
 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Annex I 

List of the names, pharmaceutical forms, strengths of the medicinal 
products, route of administration, marketing authorisation holders in the 

Member States 
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Member State  
(in EEA)  

Marketing authorisaton 
holder 

Product name Strength Pharmaceutical 
 form 

Route of  
administration 

Austria Gynial GmbH 
Gablenzgasse 11/III 
1150 Wien 
Austria 

Alisma 2mg/35µg Filmtablette 2,00 mg 
0,035mg 

Film-coated tablet Oral use 

Austria Ratiopharm Arzneimittel 
Vertriebs-GmbH 
Albert-Schweitzer-Gasse 3 
1140 Wien 
Austria 

Bellgyn "ratiopharm" 2 mg/ 0,035 
mg - überzogene Tabletten 

2,00 mg 
0,035mg 

Coated tablet Oral use 

Austria Dermapharma GmbH, 
Türkenstraße 25/12 
A-1090 Wien,  
Austria 

Cyprotomin 2 mg/0,035 mg 
Filmtabletten 

2,00 mg 
0,035mg 

film-coated tablet Oral use 

Austria Bayer Austria GmbH 
Herbststrasse 6-10 
1160 Wien 
Austria 

Diane mite - Dragees 2,00 mg 
0,035mg 

Coated tablet Oral use 

Austria Dermapharm AG 
Lil-Dagover-Ring 7 
82031 Grünwald 
Germany 

Femogyn 2 mg/0,035 mg 
überzogene Tabletten 

2,00 mg 
0,035mg 

Coated tablet Oral use 

Austria Pelpharma Handels GmbH 
Stammhausstraße 31 
1140 Wien 
Austria 

Midane - Dragees 2,00 mg 
0,035mg 

Coated tablet Oral use 
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Austria Bayer Austria GmbH 
Herbststrasse 6-10 
1160 Wien 
Austria 

Minerva - Dragees 2,00 mg 
0,035mg 

Coated tablet Oral use 

Austria Sandoz GmbH 
Biochemiestrase 10 
6250 Kundl 
Austria 

Xylia - Dragées 2,00 mg 
0,035mg 

Coated tablet Oral use 

Belgium Mithra Pharmaceuticals 
S.A. 
Rue Saint Georges 5 
4000 Liège 
Belgium 

Chloe 2,00 mg 
0,035mg 

Film-coated tablet Oral use 

Belgium Sandoz N.V. 
Telecom Gardens 
Medialaan 40 
1800 Vilvoorde 
Belgium 

Claudia-35 2,00 mg 
0,035mg 

Coated tablet Oral use 

Belgium Mithra Pharmaceuticals 
S.A. 
Rue Saint Georges 5 
4000 Liège 
Belgium 

Daphne  2,00 mg 
0,035mg 

Coated tablet Oral use 

Belgium Bayer N.V. 
Jan Emiel Mommaertslaan 
14 
1831 Machelen 
Belgium 

Diane-35 2,00 mg 
0,035mg 

Coated tablet Oral use 
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Belgium Mylan BVBA/SPRL 
Terhulpsesteenweg 6A 
1560 Hoeilaart 
Belgium 

Elisamylan 2,00 mg 
0,035mg 

Coated tablet Oral use 

Belgium 3 DDD Pharma N.V. 
Diestersteenweg 349 
3510 Hasselt 
Belgium 

Gratiella 35 2,00 mg 
0,035mg 

Coated tablet Oral use 

Bulgaria Bayer Pharma AG 
Muellerstrasse 178 
D-13353 Berlin 
Germany 

Diane 35 0,035 mg 
2,00 mg 

Coated tablet Oral use 

Bulgaria Medico Uno Worldwide 
Ltd. 
2 Grigori Afxentiou Street 
Larnaca 6023 
Cyprus 

Melleva 0,035 mg 
2,00 mg 

Film-coated tablet Oral use 

Bulgaria Zentiva, k.s. 
U kabelovny 130 
102 37 Praha 10 
Dolní Měcholupy 
Czech Republic 

Chloe 0,035 mg 
2,00 mg 

Film-coated tablet Oral use 

Czech Republic Zentiva, k.s. 
U kabelovny 130 
102 37 Praha 10 
Dolní Měcholupy 
Czech Republic 

CHLOE 2,00 mg 
0,035mg 

Film-coated tablet Oral use 

Czech Republic Heaton k.s. 
Na Pankráci 332/14 
14000 Praha 4Czech 
Republic 

VREYA 2,00 mg 
0,035mg 

Film-coated tablet Oral use 
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Czech Republic Bayer Pharma AG 
Muellerstrasse 178 
D-13353 Berlin 
Germany 

MINERVA 2,00 mg 
0,035mg 

Coated tablet Oral use 

Czech Republic Bayer Pharma AG 
Muellerstrasse 178 
D-13353 Berlin 
Germany 

DIANE-35 2,00 mg 
0,035mg 

Coated tablet Oral use 

Denmark Mithra Pharmaceuticals 
S.A. 
Rue Saint Georges 5 
4000 Liège 
Belgium 

Chloe 2,00 mg 
0,035mg 

Film-coated tablet Oral use 

Denmark Teva Denmark A/S 
Parallelvej 10-12 
DK-2800 Kongens Lyngby 
Denmark 

Cypretyl 2,00 mg 
0,035mg 

Film-coated tablet Oral use 

Denmark Bayer Pharma AG 
Muellerstrasse 178 
D-13353 Berlin 
Germany 

Diane Mite 2,00 mg 
0,035mg 

Film-coated tablet Oral use 

Denmark Alternova A/S 
Lodshusvej 11 
DK-4230 Skælskør 
Denmark 

Dianova Mite 2,00 mg 
0,035mg 

Film-coated tablet Oral use 

Denmark Sandoz A/S 
Edvard Thomsens Vej 14 
DK-2300 København S 
Denmark 

Feminil mite 2,00 mg 
0,035mg 

Film-coated tablet Oral use 
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Denmark Stragen Nordic A/S 
Helsingørsgade 8C 
DK-3400 Hillerød 
Denmark 

Vreya 2,00 mg 
0,035mg 

Film-coated tablet Oral use 

Denmark Orifarm Generics A/S 
Postbox 69 
Energivej 15 
DK-5260 Odense S. 
Denmark 

Zyrona 2,00 mg 
0,035mg 

Film-coated tablet Oral use 

Estonia Bayer Pharma AG 
D-13342 Berlin 
Germany 

Diane 2,00 mg 
0,035mg 

Coated tablet Oral use 

Estonia Nycomed Sefa AS 
Jaama 55B 
63308 Põlva  
Estonia 

Femina 2,00 mg 
0,035mg 

Coated tablet Oral use 

Estonia Ratiopharm GmbH 
Graf-Arco-Strasse 3 
DE-89079 Ulm 
Germany 

Cypretil 2,00 mg 
0,035mg 

Coated tablet Oral use 

Finland Bayer Oy 
Pansiontie 47 
FI-20210 Turku 
Finland 

DIANE NOVA 2,00 mg 
0,035mg 

Tablet Oral use 

Finland Ratiopharm GmbH 
Graf-Arco-Strasse 3 
DE-89079 Ulm 
Germany 

CYPRETYL 2,00 mg 
0,035mg 

Tablet Oral use 
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Finland Sandoz A/S 
Edvard Thomsens Vej 14 
DK-2300 København S 
Denmark 

FEMINIL 2,00 mg 
0,035mg 

Tablet Oral use 

Finland Stragen Nordic A/S 
Helsingørsgade 8C 
DK-3400 Hillerød 
Denmark 

VREYA 2,00 mg 
0,035mg 

Tablet Oral use 

France Bayer Santé 
220, avenue de la 
Recherche 
59120 Loos 
France 

DIANE 35 µg, coated tablet 2,00 mg 
0,035mg 

Coated tablet Oral use 

France Bayer Santé 
220, avenue de la 
Recherche 
59120 Loos 
France 

MINERVA 35 µg 2,00 mg 
0,035mg 

Coated tablet Oral use 

France Bayer Santé 
220, avenue de la 
Recherche 
59120 Loos 
France 

CYPROTERONE/ETHINYLESTRADIOL 
BAYER 35 µg 

2,00 mg 
0,035mg 

Coated tablet Oral use 

France Laboratoires Majorelle 
80-82 rue Gallieni 
92100 Boulogne 
Billancourt 
France  

CYPROPHARM 2 mg/0,035 mg 2,00 mg 
0,035mg 

Coated tablet Oral use 
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France DCI Pharma 
180 Rue Eugene Avinee 
59120 Loos 
France 

CYPROTERONE/ETHINYLESTRADIOL 
DCI PHARMA 2 mg/0,035 mg 

2,00 mg 
0,035mg 

Coated tablet Oral use 

France EG LABO - 
LABORATOIRES 
EUROGENERICS 
12 rue Danjou 
le Quintet bâtiment A 
92517 Boulogne 
Billancourt Cedex 
France  

CYPROTERONE/ETHINYLESTRADIOL 
EG 2 mg/0,035 mg 

2,00 mg 
0,035mg 

Coated tablet Oral use 

France Ranbaxy Pharmacie 
Generiques 
11-15 quai de Dion 
Bouton 
92800 Puteaux 
France  

CYPROTERONE/ETHINYLESTRADIOL 
RANBAXY 2 mg/0,035 mg 

2,00 mg 
0,035mg 

Coated tablet Oral use 

France Teva Sante 
110 Esplanade du Général 
de Gaulle 
92931 Paris la Defence 
France  

CYPROTERONE/ETHINYLESTRADIOL 
RATIOPHARM 2 mg/0,035 mg 

2,00 mg 
0,035mg 

Coated tablet Oral use 

France SANDOZ 
49 avenue Georges 
Pompidou 
92593 Levallois Perret 
Cedex 
France  

CYPROTERONE/ETHINYLESTRADIOL 
SANDOZ 2 mg/0,035 mg 

2,00 mg 
0,035mg 

Coated tablet Oral use 
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France Teva Sante 
110 Esplanade du Général 
de Gaulle 
92931 Paris la Defence 
France  

CYPROTERONE/ETHINYLESTRADIOL 
TEVA 2 mg/0,035 mg 

2,00 mg 
0,035mg 

Coated tablet Oral use 

France Sanofi Aventis France 
1-13 Boulevard Romain 
Rolland 
75014 Paris 
France  

CYPROTERONE/ETHINYLESTRADIOL 
ZENTIVA 2 mg/0,035 mg 

2,00 mg 
0,035mg 

Coated tablet Oral use 

France ZYDUS France 
Parc d'Activités des 
Peupliers 
25 rue des Peupliers 
92000 Nanterre 
France  

