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1.5 ERXIIRERDOFER VRFEDORER

1.5.1 ERXIIFERORE

A FEHUK| SH TOO186DF 1%, A RidikR/LE L ThD Re AL 2 o (drospirenone : DRSP)
3mg LAEBIMARNLELTHDLTF =V A T TVA—/L (ethinylestradiol : EE) 0.02mg %5
AY 580 MAELAA (SH T00186D, LATAAN) 24 & ED 7T HREE (SH T 470PD) 4 527> 5k
% 28 $Ex% PP v— M LIZBBITH D, REIHFD EE ZB-v27arxA MY v (8-
cyclodextrine : B —CD) BW#H{LEW THLITZF =NV T A NTTVF— X—=FF 7 R

(Ethinylestradiol Betadex : EE betadex) & L CHEIE Z4L TV 5, DRSP KT EE betadex DAk
REE R A 1. 65— 1HTRT,

OH
H O H
H
oH H
(e}
C H OH [,

DRSP EE betadex

B11.5- 1 DRSP RU EE R—4% 74U RDLFEHEER

1.5.1.1 ARE#EDORR

ARSI T TARICRERE LR 2 20RB0AEIR ) L ER S, B2ERIE. HROBBICEE S
WUV, . RIS T 204, Wb ARES &3 2 RIPER T, Ei, g
R OILER 7R EORTIEREMED 28 bbb D, ARRENEX, Yox2 75008 (P6) %
DIBFISY WA BRET 2 F B EM OURE, ZAUTPE S B, MRRIIc Lo b= b Snd &
2 b D, HREEEET, BEREBA EDERENE HRFEEE & . FENBYE. FEIRG
FE. T EAGIES: & OBEHIEZIT S < BV M A RINEERE 1T KB S D, HeREb: A R EEE T
10 FRD#H 0 935 20 RETEDO SRR D 7 W EBEFE BEBIINCZ < . BIEN D > M2 FEREAR
ENRFRE ENTWD, BYEMEARREEIL, BEREME A RIREEE & T Hii @ R8I
S, FEANEEZR L ORBOEICE bV, KROBEENRD b, 72, ARSI 0K
FEFLDI L b D, FREHRORE S LEFOMSIILT LLEET 2 b0 TiEe<, £,
JGR & 7 2RISR E TERWSA b b S, LT ARREROLIED 55 67.3%0 A RIS
TR B A 525 2 LIZRWEEZ D —F, SRAIRMIC L 0 B EAENEEICITZ HRED
HIRFER 5 b DIE 26.8%. 6% 03EFHI A RA L CH B AIGICZREAE K- L, 2% D Lrix
HREFCEIAE S22 BRVIRIETH D Z ERMESINTNDY, bbb AREEC b0
B AR EE I Ao | XKD 345D 1 ITHYST 5,

) BEsL— 6, ERREmR AR 2005:59(7) :990-993
2) WAMEZ, PRk 12 FEEAR AR EMIE (T £ LFERAEIFREE) JotHEE 2001:503-550
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ARKNEEOIEANRE L LT, ROBEELFLo A nF - s X N UEAH
(estrogen progestogen BEA A : EP Bl & A&) . Yo A& 75 (prostaglandin : PG) & Ak
PHEXTHDHIEAT O A FHEFIRIESRE (non—steroidal antiinflammatory drug : NSAID) 23w H
S5, #EMEARKREEE IS LTk, MERANE A VE VA VE > (gonadotropin-
releasing hormone : GnRH) 7 2 =R b, ¥+ — i L ARKEREDOIBEBERTHOIN D, Ll
R85, GnRH 7 =2 MIMET X h e S gER, BEE R TEORWERIC XD &5 WM
6 »HICIROGNDZ &, Ty —nid7 > Fa bl AERICESBIER R » BEH& G rTaE7 38
FNRROBRINELIIR SN D Z &0, HRREEOER 2 RHIICEE L T\ < Ga 1 3EREMEA
R PRI EESE & [FIRRIZ NSATD e O I REAE3ESE D EP BE S IR S N D,

AREEOFADIFRE DU E S L EZ SNLFEMNE SO PG OIBREILWS) 15 L PG BEA %
EF 2% NSAID MEH 4525, NSAID (FTEbEER D& 5 BEF ~DOERGIINEH CTH H Z L0, |
WO EAREIIEE ISR G IR OND LI+ R RENE o N2 WEARNH D Z L
E 6 B RNEEE OVEEICBWTEE FO=— X &0l LTWA LTS Wy, AIRicisun g
HAEIZHFE IS EP BlA AN, MRt v im, ARREE, AREMEE (MmEARK,
FEHR) | WmE AR, TENBE, JIEMSRE R4 & o0 BRI B 2 5 B SR O R %
BT 20, —EAIZHAVE CHEICERT L CRIEAORBBBEE N &<, LFIERLNATHND, —
7. AR B ORI T, LA DAL AR T ¢y b & L CH RN EEE 23 K E O FRAF SIS
BREICH R STV D K DT, ARICEEE T 2 AER O, 1HFEO BB W THIAL i T
W5, AFTH HRINEHEI 9 DR R E A2 B & L CARAT 2858 0RIZA & LCE
HThHY A REEHE IEGE & L CER STV R, 2009 4 7 ABITEICB W TIE. BEKER
DA B FOBEESE & Rl — Ry « Rl—4 &0 2 Vo F 25 1 L /EE BAFIN [+ ENBREICLE S
HRRREHE) ([CRELT-EINE BT 50 TH D,

1.5.1.2 ERXIIFERORE

DRSP 1% Schering #f (SAG #f, 2007 4£ 1 A X Y Bayer Schering Pharma £t : BSP 1) (2 Xk - T
1976 FEIZH R, B SN 1Ta— AT 7 FUFERT, BIRRALVEIHES LD, A
TIXHHOERARNLE LT, BWERAVEAMERICNZ, JL7 > Fa P AERE O I 2T v aL
FaA MERZRL, AERNOEIEFLVELS THDH 70 s AT 0 NIV REEH T 5,

EE WXENA TR A ST\ 5 EP BASIFIDIFfE AR T L plky T, B AR 7L ) C
HD, AAITIL 0. 02mg (ZAKHEAL LTz BE ORAIF OZEMEZ MRS 5 BT B -CD GH{LEY
TH 5 EE betadex ZEHA L TW5D, B-CD IIAIIZEBNTE, ZEA & DI R A
ELTHWHENTWAIRIMTHY . FOLEMIIEETH D, EE betadex 1K F TS
MM EE & B-CD (2R L. EE @ B~CD @42k X OB ~CD 1L DRSP & EE DWEULGEFE K ORI 3R (25
AP AN

BSP #HIZ KM 7 1 & 25 1 KA L7~ DRSP OEFR/EH Y 2 7 7 A /LI H L. DRSP & EE
DOEAHI 2% MBETSE & UCBA%RS L7=. DRSP 3mg/EE 0.03mg Fe&# (Bk5E4: Yasmin) I 2000 4F
IZA T X THERRBEN, BUEETICKE, a—ry %25t 86 #ETHEINTND, £,
WA CIZINRE AR B AERIC L 2 FIVE R A W4 UK &A% D BT 3E0 EE & & 0. 015-0. 02mg
OGN B TE 72, EE & 0.02mg (12X Y, PR TX MR Z R T D Z L3

3) R, ERERPERS AR 2005:59(7) 1994-997
4) BHEROBETEOERICET I A FT7 4 (&GETH) PRk 174 12 H B AERE AR 2R
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BENTWE=Z &5, BSP #10% EE & &% 0.02 mglZ{&JH{k L7~ DRSP 3mg/EE 0.02mg fl & 8%
T 5 Yasminelle }2UF YAZ (SH TO0186DF) #Z ikkatodii)iiiE C 20 I EEIRBAYE & Biks L 7=,

Yasminelle |3k 121 HMEEKBE IR T 7 HIRET 240007 (21 HEALT) T D DK
L. YAZ 1T T24 HMFEEERLGITHWT 4 ARIREET 20007 (24 HELTS) Th b, IRIEHIRH
T HND 4 BIZERT S Z & T IREHIRI TR O IR s RN OMERE, IREEIZ L5 ALE L H),
AVE RO (FIEER, BUR%) 28/NRICT 5 2 R if s n 550,

WESLC YAZ (SH TOO186DF) (HiitZ2 HAE & L CARMAT 2 & Mhickr LB & LT H i S,
HRBRAIRPRRSEZE (premenstrual dysphoric disorder : PMDD) D JitsfiE <2 & i M S 0D 3 Jia
JEHHT H, 7 1.5~ LIS THIFE I TV % DRSP/EE Bl & Al 2 7~ 3,

£1.5-1 BNTHRFEINTLVS DRSP/EE B2 & HA|
N 584 EERIEFOSHEE | 1v—F QA 1| KYDOFR AFE 36 i
(DRSP/EE) & Eh 5 A FEAE/[H
Yasmin 3mg/0. 03mg 21 H LT 2000 4/ KE, 33— HELT:
gz P4’ \\/ = \y/\"ﬂﬁ
o FEMREE 21 BE (111 % [5)
° SEEREE 21 BE
+7 T B AREE T BE
Yasminelle | 3mg/0. 02mg 21 BT 2006 4E/ SR w VAN HELT:
. g1 A A A (32 I EH)
o FEKEE 21 BE
+7 T B AREE T BE
YAZ 3mg/0. 02mg 24 HFLS 2006 4E/ KE, 33— WELT, SE
o FEIREE 24 8% K ;)j\ﬁﬁ (71 iﬁbiﬁi

WA CIE, BOBHEIES D P AL L TREVERRFERRBROSH S /v oFATm | LR/
WFEA RNV, A N—=Fr FTIFABMLAREIIZ, DRSP, Y= /) 7 A hp EOE R
RNAVEYDEASHEHASNLTWD, —FH, AFTE/ Vv TFRATr Y LR/ VT AR LLR
EP BLAAIOHEMRARNLE UG E LTRSS FEHAINTEZL 00, BIWERBRA~ORE) & KA
EMED R DM OERKRLE Y, R0 X 257 0 U HEE LB S E2 AT 5
DRSP OEANMFF SN TS, Fio, AFNIAF THRAIO EE ilG = 0.02mg O &RAITH
%o AHNITIHRA &R N BHEIEEREF O EP B AR THWHITWD 21 HEAT L X B0 | #H
Ho 24 BRI Z8HA Lz, S5, WS TORSEIR L L TORIF TH S - BEINmHI1EH
FE N AEANE] . R EORD . A REHERERESEO T 0 7 7 A WO RAF R AT LD |
AT H RN ERE OJREIE L L THIFFCX 28FITH D Ll L, A CTORRBICET L,

5) Sulak PJ et al, Obstet Gynecol 2000:95(2):261-266
6) Klipping C et al, Contraception 2008:78:16-25
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1.5.2 ARIZH T HFARDRE

AFRIZF 1T % DRSP/EE FLARIDOBISIT U WEE A B9 L CRtb ST, BARY =— U 7Kk
A=ttt (NSKK, 2007 42 7 A L0 3o /WSS - BYL 1) 13, FERRIREER & ONEA M ERIRR
BRERARIC K 0 AR COERKRREBRIM OS2 R L=, 2] & I H 25 1 AR ERAR SUSR 2 B
L., eV CORETHARANZMEZ R E U5 ITEPEIHERER 2 £5E L=, 2] & | A<=
i U 7= R SRS A L OIEBRAEE G . ARSI IT D EP BLAAIO A RINEHERERIK & L CoER -
DOWEENE AR B SR 0 A R IR EEETG R~ O FEE, 2005 LT O B8 DREE SR
OFRIZET 2 H A T4 D EEE 2 RIITB O TIEAK 2 A R EEHE RS - L CRRT
N L U7z, 20 R A o =SS E L O AR RER Bt & 1 < 2] =) A
5 H R INEHE B 255 & U255 I/ AR G PR kR & 3206 L 7=,

BAFE DR 2 %] 1. 5 21T,

1.5.2.1 mE BT HEER

DRSP DfE 55, #E, WPk, HIRRER G LK OV EMICE T 2 EhE BSP #Li2 X 0 it s
Nz, BLEHFEE, REOREOR E2ZBRIICSBEINTETWAR, WTnoflikiz Lo T
HEEL EOMEDOFRENREIND Z ENHERIN TS, AANCEE SLD EE 1X8-CD &
DO DEEALEW EE betadex TH Y, 1 $EF D EE G &1 0.02megTHDH (1.5.1.2 EFESUIRAD
ek M) . EE betadex DJFMEIE 725 EE T AAIKF HFEEDSMED S O % My, EE
betadex DHLEIVE, HIMERER 7 1E K OV EMEICE T D MFHET T BSP 4T3 L7-, FID
ZEMEIZOWTIE, BWIRFERBRIC I Y DRSP 1% 48 » HM (60 » A £ ToZewtikb & ik
H1) . EE betadex %60 » HZETH D Z & A L7,

AFNOBFIBHFEZ &7z - Tid, BSP +LO#E 0 HEEAI OFFEHELS 258 LTz, AFIOBEIMZIT
TS NEFNEAATH Y . FBIRNIEEY Lgw, BUHI 0 B RER 515 b OV EPEIC BT 2
Ratid, BAIRRFHC KV YL L7205 & AV T BSP #hTfTbivlz, ARANCOWTIE, FEAEER
=L THRES NI Ry FIZBWT 60 » AX TRETHDH Z LR L,

1.5.2.2 FFERPREAER

BHLA R AR VE  Th %5 DRSP DIEEGIRFERIT BSP #1 ) OV BYL #1C%EHi L7z, EE [35f% 1k
SRS BP B A RANCE N5 BARSKEH 2O ENONEEIE O S RIIEA LT T EHN
TSR ENTWD, AFIFO EE 1% B-CD & DOEBAL-EY EE betadex T D78, R HKH
R T EE betadex 1M &P EE L AMFHIICFETHL Z VLN ER>TND, LR -> T,
FEERAFRBR T FE HRZHWTH M Lz, 72, AH TORRKRRILNE K SR 7EAFE HEEIC
B L. DRSP & EE ffH#% 5 CTOIEERRFER 2 BSP 1 & OV BYL #1: T30 L 7=,

1.5.2.2.1 REHER

AT uA RARVE CRZFRICH T DR G REZ APl L7263, DRSP (37 a7 A7 m UK R K
O AT aVF af REFERICEOVEIEZ R 05, 7 Fa 7 o ZRE 7 v aan s
IA FZREITHT D EFMIIER< . DRSP (X 2 b 1 & U S KICHE D L7222 > 7=, DRSP (3—
WO & BT HRBICBNTT Y RT A, 72 Ra s U Af L H kT AT
aA MEM&ZRLIZ, 7o Rl vy, =X bhury IxIaLvFa s R JaarFas
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REOHLZ v aarFasl SMERIZRO b7, EE OB EIX, DRSP o7 n /275 o
VERRIZRT ABMER O 2T v a T ad FIERICEELZ LTI 7202 MR Iz,
F72. DRSP &N EE OOFHEE TG & 0 i IRMERHER 358D b vz, TEBEIE CTh 5 H RN
HEIE O LR BT T VTS SIVTWRNS, v T AR OYT v NI DRSP L OVEE ##21 & 5\
WS FICOFRBES- T2 2 &1 X 0 HEINmEIER & OV = NI R ER SR Sz 2 &b,
H R ETE D YR S S E R DRI 75 G- AT HE &Ik L 7=,

LZAERBE R T PR R, DIE R, MR R, BAERE. TEILER R R OVEIEICRTT 5
DRSP K O DRSP/EE Bl AAIDIERIZOWTHG LTz, FOREER, BERFEHICBWTHEEER 2R
BT 52 L3EZB2 NGO LS,

1.5.2.2.2 EME R UVEMRHEER

DRSP 2~ A, T v b, UHFXFROV RO (BN) HEZOWIITHEC) T, 1ZIExEE
Thote, BONAFT ATV T ¢ BA) FEMHEICL TR, v~V A, T b, P
TIHHABICE S TELLERN, X TEHBE Loz, v~V A, 7y MEOTHXFTIE, M
$ErH DRSP & T IE-C /T LT, IR T » FIZEWT DRSP KON DREMITIANIZIA < 25 Af
L. TOHECHITHEKL LT, v Mo S 2 o BB TH S DRSP O LR
VAR DN 4,5-T e Rr-3-Rigfa ek, v U A Ty b R LR Lo g ic
B HAL, DRSP ORI/ — ATEBNTEEI L Tz, ERPEERKITI~ Y A2, 7y FED
BN TEEF TH o722, U ¥ F CIRFERICFEREYM Sz, PP 5% O DRSP &
EE OEMBHRELIZEENZ OV T hF v a X 1T 4 7 ARBRICBWTREF L7z & 2 A, EE OO
X DRSP DL HMRFEICHE L /)2 LR R ST,

1.5.2.2.3 BB

HA[AR D E iR BRI BT D I RIEBSEEIZ~ 7 A, T » T DRSP 500mg/kg K ¥ DRSP/EE
1980. 2mg/19. 8mg/kg TH YV . SMEFMEITMRV, T v b, P DRSP & iERR N5 L 7=k C
X, RIS, BEE KO- A E ORI N, 1=, IR, FLRAR SRR VR R
WCRET 2 LB ONAFTANBIE SN, RRE/ T A — & OBREREE KOS HETORIE
HEOHMIX DRSP O 2T anrFaAf MEFIZL 2 Lo, B2 NPT RITR
NIRRT, FRRIC, T v b, YILIZEIT D DRSP/EE BLAHID KRR D& 5 Tid, #ikhL
U ROIRAR LT SRR T 5 EZ X ONLANBIE I NN, PP X 287272 @i
OB T,

In vitro, in vivo ZZBJFEMEFRER CTIL DRSP KN EE X @ mMEE RER N2 &b,
DRSP/EE Bl &HID & Mkt 2L RFEMEDO Y 27 RN D EEZ LD,

7y MR~ AD 2 FRIREOE G2 X203 AR MHERERIZ IV T DRSP (IS FFFEIEITRRD &
o,

F v by U RO IEBT 2AEBEFEERBROER I A ha o 37 e X AF o0
HEERNS PRS2 DOTHHT-,

AFEEIZX A B-CD @1 HERE (X 0.003mg/kg/H) 1. FAO/WHO A [FIE LTIy E
MR ZBSPHELRET 2 5K — HEBEGEFA & dng/kg/H DK 1/1600 THH Z &, SCHAYIZ B -
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CD IZITFFRET REFMEITFRO DR -T2 2 &6 AFIOEKRERIZIB N TE2MEDORM
RV &ofllEr LT

1.5.2.3 B R S BR

1.5.2.3.1 F 1 HHERRER
HE#G5REBR GREEERE A03773/7R8%F B 300080)

20 I A5 2 T SHNT T BERE R IR N A RFB T DRSP B 1, 3. 6mg 4%
6 11 K% Y DRSP 3mg/EE 0.02mg (SH T00186D) % 18 fFiliZ Hilalfk 1 5% O IEM BN AE ok V2 %
FFEM T, WHIEIC L VG L7z, DRSP [T A GZHCMITRIN S, &5 1~1.5 KF#ZIC
ez R L, 8 24. 2~30. 1 BG4 U7z, i+ DRSP 2 X Bl TRfF LT L,
DRSP Img 225 6mg O#iPH CHEFIMEDFR® 47z, DRSP 3mg/EE 0. 02mg Bl &7 % HlalRE O &
H. L7 L &, DRSP OIEWENREIX EE Bl IS L DB AEZ T o7, MG EE R T G%K
1.5 B C, M mig e (C.,) (50.3pg/mL) (ZEE LIz, Z D%, IMIEH BE B ITECH I
D UTe, REBRICEWTHARANLZYEZRB T 2 AR Ml STz,

T2, RAVIZBWCRIFENICE M U7z A N2 x5 & L e G5R8 (REEE S
A01222/7BRFE = 304326) DIEPEHRED H BAKAFMEIC O W T HMET L7/ R, MREEE I
AUC LR C 1FPE G- R EEA] L CHEIN L 7=,

RERERBR (@EEE5 403328/ 5%E 5 305103)

2l 07720 20l £ A TR AR RO A ANt 2 5412, DRSP 3mg/EE 0. 02mg

(SH T00186D) % 21 HMIEROKE L= & DOEFIRREICIIT S DRSP & EE OIMEIRE K& O
SEENRRIC KT T RIEFOER O FB LM 2 BT, 2 fiskdkRE (K> - BAR) | IEEM.
FEMAE A iR BR 2 520 L 7=, DRSP 3mg/EE 0.02mg % HAR Ntk 24 Bl VA A LctE 24 Bl
BOgE Lz &, BHARAAAILIZ DRSP O N T 7RI G-BltA% 8 H BICE R IRREIZE
L7z, AARAD 21 HBRIZEITFSD DRSP N EE @ C,, (LZF3E4L 78. 9ng/mL Jz Y 51. 1pg/mL T
bote, #5521 HHO DRSP LT EE @ AUC(0-24h) OO (HAN/AN) 1 TENE
U 1.05 (90%fZHE XML 0.95~1.17) . 1.02 (90%[E#EIX L 0.76~1.38) THh-o7=Z &b,
DRSP }2 OY EE OIEMENREIZ RIEAZ LN & 2l Lo, ARBRICB W THARANZE R OE A&
MBI 2 BRHITIRFTH -T2,

BA ZfREt L7-3BR (5 EER S B862/3ERE S 301780)

fat e 7 PRI R S E N 2otk 18 il 256512, DRSP 3mg/EE 0.02mg 257 5 2 FFORAH (SH
T00186D : DRSP/EE betadex, SH TO0186A : DRSP/EE) & OV it #% ¥k (SH MOO186A : DRSP
6mg/EE 0.04mg) Z¥#&H L7-& &, EE KT DRSP OFEXIHY BA Z#isf L7, SH T00186D K} SH
TOO186A % khigs L 7= FEIZIEL EE & O DRSP OFHXFHY BA X224 107% &Y 101% & B &,
DRSP KON EE DWLU i FE J ONR UL S I AF 2 E £ D B-CD OEEEZ TN ERHER S
7=,
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BREOREBZHRT LICHRR (EEERS AT33/A5R%E 5 J053)

AR 72 B ASNE N et 15 525544212, DRSP 3mg/EE 0. 03mg §E 2 & % Z2fg: J OV HER & 7412
HEE G LTERFORFORBELZTNL:ERTIL, BFIZLDY DRSP KO EE #iT C,, DK T ED
Loy DTEIEDSFRD HAL, WIUIEFEBIUC L VIEBIET 5 LB 2 bivie, —FH, AUC (2B L Tid,
DRSP (F R FHEEUC L 0 27, EE /) 20% D ThHh -7 Z L5, DRSP KON EE @ BA 1Zx}
THRFEOEBIILBRI/ NIV D EZZ LI, AAITAEFEROF I D ST RAFET
HdEBZLNT,

1.5.2.3.2 % 0 HHER RS ER
HEIRMIHIRBR (HREEZ T A11401/3 82 FE 5 305466)

2l =1 A5 20 FI A VKETHARANZYE 30 Bl &35, PEIRmEIh R A A9 5 B
I CLhER. FEEM. FEXTIREBRZ F205i L 7=, DRSP 3mg/EE 0.02mg (SH T00186D) # 1 J&#i
21 B G- L7217 7 &AREE (SH TO0186PA) % 7 HR# 592 kT2 JHW#s (1 5 28 A
L 3) L, BOWEO EEFEAGARIE, SH T00186D 5. 2 JEH BT B HEINEHI 2338
LN HERE OEIE (Hoogland A a7 23 6 A OPEIFMGIFI OLLE) & Uiz, ZORER. AH
FHAT L0 IO AN dv, PEIRAEIHI S TW D Z L AR S T,

FES COR I A 20 20 0 A) (2 FA Y T S VA NE SIS T 2 PEIR 38R
(REEERS 209372/ E 5 JJL33) 2BV ThH, YNGR 2 R S, RBERM TEITR
O ORI T,

H R A (69 D AR OMERBEF & LT, SEIMMEHEM & O = PSRRI RS L 0 +-
B IGHE DS S v, IKIR R EDIERDEB T 5 LB R B TWD, ARBRIZ I T RAF 2PN
RN HERE SN2 Z L h . AHIZ HRENEHERRIE L U TR T 2RI L o7,

1.5.2.3.3 =215 1 A BASARITHE ¢

H RN EEIE DOZIRE « RS2 B0 L 925 11 /14E DRSP &% @ M O bbifeakBr, 45 1 /1IAH
EE H &Rk R Z2ER B0 2 3J8iconT, 20 1 5 I P ciaiiER ZHESR
B =507, IGBMRO S 2 E . F I /IFH DRSP A &k & &k ONHHGERERIZ 3\ ) T2
WIFHE L T2 3 #E (FF k7R, DRSP Img " DRSP 3mg $%5-#) 2Nz DRSP 2mg %58 % N
2T AREE L, BEEOMBIEFIE 2 FiRGt Lz, £, B LREE - DR 2 T 5729012,
H 5 R V22 e DFEAMIZES U Ci, BEREME A AR IR HEE M ORI A R IR EERE B3 o Jg@ Bl T %
FHE L7,

1.5.2.3.4 ElN%E I/ MEERPREER

% 11 /I8 DRSP EHEHABRER VT 7 AN RELEGRAR (BEEEE A41540 3T 1 /ABRE
£-310283)

2l =R A5 2l 1 A ST T ARINEHERE 242 2 %5 & U725 I/ IAH DRSP =
W ERE RO T T R B E 2 3205 L7, AR 7 7 & Rt IR 2 ik 2 [7] 1 2 B
T E SRR T, DRSP 1mg/EE 0.02mg (SH T04740A) . DRSP 2mg/EE 0.02mg (SH TO4740E) .
DRSP 3mg/EE 0.02mg (SH T00186D) % 1 JAMiHh 24 HMEE L% 77 EAREE (SH T0470PD) %
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4 &G4 5T 4 A (16 ) RO&S5 Lz s &0 RINEEICR3 2% DRSP 0%
EAmE L. Ho. HRWNEEEIZK9 % DRSP 3mg/EE 0.02mg (SH T0O0186D) DA Zhit % MiiE4
HZEREABE LT,

FHEFMEE T HX—R T A DI E TO A RREEE A 27 5502 kg (CFY+
FEHE(RZZ) 1. DRSP 1mg/EE 0.02mg &% 5RECT-2.5+1.52, DRSP 2mg/EE 0. 02mg 58 T-2.1+
1.51, DRSP 3mg/EE 0.02mg ¥ 5HET-1.9+1.63 THY ., 7T v RKEHED-1.011.53 &L
THE (WFivd p0.001) ThHoZ Enb, T XTOEREKRGRETHBRKNEEE 5 5 H%)
MENHER STz, HRRFFO TSR M OWERIX, N— R T A & i U CROERHmEE 2 1 L5838 &
HBRECRBT 2L R LT, WTNOFEEREHETH FEANEOIEE, iF=A N7 U4 —
JVIREE e ML 7' 1 7 AT v PREEOIR T 23388 B, KO A R IKREEE x5 1E 2335
o, HEMOMKRIZE L TiX, ARREE R 27 550 Z b EICH B H&IKRAEIEER
DHENT, ARRERTO DRSP O/ AEIL Ing THDHZ EWRENTZ, LLEERS, T
DOFLAHIZ LY DRSP &L LT 3mg 238 IRN9 25 = LTz Lk L=,

e  DRSP 3mg/EE 0.02mg #5-#£1 DRSP 1mg/EE 0. 02mg #5-#£35 L U8 DRSP 2mg/EE 0. 02mg %5
BEWCHE L. DRSP/EE ElAAIBE&E M L7 i H & BEICEET 5, /2. AEFRB X
CEWEA & LTHiE SN RIEF = Hiil OFEBL=E1E, DRSP 1mg/EE 0. 02mg % 5-%F K& OV DRSP
2mg/EE 0. 02mg #% 58 TH 30% TH->7-DIZ%F L, DRSP 3mg/EE 0.02mg & 5HETlE 13.1%
Tholz, ZOZENG, REa LT T AT AR QOL ICEE/R ARPEMH MmO = k
2 —/LOBLENS ., 3mg DI BAFELWDRSP O ETHD EEZ BT,

o JAMIOMIET A N T A — LR IT DRSP O F EAKIFHIIIE L. DRSP 3mg/EE 0. 02mg %
ERECINER R R bR Il S Z AR SN2 &, ERonE e S A7 e v
EEOHR NG, JRIINEZ 5722 & 29 BfE (1. 5ng/ml) % L[R5 JEH]A DRSP 1mg/EE
0.02mg #%5-#£ K% Y DRSP 2mg/EE 0. 02mg % 5-8E CITEHIERD Gz DIkt L, DRSP 3mg/EE
0.02mg FZ5HECTILHEUNICARIE L TR o T mlREME R BT 1 Bl BRZ O HRd-
72 &M, DRSP 3mg (XK VAERIZIEIRO Y A7 2 TP Z LR MFFCEOHETHD Z
LR SN,

o ZEMIZOVWTHLHHEMIZEITRD Lo T,

FO/ME EE AERRBEROREHEELZEMERER (REESZS MI1541 3T 2 /RBRES
310284)

2 =0 A5 2 R A ST T ARINEEERAE 414 Bl 2%t L U725 11 /TAH BE &
WesB R ORI 522 20 BR 2 i U 7o, ARRBR 1T 2 i % 2 R 4 1 2% B BE S5 3k BR T, DRSP
3mg/EE 0.02mg (SH T00186D) KX TX DRSP 3mg/EE 0.03mg (SH T 470FA) % 1 JEHIF 24 HREEE
L7127 7 8AREE (SH T 470PD) % 4 HREEG T2 4ET 6 W (24 W) BOks LEGE
O A BRI H M2 95 EE OfF 2% L. H-> SH T00186D % 13 JAH (52 M) #&r#
HLESGEOEMZEE2 KRG 2 B TEE L7z,

