
 
 
 
 
 
 
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 HealthCare. Reproduction of all or 
part of this report is strictly prohibited without prior written permission from Bayer 
HealthCare. 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 bayerhealthcare.com apply 
to the contents of this file. 
 



                                            

 
  
 

Clinical Trial Results Synopsis 

 

Date of report: 29 APR 2013 

Study title: A multi-center, randomized, double-blind, active control, parallel-

group, 2-arm study to investigate the effect of ethinylestradiol 

(EE)/ drospirenone (DRSP)(0.02 mg/3 mg) oral contraception 

(OC) in a 24/4 regimen compared to ethinylestradiol / desogestrel  

(DSG)(0.02 mg/0.15 mg) oral contraception in a 21/7 regimen on 

hormone withdrawal associated symptoms in otherwise healthy 

women after 4 cycles of treatment 

Sponsor’s study 

number: 

14567 

NCT number: National Clinical Trial (NCT) number NCT01076582 

EudraCT number: 2009-014911-11 

Sponsor: Bayer HealthCare AG 

Clinical phase: IIIb 

Study objectives: To show superiority of 24/4 OC (EE 0.02 mg / DRSP 3 mg) over 

21/7 OC (EE 0.02 mg / DSG 0.15 mg ) on hormone withdrawal 

associated symptoms after 4 cycles of treatment 

Test drug: BAY86-5300 / YAZ 

Name of active ingredient(s): ethinylestradiol, drospirenone 

Dose: 0.02 mg ethinylestradiol / 3 mg drospirenone  

Route of administration: oral 

Duration of treatment: 4 cycles of 28 days 

Reference drug: Mercilon 

Dose: 0.02 mg ethinylestradiol / 0.15 mg desogestrel  

Route of administration: oral 

Duration of treatment: 4 cycles of 28 days 

Indication: Oral contraception (hormone withdrawal associated symptoms) 



                                            

 
  
 

Diagnosis and main 

criteria for inclusion: 

Otherwise healthy women requesting oral contraception with a 

threshold for inclusion of a 50% increase of the composite score of 

hormone withdrawal associated symptoms headache, pelvic pain 

and bloating measured on a 7-point Likert scale during Days 22 to 

28, versus the composite score during Days 1 to 21 (21-day score 

divided by 3 [for normalization])  

Study design: Randomized, double-blind, active control, parallel-group, 2-arm 

study 

Methodology Changes from Baseline to Cycle 4 in frequency and intensity of 

hormone withdrawal associated symptoms headache, pelvic pain 

and bloating measured on 7-point Likert scale 

Study center(s): 34 active centers in 14 countries : Argentina, Chile, Colombia, 

Czech Republic, Germany, Italy, Korea, Philippines, Portugal, 

Russia, Switzerland, Thailand, United Kingdom, and Venezuela 

Publication(s) based on 

the study (references): 

None 

Study period: First subject, first visit: 28 APR 2010 

 
Last subject, last visit: 28 OCT 2011 

Early termination Not applicable 

Number of subjects: Planned: 550 women 

Analyzed:  
592 full analysis set subjects (288 Yaz, 304 

Mercilon) 

More details are given in the section on study 

subjects below. 



                                            

 
  
 

Criteria for evaluation 

Efficacy: 

 

The primary efficacy variable was the change from Baseline to 

Cycle 4 in the sum of composite score during Cycle Days 22 to 

28. The composite score comprised scores for headache, pelvic 

pain, and bloating (each measured by 7-point Likert scales). 