CYPROTERONE/ETHINYLESTRADIOL 
ZYDUS 2 mg/0,035 mg 

2,00 mg 
0,035mg 

Coated tablet Oral use 

France CHEMICAL FARMA 
19-23 rue d'Hautpoul 
75019 Paris 
France 

ELLEACNELLE 2 mg/0,035 mg 2,00 mg 
0,035mg 

Coated tablet Oral use 

France MYLAN SAS 
117 allée des Parcs 
69800 Saint Priest 
France 

EVEPAR 2 mg/0,035 mg 2,00 mg 
0,035mg 

Coated tablet Oral use 

France EFFIK 
bâtiment ''le Newton'' 
9-11 rue Jeanne 
Braconnier 
92366 Meudon la Foret 
France 

HOLGYEME 2 mg/0,035 mg 2,00 mg 
0,035mg 

Coated tablet Oral use 
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France Pierre Fabre Dermatologie 
45, place Abel Gance 
F-92100 Boulogne 
France 

LUMALIA 2 mg/0,035 mg 2,00 mg 
0,035mg 

Coated tablet Oral use 

Germany Dermapharm AG 
Lil-Dagover-Ring 7 
82031 Grünwald 
Germany 

Cyproethinyl acis 0,035 mg 
2,00 mg 

Film-coated tablet Oral use 

Germany Aristo Pharma GmbH 
Wallenroder Str. 8-10 
13435 Berlin 
Germany 

Jennifer 35 2 mg/0,035 mg 
Filmtabletten 

0,035 mg 
2,00 mg 

Film-coated tablet Oral use 

Germany Bayer Vital GmbH 
Kaiser-Wilhelm-Allee 
51373 Leverkusen 
Germany 

Diane-35 0,035mg/2mg 
überzogene Tablette 

0,035 mg 
2,00 mg 

Coated tablet Oral use 

Germany Dermapharm AG 
Lil-Dagover-Ring 7 
82031 Grünwald 
Germany 

Cyproteronacetat/Ethinylestradiol 
Dermapharm 2 mg/0,035 mg 
überzogene Tablette 

0,035 mg 
2,00 mg 

Coated tablet Oral use 

Germany Hexal Aktiengesellschaft 
Industriestr. 25 
83607 Holzkirchen 
Germany 

Bella HEXAL 35 2 mg/0,035 mg 
überzogene Tablette 

0,035 mg 
2,00 mg 

Coated tablet Oral use 

Germany Mylan dura GmbH 
Wittichstr. 6 
64295 Darmstadt 
Germany 

Juliette 0,035 mg 
2,00 mg 

Coated tablet Oral use 
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Germany Ratiopharm GmbH 
Graf-Arco-Strasse 3 
DE-89079 Ulm 
Germany 

Attempta-ratiopharm 35 2 
mg/0,035 mg überzogene Tablette 

0,035 mg 
2,00 mg 

Coated tablet Oral use 

Germany Taurus Pharma GmbH 
Benzstr. 11 
61352 Bad Homburg 
Germany 

Ergalea 2,00/0,035 mg 
Filmtabletten 

0,035 mg 
2,00 mg 

Film-coated tablet Oral use 

Germany UCB Pharma GmbH 
Alfred-Nobel-Str. 10 
40789 Monheim 
Germany 

Moea Sanol 2 mg/0,035 mg 
überzogene Tabletten 

0,035 mg 
2,00 mg 

Coated tablet Oral use 

Greece Bayer Hellas ABEE 
Sorou 18-20 
Maroussi  
Athens GR-15125 
Greece  

GYNOFEN 35 2,00 mg 
0,035mg 

Coated tablet Oral use 

Hungary Pliva Hungária 
Kereskedelmi és 
Szolgáltató Kft. 
Rákóczi út 70-72 
Budapest  1074 
Hungary 

Bellune Pliva 2,00 mg 
0,035mg 

Coated tablet Oral use 

Hungary Bayer Pharma AG 
Muellerstrasse 178 
D-13353 Berlin 
Germany 

Diane 2,00 mg 
0,035mg 

Coated tablet Oral use 
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Hungary Bayer Pharma AG 
Muellerstrasse 178 
D-13353 Berlin 
Germany 

Minerva 2,00 mg 
0,035mg 

Coated tablet Oral use 

Iceland Bayer Pharma AG 
D-13342 Berlin 
Germany 

Diane mite 2,00 mg 
0,035mg 

Tablet Oral use 

Iceland Ratiopharm GmbH 
Graf-Arco-Strasse 3 
DE-89079 Ulm 
Germany 

Cypretyl 2,00 mg 
0,035mg 

Coated tablet Oral use 

Ireland Generics (UK) Limited 
Station Close  
Potters Bar  
Hertfordshire EN6 1TL 
United Kingdom 

Cyproterone 
Acetate/Ethinylestradiol Tablets 
2mg/0.035mg 

2,00 mg 
0,035mg 

Tablet Oral use 

Ireland Bayer Limited 
The Atrium 
Blackthorn Road 
Sandyford 
Dublin 18 
Ireland 

Dianette 2mg/35 microgram coated 
tablets. 

2,00 mg 
0,035mg 

Coated tablet Oral use 

Italy Bayer S.p.A. 
Viale Certosa, 130 
20156 Milano (MI) 
Italy 

DIANE 2,00 mg 
0,035mg 

Coated tablet Oral use 
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Italy FIDIA Farmaceutici S.p.A. 
Via Ponte della Fabbrica 
3/A 
35031 Abano Terme (PD) 
Italy 
 

VISOFID 2,00 mg 
0,035mg 

Coated tablet Oral use 

Latvia Zentiva, k.s. 
U kabelovny 130 
102 37 Praha 10 
Dolní Měcholupy 
Czech Republic 

Chloe 35 micrograms/2 mg film-
coated tablets 

0,035 mg 
2,00 mg 

Film-coated tablet Oral use 

Latvia Takeda Pharma AS 
Jaama 55B 
63308 Põlva  
Estonia 

Femina 2 mg/35 micrograms 
coated tablets  

2,00 mg 
0,035mg 

Coated tablet Oral use 

Latvia Bayer Pharma AG 
Muellerstrasse 178 
D-13353 Berlin 
Germany 

Diane 2000 micrograms/35 
micrograms film-coated tablets 

2,00 mg 
0,035mg 

Film-coated tablet Oral use 

Lithuania Bayer Pharma AG 
Muellerstrasse 178 
D-13353 Berlin 
Germany 

Diane 2,00 mg 
0,035mg 

Coated tablet Oral use 

Lithuania Nycomed Sefa AS 
Jaama 55B 
63308 Põlva  
Estonia 

Femina 2,00 mg 
0,035mg 

Coated tablet Oral use 
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Lithuania Zentiva, k.s. 
U kabelovny 130 
102 37 Praha 10 
Dolní Měcholupy 
Czech Republic 

CHLOE 2,00 mg 
0,035mg 

Film-coated tablet Oral use 

Lithuania Ratiopharm GmbH 
Graf-Arco-Strasse 3 
DE-89079 Ulm 
Germany 

Cypretil  2,00 mg 
0,035mg 

Coated tablet Oral use 

Luxembourg Bayer SA/NV 
14 J.E. Mommaertslaan 
B-1831 Diegem  
Belgium 

Diane-35 2,00 mg 
0,035mg 

Coated tablet Oral use 

Luxembourg Mithra Pharmaceuticals 
S.A. 
Rue Saint Georges 5 
4000 Liège 
Belgium 

Chloe 2,00 mg 
0,035mg 

Coated tablet Oral use 

Luxembourg Mithra Pharmaceuticals 
S.A. 
Rue Saint Georges 5 
4000 Liège 
Belgium 

Daphne 2,00 mg 
0,035mg 

Coated tablet Oral use 

Luxembourg Pierre Fabre Dermatologie 
45, place Abel Gance 
F-92100 Boulogne 
France 

Lumalia 2,00 mg 
0,035mg 

Coated tablet Oral use 
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Malta Stragen UK Limited 
Castle Court 41 
London Road 
Reigate, Surrey RH2 PRJ 
United Kingdom 

Clairette 2000/35 Tablets 2,00 mg 
0,035mg 

Coated tablet Oral use 

Malta Sandoz d.d 
Verovskova 57 
1000 Ljubljana 
Slovenia 

Acnocin 2000/35 Tablets 2,00 mg 
0,035mg 

Coated tablet Oral use 

Norway Bayer Pharma AG 
Muellerstrasse 178 
D-13353 Berlin 
Germany 

Diane 2,00 mg 
0,035mg 

Coated tablet Oral use 

Norway Sandoz 
Edvard Thomsens Vej 14 
2300 KØBENHAVN S 
Denmark  

Feminil 2,00 mg 
0,035mg 

Coated tablet Oral use 

Norway Orifarm Generics A/S 
Postbox 69 
Energivej 15 
DK-5260 Odense S. 
Denmark 

Zyrona 2,00 mg 
0,035mg 

Coated tablet Oral use 

Poland Acis Arzneimittel GmbH 
Lil-Dagover-Ring 7 
82031 Grünwald 
Germany 

Acnemine 2,00 mg 
0,035mg 

Film-coated tablet Oral use 

Poland Bayer Pharma AG 
Muellerstrasse 178 
D-13353 Berlin 
Germany 

Diane-35 2,00 mg 
0,035mg 

Film-coated tablet Oral use 
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Poland Zentiva, k.s. 
U kabelovny 130 
102 37 Praha 10 
Dolní Měcholupy 
Czech Republic 

Chloe 2,00 mg 
0,035mg 

Film-coated tablet Oral use 

Poland Pabianickie Zakłady 
Farmaceutyczne Polfa S.A. 
ul. Marszałka J. 
Piłsudskiego 5 
95-200 Pabianice 
Poland 

Cyprest 0,035 mg 
2,00 mg 

Coated tablet Oral use 

Poland Polfarmex S.A. 
Józefów 9 
99-300 Kutno 
Poland 

OC-35 0,035 mg 
2,00 mg 

Film-coated tablet Oral use 

Poland SymPhar Sp. z o.o. 
ul. Włoska 1 
00-777 Warszawa 
Poland 

Syndi-35 2,00 mg 
0,035mg 

Coated tablet Oral use 

Poland Sun-Farm Sp. z o.o. 
Człekówka 75 
05-340 Kołbiel 
Poland 

Cyprodiol 2,00 mg 
0,035mg 

Coated tablet Oral use 

Portugal Berlifarma - 
Especialidades 
Farmaceuticas, Lda. 
Rua Quinta Pinheiro, 5, 
Outurela 
2794-003 Carnaxide 
Portugal 

