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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 ol
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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Synopsis

Date of report: 11 FEB 2015

Study title: Multicenter, randomized, open-label, parallel-gretydy to

evaluate user satisfaction with and tolerabilityhe low-dose
levonorgestrel (LNG) intrauterine delivery systaidg) with 12
pHg LNG/day initial in vitro release rate (LCS12)domparison to
a combined oral contraceptive containing 30 pgwtrestradiol
and 3 mg drospirenone (Yastfi)rin young nulliparous and
parous women (18-29 years) over 18 months of use

Sponsor’s study 13362

number:

NCT number: NCT01254292
EudraCT number: 2010-020181-21
Sponsor: Bayer

Clinical phase: Il
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Study objectives:

The following were the overall objectives for tkisidy:
The primary objective of the study was to:

» Evaluate user satisfaction in young nulliparous af
parous women (18 to 29 years of age) using LCS
compared with young nulliparous and parous wo
using a COC over a period of 18 months

Secondary objectives were to:

» Determine the tolerability, discontinuation ratag,
profiles, occurrences of unintended pregnancies
(including calculation of PI), and bleeding profile
with the 2 birth-control methods

The objectives of the extension phase of the stuethe to:

» Determine the tolerability of LCS12, discontinuati@tes
AE profiles, occurrences of unintended pregnancies
(including calculation of PI), concomitant medicet]
frequency of IUS expulsions

» Record ease of removal of the IUS (investigator’s
assessment) and pain during removal (subject’s
assessment)

* Provide the results of the return-to-fertility détat were
collectedin women who discontinued the LCS12 treatn|
due to wish to become pregnant (follow-up of up2o
months after discontinuation of treatment). Above
parameters are reported for the LCS12 arm oveenkiee
study.

nd
12
men

Test drug:
Batch Number(s)

Name of active
ingredient(s):
Dose:

Route of administration: Intrauterine

Skyla (Levonorgestrel, BAY 86-5028)
C10101

Levonorgestrel

12 ug LNG/day initial in vitro release rate
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Duration of treatment. 18 months, with an extension phase for LCS12 userging to
continue use of the LCS12 beyond the 18-month entdpbthe

comparative phase of the study (ie, for up to 3@itms3 years]l)

Reference drug: None
Diagnosis and main Subjects were generally healthy women requesting
criteria for inclusion: contraception and between 18 and 29 years of agkigive)
at Screening.
And

In the opinion of the Investigator, the subject wa§) good
health; (ii) without uterine conditions that wouyceempt

insertion of LCS12; and (iii) without conditionsétory that
would contraindicate the use of an intrauterinece({UD)

Subject had normal or clinically insignificant cexad smear
(ie, one that does not require further folloyw} at Screening
documented normal result within 6 months of Scregni
Subjects with atypical squamous cells of undeteeghin
significance (ASCUS) could have been included engtudy if
they had a Human Papilloma Virus (HPV) deoxyribdeiec
acid (DNA) test that, according to the standardheflocal
laboratory, was negative for high-risk HPV

Subject had regular (ie, endogenous cyclicity witho
hormonal contraceptive use) menstrual cycles (lenofCycle
21 to 35 days) as determined by subject’s history

Subject was willing and able to attend the schetistady visits
and to comply with the study procedures

Study design: Multicenter, randomized, open-label, parallel-gratydy
assessing user satisfaction with and tolerabifity@S12, against
a reference COC (combined oral contraceptive). ptiooal 18-
month extension phase of treatment was offeredeaviomen in
the LCS12 arm, bringing the total study time toeans.

This report covers data captured during the 3-peaod of
LCS12 use.

