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Clinical Study Synopsis

This Clinical Study Synopsis is provided for patients and healthcare professionals to increase
the transparency of Bayer's clinical research. This document is not intended to replace the
advice of a healthcare professional and should not be considered as a recommendation.
Patients should always seek medical advice before making any decisions on their treatment.
Healthcare Professionals should always refer to the specific labelling information approved for
the patient's country or region. Data in this document or on the related website should not be
considered as prescribing advice.

The study listed may include approved and non-approved formulations or treatment regimens.
Data may differ from published or presented data and are a reflection of the limited information
provided here. The results from a single trial need to be considered in the context of the totality
of the available clinical research results for a drug. The results from a single study may not
reflect the overall results for a drug.

The following information is the property of Bayer AG. Reproduction of all or part of this report
is strictly prohibited without prior written permission from Bayer AG. Commercial use of the
information is only possible with the written permission of the proprietor and is subject to a
license fee. Please note that the General Conditions of Use and the Privacy Statement of
bayer.com apply to the contents of this file.
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Drug Utilization Stud on the Prescribing Indications

Study title: ) _
CPAJ/EE in 5 European Countries

Sponsor’s study number:17194
NCT number: NCT02494297

EudraCT number: Not applicable

Sponsor:Bayer

Clinical phase: Observational Study

.The primary objective of the study was to charamtethe prescribing
‘behaviors for CPA/EE (Cyroterone Acetate/Ethynytr&diol) in 5
European countries (Austria, Czech Republic, Fraibe
Netherlands and Spain), including:

Study objectives

* prescription indications for CPA/EE
« use of CPA/EE in accordance with the updated labe

» concomitant use of CPA/EE and other combined looah
contraceptives (CHCs)

» second-line treatment of CPA/EE for the indicatacne
Test drug: Diane 35 (EE/CPA, BAY86-5264)

Name of active Cyproterone acetate (CPA) in combination with etl@stradiol (EE)
ingredient(s): [CPA/EE]

Dose:Cyproterone acetate 2mg,
Ethinylestradiol 0.035mg
Route of administration: Oral
Duration of treatment: According to the treating physician

Various topical therapies / keratolytics, topicafibiotics, systemi

Background treatment]: . o
isotretinoin

Reference drug:Not applicable

Moderate to severe acne related to androgen satysénd /or
hirsutism in women of reproductive age when topibatapy or
systemic antibiotic treatments have failed.

Indication:
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Diagnosis and main CriteriaPatlents eligible for the study were all women v

for inclusion: « received a prescription for a medication contagrthe combination
of cyproterone acetate and ethinylestradiol dutiregstudy period
and,;

* agreed to participate in the study.

Study Olesign_The DUS (Drug Utilization Study) CPA/EE was a muaétional,

‘cross-sectional study that characterized the reafeorprescribing
CPAJ/EE in 5 European countries: Austria, Czech RépuFrance,
The Netherlands and Spain. Information was coltégta paper
guestionnaires that the physicians filled out.

The treating physicians asked each patient whaveden CPA/EE
prescription during the study period if she wadimgl to participate in
the study. The physicians explained the naturéestudy, its
purpose, and the extent of data collection pridreostudy entry. Ea
potential participating patient had ample oppotyuto ask questions
and was informed about her right to withdraw frdra study at any
time without disadvantage and without having tovjate reasons for
her decision. This information was provided in aformed consent
and data privacy form, which had to be signed leypatient and sen
back to the field organization. The study documerdse approved b
the relevant local ethics committees and data pyiwdfice, where
applicable.

The physicians were asked to provide informationhenprescribed
CPAJ/EE drug, use of concomitant hormonal contracegpt the
patient’s androgen-sensitive disease characteyiatid treatments
(including OTC (Over The Counter) medicines), amel treasons for
prescribing CPA/EE. Data was collected in papemfand forwarded
to local field institutes, where it was enterediatdatabase. From tf
perspective of the individual patients, this wama-time survey with
no follow-up.

Methodology:

t

<<

e

.5 investigational sites in 5 counts: Austria (1), Czech Repub (1),

Study Center(s)'France(l), The Netherlands (1), and Spain (1)

Publication(s) based on thiNone at the time of report creation.
study (references):

Study period: Study Start Date: 06-Mar-2015
Study Completion Datet1-May-2016 (main report)

31-October-2016 (addendum
France)

Early termination: Not applicable
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Number of subjects:

Planned: 5000

Analyzed: 1513 (main report)

1597 (incl. addendum France)

Criteria for evaluation

Each participating physician was provided with priggion
guestionnaires for collecting drug utilization dataCPA/EE.
Information about the patient and the prescripti@ne taken fron
the prescription questionnaire:

» brand name of prescribed CPA/EE containing drug

» first use, re-use after a break, or continuousofisePA/EE

* concomitant hormonal contraceptive use
» information about androgen-sensitive diseases:
- duration
- previous treatment
- concomitant treatment
- information on treatment failure

» reasons for prescribing CPA/EE

Statistical methods:

The purpose of the study was to assess utilizai@dterns foi
CPA/EE. Reasons for prescribing CPA/EE have beesstigated
with respect to concomitant hormonal contraceptise and
androgensensitive diseases, as well as secontrdaenent of
acne and co-medication to CPA/EE directed at doat analysi
was stratified by country and by physician spezaion. Analysig
of this crosssectional study was limited to des@pdata.
Categorical and continuous variables are summatrizet)
frequencies/percentages and summary statisticsn(rstandard
deviation, median, minimum and maximum), respebtivido
formal hypothesis testing has been performed. f@ptimary
outcome proportions and exact confidence interaadsprovided,
which are calculated in accordance with ClopperRearson,
1934. Variance inflation due to intra-cluster (ploien level)
correlationwas considered in terms of effective sample sizéhb
modified Clopper-Pearson confidence limits describg Korn
and Graubard, 1998. Statistical evaluation wasoperéd with the

U7

software package SAS®, release version 9.4, 2013.
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. The study was conducted according to final Stuayjdeol from
Substantial protocol Changes26th January 2015, and included no substantial dments.
However, there was a protocol deviation with respaicthe
original study schedule:

As the approval of CNIL (Commission nationale defrmation
et des libertés) was given on 24th November 2015etwas very
limited time between the start of recruitment amal previously
agreed study end date in France. It was decidedrttnue patien
recruitment in France until 31st October 2016 itheorto
compensate for the delayed start. All data coltecieto 8thApril
2016 were included in the main report.

French data were reported separately in an amesiddy report.
In order to facilitate reading, the separate inforation on the
French data (text and tables) is allways marked“agdendum”.