Diane 35 2,00 mg 
0,035mg 

Coated tablet Oral use 
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Portugal Mylan, Lda. 
Rua Alfredo da Silva, 3 C-
4º 1300-040 Lisboa 
Portugal 

Acetato Ciproterona/ Etinilestradiol 
2 mg/ 0,035 mg Comprimidos 

2,00 mg 
0,035mg 

Coated tablet Oral use 

Portugal Generis Farmaceutica, 
S.A. 
Rua Joao de Deus, 19 
2700-487 Amadora 
Portugal 

Ciproterona + Etinilestradiol 
Generis 

2,00 mg 
0,035mg 

Coated tablet Oral use 

Portugal Generis Farmaceutica, 
S.A. 
Rua Joao de Deus, 19 
2700-487 Amadora 
Portugal 

Ciproterona + Etinilestradiol 
Inventis 

2,00 mg 
0,035mg 

Coated tablet Oral use 

Romania Bayer Pharma AG 
Muellerstrasse 178 
D-13353 Berlin 
Germany 

DIANE- 35  2,00 mg 
0,035mg 

Coated tablet Oral use 

Romania Ladeepharma 
Pharmaceutical Limited 
Lajos u. 48-66 
E ép. 5. em. 
H-1036 Budapest 
Hungary 

MELLEVA  2mg/0,035mg   2,00 mg 
0,035mg 

Film-coated tablet Oral use 

Slovak Republic Heaton a.s. 
Na Pankráci 14 
14000 Praha 4 
Czech Republic 

Vreya 2,00 mg 
0,035mg 

Coated tablet Oral use 
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Slovak Republic Bayer Pharma AG 
Muellerstrasse 178 
D-13353 Berlin 
Germany 

Minerva 2,00 mg 
0,035mg 

Coated tablet Oral use 

Slovak Republic Zentiva, k.s. 
U kabelovny 130 
102 37 Praha 10 
Dolní Měcholupy 
Czech Republic 

CHLOE 2,00 mg 
0,035mg 

Coated tablet Oral use 

Slovak Republic Bayer Pharma AG 
Muellerstrasse 178 
D-13353 Berlin 
Germany 

Diane-35 2,00 mg 
0,035mg 

Coated tablet Oral use 

Slovenia Bayer Pharma AG 
Muellerstrasse 178 
D-13353 Berlin 
Germany 

Diane 0,035 mg/2 mg obložene 
tablete 

0,035 mg 
2,00 mg 

Coated tablet Oral use 

Spain BAYER HISPANIA, S.L. 
Avda. Baix Llobregat 3 y 5 
08970 Sant Joan Despi 
Barcelona 
Spain 

DIANE 35 2,00 mg 
0,035mg 

Coated tablet Oral use 

Spain BAYER HISPANIA, S.L. 
Avda. Baix Llobregat 3 y 5 
08970 Sant Joan Despi 
Barcelona 
Spain 

DIANE 35 DIARIO 2,00 mg 
0,035mg 

Coated tablet Oral use 
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Spain Laboratorios EFFIK, S.A. 
San Rafael, 3 
28108 Alcobendas 
Madrid 
Spain 

ETINILESTRADIOL/CIPROTERONA 
GINESERVICE 0,035 mg/2 mg 
comprimidos EFG 

2,00 mg 
0,035mg 

Coated tablet Oral use 

Spain Sandoz Farmaceutica, 
S.A. 
Avda. Osa Mayor, 4 
28023 Aravaca 
Madrid 
Spain 

ACETATO DE 
CIPROTERONA/ETINILESTRADIOL 
SANDOZ 2 mg/0,035 mg 
comprimidos recubiertos EFG 

2,00 mg 
0,035mg 

Film-coated tablet Oral use 

Spain Laboratorios EFFIK, S.A. 
San Rafael, 3 
28108 Alcobendas 
Madrid 
Spain 

GYNEPLEN 0,035 mg/2 mg 
comprimidos recubiertos 

2,00 mg 
0,035mg 

Coated tablet Oral use 

Spain Farmalider S.A. 
Calle Aragoneses, 15 
28108 Alcobendas 
Madrid 
Spain 

DIALIDER 2/0,035 mg comprimidos 
recubiertos con película 

2,00 mg 
0,035mg 

Film-coated tablet Oral use 

Spain Teva Pharma, SLU 
Anabel Segura 11 
Edificio Albatros B 
1ª planta  
28108 Alcobendas 
Madrid 
Spain 

CYPRINETTE DIARIO 0,035 mg/2 
mg comprimidos recubiertos EFG 

2,00 mg 
0,035mg 

Coated tablet Oral use 

Sweden Bayer Pharma AG 
Muellerstrasse 178 
D-13353 Berlin 
Germany 

Diane® 2,00 mg 
0,035mg 

Tablet Oral use 
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Sweden Orifarm Generics A/S 
Postbox 69 
Energivej 15 
DK-5260 Odense S. 
Denmark 

Zyrona 2,00 mg 
0,035mg 

Coated tablet Oral use 

The Netherlands Actavis B.V. 
Baarnsche Dijk 1 
3741 LN Baarn 
The Netherlands 

Cyproteronacetaat/ethinylestradiol 
Actavis 2/0,035 mg, filmomhulde 
tabletten 2 mg/0,035 mg  

2,00 mg 
0,035mg 

Film-coated tablet Oral use 

The Netherlands Apotex Europe B.V. 
Darwinweg 20 
2333 CR Leiden  
The Netherlands 

Cyproteronacetaat/ethinylestradiol 
Apotex 2/0,035 mg, omhulde 
tabletten  

2,00 mg 
0,035mg 

Film-coated tablet Oral use 

The Netherlands Centrafarm B.V. 
Nieuwe Donk 3 
4879 AC Etten-Leur 
The Netherlands 

Cyproteronacetaat/Ethinylestradiol 
CF 2/0,035 mg, omhulde tablet  

2,00 mg 
0,035mg 

Film-coated tablet Oral use 

The Netherlands Mylan B.V.  
Dieselweg 25  
3752 LB Bunschoten  
The Netherlands 

Cyproteronacetaat/Ethinylestradiol 
Mylan 2 mg/0,035 mg, omhulde 
tabletten  

2,00 mg 
0,035mg 

Film-coated tablet Oral use 

The Netherlands Mylan B.V.  
Dieselweg 25  
3752 LB Bunschoten  
The Netherlands 

Cyproteronacetaat/Ethinylestradiol 
Mylan 2 mg/0,035 mg, omhulde 
tabletten   

2,00 mg 
0,035mg 

Film-coated tablet Oral use 

The Netherlands ratiopharm Nederland 
B.V. 
Swensweg 5 
2031 GA Haarlem 
The Netherlands 

Cyproteronacetaat/ethinylestradiol 
ratiopharm 2 mg/0,035 mg, 
omhulde tabletten  

2,00 mg 
0,035mg 

Film-coated tablet Oral use 
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The Netherlands Sandoz B.V. 
Veluwezoom 22 
1327 AH Almere 
The Netherlands 

Cyproteronacetaat/Ethinylestradiol 
Sandoz 2/0,035, omhulde tabletten  

2,00 mg 
0,035mg 

Film-coated tablet Oral use 

The Netherlands Mylan B.V.  
Dieselweg 25  
3752 LB Bunschoten  
The Netherlands 

Cyproteronacetaat/Ethinylestradiol 
2 mg/0,035 mg, omhulde tabletten  

2,00 mg 
0,035mg 

Film-coated tablet Oral use 

The Netherlands Pharmachemie B.V. 
Swensweg 5 
2031 GA Haarlem 
The Netherlands 

Cyproteronacetaat/Ethinylestradiol 
2/0,035 PCH, omhulde tabletten  2 
mg/0,035 mg  

2,00 mg 
0,035mg 

Film-coated tablet Oral use 

The Netherlands Stragen Nordic A/S 
Helsingørsgade 8C 
DK-3400 Hillerød 
Denmark 

Ethinylestradiol 0,035 mg 
/Cyproteronacetaat 2 mg, omhulde 
tabletten  

2,00 mg 
0,035mg 

Film-coated tablet Oral use 

The Netherlands Bayer B.V. 
Energieweg 1  
3641 RT Mijdrecht 
The Netherlands 

Diane-35, omhulde tabletten 2,00 mg 
0,035mg 

Film-coated tablet Oral use 

United Kingdom Bayer plc 
Bayer House 
Strawberry Hill 
Newbury, Berkshire 
RG14 1JA,  
United Kingdom 

Dianette Tablets 0,035 mg 
2,00 mg 

Coated tablet Oral use 
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United Kingdom Teva UK Limited 
Brampton Road 
Hampden Park 
Eastbourne 
East Sussex BN22 9AG 
United Kingdom 

Co-Cyprindiol Tablets 2000/35 0,035 mg 
2,00 mg 

Coated tablet Oral use 

United Kingdom Stragen UK Limited 
Castle Court 41 
London Road 
Reigate, Surrey RH2 PRJ 
United Kingdom 

Clairette Tablets 2000/35 0,035 mg 
2,00 mg 

Coated tablet Oral use 

United Kingdom Chatfield Pharmaceuticals 
Limited 
Kramer Mews 
London SW5 9JL 
United Kingdom 

Camilette Co-Cyprindiol 2000/35 
Tablets 

0,035 mg 
2,00 mg 

Tablet Oral use 

United Kingdom Sandoz Limited 
Frimley Business Park 
Frimley, Camberley 
Surrey GU16 7SR 
United Kingdom 

Acnocin 2000/35 Tablets 0,035 mg 
2,00 mg 

Coated tablet Oral use 

United Kingdom Sandoz Limited 
Frimley Business Park 
Frimley, Camberley 
Surrey GU16 7SR 
United Kingdom 

Cyproterone Acetate 2.0mg 
Ethinylestradiol 0.035mg Tablets 

0,035 mg 
2,00 mg 

Coated tablet Oral use 

United Kingdom Generics (UK) Limited 
Station Close  
Potters Bar  
Hertfordshire EN6 1TL 
United Kingdom 

Co-Cyprindiol Tablets 
2mg/0.035mg 

0,035 mg 
2,00 mg 

Coated tablet Oral use 
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United Kingdom Generics (UK) Limited 
Station Close  
Potters Bar  
Hertfordshire EN6 1TL 
United Kingdom 

Generics UK Cyproterone Acetate 
and Ethinylestradiol Tablets 

0,035 mg 
2,00 mg 

Coated tablet Oral use 

United Kingdom Strandhaven Limited 
600 High Road 
Seven Kings, Ilford 
Essex IG3 8BS 
United Kingdom 