1 The extension phase for LCS12 users was addest émdendment 1. See Section 13.1, Modification 1.
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Methodology The primary efficacy variable - the overall satitfan rate at the
end of the comparative phase of the study (ordy ésrmination
for those subjects discontinuing thieidy before completion of tl
18-month comparative phase)— was reported in thgeaoative
phase (CSR PH-37261).
Variables presented in this report include:
» discontinuation rates,
» safety/AE profiles
» occurrences of unintended pregnancies (including
calculation of PI)
« frequency of IUS expulsions
* removal ease (investigator’'s assessment) and pain
(subject’s assessment)
* return to fertility data
Study center(s): 42 investigational sites in 4 countries: Austri@)(Belgium (5),

Germany (15) and USA (12)

Publication(s) based on
the study (references):

None

Study period:

First subject, first visit: 06 JAN 2011
Last subject, last visit: 28 MAY 2014

Early termination No
Number of subjects: Planned: 275
Analyzed:

282 randomized
279 treated (FAS)

More details are given in the section on study
subjects below.
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Criteria for evaluation
Efficacy/ clinical
pharmacology:

Safety:

Other:

Efficacy variables include:
+ discontinuation rates,

» occurrences of unintended pregnancies (including
calculation of PI)

No pharmacokinetic (PK) / pharmacodynamic (PD) congmts
were analyzed for this reporth& residual content of LNG in us
LCS12 was analyzed. LCS12s were collected fromufests
who prematurely discontinued or who completed theys
between 13 days and 801 days (approximately 27 mpafter
insertion. These samples include 41 subjects wémpdtinued thg
study prematurely during the comparative phaseubfects who
completed the comparative phase and 15 subjects who
discontinued during the extension phase of theystud

U

All AEs recorded during the study were classifisthg MedDRA|
v. 17.0, summarized on the level of system orgasscand
preferred term, and by maximum intensity, caudatianship to
study drug, causal relationship to study condusica@me and
seriousness. The number of subjects discontirstingy
treatment due to AEs are presented. SAEs areaglispl
separately.

Not applicable

Statistical methods:

All variables were analyzed descriptively

Substantial
protocol changes:

Protocol Amendment 01, dated 15 MAR 2011
The following major changes were adopted in Amenuroé:

* Added an 18-month Extension Phase for subjects i

the LCS12 treatment group

* Changed time point of Interim Analysis from after
completion of Visit 2 to after completion of Vistto
allow inclusion of 1 month safety data

* Modified Exclusion Criteria as follows:

0 Updated Criterion #1 to reflect current clinical
practice regarding pregnancy

o0 Removed Criterion regarding history of ectopi
pregnancy

o Clarified Criterion #7 to state that exclusion of
subjects for PID applied only to acute, current

[¢)

or
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Protocol Amendment 02, dated 22 JUL 2011
The following major changes were adopted in Amenurog:

recurrent forms of the disease

o0 Modified Criterion #13 regarding “clinically
significant” ovarian cysts to indicate that this
assessment is based on the investigator’s clin
judgment

o Removed criterion regarding the prior use of
IUDs or IUSs within Visit 1 as the protocol no

provides specific instructions regarding subje¢

switching to study drug from other forms of
contraception

o Clarified Criterion #27 regarding use of
additional sex steroids and other drugs impaif
ovarian function within 28 days of initiation of
study treatment

Modified timing of Visit 2 and switching of subjexct
from other forms of contraception

Modified the protocol in response to requests from

German Health Authority, to state that in German
only a gynaecologist may (1) insert the LCS12 arj
(2) perform gynaecologic investigations and
procedures required by the study protocol

Page: 7 of 15
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Modified Section on withdrawal of subjects from the

study to state that subjects experiencing new-anfs
migraine with neurological symptoms,

thromboembolic diseases during study treatment
icterus or pronounced increase in blood pressure
MUST be withdrawn from treatment

Changed the size of ovarian cysts to be reported
AEs from 5 cm to >3 cm

Discontinued collection of dysmenorrhea data in
subjects’ diaries

Made minor clarifications and adjustments

Clarified the primary endpoint to state that this
endpoint was to be assessed at the end of the
Comparative Phase of the study.