The secondary efficacy variables were:  

 change from Baseline to Cycle 2 in the sum of composite 

score during Cycle Days 22 to 28 (area under curve [AUC] 

of Days 22 to 28 for sum of 3 scores). 

 change from Baseline to Cycle 4 and to Cycle 2 in the sum of 

individual scores during Cycle Days 22 to 28 (AUC of Days 

22 to 28 for each score). 

 change from Baseline to Cycle 4 and to Cycle 2 in number of 

days, where individual hormone-withdrawal symptoms are 

present on Cycle Days 22 to 28 (i.e. Likert Scale ≥1).  

 change from Baseline to Cycle 4 and to Cycle 2 in maximum 

intensity of individual hormone-withdrawal symptoms on 

Cycle Days 22 to 28.  

 individual scores and composite scores per cycle during 

Cycle Days 1 to 24 and during Cycle Days 25 to 28 for 24/4 

OC. 

 individual scores and composite scores per cycle during 

Cycles Days 1 to 21 and during Cycle Days 22 to 28 for 21/7 

OC. 

 rescue medication consumption. 

 bleeding pattern. 

 evaluation of questionnaires: Quality of Life Enjoyment and 

Satisfaction Questionnaire (short version), Clinical Global 

Impression. 

Safety: Safety variables in this study comprised:  

 Adverse events and serious adverse events (SAEs) 

 concomitant medication 

 general physical and gynecological examination 

 vital signs (heart rate and blood pressure) 

 body weight, body mass index. 



                                            

 
  
 

Other: Other variables collected comprised compliance data from the 

diary cards, back-up contraception use from the diary cards, and 

use of pain medication. 

Statistical methods: The primary efficacy variable was analyzed as follows, all other 

variables were analyzed descriptively. 

It was assumed that the sum of composite scores during Cycle 

Days 22 to 28 was normally distributed. The change to Baseline 

was calculated as AUC4 - AUC0, where AUC4 denoted the sum 

of composite scores over Days 22 to 28 of Cycle 4 and AUC0 

denoted the sum of composite scores over the Baseline Cycle 

(Cycle -1; Days 22 to 28). The null hypothesis H0 (no positive 

treatment difference) was tested against the alternative hypothesis 

H1 (treatment difference):  

H0 : mean AUC4 - AUC0 (24/4 OC) = mean AUC4 - AUC0, (21/7 

OC). 

H1 : mean AUC4 - AUC0 (24 / 4 OC) ≠ mean AUC4 - AUC0 

(21/7 OC). 

The null hypothesis was tested with a 2-sided type I error of 0.05. 

Substantial 

protocol changes: 

No protocol amendments became necessary. 

Study subjects 

A total of 714 subjects were screened for participation in this study. Of these, 120 subjects 

were screening failures.  The most frequent reasons for screening failure was study criteria not 

met (57 subjects [47.5%]) and withdrawal of consent (34 subjects [28.3%]. The remaining 

594 subjects were randomized as follows: 290 subjects Yaz and 304 subjects to Mercilon. 

Full analysis set (FAS) consisted of 592 subjects (288 subjects in the Yaz treatment arm and 

304 subjects in the Mercilon treatment arm). A total of 49 subjects (17.0%) in the Yaz 

treatment arm and 42 subjects (13.8%) in the Mercilon treatment arm experienced major 

protocol deviations and were excluded from the FAS, creating the per protocol (PP) 

population. This population included 239 subjects randomized to Yaz and 262 subjects 

randomized to Mercilon. Two subjects were randomized to the Yaz treatment arm but did not 

receive any study medication and were therefore excluded from the FAS and included only in 

the listing only set (LOS).  

A similar number of subjects discontinued the study in both treatment arms (21 Yaz subjects 

[7.2%] and 19 Mercilon subjects [6.3%]). The most frequent reason for study discontinuation 

was “other” (9 Yaz subjects [3.1%] and 10 Mercilon subjects [3.3%]).  Ninety-two percent 

(267 subjects) of Yaz subjects and 93.8% (285 subjects) of Mercilon subjects completed the 

study. 



                                            

 
  
 

Subject demographic, gynecological and menstrual characteristics at baseline were balanced 

between the treatment arms. The mean (standard deviation =SD) age of subjects was 25.3 

(4.4) years. Approximately one third (38.3%) of subjects were Caucasian, 28.9% were 

Hispanic and 32.8% were Asian. The mean (SD) body mass index (BMI) for the study 

population was 22.4 (2.95). Most subjects in the study never (44.6%) or only occasionally 

(36.0%) consumed alcohol and most (80.6%) were non-smokers. The majority (52.4%) had 

some college or university education and almost all (98.0%) were sexually active. 