Strandhaven Co-Cyprindiol 
2000/35 Tablets 

0,035 mg 
2,00 mg 

Coated tablet Oral use 

United Kingdom Fannin (UK) Limited 
42-46 Booth Drive 
Park Farm South 
Wellingborough 
Kent NN8 6GT 
United Kingdom 

Fannin UK Co-Cyprindiol 2000/35 
Tablets 

0,035 mg 
2,00 mg 

Film-coated tablet Oral use 

United Kingdom Farmalider SA 
Calle Aragoneses 15 
Alcobendas 
Madrid E-28108 
Spain 

Dialider Tablets 0,035 mg 
2,00 mg 

Film-coated tablet Oral use 

United Kingdom Cipla (EU) Limited 
Hillbrow House 
Hillbrow Road 
Esher 
Surrey KT10 9NW 
United Kingdom 

Co-Cyprindiol 2000/35 Tablets 0,035 mg 
2,00 mg 

Film-coated tablet Oral use 
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Scientific conclusions and grounds for the variation to the terms of the 
marketing authorisations subject to conditions 

The CMDh, having considered the PRAC recommendation dated 16 May 2013 with regards to the 

cyproterone acetate/ethinylestradiol (2mg/0.035mg) containing medicinal products, agrees with the 

recommendation therein as stated below: 

Overall summary of the scientific evaluation of cyproterone acetate/ethinylestradiol 
(2mg/0.035mg) containing medicinal product(s) by PRAC 

In January 2013 the French medicines agency (ANSM) took the decision to suspend cyproterone 

acetate/ethinylestradiol (CPA/EE) (2mg/0.035mg) containing medicinal products in France within three 

months. ANSM considered the risk of venous and arterial thromboembolism (VTE and ATE) to outweigh 

the benefits in treating acne.  

In view of the above, on 4 February 2013 France requested the PRAC under Article 107i of Directive 

2001/83/EC1 to assess the above concerns regarding thromboembolism and its impact on the benefit-

risk balance for cyproterone acetate/ethinylestradiol (2 mg/0.035 mg) containing medicinal products, 

and to give its opinion on measures necessary to ensure the safe and effective use, and on whether 

the marketing authorisation for this product should be maintained, varied, suspended or withdrawn. 

Cyproterone acetate exerts its anti-androgenic effect by blocking androgen receptors. It also reduces 

androgen synthesis by a negative feedback effect on the hypothalamo-pituitary-ovarian axis.  

The product was authorised firstly in Germany in 1985 and followed the rest of the EU countries. The 

wording of the indication of cyproterone acetate/ethinylestradiol (2mg/0.035mg) containing medicinal 

products varies between the EU Member States. In general, cyproterone acetate/ethinylestradiol 

(2mg/0.035mg) containing medicinal products are authorised for treatment of androgenic symptoms in 

women, such as pronounced forms of acne, seborrhoea, and mild forms of hirsutism. In some Member 

States is also authorised for alopecia androgenetica.  

The combination of cyproterone acetate/ ethinylestradiol (2mg/0.035mg) acts simultaneously as a 

hormonal contraceptive.  

Cyproterone acetate/ethinylestradiol (2mg/0.035mg) containing medicinal products are known to 

increase risk of thromboembolic events (TE). In July 2002, the Pharmacovigilance Working Party 

(PhVWP) discussed the increased venous thromboembolic (VTE) and arterial thromboembolic (ATE) 

risks and concluded that the use of cyproterone acetate/ethinylestradiol (2mg/0.035mg) should be 

restricted taking into account the thromboembolic events. The wording agreed by the PhVWP is 

entirely implemented only in 11 Member States. 

Thromboembolic events are adverse events which usually occur in a vein of the leg (deep vein 

thrombosis). When diagnosis is not made and no treatment is started, or when the thrombosis does 

not give any clear symptoms, the clot can move upwards to the lung (pulmonary embolism) or the 

brain (cerebral embolism). Misdiagnosis is a realistic possibility since TE has diffuse symptoms and is a 

rare event in population of healthy young women. Overall, VTE could be fatal in 1-2% of the cases.  

Known risk factors for VTE include history of VTE, pregnancy, trauma, surgery, immobilisation (e.g. 

after surgery or long flights), obesity and smoking (i.e. all situations of a prothrombotic state). Also 

there are certain hereditary thrombophilic defects that increase the risk. Checking personal and family 

                                               
1 French assessment report February 2013 Rationale for the triggering of procedure under Article 107i of Directive 
2001/83/EC on cyproterone/ethinylestradiol (2mg/0.035mg) presented by ANSM, France 
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history of VTE before prescribing EE-containing medicinal products (e.g. combined oral contraceptives 

(COC)) is, therefore, recommended in the product information of the products. 

It has been shown that risk of VTE is highest during the first year a woman starts hormonal 

contraceptives or when she re-starts after a period of non-use of at least one month (Dinger et al,. 

2007). After an initially higher risk (the first year), the risk drops to a constant lower level. 

For the treatment of acne, topical therapies are applied for mild to moderate acne without 

hyperandrogenic state. They include benzoylperoxide, retinoids, antibiotics, salicylic acid, and azelaic 

acid. Alternative treatments for moderate to severe acne are long-term antibiotics (topical or 

systemic), keratolytics and retinoids (topical or systemic, with known risks of teratogenicity and 

subject to a pregnancy prevention plan and regular liver function testing). In addition, there are other 

known alternative pharmacological treatments for severe androgenic symptoms (especially hirsutism). 

Clinical safety 

The PRAC reviewed all available data from clinical studies, pharmacoepidemiological studies, published 

literature, post-marketing experience on the safety of cyproterone acetate/ethinylestradiol 

(2mg/0.035mg) containing medicinal products, as well as stakeholders’ submissions in particular with 

regards to the thromboembolic events.  

a. Thromboembolic events 

Clinical studies 

To assess venous and arterial thromboembolic effects from clinical studies with CPA/EE, only clinical 

studies that documented adverse events are discussed here.  

The MAH- of the originator product sponsored 10 phase-III clinical trials providing information on 

safety of these medicinal products. The total number of patients exposed in these studies amounts to 

2455. 

With exception of study report AI58, no cases of VTEs or ATEs were reported in patients from the 10 

MAH- sponsored clinical trials with (CPA/EE) (2mg/0.035mg). In study AI58, one patient on CPA/EE 

developed VTE. 

The MAH conducted a systematic review of the scientific literature (cut-off date: 14 Feb 2013) in 

MEDLINE, EMBASE, Derwent Drug File, and BIOSIS Previews on clinical studies covering cardiovascular 

diseases and CPA/EE(2mg/0.035mg). In none of the 118 identified clinical studies described in the 

scientific literature a venous or arterial thromboembolic/cardiovascular event during course of the 

study was reported. 

Post-marketing safety surveillance studies 

There are two large, ongoing post-marketing surveillance studies which yield incidental data on the use 

of CPA/EE (2mg/0.035mg) containing medicinal products. These studies (INAS-OC and INAS-SCORE) 

investigate the safety of the combined oral contraceptive drugs YAZ (3 mg drospirenone/0.020mg 

ethinylestradiol) and Qlaira (dienogest/estradiol valerate, step down dose regimen) respectively. 

Hormone preparations containing CPA/EE (2mg/0.035mg) are part of the comparator arms in these 

studies. In both studies all enrolled women receiving a prescription for an oral contraceptive were 

questioned about the reason for the prescription at baseline (after having received the prescription). 

Due to the observational nature of these two studies comparing newly marketed combined oral 

contraceptives with a comparator group there was no restriction of the comparator group to specific 

oral hormonal combinations. Healthcare professionals enrolled CPA/EE (2mg/0.035mg) users into the 
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studies due to the fact that in many European countries CPA/EE (2mg/0.035mg) mentions 

contraception in women requiring treatment for androgen dependent skin conditions. 

INAS-OC 

INAS-OC is a prospective, non-interventional, active surveillance study designed to assess the risk of 

short- and long-term use of YAZ (3 mg drospirenone/0.020mg ethinylestradiol), Yasmin (3 mg 

drospirenone/0.030mg ethinylestradiol) and of oral contraceptives and CPA/EE (2mg/0.035mg), 

conducted in 6 European countries and United States. The primary outcomes of interest are 

cardiovascular events, in particular the incidence of VTE and ATE, during oral contraception use. A total 

of 1672 users of CPA/EE (2mg/0.035mg) -containing preparations were enrolled in the study 

representing 7.5% of the total study population. 

In this study, around 60% of women prescribed a CPA/EE-containing preparation specifically reported 

in the baseline questionnaire that their CPA/EE (2mg/0.035mg) prescription was due to acne and/or 

polycystic ovary syndrome (PCOS). This is despite the fact that the study enrolment criteria 

overwhelmingly selected for patients in whom contraception would have been the original reason for 

consultation. The fact that the women recalled the link with acne / PCOS indicates that the need for 

treatment of the skin condition / hyperandrogenism of the individual woman was specifically discussed 

during the visit and drove the prescription of CPA/EE (2mg/0.035mg).  

INAS-SCORE 

INAS-SCORE was initiated after the launch of Qlaira (dienogest/estradiol valerate, step down dose 

regimen)  in Europe (September 2009) and USA (October 2010) and is a prospective non-

interventional post-approval safety study conducted in Austria, France, Germany, Italy, Poland, 

Sweden, UK and the US. The study (currently ongoing) seeks to assess the risks of short- and long-

term use of Qlaira (dienogest/estradiol valerate, step down dose regimen) and of oral contraceptives 

and including CPA/EE (2mg/0.035mg). 

A total of 1094 users of CPA-containing preparations were enrolled in the study, representing 5.5% of 

the total study population based on 6th Interim Report of this on-going study. 

In this study almost 67% of women prescribed CPA-containing preparations remembered after the 

discussion with their healthcare professional that their individual prescription was written for acne 

and/or PCOS, indicating that the skin condition was discussed during the counselling and was 

mentioned as the main reason to prescribe CPA/EE (2mg/0.035mg). 

The MAH commented that data from these two studies indicate that, even where the primary reason 

for consultation is almost certainly contraception, 63% of prescriptions for CPA/EE (2mg/0.035mg) 

could be linked by the patients themselves to acne and/or other hyperandrogenous conditions. Direct 

questioning of the prescribing physician would be needed to ascertain this true proportion. No study 

collected such data and therefore this design limitation must be kept in mind when interpreting the 

data.  

