protocel anabyses will be descriptive amd
eplomiTow in natoe. Sotistical testing will be linstied o the comperison. beramam the actr

ireatmant group (estetrol (E4) and placeho 25 described in section 5.3, Fiother consparisons
betmean the o treatent sroures am perfommed nring deaipthve statistics. B4 and Placebo

14



Fambarhe Ovedogy BY Protoes] M FRI 1P Comils
Sladistacal Asmilyvias Plas Feasd afler 1lablnd, versdon £
2030

will b used 25 treatmars Erovp labals in tzbiss and bstings For all efficacy vanahles, the &
mnthe visi (Vist ) s the privory ewdpoims.

Dhenoriptive sofistics presanmed in sommary tyhles will he the mmber of mon-rrivcing
chearation: (o, atheetic meam. Sandyrd Dedatom (S0, 85%% cmfidencs inferal Lot
modon mivrmres maxinmm and mterquartile ange for contimoes Gy, Farc ical
deta, memhar of nos-missing cbeermaiians (o) ﬂmmmmﬁi
Eesanted Azmropoixe roumding will be parformed for all sedstion.

Basalng v defined 25 the bt vaiie measmed prior to the Smt study medication intaka,
mchedng wrchednled vist.

4.2 Application of Anshyi: Population:
Th: prizverry popuistion for efficacy ambyuis is the PP popolaton.

chorachorisics will be shown Sor all populaions. Ffficacy amlyses of primary and secondary
amdpoints will be perioered oo both the PP and ITT popeltions. All safefy evalnstons,
modical history and pedication e will be based om S AST.

When amabreng the PP or ITT group., the anakyzis will he according to S “a: randeemized ™
Erimciple. For the AST proup sobjecs will be mnahred s treaied ™.

3.3 Misams or excluded dacs

A:aﬂm]\‘mqlndte‘hpm:rnimnhaynﬁ:mt will b eoploative amd
e of All b F

mg;ﬁmmw m“mﬁ:p L =|:I:|.:I:]vl'.ﬁ:|:|:::n-:1 -Ihnﬂhngﬁb
the mspective amabhnd wection.

Dfissing ‘ncomplets informetion relyfed to advearss events (AFs) will be hamedled #: Hsted
badoar, 1f applicablec
# In caue of (partally) oewaineg st 'ooset daies, the following mies will e folloamd:
o hnaaﬂjhﬂdmumm;
= [n case month and vear of st dato ang equal to or after the mwanth and.
yuar of fmt smdy peadication inteke, but bofors or equal o the month amd
yuar of bist siudy modication misie, the AF is considered a Tretmant-
AE (TEAE), mmkass it is clear from the (partial]) riop daie that tha
.‘I.Es-b:gmd'hu-i:-:‘nﬁﬁts-mi]'md:lmmh.
= [In case month and vear of start date are hafiors morch and year of fret
shoty medication mfaks, the AT is considarcd pro-reamant.
= [n case mooth and vear of stert dato are afer month and year of 1ast sttty
medicaiion intake, the AF is considensd post-teaimend
o Incae the sart dry and mesth are puissing:
= [Incaso e year is cqual o or afer the pear of firt stedy medication intaks
and o the ymar of last medication intake, the AE is considersd
tmlkess 1t s clkar fioms the (partial) siop & that the AF wopped

brcfrerr Sret rrdhs e g e tevialen
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= Incese e vear is bsfors the year of first stody medication intake, the AF
ts comsidere-d pre-Cratmant
= Incase the vear is afier the year of the bt stedy pedication intake, the AF
is comgidered pori-Teatment.
o Incwa the stert daie & complstely missing, the AFE is considamd a TEAE. unloew
1t is clear fhoos the (partial) stop date that the AF stopped bedfors first

Following thowe reps nuing progrernsing will ensers that an AF is comsidaned treatraent
wnargent for partialty oisaing st daies. ming the most consenative apporoach.

* In oo infansity is missng for a carteim TEAF fhis will be meerded a5 oo

* Inmmmluyum::mgha:mﬁiﬂﬂmmﬂhm&dumlﬂi

* Incae wenioe b miving for o certain TEAE, this is discussed 2nd addrossed prior to
datsbang lock and wxblndmg.

ing pELmconcEnien redcaiion & el will s fiolliowmd for partialby
mmﬂhﬂiﬂﬁrﬁh a5 deszibed

Sased oz he BORML cartam waboss of sffcacy @dpoinn com be decided 055 sacuded Som
amabyes. Thows vahues will be Ested, but not inchnded in e metwics, ploh o
sixtistical anahses This may b odlier daix that are 2 result Lm.lﬂlmmmmm
RIS, ‘Jm-mﬂ:.lbﬂ.mﬂ:n‘hm]lh;ﬂ:hu:hdmﬂml}m