6 JEHT B o H#% A R I O 38 BL#IE DRSP 3mg/EE 0. 02mg 4% 5-8£ &% OF DRSP 3mg/EE 0. 03mg %
HRETEFNEN 12.6% (95%IEHEX [ 8.57~17.53%) KN 7.1% (95%(E#E X [E 1.98~
17.29%) Th o7z, ZHIVIBEFORR DRI & A% 0 A RRJEMFAH 2 =T b0 TH Y | mEED
H M B IIER LA CE 28I H D EB 2 bivle, £7-. DRSP 3mg/EE 0.02mg & 5-# &
UF DRSP 3mg/EE 0. 03mg & G-REDOMEZR M ORI 2D 722 & BE BLG &3 H BRINEEE 2%
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DAL B 2 722 L Dv5 DRSP 3mg 12%F L EE & 0. 02mg (T & L L CTHESES
iz,

ARFRBRIZFBUWNTH DRSP 3mg/EE 0. 02mg $%5-#£ K OV DRSP 3mg/EE 0. 03mg # G-AfILiz_R—2F 1
TR U CHARREEE R 27 OGFHOFE 2D 58D vz, AREEEE A 27 O ITR
Fl> 13 A O 5 AR P HERE S v, AFO B 5RO G INE MR S vz,

AFN DML, R TEME L 2 DOF I/ MAHREREE R A S U7zl £ 0§l L 7=,
& EEAT I S D BIVE RSB RIIAFI 5-HET 90.5% (371/410 f]) . T RHEEGRET 84.5%
(49/58 f5) T o7z, EAREIEAIL, B8R, HEl, ANEFEHM, BEERE R, PEESHm,
HARNEEE, THEER Th-o7-, BEAOREIXIFEAEHPRE~TEETHY . WTFHORIE
GG 2 FME CICBIERE, B5Hk L LITRBRNED Lz, KRBT L7 A RN
SiE B OARFNE GREORENET 7 7 7 A VIZEWNA THE STV A ARFI KLY EP BlE Al & Fal

LTV,

S 592 B TECAIOT/RVRIBICK LRI 05 5 AVERE S N5 B E IR O TR Fo1
TRANE T 5 7201 BEEFIE L B EHIICSWT GBA) | 28510 L, BHRER
B GABRILE S 310284) OAJEFID 6 BB G2 T Loz Lz, o] 41 A ic 2l
ORGSR G T U, ol Il B R0 % G e ki A R U7,

B> 2 RBRICEB VT, AFN O REREEIE (592 BRI IHRRENE A RE IR HEE X 0SB EH R IR
HHEREM TEN R, EmEEERICE T 2 ZaIC bR TRO NN &b AR
KA OBEIEZ THREWNEIE] L3520 YTHD LHB LIz,

1.5.2.4 B &1+ 5 DRSP/EE EHESH D KRB TRRERFAE

BSP #hix g —a v XK UK[ETO Yasmin Lrif%, DRSP &4 B4 & & Tofk MREAT IR FHE & Xt
G L7200 K#BETRZLFAAE (Furopean Active Surveillance Study:EURAS J TN
Dispensing Practices, Health Outcomes, and Pregnancy Outcomes in Women Taking Yasmin
and Other Oral Contraceptives:INGENIX) #{T-7-, ZH5HOFHAEICL Y DRSP &4 A FHHE
T O FRIR MR FEARE . BYAR MR ZEARE K AR AR DR Y A 7 1%, VAR LT A M Lv

(levonorgestrel : LNG) & A 4 & ToBEAF OfF A BEEIEAE & & =D VW2 LR ST,
S OFEIL Yasmin IZDOWTOFHETH -7-05, KETHEM L 7ZFEEOFHE (International
Active Surveillance Study of Women Taking Oral Contraceptives : INAS) W& I WT
b YAZ Z 5 de DRSP & A BUHIME HE COFARMARIERIE DORBLRIL, BEF O D lEE3RAE &
NIV ERHEREN TN D, FIRIMARERIEIX DT O 38— b THIRWEBEE (8
/10000 #i N« ELLF) Th o7z,

A EURAS: INGENIX: INAS:
Prospective, controlled, Prospective, Multinational,
non—interventional, observational study prospective, controlled,
active surveillance non—interventional, long—
cohort study term cohort study
FEHEHIE | 2000-2005 2001-2004 2005-F i
SE5 25 59, 510 67, 287 52,222
(2008 | H A P EAE)




1.5 R3S RO & OBRFE O
FEAE
Bayer Yakuhin, Ltd. Page 11 of 14

1.5.2.5 EXLHERFTRAEHE

AHFEER S U THRET AR T — 2 8y r—21%, BN KOS CEfE S -8 1 AEERER
Br (FABRE B 300080, 305103, 301780, 93053) W ONMZIEWNSE I /M IKRER (GRERE S
310283, 310284) ZEHM&EEIE LTz, = DMOWEIMEKRERIISZEE & Lz,

LL_E D FERRIR B i & ORI AR BR A A B 3 2. RS IR eARGRGE 21T ) 2 & & LT,

[ Fh &5 B ]
Y — XA GE

[ZhHE - 24 ]
H i IR HEE

[H - HE]
1 H 1828 H —EDOREZNZED HILTNEIZHE - T GRIREEEN S BRI 5) 28 H MRS 1
&5‘#6 o
P28 HREIZ#E 1 A E L, B2 &b o> TWA DN TWANIZnb 63, 29 HE
MOIROE I OEER 2 PG L, DL RERICHE D KT,

1.5.3 SEIZE T SRR

BSP %% DRSP 3mg/EE 0. 02mg & (24/4 AL)5) CTH % SH TO0186DF % LT3 i iE TR L.
2006 4E 3 HITKE THEZBEA, 2006 4F 4 A LV YAZ OpEHETHGE L7=, KV T, PMDD J O
PESE GEEEA B & 3 556) OIS TENLEIL, 2006 4 10 A KO 2007 4 1 A KR =15
776

F—u v BN TS 20ff] 12 SH TO0186DF Z Hih L, EU AHARRAEIC & KRR Tt & 28 T,
2008 4 5 HITHEHFEORNEETHRGE S 41, 2008 4£ 9 H L W ARFE L TV %, PMDD & ONEIE DIEISIELS
DOWNWTH, BIFEHRFETTH D,

SH TO0186DF D H % A #EAE D i i iE T OBAFSIIAFRD AT, WA TIEBHFE STV a0,

1.5.4 FH OHFHRUVERAK

1.5.4.1 AFH| DL

e DRSP (FEMRKRNLEAMERHICIMZ, LI xTarFad RERAEORT v K U EH %
Y. RARO T a F AT u A WEBER 2 L & GEKRFRLVE L TH D,

o DRSP [FBEFOAKERSE LT 1T R, T Fa P EASCI R TvarFal RE
A ZRE 0,
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o EEEERE 0.02mg IS{RARAL LT, AFTRAIO BE LA RIAITH 5.
o KITHIDTOD 24 AT Z M L7 EP Bl AHITH 5,

o AFNIARNEE R =7 (RN EEE ORI N OSBRI OMASEE) 8% L, AR NEHE
EHETD

TR ARG L Ui ZHE MRS GBI/ IAEERREER) ([2BW\W T, AHIEE 1
BB LI, 7RIz U BRREE 2 2 7T I3 ZICIE T L-, BRNEEE 2 27
BRIOR—=R2 T A4 VD OEALEITENEREMEE (16 W% X IFXH L) T TR ES
BE-1.0+21.53 %f L. AFIERGRETIZ-1.9+1.63 Thy ., IS ERBICHLAEICEKTL
7=,

o KANIHARERFO FHTHE. MR & BT %

TR eRRE Uiz TEERLEHUR GF 0/ ERRER) 2B\ T, KAlkG%
O T REHBIR Mo OSSR D BUE AL (TR~ DA 27 L7,

o AFNIHERENE N ORFENEIZ B &3 H RN EHE ORER 2 8T 5

AH TR U725 I/ MARES R BRI 5 T BEREME M OV ELME A RN EHE B Cl3iE
)55 D H RN BEE SR D R AR S Tz,

o RHNTIHIR M MO AT 5

AH T HENE U725 T/ MARES R ERBR I 5 T AHIR 5-5% 0 & HH i o0 #2823 4% i JE
BN LT 2 23 i vz,

o RFHIDH R PR i oD FESE | IBEF O Bk & AR TH D,

AR CTHESE L7255 11 /TAH EE JHBfERE & ORBIR G LRI\ T, AflkE#% 6
JE H o FPRE IS 12. 6% (95%(FHEIX A 8. 57~17.53%) TV BEAFOR &kt
IR L FRRE TH D Z ENOHRERICBOWTHFATE 2HENTH 5,

o ZEMOEWEAITSHD,

AFREERRBRIC L0 . AFEEZOBIERAIL 90.5% (371/410 f]) (23R BTz, 5 2
A E Cloik b < BB L, BEHke & LICRBEENED Lz, ERIERIX. BEFE
(41.0%) . > (29.8%) . AETFEHIM (25.4%) | GEERAERT (20.2%) . %
Zetim (19.5%) . ARKNEEE (18.8%) . FHEHE (11.2%) ThY ., Bhike &
W Lz,

1.5.4.2 AFIOARE (LIEF )
AHNOFRMEITILL T D X S IZFEL ST,
o HE/EMFRICEE & o9 A RNEHE OREAEIR 28 (] RERF OFgm  ON, H IR EHE OFE

TERPBIR S 0D, SURAEZLEL LTH, TOMABE~LTZENTES, ) 52
LIZRY . QL OBESHIFTE DIEHETH S,
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o HEREMER OSRETREIC B & RIREE ORR 2 B L, RO IS S h B B
RN T A R |5 L CHE S TR T %

o KHFOMRIL, TG EMET HRVMERF S, REIRGDTRETH S Z L, ARRINEE
FED RN DT DFIRE OB L 720 5 5,

o EP BLEANCEIT B REMAFNE VR OFE LN EE ORI, AR EHE £ H 2~ Ao
BLERECLIVBEIRENDIRNEI LD EEZ D, BFEOEEARFRLVE & B 5
i % %> DRSP KON EE & &1SEEMF EP #AI 0 5 big b IR & TH 2 AKX, H BRINEES
W EP BE AR O T38RI L 720 5 5,

o AFIFREIZ IV MBI ORI DI H Y . Hooo AR i oo S 13
fFOEMER DRI L RRTH D Z &b AANT L 2 AR TETH D,
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1.6 NEIZETHERRRECETLE8H

1.6.1 SNETHER (R - ERAKER

AHGERFA (SH TOO186DF) L, RmAEL /Y (drospirenone : DRSP) 3mg & T=F = /LT X
N F—) RXR—%5F7 2 (ethinylestradiol betadex : EE betadex) % EE & L T 0.02mg %
EROBAAITHY . FEEE CITF. AF) 24 /R OT T BREE4 FEN DR 5 HAITH 5,

AHGERANL, 2006 4E 3 I KEIZI W TREEOLNAE TAFR S, 2006 45 4 A LV YAZ OfF
ECHRFe & B As L7z, 2006 4F 10 A 21X A Al AR 7 ES%E  (Premenstrual dysphoric
disorder : PMDD) | fel T, 2007 £ 1 AIZIZHEEIEOEN AR SN, BIFE, 20 3 DD
HE CIRFES LTV D,

I—nu v /NZBWTH, 2006 412 YAZ ZHGE L., 2007 4F 6 HI2A T o X2 W CGREDZhRE
TR I AL, EUMHAGRREIZ X A7KGRFHRe E 248 T, 2008 -9 H XV 13 » [ETHRIEZN TV D,
F72. PMDD R OFHHME BN TE, BUERGHF TH D,

2009 4= 5 H 31 HBUE, ARHFFERANL, WA 71 » ETHER I, YAZ O Yasminiq DPFEET
40 # E TR EINTWD, AENTBIT DK « lGER A £ 1.6, 1- 1WIRT,

7B, AR R EEHR L, EE FHEO 722 Yasmin (DRSP 3mg/EE 0. 03mg BlAAl, FE3E
BE 21 88) 13, BEHEOZHEET 2000 45 3 AICA T X THEBERIGHE. BU B W T ARRGES
Fu. 2000 4E 11 H XV KA CHGENBE SN, BIfE (2009 4£ 5 H 31 H) % TIZ Yasmin (%
EEE 21 BB, FLIEE 21 SE+ 7T BAREE 7 H8) 1L 111 » ETHER I, 86 » [ETHIESNT
W5, Flo, KRHGERAIL R UEESEZ 21 HEBG-7 5 Yasminelle [DRSP 3mg/EE 0. 02mg fiil &
A, FEEEE 21 §8) 23, 2005 4 8 AIZHHTEOBRETA T > X THER S, 2006 4= 3 HIZ EUAHA
FRAEE R T, BIfEE TIT Yasminelle (ZE3EEE 21 8, FEHKEE+ 77 BREE 7 88) 13¥gsk 32 »
THAGRI I, 22 #[ETIRITEINTND,
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ESE BR5E4 A H AR SERfla
TAARAZ KR Yaz 2008/8/19 2008
TANT R Yaz 2008/10/17
TIE L F Yaz 2007/7/3 2008
T LN Yaz 2007/8/8
TR =T Yaz 2009/4/8
T Yaz 2009/1/27
AZ2V7T Yaz 2008/10/7
A RRTT Yaz 2008/7/18 2009
v TAF Yaz 2006/11/28 2008
TNTT A Yaz 2007/6/6 2007
e[ Yaz 2008/6/26
T 7T KV Yaz 2007/8/31 2007
T A N=T Yaz 2008/6/20
T LN RV Yaz 2008/3/6 2008
F—A T V7T Yaz 2008/2/8 2008
F—ANIT Yaz 2008/6/12 2008
A Yaz 2007/6/29 2008
AT RET T IV Yaz 2008/3/18
DY T AHE Yaz 2008/5/6
Vit Yaz 2008/12/23 2009
XUy Yaz 2008/11/11
TTT<T Yaz 2007/12/27 2008
I AEZ YT Yaz 2008/4/22 2008
R =L Yaz 2008/12/15
AA R Yaz 2008/6/13 2008
AT 2 —F Yaz 2008/7/3
ANRA Yaz 2008/9/26
A F A Yaz 2008/3/6
A\ NNFT Yaz 2008/5/28
A X=7 Yaz 2008/5/23
e Yaz 2008/5/6 2008
2 A Yaz 2007/8/31 2008
K B[] Yaz 2008/7/3 2009
= Yaz 2008/10/17 2009
F Yaz 2008/6/11 2008
F Yaz 2007/8/8 2007
Fow—7 Yaz 2008/6/19 2008
KA Yaz 2008/7/16 2008
FI= Yaz 2008/1/16 2008
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E# fR5E 4 A2 B BRSERAIA

=777 Yaz 2008/3/4 2008
—a—V—J R Yaz 2008/8/15

SNz — Yaz 2009/4/22

A F Yaz 2008/6/23 2008
NI Yaz 2008/12/12
NTTTA Yaz 2007/9/19 2007
74 VB Yaz 2008/9/29

T4 R Yaz 2008/5/30 2008
77T Yaz 2007/1/2

Yaz (24 active pills only) 2007/1/2 2007

77 A Yaz 2008/11/24
TNHIYT Yaz 2009/4/9

K Yaz 2006/3/16 2006
NRRALTT Yaz 2007/10/29 | 2008
R—F K Yaz 2008/7/30

RA=T e~} | Yaz 2008/12/4

RIET Yaz 2007/11/19

ARV N Yaz 2008/5/30 2008
W Yaz 2008/5/15 2008
RV T R Yaz 2008/3/6 2008
~r K= Yaz 2009/4/27

~)VH Yaz 2008/9/22 2008
F )L R Yaz 2009/2/6

7 hET Yaz 2008/6/20 2008
VR T7=T Yaz 2008/7/31 2008
N—<=7 Yaz 2008/7/14

= Yaz 2008/11/10

NI TNT Yaz 0,02mg/3mg, comprimés pelliculés 2008/9/29 2009
AL — Yaz 0,02mg/3mg, filmomhulde tabletten 2008/8/11 2009
~lL—v7 Yaz Tablets 2009/3/26

rr= YAZZ 24+4 2009/3/2

== N0 Yasminiq 2006/9/6 2007
~)L— Yasminiq 2007/11/7 2008
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YAZ® 67004
(drospirenone and ethinyl estradiol) Tablets

PHYSICIAN LABELING
Rx only

PATIENTS SHOULD BE COUNSELED THAT THIS PRODUCT DOES NOT
PROTECT AGAINST HIV INFECTION (AIDS) AND OTHER SEXUALLY
TRANSMITTED DISEASES

DESCRIPTION

YAZ" provides an oral contraceptive regimen consisting of 24 active film coated tablets each
containing 3 mg of drospirenone and 0.02 mg of ethinyl estradiol stabilized by betadex as a
clathrate (molecular inclusion complex) and 4 inert film coated tablets. Other ingredients are
lactose monohydrate NF, corn starch NF, magnesium stearate NF, hypromellose USP, talc USP,
titanium dioxide USP, ferric oxide pigment, red NF. The inert film coated tablets contain lactose
monohydrate NF, corn starch NF, povidone 25000 USP, magnesium stearate NF, hypromellose
USP, talc USP, titanium dioxide USP.

Drospirenone (6R,7R,8R,9S,10R,138S,148S,15S,168S,17S)-1,3°,4°,6,6a,7,8,9,10,11,12,13, 14,15,15a,16-
hexadecahydro-10,13-dimethylspiro-[ 1 7H-dicyclopropa-[6,7:15,16] cyclopenta[a]phenanthrene-17,2’
(5H)-furan]-3,5’(2H)-dione) is a synthetic progestational compound and has a molecular weight of
366.5 and a molecular formula of C,4H3(0;. Ethinyl estradiol (19-nor-17a-pregna 1,3,5(10)-triene-20-
yne-3, 17-diol) is a synthetic estrogenic compound and has a molecular weight of 296.4 and a

molecular formula of CogH40,. The structural formulas are as follows:
0]

Drospirenone Ethinyl estradiol

CLINICAL PHARMACOLOGY
PHARMACODYNAMICS
Oral Contraception

Combination oral contraceptives (COCs) act by suppression of gonadotropins. Although the
primary mechanism of this action is inhibition of ovulation, other alterations include changes in



the cervical mucus (which increases the difficulty of sperm entry into the uterus) and the
endometrium (which reduces the likelihood of implantation).

Drospirenone is a spironolactone analogue with antimineralocorticoid activity. Preclinical
studies in animals and in vitro have shown that drospirenone has no androgenic, estrogenic,
glucocorticoid, or antiglucocorticoid activity. Preclinical studies in animals have also shown
that drospirenone has antiandrogenic activity.

Acne

Acne vulgaris is a skin condition with a multifactorial etiology including androgen stimulation
of sebum production. While the combination of ethinyl estradiol and drospirenone increases sex
hormone binding globulin (SHBG) and decreases free testosterone, the relationship between
these changes and a decrease in the severity of facial acne in otherwise healthy women with this
skin condition has not been established. The impact of the antiandrogenic activity of
drospirenone on acne is not known.

PHARMACOKINETICS
Absorption

The absolute bioavailability of drospirenone (DRSP) from a single entity tablet is about 76%.
The absolute bioavailability of ethinyl estradiol (EE) is approximately 40% as a result of
presystemic conjugation and first-pass metabolism. The absolute bioavailability of YAZ, which
is a combination tablet of drospirenone and ethinyl estradiol stabilized by betadex as a clathrate
(molecular inclusion complex), has not been evaluated. The bioavailability of EE is similar
when dosed via a betadex clathrate formulation compared to when it is dosed as a free steroid.
Serum concentrations of DRSP and EE reached peak levels within 1-2 hours after
administration of YAZ.

The pharmacokinetics of DRSP are dose proportional following single doses ranging from 1-10
mg. Following daily dosing of YAZ, steady state DRSP concentrations were observed after 8
days. There was about 2 to 3 fold accumulation in serum Cmax and AUC (0-24h) values of
DRSP following multiple dose administration of YAZ (see Table I).

For EE, steady-state conditions are reported during the second half of a treatment cycle.
Following daily administration of YAZ serum Cmax and AUC (0-24h) values of EE accumulate
by a factor of about 1.5 to 2 (see Table I).



TABLE I : TABLE OF PHARMACOKINETIC PARAMETERS OF YAZ
(Drospirenone 3 mg and Ethinyl Estradiol 0.02 mg)

Drospirenone
Cycle / Day No. of Cmax- Tmax® | AUC(0-24h)! tipl
Subjects (ng/mL) (h) (ngeh/mL) (h)
1/1 23 384(25) | 1.5(1-2) 268 (19) NA
121 23 70.3 (15) | 1.5(1-2) 763 (17) 30.8 (22)
Ethinyl Estradiol
Cycle / Day No. of Cmax" Tmax® | AUC(0-24h)" tipl
Subjects (pg/mL) (h) (pgeh/mL) (h)
1/1 23 32.8(45) | 1.5(1-2) 108 (52) NA
121 23 45.1(35) | 1.5(1-2) 220 (57) NA

NA =Not available  *: geometric mean (geometric coefficient of variation) %: median (range)
Effect of Food

The rate of absorption of DRSP and EE following single administration of a formulation similar
to YAZ was slower under fed (high fat meal) conditions with the serum Cmax being reduced
about 40% for both components. The extent of absorption of DRSP, however, remained
unchanged. In contrast, the extent of absorption of EE was reduced by about 20% under fed
conditions.

Distribution

DRSP and EE serum levels decline in two phases. The apparent volume of distribution of DRSP
is approximately 4 L/kg and that of EE is reported to be approximately 4 - 5 L/kg.

DRSP does not bind to sex hormone binding globulin (SHBG) or corticosteroid binding
globulin (CBG) but binds about 97% to other serum proteins. Multiple dosing over 3 cycles
resulted in no change in the free fraction (as measured at trough levels). EE is reported to be
highly but non-specifically bound to serum albumin (approximately 98.5 %) and induces an
increase in the serum concentrations of both SHBG and CBG. EE induced effects on SHBG and
CBG were not affected by variation of the DRSP dosage in the range of 2 to 3 mg.

Metabolism

The two main metabolites of DRSP found in human plasma were identified to be the acid form
of DRSP generated by opening of the lactone ring and the 4,5-dihydrodrospirenone-3-sulfate.
These metabolites were shown not to be pharmacologically active. In in vitro studies with
human liver microsomes, DRSP was metabolized only to a minor extent mainly by Cytochrome
P450 3A4 (CYP3A4).

EE has been reported to be subject to presystemic conjugation in both small bowel mucosa and
the liver. Metabolism occurs primarily by aromatic hydroxylation but a wide variety of
hydroxylated and methylated metabolites are formed. These are present as free metabolites and
as conjugates with glucuronide and sulfate. CYP3A4 in the liver is responsible for the 2-
hydroxylation which is the major oxidative reaction. The 2-hydroxy metabolite is further
transformed by methylation and glucuronidation prior to urinary and fecal excretion.



Excretion

DRSP serum levels are characterized by a terminal disposition phase half-life of approximately
30 hours after both single and multiple dose regimens. Excretion of DRSP was nearly complete
after ten days and amounts excreted were slightly higher in feces compared to urine. DRSP was
extensively metabolized and only trace amounts of unchanged DRSP were excreted in urine and
feces. At least 20 different metabolites were observed in urine and feces. About 38-47% of the
metabolites in urine were glucuronide and sulfate conjugates. In feces, about 17-20% of the
metabolites were excreted as glucuronides and sulfates.

For EE the terminal disposition phase half-life has been reported to be approximately 24 hours.
EE is not excreted unchanged. EE is excreted in the urine and feces as glucuronide and sulfate
conjugates and undergoes enterohepatic circulation.

Special Populations

Ethnic groups

No clinically significant difference was observed between the pharmacokinetics of DRSP or EE
in Japanese versus Caucasian women (age 20-35) when YAZ was administered daily for 21
days. Other ethnic groups have not been studied.

Hepatic Dysfunction

YAZ is contraindicated in patients with hepatic dysfunction (see CONTRAINDICATIONS
and BOLDED WARNING). The mean exposure to DRSP in women with moderate liver
impairment is approximately three times higher than the exposure in women with normal liver
function. YAZ has not been studied in women with severe hepatic impairment.

Renal Insufficiency

YAZ is contraindicated in patients with renal insufficiency (see CONTRAINDICATIONS and
BOLDED WARNING).

The effect of renal insufficiency on the pharmacokinetics of DRSP (3 mg daily for 14 days) and
the effect of DRSP on serum potassium levels were investigated in female subjects (n = 28, age
30 - 65) with normal renal function and mild and moderate renal impairment. All subjects were
on a low potassium diet. During the study 7 subjects continued the use of potassium sparing
drugs for the treatment of the underlying illness. On the 14th day (steady-state) of DRSP
treatment, serum DRSP levels in the group with mild renal impairment (creatinine clearance
CLcr, 50-80 mL/min) were comparable to those in the group with normal renal function (CLcr,
>80 mL/min). The serum DRSP levels were on average 37 % higher in the group with moderate
renal impairment (CLcr, 30 - 50 mL/min) compared to those in the group with normal renal
function. DRSP treatment was well tolerated by all groups. DRSP treatment did not show any
clinically significant effect on serum potassium concentration. Although hyperkalemia was not
observed in the study, in five of the seven subjects who continued use of potassium sparing
drugs during the study, mean serum potassium levels increased by up to 0.33 mEq/L. Therefore,
potential exists for hyperkalemia to occur in subjects with renal impairment whose serum
potassium is in the upper reference range, and who are concomitantly using potassium sparing
drugs.




INDICATIONS AND USAGE

YAZ is indicated for the prevention of pregnancy in women who elect to use an oral
contraceptive.

Oral contraceptives are highly effective. Table II lists the typical unintended pregnancy rates for
users of combination oral contraceptives and other methods of contraception. The efficacy of
these contraceptive methods, except sterilization and contraceptive implants and IUDs, depends
upon the reliability with which they are used. Correct and consistent use of methods can result
in lower failure rates.

YAZ is also indicated for the treatment of symptoms of premenstrual dysphoric disorder
(PMDD) in women who choose to use an oral contraceptive as their method of contraception.
The effectiveness of YAZ for PMDD when used for more than three menstrual cycles has not
been evaluated.

The essential features of PMDD according to the Diagnostic and Statistical Manual-4™ edition
(DSM-1V) include markedly depressed mood, anxiety or tension, affective lability, and
persistent anger or irritability. Other features include decreased interest in usual activities,
difficulty concentrating, lack of energy, change in appetite or sleep, and feeling out of control.
Physical symptoms associated with PMDD include breast tenderness, headache, joint and
muscle pain, bloating and weight gain. In this disorder, these symptoms occur regularly during
the luteal phase and remit within a few days following onset of menses; the disturbance
markedly interferes with work or school, or with usual social activities and relationships with
others. Diagnosis is made by healthcare providers according to DSM-IV criteria, with
symptomatology assessed prospectively over at least two menstrual cycles. In making the
diagnosis, care should be taken to rule out other cyclical mood disorders.

Y AZ has not been evaluated for the treatment of premenstrual syndrome (PMS).

YAZ is indicated for the treatment of moderate acne vulgaris in women at least 14 years of age,
who have no known contraindications to oral contraceptive therapy and have achieved
menarche. YAZ should be used for the treatment of acne only if the patient desires an oral
contraceptive for birth control.



TABLE II: Percentage of women experiencing an unintended pregnancy during the first
year of typical use and first year of perfect use of contraception and the percentage
continuing use at the end of the first year: United States.

% of Women Experiencing an % of Women
Unintended Pregnancy Continuing Use
Within the First Year of Use at One Year’
Method Typical Perfect
(1) Use' (2) Use? (3) 4)
Chance” 85 85 40
Spermicides’ 26 6 63
Periodic abstinence 25
Calendar 9
Ovulation method 3
Sympto-thermal® 2
Post-ovulation 1
Withdrawal 19 4
Cap’
Parous women 40 26 42
Nulliparous women 20 9 56
Sponge
Parous women 40 20 42
Nulliparous women 20 9 56
Diaphragm’ 20 6 56
Condom”
Female (Reality) 21 5 56
Male 14 3 61
Pill 5 71
progestin only 0.5
combined 0.1
1UD:
Progesterone T 2 1.5 81
Copper T 380A 0.8 0.6 78
Lng 20 0.1 0.1 81
Depo Provera 0.3 0.3 70
Norplant and Norplant-2 0.05 0.05 88
Female sterilization 0.5 0.5 100
Male sterilization 0.15 0.1 100

Emergency Contraceptive Pills: Treatment initiated within 72 hours after unprotected
intercourse reduces the risk of pregnancy by at least 75%.’

Lactational Amenorrhea Method: LAM is a highly effective, temporary method of
contraception.'

Source: Trussell J, Contraceptive efficacy. In Hatcher RA, Trussell J, Stewart F, Cates W,
Stewart GK, Guest F, Kowal D, Contraceptive Technology: Seventeenth Revised Edition. New
York NY: Irvington Publishers, 1998.



1 Among typical couples who initiate use of a method (not necessarily for the first time), the
percentage who experience an accidental pregnancy during the first year if they do not stop
use for any other reason.

2 Among couples who initiate use of a method (not necessarily for the first time) and who use
it perfectly (both consistently and correctly). The percentage who experience an accidental
pregnancy during the first year if they do not stop use for any reason.

3 Among couples attempting to avoid pregnancy, the percentage who continue to use a
method for one year.

4 The percents becoming pregnant in columns (2) and (3) are based on data from populations
where contraception is not used and from women who cease using contraception in order to
become pregnant. Among such populations, about 89% become pregnant within one year.
This estimate was lowered slightly (to 85%) to represent the percentage who would become
pregnant within one year among women now relying on reversible methods of contraception
if they abandoned contraception altogether.

5 Foams, creams, gels vaginal suppositories, and vaginal film.

6 Cervical mucus (ovulation) method supplemented by calendar in the pre-ovulatory and basal
body temperature in the post-ovulatory phases.

7 With spermicidal cream or jelly.
8 Without spermicides.

9 The treatment schedule is one dose within 72 hours after unprotected intercourse, and a
second dose 12 hours after the first dose. The Food and Drug Administration has declared
the following brands of oral contraceptives to be safe and effective for emergency
contraception: Ovral (1 dose is 2 white pills), Alesse (1 dose is 5 pink pills), Nordette or
Levlen (1 dose is 2 light-orange pills), Lo/Ovral (1 dose is 4 white pills), Triphasil or Tri-
Levlen (1 dose is 4 yellow pills).