Subject disposition and baseline

This study was conducted in five European countAesstria, the Czech Republic, France, The
Netherlands and Spain). During the course of theysit became apparent that the envisaged targets f
recruitment could not be reached within the givaretframe. Despite numerous efforts to solve these
problems, the achieved accrual of information a@spriptions remained below target and varied
considerably between the participating countrié¢mréfore, the total recruitment period was extended
as far as possible. In Austria, the Czech Repubhe, Netherlands, France and Spain the closing date
for inclusion of the last patient in this analysigs moved from the end of October 2015 to the §thlA
2016, and the physicians had time to submit thegiasstionnaires until 14th April 2016.

For the analysis of the main report, a total cbf74, patients were recruited by 120 physicians.tAl tof

61 (3.9%) o f the recruited patients were fountdeaneligible and excluded from enrollment. The mai
reasons for ineligibility were prescriptions tha dot include a combination of CPA and EE (n = 20)
and missinginformed consent forms (n = 22). Theaiemg 1,513 quality-controlled computerized data
sets were analyzed.

In France, 148 patients had been recruited of whoén(73.0%) were eligible and 40 (27.0%) were not.
68 of the eligible patients were recruited by gylegists, 27 by dermatologists and 13 by GPs. Seven
patients had to be excluded from the study bectngsparents’ written consent would have been needed
due to their age, but only their own signature mawided. Also, five patients who had been recclite
after the planned end of recruitment and were mdtided.

Following the completion of the DUS survey CPA/BEdy (main study) in April 2016, the study
report was submitted to the relevant authoritiesaBsessment within the agreed timetable.

However, due to the late start of recruitment iarfée, it was decided to continue the study in Feamc
order to obtain more documented prescription eyégdsling to a clearer view of the prescribing
behavior of French physicians. The results of ttem€h data have been submitted in an addendum on
December 21, 2016 to the relevant authorities eeitct the new set of data from France and congpare
it to results reported in the main study.
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Results

Prescription status

Combined analysis revealed 42.0% (n = 635) of teegiptions were starters, 42.6% (n = 645) were
continuous users and 14.7% (n = 223) of patiente weestarters3. The distribution pattern in Spain
mirrored the combined cohort. In Austria, the patage of continuous users was higher than average
(57.8%), and in the Czech Republic there were rataers (48.7%). Numbers in France and The
Netherlands were too small to detect any meanirigéulds.

Analysis by physician specialty showed that presicnns by gynecologists (n = 936) were most
frequently performed for starters (45.8%), follow®d38.8% of prescriptions for continuous usersl, an
14.4% for re-starters. Prescriptions by dermatsksgivere more evenly distributed with 40.7% for
starters, 35.3% for continuous users, and 24.0%gefstarters. Prescriptions by GPs had the lowest
percentage of starters (33.7%), the highest peagerdf continuous users (54.4%), and the lowest
percentage of prescriptions for re-starters (11.7%)

Prescription status — France (addendum)

In France, 28.7% of the eligible patients wereiisie users, 59.3% continuous users, and 12.0% wer
restarters.

The proportion of restarters was similar to thepprtion found in the overall data of the main repor
(14.7%), whereas the first-time users (42.0%) andiouous users (42.6%) were more evenly
distributed in the main report.

Prescribing reasons

In the context of this study, the following androggependent conditions were predefined in the
guestionnaire: acne, hirsutism, seborrhea, andaigeslopecia and Polycystic Ovary Syndrome
(PCOS). In addition, the physician was asked taidwnt whether CPA/EE was prescribed for
contraception and whether the patient was usingrabnal contraceptive at the time of prescription.

The questionnaire allowed for a prescription tortzle for multiple indications for one patient.

Overall, the main reasons for CPA/EE prescripti@meracne (65.6%, n = 993) and contraception
(66.7%, n = 1,009) followed by seborrhea (12.9%xutism (12.6%) and PCOS (11.4%). Androgenetic
alopecia and “other reasons” were the least meadiovith 5.0% and 3.7%, respectively. In 16.3% (n =
246) contraception was the only listed reasontergrescription. The proportions for “PCOS only”
were 3.1% (n = 47) and 1.4% (n = 21) for androgeradbpecia. [Table 1]
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Table 1:- Prescribing reasons for CPA/EE

CPA/EE 95%-ClI
Number (%) of eligible patients 1513 (100%)
Reason
Acne 993 (65.6%) [57.2%;73.4%]
Seborrhea 195 (12.9%) [9.3%;17.3%]
Hirsutism 191 (12.6%) [9.8%;15.9%]
Androgenetic alopecia 75 (5.0%) [3.2%;7.2%]
PCOS 173 (11.4%) [7.9%;15.8%]
Contraception 1009 (66.7%) [58.8%;74.0%]
Other reasons 56 (3.7%) [1.9%;6.5%]
Contraception only 246 (16.3%) [9.1%;25.9%]

Note: Multiple prescribing indications per patient may be possible.

Note: Frequencies of reasons for prescription are displayed relatively to the number of patients.

Note: Exact 95% CI for proportions are given, variance inflation is considered in terms of effective sample size (Clopper
& Pearson, 1934, Korn & Graubard, 1998)

Date of analysis: 122MAY2016

Prescribing reasons — France (addendum)

The main reason for CPA/EE prescription in Franes acne (88.9%, n = 96). The second most stated
reason was contraception (32.4%, n = 35) followeddborrhea (11.1%) and hirsutism (10.2%). PCOS,
androgenetic alopecia and “other reasons” wereiorad less frequently with 5.6%, 3.7% and 2.8%,
respectively. In 2.8% (n = 3) contraception wasdahky listed reason for the prescription. The
proportions for “PCOS only” and “androgenetic aloié only were 0.9% (n = 1) each.

In the data of the main report acne was statediegaently as a reason for prescription (65.6%),
whereas PCOS (11.4%) and contraception (66.7%) mere frequently stated as a reason for
prescription. All other reasons for prescriptiomwta similar trend in the overall data of the main

report and the updated data for France. [Table 2]
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Table 2:Prescribing reasons for CPA/EE — France (addendum)

CPA/EE 95%-Cl
Number (%) of eligible patients 108 (100%)
Reason
Acne 96 (88.9%) [80.6%;94.5%]
Seborrhea 12 (11.1%) [5.9%;18.6%]
Hirsutism 11 (10.2%) [4.8%;18.4%)]
Androgenetic alopecia 4 (3.7%) [0.9%;9.6%]
PCOS 6 (5.6%) [1.3%;14.7%)]
Contraception 35 (32.4%) [17.3%;50.8%]
Other reasons 3 (2.8%) [0.5%;8.2%]
Contraception only 3 (2.8%) [0.6%;7.9%]

Note: Multiple prescribing indications per patient may be possible.