3.4 Interim Amabyziz
Mo mberim aabyds is plmmed.
4 Baseline Charscrerizoics
4.1 Demoeraphics and odver Baseline Soreenins Daa
Suhject will be describad e grapiic informotion and bawsling charactanstcs
rm:nhi-:hm.n'ﬂ:ﬂ-.-:m;%

The: folkeaing demographic dafs will b sorreomved por reatment proup and oeemdl: age,
racs, ethmicity, body weight meavored at bavaling (Visit I}, baight measimed af sorseming,
Body Mass Indax (M) amd smoking habirs I addision mumber of patisnn meaned in sack
sy aite will be prosented BMT wall be darned wiing body weight meavmred af basaling and
hmghtmmﬂmm[mmm}tﬁamm fior agza,
and sncking kalats will be Fhvem datn
Eﬁh&hﬂﬁn’%ﬂpﬂpﬂhﬂm cm a par migect knml g Dy

Ichrion‘exciuzion crteria will be listed on 2 per subject basts for the ASK, popelation, if
mpplicabla
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4.2 Baselime Disegme Charscoeriztc:

Coopamite Oncology Gooup (B0 Pafmomes: Sovms. PAA. Totd T and fiee T lemals
and Craality of Lifs by the QRAN-A quoeticonarims.

Balirmency and cancer therspy hisiory inchuding ECOG Parfepemcs St will be
mmmarized in a table par teaimeet groap and ovarall nring devoriptve vatvto. This mble
will inchode Tames Modes Meaststs (THM) chssiScrbons amd stage of diseass at Smt
cancer dizgnods and soeenmg. (Heasom scom of woeaning in categoaies (=6, 7, =5, previous
mmmmmmhmm&mm
idzs will e presented in this tzble dertesd by sebiracting diagnesis date fom soreaning das,
o= Pedl Totel Tand free T and QBLAN-A will he neommorized par teatment
ﬁmﬁm&mw e S e = FE

4.3 Medical Histors

Madical history will be lisied on 2 par sobject basis and summoerised for the AST
incladng dizgnod: (reported tems, Tarm(FT) and Syviem Crgm Class ElﬂxL
st and and dase (I sppiicabls), and vart-, and end dry. The PT amd S0C coding of the
medcal history diasesis will be deermimed by the dyix rerosement provider wing the
MedDR A coding syviem {IedDF A version will be deermmed af detabass lock]).

4.4 Dizpecition

The: dispoadtion of patients will be momemrized inciwding the mber perranmags of patants
rendeevived, tremted, 2nd corypleted by treatmerd sromp and ruarell. Ramdomised will ba
deiemined confirmed by pon-missmg dain and Hme of andoriration, trezied wll be
detemened confirmed by non-peinsmyg date of fret smdy medication inbke (if & of A
sty medication intaks is missing it will be Drvestmied if doses are mivuing diming dmg
accoumszbilty evahmitons and if se, the mbject & comadaned treated)) and completed will ts
dedameingd by the if L] Ln:l:'-m.h-:u.v.ﬂ.'ll:n]:lrhd.
Sy e i el e e

In additiom. a @hle will he oeakd nrooniving minshar parcantige of disconfimations 2nd
reanans of discontiomaton.

A conplete schamaiic ovarnew of the mmmbar of patients sowaned, mnderised to both
Eroups, treamd, discontmned, and completed mchdms masons for axchion il bo
wisualizgd in & copsort graph
§ Soadsocs] amabeis of efficucy

5.1 Sentiscicsl Amalyziz Primary Endpoint- tocal T and free T

The: frst privory mecoms for this smdy 5 o e e addion| spesssive afects of B4
oo iotel T znd fiee T {caloalyied and meavored). Toml T and frs: T will be aveessed hafors
douing at tascle and at regelyr inrral duming the sady 1o to amxd inclading Vst ®ond of
et
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511 Acoeal Valoe of ioeal T, free T {calulaced) amd free T {measmred)

The: actml vaines of io@al T and free T calculated and measimed at schednled winits will be
smmmerized = 3 tahle for sach vt par Deatmant proup Maimg descpie satisics. The
sixtistics mearmmed af Visst ¥ will be the prima—y tSme-poimnt.