10 However, to maintain effective protection against pregnancy, another method of
contraception must be used as soon as menstruation resumes, the frequency or duration of
breastfeeds is reduced, bottle feeds are introduced, or the baby reaches six months of age.

Oral Contraceptive Clinical Trial

In the primary contraceptive efficacy study of YAZ (3 mg DRSP/0.02 mg EE) of up to 1 year
duration, 1,027 subjects were enrolled and completed 11,480 28-day cycles of use. The age
range was 17 to 36 years. The racial demographic was: 87.8% Caucasian, 4.6% Hispanic, 4.3%
Black, 1.2% Asian, and 2.1% other. Women with a BMI greater than 35 were excluded from the
trial. The pregnancy rate (Pearl Index) was 1.41 per 100 woman-years of use based on 12
pregnancies that occurred after the onset of treatment and within 14 days after the last dose of
YAZ in women 35 years of age or younger during cycles in which no other form of
contraception was used.

Premenstrual Dysphoric Disorder Clinical Trials

Two multicenter, double-blind, randomized, placebo-controlled studies were conducted to
evaluate the effectiveness of YAZ in treating the symptoms of PMDD. Women aged 18-42 who
met DSM-IV criteria for PMDD, confirmed by prospective daily ratings of their symptoms,
were enrolled. Both studies measured the treatment effect of YAZ using the Daily Record of
Severity of Problems scale, a patient-rated instrument that assesses the symptoms that constitute
the DSM-IV diagnostic criteria. The primary study was a parallel group design that included



384 evaluable reproductive-aged women with PMDD who were randomly assigned to receive
YAZ or placebo treatment for 3 menstrual cycles. The supportive study, a crossover design, was
terminated prematurely prior to achieving recruitment goals due to enrollment difficulties. A
total of 64 women of reproductive age with PMDD were treated initially with YAZ or placebo
for up to 3 cycles followed by a washout cycle and then crossed over to the alternate medication
for 3 cycles.

Efficacy was assessed in both studies by the change from baseline during treatment using a
scoring system based on the first 21 items of the Daily Record of Severity of Problems. Each of
the 21 items was rated on a scale from 1 (not at all) to 6 (extreme); thus a maximum score of
126 was possible. In both trials, women who received YAZ had statistically significantly greater
improvement in their Daily Record of Severity of Problems scores. In the primary study, the
average decrease (improvement) from baseline was 37.5 points in women taking YAZ,
compared to 30 points in women taking placebo.

Acne Clinical Trials

In two multicenter, double blind, randomized, placebo-controlled studies, 889 subjects, ages 14
to 45 years, with moderate acne received YAZ or placebo for six 28 day cycles. The primary
efficacy endpoints were the percent change in inflammatory lesions, non-inflammatory lesions,
total lesions, and the percentage of subjects with a “clear” or “almost clear” rating on the
Investigator’s Static Global Assessment (ISGA) scale on day 15 of cycle 6, as presented in
Table III:

Table I11: Efficacy Results for Acne Trials*

Study 1 Study 2
YAZ Placebo YAZ Placebo
N=228 N=230 N=218 N=213

ISGA Success Rate 35 (15%) 10 (4%) 46 (21%) 19 (9%)
Inflammatory Lesions

Mean Baseline Count 33 33 32 32

Mean Absolute (%) Reduction 15 (48%) 11 (32%) 16 (51%) 11 (34%)
Non-inflammatory Lesions

Mean Baseline Count 47 47 44 44

Mean Absolute (%) Reduction 18 (39%) 10 (18%) 17 (42%) 11 (26%)
Total lesions

Mean Baseline Count 80 80 76 76

Mean Absolute (%) reduction 33 (42%) 21 (25%) 33 (46%) 22 (31%)

* Evaluated at day 15 of cycle 6,
population

last observation carried forward for the Intent to treat




CONTRAINDICATIONS

Y AZ should not be used in women who have the following:

* Renal insufficiency

» Hepatic dysfunction

* Adrenal Insufficiency

» Thrombophlebitis or thromboembolic disorders

* A past history of deep-vein thrombophlebitis or thromboembolic disorders
* Cerebral-vascular or coronary-artery disease (current or history)

* Valvular heart disease with thrombogenic complications

 Severe hypertension

* Diabetes with vascular involvement

» Headaches with focal neurological symptoms

* Major surgery with prolonged immobilization

» Known or suspected carcinoma of the breast

* Carcinoma of the endometrium or other known or suspected estrogen-dependent neoplasia
» Undiagnosed abnormal genital bleeding

* Cholestatic jaundice of pregnancy or jaundice with prior Pill use

» Known or suspected pregnancy

* Liver tumor (benign or malignant) or active liver disease

» Heavy smoking (>15 cigarettes per day) and over age 35

* Hypersensitivity to any component of this product

WARNINGS

Cigarette smoking increases the risk of serious cardiovascular side effects from oral
contraceptive use. This risk increases with age and with heavy smoking (15 or more
cigarettes per day) and is quite marked in women over 35 years of age. Women who use
oral contraceptives should be strongly advised not to smoke.

YAZ contains 3 mg of the progestin drospirenone that has antimineralocorticoid activity,
including the potential for hyperkalemia in high-risk patients, comparable to a 25 mg dose
of spironolactone. YAZ should not be used in patients with conditions that predispose to
hyperkalemia (i.e. renal insufficiency, hepatic dysfunction and adrenal insufficiency).
Women receiving daily, long-term treatment for chronic conditions or diseases with
medications that may increase serum potassium should have their serum potassium level
checked during the first treatment cycle. Medications that may increase serum potassium
include ACE inhibitors, angiotensin — Il receptor antagonists, potassium-sparing diuretics,
potassium supplementation, heparin, aldosterone antagonists, and NSAIDS.

The use of oral contraceptives is associated with increased risks of several serious conditions
including venous and arterial thrombotic and thromboembolic events (such as myocardial
infarction, thromboembolism, stroke), hepatic neoplasia, gallbladder disease, and hypertension.
The risk of serious morbidity or mortality is very small in healthy women without underlying
risk factors. The risk of morbidity and mortality increases significantly in the presence of other
underlying risk factors such as hypertension, hyperlipidemias, obesity and diabetes.



Practitioners prescribing oral contraceptives should be familiar with the following information
relating to these risks.

The information contained in this package insert is based principally on studies carried out in
patients who used oral contraceptives with higher formulations of estrogens and progestogens
than those in common use today. The effect of long-term use of the oral contraceptives with
lower formulations of both estrogens and progestogens remains to be determined.

Throughout this labeling, epidemiologic studies reported are of two types: retrospective or case
control studies and prospective or cohort studies. Case control studies provide a measure of the
relative risk of a disease, namely, a ratio of the incidence of a disease among oral contraceptive
users to that among nonusers. The relative risk does not provide information on the actual
clinical occurrence of a disease. Cohort studies provide a measure of attributable risk, which is
the difference in the incidence of disease between oral contraceptive users and nonusers. The
attributable risk does provide information about the actual occurrence of a disease in the
population. For further information, the reader is referred to a text on epidemiologic methods.

1. THROMBOEMBOLIC DISORDERS AND OTHER VASCULAR PROBLEMS
a. Myocardial infarction

An increased risk of myocardial infarction has been attributed to oral contraceptive use. This
risk is primarily in smokers or women with other underlying risk factors for coronary-artery
disease such as hypertension, hypercholesterolemia, morbid obesity, and diabetes. The relative
risk of heart attack for current oral contraceptive users has been estimated to be two to six. The
risk is very low under the age of 30.

Smoking in combination with oral contraceptive use has been shown to contribute substantially
to the incidence of myocardial infarctions in women in their mid-thirties or older with smoking
accounting for the majority of excess cases. Mortality rates associated with circulatory disease
have been shown to increase substantially in smokers over the age of 35 and nonsmokers over
the age of 40 (Table IV) among women who use oral contraceptives.

TABLE IV: CIRCULATORY DISEASE MORTALITY RATES PER 100,000 WOMAN-
YEARS BY AGE, SMOKING STATUS AND ORAL CONTRACEPTIVE USE

AGE EVER-USERS EVER-USERS CONTROLS CONTROL
NON-SMOKERS SMOKERS NON-SMOKERS SMOKERS
15-24 0 10.5 0 0
25-34 4.4 14.2 2.7 4.2
35-44 21.5 63.4 6.4 15.2
45+ 524 206.7 11.4 27.9

(Adapted from P.M. Layde and V. Beral)

Oral contraceptives may compound the effects of well-known risk factors, such as hypertension,
diabetes, hyperlipidemias, age and obesity. In particular, some progestogens are known to
decrease HDL cholesterol and cause glucose intolerance, while estrogens may create a state of
hyperinsulinism. Oral contraceptives have been shown to increase blood pressure among users
(see section 9 in WARNINGS). Similar effects on risk factors have been associated with an
increased risk of heart disease. Oral contraceptives must be used with caution in women with
cardiovascular disease risk factors.



b. Thromboembolism

An increased risk of thromboembolic and thrombotic disease associated with the use of oral
contraceptives is well established. Case control studies have found the relative risk of users
compared to nonusers to be 3 for the first episode of superficial venous thrombosis, 4 to 11 for
deep vein thrombosis or pulmonary embolism, and 1.5 to 6 for women with predisposing
conditions for venous thromboembolic disease. Cohort studies have shown the relative risk to
be somewhat lower, about 3 for new cases and about 4.5 for new cases requiring hospitalization.
The risk of thromboembolic disease due to oral contraceptives is not related to length of use and
disappears after Pill use is stopped.

A two- to four-fold increase in the relative risk of post-operative thromboembolic complications
has been reported with the use of oral contraceptives. The relative risk of venous thrombosis in
women who have predisposing conditions is twice that of women without such medical
conditions. If feasible, oral contraceptives should be discontinued from at least four weeks prior
to and for two weeks after elective surgery of a type associated with an increase in risk of
thromboembolism and during and following prolonged immobilization. Since the immediate
postpartum period is also associated with an increased risk of thromboembolism, combined oral
contraceptives should be started no earlier than four to six weeks after delivery and at that time
only in women who elect not to breast feed.

Several studies have investigated the relative risks of thromboembolism in women using a
different drospirenone-containing COC (Yasmin, which contains 0.030 mg of ethinyl estradiol
and 3 mg of drospirenone) compared to those in women using COCs containing other
progestins. Two prospective cohort studies, both evaluating the risk of venous and arterial
thromboembolism and death, were initiated at the time of Yasmin approval. " The first
(EURAS) showed the risk of thromboembolism (particularly venous thromboembolism) and
death in Yasmin users to be comparable to that of other oral contraceptive preparations,
including those containing levonorgestrel (a so-called second generation COC). The second
prospective cohort study (Ingenix) also showed a comparable risk of thromboembolism in
Yasmin users compared to users of other COCs, including those containing levonorgestrel. In
the second study, COC comparator groups were selected based on their having similar
characteristics to those being prescribed Yasmin.

Two additional epidemiological studies, one case-control study (van Hylckama Vlieg et al.*)
and one retrospective cohort study (Lidegaard et al. *) suggested that the risk of venous
thromboembolism occurring in Yasmin users was higher than that for users of levonorgestrel-
containing COCs and lower than that for users of desogestrel/gestodene-containing COCs (so-
called third generation COCs). In the case- control study, however, the number of Yasmin cases
was very small (1.2% of all cases) making the risk estimates unreliable. The relative risk for
Yasmin users in the retrospective cohort study was greater than that for users of other COC
products when considering women who used the products for less than one year. However,
these one-year estimates may not be reliable because the analysis may include women of
varying risk levels. Among women who used the product for 1 to 4 years, the relative risk was
similar for users of Yasmin to that for users of other COC products.

c. Cerebrovascular diseases

Oral contraceptives have been shown to increase both the relative and attributable risks of
cerebrovascular events (thrombotic and hemorrhagic strokes), although, in general, the risk is



greatest among older (>35 years), hypertensive women who also smoke. Hypertension was
found to be a risk factor, for both users and nonusers, for both types of strokes, while smoking
interacted to increase the risk for hemorrhagic strokes.

In a large study, the relative risk of thrombotic strokes has been shown to range from 3 for
normotensive users to 14 for users with severe hypertension. The relative risk of hemorrhagic
stroke is reported to be 1.2 for nonsmokers who used oral contraceptives, 2.6 for smokers who
did not use oral contraceptives, 7.6 for smokers who used oral contraceptives, 1.8 for
normotensive users and 25.7 for users with severe hypertension. The attributable risk is also
greater in older women. Oral contraceptives also increase the risk for stroke in women with
other underlying risk factors such as certain inherited or acquired thrombophilias,
hyperlipidemias, and obesity. Women with migraine (particularly migraine with aura) who take
combination oral contraceptives may be at an increased risk of stroke.

d. Dose-related risk of vascular disease from oral contraceptives

A positive association has been observed between the amount of estrogen and progestogen in
oral contraceptives and the risk of vascular disease. A decline in serum high-density
lipoproteins (HDL) has been reported with many progestational agents. A decline in serum
high-density lipoproteins has been associated with an increased incidence of ischemic heart
disease. Because estrogens increase HDL cholesterol, the net effect of an oral contraceptive
depends on a balance achieved between doses of estrogen and progestogen and the nature and
absolute amount of progestogen used in the contraceptive. The amount of both hormones should
be considered in the choice of an oral contraceptive.

Minimizing exposure to estrogen and progestogen is in keeping with good principles of
therapeutics. For any particular estrogen/progestogen combination, the dosage regimen
prescribed should be one which contains the least amount of estrogen and progestogen that is
compatible with a low failure rate and the needs of the individual patient. New acceptors of oral
contraceptive agents should be started on preparations containing the lowest estrogen content
that is judged appropriate for the individual patient.

e. Persistence of risk of vascular disease

There are two studies which have shown persistence of risk of vascular disease for ever-users of
oral contraceptives. In a study in the United States, the risk of developing myocardial infarction
after discontinuing oral contraceptives persists for at least 9 years for women aged 40 to 49
years who had used oral contraceptives for five or more years, but this increased risk was not
demonstrated in other age groups. In another study in Great Britain, the risk of developing
cerebrovascular disease persisted for at least 6 years after discontinuation of oral contraceptives,
although excess risk was very small. However, both studies were performed with oral
contraceptive formulations containing 50 micrograms or higher of estrogens.

2. ESTIMATES OF MORTALITY FROM CONTRACEPTIVE USE

One study gathered data from a variety of sources which have estimated the mortality rate
associated with different methods of contraception at different ages (Table V). These estimates
include the combined risk of death associated with contraceptive methods plus the risk
attributable to pregnancy in the event of method failure. Each method of contraception has its
specific benefits and risks. The study concluded that with the exception of oral contraceptive



users 35 and older who smoke and 40 and older who do not smoke, mortality associated with all
methods of birth control is below that associated with childbirth.

The observation of a possible increase in risk of mortality with age for oral contraceptive users
is based on data gathered in the 1970's— but not reported until 1983. However, current clinical
practice involves the use of lower estrogen dose formulations combined with careful restriction
of oral contraceptive use to women who do not have the various risk factors listed in this
labeling.

Because of these changes in practice and, also, because of some limited new data which suggest
that the risk of cardiovascular disease with the use of oral contraceptives may now be less than
previously observed, the Fertility and Maternal Health Drugs Advisory Committee was asked to
review the topic in 1989. The Committee concluded that although cardiovascular disease risks
may be increased with oral contraceptive use after age 40 in healthy nonsmoking women (even
with the newer low-dose formulations), there are greater potential health risks associated with
pregnancy in older women and with the alternative surgical and medical procedures which may
be necessary if such women do not have access to effective and acceptable means of
contraception.

Therefore, the Committee recommended that the benefits of oral contraceptive use by healthy
nonsmoking women over 40 may outweigh the possible risks. Of course, women of all ages
who take oral contraceptives, should take the lowest possible dose formulation that is effective.

TABLE V: ANNUAL NUMBER OF BIRTH-RELATED OR METHOD-RELATED
DEATHS ASSOCIATED WITH CONTROL OF FERTILITY PER 100,000
NONSTERILE WOMEN,

BY FERTILITY-CONTROL METHOD ACCORDING TO AGE

Method of Control 15-19 | 20-24 | 25-29 | 30-34 | 35-39 | 40-44
and Outcome years | years | years | years |years |years
No fertility control 7 7.4 9.1 148 | 25.7 | 28.2
methods \1\

Oral contraceptives 0.3 0.5 0.9 1.9 13.8 | 31.6
non-smoker \2\

Oral contraceptives 2.2 3.4 6.6 13.5 | S1.1 | 117.2
smoker \2\

1IUD \2\ 0.8 0.8 1 1 1.4 1.4
Condom \1\ 1.1 1.6 0.7 0.2 0.3 0.4
Diaphragm/ 1.9 1.2 1.2 1.3 2.2 2.8
spermicide \1\

Periodic abstinence \1\ 2.5 1.6 1.6 1.7 2.9 3.6

\1\ Deaths are birth-related
\2\ Deaths are method-related
Adapted from H.W. Ory, Family Planning Perspectives, 15:57-63, 1983.




3. CARCINOMA OF THE REPRODUCTIVE ORGANS AND BREASTS

Numerous epidemiological studies have been performed on the incidence of breast, endometrial,
ovarian and cervical cancer in women using oral contraceptives.

Although the risk of having breast cancer diagnosed may be slightly increased among current
and recent users of combined oral contraceptives (RR=1.24), this excess risk decreases over
time after combination oral contraceptive discontinuation and by 10 years after cessation the
increased risk disappears. The risk does not increase with duration of use and no consistent
relationships have been found with dose or type of steroid. The patterns of risk are also similar
regardless of a woman's reproductive history or her family breast cancer history. The subgroup
for whom risk has been found to be significantly elevated is women who first used oral
contraceptives before age 20, but because breast cancer is so rare at these young ages, the
number of cases attributable to this early oral contraceptive use is extremely small.

Breast cancers diagnosed in current or previous OC users tend to be less clinically advanced
than in never users.

Women who currently have or have had breast cancer should not use oral contraceptives
because breast cancer is a hormonally-sensitive tumor.

Some studies suggest that oral contraceptive use has been associated with an increase in the risk
of cervical intraepithelial neoplasia in some populations of women. However, there continues to
be controversy about the extent to which such findings may be due to differences in sexual
behavior and other factors.

In spite of many studies of the relationship between oral contraceptive use and breast and
cervical cancers, a cause-and-effect relationship has not been established.

4. HEPATIC NEOPLASIA

Benign hepatic adenomas are associated with oral contraceptive use, although the incidence of
benign tumors is rare in the United States. Indirect calculations have estimated the attributable
risk to be in the range of 3.3 cases/100,000 for users, a risk that increases after four or more
years of use. Rupture of rare, benign, hepatic adenomas may cause death through intra-
abdominal hemorrhage.

Studies from Britain have shown an increased risk of developing hepatocellular carcinoma in
long-term (>8 years) oral contraceptive users. However, these cancers are extremely rare in the
U.S. and the attributable risk (the excess incidence) of liver cancers in oral contraceptive users
approaches less than one per million users.

5. OCULAR LESIONS

There have been clinical case reports of retinal thrombosis associated with the use of oral
contraceptives, which may lead to partial or complete loss of vision. Oral contraceptives should
be discontinued if there is unexplained partial or complete loss of vision; onset of proptosis or
diplopia; papilledema; or retinal vascular lesions. Appropriate diagnostic and therapeutic
measures should be undertaken immediately.

6. ORAL CONTRACEPTIVE USE BEFORE OR DURING EARLY PREGNANCY

Extensive epidemiological studies have revealed no increased risk of birth defects in women
who have used oral contraceptives prior to pregnancy. Studies also do not suggest a teratogenic



effect, particularly in so far as cardiac anomalies and limb-reduction defects are concerned,
when taken inadvertently during early pregnancy.

The administration of oral contraceptives to induce withdrawal bleeding should not be used as a
test for pregnancy. Oral contraceptives should not be used during pregnancy to treat threatened
or habitual abortion. (see CONTRAINDICATIONYS)

It is recommended that for any patient who has missed two consecutive periods, pregnancy
should be ruled out. If the patient has not adhered to the prescribed dosing schedule, the
possibility of pregnancy should be considered at the time of the first missed period. Oral
contraceptive use should be discontinued if pregnancy is confirmed.

7. GALLBLADDER DISEASE

Earlier studies have reported an increased lifetime relative risk of gallbladder surgery in users of
oral contraceptives and estrogens. More recent studies, however, have shown that the relative
risk of developing gallbladder disease among oral contraceptive users may be minimal. The
recent findings of minimal risk may be related to the use of oral contraceptive formulations
containing lower hormonal doses of estrogens and progestogens.

8. CARBOHYDRATE AND LIPID METABOLIC EFFECTS

Oral contraceptives have been shown to cause glucose intolerance in a significant percentage of
users. Oral contraceptives containing greater than 75 micrograms of estrogens cause
hyperinsulinism, while lower doses of estrogen cause less glucose intolerance. Progestogens
increase insulin secretion and create insulin resistance, this effect varying with different
progestational agents. However, in the nondiabetic woman, oral contraceptives appear to have
no effect on fasting blood glucose. Because of these demonstrated effects, prediabetic and
diabetic women should be carefully observed while taking oral contraceptives.

A small proportion of women will have persistent hypertriglyceridemia while on the Pill. As
discussed earlier (see WARNINGS la. and 1d.), changes in serum triglycerides and lipoprotein
levels have been reported in oral contraceptive users.

9. ELEVATED BLOOD PRESSURE

Women with severe hypertension should not be started on hormonal contraceptives (see
CONTRAINDICATIONS).

An increase in blood pressure has been reported in women taking oral contraceptives and this
increase is more likely in older oral contraceptive users and with continued use. Data from the
Royal College of General Practitioners and subsequent randomized trials have shown that the
incidence of hypertension increases with increasing concentrations of progestogens.

Women with a history of hypertension or hypertension-related diseases, or renal disease should
be encouraged to use another method of contraception. If women with hypertension elect to use
oral contraceptives, they should be monitored closely, and if significant elevation of blood
pressure occurs, oral contraceptives should be discontinued. For most women, elevated blood
pressure will return to normal after stopping oral contraceptives and there is no difference in the
occurrence of hypertension among ever- and never-users.



10. HEADACHE

The onset or exacerbation of migraine or development of headache with a new pattern which is
recurrent, persistent or severe requires discontinuation of oral contraceptives and evaluation of
the cause.

11. BLEEDING IRREGULARITIES

Breakthrough bleeding and spotting are sometimes encountered in patients on oral
contraceptives, especially during the first three months of use. Nonhormonal causes should be
considered and adequate diagnostic measures taken to rule out malignancy or pregnancy in the
event of breakthrough bleeding, as in the case of any abnormal vaginal bleeding. If pathology
has been excluded, time or a change to another formulation may solve the problem. In the event
of amenorrhea, pregnancy should be ruled out.

Some women may encounter post-pill amenorrhea or oligomenorrhea, especially when such a
condition was pre-existent.

PRECAUTIONS
1. GENERAL

Patients should be counseled that this product does not protect against HIV infection
(AIDS) and other sexually transmitted diseases.

2. PHYSICAL EXAMINATION AND FOLLOW-UP

A periodic personal and family medical history and complete physical examination are
appropriate for all women, including women using oral contraceptives. The physical
examination, however, may be deferred until after initiation of oral contraceptives if requested
by the woman and judged appropriate by the clinician. The physical examination should include
special reference to blood pressure, breasts, abdomen and pelvic organs, including cervical
cytology and relevant laboratory tests. In case of undiagnosed, persistent or recurrent abnormal
vaginal bleeding, appropriate measures should be conducted to rule out malignancy. Women
with a strong family history of breast cancer or who have breast nodules should be monitored
with particular care.

3. LIPID DISORDERS

Women who are being treated for hyperlipidemias should be followed closely if they elect to
use oral contraceptives. Some progestogens may elevate LDL levels and may render the control
of hyperlipidemias more difficult. (See WARNINGS 1.d.)

In patients with familial defects of lipoprotein metabolism receiving estrogen-containing
preparations, there have been case reports of significant elevations of plasma triglycerides
leading to pancreatitis.

4. LIVER FUNCTION

If jaundice develops in any woman receiving oral contraceptives, the medication should be
discontinued. Steroid hormones may be poorly metabolized in patients with impaired liver
function.



5. FLUID RETENTION

Oral contraceptives may cause some degree of fluid retention. They should be prescribed with
caution, and only with careful monitoring, in patients with conditions which might be
aggravated by fluid retention.

6. EMOTIONAL DISORDERS

Women with a history of depression should be carefully observed and the drug discontinued if
depression recurs to a serious degree.

Patients becoming significantly depressed while taking oral contraceptives should stop the
medication and use an alternate method of contraception in an attempt to determine whether the
symptom is drug related.

7. CONTACT LENSES

Contact-lens wearers who develop visual changes or changes in lens tolerance should be
assessed by an ophthalmologist.

8. DRUG INTERACTIONS
Effects of Other Drugs on Combined Hormonal Contraceptives

Rifampin: Metabolism of ethinyl estradiol and some progestins (e.g., norethindrone) is
increased by rifampin. A reduction in contraceptive effectiveness and an increase in menstrual
irregularities have been associated with concomitant use of rifampin.

Minocycline: Minocycline-related changes in estradiol, progesterone, FSH and LH plasma
levels, breakthrough bleeding, or contraceptive failure cannot be ruled out.

Anticonvulsants: Anticonvulsants such as phenobarbital, phenytoin, and carbamazepine have
been shown to increase the metabolism of ethinyl estradiol and/or some progestins, which could
result in a reduction of contraceptive effectiveness.

Antibiotics: Pregnancy while taking combined hormonal contraceptives has been reported
when the combined hormonal contraceptives were administered with antimicrobials such as
ampicillin, tetracycline, and griseofulvin. However, clinical pharmacokinetic studies have not
demonstrated any consistent effects of antibiotics (other than rifampin—see above) on plasma
concentrations of synthetic steroids. See also separate discussion on minocycline (above).

Atorvastatin: Coadministration of atorvastatin and an oral contraceptive increased AUC values
for norethindrone and ethinyl estradiol by approximately 30% and 20%, respectively.

St. John’s Wort: Herbal products containing St. John’s Wort (hypericum perforatum) may
induce hepatic enzymes (cytochrome P450) and p-glycoprotein transporter and may reduce the
effectiveness of oral contraceptives and emergency contraceptive pills. This may also result in
breakthrough bleeding.

Other: Ascorbic acid and acetaminophen may increase plasma concentrations of some synthetic
estrogens, possibly by inhibition of conjugation.



Effects of Drospirenone on Other Drugs

Metabolic Interactions

Metabolism of DRSP and potential effects of DRSP on hepatic cytochrome P450 (CYP)
enzymes have been investigated in in vitro and in vivo studies (see Metabolism). In in vitro
studies DRSP did not affect turnover of model substrates of CYP1A2 and CYP2D6, but had an
inhibitory influence on the turnover of model substrates of CYP1A1, CYP2C9, CYP2C19 and
CYP3A4 with CYP2C19 being the most sensitive enzyme. The potential effect of DRSP on
CYP2C19 activity was investigated in a clinical pharmacokinetic study using omeprazole as a
marker substrate. In the study with 24 postmenopausal women [including 12 women with
homozygous (wild type) CYP2C19 genotype and 12 women with heterozygous CYP2C19
genotype] the daily oral administration of 3 mg DRSP for 14 days did not affect the oral
clearance of omeprazole (40 mg, single oral dose) and the CYP2CI19 product 5-hydroxy
omeprazole. Furthermore, no significant effect of DRSP on the systemic clearance of the
CYP3A4 product omeprazole sulfone was found. These results demonstrate that DRSP did not
inhibit CYP2C19 and CYP3A4 in vivo.

Two additional clinical drug-drug interaction studies using simvastatin and midazolam as
marker substrates for CYP3A4 were each performed in 24 healthy postmenopausal women. The
results of these studies demonstrated that pharmacokinetics of the CYP3A4 substrates were not
influenced by steady state DRSP concentrations achieved after administration of 3 mg
DRSP/day.

Interactions with Drugs that Have the Potential to Increase Serum Potassium

There is a potential for an increase in serum potassium in women taking YAZ with other drugs
(see BOLDED WARNING). Of note, occasional or chronic use of NSAID medication was not
restricted in any of the clinical trials with YAZ.

A drug-drug interaction study of DRSP 3 mg/estradiol (E2) 1 mg versus placebo was performed
in 24 mildly hypertensive postmenopausal women taking enalapril maleate 10 mg twice daily.
Potassium levels were obtained every other day for a total of 2 weeks in all subjects. Mean
serum potassium levels in the DRSP/E2 treatment group relative to baseline were 0.22 mEq/L
higher than those in the placebo group. Serum potassium concentrations also were measured at
multiple timepoints over 24 hours at baseline and on Day 14. On Day 14, the ratios for serum
potassium Cmax and AUC in the DRSP/E2 group to those in the placebo group were 0.955
(90% CI: 0.914, 0.999) and 1.01 (90% CI: 0.944, 1.08), respectively. No patient in either
treatment group developed hyperkalemia (serum potassium concentrations >5.5 mEq/L).

Effects of Combined Hormonal Contraceptives on Other Drugs

Combined oral contraceptives containing ethinyl estradiol may inhibit the metabolism of other
compounds. Increased plasma concentrations of cyclosporine, prednisolone, and theophylline
have been reported with concomitant administration of oral contraceptives. In addition, oral
contraceptives may induce the conjugation of other compounds. Decreased plasma
concentrations of acetaminophen and increased clearance on temazepam, salicylic acid,
morphine, and clofibric acid have been noted when these drugs were administered with oral
contraceptives.



9. INTERACTIONS WITH LABORATORY TESTS

Certain endocrine- and liver-function tests and blood components may be affected by oral
contraceptives:

a. Increased prothrombin and factors VII, VIII, IX and X; decreased antithrombin 3; increased
norepinephrine-induced platelet aggregability.

b. Increased thyroid-binding globulin (TBG) leading to increased circulating total thyroid
hormone, as measured by protein-bound iodine (PBI), T4 by column or by
radioimmunoassay. Free T3 resin uptake is decreased, reflecting the elevated TBG, free T4
concentration is unaltered.

c. Other binding proteins may be elevated in serum.

d. Sex-hormone-binding globulins are increased and result in elevated levels of total circulating
sex steroids and corticoids; however, free or biologically active levels remain unchanged.

e. Triglycerides may be increased.
f. Glucose tolerance may be decreased.

g. Serum folate levels may be depressed by oral contraceptive therapy. This may be of clinical
significance if a woman becomes pregnant shortly after discontinuing oral contraceptives.