Note: Frequencies of reasons for prescription are displayed relatively to the number of patients.

Note: Exact 95% CI for proportions are given, variance inflation is considered in terms of effective sample size (Clopper
& Pearson, 1934, Korn & Graubard, 1998)

Date of analysis: 15DEC2016

Previous treatment of ache

Of the 1,028 patients who had an acne diagnosishad mild acne, 562 moderate acne and 89 severe
acne. 57.0% (n = 586) of the patients who had ae d@gnosis had received previous treatment.
There was a marked difference in the number oepttiwho had previously been treated for acne
according to the diagnostic severity of diseaseyipus treatment was stated in 42.7% of the patient
with mild acne, 63.2% with moderate acne and 787%e severely affected patients. 82.7% of all
patients with acnhe have had their acne diagnosisiéoe than 12 months and 41.6% (n = 428) of the
previous treatments were documented as failedsoifficient. For moderate to severe acne (i.e.
without mild acne) previous treatment failure wasg86 .

For patients with mild acne the three most fredyenentioned previous treatments were "various
topical therapies/keratolytics”, of which OTC meations and washing lotions (n = 46, 12.2%), topical
antibiotics without combinations (n = 39, 10.3%Jd&PA/EE (n = 32, 8.5%). In 24.1% of the cases,
the previous treatment was documented as fail@éusafficient.

For patients with moderate acne the most commoriqure treatments were topical antibiotics

without combinations (n = 100, 17.8%), antibioticenbined with benzoyl peroxide (n = 77, 13.7%),
systemic antibiotics (n = 68, 12.1%), various tapiberapies/keratolytics (n = 55, 9.8%) and CPA/EE
(n =44, 7.8%).

In patients with moderate acne the proportion iédeor insufficient previous treatments was 49.6%.
38 DUS CPA/EE: Final Study Report For patients githrere acne the most frequently mentioned
previous treatments were systemic antibiotics f9=21.3%), topical antibiotics (n = 14, 15.7%)dan
antibiotics combined with benzoyl peroxide (n = 10,2%). Patients with severe acne had the highest
proportion of failed or insufficient treatments (8%).

Stratification by country showed differences in ttegjuency of previous treatment for acne in

patients who received CPA/EE. In France 95.7%atiepts had previous treatment, in Spain 73.2%, in
the Czech Republic 55.4%, in The Netherlands 54&%,in Austria 29.8%.

Stratification by professional specialties show#fiktbnces between gynecologists, dermatologists,
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and GPs with regard to previous treatment of a€he may be due to either differing therapeutic or
prescribing preferences or on differing patientylapons, e.g. patients with other hormonal

problems, e.g. bleeding disorders, seeking theafaggnecologists rather than dermatologists. @f th
695 patients recruited by gynecologists and aftebteacne who received a CPA/EE prescription,
53.2% had received no previous treatment for tt@ndition. For dermatologists the frequency of
patients without previous treatment was 15.4% 84e6% had received other treatments for acne prior
to the index CPA/EE prescription. The GPs weregtwieen these frequencies, with 27.6% of patients
having received no previous treatment for acne7@nd% having had preceding acne therapy.

Concomitant treatment of acne

Overall 31.2% (n = 321) of the patients with aneadragnosis received treatment in addition to
CPAJEE. There was a marked difference in concorhtteatment percentage between the three groups
of severity; 16.4% (n = 62) of the patients witHdvdcne received concomitant treatment, whereas
37.9% (n = 213) with moderate acne, and 51.7%46)-of the patients severely affected by acne
received concomitant treatment.

Of the 16.4% of patients (n = 62) with mild acneeiging concomitant therapy, the most frequently
mentioned concomitant treatments were various &b pierapies/keratolytics (n = 24, 6.4%) and tdpica
antibiotics (n = 12, 3.2%).

For patients with moderate acne receiving concarhitaatment (n = 187) the most frequently
mentioned concomitant treatments were topical afids (n = 46, 8.2%), various topical therapies /
keratolytics (n = 45, 8.0%), antibiotics combineithwenzoyl peroxide (n = 33, 5.9%), and systemic
antibiotics (n = 24, 4.3%)

For patients with severe acne, those receivingamitant treatment (n = 40) the most frequently
mentioned treatments were systemic isotretinom @) 10.1%), various topical treatments / kerato$yt

(n =8, 9.0%) and topical antibiotics (n = 8, 9.0%)

The percentage of concomitant treatment of acreevased between countries; in France, 65.2% of the
patients who received a CPA/EE prescription alsawoncomitant treatment. The respective
proportion was lower in the other countries; 43i8%pain, 32.1% in Czech Republic, 16.7% in The
Netherlands, and 6.1% in Austria.

Differences in concomitant therapy use were alseolked between specialties; 68.3% of the patients
prescribed CPA/EE for the management of acne byakiogists received concomitant treatment. This
proportion was lower for patients treated by Generactitioners (GPs) (37.4%) and Gynecologists
(22.8%).

Previous treatment of acne — France (addendum)

Of the 99 patients who had a diagnosis of acneande, 50 had mild acne (50.5% of all patients with

a diagnosis of acne), 35 moderate (35.4% of aikptst with a diagnosis of acne) and 14 severe acne
(14.1% of all patients with a diagnosis of acn®) 8% (n = 75) of the patients who had an acne
diagnosis had received previous treatment. Thegelittie difference in the percentage of patients

who had previously been treated for acne accorinige diagnostic severity of disease; previous
treatment was stated in 74.0% of the patients mitd acne, 77.1% with moderate acne and 78.6%

of the severely affected patients.

The percentage of mild, moderate, and severe adhence differed from the overall data in the main
report. Mild acne accounted for 36.7% of all acisgydoses, moderate acne for 54.7% and severe acne
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for 8.7%. The overall previous treatment percentzfgal acne patients in the main report (57.0%)
was lower than in France. The overall data in tlagnrstudy showed an increasing percentage of
previous acne treatment with increasing severiyd% previous treatment in patients diagnosed with
mild acne, 63.2% moderate, 78.7% severe). 89.984 phtients with acne in France have had their
acne diagnosis for more than 12 months and 51.5%5() of the previous treatments were
documented as failed or insufficient. For modetatsevere acne (i.e. without mild acne) previous
treatment failure was 61.2%.

In comparison, previous treatment failure in ah@apatients combined in the main report was 41.6%.
For moderate to severe acne this number was 51.8%.