Clarified Safety Follow-up and EOS assessmenty
subjects who prematurely discontinued the study

et

o

as
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» Added additional language regarding the need to
discuss the use of back-up contraception for LCS12
subjects in preparation for the removal of the LE$1
and for COC subjects before Visit 6

» Clarified protocol to ensure that all pregnancies
occurring during the study were appropriately
reported to the sponsor, not only those occurring
while study drug was being used

o Clarified also that pregnancies occurring after|the
subject had stopped use of the study drug (ie
pregnancies identified at the 3-month or 12-
month follow-ups for return to fertility) were to
be reported to the sponsor using the appropriate
form provided by the sponsor

0 Added specific language for LCS12 subjects who
became pregnant indicating these subjects were
to be followed until final outcome of the
pregnancy

* Modified the protocol to indicate that the final
clinical study report was not to include the resédir
the assessment of return to fertility as these data
would not be available at the time of databaseuc&)s

» Corrected inconsistent information in the protoco
regarding the time allowed between the Screening
Visit and Treatment-assignment Visit

» Changed definition of a compliant cycle in the CQC
group to indicate that no tablet could be forgotian
Cycle Days 1 through 21 and that the cycle lengt
was to be no more than 28 days

-

* Made additional minor changes

Study subjects

A total of 644 subjects were screened of which &renscreen failures and 567 were
randomized, approximately 1:1 as follows: 282 eaty to LCS12 and 285 subjects to
Yasmin. Of the 282 subjects randomized to LCS12,(FAS) had an insertion attempt;

3 LCS12 subjects were never administered the dtedyment i.e. did not have an insertion
attempt and were discontinued from the study ferfthllowing reasons: protocol violation
(subject 140060015) and withdrawal of consent sttsj280050006 and 440070001).
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A total of 55 (19.5%) subjects randomized to LC$i@maturely discontinued the 18 months
comparative phase study versus 81 (28.4%) subjactomized to the Yasmin group who

did not complete the study (CSR PH-37261). A tofél27 LCS12 subjects (80.5%)
completed the 18-month comparative phase of thidysand 163 of 200 subjects (81.5%) that
entered the 18-month LCS12 extension phase condie¢eentire 3-year study. Thirty-seven
(18.5%) subjects prematurely discontinued the eskbenphase.

More than 90% (ie, 262 [93.9%]) of the subjectsewehite, 11 (3.9%) were black, 2 (0.7%)
were Asian; 1 (0.4%) with race “not reported”; veh8 (1.1%) reported multiple races. More
than 90% (ie, 267 [95.7%]) were not Hispanic orik@at The mean+SD age was 23.7+3.0
years. Both the mean (2343 kg/nf) and median BMI (23.2, range 17.1 to 42.4 kg/m2)
were<25 kg/nf.

With respect to the frequency of alcohol use, msabjects 202 (72.4%) were light users.
More than one-half of the subjects (166 [59.5%¢) ot have a history of smoking, 27
(9.7%) were former smokers and 86 (30.8%) weresotiismokers.

More than one-half of the subjects (154 [55.2%} Kallege or University Education; 104
(37.3%) had Secondary Education and 21 (7.5%) heméntary Education.

Demographics were similar for both the subjectdioamg in the extension and subjects who
did not continue in the extension study.

More than two thirds of the subjects (73.1%) hadendeen pregnant; 26.8% had at least 1
pregnancy, 22.6% had given birth at least onc&%@had at least one vaginal delivery, and
7.5% had at least 1 cesarean birth). There wesabjects with a history of ectopic
pregnancy.

More than 99% of the subjects — those that contina¢he extension (200 [99.5%]) and
those that did not continue (79 [100%]) - had raguhenstrual cycles. The average length of
the menstrual cycle in both groups was 28 days aMerage duration of withdrawal/
menstrual bleeding was similar for both groups.@t 4.7 days, respectively.

Only 1.8% had never used any contraceptives, 8&d&qrior use of oral hormonal
contraception, 2.2% had prior use of 1US and 2.8f6r use of IUD. Contraceptive history
was similar between the extension versus non-eixtessibjects.

The most commonly used prior medications includdazstances typically used by young,
healthy women in need of contraception. Similatthg most frequently used concomitant
medications recorded over a treatment perio8 yédars are considered typical of a study
population of young, healthy and sexually activenen. The high frequency of the
concomitant use of ibuprofen and paracetamol iredutieir use as pain medication before
and/or after the IUS insertion procedure. The jraatf using misoprostol to facilitate IUS
insertion procedures is reflected in this studyl @as used in almost one third of the LCS12
subjects.
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Efficacy / clinical pharmacology evaluation

The cumulative drop-out rate by the end of the 8gtudy was 33.3% reflecting high
continuation rate with LCS12, and being in linehntite earlier conducted LCS12
studies.