10. CARCINOGENESIS, MUTAGENESIS, IMPAIRMENT OF FERTILITY

In a 24 month oral carcinogenicity study in mice dosed with 10 mg/kg/day drospirenone alone
or 1 +0.01, 3 + 0.03 and 10 + 0.1 mg/kg/day of drospirenone and ethinyl estradiol, 0.1 to 2
times the exposure (AUC of drospirenone) of women taking a contraceptive dose, there was an
increase in carcinomas of the harderian gland in the group that received the high dose of
drospirenone alone. In a similar study in rats given 10 mg/kg/day drospirenone alone or 0.3 +
0.003, 3 +0.03 and 10 + 0.1 mg/kg/day drospirenone and ethinyl estradiol, 0.8 to 10 times the
exposure of women taking a contraceptive dose, there was an increased incidence of benign and
total (benign and malignant) adrenal gland pheochromocytomas in the group receiving the high
dose of drospirenone. Drospirenone was not mutagenic in a number of in vitro (Ames, Chinese
Hamster Lung gene mutation and chromosomal damage in human lymphocytes) and in vivo
(mouse micronucleus) genotoxicity tests. Drospirenone increased unscheduled DNA synthesis
in rat hepatocytes and formed adducts with rodent liver DNA but not with human liver DNA.
(See WARNINGS.)

11. PREGNANCY

Pregnancy category X. (See CONTRAINDICATIONS and WARNINGS)

Estrogens and progestins should not be used during pregnancy. Fourteen pregnancies that
occurred during exposure with 3 mg DRSP/0.03 mg EE tablets in utero (none with more than a
single cycle of exposure) have been identified. One infant was born with esophageal atresia. A
causal association with the 3 mg DRSP/0.03 mg EE tablet is unknown.

Twelve pregnancies that occurred with YAZ exposure in utero (none with more than a single
cycle of exposure) have been identified. There were no known cases of congenital anomalies.

A teratology study in pregnant rats given drospirenone orally at doses of 5, 15 and 45
mg/kg/day, 6 to 50 times the human exposure based on AUC of drospirenone, resulted in an
increased number of fetuses with delayed ossification of bones of the feet in the two higher
doses. A similar study in rabbits dosed orally with 1, 30 and 100 mg/kg/day drospirenone, 2 to
27 times the human exposure, resulted in an increase in fetal loss and retardation of fetal



development (delayed ossification of small bones, multiple fusions of ribs) at the high dose
only. When drospirenone was administered with ethinyl estradiol (100:1) during late pregnancy
(the period of genital development) at doses of 5, 15 and 45 mg/kg, there was a dose dependent
increase in feminization of male rat fetuses. In a study in 36 cynomolgous monkeys, no
teratogenic or feminization effects were observed with orally administered drospirenone and
ethinyl estradiol (100:1) at doses up to 10 mg/kg/day drospirenone, 30 times the human
exposure.

12. NURSING MOTHERS

Small amounts of oral contraceptive steroids have been identified in the milk of nursing
mothers, and a few adverse effects on the child have been reported, including jaundice and
breast enlargement. In addition, oral contraceptives given in the postpartum period may
interfere with lactation by decreasing the quantity and quality of breast milk. If possible, the
nursing mother should be advised not to use oral contraceptives but to use other forms of
contraception until she has completely weaned her child.

After oral administration of 3 mg DRSP/0.03 mg EE tablets about 0.02% of the drospirenone
dose was excreted into the breast milk of postpartum women within 24 hours. This results in a
maximal daily dose of about 3 mcg drospirenone in an infant.

13. PEDIATRIC USAGE

Safety and efficacy of YAZ has been established in women of reproductive age. Safety and
efficacy are expected to be the same for postpubertal adolescents under the age of 16 and for
users 16 years and older. Use of this product before menarche is not indicated.

INFORMATION FOR THE PATIENT
See “Patient Labeling” printed below.

ADVERSE REACTIONS

An increased risk of the following serious adverse reactions has been associated with the use of
oral contraceptives (see WARNINGS).

» Thrombophlebitis

* Arterial thromboembolism

* Pulmonary embolism

* Myocardial infarction

* Cerebral hemorrhage

* Cerebral thrombosis

» Hypertension

* Gallbladder disease

* Hepatic adenomas or benign liver tumors

There is evidence of an association between the following conditions and the use of oral
contraceptives:

* Mesenteric thrombosis

* Retinal thrombosis



The following adverse reactions have been reported in patients receiving oral contraceptives and

are believed to be drug-related:

* Nausea

* Vomiting

* Gastrointestinal symptoms (such as abdominal cramps and bloating)

* Breakthrough bleeding

* Spotting

* Change in menstrual flow

* Amenorrhea

» Temporary infertility after discontinuation of treatment

* Edema

» Melasma which may persist

* Breast changes: tenderness, enlargement, secretion

» Change in weight or appetite (increase or decrease)

» Change in cervical ectropion and secretion

* Possible diminution in lactation when given immediately postpartum

* Cholestatic jaundice

* Migraine

 Rash (allergic)

* Mood changes, including depression

* Reduced tolerance to carbohydrates

* Vaginitis, including candidiasis

 Change in corneal curvature (steepening)

* Intolerance to contact lenses

* Decrease in serum folate levels

 Exacerbation of systemic lupus erythematosus

 Exacerbation of porphyria

 Exacerbation of chorea

 Aggravation of varicose veins

* Anaphylactic/anaphylactoid reactions, including urticaria, angioedema, and severe reactions
with respiratory and circulatory symptoms

The following adverse reactions have been reported in users of oral contraceptives and a causal
association has been neither confirmed nor refuted:
* Acne

* Budd-Chiari syndrome

+ Cataracts

 Changes in libido

* Colitis

* Cystitis-like syndrome

* Dizziness

* Dysmenorrhea

* Erythema multiforme

* Erythema nodosum



* Headache

* Hemolytic uremic syndrome

* Hemorrhagic eruption

* Hirsutism

* Impaired renal function

* Loss of scalp hair

* Nervousness

* Optic neuritis, which may lead to partial or complete loss of vision
* Pancreatitis

* Premenstrual syndrome

The most frequent (> 1%) treatment-emergent adverse events, listed in descending order,
reported with the use of YAZ in the contraception clinical trials, which may or not be drug
related, included: upper respiratory infection, headache, breast pain, vaginal moniliasis,
leukorrhea, diarrhea, nausea, vomiting, vaginitis, abdominal pain, flu syndrome, dysmenorrhea,
moniliasis, allergic reaction, urinary tract infection, accidental injury, cystitis, tooth disorder,
sore throat, infection, fever, surgery, sinusitis, back pain, emotional lability, migraine,
suspicious Papanicolaou smear, dyspepsia, rhinitis, acne, gastroenteritis, bronchitis, pharyngitis,
skin disorder, intermenstrual bleeding, decreased libido, weight gain, pain, depression,
increased cough, dizziness, menstrual disorder, pain in extremity, pelvic pain, and asthenia.

The most frequent (> 1%) treatment-emergent adverse events, listed in descending order,
reported with the use of YAZ in the PMDD clinical trials, which may or not be drug related,
included: intermenstrual bleeding, headache, nausea, breast pain, upper respiratory infection,
asthenia, abdominal pain, decreased libido, emotional lability, suspicious Papanicolaou smear,
nervousness, menorrhagia, pain in extremity, depression, menstrual disorder, migraine, sinusitis,
weight gain, vaginal moniliasis, vaginitis, hyperlipidemia, back pain, diarrhea, increased
appetite, enlarged abdomen, accidental injury, acne, dysmenorrhea, and urinary tract infection.

The most frequent (> 1%) treatment-emergent adverse events, listed in descending order,
reported with the use of YAZ in the acne clinical trials, which may or not be drug related,
included: upper respiratory infection, metrorrhagia, headache, suspicious Papanicolaou smear,
nausea, sinusitis, vaginal moniliasis, flu syndrome, menorrhagia, depression, emotional lability,
abdominal pain, gastroenteritis, urinary tract infection, tooth disorder, infection, vomiting,
pharyngitis, breast pain, dysmenorrhea, menstrual disorder, accidental injury, asthenia, sore
throat, weight gain, arthralgia, bronchitis, rhinitis, amenorrhea, and urine abnormality.

OVERDOSAGE

Serious ill effects have not been reported following acute ingestion of large doses of other oral
contraceptives by young children. Overdosage may cause nausea, and withdrawal bleeding may
occur in females. Drospirenone, however, is a spironolactone analogue which has
antimineralocorticoid properties. Serum concentration of potassium and sodium, and evidence
of metabolic acidosis, should be monitored in cases of overdose.



NON-CONTRACEPTIVE HEALTH BENEFITS

The following non-contraceptive health benefits related to the use of oral contraceptives are
supported by epidemiological studies which largely utilized oral contraceptive formulations
containing doses exceeding 0.035 mg of ethinyl estradiol or 0.05 mg mestranol.

Effects on menses:

* increased menstrual cycle regularity

* decreased blood loss and decreased incidence of iron-deficiency anemia
* decreased incidence of dysmenorrhea

Effects related to inhibition of ovulation:
* decreased incidence of functional ovarian cysts
» decreased incidence of ectopic pregnancies

Effects from long-term use:

* decreased incidence of fibroadenomas and fibrocystic disease of the breast
* decreased incidence of acute pelvic inflammatory disease

* decreased incidence of endometrial cancer

* decreased incidence of ovarian cancer

DOSAGE AND ADMINISTRATION
ORAL CONTRACEPTION and PMDD

To achieve maximum contraceptive and PMDD effectiveness, YAZ (drospirenone and ethinyl
estradiol) must be taken exactly as directed at intervals not exceeding 24 hours.

YAZ consists of 24 light pink active tablets of a monophasic combined hormonal preparation
plus 4 inert white tablets. The dosage of YAZ is one light pink tablet daily for 24 consecutive
days followed by 4 white inert tablets per menstrual cycle. A patient should begin to take YAZ
either on the first day of her menstrual period (Day 1 Start) or on the first Sunday after the onset
of her menstrual period (Sunday Start).

Day 1 Start. During the first cycle of YAZ use, the patient should be instructed to take one light
pink YAZ daily, beginning on Day one (1) of her menstrual cycle. (The first day of
menstruation is Day one.) She should take one light pink YAZ daily for 24 consecutive days,
followed by one white inert tablet daily on menstrual cycle days 25 through 28. It is
recommended that YAZ be taken at the same time each day, preferably after the evening meal
or at bedtime. YAZ can be taken without regard to meals. If YAZ is first taken later than the
first day of the menstrual cycle, YAZ should not be considered effective as a contraceptive until
after the first 7 consecutive days of product administration. The possibility of ovulation and
conception prior to initiation of medication should be considered.

Sunday Start. During the first cycle of YAZ use, the patient should be instructed to take one
light pink YAZ daily, beginning on the first Sunday after the onset of her menstrual period. She
should take one light pink YAZ daily for 24 consecutive days, followed by one white inert
tablet daily on menstrual cycle days 25 through 28. It is recommended that YAZ be taken at the
same time each day, preferably after the evening meal or at bedtime. YAZ can be taken without
regard to meals. YAZ should not be considered effective as a contraceptive until after the first 7



consecutive days of product administration. The possibility of ovulation and conception prior to
initiation of medication should be considered.

The patient should begin her next and all subsequent 28-day regimens of YAZ on the same day
of the week that she began her first regimen, following the same schedule. She should begin
taking her light pink tablets on the next day after ingestion of the last white tablet, regardless of
whether or not a menstrual period has occurred or is still in progress. Anytime a subsequent
cycle of YAZ is started later than the day following administration of the last white tablet, the
patient should use another method of contraception until she has taken a light pink YAZ daily
for seven consecutive days.

When switching from another oral contraceptive, YAZ should be started on the same day that a
new pack of the previous oral contraceptive would have been started.

Withdrawal bleeding usually occurs within 3 days following the last light pink tablet. If spotting
or breakthrough bleeding occurs while taking YAZ, the patient should be instructed to continue
taking her YAZ as instructed and by the regimen described above. She should be instructed that
this type of bleeding is usually transient and without significance; however, if the bleeding is
persistent or prolonged, the patient should be advised to consult her physician.

Although the occurrence of pregnancy is low if YAZ is taken according to directions, if
withdrawal bleeding does not occur, the possibility of pregnancy must be considered. If the
patient has not adhered to the prescribed dosing schedule (missed one or more active tablets or
started taking them on a day later than she should have), the possibility of pregnancy should be
considered at the time of the first missed period and appropriate diagnostic measures taken. If
the patient has adhered to the prescribed regimen and misses two consecutive periods,
pregnancy should be ruled out. Hormonal contraceptives should be discontinued if pregnancy is
confirmed.

The risk of pregnancy increases with each active light pink tablet missed. For additional patient
instructions regarding missed pills, see the ""WHAT TO DO IF YOU MISS PILLS" section in
the DETAILED PATIENT LABELING which follows. If breakthrough bleeding occurs
following missed tablets, it will usually be transient and of no consequence. If the patient misses
one or more white tablets, she should still be protected against pregnancy provided she begins
taking light pink tablets again on the proper day.

In the nonlactating mother, YAZ may be initiated 4-6 weeks postpartum, for contraception. When
the tablets are administered in the postpartum period, the increased risk of thromboembolic disease
associated with the postpartum period must be considered. (See CONTRAINDICATIONS,
WARNINGS, and PRECAUTIONS concerning thromboembolic disease.)

ACNE

The timing and initiation of dosing with YAZ in women with acne should follow the guideline
for use of YAZ as an oral contraceptive. The 28-day dosage regimen for YAZ for treating facial
acne consists of one active tablet daily for 24 consecutive days followed by one inert tablet
daily for 4 days. After 28 tablets are taken, a new course is started the next day.



HOW SUPPLIED

YAZ (drospirenone and ethinyl estradiol) Tablets are available in packages of 3 BLISTER
packs (NDC 50419-405-03).

Each pack contains 24 active light pink round, unscored, film-coated tablets debossed with a
“DS” in a regular hexagon on one side, each containing 3 mg drospirenone and 0.02 mg ethinyl
estradiol, and 4 inert white round, unscored, film-coated tablets debossed with a “DP” in a
regular hexagon on one side.

Store at 25° C (77° F); excursions permitted to 15-30° C (59-86° F) [See USP Controlled
Room Temperature].
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1/21 23 70.3 (15) 1.5 1 -2 763 (17) 30.8 (22)
IFZILIRRSOHF—IL
FA#.H HERES Cmax’ Tmax2 AUC (0-24h) ! t,,
(ng/mL) (h) (ngeh/mL) (h)
1/1 23 32.8 (45) 1.5 (1 - 2) 108 (52) NA
1/21 23 45.1 (35) 1.5 (1 - 2) 220 (57) NA
NA=F— & 7a U (oY) (A s RED) 2 hJufE (HEpH)

ﬁ%@ﬁ//ﬂﬂ

YAZ L [RZE DN RIF 2 B G L-fE R, BFER (SEHE) 12X DRSP KON EE OB ILH
FEMPMET L, W5y & &g Cmax 2389 40% L7z, L2>L. DRSP ORI EIZZE LIL /2 »
72o —7J. EE O EIZTEFEIUIZ L VK 20%(K T L7,

VXl
DRSP } TN EE O i HH 2 1% —ARVE DI 2779, DRSP @ BT O BFEIEH 4L/kg, EE DR,
T O ERITIR 4~5L/kg THDH EHREIN TS

DRSP IR LB S 7 a7 Y (SHBG) MO aLFaxTuA RiEea7 a7 (CBG) ik
WA LRV, ZFOMO MG A AT 9T% DR AR THAET 5, 3EMOREREICL->T
FE-AAREAER (M7 7RECTHE) I8 id o7z, EEIZMmET L7 2 ($998.5%) &
DFEARPE OB IERRTH D Z ERAWE SN TR Y, SHBG LT CBG O i H B % BN &
%, EE 2% SHBG & OF CBG {2 M IE 828X, DRSP 2~3mg D& HIZ L > TEL Lo 7=,

35t

t MIAEHIZER® 5415 DRSP @ 2 FEEED E WX, 77 FUBROBEIC K > TAEKR SN D
B4 > DRSP M (X 4, 5—dihydrodrospirenone—3-sulfate & FE 72, 23U 6 OREHMIZ LR
IEEITRO b holz, B MFI 7 0 Y —A% W2 in vitro s BRIZIBUNT, DRSP @D 9 HAX;
WENTZDITHPF T, EICTF M7 11— P450 304 (CYP3ML) ICL Db DTHoT-,

EE 13/ N RS K O B WD TIREER BIERTNICIA 22 T 2 Z e BAHE SN TWab, Rt T
\ZHBEBKBICIZ L D23, Bex ZKBRAL R I O A F AR D ER S D, 25 L7z R
WL, EEERC VT v VB ER, BBRA RS UTHET 5, ERBCRIGTH D 2-7KEE
(BIZHFIED CYP3AM I LA H D Th D, 2-t Fuax I REMITIFEICA FIULE NI V7 a L liEgi
BaZ T THRBRPEROEFR IRt NS,

HEtt

DRSP @ H[a] 4% 5 K O\ A $ 5-1% D M3f H i B ORE AR -00 1, £ 30 FE[H T& 5, DRSP O
10 BRITITIFTZE T L, HRtEIZIR P LV EPO IR DOTNCEL D o7, DRSP T KHIELR R
WEZ T, REMEE U TRPROFEFICHEE S DRSP X T T CTh o7z, IR LU
T 7e < &b 20 FEOMRB RO vz, IRTPREOR 38~4T7% 1L 7 Vv 7 v Ui s
KR ORISR TH - T-, BHREI ORI 17~20% 17V 7 v VAR R OB &R T
Hol,




EE D& AR H-I3N3R) 24 FEfE] Tdo 2 LA ST D, BEIIRA LR L Tiddhtt S hz
W, EEIFRPECERIZT V7 v USROG & L THt S v, IBITRER 2%
éo

LEF AN i

12973
YAZ & H AN OV ANt (20~355%) 1221 HRGE B 5 L 7-f55%. DRSP TN EE D3
B RE I HEIR A B2 TR LR o 7o, o BREEN TORBR T I S 70TV R0,

W BERE &

YAZ IIHFHSRERE E D H 5 BF IIIERTH D (BERRUKFOZEESH) | AT EREE
DM I 1T D DRSP DR TR S I ZATHEBE N IEH 22 & E 0K 3 {5\, B ATRERE RS oD 4ot
ZRtg L Uz YAZ OFRBRIZSEM S AU TU 70y,

EHERET £
VAZ IIEHREAR DO H 2 BE LR TH L (BEERRUVARFOELEESH) .

EHREDS IE R 7n 2o VE Sy O W T iP5 e = 2 59 D &t (=28, 30~65 %) Zxf& &
L. BHEREAR 47N DRSP O3 EhREIC KT T2 (3mg/H % 14 HR) JXONDRSP 2 MfiEh v
U LR R TR A R Llc, BHEBREIME N Y v am e Ue, BB, 7 03 ER RO
RIROT= ) 7 MMERHERIREEOM A 2 ki L7z, DRSP #¢5-14 HEH (EHIRRE) | A
REMEERE (/L7 F =27 U752 (Cler) . 50~80mL/min) OIMIE S DRSP & 1%, IEHE
BERERE (CLer, >80mL/min) &R TH o7, PEEEERER (Cler, 30~50mL/min) Ol
159 DRSP #2513, IE R EHEREREIC L~ T 37% mh o 7= AHE T DRSP # 5- 0 BT B 4T
TohoT-, DRSPEGIZ LD MIEF IV U ARE~OERNCH B REEITBO bhienoT,

AR CIEE A U w7 A MIEITRRD R o T2, B U o MMERERI R IR Ol ] 2 ki L7z 7 61
W5 B CIEIMIE R A U AR R 0. 33mBa/L #8M L7z, L7z2v-> T, BHREREEZA L,
MyEF B Y 7 AR HERFH O ERICIT< . Y ¥ LRFHEFIREZ O L T 28885 12 Y
v IAE &2 RS RE T D AIREMEDN B 5

hEE - HIRRUAZE
YAZ 138% ORISR O FH 2 38R U 7= M OB I EH S b,

TR LGB SR T RN FEF T m, 3 TS HES AR 1 T 3R K OV DAt OBEEYE 2 L 7= Atk oD —
7 RBCE (BEIR=R) 2T, D OREEIEOB T, BT, BT A > 77> P EW
IUD ZBrE . Wb HOMEINEIEKTFT 5, BB L CTHERT 5 Z L1 L 0 KRR 2K
FTBHZENnTES,

F 7. YAZ VTREEVE & U CRE DRSO A 38R U 7= I BT 5 H R AR R 7 R
(PMDD) DJEARDOIEEICHEH SN D, ARk 3 JEHI 2 2 5 YAZ @ PMDD (2% 3 5 H 20 1L aFm
TV,

Mt EDBZM LR OFE X & 4 (DSM-IV) 12 LiuE. PMDD OB ARMEMIZ, ZE LW
5 OFGy. RESUTBRIE, BHEARE, FttE0ZX 0 XIS TH 5, ZOMOFHEE L
T, AFEISE~OBBEOWFIR, £ KT, 5L, BRHACUIMEROZ L, HEA R &2
B 7%, PMDD (ZBEE U7 B (e IE, FLEES R, S8R, BIER & OVhE. IESIE . RS2
ETH D, PMDD TIXZ H LR EAEICEMICHEL L, A RBEGBHZE R DNICERT 5,
ZOREEIZL D AFEOFE, HE OIS, AL OBIRICE L EEKET, 2T, &



FARHEE S DSM-IVEEHEIZ IS & . AR 2 AL Elch 7= DIER ORI & OFEli 21T 5, ZWro
BRIIER L o B Ko EE L2 BRI LR T T e 6 7eu0,

YAZ 1Z H RRBHEMERE (PMS) OJRPRIE L U CIEaMli STV R0,
YAZ 1%, & OBHEEKICKHT 2 REmOEE 0 72 < | Wl a2 72 14 LA EO RIS B RS

=:;EMSIEORBRIER END, #EFEO7-ORORETROFH A2 LA RBREICRY . B ORI
WZYAZ =35 2 &,

R : BITFEO—BRUEVEENGERABMIRE | EBROXKE (FiEHE) . RUOERRBKR1 5%
[CEAZ#HKEL TV -ZHEDEIS : XE

fEBIAEE | B ORBE (IFIRER) 1 AR A ffkfee L T
(%) e EDOEE (%) °
Wipes GRS PRABAY 72 A
(1) (2) (3) (4)
WEES 85 85 40
Bkl ° 26 6 63
JEI AR AR 25
L H— 9
HEIR A= 3
SEfE AR © 2
PEONTZ 1
FEAN R 19 4
Xyv T
TR P By 40 26 42
AR PE iy 20 9 56
AR
18 PE Dt 40 20 42
AARPE hr 20 9 56
Nyt T 20 6 56
ay R—2n8
M (Reality) 21 5 56
B 14 3 61
=% 5 71
70 AT Bl 0.5
B &l 0.1
10D :
Progesterone T 2 1.5 81
Copper T 380A 0.8 0.6 78
LNG20 0.1 0.1 81
Depo Provera 0.3 0.3 70
(ZA=20872E 1))
Norplant, Norplant—2 0. 05 0. 05 88
GEKF LTI TR
IVEETF D DIA L)
Tz HEREAT T 0.5 0.5 100
5 MERELT FAlT 0.15 0.1 100




BRABHT EIL - BT A AT - VRS T2 BRI LINIC R G 2 BMh T D &, RO Y
AT N T5% L KT 5, ?

IRELEEAZEIEE (LAM)  : LAM (3RO TEUER O S\ —FFARHEE TH D, 1

HH : Trussell J, Contraceptive efficacy. In Hatcher RA, Trussell J, Stewart F, Cates
W, Stewart GK, Guest F, Kowal D, Contraceptive Technology: Seventeenth Revised Edition.
New York NY: Irvington Publishers, 1998

1 BEHEEOME ARG LT (WMT LSO TTIEZRW) —i7 D~ 7B\ T, LA
#% VAERICHERZ I L TWO R W DITEFEIITIENE U7 2ot O E)A

2 WHEEOHEHZBEGEL (LT LHHHTTIIZRWY) | B (R IEID) AL
720y T MZBWT, ERBAMEE | ERICEH 29k L TWh W0 o5 aI iR U7 otk
DEIA,

3 ML L TWAI I BN T, 1 AERRRELEYE OB 2 ke L 7= R0 EIE,

4 (2) HKEOY (3) HATHIRE L= ZtEDEISIT, WEEEZ M L2 WER K QU EET 5 72D 12

BT EOER 2 I LT — 2 I2HASNT WA, 29 LD 9 B#89%1T 1 4ELL

WICHFIR S 5, BUEIX A RMEE X D RETELZ T L TV AN Z ORI 200 254812

1 AELINIZIENR 3 B ZcPE Tl 2 OHEEEIZ DT 0T (85%12) Fadv b,

WIAH, 7V —Ah, T, BRI ET LA,

BEONRTHIII A L o & —3, PEINE ARSI RIR I X o THli O SEAE KRB  (BEDN) ¥,

B2 ) — 2B U — &R,

P e [ ) E s B

e A 2 — T, REEE 2 TICAT o 7oA W 72 BRI LA AR % G-, wllEl%

54 12 BFRC 2 01 H OFe G- &35, FDA IXLLUT OF% LRET3E % 22 42 DD 230 70 BRZOREIT 3R

HELTWS :Ovral (1FAMBENL2EE) . Alesse (1 [EIHkE /L 58E) . Nordette XX

Levlen (1 [l EIL 28E) . Lo/Ovral (1 [HHEE I 48E) | Triphasil X% Tri—

Levlen (1 [A]EEfE /L 4 §E)

10 LU, #EFEhRA2HMRETT 5720, ARNER L2354, RILOME UIFRFF A A L5
By NLINT ZBsG LI5A. E% 6 » ARE L2561, BB oREE b L
AT B0,

© 0 N O O

EORHTREDIAER

YAZ (DRSP 3mg/EE 0.02mg) Dfxk 1 M OBALA MR T, 1, 027 3B gk S, &t
11,480 JAH] (28 HJEAH) OG- L& T Lz, Fhpld 17~36 ik CTh-o7-, AfHIT, BA 87.8%.
E AR I F4.6%, BANA3I%, TVTH1.2%, TOM2. 1% Th-o7-, BMI 78 35 ZiA %
LA TRRER DN B IR LTz, 35 LA T O A&MEIZ BT YAZ B GBS O k% 5% 14 HE T
D DOREFIEZAF T L7220y - 72BN 12 DR FA L2 2 &0 n . IFIRER (3—Lig
) 11100 NEHT-D 1.41 ThHoT-,

ARBITRESEZ DA
LR L 7T £ A B E SR A LB 2 RER A EHE L. YAZ IZ X % PMDD SESR DOIEHER)

RE2FHN L7=, 8 H OIEROFIAA LB CFEEIZ LY PMDD @ DSM-1V JEHEAf /=92 & 2R L
77 18~A2 B DI B ek LT~ WiER & & . DSM-1V 2 WL e A fEpk 3 A ER A B 2 ET 5



Daily Record of Severity of Problems scale (FIEDEIERE 214 Hicdk) 2T, YAZ D&
PR 2 MNE LTz, FEERABRIINATRERH Fig ek <, FFAMm AT 68 CUEUR ATREAE#n D PMDD 2z 384
Flz/lA NI, AR 3 AINCHO=0 YAZ X7 78R 25T AREHCEES IRV 107, 7 nm
AF—N—=F WA U ORERERIT, BENIREER 72D B A OB EIE BB ZERNIC R T L,
PEBIR T REAR R 0D PMDD 22 64 Bl I i R 3 AN o720 YAZ T 7 TR a2& 5 L, ik
EM O, 3 AN s OFEANZ 7 v A A —— L7z,

mizkER & & . Daily Record of Severity of Problems ®EFEAD 21 IEHIZESL M AT L%
HAWT, EHOR—ZAF A4 OB EICI D AIMEZFM LT, 21T HBEZZNE 1 (£
K72L) ~6 (MDTHY) OERETIFELL ; sm A3 713126 &7V 9 5, mialEe b YAZ

¥ 5 U4t Daily Record of Severity of Problems A = 7IZEIT AUCEITFEEFFHICH

BlIR&E oz, FEHRBRETIX, X—AT7 A4 oD (%) 28 YAZL 5 L= T
3N.6AHRA L b, TTEREHRELIELMETI0 AR FThoTo,

SEDBER

Lk LF 77 B AR R T EHEMRIEEALEER 2 HRBR T, 14~45 o SR SIE AN 889 #li,

6 EHI (28 HIEHD) (T YAZ X7 7R E2&E Lz, RINIRT XL 912, EEFIEFAG

HHBIIRIEMIRE ., FERIEMERE., T X TOREDEALE L O 6 H#o 15 HEIZ

Investigator’ s Static Global Assessment (ISGA : EERRIZ L B#EFHN) A7 —ilk->TC
MER] T NIFHEEK] LHE SINTHERE ORIG Th o7,

RII : SEOBBROBFHMERER

AR 1 R 2

YAZ 7T R YAZ 77 ®R

N=228 N=230 N=218 N=213
ISGA f =g 35 (15%) 10 (4%) 46 (21%) 19 (9%)
PRAEMEIR A
R—=Z T A DYLJRELK 33 33 32 32
SRR 2 (%) 15 (48%) 11 (32%) 16 (51%) 11 (34%)
FERIEVEIRE
R—=Z T A DYLJRELK 47 47 44 44
SRR R (%) 18 (39%) 10 (18%) 17 (42%) 11 (26%)
TRTORE
NR—=Z T A DYLPREK 80 80 76 76
SRR R (%) 33 (42%) 21 (25%) 33 (46%) 22 (31%)

*75 6 JE WD 15 B BIZFEMf L.