For patients with mild acne in France, the mosjdently mentioned previous treatments were
"various topical therapies/keratolytics” (n = 12.@%), which include OTC medications and washing
lotions, followed by antibiotics without known foraf application and systemic antibiotics (both n =
7, 14.0%). 12% (n = 6) had previously been treati¢d systemic isotretinoin, 8.0% (n=4) with oral
contraceptives (excluding CPA/EE), anti-androge¢néapy and CPA/EE (all three categories 8.0%). In
42.0% of the cases, the previous treatment wasndexted as failed or insufficient.

In the overall data of the main report the mosydiently mentioned previous treatments in patients
with mild acne were also “various topical therafiesatolytics” (n = 46, 12.2%) which include OTC
medications and washing lotions, topical antib®tdthout combinations (n = 39, 10.3%) and CPA/EE
(n =32, 8.5%). In 24.1% of the cases, the previeemtment was documented as failed or insufficient
For patients with moderate acne in France the owsmon previous treatments were antibiotics
without known form of application (n = 6, 17.1%ystemic antibiotics (n = 6, 17.1%) and systemic
isotretinoin (n = 4, 11.4%). In patients with maakeracne the proportion of failed or insufficient
previous treatments was 60.0%.

In the overall data of the main report, the moshemn previous treatments for patients with
moderate acne were topical antibiotics without ciorations (n = 100, 17.8%), antibiotics combined
with benzoyl peroxide (n = 77, 13.7%), systemidlaatics (n = 68, 12.1%), various topical
therapies/keratolytics (n = 55, 9.8%) and CPA/EE @4, 7.8%). The percentage of failed or
insufficient previous treatment for these patiemts stated as 49.6%. For patients with severethene
most frequently mentioned previous treatments énntlain report were systemic antibiotics (n = 7,
50.0%) and topical retinoids (n = 4, 28.6%). Pdsiemth severe acne had the highest proportion of
failed or insufficient treatments (64.3%).

In the overall data of the main report, the moshemn previous treatments for patients with severe
acne were systemic antibiotics (n = 19, 21.3%)icad@mntibiotics (n = 14, 15.7%), and antibiotics
combined with benzoyl peroxide (n = 10, 11.2%). Séhpatients with severe acne had a proportion of
failed or insufficient treatments of 65.2%.

Concomitant treatment of acne — France (addendum)

Overall, 30.3% (n = 30) of the patients with aneadiragnosis in France received treatment in additio
to CPA/EE. There was a marked difference in contammhireatment percentage between the three
groups of severity; 18.0% (n = 9) of the patienithwnild acne received concomitant treatment,
whereas 31.4% (n = 11) with moderate acne, and4@ 4= 10) of the patients severely affected by
acne received concomitant treatment. This markiéerdhce was also found in the overall data of the
main report (16.4% of the patients with mild aceeeived concomitant treatment, 37.9% with
moderate acne and 51.7% with severe acne).

Of the 18.0% of patients (n = 9) with mild acneaiging concomitant therapy, the most frequently
mentioned concomitant treatment was topical treatméth benzoyl peroxide (n = 5, 10.0%).
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In the overall data of the main report, the moshemn treatments for patients with mild acne
receiving concomitant therapy, were various topibatapies/keratolytics (n = 24, 6.4%) and topical
antibiotics (n = 12, 3.2%).

For patients with moderate acne receiving concorhiteatment (n = 11) the most frequently
mentioned concomitant treatments in France wereisys antibiotics (n = 5, 14.3%), topical retinoids
and topical treatment with benzoyl peroxide (both4y 11.4%).

In the overall data of the main report, the moshemn treatments for patients with moderate acne
receiving concomitant therapy (n = 187), were tapantibiotics (n = 46, 8.2%), various topical
therapies / keratolytics (n = 45, 8.0%), antibisttombined with benzoyl peroxide (n = 33, 5.9%3y an
systemic antibiotics (n = 24, 4.3%).

For patients with severe acne who receive concaitaatment (n = 10), the most frequently
mentioned treatments in France were systemic afitbj topical retinoids and isotretinoin (form of
application not specified (all n = 3, 21.4%)).

In the overall data of the main report, the moshicmn treatments for patients with severe acne
receiving concomitant therapy (n = 40), were systasotretinoin (n = 9, 10.1%), various topical

Previous treatment of hirsutism

A total of 221 patients were affected by hirsuti€dfithese, 42 (19.0%) stated they had received
previous treatment, 162 (73.3%) have not been pusly treated for their disorder. Information was
missing for 17 (7.7%) of patients.

The most frequently used previous treatments g (gub)-cohort was CPA/EE (5.0%, n = 11),
antiandrogenic therapy (3.6%, n = 8), oral confpsives not including CPA/EE (2.3%, n = 5),
Eflornithine (2.3%, n = 5) and laser diode hair osad (1.8%, n = 4).

Across countries the Czech Republic showed a fgteewious treatment of hirsutism of 21.1% (n = 8).
Treatment with CPA/EE accounted for six of thessesaln Spain, who had the highest total number
of patients with hirsutism (n = 160), 19.4% (n 9 Bad received previous treatment. 2 patients (10%)
in Austria had received previous treatment.

Regarding the specialties, the highest proportfqratients with hirsutism who had received previous
treatment was reported by dermatologists (25.8%8h followed by the gynecologists (21.1%; n =
19) and GPs (15.0%; n = 15). Specific treatmeriferdid across specialty; CPA/EE (n = 9) and
antiandrogenic therapy (n = 5) were the most fratiyeeported treatments for hirsutism amongst
gynecologists, whereas Eflornithine (n = 5) wasrttest common treatment among dermatologists. For
GPs no preferences are obvious.

Concomitant treatment of hirsutism

Of 221 patients affected by hirsutism, 16 (7.2%}greed concomitant treatment. Laser diode hair
removal (n = 5) and anti-androgenic therapy (n w@&je reported most frequently as concomitant
treatments.

The Czech Republic and Spain were the only coumntvigere concomitant therapy was reported.
Consequently, no meaningful comparison across {soiyrts could be performed.

No trends could be seen in concomitant therapycptesg patterns across specialty group. A
breakdown of the figures by specialty group sho&@dncomitant treatments of hirsutism from
gynecologists (5.6% of the eligible patients retediiby gynecologists), 4 from dermatologists (12.9%
and 7 from GPs (7.0%).
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Previous and concomitant treatment of hirsutism +ahce (addendum)

Hirsutism affected 14 patients in the French stpoyulation. Of these, four (28.6%) stated, thay the
had received previous treatment, nine (64.3%) lvadb@en previously treated for their disorder.
Information was missing for one (7.1%) of patiéftie four previous treatments were anti-androgenic
therapy, CPA/EE, systemic antibiotics and variaysdal therapies. Two patients with hirsutism
diagnosis received concomitant treatment. Botledtaairious topical therapies as concomitant
treatment.