The most frequently reported medical and surgical history findings that were reported by 

>20% of subjects overall were abdominal distension (468 subjects [79.1%]), pelvic pain (522 

subjects [88.2%]), headache (347 subjects [58.6%]), and drug-withdrawal headache (160 

subjects [27.0%]). These findings are all in line with the target population ś inclusion criteria. 

Efficacy / clinical pharmacology evaluation 

Primary efficacy variable: 

There was a decrease in composite score (comprising headache, bloating, and pelvic pain 

scores) from Baseline to Cycle 4. However, the treatment difference was not statistically 

significant and the superiority of Yaz compared to Mercilon could not be shown. Therefore 

the primary objective was not met. 

For the primary endpoint, the difference between the treatment arms at Cycle 4 with regard to 

change in composite score from Baseline to Cycle 4 was not statistically significant (mean 

[SD] was -30.3 [22.9] for Yaz and -27.7 [24.8] for Mercilon, p = 0.2045 for the FAS). In 

absolute values, the mean (SD) of composite score was 12.8 [13.4] for Yaz and 14.3 [13.2] for 

Mercilon. A similar result was observed for the PP set. 

Secondary efficacy variable: 

There was an improvement in all individual symptoms from Baseline to Cycle 4. There was 

no treatment difference for change from Baseline to Cycle 4. 

The overall percentage of subjects with hormone-withdrawal symptoms decreased in both 

arms from Baseline to Cycle 2 and Cycle 4 and fewer Yaz subjects than Mercilon subjects 

experienced symptoms during most cycle days. The maximum number of subjects 

experiencing symptoms during Days 22 to 28 was similar in both treatment arms. 

There was a similar decrease in the maximum intensity of hormone-withdrawal symptoms in 

both treatment arms from Baseline to Cycle 2 and from Baseline to Cycle 4. 

During the on-treatment period (Cycle Days 1 to 24 for Yaz and Cycle Days 1 to 21 for 

Mercilon) and the tablet-free period (Cycle Days 25 to 28 for Yaz and Cycle Days 22 to 28 

for Mercilon) the individual scores for headache, bloating, pelvic pain, and the composite 

score for bloating and pelvic pain decreased from Baseline to Cycle 2 and to Cycle 4 in both 

treatment arms, indicating that symptoms improved. Yaz composite scores were consistently 

lower than Mercilon scores during the tablet-free period of Cycles 2 and 4, indicating that Yaz 

subjects experienced fewer and less intense combined symptoms during this time. The results 

of the composite score analysis were reflected in each of the individual score results. 



                                            

 
  
 

The pattern of rescue medication consumption was similar in both treatment arms throughout 

the study. These numbers decreased from Baseline to Cycle 1 in both treatment arms and 

remained low (<32%) throughout the study. Of those who took rescue medication, most took 

the medication for only 1 day during all cycles. 

Both treatment arms were similar with regard to bleeding/spotting and for spotting only 

patterns during the reference period (90 days). Subjects in both treatment arms experienced 

less spotting only than bleeding/spotting. 

Most subjects in both treatment arms experienced withdrawal bleeding during the first 3 

cycles. The length of withdrawal bleeding episodes remained consistent from cycle to cycle 

and was comparable for the 2 treatment arms (Yaz: 4.7 to 4.8 days; Mercilon: 5.0 to 5.4 days).  

Overall, the percentage of subjects who experienced intra-cyclic bleeding during the study 

was low and similar in both treatment arms. Of those who experienced intra-cyclic bleeding, 

the majority in both arms experienced only intra-cyclic spotting or light bleeding during the 

first 3 cycles. 

According the results of the Quality of Life Enjoyment and Satisfaction Questionnaire 

(Q-LES-Q) and Clinical Global Impression (CGI) questionnaires, the quality of life of 

subjects on both treatment arms improved to a similar degree over the course of the study 

from Baseline to Cycle 4. 