The: medizm total T amd mwedam free T valnes parvisdt will be displayed n graphs with visit
mmbear oo the x-a0s and modian total T or mediam froe T on the y-axis. Joly schedulod

wisits will be incladed Separts will be created for median total T amd mediom froe T
= sach graph, tan amves will be Ol CIEe par treaiment groeap. Tha fum curves In

513 Madir of todsl T smd free T

Mudir and tme to made of tofal T and S T will also bo assessed Madir i defined 2s the
sewsst podi I voral T and Zee T and will be decived by wlecting e oo w2lus ol toal
T and free T meavaenswnts over all visits (inchuding anschedelod 1isit) for sach patient
Tims o nadir will bo pwosmmed = smudy % uming the dang of the lowest obearrasion. Madir
amnd i 9o nadr of total T amd fre T will be rummarzsd n 2 table par teainweet groap
uzsing descoiptve stabstics. Furtamsons, nadir and tme to madir will be listed par smbject.

513 Breakdirooph Besponse total T

Breadtroesh resporsss will be idertified for total T ovar the cours of the treatnars parn
(hasalivg exchuded) A troakthrmph respomss is dafmed as an shsohnie @l T b of 20

ng'ml. or bighor. Patients with ot least one breaithroesh resporss in abeolnis foal T will be
comied and the mumber parcantage will be presented tn a ohle par meaiment goge. In
addtion mmber of stady drys b'&nﬁrﬂh‘mﬁ:@wwﬂ]h-ﬂmﬂlﬂinﬂ
Eresanted #: well per reamment Eroup mmg desmiptivs sinstice. Fertharmars, the walm of
hm@mﬂﬂhmﬂ:dﬂmﬂﬁﬂm@mﬂh
Eated pear subject.

3.1 Suwiizticsl Amabeis Primary Endpeimi- Hed Floshes

Tha secomd primesry ocoms Sor this smdy is e 2ssew e afocts of B4 on hot finshes.
Fatisnts will be audnd three tmes dering e teaiment peziod fo Gl out 2 dadly dizry abo
the mmmber and '.n'L'-r.i:h. j:li.l.d:l modarate=2; wnare=3; and vary sevare=4) of hot fhuhes
VR A DTl darys], folloaing the week afier Visit -1-&'}1:& %), e ek afiar
Vit 7 {Weak 13 nﬂ'ﬂu-nu-nkhﬁ:n".‘imil-"ﬁ'm 23). The mllowizg e fames will ks
Mhmﬁﬂm-mmﬁ&nhhfm‘mn Eangy
compieted beteman dxy 1 (Weck 1) and dey 63 (Weak ) will bo attrileesed o week 5, disries
ed batwman day 64 (Weak ) and day 127 (Week 1) will be atzibuted o wesk 13
n:-:::ph'nd.:fn':h:r]] [mmak 1% comrmds) will be arsiued toweek 23,

A mean dacty bot fush soors, dafmed as the memiber of bt Sushes per dery oomltiplied by dhair

nraged the: ome-mredk ill bo calonlafed par milrect
mhra:'ﬁﬁﬁmwt;:nh]uh u'ﬂr;h]]:-ctﬂnﬂ: ﬂ:ﬂid:‘abd.b’j’l:?:ﬂ-

mmbar of bot finchas, where the totl ot finsh wooms will be deaneed as muwssber of mild o

! Firwt day of dizry completion detarnrime: to which week the diary is atribneed
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Mesher muskripfied’ by § plen sumber of modlerate hot fuches muiipdied by 2 plus number of
severe dof fusfees meddpdicd by 3 pler rumsber of very sevwere dof fasfes manplied by 4 Tha
mean daiby bot fiush score will be desived nsng the actual mosber of days i&j’il
coropieted which moms that in caes of 2 missing dary, the missing dany will not e inchded
snmarined par treameey goap par teek g dewrptiie vaiisic.

A meph will bo aeated Eplrymg the meom daily het flush woomes per week: with areck
mmber oo the k-0 and mean daiky het finsh weoms +7- ¥5%: confidence interval om the -
anis In s graph, fwo curves will be plothed: cme curve par treatmarnt growp. Thess caves
For every weel the bot fosh @ary s Alled in, the member partantage of patants expaniencmg
at Jeast one hot flesh will be somrrmorzed par teatment groap. [ addition a tahle with da
oy reported severity by weak will bo onsated
The member of mild, moderiz, severs and vy severs bot feshes and the pwom daily hot
fhish siooes will be Bsted par wesk on a per wabject leval.

5.3 Exploration of efficacy on primsry endpoinrs wing statstical testing
Diference = tho meanmed fee T in week hafors wisit & bebweam the I treatman promgs will
b wooplomed for the PP popealation waing 3 t-test with the Solloming bypothesis:

s = meavmed free T at1i:t 9 in active eatment sromm
i = meawmed free T atvidt @ in placcho g

The followring brypothesis is sef for pl and p2:

Be: pee

Ha: pee
Freo T data will onky beconw available after exbiinding. As a first step, e normaliry
mvmption of mearored free T will be mrest sved om o bimded viar & dam set. If thars is
ecesalve ikemumeas 3 nom-perametc alemaiie fo S f-best (T Doozon rank s tesf) wdll be
comsidered for the visit § treatment comperison.