Cohort studies  

The MAH provided an overview of 6 cohort studies (of which 2 with additional nested case-control 

analyses) and 7 case-control studies assessing the VTE risk associated with CPA/EE and one cohort 

study assessing the ATE risk associated with CPA/EE. In these studies VTE risk among CPA/EE users 

was compared to the VTE risk of non-use as well as of various types of combined oral contraceptives 

(COCs). No comparative safety data vs products that are registered for the treatment for 

acne/hirsutism/PCOS are presented.  
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None of the studies presents information on the fatality rate of VTE among CPA/EE users, except for 

the Seaman 2003 study stating that none of the 179 VTE events, including the 23 events among 

CPA/EE (2mg/0.035mg) exposed, was fatal. 

Several observational studies have assessed the VTE risk with use of CPA/EE (2mg/0.035mg). Studies 

show considerable variability in their relative risk compared to non-use or other COCs and in their 

absolute risk for VTE. Early studies reported that the risk of (idiopathic) VTE in users of CPA/EE is 

greater in comparison to users of levonorgestrel-containing COC, or conventional COC respectively, 

with low estrogen (<50μg) (Vasilakis-Scaramozza & Jick 2001, Seaman et al, 2003). Subsequent 

studies (Lidegaard et al. 2003, Seaman et al. 2004), the latter addressing the issue of confounding, 

concluded that the absolute risk of VTE among women taking CPA/EE is not significantly greater than 

for women on COCs. More recent studies assessing the VTE risk in users of various COCs and CPA/EE 

(including Lidegaard 2009, Hylckama 2009) had major methodological flaws (missing data for 

confounders) that raise questions about the validity of their conclusions. In addition, usage patterns of 

CPA/EE and COCs for oral contraception may differ significantly. 

Interruption and restarting is likely to be more frequent for CPA/EE (2mg/0.035mg) which is indicated 

for treatment of androgen-dependent diseases such as acne, and for which the product label implies 

that the medication may be discontinued after improvement of symptoms and be restarted in case of 

recurrence of symptoms. As recent data have demonstrated, restarting or switching COC use after 

interruption is associated with an excess risk. Overall, there is no conclusive evidence for a higher VTE 

risk with CPA/EE (2mg/0.035mg) compared to COCs, including those containing levonogestrel.  

Epidemiological studies have suggested an association between the use of COCs in general and an 

increased risk of arterial thrombotic and thromboembolic diseases such as myocardial infarction, and of 

cerebrovascular accidents. These events occur rarely. Arterial thromboembolic events may be life-

threatening or may have a fatal outcome. There is only sparse data on arterial thrombotic and 

thromboembolic diseases with CPA/EE (2mg/0.035mg) or cyproterone acetate alone. In a recent study 

(Lidegaard, 2012) the comparative analyses of the relative risk for thrombotic stroke and myocardial 

infarction between the various progestins, including levonorgestrel, and non-use are in the same 

magnitude and do not show differences between the various progestins. In addition, with regard to 

CPA/EE (2mg/0.035mg) vs. non-use statistical significance is even not achieved. 

Post-marketing reporting 

Thromboembolic events are known, rare adverse drug reactions associated with the use of estrogen-

progestogen containing preparations including CPA/EE (2mg/0.035mg).  

The MAH of the originator has submitted in the annual Periodic Safety Update Reports (PSURs) for 

CPA/EE information on thromboembolic events. As of last PSUR (reporting period 01 Jun 2011 � 31 

May 2012, DLP: 31 May 2012), the reporting frequency of all (arterial, venous and unspecified) 

thrombotic / thromboembolic events received during the reporting period was 1.3 per 100,000 women-

years. Compared with a corresponding reporting frequency ranging between 0.8 and 1.5 per 100,000 

women-years during the previous six PSUR periods, there is no evidence of an overall increased 

reporting frequency of thrombotic /thromboembolic events. The reporting frequency is less than the 

incidence of VTE as reported in epidemiological studies.  

For the period since the global launch of CPA/EE (2mg/0.035mg) through 30 Jan 2013, 968 cases 

(serious (93%) and non-serious (7%), medically confirmed (85%) and non-medically confirmed (15%) 

reporting thrombotic/thromboembolic events  irrespective of their nature (arterial, venous and 

unspecified) occurring in female patients were received by the MAH from worldwide sources. One of 

these 968 cases was reported from clinical trial ME94162 / AI58. These 968 cases comprise 7% of the 

total number of ADR reports received cumulatively through 30 Jan 2013 (n = 13,875 in total). 
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CPA/EE (2mg/0.035mg) was prescribed according to the indication (i.e. androgenic symptoms) in 40% 

of cases and prescribed off-label in 31% (as a contraceptive or for menstrual irregularities). In 30% of 

cases the indication for prescription was unknown.  

The overall global spontaneous reporting rate for all cases reporting any thrombotic /thromboembolic 

event is 1.3 per 100,000 women-years. The estimate is based on the calculated global patient 

exposure of 75,417,345 women-years and 968 received TE reports worldwide. 

Age was reported for 877 of 968 (90.6%) patients. Patients were between 13 and 63 years old (mean 

27 years, median 25 years) at the time of the event. 88 (9.1%) ADR reports referred to patients less 

than 18 years of age, 639 (66%) patients were between 18 and 35 years of age and 150 (15.5%) 

reports referred to patients older than 35 years of age. No age was reported for 91 (9.4%) patients. 

Weight and height were reported for 258 (26.7%) of 968 patients. BMI for these patients was between 

15 and 54 (mean 24, median 23), whereas BMI over 30 kg/m2 was documented in 33 (3.4%) of these 

reports. 

Most reports were from patients between 18-35 years of age (66%). This does not indicate a higher 

incidence in this age group but only a higher reporting rate in this age group, as patient exposure has 

not been provided in age categories. 

Concomitant medications 

For 879 (90.8%) of 968 TE cases, CPA/EE (2mg/0.035mg) was the only suspected drug. CPA/EE 

(2mg/0.035mg) is often used in combination with cyproterone 10 mg (CPA 10 mg) in different daily 

doses to increase anti-androgenic effects. Therefore retrieved cases of reporting TE adverse reactions 

from worldwide sources comprise also cases occurring in association with CPA/EE (2mg/0.035mg) in 

combination with CPA 10 mg (n = 48 [5%] cases in total). The combined therapy with CPA/EE and CPA 

10 mg has a different safety profile as reflected in the labelling of CPA 10 mg. 

Furthermore, concomitant use of another hormonal contraceptive being reported as an additional 

suspected drug was documented in 21 (2.2%) of received TE cases; 20 patients received 

concomitantly various COCs and one case reported concomitant intrauterine device (IUD) 

(levonorgestrel-releasing intrauterine system) use.  

In addition, co-suspected drugs, such as citalopram, thalidomide, olanzapine, antineoplastic agents, 

natalizumab, methylprednisolone sodium succinate, antibiotics or isotretinoin were reported for 20 

(2.1%) patients. 

Non-fatal cases 

892 (92.1%) of 968 cases reported non-fatal TE in association with CPA/EE (2mg/0.035mg) use, of 

which 760 were medically confirmed. This translates into a global spontaneous reporting rate of 1.2 

non-fatal TE reports per 100,000 women-years with CPA/EE (2mg/0.035mg).  

Fatal cases 

In total, 76 (7.9%) of 968 ADR reports with TE events reported fatal outcomes; 66 were medically 

confirmed and 10 were non-medically confirmed consumer reports.  

This translates into the global spontaneous reporting rate of 0.10 fatal TE reports per 100,000 women-

years with CPA/EE (2mg/0.035mg). Of these 76 reports, 67 (88.2%) cases reported pulmonary 

embolism with or without reported DVT or unspecified thrombosis, 8 (10.5%) reports described 

cerebral events, and 1 (1.3%) reported events of dyspnoea, disseminated intravascular coagulation 

and circulatory disorder in context of multi-organ failure, acute hepatic failure, coma hepatic, bone 

marrow failure, fungal sepsis, pneumonia and histiocytosis haematophagic in a female patient with 
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condition of alcohol abuse, acute myeloid leukaemia, polychemotherapy and antibiotics therapy. There 

were no cases reporting ATE with a fatal outcome. 

Arterial thromboembolic events 

A total of 52 (5.4%) of 968 retrieved cases reported one or more ATEs in association with 

CPA/EE (2mg/0.035mg) use.  

This translates into reporting rate of 0.07 ADR reports per 100,000 women-years with CPA/EE 

(2mg/0.035mg). The estimate is based on the calculated patient exposure of 75,417,345 women-years 

and 52 reports of arterial embolic and thrombotic events worldwide. 

There were no cases reporting ATE with a fatal outcome. 

Venous thromboembolic events 

A total of 789 (81.5%) of 968 retrieved cases reported one or more VTEs in association with CPA/EE 

(2mg/0.035mg) use.  

This translates into reporting rate of 1.05 ADR reports per 100,000 women-years with CPA/EE 

(2mg/0.035mg). The estimate is based on the calculated patient exposure of 75,417,345 women-years 

and 789 reports of venous embolic and thrombotic events worldwide. 

Information received after cut-off date 30 January 2013 

Following the media attention after the initiation of the referral procedure a number of reports were 

submitted reciprocally. A total of 175 cases (all serious, medically confirmed (38.3%, n=67 in total) 

and non-medically confirmed (61.7%, n=108 in total)) reporting thrombotic / thromboembolic events 

(TE) irrespective of their nature (arterial, venous and unspecified) occurring in female patients in 

association with CPA/EE (2mg/0.035mg) were received by the MAH from worldwide sources 

additionally to the 968 TE cases presented in the main analysis. Of these 175 cases, 15 reported fatal 

outcome (4 medically confirmed and 11 non-medically confirmed consumer reports). 

The updated total number of cases through 6 Mar 2013 amounts to 1143 reports with TE.  

The overall global spontaneous reporting rate for all cases reporting any TE event at data lock point 

(DLP) 06 Mar 2013 is estimated as 1.5 per 100,000 women-years, 1.4 non-fatal TE reports per 

100,000 women-years, and 0.1 fatal TE reports per 100,000 women-years with CPA/EE (91 fatal cases 

(8%) in total of 1143 cases). 

In conclusion, the thromboembolic events are known adverse drug reactions associated with the use of 

estrogen-progestogen containing preparations. An increased risk for thrombotic / thromboembolic 

events (that may be fatal in 1-2% of cases) is listed in the Core company data sheet (CCDS) for 

CPA/EE (2mg/0.035mg). 

In addition information in the section on circulatory disorders on the switch or restart was 

recommended by PRAC. More specifically the excess risk of VTE is highest during the first year a 

woman starts CPA/EE (2mg/0.035mg) or when restarting or switching after a pill-free interval of at 

least a month.  