IS I

ITT (intent to treat) FEMNIZ DWW CITHERTEEM 2 e L7,

YAZ 1ZLLFOSEIR 29 5 MR35 Lpnwz &y

ERERE N2
JTFERE MR

R BRRE N 2

AR PEFRIIR IS 313 AG ZEAR M P
TREREIR AR SO T i AR FERR L IR E O BEEIE

bt A8 SRR 8 (BAE SUIBETE)




AT RRNEA OFHE 2 £ 5 Ol I

HE O &I E

18 5 2 1 O BE PRSP

PR R PERRRRIE M A £F: D B

EHIOEE %15 KFWH

FUE ST DERW

TE NS It = A b a U ARTFERTAEY) T E DB
W OMEE L TR B PRSI

BERRIZ A 2 REY 5 o Witk SR ST £ o vV IS PE 5 #E
BRSO TR D e

RS (B SOEENE) ST TR B

35 kLA B iR oWYESE (1 H > 15 A)
ENTN) % eb s pe RSB S

[

==}
=

BUEIC L > THROSEROERICHES EXRLOMERIERAD ) RIAELLHEDH, COYRYIF
FHERVCBEOERE 1R I15ARLLE) L&H2EBML, BFLULOLTEICEWNTIEREICEET
Hbd, BOBIRZFERTIXMEICERELLGVNELSRCIERT LI &,

YAZ IZ., BRERRILECTHA RKOREL/ V3mg a8 T 5, KAXEL/ VIE. N YR
DBRBIZEHDYDLNEEZFZHRT SUEELAHIMIRIILILFaA FEAZEL. TOER
FREQ/ S b2 25mg DAZICHET S, 8HYDLMEEZRELOTVEER (THEHEE
BWEETR 2., ITHEERES. BIBHEETS) 28I HBBICYALZFEALAVW &, EHOERKRDS
WIEREDARBED-OIMEFERH Y D LNEMT HATREED H S ER|ZEH. EﬁﬁF‘eﬁ?fo LTW3
t&@ RYOERERAHP. MBEFHYILEEEZF VI TSI E, MFFHY ILMNEMT
ATEEME D H A EHF|IE, ACE FAEE, 7o oA T UV I ZRIFERE, H VI LREMERIRE.
U@Aﬁ%ﬂ~AHUJ~TwFZTD/Fﬁi‘mmwﬁgﬁﬁéo

& CEEAESR O I X 0 B ER AR MARE e QN AR FERRSE (L AAEZE, MARZERIE, ZAH3E1ER
E) L oA, HEERE, SR CEEREBEDO Y 27 BNEL b, F&l%%%ofw
PRVMERE R L MEITEE R A OHE IO U A7 13 TR, EiLE, @AEMmE, B, FER
e EDERE T OIFET T, BHREXOIFE RO Y X7 1 IHEIC <&5

6 AL AT T D EMITI Z N DD Y 27 IZET DL T OBHAE I L TO2RIT IR B 722w,

AUSASCEICR# SN E I, FICBIE - BRAICEA SN TN D SO L0 IaR £ 2 KOS
RARE L OFE B EEE BT A R L2 B B W T L 72 BRICE ST b, il
HRIVE Y K OBEIRBVE L OEED L VIRV O RHEEO EHFERIC L2 28I F 72 s T
l,\fc,:l,\o

ARUAF SCETHE STV DAL, #ZAE T r—RA a2y e —/UiFgE & in & d=

H— MO 2FIETH D, r— A ba— U TIL, EEOMEXERE, +72bbIEEEH
BB DIIERITHRT DR 0BT 2B A RIEROLRNE SN D, FXHERE TIX
FEIR COEBOFIEICET D2 HRITE SNV, ak— MR T, FE5AERE, $72bbikn




B A LI ORIERDENTOND, FHERE TITL DOEH TOEBEDOFEIEIZEH
TOHRPFEOND, FHMITEFNTIECET LT FX 22RO L,

L. IARTFERRPERREE K OV O At o 1 A i
a. /DHREZE

TR IEDOE I L > TOLAFZED Y A7 W@ e d, ZOU A7 X, BEE & in)E,
a3 VAT e VIE, JEAIIE, FEIRIE 72 E R EIRE RO JRA & 2 Ao fERE A2 BT D
PECE, BUE, B DRI 208 F th 0 oM iC 38 1) 2 DS VE DR fERREE 1% 2~6 fF L #HEE &

NTW5S, 2DV A 271E 30 AT ClImied T,

35 IR LA LD ZMEIZ N T, HREESE Ol ] h OBRIE A DFEZE DO FIERICRE < FwEH L, K
HBO7 13 EE OB SN T 5 Z L RS, B REEER A 5 & 5 5 35 Ll Lo
MR K O 40 T DA B O T BN T TRBREREICBRE T DL RIS 5 (R
IV) o

RV : Fip - BERR - BOBIRERAOHFEA, 100,000 AEH-Y OFRBEREICILHFETE

i E R D Y E R D Y P P
FEREE W FEREE MR
15~24 0 10.5 0 0
25~34 4.4 14.2 2.7 4.2
35~44 21.5 63. 4 6.4 15. 2
45+ 52.4 206. 7 11.4 27.9

(P.M. Layde ZTNV. Beral X v thZ)

PR OGEEAESR T, @, BERP . mAEMAE, Fn, A7 CBEM O EREK 1 D 2 2 BT 5 ]
REMERH D, HHZ, I OEKKRLENIIL 2L AT 2 — LA K F I8 0 a— 2R % 5
XTI ENALNTEY ., —F., IRARLE A ATEA v A Y VREREES B X i = T RTREMEN
Hb, BROBHIERIIEREOMELY LRSS ENHERINTWDS (BEDFEIHEHEZSR) |
fEBRINF~DREED B LV DRED Y 27 NEL 725, DILERBOGRIK 24 5 &M
OB OBHTEIROME A ITEE T DR IE R 570,

b. IMFEZERESE

% AREESE O I & 0 AR ZERR R B R AR ED Y 27 NE< e b Z L HaiER S h
TWb, =Ry hr—)URZEORER, HH OAEBREIIHE A & i LT, RIEMER
IRIMARIE O FIEFERE T 3 %, PREDFEIRIARAE SUIHIARIE T 4~11 15, KR E R LK E2HT 5
LMEZ 31T 2 FRIRIMAR ISR IR R T 1L 5~6 {5 Th o7, A — MIFSE T ERE 2335 T
<\ HEDKI3ME. ABi2ET DHEDK 4.5 5 Th o7z, #EHREHEIKIC K2 mArZEe iR B O
U7 LMW S OBE TR < EAOf Az D LIHAT D,

o8 FREAE SR DA L0 | IR AR FEAR MRS ORE DR ERREEAS 2~4 f5IZHIN$ 2 2 L 23y
SNTWD, RRERDEMZAT D LMEITEBT D FIRILARIE OFEXHERE X, £ LSt et
D2ETH D, MIRFERIED U 27 D3 < 72 DFRHEFIT 05613072 < & bIET 4 B FE AT 5
itz 2 W £ T, REIOEE TR REO%KIT, T THIITRE QBEEROME 2 hik4 5 Z &,
SRR b IMARZERRIED U 2 7 3@ < 72 2 DT, BLAE A REESE O FABR G130 Btk 4~6 E[H]
PBEE L, BHLICE DAL LW L ABRIR LT ZMEOHR LT L,




WL ONOFRERIZIBNT, AAIL EE OF &2 ¥72 5 Yasmin (DRSP 3mg/EE 0. 030mg) & DRSP LA

NDTaFAF kG T HHD COC ERZIZONWT, MARIERIEDTIE Y R 7 % lsidt L=,
R BRI ZERRIE R OFE T D U X 7 Z 5T 5 2 DOHIM & 24— MIFJEDS Yasmin K78 %

[ZBAtE S 7z VP, EURAS #BRCld. MARSERIEDIAE U A7 (FRIZFRARIMAR FEARIE) K UBEL
DY A2 T, Yasmin i F# & levonorgestrel Z &A% COC Z& el O OB (5
R coc) B CRIZETH D Z EN/RE T, Ingenix BRICBWT D, MIEFERIED U A

7 1%, Yasmin i3 & levonorgestrel Z&H 7 5 COC & Tefthod COC A CRI%THD Z &

DR STz, Al Ingenix AREBRICIUWNTIX, Yasmin i HERE & [AEROFFMEZ RO XL 912, COC Hhig
BEA IR LT,

MDA (r—2R « 2 b — U4 (van Hylckama Vlieg et al. ¥ ) KRUNME A X o
AR— MF% (Lidegaard et al. ) ] OfR. Yasmin HH OFIRMARIERIEDFIEY 2 7 1%
levonorgestrel & A9 5 COCHEHAH LY &5 <, desogestrel XX gestodene &4 % COC
(=Mt coc) A LD IRV LRSSz, LvL, 7—R « ar ha—/UffZEicsT
% Yasmin OERAELBIIIEF 12D 72 (BEHEHD 1.2%) . 20V A7FHIIIEHETES
DTERV, BAME 2R — MIZEICBWT, 1 ERIEOHEHE TIEL, Yasmin £ FHEF ORI ER
JEIE, Moo COCHEMEFE LV b@mno7z, LinL, ThbH D 1HEMOFIL, SEISERY A7 L
SNV DEMEEFRNT S RIZE A TWDREEERH D Z D, T LLEHEERH D L O TiER,
1~4 4E[ 0 COC I TIx, HERHERREE X Yasmin 3 & fthod coC il i CTRI%CTh - 7=,

c. MM E R A

— MR FEAE (A S ML RR ) D U X7 3 b s\ O &l (>35 %) THAE
FHOmMELMETEH D53, # ARHEREIZ K0 MR N OF 5fERE N 5 2 LR &S
TW5, mIMEAMEAEICBONTHIMEAE BN THEWTNOAEPREETHERRE T TH - 7o
DT L, B IR O U 27 &,

KEFEGRER I\ T, MARMEINZE TR OMRHERE X, MENIER 2238 C 3 5, BEEOIME
DOFEHAETUFETHD I EDRINT NS, HIEAAF OFEXHERE X, & D REE3EAFEH L

TR IEMRIE T 1L 2 5, BT A T L7 o T C 2. 6 3%, R I BEITE A L 7 MY
FHTT.6 4%, MIENEFMERET 1.8 %, BEOESMIEOEME T 25.7 FLHMEINTND,
FEHERE S, FORmWEMETEV, E7o, ROBEIIL, FE OBRH UM% RYEFR AR,

EARIMAE, BB 72 EERIN 28T 5 &8 228 B IEO Y 27 L@ 5, BLARE D RT3
ZRMAT 28R (RRCRTIRZ S FBE) 283 2 MR RIEO Y 27 D@Vl RetEss &
Do

d. #HORHEERIC L5 mMEREDOHEIKGFMED Y 27

B OBEHTE P OIIR L E Y B R ORI LT &L MAAEEO Y R 7 12138 5 H 7 B 23R
HHNTWD, ZEOEERBNVECHTIIFETELEY AEA HL) OB RHE SN TND,
M3E i b U AR R H O X0 B DR B OFIE R INT 5, IIfEA/LE 23 HDL =2 L
AT —)LEBNNESE 5720, ROBHTEERIC X 28T, JiE « SRR LE B LRSI
SN TWDERF LT OME - HixtaE & O TRIZNDNT VARG T 5, R OEHTER %
HART AT, MALECDOREEEE LRTIIR B2,

PR VE o R OBEIRAR VR > OIREE R A S/ NRICH 2 5 2 & 3 ER IR AT 5, FEE
DOIRE « JIRANLE CEAEFICEE LT, SN s AEIZE EN IR LVE Y KRR LVE
. RECEMEL Hx ODBRFO=— XA L TV A R/INETRITIER B0, B O BEHTIR
DR ZF TG 25481, TORFITHE L TV D Ll S -iies L s 2 i/ BT
BT LB THATH 2 L,

10



e. MEREDY X7 OFfgtt

2 FRBR TR MR IRAE HARBRE 1I2 B T D IME R B Y 27 ORFENRD bivie, KEOFER T,
T8 R SR 2 5 A DL B L7z 40~49 s O &MEIC BT 2 D ZEDOFIE U A 7 138 DR SE
1Ef% 9 FFEMILL EFFE L7223, 20 U A7 BN OFEEE TITRD b2 o fe, EE DR DR
BRCIE, URZ OIS T/RNEDr o723, fR TSR R4 6 AL B, M 3 9% B O F8E
VR REHRE LT, 7277 L, Wik E S IR AT % 50 u g DL EEA T A8 DB A - C
Fh X7,

0. MHHEIEOMEIC & HHEE L

B TR 2 72 EHRIE N DT — X ZINE L, FENCSFERHTIAIC LD R EREE LT (V) |
HEE NI TREAEVEIC B L7238 D U R 7 & lEEO KR ORISR K 238 T D Y 27 25
FTHELEZLOLEEND, BHITEIZIXZENENREDORNE T v U RTRH D, FREO#E
ISR A 95 35 DL E O BRIFE K O 40 sk LA EOFEMRIEE 2 BT 1E, T ORESEEICHE S 5E
UERITHEICEISETR I VIR E W ) FEGmICE LT,

R AT R A B TN I EVNFE TS D ) 2 7 SEEIN4 5 Al REMEDN 8 D & 3 5 AT [T 1970 4E4RIC
I SNT2T —HIZEESWN TV DN, 1983 HF THE SN2 o72, LML, BEDERIY
T LV IRHAEOIIR ARV A RFAME R S 4, #8 OB IARRA SCEIC R S o bk 2 22/
BRIK 72 A L CW e tEizsx L CEEZRBER O I I Tnd,

29O LRI %, BER D REHEIEO M HIC X 2.0 MEREER Y 2 7 IXLARNE & Tz
Z L ERET DREN TR T — A RN DH T LD, 1989 FRICFEIZ B S (Fertility and
Maternal Health Drugs Advisory Committee) X Z OEZ BT 5 L 2 EH I N, B
B3R, 7 JEMUE o CITRR DB RR O HIC L 0 Gz R ERFITE) 40 LA,
DMMAERBO Y A7 RIS 5 AlRetEidd 505, @izt 2R, 2025 AfLAlheE
TRRHIE A TE R WS ICHE LD Th A 5 RN EL - WRMLEIZ L DIBTERIEEE Y A
7 DFFHRE &SRR T,

L7edi» T, dhfZEARIT 40 s E O IEIE L2 36 2 8 AR O~R 7 4 >
I BENY 27 %2 BRID EHEEE L., AL RAREREZIRA T 2 L3 o
TH, AHT, s/MHEORF 2L L2 ban,

RV : FREFMZEZ T TLELZRME 100,000 AFEHT= Y OBEEFAICH S HENX (TEEEIZE
U8R - SR TER

WERTE I OVl 15~19 1% | 20~24 7% | 25~29 1% | 30~34 7% | 35~39 &% | 40~44 1%
WELT VA7 LA 7 7.4 9.1 14.8 25.7 28. 2
R FREAT 3K 0.3 0.5 0.9 1.9 13.8 31.6
FERZI 25 \2\

R F1REAT- 3K 2.2 3.4 6.6 13.5 51.1 117.2
IR 22\ 2\

1UD\2\ 0.8 0.8 1 1 1.4 1.4
a2 R—2A\1\ 1.1 1.6 0.7 0.2 0.3 0.4
Ny —/ 1.9 1.2 1.2 1.3 2.2 2.8
B T-HINN

JEHIEOEEBR\ N 2.5 1.6 1.6 1.7 2.9 3.6

\I\HHZEIC X B 3ETE \2\BEEEIC L AT
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EEMERT DL,

13



8 FREAE AR . FRICLART D ZEN D DRED H 556, BARIIMEARELRIET D52 &
Nd 5,

FAHLDOIFE
1. —fRA7REE

AREIZITHIVEER (AIDS) RUZDMOETARREEZTFHT IMEN BTN LEEFICESE
BIFNIEE SN,

2. BEFEZI M ONBEBI A

8 REER 2 L T b &0 TN TORMEITH L. EBIEISAN K OFIR O J5 15 4 B
B L. SRR 2 R 2 ~& TH D, 7L, AADBPHLEL, EMIARBER & HFrd
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Y FEFICK Y ERICE S TEFIDHE SN TN D,

4. JFHERE

18 BT REBE G- T OLMEICBPE B L7256, 6k POBEALIR 2 Tl L2l i H7a 0, JiFBEE
fEEBE TIEAT aA RALEVPRBSIUC W L35 5,

5. IKIITHY

% ARHERIC L0 HOREDRBATRE N A OND Z LD D 5, RIEITREIC &K 0 ¥ 2 rRetto
bOFEBEATLEEFITEBEICLS L, LTEEERBIET LI L,

6. fHEhfESE

I OIRDOREEREN S A LMEITEERERSBLE L, 9 DWW L CEEZRGA IR BT 3E 2 ik
L2 T 57a0,

T8 FRERE R D Al FRIZ TR AN 70 5 DARRBIC 72 o T BB VI MRS 2 Th ik UL )l AR5 2 L
TEDOIERDBFEHNC LD b O E D INRIED 2T UL 720,
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8. FAIF A AFH
fAIAEL S AV RS IC J 35

JI27oESY V77 BV NEnF o VT A NI OF— VRN o T a A XF o (I, 7
NxF o Rry) ORPFEITESES, V77 B ORI L VB EMET L, AR
IEAS NS5,

S/HAOYY 2 A7) N KB AT UG —)L, KR LEL, FSH, LH O i rp
DA, BRI, B RR O FTREMEIZERIN T E 220,

HESE . 72 ) ) LEY— )L, Tx=h A2, DA EEU R EObE#EI T, =F=/1x
ARNTOF— KOS IT—ED T a X AF o OREZ2 Tt S, BHER R 2K T &1 5 AlRErE
HRSILTND,

hEYME . 7oV T4V TV T ARV EOREE LA R VE R
GESE & OFH L7258 BB AV B SEARE P O IR RS ST D, Las L, ERRIEDE)
e cix, puEwE (V7 7y ey Db~ ERSl) ICXD2EMAT v A FOMFEFIRE~
DO—B LI EBIIRD bN2nodz, 27V A7) o0 T ERROE LB,

T RIVINRBFY 7 MANRARZF o EROBEROFHICIY, /7 rv=F o Fn o ke TF=
VA NT A — LD AUC B ZENF 3K 30%. 20%H#4 0 L 7=,

b3 —2X J—k: B TPg—2 X TU—| (hypericum perforatum) Z A7
HN—T BRI Ko TSR (5 b7 2 — A4 P450) KON p—BEE AR RN 8 X v, 8% 1T
G OBRERHLEVOMENMET T 5283 H 5, ZTORDMEHIMAALND Z EHH 5,

FO: TRALEUEEORTE RN T ) 7 20k o T OA IR VT O
MNEINTAZ 03B 50, ZUIEEOEEIZ LD AHEMRH 5,

FOREL/ UhMbHIIZRIZTEHE
ARER A A VEH

In vitro @ BR& O in vivo BRIZISVNT, DRSP OHH &L TN DRSP A3FF b 27 1 — 2 P450 (CYP)
BRI I T B LG L (RE2Z2) |, In vitroskBR T, DRSP X CYP1A2 } OY CYP2D6 O
ET VB ORMENRICEEL KT S /20 27223, CYPIAL, CYP2C9, CYP2C19, CYP3A4 DET /L
HE ORI LEORE L 5 2. CYP2C19 Wik b WEBEZ -, AT TV — B iE
& A ERIR IR BN BE BRI Z 35U T, DRSP 78 CYP2C19 JEMEIZ MIF I ER S B A it L=, B
Atk 24 ) (CYP2C19 OB s FHIA, REHAK (FFAR) OZctk 12 fI i O~T n G KO
P12 6)) xS ET 558 TlX, DRSP 3mg & 14 HEE B OEE LIZR, A2 77—
(40mg, H[FEIFEOEE) KO CYP2CI9 IZ L6 5-t ReXx oA A7y —Lroikn 7 V7
T RTEEII Do T, FTo, CYP3MIZ K BRI A AT T —NVANKR DR VT Z
VAZxT 5 DRSP DA EREBIIR O b7, B DOFERIZE Y DRSP (X in vivo T
CYP2C19 K TN CYP3A4 ZBHE L2 2 & AR iz,

EHIT, BEEARBEIE 24 Bl FNFENRHRE LT, YU NRAEZF U KRNI X T L% CYP3AL
DI ILE b T A EIRIEY) — B EER R 2 SRBR 2 M L7-, ZFOf5%. DRSP 3mg/H %5
BITEE U= EFRAED DRSP JEFE 12 X % CYP3A4 HE DI BENRE ~ DB IZ D LR o 17,
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MiETH U v L2 S5 aTaEvED & 2 5641 & O AAEH]

YAZ EAthF % PR 2 I B W TILIET 2 U v AT B A REMEDN B D (KREDZEE LS
m)ottb\mzww¢h@%% ZERUVNTH NSAID O FERE N ONEHEE ISR S e o 7,

~UA VRS Z 7YV 10mg & 1 H 2 [BIARA T 2485 & ifn 1 o PR 2otk 24 Bl &2 x4 & LT,
DRSP 3mg/T A T VA —/L (F2) Img & 7T &A% thlekhit9 2 Sy r A 1E Bk 2 520 L 7=,
a2 WEIC =V REHRICEFIOH U 7 ARREEBJIE LIz, DRSP/E2 BH5-BEX T 7 B ARERIC I,
SEHIMIEF V) 7 DPREDNR— T A & DFEN 0. 22mEq/L o T, EHIT, N—R T A U
KN4 HEIC 24 BRSO - W EBOK S TOMER B Y v NEEZRE L, 4 HED S
T ARFEIZ K5 DRSP/E2 BEDIMIET 77 U 7 LD Cmax K ONAUC DERIL, FHFH 0. 955 (90%
CI:0.914, 0.999) . 1.01 (90% CI:0.944, 1.08) Th-o7=, MEEE bEb U v AMAE (MIE
Y AREE>5. BmEq/L) ZFEAE L 72BN Ze o T,

Pid & AR VT LR R )M AN S M T TR

TFoNT R NT VAN EERT HEAR GETEERE, oA OREH 2 ET 5 Al HerEs
bHhH, BOBTIE L OHICLY, 27 axRY v, L R=yar, T4+7 41U offgEhiE
FEREENNT 2 Z ENME SN TS, 2, BROBHEERIIM O ORE E 53 5 aTRetEn
HD, AR L OHFHICLY, TR N7 72 OMETEEORD . T~/ A, B
FOAEE, FAER, 70T 4TV UBO7 )T T ADEMNED TS,

9. BRARRA & OFAEAIEM
6 FOBHER T — S O N IR A H . AFEER A . MR IS B MET 2L b D,

a o bhorvyr, BVIRY., BNRT, BXEF. BEXRFOEN; ToF ko230
Wb 2 e R 7 U EERS ML IMREEETE DB,

b HAaxU6E8 7 a7 (TBG) OEINNC X AR /LVE CEEOHN (7 LX
X7 A L) T oAV ARSI VE (PBI) . T4 2#HIELT) . TBG OHIM%E
SO UCHledE 138 Uy BECR A 35 23, E8E T4 IR XA L L7,

¢ MIEFOMOFES S /7 BHINT A2 b5,

d MRLEUEEGZ a7 U U EINTHZ LI L VBERAT oA FIBEL RN /LF oA REE
NN 208, B O3 AR T2 L LR,

e RNUZURY RREMTAZERHD,

£ MHEENME T T2 03B 5,

g FROBHTEERIC L0 My PR E N DTS 2 E NV R OB R L B IR U2
B, BERA) ERIE S 2R D W TREMEDN B B

10. SAEME, ZERIFEME, ZIaRERT

~ 7 A& T 24 5 AR OGS DB AEERERICIS VT, BT EEZ A L Th o4&tk

DOEBE (FaAEL 2O AIC) @0, 1~2ZIZHYT5, Fex'L /r (M) 10mg/kg/

HXZ R AL ) o+ F =LA R4 —/L 1 + 0.01, 3 +0.03, 10 + 0. Img/kg/ A %
HLIEMR, mHED Fa AL ) VHMEBGREClIN—F —BEOHEIMN AT, 7> M
FAWZRIEEDFRBRIZB W T, BEEHEZIRA L T A LM EDBREED 0. 8~10 fFI2/1Y4 45 R
AL /v (B) 10mg/kg/ H XX R AL ) v+ F =LA T VF4—10.3 + 0.003, 3
+0.03, 10 + 0. 1mg/kg/HZ# ¥ LI-fR, @HED FNa AL ) EERTIEEMEIE N B
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o OV Gt 72 Bl 48 (MR O R BB JE ORI 2 Hiulz, #4728 in vitro iR (m— LA,
F v f == ANLAL R FIRER, v b U RBROYEMRIES) KO in vivo Binwtt
A (v AP IZBWT, FexE L ) SNERREITFEO N7z, FeAEe L /v
L7 v MFRBEIZ BV CTRER DNA SRk AN St T > O DNA & (IR Z TR L7223,
t h DR DNA & IIFIMAE R Lo Te (BEEZSM) |

11. R
AN RIS SFEIENE X (B OBE L2 SHE) |

PR AR L E o e VIR ARV o Z AR IS L2y 2 & DRSP 3mg /EE 0. 03mg $E#% 54 (in
utero, WITALH 1 BEHILIN) OIEEN 14 FIMERINTWD, Z0 ) B4R 1 Flic B
WO HIT-AY, DRSP 3mg/EE 0. 03mg $E & O K EERIZ AR TH 5,

YAZ #5910 (in utero, Wb 1 JEBILAN) OFIRED 12 BIER SN TWA R, o KB ILER
O LI T,

HHRZ v bW T EERBRICB T, B MREE (FrAEL 2 O AUC) @ 6~50 {%IZ
Y325 Re AR L 5, 15, 45mg/kg/ H AR N5 LAt R, 15 KT8 45mg/ke/ H CHEEH
LD RRIBENZ MR A 5T~ U X2 HWZEEORERIZBW T, b MREEED 2~27 %
%925 Re AL/ 1, 30, 100mg/kg/ H & O &5 L7cfE R, 100mg/kg/ H O & Tha L
CEOMRIRBERIE CVNVEOBILEIE, PElE) OHMMBERD b, WIREH (HisosE
) e AL /5, 15, 4bmg/kg # =F =LA F 54—/ (100:1) EPEH LTAESR.
HEVERGIE Z ~ b OMEMEAVIZ F BARAFBE IR A b Tz, h =27 A P/ 36 LI Kr AL ) &
TF =T A NT U4 (100:1) ZROF5 LA BRTIE, FeABE L Ui KHEIZE B
BREEE D 30 [ZICFY 95 10 mg/kg/ H T o723, MEATNER OMEHAIER X326 S /e ds-
77,

12. 3w
RIAN LD EOROBEAT 1A OB ESNTEY . BESCHABEERR L, LR~ORNEMA
WS OPEHE SN TWD, £z, ERBIORRIBEEEKR G L0 O - B2MET L, &3

KEZRKIZTZ DD, ATRERIRY | RILIHIITFLIE S 2RI BERL 2 F TR DB 5 3
B MOBHEEEZENT 5 L EET L L,

btk ZoMEIZ DRSP 3mg/EE 0. 03mg §E &% 1 # 5% 24 FFLAINIZ, FrAEBE L ) U HREEDOR

0. 2% N EEFLIC W SNz, ZofER, ARICBITFS Fe AL ) o 1 B KEREITR 3

ug TH-o7,

13. /NE~OfEH

YAZ [XIFUR AT RE 72 EE R D MR BT B M K O ZIMEDSHESL. ST D, 16 A O FEE%
MR N6 LA EOEHAEICRB T 2 E ML OEIEIXFRETH 5 EHE SN D, ARELDOHIRE
IO ITEE E L 220,

BEADER

LIFICREs Lz TREMTENE] 220 &,
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ROBERYE, MO, M. U B R0, BEIARLE, o= an— R AT R, sk,
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SIETEBRIC B WD CREEIR O A MEIZBIR 72 < YAZ ORI LE - T S -3 BR1GHE T CRELL
TAHEREZO D LREBENE D ST-OIF (>1%, BFIE) | EROERYE, NE7E i, 585,
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WEEE, ARREE, iU X 24ME, e, MR, REHN, BIgm, K&K, SR, &
A, REFHTHoT,

BEXRS

HRBARKEOM O TR Z B L 725818V ThH, EEAREREIIRE I TRV, i
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Fachinformation (Zusammenfassung der Merkmale des Arzneimittels)

1. BEZEICHNUNG DES ARZNEIMITTELS
YAZ 0,02 mg / 3 mg Filmtabletten

Wirkstoffe: Ethinylestradiol, Drospirenon

2. QUALITATIVE UND QUANTITATIVE ZUSAMMENSETZUNG

24 hellrosa Filmtabletten:
Jede Filmtablette enthélt 0,020 mg Ethinylestradiol (als Betadex-Clathrat) und 3 mg Drospirenon.

Sonstiger Bestandteil: 46 mg Lactose

4 weile (unwirksame) Placebo-Filmtabletten:
Die Tabletten enthalten keine Wirkstoffe.

Sonstiger Bestandteil: 50 mg Lactose

Die vollstindige Auflistung der sonstigen Bestandteile siche Abschnitt 6.1.

3. DARREICHUNGSFORM
Filmtablette

Die wirkstofthaltige Tablette ist hellrosa, rund mit gewolbten Oberflichen und einseitiger Pragung
,»DS“ in einem regelméfigen Sechseck.

Die Placebotablette ist weill, rund mit gewolbten Oberfldchen und einseitiger Pragung ,,DP* in

einem regelméaBigen Sechseck.

4. KLINISCHE ANGABEN

4.1 Anwendungsgebiete

Orale Kontrazeption.

4.2 Dosierung, Art und Dauer der Anwendung

Art der Anwendung: zum Einnehmen.