DiSorenca in the scommens of hot fohes (pationd igncing at least ome hot fush) m the
ﬂwm1ﬁ19m&immlmhqﬁndﬁrhwm
uzing Fishar's exmact tedt with the Sollowing knvpothesis:

|l = propartion of patisnts waxperisoczg bot Swshes i the weelk poior te visit ¥ in actve
reatment Erop

| = propartion of patisnts axpanieaczg bot Seshes mn the weelk poor te vt ¥ in placeta
g

Tha followning bypothesis is set for pl and p2:

Be: wAw
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Ha:  pree

Satistcal tting will be condneted taro-sided with a sigmificancs level of Ma for both
andpoints. All confidency foeral will be presented fao-uided with & confidence kevel of
57 A resultoet probablity vahe of p=0U05 aill bo jadged au baing of statishical

s ficameg. Them will be oo effars %o contzol for oeltplicty.

3.4 Sintizoical Amsbezic Secondary Endpoits
=241 Endocrize Parameters, Adrensl Asdropens, DHT, SHEC, IGF-1

Th: st semiens of secondary oulroess for this shudy is o awsess the effects of B2 o
endocring parametars Luksizisng Formone (L), Follick Stiomlating Eemons (FSH) and
Eriradiol (B2} adronal andmpgen parameter DHEAS: THT; Sex Hermsone Binding (3lobmbn
(E‘E]mﬂﬂ?ﬁ-ll}ﬂnh-hh&mﬂ:fm]] The actua] vahes meavered 2t basaling
amd at scheduled visis, a5 well 25 the change from bealine a1 posi-heasaling visits will ks
nmmipwtmmpn‘uﬂtmmg dewaipive wbsis.

For sach paramstar 'Eﬂ-mltahmhh%bmqhm]ﬂwtmtﬂl
be displned in a with wisit mmbar on the o act=l vahnes ontheyv-oos In
wach graph w0 corees will be plotied: oo conve par airent group. The fee omves W sach

graph will be distngmithed namg twn Efferent hing types.
342 P5A Fesponse
The: sescomd secomdary oabcoens fior this stady is o s the sfech of B4 oo the Prostam-
Spucific Antigen (PEA) responcs. Tho acthol vames meavered ar basaling amd at schadnlad
wisifs, 2 well an e changs froms basslime and the parcantazg changs from basalims af post-
baaling visits will be neorrorizd par mwaiment groep nons desaipive vaisto.
Madir and time o nodir will be assesed and presomied for FAA respomng in the saree wy s
fior the primory oerongs total T and foe T.
The: mediam of e pameniamm chanes fom baseling n P34 over time will be displeyed ina
graph with visit mevbor o e x-ams and parcentage chamge frons basaling o the y-amis.
Cinhy scheduled vt will bo mchnded. In this geph, fwe cones will bo plobied: oo omu
per ety moen. The tae canes will ke distingished using faro difemnt line trpes.
243 Health Related Crualicy of Life

The: third secomdery mocoms Sor this sndy &5 b 2ssew e afects of E4 oo qualicy of B
scalen Crality of B was asseused g twn qussbonnaies: S Fronctioml A vwesmmant of

Camcar Therpry-Prostis (FACT-F) and the (f-mom quesiionnaims,

Facr-F
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The FACT-P questionmin was assessed at Visit § and Vidgt 9. The FACT-P
ﬂhmmmﬂmm'&n-ﬁﬂhm:g(r&-]mh&m of the sm of & subset of

%lb Liemns
Al L-P Lol All mams
FALT-7** Pomacal wel-being feso e i e L e L L

FACT-G Socal Family well-taing | GEL, AL GE3, GB4, 51 GBS, GET
FACT-(= Emodi omal wall-teing GEL®, GET GE3+, GE4*, GE* GES®

FACT-(- Funciion wsll-baing iGFL, GFE GF3, GF4, GF3, GFS, GF7
FACT-G Toal All FACT-Gr subscales
FACT-F Prowtais Cancar Subucalies | CI¥, OF, L%, P29, F9%, B, P35, Ps#, P+, BEL*,

TS PeE* BLI

"hiene Tollowel Iy i ek sel b be reecried by subisicling (e soore Tris 4 15 ensure largs
siw=s macin betler guality of B

Sy = Gepesl

In casa of missing fems, sohscles cm b promaied by meltphying the som of the subsale Ty
the mmmber of itens in the subscals divided by the mumbar of T aswamed. This prorating
is anhy accepizblo as long 23 mare than HPe (a2 4 outof 7 ieoms, 4 ot of § ems) of e
tbams of & subscals e azewered. Whan Jess than 5% of the bame of a mbscals is

the smbecalo & considend missivg. For the FACT-F iotel soore and the FACT-(5
toial soome, af ket B0F of the it need to be answered (e g X oot of 27 FACT- s
compiid). I case less than BOe is completed, the tofl oo is comsidarsd misang.