Post-hoc analysis of the average of the 3 highest values of headache, bloating, and pelvic pain 

(analyzed individually), revealed that there was a reduction in all 3 symptoms over the course 

of the study in both treatment arms. The treatment difference was statistically significant in 

favor of Yaz at Cycles 2 and 3 (p = 0.0023; p = 0.0055). 

A total of 76.2% of Yaz subjects and 75.0% of Mercilon subjects were found to be responders 

to treatment (as defined by an improvement in the most severe symptom of at least half the 

SD and no increase in rescue medication use during Cycle Days 22 to 28 from Baseline to 

Cycle 4 in the FAS). 

Safety evaluation 

The percentage of subjects with pre-treatment adverse events (AEs) was balanced between the 

treatment arms (Yaz: 19.4%; Mercilon: 23.0%). 

The incidence of treatment-emergent adverse events (TEAEs) was similar in both treatment 

groups (Yaz: 31.3%; Mercilon: 29.9%) and the majority of subjects reported mild or moderate 

TEAEs. 

The frequency and types of TEAEs were very similar in both treatment arms. The overall 

percentage of subjects with TEAEs was balanced between the treatment arms. The most 

common TEAEs (headache, nasopharyngitis, pelvic pain, abdominal distension) occurred 

with similar frequencies in both treatment arms. Headache and pelvic pain in the Yaz 

treatment arm, and headache and abdominal distension in the Mercilon treatment arm were 

the most common drug-related TEAEs that occurred. 

There were no deaths in the study.  



                                            

 
  
 

There were 3 SAEs in the study. Two of the 3 SAEs occurred in the Mercilon treatment arm 

and were unrelated to study drug (pyelonephritis and tonsillitis). One of the subjects who 

experienced pyelonephritis discontinued the study due to this SAE. The third SAE that 

occurred in the Yaz treatment arm was a spontaneous abortion which was considered to be 

related to the study drug. This was the only pregnancy reported during the study. 

Other evaluations 

Treatment compliance was high in both treatment arms with 96.36% compliance in the Yaz 

arm and 98.06% in the Mercilon arm. 

Overall, the percentage of subjects who used back-up contraception remained low and 

balanced between the treatment arms throughout the study. In total, 17 subjects (2.9%) used 

back-up contraception method at Baseline. The use of back-up contraception increased at 

Cycle 1 to 18 subjects (3.1%) overall, which decreased to 7 subjects (1.2%) overall, at 

Cycle 4. 

A total of 250 subjects (86.8%) in the Yaz treatment arm and 262 subjects (86.2%) in the 

Mercilon treatment arm took at least 1 concomitant medication. There were no obvious 

differences between the treatment arms regarding the class and frequency of concomitant 

medications. The most frequent concomitant medications (Anatomical Therapeutic Chemical 

(ATC) classification subclass), that were taken by ≥25% of subjects overall, were sex 

hormones and modulators of the genital system (357 subjects [60.3%]), analgesics (187 

subjects [31.6%]), and anti-inflammatory and antirheumatic products (177 subjects [29.9%]). 

As stated the protocol, symptom relieving medication (rescue medication) was allowed in this 

study during study drug treatment. 

Overall conclusions 

The 24/4 OC, Yaz is effective in reducing the hormone-withdrawal symptoms of headache, 

bloating, and pelvic pain from Baseline to Cycle 4, however the superiority as compared to 

the 21/7 OC, Mercilon cannot be statistically shown. This result was reflected in the post-hoc 

analyses of the Asia/Pacific region and the European region. In contrast, the superiority of 

Yaz could be shown for the Latin American region. The incidence and intensity of withdrawal 

bleeding for the study population was as expected and moderate in both treatment arms. The 

incidence of intra-cyclic bleeding was low and similar in both treatment arms. Both 

treatments were well tolerated by the study population. No new safety signals emerged as a 

result of this study. 
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Product Identification Information 
 

Product Type 

 

Drug 

US Brand/Trade Name(s) 

 

YAZ 

Brand/Trade Name(s) ex-US 

 