Einnahme von YAZ

Die Tabletten miissen jeden Tag etwa zur gleichen Zeit, falls erforderlich mit etwas Fliissigkeit, in der
auf der Blisterpackung angegebenen Reihenfolge eingenommen werden. Die Tabletteneinnahme erfolgt
durchgehend. Téglich muss 1 Tablette {iber 28 aufeinander folgende Tage eingenommen werden. Mit

der jeweils nédchsten Packung wird am Tag nach Einnahme der letzten Tablette aus der vorherigen
Packung begonnen. Eine Abbruchblutung setzt liblicherweise 2-3 Tage nach Einnahmebeginn der
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Placebotabletten (letzte Reihe) ein und kann noch andauern, wenn mit der Einnahme aus der nichsten
Packung begonnen wird.

Beginn der Einnahme von YAZ
o Keine vorangegangene Einnahme von hormonalen Kontrazeptiva (im letzten Monat)

Mit der Tabletteneinnahme ist am 1. Tag des natiirlichen Zyklus (d. h. am ersten Tag der
Menstruationsblutung) zu beginnen.

o Wechsel von einem kombinierten hormonalen Kontrazeptivum (kombiniertes orales
Kontrazeptivum (KOK), Vaginalring oder transdermales Pflaster)

Mit der Einnahme von YAZ sollte vorzugsweise am Tag nach Einnahme der letzten wirkstoffhaltigen
Tablette (die letzte Tablette, die Wirkstoffe enthélt) des zuvor eingenommenen KOKs begonnen
werden, spitestens aber am Tag nach dem iiblichen einnahmefreien oder Placebotabletten-Intervall des
zuvor eingenommenen KOKs. Fiir den Fall, dass ein Vaginalring oder ein transdermales Pflaster
angewendet wurde, sollte die Einnahme von YAZ vorzugsweise am Tag der Entfernung begonnen
werden, spitestens aber, wenn die néchste Applikation fallig wére.

o Wechsel von einem Gestagenmonopréparat (,,Minipille“, Injektionspréparat, Implantat) oder
einem gestagenfreisetzenden Intrauterinpessar (IUP)

Bei vorheriger Einnahme der ,,Minipille* kann an jedem beliebigen Tag gewechselt werden (die
Umstellung von einem Implantat oder [UP muss am Tag der Entfernung erfolgen, die Umstellung von
einem Injektionspréparat zu dem Zeitpunkt, an dem die néchste Injektion féllig wire). In jedem Fall ist
wihrend der ersten 7 Tage der Tabletteneinnahme zusétzlich die Anwendung einer nicht hormonalen
Verhiitungsmethode (Barrieremethode) erforderlich.

° Nach einem Abort im ersten Trimenon

Es kann sofort mit der Einnahme von YAZ begonnen werden. In diesem Fall sind keine zusétzlichen
empféangnisverhiitenden Mafinahmen erforderlich.

. Nach einer Geburt oder einem Abort im zweiten Trimenon

Den Anwenderinnen sollte empfohlen werden, an den Tagen 21 bis 28 nach einer Geburt oder nach
einem Abort im zweiten Trimenon mit der Einnahme zu beginnen. Bei einem spéteren Einnahmebeginn
sollte wihrend der ersten 7 Tage zusétzlich eine Barrieremethode angewendet werden. Wenn jedoch
bereits Geschlechtsverkehr stattgefunden hat, muss vor Beginn der KOK-Einnahme eine
Schwangerschaft ausgeschlossen oder die erste Menstruationsblutung abgewartet werden.

Zur Anwendung bei stillenden Frauen siehe Abschnitt 4.6.
Vorgehen bei vergessener Tabletteneinnahme

Die vergessene Einnahme von Placebotabletten aus der letzten (4.) Reihe der Blisterpackung kann
vernachldssigt werden. Die vergessenen Placebotabletten sollten jedoch verworfen werden, um eine
versehentliche Verlédngerung der Placebotablettenphase zu vermeiden. Die folgenden Hinweise
beziehen sich nur auf vergessene wirkstoffhaltige Tabletten:

Wird innerhalb von 12 Stunden nach dem iiblichen Einnahmezeitpunkt bemerkt, dass die Einnahme
einer Tablette vergessen wurde, muss die Tablette sofort eingenommen werden. Alle darauf folgenden
Tabletten sind dann wieder zur gewohnten Zeit einzunehmen. Der kontrazeptive Schutz ist nicht
eingeschrénkt.
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Wenn die Einnahmezeit um mehr als 12 Stunden iiberschritten wurde, ist der Konzeptionsschutz nicht
mehr voll gewihrleistet. Fiir das Vorgehen bei vergessener Einnahme gelten die folgenden zwei
Grundregeln:

1. Die Tabletteneinnahme darf nie langer als 4 Tage unterbrochen werden.

2. Eine regelméBige Einnahme der Tabletten {iber mindestens 7 Tage ist erforderlich, um
wirkungsvoll die Hypothalamus-Hypophysen-Ovar-Achse zu unterdriicken.

Entsprechend konnen fiir die tdgliche Praxis folgende Empfehlungen gegeben werden:
o Tag 1-7

Die Einnahme der letzten vergessenen Tablette sollte so schnell wie moglich nachgeholt werden, auch
wenn dies bedeutet, dass zwei Tabletten zur gleichen Zeit eingenommen werden. Die weitere
Tabletteneinnahme erfolgt dann zur gewohnten Zeit. Wahrend der ndchsten 7 Tage sollte jedoch
zusitzlich eine Barrieremethode, z. B. ein Kondom, angewendet werden. Wenn in den vergangenen

7 Tagen Geschlechtsverkehr stattgefunden hat, sollte die Mdglichkeit einer Schwangerschaft in
Betracht gezogen werden. Das Risiko einer Schwangerschaft ist umso hdher, je mehr Tabletten
vergessen wurden und je ndher dies zeitlich an der Placebotablettenphase liegt.

. Tag 8-14

Die Einnahme der letzten vergessenen Tablette sollte so schnell wie moglich nachgeholt werden, auch
wenn dies bedeutet, dass zwei Tabletten zur gleichen Zeit eingenommen werden. Die weitere Einnahme
der Tabletten erfolgt dann zur iiblichen Zeit. Vorausgesetzt, dass die Einnahme der Tabletten an den

7 Tagen vor der ersten vergessenen Tablette korrekt erfolgt ist, besteht keine Notwendigkeit, zusétzliche
kontrazeptive Schutzmafnahmen anzuwenden. Wurde jedoch mehr als 1 Tablette vergessen, sollte die
Anwendung zusétzlicher SchutzmafBnahmen tiber 7 Tage empfohlen werden.

. Tag 15-24

Aufgrund der bevorstehenden Placebotablettenphase kann ein voller Konzeptionsschutz nicht mehr
gewihrleistet werden. Durch eine Anpassung des Einnahmeschemas lésst sich eine Herabsetzung der
empfiangnisverhiitenden Wirkung dennoch verhindern. Bei Einhalten einer der beiden folgenden
Vorgehensweisen besteht daher keine Notwendigkeit zusatzlicher kontrazeptiver Maflnahmen,
vorausgesetzt, die Tabletteneinnahme an den 7 Tagen vor der ersten vergessenen Tablette erfolgte
korrekt. Wenn dies nicht der Fall ist, sollte die Anwenderin wie unter Punkt 1 beschrieben vorgehen und
auBerdem in den nichsten 7 Tagen zusétzliche Schutzmalinahmen anwenden.

1. Die Anwenderin sollte die Einnahme der letzten vergessenen Tablette so schnell wie moglich
nachholen, auch wenn dies bedeutet, dass zwei Tabletten zur gleichen Zeit eingenommen werden.
Die Einnahme der Tabletten erfolgt dann wieder zur iiblichen Zeit bis die wirkstofthaltigen
Tabletten aufgebraucht sind. Die 4 Placebotabletten der letzten Reihe miissen verworfen werden.
Mit der Einnahme aus der nidchsten Blisterpackung muss sofort begonnen werden. Es ist
unwahrscheinlich, dass es bei der Anwenderin vor Aufbrauchen der wirkstoffhaltigen Tabletten
aus der zweiten Packung zu einer Abbruchblutung kommt, allerdings konnen noch wéhrend der
Einnahme Schmier- oder Durchbruchblutungen auftreten.

2. Es kann auch ein Abbruch der Einnahme der wirkstoffhaltigen Tabletten aus der aktuellen
Blisterpackung empfohlen werden. In diesem Fall sollten bis zu 4 Tage lang Placebotabletten aus
der letzten Reihe des Blisters eingenommen werden, die Tage der vergessenen
Tabletteneinnahme eingerechnet. Danach wird mit der Tabletteneinnahme aus der neuen Packung
begonnen.
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Bei vergessener Tabletteneinnahme und anschlieBendem Ausbleiben einer Abbruchblutung in der
Placebotablettenphase sollte die Mdglichkeit einer Schwangerschaft in Betracht gezogen werden.

Verhalten bei gastrointestinalen Storungen

Bei schweren gastrointestinalen Stérungen (z. B. Erbrechen oder Durchfall) werden die Wirkstoffe
mdglicherweise nicht vollstindig aufgenommen und zusétzliche kontrazeptive Mafinahmen sind
erforderlich. Bei Erbrechen in den ersten 3 — 4 Stunden nach der Einnahme einer wirkstoffhaltigen
Tablette sollte so schnell wie moglich eine weitere (Ersatz-)Tablette eingenommen werden. Die
Einnahme der neuen Tablette sollte, wenn mdglich, innerhalb von 12 Stunden nach der normalen
Einnahmezeit erfolgen. Wenn mehr als 12 Stunden vergangen sind, empfiehlt sich die im Abschnitt 4.2
unter ,,Vorgehen bei vergessener Tabletteneinnahme® genannte Vorgehensweise fiir vergessene
Tabletten. Wenn die Anwenderin nicht von ihrem normalen Einnahmerhythmus abweichen méchte,
muss sie die Ersatztablette(n) aus einer anderen Blisterpackung einnehmen.

Verschieben der Entzugsblutung

Um die Entzugsblutung hinauszuschieben, soll direkt mit der Einnahme aus der néchsten
Blisterpackung YAZ begonnen werden, ohne die Placebotabletten aus der aktuellen Packung
einzunehmen. Die Einnahme kann so lange fortgesetzt werden wie gewiinscht, maximal bis die
wirkstoffhaltigen Tabletten der zweiten Packung aufgebraucht sind. Wahrend der Einnahme aus der
zweiten Packung kann es zu Durchbruch- oder Schmierblutungen kommen. Nach der
Placebotablettenphase kann die Einnahme von YAZ wie {iblich fortgesetzt werden.

Zum Verschieben der Entzugsblutung auf einen anderen Wochentag als nach dem bisherigen
Einnahmeschema tiblich, kann die bevorstehende Placebotablettenphase um die gewiinschte Zahl von
Tagen verkiirzt werden. Je kiirzer das Intervall, desto hoher ist die Wahrscheinlichkeit einer
ausbleibenden Entzugsblutung und wéhrend der Einnahme aus der folgenden Packung einsetzender
Durchbruch- bzw. Schmierblutungen (wie beim Verschieben der Entzugsblutung).

4.3 Gegenanzeigen
Kombinierte orale Kontrazeptiva (KOK) diirfen bei Vorliegen einer der folgenden Erkrankungen nicht

angewendet werden. Wenn eine dieser Erkrankungen wéhrend der KOK-Anwendung zum ersten Mal
auftritt, muss das Arzneimittel sofort abgesetzt werden.

o Bestehende oder vorausgegangene venose Thrombosen (tiefe Venenthrombose, Lungenembolie)

o Bestehende oder vorausgegangene arterielle Thrombosen (z. B. Myokardinfarkt) oder deren
Prodromalstadien (z. B. Angina pectoris und transitorische ischdmische Attacke)

o Bestehender oder vorausgegangener zerebrovaskuldrer Insult

o Vorliegen eines schwerwiegenden Risikofaktors oder mehrerer Risikofaktoren fiir eine arterielle
Thrombose:

e Diabetes mellitus mit Gefaveranderungen
e Schwere Hypertonie
e Schwere Fettstoffwechselstorung

o Erbliche oder erworbene Pradisposition fiir vendse oder arterielle Thrombosen wie
APC-Resistenz, Antithrombin-III-Mangel, Protein-C-Mangel, Protein-S-Mangel,
Hyperhomozysteindmie und Antiphospholipid-Antikdrper (Antikardiolipin-Antikorper,

Lupusantikoagulans)

o Bestehende oder vorausgegangene Pankreatitis, wenn diese mit schwerer Hypertriglyzeriddmie
einhergeht

. Bestehende oder vorausgegangene schwere Lebererkrankung, solange sich die
Leberfunktionswerte nicht normalisiert haben

o Schwere Niereninsuffizienz oder akutes Nierenversagen
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o Bestehende oder vorausgegangene Lebertumoren (benigne oder maligne)

o Bekannte oder vermutete sexualhormonabhéngige maligne Tumoren (z. B. der Genitalorgane
oder der Brust)

o Diagnostisch nicht abgeklarte vaginale Blutungen

o Migrine mit fokalen neurologischen Symptomen in der Anamnese

o Uberempfindlichkeit gegen die Wirkstoffe oder einen der sonstigen Bestandteile von YAZ
Filmtabletten

4.4 Besondere Warnhinweise und Vorsichtsmainahmen fiir die Anwendung
Warnhinweise

Bei Vorliegen einer der unten aufgefiihrten Erkrankungen/Risikofaktoren sollten die Vorteile der
Anwendung des KOKs gegen die moglichen Risiken fiir jede einzelne Frau abgewogen und mit ihr
besprochen werden, bevor sie sich fiir die Einnahme entscheidet. Bei Verschlechterung oder
erstmaligem Auftreten einer dieser Erkrankungen oder Risikofaktoren muss die Anwenderin unbedingt
ihren Arzt aufsuchen. Der Arzt sollte dann entscheiden, ob das KOK abgesetzt werden soll.

. Kreislauferkrankungen

Die Anwendung jedes kombinierten oralen Kontrazeptivums birgt ein erhéhtes Risiko fiir das Auftreten
vendser Thromboembolien (VTE) im Vergleich zur Nichtanwendung. Das zusdtzliche VTE-Risiko ist
wihrend des ersten Jahres einer erstmaligen Anwendung eines kombinierten oralen Kontrazeptivums
am hochsten.

Epidemiologische Studien haben gezeigt, dass die Inzidenz von VTE fiir Anwenderinnen, bei denen
keine Risikofaktoren fiir VTE bekannt sind, und die kombinierte orale Kontrazeptiva mit niedrigem
Estrogengehalt (< 0,05 mg Ethinylestradiol) anwenden, bei etwa 20 Fallen pro 100.000 Frauenjahre (fiir
Levonorgestrel-haltige KOK) bis zu 40 Fillen pro 100.000 Frauenjahre (fiir
Desogestrel/Gestoden-haltige KOK) liegt. Im Vergleich dazu betrégt die Inzidenz unter den
Nichtanwenderinnen 5 bis 10 Falle pro 100.000 Frauenjahre und 60 Falle pro 100.000
Schwangerschaften. In 1 — 2 % der Félle fiihrt eine VTE zum Tode.

Daten aus einer groflen, prospektiven 3-armigen Kohortenstudie haben gezeigt, dass die Inzidenz fiir
VTE bei Frauen, die Ethinylestradiol/Drospirenon 0,03 mg/3 mg anwendeten, unabhéngig vom
Vorliegen weiterer Risikofaktoren fiir VTE, im gleichen Bereich liegt wie die Inzidenz fiir
Anwenderinnen anderer kombinierter oraler Kontrazeptiva mit niedrigem Estrogengehalt,
einschlieBlich Levonorgestrel-haltiger OK (so genannte OK der ,,zweiten” Generation). Das
VTE-Risiko fiir YAZ ist derzeit unbekannt.

Epidemiologische Studien haben auch einen Zusammenhang zwischen der Anwendung von KOK und
einem erhohten Risiko fiir arterielle Thromboembolie (Myokardinfarkt, transitorische ischdmische
Attacke) gezeigt.

Bei Anwenderinnen oraler Kontrazeptiva wurde extrem selten von Thrombosen in anderen
BlutgefaBabschnitten, z. B. in den Leber-, Mesenterial-, Nieren-, Hirn- oder Netzhautvenen
und -arterien berichtet. Es besteht kein Konsens dariiber, ob das Auftreten solcher Ereignisse in
Zusammenhang mit der Einnahme von hormonalen Kontrazeptiva steht.

Symptome vendser oder arterieller thrombotischer/thromboembolischer Ereignisse oder eines
zerebrovaskuldren Insults konnen sein:

o ungewoéhnliche einseitige Schmerzen im Bein und/oder Schwellungen eines Beines
o plotzlich einsetzende starke Schmerzen in der Brust, moglicherweise in den linken Arm
ausstrahlend
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plotzlich auftretende Atemnot

plotzlich auftretender Husten

ungewoéhnliche, starke oder anhaltende Kopfschmerzen
plotzlicher partieller oder kompletter Visusverlust
Diplopie

undeutliche Sprache oder Aphasie

Vertigo

Kollaps mit oder ohne fokalem Krampfanfall
plotzliche Schwiche oder ausgeprigtes Taubheitsgefiihl einer Korperseite oder eines Korperteils
Storungen der Motorik

,akutes’ Abdomen.

Das Risiko vengser thromboembolischer Komplikationen bei Anwenderinnen von KOK steigt mit:

zunehmendem Alter

einer positiven Familienanamnese (Auftreten von vendsen thromboembolischen Ereignissen bei
einem Geschwister- oder Elternteil in relativ jungen Jahren). Wenn eine erbliche Pradisposition
vermutet wird, sollte eine fachdrztliche Abklarung erfolgen, bevor iiber die Anwendung eines
KOKSs entschieden wird.

langerfristiger Immobilisierung, groBeren chirurgischen Eingriffen, operativen Eingriffen an den
Beinen oder ausgedehnten Traumen. In diesen Situationen ist es ratsam, das orale
Kontrazeptivum abzusetzen (im Falle eines geplanten chirurgischen Eingriffs mindestens

4 Wochen vorher) und mit der Einnahme erst wieder 2 Wochen nach vollstédndiger Mobilisierung
zu beginnen. Es sollte eine Thromboseprophylaxe in Betracht gezogen werden, falls das orale
Kontrazeptivum nicht rechtzeitig abgesetzt worden ist.

Adipositas (Body Mass Index iiber 30 kg/m®)

iiber die mdgliche Bedeutung von Varizen und oberfléchlicher Thrombophlebitis bei erstmaligem
Auftreten oder progredientem Verlauf einer vendsen Thrombose besteht kein Konsens.

Das Risiko arterieller thromboembolischer Komplikationen oder eines zerebrovaskuléren Insults bei
Anwenderinnen von KOK steigt mit:

zunehmendem Alter

Rauchen (Frauen tiber 35 Jahre sollte dringend angeraten werden, nicht zu rauchen, wenn sie ein
KOK anwenden mochten.)

Fettstoffwechselstorungen

Hypertonie

Migrine

Adipositas (Body Mass Index iiber 30 kg/m®)

einer positiven Familienanamnese (Auftreten von arteriellen thromboembolischen Ereignissen
bei einem Geschwister- oder Elternteil in relativ jungen Jahren). Wenn eine erbliche
Pridisposition vermutet wird, sollte eine fachérztliche Abklidrung erfolgen, bevor iiber die
Anwendung eines KOKs entschieden wird.

Herzklappenerkrankung

Vorhofflimmern

Das Vorliegen eines schweren Risikofaktors oder mehrerer Risikofaktoren fiir venose oder arterielle
Gefidlerkrankungen kann ebenfalls eine Gegenanzeige darstellen. Die Mdglichkeit einer
antikoagulatorischen Therapie sollte ebenfalls in Betracht gezogen werden. Anwenderinnen von KOK
sind besonders darauf hinzuweisen, bei moglichen Anzeichen einer Thrombose ihren Arzt aufzusuchen.
Bei vermuteter oder bestitigter Thrombose ist das KOK abzusetzen. Wegen der Teratogenitit der
antikoagulatorischen Therapie (Kumarine) ist auf geeignete alternative Empféngnisverhiitung
umzusteigen.
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Zu beachten ist ein erhdhtes Risiko fiir das Auftreten thromboembolischer Ereignisse im Wochenbett
(Angaben zu ,,Schwangerschaft und Stillzeit* siche Abschnitt 4.6).

Weitere Erkrankungen, bei denen Gefédflkomplikationen auftreten konnen, sind Diabetes mellitus,
systemischer Lupus erythematodes, himolytisch-urdamisches Syndrom, chronisch entziindliche
Darmerkrankungen (Morbus Crohn oder Colitis ulcerosa) und Sichelzellandmie.

Eine Zunahme der Haufigkeit oder Schwere von Migraneanfallen unter der Anwendung von KOK (die
ein Prodromalzeichen fiir ein zerebrovaskulédres Ereignis sein konnen) kann Grund zum sofortigen
Absetzen des KOKs sein.

° Tumoren

In einigen epidemiologischen Untersuchungen wurde iiber ein erhohtes Zervixkarzinom-Risiko bei
Langzeitanwendung von KOK (> 5 Jahre) berichtet. Kontrovers diskutiert wird nach wie vor, in
welchem Ausmal} dieses Ergebnis durch das Sexualverhalten und andere Faktoren, wie eine Infektion
mit dem humanen Papillomavirus (HPV), beeinflusst wird.

Eine Metaanalyse von 54 epidemiologischen Studien hat ein leicht erhdhtes Brustkrebsrisiko (RR =
1,24) bei Frauen ergeben, die aktuell KOK anwenden. Das erhdhte Risiko geht innerhalb von 10 Jahren
nach dem Absetzen von KOK allméhlich wieder zuriick. Da Brustkrebs bei Frauen unter 40 Jahren
selten auftritt, ist die Anzahl zusétzlicher Brustkrebserkrankungen bei Anwenderinnen von KOK oder
solchen, die friiher KOK eingenommen haben, gering im Vergleich zum Gesamtrisiko an Brustkrebs zu
erkranken. Ein Kausalzusammenhang wurde mit diesen Studien nicht bewiesen. Das beobachtete
erhohte Risiko kann an einer fritheren Diagnose des Brustkrebses bei KOK-Anwenderinnen, den
biologischen Wirkungen von KOK oder einer Kombination beider Faktoren liegen. Brustkrebs, der bei
Frauen diagnostiziert wird, die irgendwann einmal ein KOK angewendet haben, scheint klinisch
weniger weit fortgeschritten zu sein als Krebs bei Frauen, die noch nie ein KOK angewendet haben.

In seltenen Fillen sind bei Anwenderinnen von KOK gutartige und noch seltener bosartige
Lebertumoren beobachtet worden. In Einzelfillen fiihrten diese Tumoren zu lebensbedrohlichen
intraabdominellen Blutungen. Wenn starke Oberbauchbeschwerden, eine Lebervergroferung oder
Anzeichen einer intraabdominellen Blutung bei Frauen auftreten, die KOK einnehmen, sollte ein
Lebertumor in die differentialdiagnostischen Uberlegungen einbezogen werden.

Mit der Anwendung hoher dosierter KOK (50 pg Ethinylestradiol) verringert sich das Risiko eines
Endometrium- und Ovarialkarzinoms. Ob dies auch fiir niedriger dosierte KOK gilt, muss noch
nachgewiesen werden.

o Sonstige Erkrankungen

Die Gestagenkomponente in YAZ ist ein Aldosteronantagonist mit kaliumsparenden Eigenschaften. In
den meisten Fillen wird kein Anstieg des Kaliumspiegels erwartet. In einer klinischen Studie wurde von
manchen Patientinnen mit leichter bis mittlerer Einschrinkung der Nierenfunktion bei der
gleichzeitigen Einnahme von Drospirenon und einem kaliumsparenden Arzneimittel ein leichter, jedoch
nicht signifikanter Anstieg des Kaliumspiegels beobachtet. Aus diesem Grund ist es ratsam, bei
Patientinnen mit Niereninsuffizienz und Serumkaliumwerten im oberen Referenzbereich vor der
Behandlung und insbesondere bei gleichzeitiger Einnahme von kaliumsparenden Arzneimitteln die
Serumkaliumwerte im ersten Behandlungszyklus zu kontrollieren. Siehe auch Abschnitt 4.5.

Frauen mit einer Hypertriglyzeriddmie oder einer diesbeziiglich positiven Familienanamnese kdnnen
ein erhohtes Risiko fiir die Entwicklung einer Pankreatitis haben, wenn sie KOK einnehmen.

Obwohl bei vielen Frauen, die KOK einnehmen, ein geringer Blutdruckanstieg berichtet wurde, sind
klinisch relevante Blutdruckerhéhungen selten. Nur in diesen seltenen Féllen ist eine sofortige
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Unterbrechung der Einnahme des KOKs gerechtfertigt. Wenn es bei einer bereits existierenden
Hypertonie und der gleichzeitigen Einnahme eines KOKs zu stindig erhohten Blutdruckwerten oder
einer signifikanten Erhohung des Blutdrucks kommt, und in diesen Fillen eine antihypertensive
Therapie keine Wirkung zeigt, muss das KOK abgesetzt werden. Wenn es angemessen erscheint, kann
die Einnahme des KOKs wieder begonnen werden, sobald sich die Blutdruckwerte unter der
antihypertensiven Therapie normalisiert haben.

Die folgenden Erkrankungen sollen Berichten zufolge sowohl in der Schwangerschaft als auch unter
Anwendung eines KOKs auftreten bzw. sich verschlechtern. Jedoch konnte ein Zusammenhang mit der
Anwendung von KOK nicht bewiesen werden: cholestatischer Ikterus und/oder Pruritus; Gallensteine;
Porphyrie; systemischer Lupus erythematodes; hdmolytisch-urdmisches Syndrom; Sydenham-Chorea;
Herpes gestationis; Otosklerose-bedingte Schwerhorigkeit.

Bei Frauen mit hereditirem Angio6dem kdnnen exogen zugefiihrte Estrogene Symptome eines
Angioddems ausldsen oder verschlimmern.

Akute oder chronische Leberfunktionsstérungen kdnnen eine Unterbrechung der Anwendung des
KOKSs erforderlich machen, bis sich die Leberfunktionswerte wieder normalisiert haben. Auch ein
Rezidiv eines in einer vorausgegangenen Schwangerschaft oder wihrend einer fritheren Anwendung
von steroidalen Geschlechtshormonen aufgetretenen cholestatischen Ikterus und/oder eines
cholestasebedingten Pruritus macht das Absetzen des KOKs erforderlich.

Obwohl KOK einen Einfluss auf die periphere Insulinresistenz und Glucosetoleranz haben konnen,
liegen keine Hinweise auf die Notwendigkeit einer Anderung des Therapieregimes bei Diabetikerinnen
vor, die niedrig dosierte KOK anwenden (mit < 0,05 mg Ethinylestradiol). Diabetikerinnen miissen
jedoch sorgfiltig tiberwacht werden, insbesondere in der ersten Zeit der Anwendung eines KOKs.

Bei Anwendung von KOK wurde {iber eine Verschlechterung endogener Depressionen, Epilepsie,
Morbus Crohn und Colitis ulcerosa berichtet.

Chloasmen konnen gelegentlich auftreten, insbesondere bei Frauen mit Chloasma gravidarum in der
Anamnese. Frauen mit dieser Veranlagung sollten sich daher wéahrend der Einnahme von KOK nicht
direkt der Sonne oder ultraviolettem Licht aussetzen.

Jede hellrosa Tablette dieses Arzneimittels enthélt 46 mg Lactose pro Tablette, jede weille Tablette
enthélt 50 mg. Anwenderinnen mit der seltenen hereditéren Galactose-Intoleranz, Lactase-Mangel oder
Glucose-Galactose-Malabsorption, die eine lactosefreie Diédt einhalten, sollten diese Menge beachten.

Arztliche Untersuchung/Beratung

Vor der ersten oder neuerlichen Einnahme von YAZ muss eine ausfiihrliche édrztliche Untersuchung
(mit Erhebung der Familienanamnese) durchgefiihrt werden und eine Schwangerschaft ausgeschlossen
werden. Der Blutdruck muss gemessen und eine korperliche Untersuchung unter Beachtung der
Gegenanzeigen (siche Abschnitt 4.3) und Warnhinweise (siche Abschnitt 4.4) durchgefiihrt werden. Die
Anwenderin sollte auch darauf hingewiesen werden, die Gebrauchsinformation sorgfaltig zu lesen und
die gegebenen Anwendungshinweise zu befolgen. Die Hiufigkeit und Art der Untersuchungen sollte
den geltenden Untersuchungsrichtlinien entsprechen und individuell auf die Anwenderin abgestimmt
werden.

Die Anwenderinnen sollten dariiber informiert werden, dass orale Kontrazeptiva nicht vor
HIV-Infektionen (AIDS) und anderen sexuell iibertragbaren Krankheiten schiitzen.

Verminderte Wirksamkeit

Die Wirksamkeit von KOK kann beeintrachtigt sein, wenn z. B. wirkstoffhaltige Tabletten vergessen
wurden (siche Abschnitt 4.2), bei gastrointestinalen Beschwerden wihrend der Einnahme
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wirkstofthaltiger Tabletten (siche Abschnitt 4.2) oder wenn gleichzeitig bestimmte andere Arzneimittel
eingenommen werden (siche Abschnitt 4.5).

Unregelmiiflige Blutungen

Bei allen KOK kann es, insbesondere in den ersten Monaten der Anwendung, zu unregelmafigen
Blutungen (Schmier- oder Durchbruchblutungen) kommen. Eine diagnostische Abklérung dieser
Zwischenblutungen ist deshalb erst nach einer Anpassungsphase von ungefihr drei Zyklen sinnvoll.

Bei anhaltenden, unregelméBigen Blutungen oder beim Auftreten von BlutungsunregelméaBigkeiten bei
bislang regelméBigen Zyklen sollten nichthormonale Ursachen in Betracht gezogen und entsprechende
diagnostische MaBinahmen ergriffen werden, um eine maligne Erkrankung oder eine Schwangerschaft
auszuschliefen. Dies kann auch eine Kiirettage beinhalten.

Es ist moglich, dass es bei einigen Anwenderinnen in der Placebotablettenphase zu keiner
Entzugsblutung kommt. Wenn das KOK wie unter Abschnitt 4.2 beschrieben eingenommen wurde, ist
eine Schwangerschaft unwahrscheinlich. Wenn die Einnahme des KOKs jedoch vor der ersten
ausgebliebenen Entzugsblutung nicht vorschriftsméBig erfolgt ist oder bereits zum zweiten Mal die
Entzugsblutung ausgeblieben ist, muss eine Schwangerschaft ausgeschlossen werden, bevor die
Anwendung des KOKs fortgesetzt wird.