The FACT-P (sehijecales soores will ba somramived n weparats tahles for cach vt par
treatmant Erowp sng desoiphive siatistics. In addmon, FACT-P sehecalos will he listed ona

per subject loval.
(LMAN

The C-man questionmaite was assessed at basaling, Visit 4, Vit 7, Vit ® and Vist 10. The

From mestommeins measmmed at bassling comsivt of 16 sympioees: (rardon A) and the -
o qoesiommaine measmmed at posi-baseling vidt comits of 21 symptoms (versiom B)

The menber partazags of patents reporting Ve Mo bor the varoe: sympioems asseased by
the {-oem questionnaing 7t taseling and post-baseling iuis will be raerarized wmmng

s, I addition, par rhm,'ﬂ:ﬁmrt.puutu.'nnhmm all posi-hasabing
watoes will be salecid and i and sive brites heiween the teaimant groups om thews

st pordtive vaines will be axploed.

Aol GFlizn B post-bassling sooms will ks demrmingd by visit by adding all scoms of 3
patient af that visit with the avewer to questions 13, 14, 146, 17, 19 amd 20 rnwrsed, menlting
mabﬂl&bhﬁmmmghm‘hhmndm.mgtmﬁnhﬂmﬂlh
o v of S woom by the mombar of 5y m'ﬂ:ﬂ-mm-.]ﬁ
E ) vt by s e of ey s auewmod o e sors. Th: poreti
hnq:;hqda:ngmmrnﬁmjwn[q.imdlﬁﬁ-ﬂmimlln':tn:t'.:lQ-I-!lnH
ibams) of the synapooms qoestions of the questionraing are answened. If tas 50%e iz not
reached for a patient, the (- score will be missing for Sat visit. Withdrawal efects of
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active reatmant Eroup will bo stadied by calonlafmg the difforenes: betweon tha Vit & and
Visit 10 w0l (-hdan B score and sxploging thiz Effarencs for the two Teaiment groups.

544  Lipids
Tha fourd secondary ouivome for this smdy s bo ausess the effects of B4 om Epids paransebars
total cholesirol, trighvoacides, High Demsity Lipoprotein (FDL)-cholsiseol and Low Density
l.q:cp:‘nﬂ[ﬂ%]:hah‘hm] The aciuz] valees meavored 2t baoling amed 2t whednlad
wisis, 3 change from baselime at post-basaling visity will e summarized by
ireaiment Eroup per wisit using desoipive siedbstics. Diffanances and simsilanities beiwean the
CAT Teaimant groups o the chanpge: fom taseling will be wxplopsd.

For sach parametar separeinty. the actml valnes (nchding bassling) at schednlod visits will

ba displaved in & graph with visit mmmber on the x-as and $o acta] vahes on the yamis In

wach graph two caress will be ploted: one oo par Teatmesd group. The fae amw = each
345 Bope Turnover

Th: Sfth secomdary oratoomms: for Sds sty is to assess the offecs of B4 on bone tamenwr
parerakrn osmocalcin and Typa I Colbgen Talopeptide (CTH-1). The acial vahses
pxeeyrtmed A baseling and at schednled vvizits, 25 well s e changs Srom basedime and e

peramitgs chamgs froos banaling at post-tassling vidt ming approptism deaiptie
sitistics. Difforoncos: botwean the two raimant proups omn the percentags changes fiom

basaling will be saplomed.

For sach paramctar separsinty. the actml valmes (nchiding bassling) at schodnlod visits will
be displayed in a graph with visit momber on the x-a0 and $o actal vahes on the yas. In
wach graph two cress will be ploted: one corve par Teatmaent gromp,. The e amves I sach
graph will ba distngnithed memg tan dffaran ng: types.

5.5 Safecy Evaluates

331 Adverse Events

Aa Adverss Eveal (AE) i &ehinsd 43 any wmlrwisd madica osumencs ia a sbped doring e
#ludy, whilber o mil comaderad b kave 4 ciusal rdatonileg with ke svealigalond piodad

reaiment-arsargent AFs [TEAFs) ans thews AF: ocrumng froen time poimt of Eret sndy
oo i ] Tt it