In the overall data of the main report, 221 patidred a diagnosis of hirsutism. Of these, 42 (19.0%
stated they had received previous treatment, 183%) have not been previously treated for their
disorder. Information was missing for 17 (7.7%)patients. The most frequently used previous
treatments in this (sub)-cohort was CPA/EE (5.0%,11), anti-androgenic therapy (3.6%, n = 8), oral
contraceptives not including CPA/EE (2.3%, n =E)ornithine (2.3%, n = 5) and laser diode hair
removal (1.8%, n = 4). 16 (7.2%) of the 221 pasaffected by hirsutism received concomitant
treatment. Laser diode hair removal (n = 5) andamirogenic therapy (n = 3) were reported most
frequently as concomitant treatments.

Concomitant use of other hormonal contraceptivesta@PA/EE

Of the total number of 1,513 CPA/EE users, the magority (97.1%, N=1,469) did not report use of
additional hormonal contraception at the time CRAfEescription. However, 44 (2.9%) patients
stated that they used additional hormonal conttém®pof whom 42 (2.8% of the total) used oral
contraceptives and 2 (0.1% of the total) non-ooalti@ceptives. It is important to consider thasthe
patients are reported to use other hormonal capta@s at the time of issuance of CPA/EE
prescription. It cannot be assumed that all of thesuld be using other hormonal contraceptives

along with CPA/EE. They might stop using other honal contraceptive once CPA/EE is started.
Prescription of additional hormonal contracepticaswimilar in the Czech Republic (3.7%, n = 21) and
Spain (3.4%, n = 21). Austria and The Netherlarg®rted no prescriptions of additional hormonal
contraceptives and in France 8.3% (n = 2) of d titd4 patients were prescribed additional hornhona
contraceptives. The numbers for France and Theddatids are too small to be reasonably
interpreted.

Additional hormonal contraceptive use was obsemedb out of a total of 936 CPA/EE prescriptions
made by gynecologists (3.7%). In contrast, 3 outGf CPA/EE prescriptions by dermatologists (1.8%)
and 6 out of 410 CPA/EE prescriptions by GPs (1.8 e concomitant to additional hormonal
contraceptives.

Concomitant use of other hormonal contraceptivesteB@PA/EE — France (addendum)

Of the 108 eligible patients in France, five (4.68@re prescribed an additional hormonal contragepti
Four of those were oral contraceptives and oneanaheontraceptive.

In comparison, in the overall data of the main regpd4 (2.9%) patients stated that they used aulditi
hormonal contraception, of whom 42 (2.8% of thaljatsed oral contraceptives and two (0.1% of the
total) non-oral contraceptives.

It is important to consider that these patientseweported as using other hormonal contraceptiveésea
time of issuance of CPA/EE prescription. It canm®tassumed that all of them would be using other
hormonal contraceptives along with CPA/EE. Theyhhgjop using other hormonal contraceptive once
they start using CPA/EE.
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Utilization of CPA/EE for the indication of acne am hirsutism

According to the updated label CPA/EE is indicdtadhe treatment of moderate to severe acne when
topical therapy or systemic antibiotic treatmerasenfailed, and for hirsutism in women of
reproductive age.

Of overall 1513 patients (100%) the proportion afi@nts with moderate or severe acne without
hirsutism was 37.3% (n = 564). 13.2% of the totaélg population (n = 199) had received “previous
topical treatment only” and 2.2% (n = 34) “previaystemic antibiotic treatment only”. Of the 301
patients (19.9%) who had received “previous topécad/or systemic antibiotic treatment”, failed or
insufficient treatment was reported for 249 cadés5®o).

Analyzing for acne separately: Of 1028 patientgudased with acne, 586 (57.0%) received previous
treatment. In 428 (41.6%) the treatment was regddéave failed. 564 (54.9%) patients in the
category “moderate to severe acne without hirsttishthese, 301 (29.3%) received previous topical
treatment and/or systemic antibiotics, which hal@dan 249 (24.2%) cases. A total of 221 (14.6%)
patients had a diagnosis of hirsutism.

522 patients (34.5% of the total study populatiefilect an approximation of the strict in-label ude
CPA/EE in the study population of 1513 patientst Batients with a diagnosis of moderate to severe
acne who had “previous topical and/or systemiddgotic treatment” and those with hirsutism (n =
221).

It should be considered that the above analysis doecompletely reflect CPA/EE use according to
the updated indication wording, since the proparbbcases where previous treatment for acne had
failed could not be reliably established. Restnigtanalysis within this report to cases where evi
“failed treatment” is explicitly stated would igreocases where unsatisfactory treatment results
triggered the new treatment with CPA/EE. [Table 3]
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Table 3:CPA/EE use and treatment for the indication of acia@d hirsutism

CPA/EE 95%-ClI
Number (%) of eligible patients with 1513 (100%)

Moderate or severe acne (without hirsutism) 564 (37.3%) [29.8%;45.3%]
Previous topical treatment only 199 (13.2%) [6.5%;22.8%]
Previous systemic antibiotic treatment only 34 (2.2%) [1.2%;3.8%]
Previous topical and/or systemic antibiotic treatment 301 (19.9%) [12.8%;28.7%)]
No previous topical and systemic antibiotic treatment 263 (17.4%) [12.5%;23.2%)]
Other previous treatment only 60 (4.0%) [2.6%;5.7%]
Missing 1(0.1%) [0.0%;0.4%]

Acne with hirsutism 118 (7.8%) [5.7%;10.4%]
Previous topical treatment only 43 (2.8%) [1.6%;4.6%)]
Previous systemic antibiotic treatment only 6 (0.4%) [0.1%;1.0%]
Previous topical and/or systemic antibiotic treatment 64 (4.2%) [2.6%;6.5%]
No previous topical and systemic antibiotic treatment 54 (3.6%) [2.3%;5.3%]
Other previous treatment only 13 (0.9%) [0.4%;1.6%)]
Missing 1 (0.1%) [0.0%;0.4%]

Hirsutism (without acne) 103 (6.8%) [4.8%;9.4%]

Neither moderate or severe acne nor hirsutism 728 (48.1%) [39.4%;56.9%]

Note: Exact 95% CI for proportions are given, variance inflation is considered in terms of effective sample size (Clopper
& Pearson, 1934, Korn & Graubard, 1998)
Date of analysis: 122MAY2016

Utilization of CPA/EE for the indication of acne ahhirsutism — France (addendum)

According to the updated label CPA/EE is indicdtadhe treatment of moderate to severe acne when
topical therapy or systemic antibiotic treatmergsehfailed, and for hirsutism in women of
reproductive age.