YAZ, Dschess, Dzhes, Dzhess, Eloine, 
Ethinylestradiol/Drospirenon 24+4, 
Ethinylestradiol/Drospirenone, Leah, Linatera, Rimendia, 
Yasmin 24/4, Yasminiq, Yaz 24+4, YAZZ 24+4, Yvette 

Generic Name 

 

Drospirenone; Ethinylestradiol 

Main Product Company Code 

 

BAY86-5300 

Other Company Code(s) 

 

SH T 186 DF 

Chemical Description 

 

Drospirenone: 

6ß,7ß;15ß,16ß-Dimethylene-3-oxo-17alpha-pregn-4-ene-
21,17-carbolactone 

Ethinylestradiol: 

17 alpha-Ethynyl-1,3,5(10)-estratriene-3,17 ß-diol 

Other Product Aliases 

 

Yasmin 20 

 
 
 
Date of last Update/Change:  09 Apr 2013 
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Investigational Site List 
 

 

 

Marketing Authorization Holder in Germany  

Name 

 
Bayer Vital GmbH 

Postal Address 

 

D-51368 Leverkusen 

Sponsor in Germany (if applicable)   

Legal Entity Name 

 
Bayer Pharma AG 

Postal Address 

 

D-51368 Leverkusen 

List of Investigational Sites   

No 
Investigator 
Name 

Facility Name Street 
ZIP 
Code 

City Country 

1 Dr. P Perfumo Sanatorio MAPACI  Bv. Orono 1458 2000  Rosario  Argentina  

2 Prof. Dr. J Bitzer Universitätsspital Basel  

Universitäts-
Frauenklinik 
Spitalstrasse 21 
Basel 
Basel-Stadt 

4031  Basel  
Switzerland
  

3 Dr. med. P Stute Inselspital Bern  
Klinik für 
Frauenheilkunde 
Effingerstr. 102 

3010  Bern  
Switzerland
  

4 
Dr. med. F 
Häberlin 

Kantonsspital St. Gallen  

Ethikkommission 
des Kantons St. 
Gallen 
Kantonsspital St. 
Gallen 
Haus 25 / Büro 
409 

9007  St. Gallen  
Switzerland
  

5 Dr. P Valdés Consultorio Miraflores  

Policlínico de 
Planificación 
Familiar 
Miraflores 1369, 
floor 3, Box 6. 

47907
11  

Temuco  Chile  

6 Dr. E Vera Consultorio Dr. Vera  

Avda. Tobalaba 
155 
office 602 
Providencia 

75100
25  

Santiago  Chile  

7 Dr. G C Cannoni Corporación SERJOVEN  Av. Raúl Labbé   Santiago  Chile  
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Berd 13646, Lo 
Barnechea 