 

b. Off Label Use 

The off-label use was defined according to the therapeutic indications for CPA/EE (2mg/0.035mg) as 

SmPC indication statements differ from country to country on the basis of national responses of health 

authorities to the EMA Pharmacovigilance Working Party (PhVWP) review of the product conducted in 

2002. 
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Off-label use would primarily equate to prescription of CPA/EE (2mg/0.035mg) as a contraceptive in 

patients with no requirement for acne treatment.  Several databases were consulted. 

The IMS prescription data have limited value because they do not include a category of “contraception 

in the absence of acne”. Furthermore, the data do not systematically provide information on the 

medical history of the patient (e.g. history of acne or hyperandrogenic symptoms) or clinical findings 

as doctors tend to fill out the minimum mandatory information for the IMS. This missing information 

would be essential to assess the true motives of the prescribers in choosing one product over another. 

Cegedim Promotional data show 32% of use in contraception only, while Longitudinal data show 3.4% 

use in contraception only; the Pharmalink Panel data for Germany show 53% of contraceptive use, of 

which 75% the reason given is for acne and 25% for other reasons. 

It has to be noted that Polycystic ovarian syndrome (PCOS) mentioned by HCPs as an indication 

reflects the use of CPA/EE for the treatment of androgen related symptoms of PCOS such as acne or 

hirsutism. 

The IMS Prescriptions Insight Data for France (ANSM benefit/risk review, 5 Feb 2013) suggest that 

CPA/EE (2mg/0.035mg) containing medicines are prescribed for contraception. 

This is the case in 54% of the 60% of prescriptions written by general practitioners (i.e. 32.4% of all 

prescriptions) and in 75% of the 36% of prescriptions written by gynaecologists (27.8% of all 

prescriptions), which implies that around 60% of all French prescriptions for CPA/EE (2mg/0.035mg) 

relate to contraception and therefore would be off-label use taking into account the indication only in 

acne in France. 

Two large, ongoing post-marketing surveillance studies (INAS-OC and INAS-SCORE) yield incidental 

data on the use of CPA/EE. These studies investigate the safety of the combined oral contraceptives 

YAZ (3 mg drospirenone/0.020mg ethinylestradiol) and Qlaira (dienogest/estradiol valerate, step down 

dose regimen) respectively. Hormone preparations containing CPA/EE were part of the comparator 

arms in these studies. 

These studies give some information regarding the use of CPA/EE (2mg/0.035mg) as a contraceptive. 

In INAS-OC study 28.1% of use is in contraception, from a total of 1672 users of CPA-containing 

preparations enrolled in the study, representing 7.5% of the total study population. In this study, 

around 60% of women prescribed a CPA-containing preparation specifically reported in the baseline 

questionnaire that their CPA/EE (2mg/0.035mg) prescription was due to acne and/or PCOS. 

In the INAS-SCORE study 20.2% of use is in contraception from a total of 1094 users of CPA-

containing preparations which represents 5.5% of the total study population.  

Data from these two studies indicate that, even where the primary reason for consultation is almost 

certainly contraception, 63% of prescriptions for CPA/EE (2mg/0.035mg) could be linked by the 

patients themselves to acne and/or other hyper-androgenous conditions. 

It is evident that in the current approved indications in EU, off-label use is observed. According to the 

2012 IMS data issued from 16 European countries, the percentage of CPA/EE (2mg/0.035mg) 

prescription in acne varies from 0 to 54% with a median at 9%. The PRAC considered all the above 

data for the CPA/EE (2mg/0.035mg) containing medicinal products and recommended clarification on 

the indication of the products.  

Conclusions on safety 

In conclusion the PRAC considered all currently available safety data for the CPA/EE (2mg/0.035mg) 

containing medicinal products and recommended that these products should be contraindicated in 
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patients with history or hereditary predisposition of venous thrombosis. In addition the PRAC stressed 

that these products should not be given concomitantly with other hormonal contraceptives and also 

that the need to continue treatment should be evaluated periodically knowing that the time to relief of 

symptoms is at least three months.  

Clinical efficacy 

CPA/EE (2mg/0.035mg) containing medicinal products have anti-androgenic effects. The effects on 

hirsutism and seborrhoea have mainly been studied in the context of treatment of acne and/or 

polycystic ovary syndrome (PCOS).  

In women with androgenic sensitive skin conditions, the efficacy in moderate and severe acne 

with/without seborrhoea and/or hirsutism is demonstrated in more than 30 sponsored and non-

sponsored trials, including comparative trials, uncontrolled trials, and pilot studies. The time to relief of 

symptoms is at least three months and the effects are more pronounced with longer treatment 

duration. 

a. Treatment of hirsutism 

For the treatment of hirsutism alone (mostly in PCOS patients), 13 studies demonstrated efficacy 

versus other treatments. A recent published study comparing CPA/EE (2mg/0.035mg) and 

drospirenone/EE, and desogestrel/EE showed that after 6 months these medicinal products were 

equally efficacious but after 12 months CPA/EE (2mg/0.035mg) showed the strongest anti-androgenic 

effect, followed by drospirenone/EE, and desogestrel/EE as the weakest. This is expected in view of the 

differences in anti-androgenic properties of cyproterone, drospirenone and desogestrel. Cyproterone 

has the strongest anti-androgen activity. 

In the Cochrane review on treatment of hirsutism nine clinical studies qualified for inclusion. Only one 

study evaluated the efficacy of CPA/EE (2mg/0.035mg) versus placebo. In that study there was a 

significant subjective improvement in hirsutism, however no objective evaluation was performed.  

In comparison with other medical treatment options, no clinical differences in hirsutism were detected 

when CPA/EE (2mg/0.035mg) was compared to other medicinal products (spironolactone, finasteride, 

GnRH analogues, ketoconazole). The only difference in clinical outcome was a significantly improved 

Ferriman Gallwey (FG) score at 12 months when cyproterone acetate was compared with flutamide. 

b. Seborrhoea 

Seborrhoea has mainly been evaluated in the context of acne. The effect of CPA/EE (2mg/0.035mg) on 

seborrhoeic symptoms, such as greasy skin and hair, starts after 3-4 cycles of treatment, and results 

are more pronounced with longer treatment. Similar to acne treatment, percentages of improvement 

vary per study, and depend on the methods applied for evaluation of effects. 

c. Alopecia androgenetica 

The data on efficacy of CPA/EE in alopecia androgenetica, except for the mechanism of action, is 

limited to one small study (DeCecco L et al, 1987) in which some limited beneficial effects were noted. 

d. Acne without androgenic features 

Regarding acne without androgenic features, one study compared CPA/EE with systemic antibiotic 

tetracycline and showed similar efficacy (Greenwood R, et al., 1985). Two studies (A18566, 2004, 

Palombo-Kinne E, et al., 2009) comparing CPA/EE (2mg/0.035mg) with dienogest containing combined 
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oral contraceptive and with norgestimate containing combined oral contraceptive also showed similar 

efficacy. 

Two studies compared CPA/EE (2mg/0.035mg) with levonorgestrel/EE (LNG/EE). Results indicated that 

after 6 month treatment the efficacy of CPA/EE (2mg/0.035mg) was superior and statistically 

significantly better than for LNG/EE.  

The recent Cochrane review (Arowojolu, AO. et al., 2012), which evaluated efficacy of combined oral 

contraceptives in acne, reported that regarding the differences in the comparative effectiveness of the 

contraceptives, data were too limited for any conclusive comparison. However, based on the best 

evidence available, the authors concluded that the treatment containing cyproterone acetate improved 

acne better than a levonorgestrel-containing treatment; that treatment with cyproterone acetate 

showed better acne outcomes than one with desogestrel, but the studies produced conflicting results; 

and finally that drospirenone-containing treatment appeared to be more effective than norgestimate or 

nomegestrol acetate-containing treatment but less effective than treatment with cyproterone acetate. 

e. Contraceptive effect 

The contraceptive effect of CPA/EE (2mg/0.035mg) was investigated in several studies at the time of 

authorisation. The overall Pearl Index for CPA/EE (2mg/0.035mg) in a large clinical trial was 0.12 with 

an upper 95%-confidence limit of 0.44. The calculations met the precision requirements of the 

Guideline on clinical investigation of steroid contraceptives in women2. 

 
Table 1  Pearl Index based on CPA/EE (2mg/0.035mg) clinical trial data (Study 8186, Aydinlik et al., 1990) 
 

  Method failure  Total 

number of cycles  20,746*  21,196 

number of pregnancies  0  2 

Pearl Index  0  0.1226647 

two‐sided 95% confidence interval  0; 0.2311345  0.01485552; 0.4430523 

 
*calculated as the total number of cycles, n=21,196, minus the number of cycles, n=450, in which medication was missed. 

 

In addition the contraceptive effect of CPA/EE (2mg/0.035mg) was investigated in a European Active 

Surveillance (EURAS) study. The comparison of Pearl Indices in the EURAS study demonstrated the 

Pearl Index of CPA/EE (2mg/0.035mg) to be 0.37 (95% CI 0.19-0.65), which is comparable with that 

obtained for approved combined contraceptives (which vary between 0.48 and 0.63).  

Conclusions on efficacy 

The PRAC considered all the cumulative efficacy and safety data submitted for the indications of acne 

and seborrhea, hirsutism and alopecia. It also noted the available data concerning the hormonal 

contraceptive effect of CPA/EE (2mg/0.035mg) containing medicinal products. The PRAC is of the 

opinion that the benefits of CPA/EE (2mg/0.035mg) containing medicinal products continue to 

outweigh the risks in the treatment of moderate to severe acne related to androgen-sensitivity (with or 

without seborrhea) and/or hirsutism, in women of reproductive age. For the treatment of acne, the 

medicinal products should only be used after topical therapy or systemic antibiotic treatments have 

failed. For the condition of alopecia in view of the very limited efficacy data, the PRAC concluded that 

the benefit-risk balance is not favourable and therefore these medicinal products should no longer be 

indicated in this therapeutic indication. 

                                               
2  Guideline on clinical investigation of steroid contraceptives in women. EMEA/CPMP/EWP/519/98 Rev 1., (2005) 
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Risk minimisation measures 

As part of the risk minimisation measures the PRAC adopted an updated indication taking all the data 

into account, and making clear the conditions for which these products are indicated.  

In view of the risks of VTE and ATE the PRAC considered there was a need to ensure that all relevant 

information for the safe use of these products should be applied across authorised products and 

therefore agreed on the wording for all relevant sections dealing with the risk of VTE/ATE. 

The PRAC endorsed a Direct Healthcare Professional Communication (DHPC), to communicate the 

outcome of the present review and to communicate to the healthcare professionals the updated 

indication and to highlight the risk of the thromboembolic events. 