Of the 108 patients eligible in France, the praparbf patients with moderate or severe acne withou
hirsutism was 40.7% (n=44). Of the eligible patett6% (n = 5) had received “previous topical
treatment only” and 7.4% (n = 8) “previous systeamtibiotic treatment only”. Of the 24 patients
(22.2%) who had received “previous topical andj@tesmic antibiotic treatment”, failed or insufficie
treatment was explicitly reported for 21 cases4%4).

In France, 11 patients were diagnosed with acnébowad with hirsutism and three patients with
hirsutism only.

Thus, 38 patients (35.2% of the total study pojatain France) reflect an approximation of thecstri
in-label use of CPA/EE in the study population 68 Jatients in France: 24 patients with a diagnosis
of moderate to severe acne who had “previous tbpim@d/or systemic antibiotic treatment” and those
with hirsutism (n = 14).

In comparison, for the overall 1513 patients (10@¥dhe main report, the proportion of patientshwit
moderate or severe acne without hirsutism was 3t83%6564). Of the total study population 13.2%
(n =199) had received “previous topical treatnmmy” and 2.2% (n = 34) “previous systemic
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antibiotic treatment only”. Of the 301 patients .@%) who had received “previous topical and/or
systemic antibiotic treatment”, failed or insuf@ai treatment was reported for 249 cases (16.5%).
In the main report a total of 221 (14.6%) patidrdd a diagnosis of hirsutism, thereof 118 patients
(7.8% of all patients) were diagnosed with acnéwitsutism and 103 (6.8%) were diagnosed with
hirsutism without acne.

Thus, 522 patients (34.5% of the total study paputd reflect an approximation of the strict indb
use of CPA/EE in the study population of 1513 pdatien the main report: 301 patients with a diagmos
of moderate to severe acne who had “previous tbpid/or systemic antibiotic treatment” and those
with hirsutism (n = 221).

It should be considered, that the above analysemticompletely reflect CPA/EE use according to
the updated indication wording, since the proparbbcases where previous treatment for acne had
failed could not be reliably established. Restnigtanalysis within this report to cases where evi
“failed treatment” is explicitly stated would igreocases where unsatisfactory treatment results
triggered the new treatment with CPA/EE. [Table 4]

Table 4 CPA/EE use and treatment for the indication of me and hirsutism - France

CPA/EE 95%-ClI
Number (%) of eligible patients with 108 (100%)

Moderate or severe acne (without hirsutism) 44 (40.7%) [25.9%;56.9%]
Previous topical treatment only 5 (4.6%) [1.5%;10.5%]
Previous systemic antibiotic treatment only 8 (7.4%) [3.3%;14.1%)]
Previous topical and/or systemic antibiotic treatment 24 (22.2%) [10.7%,;38.1%)]
No previous topical and systemic antibiotic treatment 20 (18.5%) [10.290;29.7%)]
Other previous treatment only 10 (9.3%) [4.2%;17.1%]
Missing 1 (0.9%) [0.0%;5.5%]

Acne with hirsutism 11 (10.2%) [4.1%;20.2%]
Previous topical treatment only 0 (0.0%) [0.0%;0.0%]
Previous systemic antibiotic treatment only 2 (1.9%) [0.2%;6.5%]
Previous topical and/or systemic antibiotic treatment 5 (4.6%) [1.0%;12.8%]
No previous topical and systemic antibiotic treatment 6 (5.6%) [1.7%;13.0%]
Other previous treatment only 3 (2.8%) [0.3%;10.4%]
Missing 0 (0.0%) [0.0%;0.0%)]

Hirsutism (without acne) 3 (2.8%) [0.5%;8.2%]

Neither moderate or severe acne nor hirsutism 50 (46.3%) [29.4%;63.8%]

Note: Exact 95% ClI for proportions are given, variance inflation is considered in terms of effective sample size (Clopper
& Pearson, 1934, Korn & Graubard, 1998)
Date of analysis: 06DEC2016
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CPAJ/EE use and androgen-sensitive diseases

In total, for 83.3% of all patients included ingtgtudy the prescribing physician either reported a
underlying androgenic disease (acne, seborrheajtisim, androgenetic alopecia or PCOS) or named
at least one of these disease entities as a réastmay’s CPA/EE prescription(Austria 76.6%, all
other countries showed a proportion above 83%) .

Stratified by physician specialty 99.4% of the CBB/prescriptions by dermatologists were prescribed
to patients with an underlying androgenic dise@bées number was slightly lower for gynecologists
(83.0%) and GPs (77.6%). [Table 5]

Table 5- CPA/EE use and indrogen-sensitive diseast

CPA/EE 95%-ClI
Number (%) of eligible patients with 1513 (100%)

Acne 1028 (67.9%) [59.5%;75.6%)]
Seborrhea 267 (17.6%) [13.190;23.0%)]
Hirsutism 221 (14.6%) [11.3%;18.4%)]
Androgenetic alopecia 89 (5.9%) [3.9%;8.4%]
PCOS 192 (12.7%) [9.1%;17.1%)]
At least one of the 5 androgen-sensitive diseases 1261 (83.3%) [73.8%;90.5%)]

Date of analysis: 122MAY2016

CPA/EE use and androgen-sensitive diseases — Fraf@oElendum)

For 97.2% (n=105) of all patients included in Franiie prescribing physician either reported an
underlying androgenic disease (acne, seborrheajtisim, androgenetic alopecia or PCOS) or named
at least one of these disease entities as a réastmtay’s CPA/EE prescription.

In the overall data of the main study, 83.3% opaliients included in the study were reported eithe
to have at least one underlying androgenic dis@asee, seborrhea, hirsutism, androgenetic alomecia
PCOS) or to have been prescribed CPA/EE todaytfieaat one of these disease entities. [Table 6]
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Table 6:CPA/EE use and androgen-sensitive diseases — Frafacklendum)

CPA/EE 95%-ClI
Number (%) of eligible patients with 108 (100%)

Acne 99 (91.7%) [84.2%;96.4%)]
Seborrhea 32 (29.6%) [18.8%;42.5%]
Hirsutism 14 (13.0%) [6.0%;23.4%]
Androgenetic alopecia 6 (5.6%) [1.9%;12.3%)]
PCOS 11 (10.2%) [3.7%;21.4%)]
At least one of the 5 androgen-sensitive diseases 105 (97.2%) [91.7%;99.5%]

Date of analysis: 06DEC2016

Discussion

The reason for conducting this study was the reduethe EMA (European Medicines Agency) to
investigate the implementation of the revised ldblbwing the Article 107i referral in 2013:

CPA/EE should only be used for the treatment of enate to severe acne related to androgen-
sensitivity (with or without seborrhea) or hirsatisn women of reproductive age.