4.5 Wechselwirkungen mit anderen Arzneimitteln und sonstige Wechselwirkungen

Hinweis: Die Fachinformationen gleichzeitig verordneter Arzneimittel sollten auf mogliche
Wechselwirkungen tiberpriift werden.

° Einfluss anderer Arzneimittel auf YAZ

Wechselwirkungen von oralen Kontrazeptiva mit anderen Arzneimitteln knnen zu
Durchbruchblutungen und/oder Versagen des oralen Kontrazeptivums fiithren. Die folgenden
Wechselwirkungen sind in der Literatur beschrieben.

Leberstoffwechsel

Wechselwirkungen kénnen mit Arzneimitteln auftreten, die Leberenzyme induzieren; dies kann eine
erhohte Clearance von Sexualhormonen zur Folge haben (z. B. Phenytoin, Barbiturate, Primidon,
Carbamazepin, Rifampicin, Bosentan und Arzneimittel zur Behandlung einer HIV-Infektion (z. B.
Ritonavir, Nevirapin) und moglicherweise auch Oxcarbazepin, Topiramat, Felbamat, Griseofulvin und
Produkte, die das pflanzliche Heilmittel Johanniskraut (Hypericum perforatum) enthalten). Die
maximale Enzyminduktion wird in der Regel nach ungeféhr 10 Tagen erreicht, kann aber nach Absetzen
des Arzneimittels noch 4 Wochen oder ldnger anhalten.

Wechselwirkungen mit dem enterohepatischen Kreislauf

Ein Versagen oraler Kontrazeptiva wurde auch unter der Gabe von Antibiotika wie Penicillinen und
Tetrazyklinen berichtet. Der Mechanismus dieser Wechselwirkung ist bislang nicht geklért.

Vorgehensweise

Frauen, die kurzzeitig mit Arzneimitteln irgendeiner der genannten Substanzklassen oder mit einzelnen
Wirkstoffen (Leberenzym-induzierende Arzneimittel) mit Ausnahme von Rifampicin behandelt
werden, sollten wihrend dieser Zeit neben dem KOK zusétzlich eine Barrieremethode anwenden, d. h.
wihrend der Einnahme der Begleitmedikation und noch 7 Tage dariiber hinaus.

Mit Rifampicin behandelte Frauen sollten zusétzlich zu dem KOK eine Barrieremethode fiir die Dauer
der Rifampicinbehandlung und weitere 28 Tage dariiber hinaus anwenden.
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Bei Frauen, die langerfristig mit Leberenzym-induzierenden Wirkstoffen behandelt werden, wird die
Anwendung einer anderen zuverldssigen, nichthormonalen Verhiitungsmethode empfohlen.

Frauen, die mit Antibiotika behandelt werden (mit Ausnahme von Rifampicin, siche oben), sollten bis
einschlieBlich 7 Tage nach Behandlungsende eine Barrieremethode anwenden.

Falls die Begleitmedikation auch nach Einnahmeende der wirkstofthaltigen Tabletten der aktuellen
Blisterpackung des KOKs fortgefiihrt werden muss, miissen die Placebotabletten verworfen werden,
und es sollte sofort mit der Einnahme aus der nichsten Packung des KOKs begonnen werden.

Die Hauptmetaboliten von Drospirenon im menschlichen Plasma entstehen ohne Beteiligung des
Zytochrom-P450-Systems. Es ist daher unwahrscheinlich, dass Inhibitoren dieses Enzymsystems den
Metabolismus von Drospirenon beeinflussen.

° Einfluss von YAZ auf andere Arzneimittel

Orale Kontrazeptiva konnen den Stoffwechsel bestimmter anderer Wirkstoffe beeinflussen.
Entsprechend kénnen Plasma- und Gewebekonzentrationen entweder erhoht (z. B. Ciclosporin) oder
erniedrigt (z. B. Lamotrigin) werden.

In-vitro-Hemmstudien und In-vivo-Studien zu Wechselwirkungen bei Frauen, die Omeprazol,
Simvastatin und Midazolam als Markersubstrat erhielten, zeigten, dass eine Wechselwirkung von
Drospirenon in Dosen von 3 mg mit dem Metabolismus anderer Wirkstoffe unwahrscheinlich ist.

o Sonstige Wechselwirkungen

Bei nierengesunden Patientinnen zeigte die gleichzeitige Einnahme von Drospirenon und
ACE-Hemmern oder NSARs keinen signifikanten Effekt auf den Kaliumspiegel im Serum. Die
gleichzeitige Einnahme von YAZ und Aldosteronantagonisten oder kaliumsparenden Diuretika wurde
jedoch nicht untersucht. In diesem Fall sollte im ersten Behandlungszyklus das Serumkalium
kontrolliert werden (siehe auch Abschnitt 4.4).

o Laboruntersuchungen

Die Anwendung von steroidalen Kontrazeptiva kann die Ergebnisse bestimmter Labortests
beeinflussen, u. a. die biochemischen Parameter der Leber-, Schilddriisen-, Nebennieren- und
Nierenfunktion sowie die Plasmaspiegel von (Trager-)Proteinen, z. B. des kortikosteroidbindenden
Globulins und der Lipid-/Lipoprotein-Fraktionen, die Parameter des Kohlenhydratstoffwechsels sowie
die Gerinnungs- und Fibrinolyseparameter. Im Allgemeinen bleiben diese Verdnderungen jedoch
innerhalb des Normbereichs. Drospirenon fiihrt aufgrund seiner leichten antimineralokortikoiden
Wirkung zu einem Anstieg der Reninaktivitét im Plasma und zu einem Anstieg des Plasmaaldosterons.

4.6 Schwangerschaft und Stillzeit

YAZ ist wihrend einer Schwangerschaft nicht indiziert.

Falls unter der Einnahme von YAZ eine Schwangerschaft eintritt, ist das Arzneimittel sofort abzusetzen.
In umfangreichen epidemiologischen Untersuchungen fand sich weder ein erhdhtes Risiko fiir
Missbildungen bei Kindern, deren Miitter vor der Schwangerschaft KOK eingenommen hatten, noch

eine teratogene Wirkung bei versehentlicher Einnahme von KOK in der Schwangerschaft.

Tierstudien zeigten unerwiinschte Wirkungen wéhrend der Trachtigkeit und Laktation (siche Abschnitt
5.3). Aufgrund dieser Ergebnisse bei Tieren kdnnen hormonelle Nebenwirkungen der Wirkstoffe nicht
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ausgeschlossen werden. Allgemeine Erfahrungen mit KOK wiéhrend der Schwangerschaft ergaben
jedoch keine Hinweise auf unerwiinschte Wirkungen beim Menschen.

Die verfiligbaren Daten zur Anwendung von YAZ wéhrend der Schwangerschaft sind zu begrenzt, um
Schlussfolgerungen hinsichtlich negativer Auswirkungen von YAZ auf die Schwangerschaft und die
Gesundheit des Fetus oder des Neugeborenen zu ermoglichen. Bisher sind keine einschldgigen
epidemiologischen Daten verfiigbar.

KOK koénnen die Laktation beeinflussen, da sie die Menge der Muttermilch vermindern und ihre
Zusammensetzung verdndern konnen. Daher wird die Anwendung von KOK generell nicht empfohlen,
solange eine Mutter ihr Kind nicht vollstindig abgestillt hat. Geringe Mengen der kontrazeptiven
Steroide und/oder ihrer Metaboliten kénnen wéhrend der KOK-Anwendung in die Muttermilch

ausgeschieden werden. Diese Mengen konnten das Kind beeintréchtigen.

4.7 Auswirkungen auf die Verkehrstiichtigkeit und die Fahigkeit zum Bedienen von

Maschinen

Es wurden keine Studien zu den Auswirkungen auf die Verkehrstiichtigkeit und die Fahigkeit zum
Bedienen von Maschinen durchgefiihrt. Es wurden keine Auswirkungen auf die Verkehrstiichtigkeit
und die Fahigkeit zum Bedienen von Maschinen bei Anwenderinnen von KOK beobachtet.

4.8 Nebenwirkungen

Bei der Anwendung von YAZ wurde iiber folgende Nebenwirkungen des Arzneimittels berichtet:

In der nachfolgenden Tabelle wurden die Nebenwirkungen nach MedDRA-Systemorganklassen
kategorisiert (MedDRA SOCs). Die Haufigkeiten basieren auf Daten klinischer Studien. Der
geeignetste MedDRA-Begriff wurde verwendet, um eine bestimmte Reaktion, ihre Synonyme und in
Zusammenhang stehende Erkrankungen zu beschreiben.

Nebenwirkungen, die mit der Anwendung von YAZ als orales Kontrazeptivum oder zur
Behandlung von mittelschwerer Akne vulgaris in Verbindung gebracht wurden, geméaf
MedDRA-Systemorganklassen und MedDRA-Begriffen:

Systemorganklasse | Hiufig Gelegentlich Selten
(MedDRA (= 1/100 bis < 1/10) (=1/1000 bis <1/100) |(=1/10 000 bis <1/1000)
Version 9.1)
Infektionen und Candidose
parasitire
Erkrankungen
Erkrankungen des Anémie
Blutes und des Thrombozythdmie
Lymphsystems
Erkrankungen des Allergische Reaktion
Immunsystems
Endokrine Endokrine Erkrankungen
Erkrankungen
Stoffwechsel- und Zunahme des Appetits
Ernihrungs- Anorexie
storungen Hyperkalidmie
Hyponatridmie

Psychiatrische Stimmungs- Depression Anorgasmie
Erkrankungen schwankungen Abnahme der Libido Insomnie

Nervositit

Somnolenz
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Systemorganklasse | Hiufig Gelegentlich Selten
(MedDRA (> 1/100 bis < 1/10) (=1/1000 bis <1/100) | (=1/10 000 bis < 1/1000)
Version 9.1)
Erkrankungen des | Kopfschmerzen Benommenheit Schwindel
Nervensystems Paridsthesie Tremor
Augenerkrankungen Konjunktivitis
Augentrockenheit
Augenerkrankungen
Herzerkrankungen Tachykardie
Gefillerkrankungen Migrine Phlebitis
Varizen GefaBlerkrankung
Hypertonie Epistaxis
Synkope
Erkrankungen des | Ubelkeit Bauchschmerzen Abdomenvergroflerung
Gastrointestinal- Erbrechen Gastrointestinale
trakts Dyspepsie Erkrankung
Flatulenz Gastrointestinales
Gastritis Vollegefiihl
Diarrhoe Hiatushernie
Orale Candidose
Obstipation
Mundtrockenheit
Leber- und Gallen- Gallenschmerzen
erkrankungen Cholezystitis
Erkrankungen der Akne Chloasma
Haut und des Unter- Pruritus Ekzem
hautzellgewebes Hautausschlag Alopezie
Akneiforme Dermatitis
Trockene Haut
Erythema nodosum
Hypertrichosis
Erkrankung der Haut
Striae der Haut
Kontaktdermatitis
Photosensible Dermatitis
Hautknotchen
Skelettmuskulatur-, Riickenschmerzen
Bindegewebs- und Schmerzen in den
Knochen- Extremitéten
erkrankungen Muskelkrampfe
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Systemorganklasse | Hiufig Gelegentlich Selten

(MedDRA (> 1/100 bis < 1/10) (> 1/1000 bis < 1/100) |(=1/10 000 bis < 1/1000)

Version 9.1)

Erkrankungen der |Brustschmerzen Vaginale Candidose Dyspareunie

Geschlechtsorgane | Metrorrhagie* Beckenschmerzen Vulvovaginitis

und der Brustdriise | Amenorrhoe VergroBerung der Brust | Postkoitale Blutung
Fibrozystische Brust Entzugsblutung
Uterus-/Vaginal- Brustzysten
blutungen* Brusthyperplasie
Genitalfluor Neoplasie der Brust
Hitzewallungen Zervixpolyp
Vaginitis Endometriumatrophie
Zyklusstdrungen Ovarialzysten
Dysmenorrhoe VergroBerung des Uterus
Hypomenorrhoe
Menorrhagie
Vaginale Trockenheit
Auffalliger
Papanicolaou-Abstrich

Allgemeine Asthenie Unwohlsein

Erkrankungen und Vermehrtes Schwitzen

Beschwerden am Odeme

Verabreichungsort (Odemkrankheit,
peripheres Odem,
Gesichtsodem)

Untersuchungen Gewichtszunahme Gewichtsabnahme

* UnregelmiBige Blutungen lassen wéhrend fortgesetzter Behandlung iiblicherweise nach

Bei Anwenderinnen von KOK wurde iiber die folgenden schweren unerwiinschten Ereignisse berichtet,
die in Abschnitt 4.4 ,,Besondere Warnhinweise und Vorsichtsmafinahmen fiir die Anwendung* erlautert
werden:

Venose Thromboembolien;

Arterielle Thromboembolien;

Hypertonie;

Lebertumoren;

Auftreten oder Verschlechterung von Erkrankungen, fiir die ein Zusammenhang mit der
Einnahme von KOK nicht eindeutig nachgewiesen ist: Morbus Crohn, Colitis ulcerosa, Epilepsie,
Migrine, Uterusmyome, Porphyrie, systemischer Lupus erythematodes, Herpes gestationis,
Sydenham-Chorea, himolytisch-urdmisches Syndrom, cholestatischer Ikterus;

. Chloasma;

o Akute oder chronische Leberfunktionsstorungen kénnen die Unterbrechung der Einnahme von
KOK erforderlich machen, bis sich die Leberfunktionswerte wieder normalisiert haben.
o Bei Frauen mit hereditdrem Angioddem konnen exogen zugefiihrte Estrogene Symptome eines

Angioddems ausldsen oder verschlimmern.
Die Diagnosehaufigkeit von Brustkrebs unter Anwenderinnen von OK ist geringfligig erhoht. Da bei
Frauen unter 40 Jahren Brustkrebs selten auftritt, ist das zusétzliche Risiko im Verhéltnis zum
Gesamtrisiko, an Brustkrebs zu erkranken, gering. Die Kausalitdt mit der Anwendung von KOK ist
nicht bekannt. Fiir weitere Informationen siehe Abschnitte 4.3 und 4.4.

4.9 Uberdosierung

Fiir YAZ liegen bislang keine Erfahrungen zur Uberdosierung vor. Ausgehend von den mit
kombinierten oralen Kontrazeptiva gesammelten allgemeinen Erfahrungen knnen moglicherweise
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folgende Symptome auftreten, wenn eine Uberdosis an wirkstoffhaltigen Tabletten eingenommen
wurde: Ubelkeit, Erbrechen und bei jungen Madchen leichte vaginale Blutungen. Es gibt kein Antidot
und die weitere Behandlung erfolgt symptomatisch.

5.  PHARMAKOLOGISCHE EIGENSCHAFTEN
5.1 Pharmakodynamische Eigenschaften

Pharmakotherapeutische Gruppe (ATC): Gestagene und Estrogene, fixe Kombinationen
ATC-Code: GO3AA12

Pearl-Index fiir Methodenversagen: 0,41 (oberes zweiseitiges 95 %-Konfidenzlimit: 0,85)
Gesamt-Pearl-Index (Methodenversagen + Anwendungsfehler): 0,80 (oberes zweiseitiges
95 %-Konfidenzlimit: 1,30)

Die kontrazeptive Wirkung von YAZ beruht auf dem Zusammenspiel verschiedener Faktoren, wobei
die Ovulationshemmung und Endometriumverénderungen als die wichtigsten Faktoren anzusehen sind.

Y AZ ist ein kombiniertes orales Kontrazeptivum mit Ethinylestradiol und dem Gestagen Drospirenon.
In therapeutischer Dosierung hat Drospirenon auch antiandrogene und milde antimineralokortikoide
Eigenschaften. Es zeigt keinerlei estrogene, glukokortikoide und antiglukokortikoide Wirkungen. Dies
verleiht Drospirenon ein pharmakologisches Profil, das dem des natiirlichen Hormons Progesteron sehr
dhnlich ist.

Aus klinischen Studien geht hervor, dass die leichten antimineralokortikoiden Eigenschaften von YAZ
zu einem leichten antimineralokortikoiden Effekt fiihren.

Zwei multizentrische, doppelblinde, randomisierte, placebokontrollierte Studien wurden durchgefiihrt,
um die Wirksamkeit und Sicherheit von YAZ bei Frauen mit moderater Akne vulgaris zu beurteilen.

Nach sechs Monaten Behandlung zeigte YAZ im Vergleich zu Placebo eine statistisch signifikant
starkere Verminderung von entziindlichen Lisionen um 15,6 % (49,3 % versus 33,7 %), von
nichtentziindlichen Lasionen um 18,5 % (40,6 % versus 22,1 %) sowie der Anzahl der Lasionen
insgesamt um 16,5 % (44,6 % versus 28,1 %). Dariiber hinaus erreichte ein um 11,8 % hoherer
prozentualer Anteil von Probandinnen (18,6 % versus 6,8 %) die Einstufung ,,rein“ oder ,,nahezu rein*
auf der Skala Investigator’s Static Global Assessment (ISGA).

5.2 Pharmakokinetische Eigenschaften

o Drospirenon

Resorption

Oral angewendetes Drospirenon wird rasch und fast vollstdndig resorbiert. Nach einmaliger Einnahme
werden nach ca. 1-2 Stunden maximale Wirkstoffkonzentrationen im Serum von etwa 38 ng/ml erreicht.
Die Bioverfiigbarkeit liegt zwischen 76 % und 85 %. Eine gleichzeitige Nahrungsaufnahme hat keinen
Einfluss auf die Bioverfiigbarkeit von Drospirenon.

Verteilung

Nach oraler Gabe sinken die Drospirenonspiegel im Serum mit einer terminalen Halbwertszeit von 31
Stunden. Drospirenon wird an Serumalbumin gebunden und bindet nicht an sexualhormonbindendes
Globulin (SHBG) oder kortikosteroidbindendes Globulin (CBG). Nur 3 — 5 % der Gesamtkonzentration
des Wirkstoffs im Serum liegen als freies Steroid vor. Der Ethinylestradiol-induzierte Anstieg des
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SHBG beeinflusst die Serumproteinbindung von Drospirenon nicht. Das mittlere scheinbare
Verteilungsvolumen von Drospirenon betrédgt 3,7 + 1,2 I/kg.

Metabolismus

Drospirenon wird nach oraler Gabe weitgehend metabolisiert. Die Hauptmetaboliten im Plasma sind die
Sdureform von Drospirenon, die durch eine Offnung des Lactonrings entsteht, und das
4,5-Dihydro-Drospirenon-3-sulfat. Beide Metaboliten werden ohne Beteiligung des P450-Systems
gebildet. Drospirenon wird in geringem Ausmal} durch Zytochrom-P450 3A4 metabolisiert. In vitro
konnte gezeigt werden, dass Drospirenon Zytochrom-P450 3A4, Zytochrom-P450 1A1,
Zytochrom-P450 2C9 und Zytochrom-P450 2C19 hemmt.

Ausscheidung

Die metabolische Clearance-Rate von Drospirenon im Serum betrédgt 1,5 + 0,2 ml/min/kg. Drospirenon
wird unverdndert nur in Spuren ausgeschieden. Die Metaboliten von Drospirenon werden mit dem Stuhl
und Urin bei einem Exkretionsverhéltnis von ungefahr 1,2 bis 1,4 ausgeschieden. Die Halbwertszeit der
Metabolitenausscheidung iiber Urin und Stuhl betrigt ungeféhr 40 Stunden.

Steady-State-Bedingungen

Im Verlauf eines Behandlungszyklus werden die maximalen Steady-State-Konzentrationen von
Drospirenon im Serum von ungefahr 70 ng/ml nach etwa 8 Behandlungstagen erreicht. Die
Serumdrospirenonspiegel akkumulierten um einen Faktor von ungefahr 3 als Folge des Verhéltnisses
von terminaler Halbwertszeit und Dosisintervall.

Bestimmte Gruppen von Anwenderinnen

Auswirkungen einer Niereninsuffizienz

Die Serumspiegel von Drospirenon im FlieBgleichgewicht bei Frauen mit leichter Niereninsuffizienz
(Kreatinin-Clearance CLcr, 50 — 80 ml/min) waren vergleichbar mit denen von Frauen mit normaler
Nierenfunktion. Bei Frauen mit maBiger Niereninsuftfizienz (CLcr, 30 — 50 ml/min) waren die
Serumspiegel von Drospirenon im Mittel um 37 % hoher als bei Frauen mit normaler Nierenfunktion.
Die Behandlung mit Drospirenon wurde auch von Frauen mit leichter bis maBiger Niereninsuffizienz
gut vertragen. Die Drospirenon-Behandlung hatte keinen klinisch signifikanten Einfluss auf die
Kaliumkonzentration im Serum.

Auswirkungen einer Leberinsuffizienz

In einer Einzeldosisstudie nahm bei Probandinnen mit maBiger Leberinsuffizienz die orale Clearance
(CL/f) um ca. 50 % ab im Vergleich zu denen mit normaler Leberfunktion. Die beobachtete Abnahme
der Drospirenon-Clearance bei Probandinnen mit méBiger Leberinsuffizienz flihrte nicht zu
erkennbaren Anderungen der Kaliumkonzentrationen im Serum. Selbst bei Diabetes und begleitender
Behandlung mit Spironolacton (zwei pradisponierenden Faktoren fiir eine Hyperkaliéimie) war kein
Anstieg der Kaliumkonzentrationen im Serum tiiber die obere Grenze des Normalbereichs zu
beobachten. Es kann daher festgestellt werden, dass Drospirenon von Patienten mit leichter bis maBiger
Leberinsuffizienz (Child-Pugh B) gut vertragen wird.

Ethnische Gruppen

Zwischen japanischen und kaukasischen Frauen wurden keine klinisch bedeutsamen Unterschiede in
der Pharmakokinetik von Drospirenon und Ethinylestradiol beobachtet.
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o Ethinylestradiol

Resorption

Oral angewendetes Ethinylestradiol wird schnell und vollstéindig resorbiert. Das
Konzentrationsmaximum im Serum von ca. 33 pg/ml wird innerhalb von 1 - 2 Stunden nach oraler
Einzelgabe erreicht. Infolge der présystemischen Konjugation und des First-Pass-Metabolismus liegt
die absolute Bioverfiigbarkeit bei ca. 60 %. Bei ca. 25 % der untersuchten Probandinnen verringerte die
gleichzeitige Nahrungsaufnahme die Bioverfiigbarkeit von Ethinylestradiol, wéihrend bei den iibrigen
Probandinnen keine Anderung zu beobachten war.

Verteilung

Serumspiegel von Ethinylestradiol sinken in zwei Phasen. Die terminale Dispositionsphase ist von einer
Halbwertszeit von ca. 24 Stunden gekennzeichnet. Ethinylestradiol wird stark (zu ca. 98,5 %) aber
unspezifisch an Serumalbumin gebunden. Ethinylestradiol induziert einen Anstieg der Konzentrationen
von Sexualhormon-bindendem Globulin (SHBG) und Kortikosteroid-bindendem Globulin (CBG) im
Serum. Das scheinbare Verteilungsvolumen wurde mit ca. 5 I/kg bestimmt.

Metabolismus

Ethinylestradiol unterliegt der présystemischen Konjugation sowohl in der Mukosa des Diinndarms als
auch in der Leber. Der primdre Metabolisierungsweg von Ethinylestradiol besteht in einer aromatischen
Hydroxylierung. Jedoch werden zahlreiche hydroxylierte und methylierte Metabolite gebildet, die in
freier Form und in Form von Glukuronid- und Sulfatkonjugaten vorliegen. Die metabolische
Clearance-Rate von Ethinylestradiol betrdgt ca. 5 ml/min/kg.

Ausscheidung
Ethinylestradiol wird geringfiigig in unveridnderter Form ausgeschieden. Die Metaboliten von
Ethinylestradiol werden iiber den Urin und die Galle im Verhéltnis 4:6 ausgeschieden. Die

Halbwertszeit der Metabolitenausscheidung liegt bei ungeféhr 1 Tag.

Steady-State-Bedingungen

Steady-State-Bedingungen werden in der zweiten Halfte des Behandlungszyklus erreicht und die
Serumspiegel von Ethinylestradiol akkumulieren um einen Faktor von ungeféhr 2,0 bis 2,3.

5.3 Priklinische Daten zur Sicherheit

In Tierversuchen beschrinkten sich die Effekte von Drospirenon und Ethinylestradiol auf diejenigen,
die mit den bekannten pharmakologischen Wirkungen in Verbindung gebracht werden. Insbesondere
zeigten reproduktionstoxikologische Studien embryotoxische und fetotoxische Wirkungen bei den
Versuchstieren, die als speziesspezifische Effekte bewertet wurden. Unter Exposition in Dosen, die iiber
denen liegen, wie sie mit YAZ eingenommen werden, wurden Verdnderungen in der Differenzierung
der Sexualorgane von Rattenfeten, nicht aber bei Feten von Affen beobachtet.

6. PHARMAZEUTISCHE ANGABEN

6.1 Liste der sonstigen Bestandteile

Wirkstoffhaltige Filmtabletten (hellrosa): Placebo-Filmtabletten (weil3):
Tablettenkern:

Lactose-Monohydrat Lactose-Monohydrat

Maisstiarke Povidon K25
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Magnesiumstearat (Ph. Eur.) [pflanzlich] Maisstirke
(E470Db) Magnesiumstearat (Ph. Eur.)
[pflanzlich] (E470b)

Tablettenfilmiiberzug:
Hypromellose (E464) Hypromellose (E464)
Talkum (E553Db) Talkum (E553Db)
Titandioxid (E171) Titandioxid (E171)

Eisen(I1l)-oxid, rot (E172)
6.2 Inkompatibilititen
Nicht zutreffend.
6.3 Dauer der Haltbarkeit
5 Jahre.
6.4 Besondere Vorsichtsmafinahmen fiir die Aufbewahrung
Fiir dieses Arzneimittel sind keine besonderen Lagerungsbedingungen erforderlich.
6.5 Artund Inhalt des Behiiltnisses
Transparente PVC/Aluminium-Blisterpackung in einer Klappschachtel (“Wallet”) aus Karton.
Packungsgrofien:
28 Tabletten
3 x 28 Tabletten

6 x 28 Tabletten

Jede Blisterpackung enthélt 24 hellrosa wirkstofthaltige Filmtabletten und 4 weil3e
Placebo-Filmtabletten.

6.6 Besondere Vorsichtsmafinahmen fiir die Beseitigung

Nicht verwendetes Arzneimittel oder Abfallmaterial ist entsprechend den nationalen Anforderungen zu
entsorgen.

7. INHABER DER ZULASSUNG

Bayer Vital GmbH

D — 51368 Leverkusen

Telefon: (0214) 30-5 13 48

Telefax: (0214) 30-5 16 03

E-Mail-Adresse: bayer-vital@bayerhealthcare.com

8. ZULASSUNGSNUMMER

71898.00.00
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9. DATUM DER ERTEILUNG DER ZULASSUNG / VERLANGERUNG DER
ZULASSUNG

16.07.2008

10. STAND DER INFORMATION

Mai 2009

11. VERKAUFSABGRENZUNG

Verschreibungspflichtig
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SUMMARY OF PRODUCT CHARACTERISTICS

1 NAME OF THE MEDICINAL PRODUCT

Yaz 0.02 mg / 3 mg film coated tablets ¥

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

24 light pink film-coated tablets:
Each film-coated tablet contains 0.020 mg ethinylestradiol (as betadex clathrate) and 3 mg
drospirenone.

Excipient: lactose 46 mg

4 white placebo (inactive) film-coated tablets:
The tablet does not contain active substances.

Excipient: lactose 50 mg

For a full list of excipients, see section 6.1.

3 PHARMACEUTICAL FORM

Film-coated tablet

The active tablet is light pink, round with convex faces; one side embossed with the letters
"DS" in a regular hexagon.

The placebo tablet is white, round with convex faces, one side embossed with the letters "DP"
in a regular hexagon.

4 CLINICAL PARTICULARS

4.1 Therapeutic indications

Oral contraception.



4.2 Posology and method of administration

Route of administration: oral use
How to take Yaz

The tablets must be taken every day at about the same time, if necessary with a little liquid, in
the order shown on the blister pack. Tablet taking is continuous. One tablet is to be taken
daily for 28 consecutive days. Each subsequent pack is started the day after the last tablet of
the previous pack. Withdrawal bleeding usually starts on day 2-3 after starting the placebo
tablets (last row) and may not have finished before the next pack is started.

How to start Yaz

e No preceding hormonal contraceptive use (in the past month)

Tablet-taking has to start on day 1 of the woman’s natural cycle (i.e. the first day of her
menstrual bleeding).

e Changing from another combined contraceptive method (combined oral contraceptive pill,
vaginal ring or transdermal patch)

The woman should start with Yaz on the day following the usual hormone free interval of her
previous combined contraceptive method. In case a vaginal ring or transdermal patch has
been used the woman should start using Yaz preferably on the day of removal, but at the latest
when the next application would have been due.

e Changing from a progestogen-only-method (progestogen-only pill, injection, implant) or
from a progestogen-releasing intrauterine system (IUS)

The woman may switch any day from the progestogen-only pill (from an implant or the IUS
on the day of its removal, from an injectable when the next injection would be due) but should
in all of these cases be advised to additionally use a barrier method for the first 7 days of
tablet-taking.

e Following first-trimester abortion

The woman may start immediately. When doing so, she need not take additional
contraceptive measures.

e Following delivery or second-trimester abortion

Women should be advised to start at day 21 to 28 after delivery or second-trimester abortion.
When starting later, the woman should be advised to additionally use a barrier method for the
first 7 days. However, if intercourse has already occurred, pregnancy should be excluded
before the actual start of COC use or the woman has to wait for her first menstrual period.

For breastfeeding women see section 4.6.
Management of missed tablets

Placebo tablets from the last (4™) row of the blister can be disregarded. However, they should
be discarded to avoid unintentionally prolonging the placebo tablet phase. The following
advice only refers to missed active tablets:



If the user is less than 12 hours late in taking any tablet, contraceptive protection is not
reduced. The woman should take the tablet as soon as she remembers and should take further
tablets at the usual time.