Arhorg Brants (AR will be coded by S0C amd FT using MedDEA (MedDEA vardon will
be deterneved at datatess lock) by the Data haragement provider. In tables, S0C and FT
will be presented in des candivg. ordor of feqmecy. I womral S0 PT: e the same
mumbar of fequancio:, #o 500 PT: will be presanted in alphabotical ordar.
hﬁEmwﬂinm]lhnamdsﬁh}m:ﬂnm'pmﬂEmm

wpaniencing amy TEAE, daths, amy ary TE AFs caming disconimmanion, vy sevars
TEAE and oy drez-melated TEAF par teatmant group.
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Incidancs taklos will be owated displarying incidancs of patieed: with o least one TEAF: by
S0C and PT par treatmant ronp. Sepamte mcidenca Shles will be cxated for mlved TEAF:

An AF iz comddared related iff tho mlationship fo stady dmg s clrwsified a sither ‘Possible’,
"Probable” or Tiafmit’

The meommry @hles will be accomgemied by madiwidml mibgject Estings of il AF: L
micemarion on AF mowher, acteal AF desoription. de of seart and end of AF (or ongoing),
s, a:u.ﬂm:]dmiu‘un:-:i:g].]’l' S0C, semrity, mbitonship, seriousness, acton taken
mﬂmmlﬂmﬂm‘m{nﬂﬂmpﬂ.ﬂm l!i:-..'I.I:I"'I:I:I.E'I_I-L'_"I:@'I:IE
Infomsed Consent kot befoos St intake: of sindy medication] and fol love-np plovss will onky
be imchaded iz the AE hsting Ju.h.mﬂthrhmmmﬂhn&bﬂmmm
rearmant and Teament.

Soparate buvting will be oeated for SAF:, deaths mmd AF: kading to discontmnion, £
apiicabla

551 Laboratery Safety Measnremenr:
The: following roing eboaimry afty daa ae collecnd for this smdy:

Haemutolezr Binckemizirr Haemazruziz
Laocyies Bilood Ursa Mimoamm Cifimar
Lyephncyizs Eacoss (hlood) Fitoinoaen

Monocytes Alfupsin A -throenbin I
Moutmghils (iotal) Alkaling phosphatg Prowin &
Lasopa b ALL Facior VIA
Eosinopiils AST
HPlaglars Tptzad halrrnbm
Haarnplohin Toil pewism
BTV Sodio
MCH Botassmny
MCEC Chlonid
Biad Blocd Call oo Calcgar
Camnm 5T
Phoohas
1DH
HhaAlc
Laboraiory :-L'u'- daix for haamatology, bwckamm riry and haamcstss will bo sornmamined
using % statistics par visdt and per treatmant group. Chemas from basaling and
peTTamags frop: bassling will b calculased and presented for contimmons data. In

adZtion, shoomsal vahes oukids mifemece ranges will b venrarized in a listng par i

and par setjedt. An oul-of-renge Bsting will il.-:-hm:'nmd.ﬁ::ﬂ:unﬁ:mh]:l

ozl T, S T, endocring paremekr, a:]:w]a:uﬂr-:gmpmﬂﬂl’lﬂ.ﬁl’f SHBL,
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P5A mepoesa, Hpids paramwier: and bone oo parameiors, (of which fhe desoipive
siatistics of & o ficacy salmtion for e PRTTT popelation). The oot-nf-ramz
mﬁ&ﬁrhﬂdlﬁm will ba preseniud for the AST population

If appicakle, Iaboratony sty dxta collecind as addit cmal unschednlod auwesomants (1s.
apart fom thoes par protocal) will coby e lisied amd will 2ot be wed o sunmmary satistics.

Safuty hborsony paramsiers will be presented in the tables and betings @ the same moms as
sazpplied, wehich will be somdyrdized or 51 units.

353 Visl Siems

Wil sign data comadst of meammemants of body wedght, heart raim, sysolic blood provers
amd dizstolic blood prevvame. Faight and BB vAll nod be mchnded, as thons am: only basaling
mmmm&dthWEhbhﬁﬁﬂmmﬂbn

Slmmarized 1.'.|u:|:l:|.|i nwn staiistics. Change fomn
baaling will a:l:l.ﬂ.p.'ns-u:l:qﬂa.:wnll. of vital sigms data oside noomal

rﬂ&“ﬂhm-ndhﬁﬂl per prmmehar, par vist and per teatmant group wing
mmbar‘parcantags of paticats. F apiicable, vitl dm measnmenants collectd 2

addtional imachednled assemmant (e q:mtfrmﬂ:nupﬂ:;r:lnc-u]:lm]lm}:rl:u Listed and
will not b weed I sy vatistcs.