For the treatment of acne, these medicines shoujdbe used after topical therapy or systemic
antibiotic treatment had failed. Since CPA/EE at$® as a hormonal contraceptive it should not be
used in combination with other hormonal contraceysti

In order to assess the degree to which these reeonmtions are being followed, the current practice
of gynecologists, dermatologists, and GPs presgiliPA/EE has been recorded and the reasons for
prescription have been explicitly collected in thisvey drug utilization study.

Discussion Main Report

The original goal for the number of CPA/EE presiioips, i.e. 1,000 per participating country, could
not be met in this study (Austria 282; Czech Rejgui%3; France 24; The Netherlands 32; Spain 612).
This was mainly driven by a lack of interest on $ide of the physicians when they were invitechiaet
part in this DUS. The specific investigation inkdstphenomenon in The Netherlands, where
recruitment of physicians was particularly difficitdhowed an extremely low level of interest in the
study. It is of note also that the expected presugifrequency per participating physician (4 per
patients per month) did not match with the presegtbehavior in routine clinical practice in anytbé
countries. Extensive additional efforts (e.g. te éxtent of contacting all gynecologists and
dermatologists in Austria and the Czech Republiedenmade to deal with this trend, with very little
success.

Overall, the total of over 1,500 sets of prescoiptilata collected is sufficient for general conidos on
an aggregate European level. As foreseen in thistgtal analysis plan, analyses per country hdse a
been done, but data on the individual country ledlelwing meaningful interpretation are limited. I@n
Spain and the Czech Republic, and to some degrsgidprovide samples that allow meaningful
country-specific interpretation of the data outdite pooled data. Additionally, comparisons between
countries are also compromised because the vadystigbution of specialties between the participati
countries.



i Baver Clinical Trial Results Synopsis

08-Mar-2017 Study no. 17194 Page: 18 of 21

The overall analysis across all participating caastand medical specialties shows that in the ntgjo
of cases (n = 1,261, 83.3%) the diagnosis andfrehson for prescription were related to androgen-
dependent conditions.

The 221 cases suffering from hirsutism are preedr#irictly within the current label, since hirsuatiis
an indication that requires neither quantificatiam previous treatment.

In the case of the 1,028 cases of acne, the situetimore complex because of the two additional
conditions that required fulfilment: 1. the acnes @ be classified as moderate or severe, in doder
qualify for treatment with CPA/EE, 2. previous tr@ant with topical therapy or with systemic
antibiotics must have failed. The actual distribntivas as follows:

Of the 1,513 recruited patients 1,028 (67.9%) hémeebeen diagnosed with acne and/or acne was
given as the reason for the prescription. 564 eé¢hpatients without hirsutism were classified th®
categories moderate and severe. Since the queaitierthd not state which point in time the severity
referred to, i.e. at the time of the prescripti6lC8®A/EE or an earlier status of the disease thatdeen
addressed only insufficiently by the previous tneant scheme some ambiguity remains with the data
captured. Furthermore, the categorization of acmaild, moderate or severe may be subjective
depending on individual physicians. Qualified poas treatment (topical treatment or systemic
antibiotics) for moderate to severe acne was doaotedean 301 cases.

The data reflect different treatment patterns betwspecialties. GPs started CPA/EE in moderate to
severe acne after preceding topical therapy oesystantibiotic treatment in 77.7% of the cases.
Dermatologists tend to start with topical treatmansystemic antibiotic (73.5%) before turning to
CPA/EE. Prescriptions of CPA/EE by gynecologistslass frequently (40.1%) preceded by topical
treatment or systemic antibiotics. This contragihthbe exaggerated because of two potential
modulating factors. Firstly, the documentation mfyous treatments, especially with OTCs and with
cosmeceuticals might be less complete when domgygcologists (who are less familiar with these
treatment modalities), than by dermatologists (wiook with topical treatments on a daily basis).
Secondly, it is not unlikely that the patients segkhe help of gynecologists differ from thosettha
consult dermatologists. Gynecological symptoms fgagrnto more pronounced hormonal problems, e.qg.
those associated with PCOS, would channel patiertke direction of gynecologists. The focus on
endocrine pathophysiology might, therefore, be npwogninent for gynecologists than in everyday
dermatological practice.

Overall, previous treatment failure was documeibed3.0% of the 586 cases of acne treatment.
Whether the 27.0% had really been completely ssfakesr whether the patients regarded them as
sufficient/satisfactory remains unclear, especiafiythe questionnaire was completed by the physicia
and the patient’s perspective was not directlygsed. The term treatment failure covers a broagean
of constellations and cannot capture the clinitabson comprehensively. Failure could either mean
total lack of efficacy or unsatisfactory efficacyunpleasant side effects (e.g. burning sensatitn w
topical treatments; diarrhea or other gastroimessymptoms with systemic antibiotics). Howevheg t
fact that a new treatment modality is being ingthgives some indication that the preceding measure
might have not been adequate for the given patient.

Altogether, on an aggregate level, the study isrmative with regard to the clinical scenario when
prescribing CPA/EE by gynecologists, dermatologistal GPs. Most prescriptions are directed at one
of the diseases with a pathophysiology associatédamdrogenic action.
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Discussion France (addendum)

In the main report, the contribution of French dages too low to allow comparison with the overall
European data. The extension of the recruitingopefior France has yielded additional data, which
allow a better assessment of the prescribing behaxth respect to the utilization of CPA/EE.

It is reasonable to assume that a real life thertapstrategy is not only based on the currenest
acne; the preceding development of the diseaseisen®y guide a decision to include antiandrogenic
therapy even if the criteria in the label are net @t the time of prescription.

The original goal for the number of CPA/EE prestoips, i.e. 1,000 per participating country walee li
in the other four countries, not reached in Frd@8 prescriptions). The low number of documented
prescriptions achieved may reflect the fact thafBE is only rarely used or that the patients were
not willing to participate. Also, the number of [igians who became active after joining the stibgy,
signing the physician information, was low (31 8).6Those physicians, who became active during the
study, only contributed 3.5 eligible patients physician. This number is substantially lower than i
Austria (12.8), Czech Republic (17.6) and Spain@L2t has to be noted though, that the recruitmen
phase was slightly shorter in France (ten montbs)pared to other countries (Austria 13 months,
Czech Republic 13 months, Spain 11 months).

As in the main report including all participatinguntries, the analysis for France shows that riot al
prescriptions fully reflect the updated label aide However, French physicians follow a stricter
observance of the basic principles of the use tifaardrogenic therapy: In the majority of cases (n
105; 97.2%) the diagnosis and/or the reason faopigtion were related to androgen-dependent
conditions. This degree of adherence to the phastogical rationale for the use of CPA/EE exceeds
the result found in the main report (83.3%).