The contraceptive efficacy of LCS12 was good wittuaadjusted overall PI of 0.65
(95% CI: 0.18 - 1.67) and highest PI 0.83 (95%QC10 - 2.99) observed in the first
year. The confidence intervals overlap with theegponding Cls (overall PI 95% CI:
0.16 — 0.60; 1st year Pl 95% CI: 0.13 — 0.96) okthobtained from the pivotal study
A52238. It should be noted that this study wassimall for a precise estimation of the
Pearl Index, as demonstrated by the wide confiderieevals.

The expulsion rate was very low, of 279 women stddonly 1 subject (0.4%)
experienced an IUS expulsion (partial).

Removals were easy in over 90% of the cases amdetiter no or only mild pain in
almost 90% of the cases.

Residual LNG content was between a maximum of egZhortly after insertion and
a minimum of 9.5 mg after 801 days and declinedditg over time. These data are
very well in accordance with previous residual emitmeasurements.

Safety evaluation

LCS12 was well tolerated. No new or unexpected wEre observed. More than three
guarters of subjects (228 [81.7%]) experienceeéadtl1 TEAE. For most subjects
who experienced TEAES, these AEs were either miilthaderate. A total of 47
subjects (16.8%) experienced treatment-emergentoAEsvere intensity.
Approximately 39% of the subjects (108) experienaelast 1 study drug-related
TEAE. Twenty-seven subjects (9.7%) experiencedastlone protocol required
procedure-related AE.

A total of 188 (67.4%) women reported at least AEKIuring the first year of this
study, 122 (50.6%) during the second year and 6&8) during the third year of the
study. A decreasing trend was seen amongst maiseé GFEAE parameters with each
successive year.

No subject died and 22 (7.9%) subjects experieatéshst 1 TEAE determined by
the Investigator to be an SAE; 4 SAEs were consillév be treatment related SAES;
(LCS12 was withdrawn in 3 of these cases - ectppggnancy (100080017,
280020005) and spontaneous abortion (280040042).

Thirty-eight (13.6%) subjects experienced at |&a&E leading to discontinuation and
seven subjects (2.5%) experienced an SAE thablédstontinuation of study drug. A
total of 28 subjects (10.0%) experienced at leattdy drug related AE that led to
discontinuation of study drug.

A total of 27 subjects (9.7%) experienced at |&aAE related to procedures required
by the protocol. The most frequent study procedealated AEs were in 3 or more
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subjects were: lower abdominal pain 4 (1.4%), alddahpain, procedural pain and
pelvic pain each in 3 (1.1%) subjects. Also recdrdere: presyncope in 2 (0.7%)
subjects and syncope in 1 (0.4%) subject.

* Intotal, 20 ovarian cysts and 4 ruptured ovarigstcwere reported among LCS12
subjects. None of the ovarian cysts led to disooiation.

* There were four cases in the LCS12 group wher@éhac Inflammatory Disease
(PID) Form was completed. None of these 4 caseshweetriteria for the diagnosis of
PID, as stipulated in the protocol.

* Intotal, 1 device expulsion and 1 (intra-uterideyice dislocation (location of the
IUS was confirmed by ultrasound to imesitu and this case was therefore not reported
as partial expulsion) were reported during theystud

* Four out of 279 women in the LCS12 arm had uninéengregnancies during the
study. Three of the 4 pregnancies that occurreihgldine study treatment were
ectopic, 2 of them in nulliparous and 1 in a parsuisject. The one intrauterine
pregnancy was in a nulliparous subject and endedsjpontaneous abortion.