54 - coamt Medicas

The nse of comoonsitmt medication will be Ewved for all patens: inchded wall b the reparisd
medcaion genans name, dose, roae of adosnisiraiion, stert and siop daie, sirt and sop day
(ralative %o frat stady medication ke, frequancy and reason for administration, s well %
inSoamaiion if ghven for o AF. DiSerentixfion will be pede betaeen prior and comcomeamt
medcaton Pror concoositent medication is defined a5 amy medication taken before st date
of fint vindy medication Intake. H'a comcornrtmt mesdication 1s taken before stat dase of St
sindy medication intake and sl ongoizg deing the in-earment piase, the conoomitmt
medcation will alse be considersd prior medication.

3535  Physcal Examizason

uical examinaiion daim will be beted, and amy climicalby o peidfi care: abmoamal
ﬁhmmd.pttm.tgmp.

56 Scheduled visitz, Eandomdration, Froient of Erpomre and Treatment Complissce
561 Fasdomizason

A listing of ramdonsiwation inforretion per sulject will be ceated oo the AST populaton.
1 W) Trevoment Duration, Exrent of Expecure amd Treamment Compliance

Treaiment dimation, et of wposms and Tewtment copspiamcs will be presantsd per
ireamant group for the AER, AST, ITT and PP popalition. Treatmant deration will be
deried 25 the difforemcs in duys botwman dat of Frst sty madication mics and dxte of Last
sindy medication infake. Extumt of axpovars will be darfved as the mmitar of doses (2 ables
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whﬁ&ﬂﬂ@hmdmmbmmm
will be defined as the mtic of the mmbear of doses oken and merber of

doses to be trmm during the soudy whers mmibar of plimmed doses 1o be mkan is tased on o

irsaimant demation. In addtiom, mmotsr of miveed doses will be presenizd a well.

Treaimeet dumation, exient of woposm, Tetment compliancs ad b of ooveed dosen
‘il alvo be Buied om a par subject kevel for the AST populaton. In additon, a drag
accumezhility Deting will be oread par visit ichnding the toml momber of doses e op
thart visdt {camml e meroben) for the AST populabon.

§ Chamges from prowos]

Explonixes flalistcsl witmg off he prenary cllicacy paramsiens wad added i the slabsical
smalyuid plin.

6.1 Chamzes to the SAP after breaking the biind

Hicalulisnide wes al baelne
®  Forcach palical il was Sclarminsd of puionl was using hicalwlemide o fhe moment ol
thair hasshine siflicacy labaralory mesasmenl. An iduaton of that vee wis aldal n he

dersographics lahis

El'E.-.':r Lk parsmalers
LLCK) walues 'were replasoed by 0 5*LLON] walue in deseripiive slatstics, infesonce and
o
#®  LILOH) valusi weere roplaaal by | FRLILEONY value in deserplive dlalisbcs, inforcmes gl

gl
#  Heoime there were problams wilh te DHT -awery, [HHT reulls were evclodad rom e

mnalyas
#  Toseppor! publscsion af the slaly sssulls vanous Saliwbcal malyacs were aldal o the
5AR

a  Bmchos sting ol Saflenndas in dmogeaplecs sl uelin: doscoae
charasiersteey using & el far contnuous varishles and o Chit-peal i
calegniazl vanahles

a  [hilferomses betweoen ireateenl grooes aver Bne for messwesd fres T, lotal T and
FhiA, messeed @l baschine, Day 13, Day 29, Day 43, Dy 57, Dy B5, Dy 128
and af Day 163 W esk 24 were snalyesd wiing on mslfuciured ropesiad soasones
el moale] oo log-tnmsfivmead valees mesiligatiog reatement, diy sl
beabren® oy mlere: s

a  Hecsndery ellaesy paramsies {1 LH, FEH, EX, DHEAY, SHBCG, MaF-1,
Critsealion s CTX ] ) dalTerenors between eatmenl groug of Dey 16EWesk
4 wees mnalyaed using & Kraskall-Wallis e

-Man B iotal sooes
The {}-léan B lotal scors i descnibad m socison 5.4 3 af e Blinded 54P wis remaved Teom e
sk

Hanl uplales
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Hinl Nush dete of Subeest. 107-000 las bom updsied from 20 09-08-21" w0 2009-059-21°, o
the audy aumne ncarracly ailessd bie Dl Sais a the dalshase, whils e patacnl hial
wwisd the last Sale in the (paper ) duary

Dy desuntabaley win caresciad (and spdaie’) fof Solyect 107-001 aa Vis E {140
el Lasleti pivilea] G 34 gnd Wl (217 weed Lablets e o 156

Fior pratisnil 107000 g0 milial SAE lorm with seralive eveals: | 1) Decompensalion coidis
ind arcmia wih peraslinl roclal blealng afer raliokerigy for prostils candes. ()
Eudacy fonciamn koe wis feporial. The SAE foem wis opdaled by i mvciligales with
mareslives Svanl 1] Svmplomais: anenin wilh soclal Boaling afler eadiothersgry o
[roitls Samoes. The irvesligalor respomdald in & query . " Docompemiasn sk ia
socundas dus ) arcma and cvonl | e clisaliod a8 AE. The SAE dsshass win
upd il sevosdmgly, bl the AE CRF (isda) win nol corsdied i snmuinsii. Afles
daiahass ek, the ekl SAE Dir the AE Decompeniaion Conlis of patical 107002 was

changed Fom Yei s Ho

T Teckmical decails

7.1 Prosramming conventions
BAM0 wes caloolsied 25 Solloas: weight measured at basalinghe hi measored at sowening?,
with weizht in kg and beight in meer (ot kg'm®).