The PRAC also agreed on the need of a risk management plan to be submitted as these medicinal 

products do not have an EU risk management plan in place.  

In addition the PRAC requested a study protocol to be provided within the risk management plan 

submission, for a drug utilisation study in order to better characterise prescribing practices for these 

medicinal products during typical clinical use in representative groups of prescribers and to assess 

main reasons for prescription.  

Furthermore the PRAC requested that the protocol of a PASS should be submitted within the risk 

management plan submission, to evaluate the effectiveness of the risk minimization activities. 

Finally educational material for prescribers on the risk of VTEs and ATEs as well for patients for 

awareness of the VTEs and ATEs symptoms have been requested by PRAC for submission within the 

risk management plan. This was also one of the main points that the expert group meeting 

recommended to PRAC. 

Benefit-risk balance 

The PRAC concluded that the benefit-risk balance of cyproterone acetate/ethinylestradiol 

(2mg/0.035mg) containing medicinal products is favourable as the benefits continue to outweigh the 

risks in the treatment of moderate to severe acne related to androgen-sensitivity (with or without 

seborrhoea) and/or hirsutism, in women of reproductive age. For the treatment of acne, the medicinal 

products should only be used after topical therapy or systemic antibiotic treatments have failed. In 

addition the PRAC noted that these medicinal products have hormonal contraceptive effects and as 

such the concomitant use with another hormonal contraceptive is contraindicated. Furthermore PRAC 

agreed on other changes to the product information, additional pharmacovigilance activities and risk 

minimisation measures to address the risk of thromboembolic events. For the condition of alopecia in 

view of the overall available safety data, in particular in relation to the risk of serious thromboembolic 

events, and very limited efficacy data, the PRAC concluded that the benefit-risk balance is not 

favourable and therefore these medicinal products should no longer be indicated in this therapeutic 

indication. 

Overall conclusion and conditions to the Marketing Authorisations  

The PRAC, having considered the matter as set out in the appended referral assessment report 

recommends that 

a. the marketing authorisation holders should sponsor a post-authorisation safety study together 
with the follow up evaluation of the results of that study;   

 
b. the marketing authorisation holders should implement risk minimisation measures;  

 
c. the marketing authorisations should be varied.  
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The PRAC considered that a Direct Healthcare Professional Communication (DHPC) was needed to 

communicate the outcome of the present review. 

The PRAC also recommended that the MAH should submit a full risk management plan (RMP) within 3 

months following the decision of this procedure. The protocol of drug utilisation study in order to better 

characterise prescribing practices for the medicinal products during typical clinical use in representative 

groups of prescribers and to assess main reasons for prescription should be also be submitted as part 

of the RMP.  

The PRAC concluded that the risk-benefit balance of cyproterone acetate/ethinylestradiol 

(2mg/0.035mg) containing medicinal product(s) in the treatment of moderate to severe acne related 

to androgen-sensitivity (with or without seborrhea) and/or hirsutism, in women of reproductive age 

remains favourable subject to the restrictions, warnings, other changes to the product information, 

additional pharmacovigilance activities and additional risk minimisation measures agreed.  

Grounds for PRAC recommendation 

Whereas 

 The PRAC considered the procedure under Article 107i of Directive 2001/83/EC, for cyproterone 

acetate/ ethinylestradiol (2mg/0.035mg) containing medicinal products. 

 The PRAC reviewed all available data from clinical studies, pharmacoepidemiological studies, 

published literature, post-marketing experience on the safety of cyproterone acetate/ 

ethinylestradiol (2mg/0.035mg) containing medicinal products, as well as stakeholders’ 

submissions in particular with regards to the risk of thromboembolic events.  

 The PRAC confirmed the known risk of thromboembolism of cyproterone acetate/ ethinylestradiol 

(2mg/0.035mg) containing medicinal products, and recommended clear labelling of symptoms of 

thromboembolic events, as well as the risk factors for thromboembolic events.   

 The PRAC also considered all the cumulative efficacy and safety data submitted for the indications 

of acne and seborrhea, hirsutism and alopecia.  

 The PRAC also noted the available data concerning the hormonal contraceptive effect of 

cyproterone acetate/ ethinylestradiol (2mg/0.035mg) containing medicinal products. 

 The PRAC is of the opinion that the benefits of cyproterone acetate/ ethinylestradiol 

(2mg/0.035mg) containing medicinal products continue to outweigh the risks in the treatment of 

moderate to severe acne related to androgen-sensitivity (with or without seborrhea) and/or 

hirsutism, in women of reproductive age. For the treatment of acne, the medicinal products should 

only be used after topical therapy or systemic antibiotic treatments have failed. 

 The PRAC also considered that in view of the currently available safety data in order to maintain a 

favourable benefit/risk for the indications referred above cyproterone acetate/ ethinylestradiol 

(2mg/0.035mg) containing medicinal products should be contraindicated in patients with history or 

hereditary predisposition of venous thrombosis. In addition the PRAC stressed that these products 

should not be given concomitantly with other hormonal contraceptives. The PRAC also 

recommended further changes to the product information including that the need to continue 

treatment should be evaluated periodically knowing that the time to relief of symptoms is at least 

three months.  

 The PRAC also concluded that there was need for further risk minimisation measures such as 

information to patients and healthcare professionals. A drug utilisation study to characterise 
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prescribing practices for the medicinal products during typical clinical use in representative groups 

of prescribers was also considered. Furthermore the PRAC requested that a PASS will be conducted 

to evaluate the effectiveness of the risk minimisation activities. 

 For the condition of alopecia in view of the overall available safety data, in particular in relation to 

the risk of serious thromboembolic events, and very limited efficacy data, the PRAC concluded in 

accordance with Article 116 of Directive 2001/83/EC that the risk-benefit balance is not favourable 

and therefore these medicinal products should no longer be indicated in this therapeutic indication.  

The PRAC in accordance with Article 107j(3) of Directive 2001/83/EC, recommended by majority  

that  

a. the marketing authorisation holders should sponsor a post-authorisation safety study together 

with the follow up evaluation of the results of that study, as well as a drug utilisation study 

(see Annex IV – Conditions of marketing Authorisations);  

b. the marketing authorisation holders should implement risk minimisation measures;  

c. the marketing authorisations of the cyproterone acetate/ethinylestradiol (2mg/0.035mg) 

containing medicinal products (see Annex I) should be varied (in accordance with changes to 

the product information as set out in Annex III).   

CMDh position 

The CMDh having considered the PRAC recommendation dated 16 May 2013 pursuant to Article 

107k(1) and (2) of Directive 2001/83/EC reached a position on the variation to the terms of the 

marketing authorisations of cyproterone acetate/ ethinylestradiol (2mg/0.035mg) containing medicinal 

products for which the relevant sections of the summary of product characteristics and package leaflet 

are set out in Annex III and subject to the conditions set out in Annex IV. 
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Annex III 

Amendments to relevant sections of the summary of product characteristics 
and package leaflet 

 

 

Note:  

The summary of product characteristics and package leaflet may need to be subsequently updated by 

the national competent authorities, in liaison with the reference Member State, if appropriate 
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Summary of Product Characteristics (SmPC) 
 
Section 4.1 Therapeutic indications 
 
[The currently approved indications should be deleted and replaced by the following:] 
 
Treatment of moderate to severe acne related to androgen-sensitivity (with or without seborrhoea) 
and/or hirsutism, in women of reproductive age.  
For the treatment of acne, <invented name> should only be used after topical therapy or systemic 
antibiotic treatments have failed. 
Since <invented name> is also a hormonal contraceptive, it should not be used in combination with 
other hormonal contraceptives (see section 4.3). 

 
Section 4.2 Posology and method of administration  
 
[The wording below should be inserted in this section] 
 
[…] 
 
Duration of Use 

Time to relieve of symptoms is at least three months. The need to continue treatment should be 
evaluated periodically by the treating physician. 
 
[…] 

 

Section 4.3 Contraindications 
 
[The following contraindications related to thromboembolism should be included in this section] 
 
[…] 
 
 Concomitant use with another hormonal contraceptive (see section 4.1) 
 Venous thrombosis present or in history (deep venous thrombosis, pulmonary embolism) 
 Arterial thrombosis present or in history (e.g. myocardial infarction) or prodromal conditions (e.g. 

angina pectoris and transient ischaemic attack).  
 Presence or history of cerebrovascular accident  
 The presence of a severe or multiple risk factor(s) for venous or arterial thrombosis (see section 

4.4) such as:  
o diabetes mellitus with vascular symptoms   
o severe hypertension    
o severe dyslipoproteinaemia  

 Hereditary or acquired predisposition for venous or arterial thrombosis, such as activated protein 
C (APC) resistance, antithrombin-III-deficiency, protein C deficiency, protein S deficiency, 
hyperhomocysteinaemia and antiphospholipid-antibodies (anticardiolipin-antibodies, lupus 
anticoagulant) 

 […] 
 
 
Section 4.4 Special warnings and precautions for use 
 
[The wording below should be inserted in this section] 
 
<invented name> is composed of the progestogen cyproterone acetate and the oestrogen 
ethinylestradiol and is administered for 21 days of a monthly cycle. It has a similar composition to that 
of a combined oral contraceptive (COC). 
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Duration of Use 

Time to relief of symptoms is at least three months. The need to continue treatment should be 
evaluated periodically by the treating physician (see section 4.2). 
 
[…] 
 
If any of the conditions/risk factors mentioned below is present, the benefits of the use of <invented 
name> should be weighed against the possible risks for each individual woman and discussed with the 
woman before she decides to start using <invented name>. In the event of aggravation, exacerbation 
or first appearance of any of these conditions or risk factors, the woman should contact her physician. 
The physician should then decide on whether the use of <invented name> should be discontinued. 
 
[…] 
 
 
Circulatory disorders 
 
 The use of <invented name> carries an increased risk of venous thromboembolism (VTE) 

compared with no use. The excess risk of VTE is highest during the first year a woman starts 
<invented name> or when restarting or switching after a pill-free interval of at least a month. 
Venous thromboembolism can be fatal in 1-2% of cases. 

 Epidemiological studies have shown that the incidence of VTE is 1.5 to 2 times higher in users of 
<invented name> than in users of levonorgestrel-containing combined oral contraceptives (COCs) 
and may be similar to the risk for desogestrel / gestodene / drospirenone-containing COCs. 

 The user group of <invented name> is likely to include patients that may have an inherently 
increased cardiovascular risk such as that associated with polycystic ovarian syndrome. 