* The observed rates for return to fertility are dstesit with the fertility rates observed
after discontinuation of an intrauterine system3JWith LNG and with those in non-
contracepting women with comparable demographifilpso

Overall conclusions

The results of this 3-year safety and efficacy gtidLCS12 in young nulliparous and parous
women showed that LCS12 was well tolerated andiyigffective over the entire period of
use up to 3 years. No new or unexpected AEs weserebd. For most subjects who
experienced TEAEs, these AEs were either mild cdenate. The unadjusted overall Pl was
0.65 (95% CI: 0.18 - 1.67); the highest Pl 0.834951: 0.10 - 2.99) was observed in the first
year. The wide Cls for the Pls in this study ovenhdth the pivotal contraceptive efficacy and
safety study with LCS12. In total, 200 women ouR@a¥ who completed the comparative
phase of this study, chose to continue to the valyril8 month extension phase. This is
indicative of high acceptability and high satisfastwith the use of the LCS12. The
cumulative drop-out rate by the end of the 3-yéadyswas 33.3% reflecting high
continuation rates with LCS12, and in line withleairconducted LCS12 studies. The
observed rates for return to fertility are congisteith the fertility rates observed after
discontinuation of an intrauterine system (IUS)mitNG and with those in non-
contracepting women with comparable demographitilpso

LCS12 was proven safe and effective during thead period of use and the results of this
study are in line with the data observed in presipeonducted studies with LCS12.
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Investigational Site List

Marketing Authorization Holder in Germany

ML Bayer Vital GmbH
Postal Address D-51368 Leverkusen
Germany

Sponsor in Germany (if applicable)