7.1 Amalyzis software

The siwtistical anabyxis and repocting will ba dons uxing A5 for Windows ™ verim 5.4,
T.3 Prezentasion of tables, isongz, sraphs

Al et wrill b generated 23 tables. graph: and brting: follovwing [OH-F3 standards for
Section 14 and Section 16 mumshering.
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Supplementary Figure 1

[ Screened (N=86) ]

ﬂcreening Failure (n=23):

- Not meeting study criteria:
- defectin blood coagulation

. system (n=12)
Randomized - mutation in coagulation factor
(N=63) Il and/or positive for factor V
Leiden (n=4)

- both above criteria (n=2)
- Declined to participate (n=5)

»
>

Discontinuation before treatment:

- Withdrawal of consent (n=1)

40 mg Estetrol lacebo
(N=41) (N=21)

Discontinuation during treatment:

- (Serious) Adverse Event (n=3):
- AE Depression »| Discontinuation during treatment:
- AE Peripheral Edema - Non-compliance to treatment (n=1)
- SAE Hypersensitivity

- Withdrawal of consent {n=1) \

Completed Completed
treatment treatment
(n=37) (n=20)

Excluded from PP analyses*:
- Not receiving treatment to which Excluded from PP analyses®:
X . _ " :
patient \was randomized (n=2) - Non-compliance to treatment {n=1)
- Non-compliance to treatment (n=1)
- Non-compliance to protocol (n=1)
\ 4

Analysed in PP

Analysed in PP

(n=37) (n=20)

* Based on all patients who started treatment; patients not completing study treatment could still be included in PP analyses if all study assessments were performed (e.g. end of study
visit). This was applicable for the patients of the estetrol group, but not for the patient of the placebo group. All patients who received at least one dose of study medication were included
in the analyses of the safety parameters



Supplementary Figure 2 The four estrogens

Estrone (E1) 0

Estradiol (E2)
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Supplementary Table 1 Lipid and hemostasis parameters at baseline and after 24 weeks of treatment with 40 mg estetrol
or placebo daily co-administration in patients with prostate cancer treated with an LHRH agonist (All-subjects-treated

group)
40 mg Estetrol Placebo
(N=41) (N=21)
End of Treatment Percentage End of Treatment Percentage
Laboratory Parameter Baseline (week 24) change from Baseline (week 24) change from
baseline baseline
Total Cholesterol (mmol/L) 4.888 (0.922) 5.020 (0.894) 3.9(15.7) 4.935 (1.095) 5.096 (1.185) 3.5 (12.7)
Triglycerides (mmol/L) 1.764 (0.916) 1.821(0.715) 15.0 (45.5) 1.927 (0.749) 2.129 (1.057) 15.7 (48.7)
HDL Cholesterol (mmol/L) 1.283 (0.332) 1.550 (0.334) 22.6 (15.1) 1.206 (0.336) 1.278 (0.346) 6.5(18.3)
LDL Cholesterol (mmol/L) 2.805 (0.906) 2,633 (0.802) -2.9 (28.6) 2.849 (0.971) 2.883 (1.080) 3.8 (33.1)
Antithrombin (%) 101.4 (10.7) 88.6 (9.3) -12.1(6.7) 100.3 (11.5) 96.4 (12.7) -3.4 (12.1)
Protein S activity (%) 109.9 (23.5) 80.1(18.4) -25.5(14.9) 105.1 (24.1) 99.5 (29.4) -1.5(14.7)
Factor VIII (%) 144.8 (36.6) 153.2 (44.1) 9.2(31.2) 150.0 (40.5) 162.3 (44.5) 10.4 (28.2)
Fibrinogen (g/L) 3.493 (0.551) 3.302 (0.562) -3.8 (18.8) 3.593 (0.694) 3.708 (0.710) 4.1 (14.7)
D-dimer (mg/L FEU) 0.734 (0.577) 0.565 (0.337) -4.4(49.9) 1.291 (1.878) 1.261 (2.248) -8.8 (39.0)

Results reported as mean (standard deviation)
HDL, high density lipoprotein; LDL, low density lipoprotein
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