 Epidemiological studies have also associated the use of hormonal contraceptive with an increased 
risk for arterial (myocardial infarction, transient ischaemic attack) thromboembolism. 

 Extremely rarely, thrombosis has been reported to occur in other blood vessels, e.g. hepatic, 
mesenteric, renal, cerebral or retinal veins and arteries, in hormonal contraceptive users. 

 Symptoms of venous or arterial thrombosis or of a cerebrovascular accident can include: unusual 
unilateral leg pain and / or swelling; sudden severe pain in the chest, whether or not it radiates to 
the left arm; sudden breathlessness; sudden onset of coughing; any unusual, severe, prolonged 
headache; sudden partial or complete loss of vision; diplopia; slurred speech or aphasia; vertigo; 
collapse with or without focal seizure; weakness or very marked numbness suddenly affecting one 
side or one part of the body; motor disturbances; ‘acute’ abdomen 

 The risk of venous thromboembolic events increases with: 
- increasing age; 
- smoking (with heavier smoking and increasing age the risk further increases, especially in 

women over 35 years of age. Women over 35 years of age should be strongly advised not 
to smoke if they wish to use <invented name>); 

- a positive family history (i.e. venous thromboembolism ever in a sibling or parent at a 
relatively early age). If a hereditary predisposition is suspected, the woman should be 
referred to a specialist for advice before deciding about any hormonal contraceptive use; 

- prolonged immobilisation, major surgery, any surgery to the legs, or major trauma. In 
these situations it is advisable to discontinue use (in the case of elective surgery at least 
four weeks in advance) and not to resume until two weeks after complete remobilisation. 
Antithrombotic treatment should be considered if the use of <invented name> has not 
been discontinued in advance. 

- obesity (body mass index over 30 kg/m2). 
 

 The risk of arterial thromboembolic complications or of a cerebrovascular accident increases 
with: 
- increasing age; 
- smoking (with heavier smoking and increasing age the risk further increases, especially in 

women over 35 years of age. Women over 35 years of age should be strongly advised not 
to smoke if they wish to use <invented name>); 

- dyslipoproteinemia; 
- obesity (body mass index over 30 kg/m2); 
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- hypertension; 
- migraine; 
- valvular heart disease; 
- atrial fibrillation; 
- a positive family history (arterial thrombosis ever in a sibling or parent at a relatively early 

age). If a hereditary predisposition is suspected, the woman should be referred to a 
specialist for advice before deciding about any hormonal contraceptive use. 

 Other medical conditions, which have been associated with adverse circulatory events, include 
diabetes mellitus, systemic lupus erythematosus, hemolytic uraemic syndrome, chronic 
inflammatory bowel disease (e.g. Crohn's disease or ulcerative colitis) and sickle cell disease. 

 The increased risk of thromboembolism in the puerperium must be considered (for information 
on ‘Pregnancy and lactation’ see section 4.6). 

 An increase in frequency or severity of migraine during use of <invented name > (which may be 
prodromal of a cerebrovascular event) may be a reason for immediate discontinuation of 
<invented name>. 

Women using <invented name> should be specifically pointed out to contact their physician in case of 
possible symptoms of thrombosis. In case of suspected or confirmed thrombosis, <invented name> 
use should be discontinued. Adequate contraception should be initiated because of the teratogenicity of 
anti-coagulant therapy (coumarins). 
 
 
Section 4.8 - Undesirable effects 
 
[The wording below should be inserted in this section] 
 
[…] 

 
 There is an increased risk of thromboembolism for all women who use <invented name> (see 

section 4.4). 

 
[The following to be included in the table of adverse reactions] 

 
 Vascular Disorders Rare (≥ 1/10,000 to < 1/1000): Thromboembolism 

 
 
[The following to be included below the table of adverse reactions] 
 

The following serious adverse events have been reported in women using <invented name>, which 
are discussed in section 4.4 Special warning and precautions for use:  
 Venous thromboembolic disorders 
 Arterial thromboembolic disorders 
 

[…] 
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Package Leaflet 

 
1. What < invented name > is and what it is used for 
 
[This section should replace any existing one and should read as follows:] 

 
<Invented name> is used to treat skin conditions such as acne, very oily skin and excessive hair 
growth in women of reproductive age. Due to its contraceptive properties it should only be prescribed 
for you if your doctor considers that treatment with a hormonal contraceptive is appropriate.  

 
You should only take <invented name> if your skin condition has not improved after use of other anti-
acne treatments, including topical treatments and antibiotics. 

  

2. What you need to know before you use < invented name > 
 
[The wording below should be inserted in the relevant sections] 
 
[…] 
 
Do not take <invented name> 
Tell your doctor if any of the following conditions applies to you before starting to use <invented 
name>. Your doctor may then advise you to use a different treatment: 
• if you are using another hormonal contraceptive  
• if you have (or have ever had) a blood clot in your leg (thrombosis), lung (pulmonary embolism) 

or other part of your body 
• if you have (or have ever had) a disease that may be an indicator of a heart attack in the future 

(e.g angina pectoris which cases severe pain in the chest) or ‘mini-stroke’ (transient ischaemic 
attack) 

• if you have (or have ever had) a heart attack or stroke 
• if you have a condition that may increase the risk of a blood clot in your arteries. This applies to 

the following conditions:  
o diabetes affecting your blood vessels 
o very high blood pressure 
o a very high level of fat in your blood (cholesterol or triglycerides) 
• if you have problems with blood clotting (e.g. protein C deficiency)  
• if you have (or have ever had) a migraine, with visual disturbances 

 
[…] 
 
Warnings and precautions 

 
[The wording below should be inserted in this section] 
When should you contact your doctor 
 
[…] 
 
Stop taking tablets and contact your doctor immediately if you notice possible signs of a 
blood clot. The symptoms are described in section 2 ‘Blood clots (Thrombosis)’. 
 
 
[…] 
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<invented name> also works as an oral contraceptive. You and your doctor will have to consider all 
the things that would normally apply to the safe use of oral hormonal contraceptives 
 

Blood clots (thrombosis) 

Taking <invented name> may slightly increase your risk of having a blood clot (called a thrombosis). 
Your chances of having a blood clot are only increased slightly by taking <invented name> compared 
with women who do not take <invented name> or any contraceptive pill.  A full recovery is not always 
made and in 1-2% of cases, can be fatal. 
 

Blood clots in a vein 

A blood clot in a vein (known as a ‘venous thrombosis’) can block the vein. This can happen in veins of 

the leg, the lung (a lung embolus), or any other organ. 

Using a combined pill increases a woman’s risk of developing such clots compared with a woman not 

taking any combined pill. The risk of developing a blood clot in a vein is highest during the first year a 

woman uses the pill. The risk is not as high as the risk of developing a blood clot during pregnancy.  

The risk of blood clots in a vein in users of a combined pill increases further: 

 with increasing age; 
 if you smoke.  

When using a hormonal contraceptive like <invented name> you are strongly advised 
to stop smoking, especially if you are older than 35 years; 

 if one of your close relatives has had a blood clot in the leg, lung or other organ at a young age; 
 if you are overweight; 
 if you must have an operation, or if you are off your feet for a long time because of an injury or 

illness, or you have your leg in a plaster cast. 
 
If this applies to you, it is important to tell your doctor that you are using <invented name>, as the 
treatment may have to be stopped. Your doctor may tell you to stop using <invented name> several 
weeks before surgery or while you are less mobile. Your doctor will also tell you when you can start 
using <invented name> again after you are back on your feet.  

 

Blood clots in an artery  

A blood clot in an artery can cause serious problems. For example, a blood clot in an artery in the 

heart may cause a heart attack, or in the brain may cause a stroke.  

The use of a combined pill has been connected with an increased risk of clots in the arteries. This risk 

increases further: 

 with increasing age; 
 if you smoke.  

When using a hormonal contraceptive like < invented name > you are strongly advised 
to stop smoking, especially if you are older than 35 years; 

 if you are overweight; 
 if you have high blood pressure; 
 if a close relative has had a heart attack or stroke at a young age; 
 if you have a high level of fat in your blood (cholesterol or triglycerides); 
 if you get migraines; 
 if you have a problem with your heart (valve disorder, disturbance of the rhythm). 
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Symptoms of blood clots 

 

Stop taking tablets and see your doctor immediately if you notice possible signs of a blood 

clot, such as:  

 an unusual sudden cough; 
 severe pain in the chest which may reach the left arm; 
 breathlessness; 
 any unusual, severe, or long-lasting headache or worsening of migraine; 
 partial or complete loss of vision, or double vision;  
 slurring or speech disability; 
 sudden changes to your hearing, sense of smell, or taste; 
 dizziness or fainting; 
 weakness or numbness in any part of your body; 
 severe pain in your abdomen; 
 severe pain or swelling in either of your legs. 
 
Following a blood clot, recovery is not always complete. Rarely serious permanent disabilities may 
occur or the blood clot may even be fatal. 
 
Directly after giving birth, women are at an increased risk of blood clots so you should ask your doctor 
how soon after delivery you can start taking < invented name >. 

 

 
3. How to take < invented name > 
 
[the wording below should be inserted in the relevant sections] 
 
[…] 
 
 
Duration of use 

Your doctor will tell you how long you need to keep taking <invented name>. 
 
 
4. Possible side effects 
 
[This wording should be added under ‘Rare side effects’] 
 
Venous blood clot. 
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Annex IV 

Conditions to the marketing authorisations 
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Conditions to the marketing authorisations 

National competent authorities of Member State(s) or reference Member State(s) if applicable, shall 

ensure that the following conditions are fulfilled by the MAH(s): 

 

Conditions Date 
 

The MAH(s) should submit the core elements (including outline of 

DUS, PASS and educational materials) of a risk management plan in 

EU format. 

 

 

Within 3 months after EC 

decision 

 

 

 

The MAH(s) should submit the next PSUR by:  

 

 

29 August 2014 

 

The MAH(s) should provide within the risk management plan 

submission, a protocol for the drug utilisation study to characterise 

prescribing practices for the medicinal products during typical clinical 

use in representative groups of prescribers and to assess main 

reasons for prescription. Final study report by: 

  

 

 

31 July 2015 

 

 

The MAH(s) should provide a protocol of a PASS within the risk 

management plan submission, to evaluate the effectiveness of the 

risk minimisation activities. Final study report by: 

 

 

 

31 July 2015  

 

The MAH(s) should provide within the risk management plan 

Educational material for prescribers and patients. This will be 

included in the risk management plan, highlighting the risks and 

warnings of thromboembolism (by e.g. a checklist, to be 

implemented at national level). 

 

 

Outline of the education 

materials within 3 months 

after EC decision 

 

 

 