Legal Entity Name |Bayer Pharma AG

D-51368 Leverkusen
Postal Address Germany

List of Investigational Sites

3 ZIP
No | InVvestigator Facility Name Street Cod |City Country
Name A
1 Dr. Sigrid Schmidl- Ordlngtlon Dr. Wiener Strae 28 | 3100 !\Ilederosterre Austria
Amann Schmidl-Amann ich
2 | Dr.Walter Paulik Paulik Aichfeldgasse 7 | 8740 |Zeltweg Austria
Dr. Hans Concin LKH Bregenz,
(ended 31 March Landeskrankenhaus Department for
3 |2012) Bregenz Gynecology and | 6900 |Bregenz Austria
Dr Rohde (Start 31 obstetrics, Carl-
March 2012) Pedenz-Stralle 2
Dr. Wolfgang Bartl | Dr. W. Bartl Othmargasse 23 [1200 |Vienna Austria
Dr. Gerhard Trost | Ordination Dr. Trost Roseggergasse 7 | 8570 |Voitsberg Austria
6 Dr. Kathrin Sator Ordination Dr. Sator g|belungengasse 3430 | Tulln Austria
7 Dr. _Bernhard Dr. B Svejda Stauderplatz 5/3 | 9020 |Klagenfurt Austria
Svejda
8 | Dr. Hannes Kahr Praxis Dr. H. Kahr GlacisstraRe 35/1 |8010 |Graz Austria
9 Dr. Max Stiglbauer Dr. M. Stiglbauer SH:ggenmullergas 2700 |Wr. Neustadt |Austria
Dr. Brigitte Ordination Dr. Neustiftgasse . .
10 Wiesenthal Wiesenthal 96/1/3 1070} Vienna Austria
11 |Dr. Herman UZ Gent De Pintelaan 185 |9000 |Gent Belgium
Depypere
Dr. Eduard Gynaecologen Noord- | Marcel De .
12 Pauwels Antwerpen Backerstraat 53 2180 | Ekeren Belgium
13 Dr. Philippe Simon Hopital Erasme 808, route de 1070 |Brussels Belgium
Lennik
14 | Dr. Jasper Verguts | UZ Leuven Herestraat 49 3000 |Leuven Belgium
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15 | Dr. Philip Loquet Dr. Philip Loquet Bosmanslei 21 2018 | Antwerpen Belgium
Dr. Thomas Romer | Evangelisches Gynékologie und 5093
16 Krankenhaus Weyertal | Geburtshilfe, 1 Kdln Germany
GmbH, Abt. Weyertal 76
17 Dr. Armin Soder Praxis Hr. Dr. A. Soder | Zehntwiesenstr. 5 ;633 Ettlingen Germany
18 Dr. Kai Buhling Praxis Hr. Dr. K. Ole Hoop 18 2258 Hamburg Germany
Buehling 7
Dr. Klaus Peters Praxis Hr. Dr. K. Berner Heerweg |2215
19 Peters 157 9 Hamburg Germany
20 Dr. Klaus Greven Praxis Hr. Dr. K. Pfarrstrale 47 3045 Hannover Germany
Greven 9
21 Dr. Christine Praxis Fr. C. Gletschersteinstr. | 0429 Leiozi German
Burgkhardt Burgkhardt 34 9 pzig y
22 Dr. Robert Praxis Hr. Dr. R. An der 0174 | Dippoldiswald German
Hantschel Hantschel Niedermihle 8 4 e y
23 Dr. Bernd Pittner P_raX|s Hr. Dr. B. Pfaffensteinstr. 8 0420 Leipzig Germany
Pittner 7
o4 | Dr-HolgerThelen | o is Hr. H. Thelen | ROSa;Luxemburg- | 0691 | 5 0, Germany
Str. 73 7
Dr. Erwin Praxis Hr. . 5959
25 Goeckeler-Leopold | E.Goeckeler-Leopold Kleiner Hellweg 5 0 Geseke Germany
26 Dr. Detlef Praxis Hr. Dr. D. Luneburger Str. 2107 Hambur German
Rautenberg Rautenberg 17 3 9 y
27 Dr. Andrea Braune | Praxis Fr. Dr. A. Domplatz 11 3910 Magdeburg Germany
Braune 4
Dr. Andrea . . . . 0640
28 Heweker Praxis f. Gynakologie | Steinstr. 6a 6 Bernburg Germany
29 Dr. Kuno Wetzel Praxis Dr. Wetzel Helsunger Str. 7 3888 Blankenburg | Germany
Dr. Ulf Kopprasch | Praxis Hr. Dr. U. Amalie-Dietrich- | 0116
30 Kopprasch Platz 5 9 Dresden Germany
31 Dr. Keith Aqua Visions Clinical 8188 Jog Road 3347 |Boynton USA
Research 2 Beach
Dr. Steven Genesis Ctr for Clin. 3651 Fourth 9210 :
32 Drosman Research Avenue, Suite 200 | 3 San Diego USA
Dr. Cynthia Visions Clin. 5656 East Grant | 8571
33 Goldberg Research-Tucson Road, Suite #450 |2 Tucson USA
Dr. Larry Seidman - 950 | Roosevelt
34 C"F“Ca' Re_s. of Boulevard, Suite 1911 Philadelphia | USA
Philadelphia 4
404
Dr. Gioi Smith- Grossmont Center for | 8851 Center 9194
35 Nguyen Clin Res Drive, Suite 206 2 La Mesa USA
36 Dr. Stephen Women s Clinic of 22_0 Lyncrest 6851 Lincoln USA
Swanson Lincoln, PC Drive 0
Dr. Robin Kroll Seattle Women's: 3216 NE 45th PI., {9810
37 Health,Res,Gyn Ste. 100 5 Seattle USA
38 Dr. Lynn Borgatta Boston Medical Center | 85 e. Concord St. 2211 Boston USA
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39 Dr. William Koltun Mgdlcal Center for 9040 Friars Road 9210 San Diego USA
Clin. Res. 8
Dr. Charles Eubank | Advanced Research 5920 Saratoga 7841 | Corpus
40 . USA
Assoc. Blvd. 4 Christi
Dr. Jeffrey Jensen | Oregon Health & 3181 SW Sam 9723
41 Science Univ. Jackson Park Rd. |9 Poriland USA
Dr. David Portman | Columbus 99 North Brice 4321
42 Ctr/Women's Hith Res | Road 3 Columbus USA
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Product Identification Information

Product Type Drug

US Brand/Trade Name(s) Skyla

Brand/Trade Name(s) ex-US Jaydess, Luadei, Fleree, Janess
Generic Name Levonorgestrel

Main Product Company Code BAY86-5028

Other Company Code(s)

Chemical Description Levonorgestrel:
(-)-13-Ethyl-17-hydroxy-18,19-dinor-17alpha-pregn-4-en-
20-yn-3-one

Other Product Aliases LCS12

Date of last Update/Change: 09 Jul 2015

Date disclosed via Websynopsis