8 Dr. J C Montero 
Dr. Juan Carolos 
Montero  

Av. 11 de 
Septiembre 1881. 
Of 515 
Providencia 

  
Santiago de 
Chile  

Chile  

9 Dr. M J Miranda 
Instituto Chileno de 
Medicina Reproductiva  

José Victorino 
Lastarria #29 
office 21 

  
Santiago de 
Chile  

Chile  

10 Dr. C J Gaete 
Hospital Clínico San 
Borja Arriarán  

Instituto de 
Investigaciones 
Santa Rosa 1234 

836-
0156  

Santiago de 
Chile  

Chile  

11 Dr. J A Restrepo 
Fundación Centro de 
Investigación Clinica  

Carrera 43 A No 7 
50A 

  Medellín  Colombia  

12 
Dr. A M Ruiz 
Sternberg 

Centro de Investigación 
Clinica Universidad del 
Rosario  

Carrera 24 No. 
63C-69 
Quinta de Mutis 

  Bogotá  Colombia  

13 
Ms. Dra. I E 
Jauregui 

ICAMEDIC  
ICAMEDIC 
Carrera 37 N° 44-
51 

  
Bucaramanga
  

Colombia  

14 Dr. V Dvorak 
Nestatni zdravotnicke 
zarizeni MUDr. Vladimir 
Dvorak  

Centrum 
ambulantni 
gynekologie a 
primarni pece 
Orli 10 

602 
00  

Brno  
Czech 
Republic  

15 
Dr. T Smrhova-
Kovacs 

Dr. Smrhova-Kovacs  

Soukroma 
gynekologicka 
ordinace 
Kpt. Jarose 2876 

39003
  

Tabor  
Czech 
Republic  

16 Dr. V Jelinek Gynprofi s.r.o.  
Na Bojišti 2/1950 
Praha 2  

120 
00  

Praha 2   
Czech 
Republic  

17 Dr. M Goeckenjan 
Universitätsklinikum 
Heidelberg  

Ethikkommission 
der Med. Fakultät 
Heidelberg 
Alte 
Glockengießerei 
11/1 

69115
  

Heidelberg  Germany  

18 Dr. H Ahrendt 
Praxis Hr. Prof. Dr. H.-J. 
Ahrendt  

Halberstädter 
Strasse 122 

39126
  

Magdeburg  Germany  

19 Dr. B Pittner 
Frauenarztpraxis Dr. 
Bernd Pittner  

Facharzt für 
Frauenheilkunde 
Pfaffensteinstrasse 
8  

04207
  

Leipzig  Germany  

20 Mr. N Panay 
Queen Charlottes & 
Chelseas Hospital  

Du Cane Road 
W12 
0HS  

London  
United 
Kingdom  

21 Dr. P Briggs May Logan Centre  
294 Knowsley 
Road 
Bootle 

L20 
5DQ  

Liverpool  
United 
Kingdom  

22 Prof. V De Leo A.O.U. Senese   

Ospedale Santa 
Maria alle Scotte 
Ostetricia e 
Ginecologia 
Dip. Pediatria, 

53100
  

Siena  Italy  
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Ostetricia e 
Medicina 
Riproduzione 
Viale Bracci, 16 - 
Località Le Scotte 

23 
Prof. V Bruni 
Bresciani 

A.O.U. Careggi   

Ostetricia e 
Ginecologia 
Dip. Ginecologia, 
Perinatologia e 
Fisiopatologia 
Riproduzione 
Viale Morgagni, 85 

50134
  

Firenze  Italy  

24 Prof. M Candiani 
IRCCS Fondazione San 
Raffaele  

Via Olgettina, 60 
20132
  

Milano  Italy  

25 Prof. Dr. B Kang Asan Medical Center  
388-1 Pungnap 2-
dong, 
Songpa-gu 

138-
736  

Seoul  
Korea, 
Republic 
Of  

26 Dr. J Kim Cheil general Hospital  
1-19, Mukjeong-
dong, 
Jung-gu, 

100-
380  

Seoul  
Korea, 
Republic 
Of  

27 Dr. L R Chua The Medical City  Meralco Avenue   Pasig City  Philippines  

28 Dr. M Banal Silao UP Manila PGH  Taft Avenue   Manila  Philippines  

29 Dr. J Neves 
Centro Hospitalar de 
Lisboa Norte - Hospital 
Santa Maria  

Avenida Professor 
Egas Moniz 

1649-
035  

Lisboa  Portugal  

30 Dr. F Águas 
Maternidade Bissaya 
Barrreto  

Rua Augusta 
Coimbra 

3000-
061  

Coimbra  Portugal  

31 Dr. A Costa Hospital de São João  
Alameda Prof. 
Hernani Monteiro 

4200-
319  

Porto  Portugal  

32 
Assoc. Prof. S 
Angsuwathana 

Siriraj Hospital, Mahidol  
2 Prannok Road,  
Bangkoknoi 

10700
  

Bangkok  Thailand  

33 
Prof. S 
Taneepanichskul 

King Chulalongkorn 
Memorial Hospital  

1873 Rama IV 
Road, Pathumwan 

10330
  

Bangkok  Thailand  

34 
Assist.Prof. K 
Soonthornpun 

Prince of Songkla 
University  

15 Kanchanavanit 
Road 
Hatyai 

90110
  

Songkla  Thailand  
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