Verification of previous failed treatment of acsegenerally difficult to achieve as was seen his@ a
Documentation of this item is not explicit about term failure, which could have various meanings,
e.g. unsatisfactory response, method of applicati@tceptable for the patient, etc. Applying strict
criteria, but excluding precise documentation @vwus treatment failure, there is no significant
difference between the data from France and theeidahe main report: This approximation of the
strict in-label use of CPA/EE in France shows 35.@#ile the main report including data from all
participating countries show 34.5%.The 14 Frendesauffering from hirsutism are prescribed strictl
within the current label, since hirsutism is aniéation that requires neither quantification nor
previous treatment.

In the 99 French cases of acne, the situation re mmmplex because of the two additional conditions
that required fulfilment: 1. the acne has to besiféeed as moderate or severe, in order to quidify
treatment with CPA/EE, 2. previous treatment withital therapy or with systemic antibiotics must
have failed. The actual distribution was as follows

Of the 108 recruited patients 99 (91.7%) had eitlean diagnosed with acne and/or ache was given
as the reason for the prescription. Fortyfour ekthpatients without hirsutism were classified into
the categories moderate and severe. Since theajueste did not state which point in time the
severity referred to, i.e. at the time of the prggion of CPA/EE or an earlier status of the dgsmea

that has been addressed only insufficiently byptieeious treatment scheme, some ambiguity
remains with the data captured. Furthermore, thegoaization of acne in mild, moderate or severe
may be subjective depending on individual physisidualified previous treatment (topical treatment
or systemic antibiotics) for moderate to severeeagas documented in 24 cases.

Overall, previous treatment failure was documemmbed1.5% of the 99 cases of acne treatment.
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Whether the other 48.5% had really been completetgessful or whether the patients regarded them
as sufficient/satisfactory remains unclear, esfigaa the questionnaire was completed by the
physician and the patient’s perspective was netctly targeted. The term treatment failure covers a
broad range of constellations and cannot capterelthical situation comprehensively. Failure could
either mean total lack of efficacy or unsatisfagteificacy or unpleasant side effects (e.g. burning
sensation with topical treatments; diarrhea or rogiastrointestinal symptoms with systemic antiloiyi
However, the fact that a new treatment modalityeigg initiated gives some indication that the
preceding measures might have not been adequétgefgiven patient.

Key Results

1,513 patients with CPA/EE prescriptions were ri¢gecl

Prescription indications for CPA/EE:

Overall, 83.3% (n = 1,261) of all prescriptions welirected at patients with at least one conditih

a pathophysiology associated with androgenicitye fitain reason for prescription of CPA/EE was acne
(65.6%, n = 993). Other androgen-dependent comditianged from 12.9% (n = 195) for seborrhea to
5.0% (n = 75) for androgenetic alopecia. Contraoeptas reported as one of the reasons for the
prescriptions in 66.7% (n = 1,009). In 16.3% ofasathe prescriptions were made due to contraception
only, predominantly by GPs and gynecologists.

Use of CPA/EE in accordance with the updated label:

Of 522 patients (34.5% of the total study populatid 1,513 patients) 301 (19.9%) patients had a
diagnosis of moderate to severe acne with “previopgal and/or systemic antibiotic treatment” and
221 (14.6%) had hirsutism.

In the category “moderate to severe acne withasutism” (37.3%hn = 564) previous treatment with
topical agents and/or systemic antibiotics wasguilesd t019.9% (n = 301). With respect to these 564
patients dermatologists (73.5%) and GPs (77.7#gquibed CPA/EE for acne according to the label
more often than gynecologists (40.1%), whose pestiare more likely to have been prescribed
hormonal therapy in the form of CPA/EE without sychceding therapy.

Concomitant use of CPA/EE and other combined hoahcontraceptives:

The prescription of CPA/EE together with anothemimonal contraceptive was 2.9% (n = 44). Of those
42 were oral contraceptives and 2 non-oral conpiages. Most of the concomitant prescriptions (nN=35
were reported by gynecologists.

Second-line treatment of CPA/EE for the indicathame:

Of the 1,028 patients diagnosed with acne, 5886y received previous treatment and in 428 (41.6%)
the treatment was reported to have failed. There W64 (54.9%) patients in the category “moderate t
severe acne without hirsutism”. Of these, 301 (&f.8ceived previous topical treatment and/or
systemic antibiotics, which had failed in 249 (24)Zases.
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Key Results — France (addendum)

108 patients with CPA/EE prescriptions were reeudlit
Prescription indications for CPA/EE:

Overall, 97.2% (n = 105) of all prescriptions wereected at patients with at least one conditioth\ai
pathophysiology associated with androgenicity. fitaén reason for prescription of CPA/EE was acne
(88.9%, n = 96). Other androgen-dependent condittanged from 11.1% (n = 12) for seborrhea to
3.7% (n = 4) for androgenetic alopecia. Contraceptvas reported as one of the reasons for the
prescriptions in 32.4% (n = 35). In 2.8% (n = 3)abes the prescriptions were made due to
contraception only.

Use of CPA/EE in accordance with the updated label:

Of 38 patients (35.2% of the total study populattbri08 patients) 24 (22.2%) patients had a diaignos
of moderate to severe acne with “previous topicalar systemic antibiotic treatment” and 14 (13.0%)
had hirsutism.

Concomitant use of CPA/EE and other combined hoahocontraceptives:

The prescription of CPA/EE together with anothemmonal contraceptive was 4.6% (n = 5). Of those 4
were oral contraceptives and 1 non-oral contracepti

Second-line treatment of CPA/EE for the indicatimme:

Of the 99 patients diagnosed with acne, 75 (751&8%8ived previous treatment and in 51 (51.5%) the
treatment was reported to have failed. There wérgl4.4%) patients in the category “moderate to
severe acne without hirsutism”. Of these, 24 (24.8%eived previous topical treatment and/or
systemic antibiotics, which had failed in 21 (21)2%ses.

Overall Conclusion

On an aggregate level, the study is informativénwéigard to the clinical scenario when prescribing
CPAJ/EE by gynecologists, dermatologists, and GRs. Majority of prescriptions refers to the
treatment of diseases with androgen-related pattsipbgy.

Conclusion — France (addendum)

The extension of the recruitment period in Frantabéed a certain increase of local data on
prescription behavior. However, the actual achiewathber of documented prescriptions (108) is
lower than originally intended. Therefore, gene@iclusions on the prescription behavior in France
are only possible to a limited extent. The Frenatadre in line with the data gathered and
assessed in the main report.