If she is more than 12 hours late in taking any tablet, contraceptive protection may be
reduced. The management of missed tablets can be guided by the following two basic rules:

1. tablet-taking must never be discontinued for longer than 4 days

2. 7 days of uninterrupted tablet-taking are required to attain adequate suppression of the
hypothalamic-pituitary-ovarian-axis.

Accordingly the following advice can be given in daily practice:
e Dayl-7

The user should take the last missed tablet as soon as she remembers, even if this means
taking two tablets at the same time. She then continues to take tablets at her usual time. In
addition, a barrier method such as a condom should be used for the next 7 days. If intercourse
took place in the preceding 7 days, the possibility of a pregnancy should be considered. The
more tablets are missed and the closer they are to the placebo tablet phase, the higher the risk
of a pregnancy.

e Day8-14

The user should take the last missed tablet as soon as she remembers, even if this means
taking two tablets at the same time. She then continues to take tablets at her usual time.
Provided that the woman has taken her tablets correctly in the 7 days preceding the first
missed tablet, there is no need to use extra contraceptive precautions. However, if she has
missed more than 1 tablet, the woman should be advised to use extra precautions for 7 days.

e Day 15-24

The risk of reduced reliability is imminent because of the forthcoming placebo tablet phase.
However, by adjusting the tablet-intake schedule, reduced contraceptive protection can still be
prevented. By adhering to either of the following two options, there is therefore no need to
use extra contraceptive precautions, provided that in the 7 days preceding the first missed
tablet the woman has taken all tablets correctly. If this is not the case, she should follow the
first of these two options and use extra precautions for the next 7 days as well.

1. The user should take the last missed tablet as soon as she remembers, even if this means
taking two tablets at the same time. She then continues to take tablets at her usual time
until the active tablets are used up. The 4 placebo tablets from the last row must be
discarded. The next blister pack must be started right away. The user is unlikely to have a
withdrawal bleed until the end of the active tablets section of the second pack, but she may
experience spotting or breakthrough bleeding on tablet-taking days.

2. The woman may also be advised to discontinue active tablet-taking from the current blister
pack. She should then take placebo tablets from the last row for up to 4 days, including
the days she missed tablets, and subsequently continue with the next blister pack.

If the woman missed tablets and subsequently has no withdrawal bleed in the placebo tablet
phase, the possibility of a pregnancy should be considered.



Adyvice in case of gastro-intestinal disturbances

In case of severe gastro-intestinal disturbances (e.g., vomiting or diarrhoea), absorption may
not be complete and additional contraceptive measures should be taken. If vomiting occurs
within 3-4 hours after active tablet-taking, a new (replacement) tablet should be taken as soon
as possible. The new tablet should be taken within 12 hours of the usual time of tablet-taking
if possible. If more than 12 hours elapse, the advice concerning missed tablets, as given in
section 4.2 “Management of missed tablets”, is applicable. If the woman does not want to
change her normal tablet-taking schedule, she has to take the extra tablet(s) from another
blister pack.

How to postpone a withdrawal bleed

To delay a period the woman should continue with another blister pack of Yaz without taking
the placebo tablets from her current pack. The extension can be carried on for as long as
wished until the end of the active tablets in the second pack. During the extension the woman
may experience breakthrough-bleeding or spotting. Regular intake of Yaz is then resumed
after the placebo tablet phase.

To shift her periods to another day of the week than the woman is used to with her current
scheme, she can be advised to shorten her forthcoming placebo tablet phase by as many days
as she likes. The shorter the interval, the higher the risk that she does not have a withdrawal
bleed and will experience breakthrough-bleeding and spotting during the subsequent pack
(just as when delaying a period).

4.3 Contraindications

Combined oral contraceptives (COCs) should not be used in the presence of any of the
conditions listed below. Should any of the conditions appear for the first time during COC
use, the product should be stopped immediately.

e Venous thrombosis present or in history (deep venous thrombosis, pulmonary embolism)

e Arterial thrombosis present or in history (e.g. myocardial infarction) or prodromal
conditions (e.g. angina pectoris and transient ischaemic attack)

e Cerebrovascular accident present or in history

e The presence of a severe or multiple risk factor(s) for arterial thrombosis:
e diabetes mellitus with vascular symptoms
e severe hypertension
e severe dyslipoproteinemia

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

e Pancreatitis or a history thereof if associated with severe hypertriglyceridemia.

e Presence or history of severe hepatic disease as long as liver function values have not
returned to normal

e Severe renal insufficiency or acute renal failure

e Presence or history of liver tumours (benign or malignant)



e Known or suspected sex-steroid influenced malignancies (e.g. of the genital organs or the
breasts)

e Undiagnosed vaginal bleeding
e History of migraine with focal neurological symptoms

e Hypersensitivity to the active substances or to any of the excipients of Yaz film-coated
tablets

4.4  Special warnings and precautions for use

Warnings

If any of the conditions/risk factors mentioned below is present, the benefits of COC use
should be weighed against the possible risks for each individual woman and discussed with
the woman before she decides to start using it. 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 COC use should be discontinued.

e Circulatory Disorders

The use of any combined oral contraceptive 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 ever uses a combined oral contraceptive.

Epidemiological studies have shown that the incidence of VTE in women with no known risk
factors for VTE who use low dose oestrogen (<0.05 mg ethinylestradiol) combined oral
contraceptives ranges from about 20 cases per 100,000 woman-years (for levonorgestrel-
containing “second” generation COCs) to 40 cases per 100,000 women-years (for
desogestrel/gestodene-containing “third” generation COCs). This compares with 5 to 10
cases per 100,000 woman-years for non-users and 60 cases per 100,000 pregnancies. VTE is
fatal in 1-2% of cases.

Data from a large, prospective 3-armed cohort study has shown that the incidence of VTE in
women with or without other risk factors for VTE who used Yasmin ethinylestradiol /
drospirenone 0.03 mg/3 mg is in the same range as that for users of levonorgestrel-containing
OCs and other combined OCs (various other COC brands). The VTE risk of Yaz is currently
unknown.

Epidemiological studies have also associated the use of combined COCs 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 contraceptive pill users. There is no
consensus as to whether the occurrence of these events is associated with the use of hormonal
contraceptives.

Symptoms of venous or arterial thrombotic/thromboembolic events or of a cerebrovascular
accident can include:

¢ unusual unilateral leg pain and/ or swelling
e sudden severe pain in the chest, whether or not it radiates to the left arm

e 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 for venous thromboembolic complications in COCs users increases with:

increasing age

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

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

obesity (body mass index over 30 kg/m?)

there is no consensus about the possible role of varicose veins and superficial
thrombophlebitis in the onset or progression of venous thrombosis.

The risk of arterial thrombo-embolic complications or of a cerebrovascular accident in COC
users increases with:

increasing age

smoking (women over 35 years should be strongly advised not to smoke if they wish to
use an COC)

dyslipoproteinemia

hypertension

migraine

obesity (body mass index over 30 kg/m?)

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

valvular heart disease

atrial fibrillation

The presence of one serious risk factor or multiple risk factors for venous or arterial disease,
respectively, can also constitute a contra-indication. The possibility of anticoagulant therapy
should also be taken into account. COC users should be specifically pointed out to contact
their physician in case of possible symptoms of thrombosis. In case of suspected or



confirmed thrombosis, COC use should be discontinued. Adequate alternative contraception
should be initiated because of the teratogenicity of anticoagulant therapy (coumarins).

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

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

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

e Tumours

An increased risk of cervical cancer in long-term users of COCs (> 5 years) has been reported
in some epidemiological studies, but there continues to be controversy about the extent to
which this finding is attributable to the confounding effects of sexual behaviour and other
factors such as human papilloma virus (HPV).

With the use of the higher-dosed COCs (50 pg ethinylestradiol) the risk of endometrial and
ovarian cancer is reduced. Whether this also applies to lower-dosed COCs remains to be
confirmed.

A meta-analysis from 54 epidemiological studies reported that there is a slightly increased
relative risk (RR = 1.24) of having breast cancer diagnosed in women who are currently using
COCs. The excess risk gradually disappears during the course of the 10 years after cessation
of COC use. Because breast cancer is rare in women under 40 years of age, the excess
number of breast cancer diagnoses in current and recent COC users is small in relation to the
overall risk of breast cancer. These studies do not provide evidence for causation. The
observed pattern of increased risk may be due to an earlier diagnosis of breast cancer in COC
users, the biological effects of COCs or a combination of both. The breast cancers diagnosed
in ever-users tend to be less advanced clinically than the cancers diagnosed in never-users.

In rare cases, benign liver tumours, and even more rarely, malignant liver tumours have been
reported in users of COCs. In isolated cases, these tumours have led to life-threatening intra-
abdominal haemorrhages. A hepatic tumour should be considered in the differential diagnosis
when severe upper abdominal pain, liver enlargement or signs of intra-abdominal
haemorrhage occur in women taking COCs.

e  Other conditions

The progestin component in Yaz is an aldosterone antagonist with potassium sparing
properties. In most cases, no increase of potassium levels is to be expected. In a clinical study,
however in some patients with mild or moderate renal impairment and concomitant use of
potassium-sparing medicinal products serum potassium levels slightly, but not significantly,
increased during drospirenone intake. Therefore, it is recommended to check serum
potassium during the first treatment cycle in patients presenting with renal insufficiency and a
pretreatment serum potassium in the upper reference range, and particularly during
concomitant use of potassium sparing medicinal products. See also section 4.5.

Women with hypertriglyceridemia, or a family history thereof, may be at an increased risk of
pancreatitis when using COCs.

Although small increases in blood pressure have been reported in many women taking COCs,
clinically relevant increases are rare. Only in these rare cases an immediate discontinuation of



COC use is justified. If, during the use of a COC in preexisting hypertension, constantly
elevated blood pressure values or a significant increase in blood pressure do not respond
adequately to antihypertensive treatment, the COC must be withdrawn. Where considered
appropriate, COC use may be resumed if normotensive values can be achieved with
antihypertensive therapy.

The following conditions have been reported to occur or deteriorate with both pregnancy and
COC use, but the evidence of an association with COC use is inconclusive: jaundice and/or
pruritus related to cholestasis; gallstones; porphyria; systemic lupus erythematosus;
haemolytic uremic syndrome; Sydenham’s chorea; herpes gestationis; otosclerosis-related
hearing loss.

In women with hereditary angioedema exogenous estrogens may induce or exacerbate
symptoms of angioedema.

Acute or chronic disturbances of liver function may necessitate the discontinuation of COC
use until markers of liver function return to normal. Recurrence of cholestatic jaundice and/or
cholestasis-related pruritus which previously occurred during pregnancy or during previous
use of sex steroids necessitates the discontinuation of COCs.

Although COCs may have an effect on peripheral insulin resistance and glucose tolerance,
there is no evidence for a need to alter the therapeutic regimen in diabetics using low-dose
COCs (containing < 0.05 mg ethinylestradiol). However, diabetic women should be carefully
observed, particularly in the early stage of COC use.

Worsening of endogenous depression, of epilepsy, of Crohn’s disease and of ulcerative colitis
has been reported during COC use.

Chloasma may occasionally occur, especially in women with a history of chloasma
gravidarum. Women with a tendency to chloasma should avoid exposure to the sun or
ultraviolet radiation whilst taking COCs.

Each light pink tablet of this medicinal product contains 46 mg lactose per tablet, each white
tablet contains 50 mg. Patients with rare hereditary problems of galactose intolerance, the
Lapp lactase deficiency or glucose-galactose malabsorption who are on a lactose-free diet
should take this amount into consideration.

Medical examination/consultation

Prior to the initiation or reinstitution of Yaz a complete medical history (including family
history) should be taken and pregnancy must be ruled out. Blood pressure should be measured
and a physical examination should be performed, guided by the contra-indications (see
section 4.3) and warnings (see section 4.4). The woman should also be instructed to carefully
read the user leaflet and to adhere to the advice given. The frequency and nature of
examinations should be based on established practice guidelines and be adapted to the
individual woman.

Women should be advised that oral contraceptives do not protect against HIV infections
(AIDS) and other sexually transmitted diseases.

Reduced efficacy

The efficacy of COCs may be reduced in the event of e.g. missed active tablets (see section
4.2), gastro-intestinal disturbances during active tablet taking (see section 4.2) or concomitant
medication (see section 4.5).



Reduced cycle control

With all COCs, irregular bleeding (spotting or breakthrough bleeding) may occur, especially
during the first months of use. Therefore, the evaluation of any irregular bleeding is only
meaningful after an adaptation interval of about three cycles.

If bleeding irregularities persist or occur after previously regular cycles, then non-hormonal
causes should be considered and adequate diagnostic measures are indicated to exclude
malignancy or pregnancy. These may include curettage.

In some women withdrawal bleeding may not occur during the placebo tablet phase. If the
COC has been taken according to the directions described in section 4.2, it is unlikely that the
woman is pregnant. However, if the COC has not been taken according to these directions
prior to the first missed withdrawal bleed or if two withdrawal bleeds are missed, pregnancy
must be ruled out before COC use is continued.

4.5 Interaction with other medicinal products and other forms of interaction

Note: The prescribing information of concomitant medications should be consulted to identify
potential interactions.

e Influence of other medicinal products on Yaz

Interactions between oral contraceptives and other medicinal products may lead to
breakthrough bleeding and/or contraceptive failure. The following interactions have been
reported in the literature.

This has been established with hydantoins, barbiturates, primidone, carbamazepine and
rifampicin; oxcarbazepine, topiramate, felbamate, ritonavir, griseofulvin and the herbal
remedy St. John's Wort (hypericum perforatum) are also suspected. The mechanism of this
interaction appears to be based on the hepatic enzyme-inducing properties of these active
substances. Maximal enzyme induction is generally not seen for 2-3 weeks but may then be
sustained for at least 4 weeks after the cessation of drug therapy.

Contraceptive failures have also been reported with antibiotics, such as ampicillin and
tetracyclines. The mechanism of this effect has not been elucidated.

Women on short-term treatment (up to one week) with any of the above-mentioned classes of
medicinal products or individual active substances should temporarily use a barrier method in
addition to the COC, i.e. during the time of concomitant medicinal product administration and
for 7 days after their discontinuation.

For women on rifampicin a barrier method should be used in addition to the COC during the
time of rifampicin administration and for 28 days after its discontinuation. If concomitant
medicinal product administration runs beyond the end of the active tablets in the current COC
blister pack, the placebo tablets must be discarded and the next COC pack should be started
right away.

In women on chronic treatment with hepatic enzyme-inducing active substances, another
reliable, non-hormonal, method of contraception is recommended.

The main metabolites of drospirenone in human plasma are generated without involvement of
the cytochrome P450 system. Inhibitors of this enzyme system are therefore unlikely to
influence the metabolism of drospirenone.



e Influence of Yaz on other medicinal products

Oral contraceptives may affect the metabolism of certain other active substances. Accordingly,
plasma and tissue concentrations may either increase (e.g. cyclosporin) or decrease (e.g.
lamotrigine).

Based on in vitro inhibition studies and in vivo interaction studies in female volunteers using
omeprazole, simvastatin and midazolam as marker substrate, an interaction of drospirenone at
doses of 3 mg with the metabolism of other active substances is unlikely.

e  Other interactions

In patients without renal insufficiency, the concomitant use of drospirenone and ACE-
inhibitors or NSAIDs did not show a significant effect on serum potassium. Nevertheless,
concomitant use of Yaz with aldosterone antagonists or potassium-sparing diuretics has not
been studied. In this case, serum potassium should be tested during the first treatment cycle.
See also section 4.4.

e Laboratory tests

The use of contraceptive steroids may influence the results of certain laboratory tests,
including biochemical parameters of liver, thyroid, adrenal and renal function, plasma levels
of (carrier) proteins, e.g. corticosteroid-binding globulin and lipid/lipoprotein fractions,
parameters of carbohydrate metabolism and parameters of coagulation and fibrinolysis.
Changes generally remain within the normal laboratory range. Drospirenone causes an
increase in plasma renin activity and plasma aldosterone induced by its mild
antimineralocorticoid activity.

4.6 Pregnancy and lactation

Yaz is not indicated during pregnancy.

If pregnancy occurs during use of with Yaz, the preparation should be withdrawn immediately.
Extensive epidemiological studies have revealed neither an increased risk of birth defects in
children born to women who used COCs prior to pregnancy, nor a teratogenic effect when
COCs were taken inadvertently during pregnancy.

Animal studies have shown undesirable effects during pregnancy and lactation (see section
5.3). Based on these animal data, undesirable effects due to hormonal action of the active
compounds cannot be excluded. However, general experience with COCs during pregnancy
did not provide evidence for an actual adverse effect in humans.

The available data regarding the use of Yaz during pregnancy are too limited to permit
conclusions concerning negative effects of Yaz on pregnancy, health of the foetus or neonate.
To date, no relevant epidemiological data are available.

Lactation may be influenced by COCs as they may reduce the quantity and change the
composition of breast milk. Therefore, the use of COCs should generally not be
recommended until the breast-feeding mother has completely weaned her child. Small
amounts of the contraceptive steroids and/or their metabolites may be excreted with the milk
during COC use. These amounts may affect the child.
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4.7  Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed. No
effects on ability to drive and use machines have been observed in users of COCs.

4.8 Undesirable effects

The following adverse drug reactions have been reported during use of Yaz:

The table below reports adverse reactions by MedDRA system organ classes (MedDRA
SOCs). The frequencies are based on clinical trial data. The most appropriate MedDRA term
is used to describe a certain reaction and its synonyms and related conditions.

Adverse drug reactions which have been associated with the use of Yaz as oral contraceptive or
in the treatment of moderate acne vulgaris according to the MedDRA system organ classes and

MedDRA terms

System Organ Class common uncommon rare
(MedDRA version 9.1) | (=1/100 to <1/10) (=1/1,000 to <1/100) (=1/10,000 to <1/1,000)
Infections and Candidiasis
infestations
Blood and lymphatic Anemia
system disorders Thrombocythemia
Immune system Allergic reaction
disorders
Endocrine disorders Endocrine disorder
Metabolism and Increased appetite
nutrition disorders Anorexia
Hyperkalemia
Hyponatremia
Psychiatric disorders Emotional lability Depression Anorgasmia
Libido decreased Insomnia
Nervousness
Somnolence
Nervous system Headache Dizziness Vertigo
disorders Paresthesia Tremor
Eye disorders Conjunctivitis
Dry eye
Eye disorder
Cardiac disorders Tachycardia
Vascular disorders Migraine Phlebitis
Varicose vein Vascular disorder
Hypertension Epistaxis
Syncope
Gastrointestinal Nausea Abdominal pain Abdomen enlarged
disorders Vomiting Gastrointestinal disorder
Dyspepsia Gastrointestinal fullness
Flatulence Hiatus hernia
Gastritis Oral candidiasis
Diarrhea Constipation
Dry mouth
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System Organ Class common uncommon rare
(MedDRA version 9.1) | (=1/100 to <1/10) (>1/1,000 to <1/100) (=1/10,000 to <1/1,000)
Hepatobiliary disorders Biliary pain
Cholecystitis
Skin and subcutaneous Acne Chloasma
tissue disorders Pruritus Eczema
Rash Alopecia
Dermatitis acneiform
Dry skin
Erythema nodosum
Hypertrichosis
Skin disorder
Skin striae
Contact dermatitis
Photosensitive dermatitis
Skin nodule
Musculoskeletal and Back pain
connective tissue Pain in extremity
disorders Muscle cramps
Reproductive system Breast pain Vaginal candidiasis Dyspareunia
and breast disorders Metrorrhagia* Pelvic pain Vulvovaginitis
Amenorrhea Breast enlargement Postcoital bleeding
Fibrocystic breast Withdrawal bleeding
Uterine / Vaginal bleeding* | Breast cyst
Genital discharge Breast hyperplasia
Hot flushes Breast neoplasm
Vaginitis Cervical polyp
Menstrual disorder Endometrial atrophy
Dysmenorrhea Ovarian cyst
Hypomenorrhea Uterine enlargement
Menorrhagia
Vaginal dryness
Papanicolaou smear
suspicious
General disorders and Asthenia Malaise
administration site Sweating increased
conditions Oedema
(Generalized oedema,
Peripheral oedema,
Face oedema)
Investigations Weight increase Weight decrease

* bleeding irregularities usually subside during continued treatment

The following serious adverse events have been reported in women using COCs, which are
discussed in section 4.4 Special warning and precautions for use:

Venous thromboembolic disorders;

Arterial thromboembolic disorders;

Hypertension;
Liver tumours;

Occurrence or deterioration of conditions for which association with COC use is not
conclusive: Crohn’s disease, ulcerative colitis, epilepsy, migraine, endometriosis, uterine

12




myoma, porphyria, systemic lupus erythematosus, herpes gestationis, Sydenham's chorea,
haemolytic uremic syndrome, cholestatic jaundice;

Chloasma;

Acute or chronic disturbances of liver function may necessitate the discontinuation of
COC use until markers of liver function return to normal.

In women with hereditary angioedema exogenous estrogens may induce or exacerbate
symptoms of angioedema

The frequency of diagnosis of breast cancer is very slightly increased among OC users. As
breast cancer is rare in women under 40 years of age the excess number is small in relation to
the overall risk of breast cancer. Causation with COC use is unknown. For further
information, see sections 4.3 and 4.4.

4.9 Overdose

There has not yet been any experience of overdose with Yaz. On the basis of general
experience with combined oral contraceptives, symptoms that may possibly occur in case of
taking an overdose of active tablets are: nausea, vomiting and, in young girls, slight vaginal
bleeding. There are no antidotes and further treatment should be symptomatic.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group (ATC): Progestogens and estrogens, fixed combinations
ATC Code: GO3AA12

Pearl Index for method failure: 0.41 (upper two-sided 95 % confidence limit: 0.85)
Overall Pearl Index (method failure + patient failure): 0.80 (upper two-sided 95% confidence
limit: 1.30)

The contraceptive effect of Yaz is based on the interaction of various factors, the most
important of which are seen as the inhibition of ovulation and the changes in the endometrium.

Yaz is a combined oral contraceptive with ethinylestradiol and the progestogen drospirenone.
In a therapeutic dosage, drospirenone also possesses antiandrogenic and mild
antimineralocorticoid properties. It has no estrogenic, glucocorticoid and antiglucocorticoid
activity. This gives drospirenone a pharmacological profile closely resembling the natural
hormone progesterone.

There are indications from clinical studies that the mild antimineralocorticoid properties of
Yaz result in a mild antimineralocorticoid effect.

Two multicenter, double blind, randomized, placebo controlled studies were performed to
evaluate the efficacy and safety of Yaz in women with moderate acne vulgaris.

After six months of treatment, in comparison with placebo, Yaz showed a statistically
significantly greater reduction of 15.6% (49.3% versus 33.7%) in inflammatory lesions,
18.5% (40.6% versus 22.1%) in non-inflammatory lesions, and 16.5% (44.6% versus 28.1%)
in total lesion counts. In addition a higher percentage of subjects, 11.8% (18.6% versus 6.8%)
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showed a ‘clear’ or ‘almost clear’ rating on the Investigator’s Static Global Assessment
(ISGA) scale.

5.2 Pharmacokinetic properties

e Drospirenone

Absorption

Orally administered drospirenone is rapidly and almost completely absorbed. Maximum
concentrations of the active substance in serum of about 38 ng/ml are reached at about 1-2 h
after single ingestion. Bioavailability is between 76 and 85 %. Concomitant ingestion of food
has no influence on the bioavailability of drospirenone.

Distribution

After oral administration, serum drospirenone levels decrease with a terminal half-life of 31 h.
Drospirenone is bound to serum albumin and does not bind to sex hormone binding globulin
(SHBG) or corticoid binding globulin (CBG). Only 3 - 5 % of the total serum concentrations
of the active substance are present as free steroid. The ethinylestradiol-induced increase in
SHBG does not influence the serum protein binding of drospirenone. The mean apparent
volume of distribution of drospirenone is 3.7 + 1.2 I/kg.

Metabolism

Drospirenone is extensively metabolized after oral administration. The major metabolites in
the plasma are the acid form of drospirenone, generated by opening of the lactone ring, and
the 4,5-dihydro-drospirenone-3-sulfate, both of which are formed without involvement of the
P450 system. Drospirenone is metabolized to a minor extent by cytochrome P450 3A4 and
has demonstrated a capacity to inhibit this enzyme and cytochrome P450 1A1, cytochrome
P450 2C9 and cytochrome P450 2C19 in vitro.

Elimination

The metabolic clearance rate of drospirenone in serum is 1.5 + 0.2 ml/min/kg. Drospirenone
is excreted only in trace amounts in unchanged form. The metabolites of drospirenone are
excreted with the faeces and urine at an excretion ratio of about 1.2 to 1.4. The half-life of
metabolite excretion with the urine and faeces is about 40h.

Steady-State Conditions

During a treatment cycle, maximum steady-state concentrations of drospirenone in serum of
about 70 ng/ml are reached after about 8 days of treatment. Serum drospirenone levels
accumulated by a factor of about 3 as a consequence of the ratio of terminal half-life and
dosing interval.

Special Populations

Effect of renal impairment

Steady-state serum drospirenone levels in women with mild renal impairment (creatinine
clearance CLcr, 50-80 mL/min) were comparable to those of women with normal renal
function. The serum drospirenone levels were on average 37 % higher in women with
moderate renal impairment (CLcr, 30 - 50 mL/min) compared to those in women with normal
renal function. Drospirenone treatment was also well tolerated by women with mild and
moderate renal impairment. Drospirenone treatment did not show any clinically significant
effect on serum potassium concentration.
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Effect of hepatic impairment

In a single dose study, oral clearance (CL/F) was decreased approximately 50 % in volunteers
with moderate hepatic impairment as compared to those with normal liver function. The
observed decline in drospirenone clearance in volunteers with moderate hepatic impairment
did not translate into any apparent difference in terms of serum potassium concentrations.
Even in the presence of diabetes and concomitant treatment with spironolactone (two factors
that can predispose a patient to hyperkalemia) an increase in serum potassium concentrations
above the upper limit of the normal range was not observed. It can be concluded that
drospirenone is well tolerated in patients with mild or moderate hepatic impairment (Child-
Pugh B).

Ethnic groups

No clinically relevant differences in the pharmacokinetics of drospirenone or ethinylestradiol
between Japanese and Caucasian women have been observed.

e Ethinylestradiol

Absorption

Orally administered ethinylestradiol is absorbed rapidly and completely. Peak serum
concentrations of about 33 pg/ml are reached within 1 - 2 hours after single oral
administration. Absolute bioavailability as a result of presystemic conjugation and first-pass
metabolism is approximately 60 %. Concomitant intake of food reduced the bioavailability of
ethinylestradiol in about 25 % of the investigated subjects while no change was observed in
the others.

Distribution

Serum ethinylestradiol levels decrease in two phases, the terminal disposition phase is
characterized by a half-life of approximately 24 hours. Ethinylestradiol is highly but non-
specifically bound to serum albumin (approximately 98.5 %), and induces an increase in the
serum concentrations of SHBG. An apparent volume of distribution of about 5 I/kg was
determined.

Metabolism

Ethinylestradiol is subject to presystemic conjugation in both small bowel mucosa and the
liver. Ethinylestradiol is primarily metabolized by aromatic hydroxylation but a wide variety
of hydroxylated and methylated metabolites are formed, and these are present as free
metabolites and as conjugates with glucuronides and sulfate. The metabolic clearance rate of
ethinylestradiol is about 5 ml/min/kg.

Elimination

Ethinylestradiol is not excreted in unchanged form to any significant extent. The metabolites
of ethinylestradiol are excreted at a urinary to biliary ratio of 4:6. The half-life of metabolite
excretion is about 1 day.

Steady-state conditions

Steady-state conditions are reached during the second half of a treatment cycle and serum
levels of ethinylestradiol accumulate by a factor of about 2.0 to 2.3.

5.3 Preclinical safety data
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In laboratory animals, the effects of drospirenone and ethinylestradiol were confined to those
associated with the recognised pharmacological action. In particular, reproduction toxicity

studies revealed embryotoxic and fetotoxic effects in animals which are considered as species
specific. At exposures exceeding those in users of Yaz, effects on sexual differentiation were

observed in rat fetuses but not in monkeys.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Active film-coated tablets (light pink):

Tablet core:

Lactose monohydrate
Maize starch
Magnesium stearate (E470b)

Tablet film-coating:

Hypromellose (E464)
Talc (E553b)

Titanium dioxide (E171)
Iron oxide red (E172)

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

5 years.

6.4 Special precautions for storage

Placebo film-coated tablets (white)

Lactose monohydrate
Povidone K25

Maize starch

Magnesium stearate (E470b)

Hypromellose (E464)
Talc (E553b)
Titanium dioxide (E171)

This medical product does not require any special storage conditions.

6.5 Nature and contents of container

Transparent PVC/Aluminium blister in a cardboard wallet.

Pack sizes:

28 tablets
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3 x 28 tablets
6 x 28 tablets

Each blister contains 24 light pink active film-coated tablets and 4 white placebo film-coated
tablets.

Not all pack sizes may be marketed.

6.6 Special precautions for disposal

Any unused product or waste material should be disposed of in accordance with local
requirements.

7 MARKETING AUTHORISATION HOLDER

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

8 MARKETING AUTHORISATION NUMBER(S)

PL 00010/0574

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE
AUTHORISATION

26 June 2008
10 DATE OF REVISION OF THE TEXT

24 September 2008
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3.2.8. L.1. 1 L ER G RA TR EE(Fr 2L 02 Revised JAN - ZO%E. A = VHE GRS A B NS E FEAmE R
(DRSP, BSP#t) V) notification form_DRSP
3.2.5.1.2.1 2L R — A PR MHE(Rr 2L/ |02 Revised JAN - 20l | S = ATERRR A HA FEN SR
(DRSP. BSP£h) V) notification form_DRSP
3.2.5.1.3. 1 2L The solubility of Drospirenone, ZK LY76 (T e N | Scheringfl: iz FER RS & FEAE R
(DRSP, BSPtt) 30595, in water and aqueous buffer (FA)
solutions of pH 5, 7 and 9
3.2.5.1.3.2 L Report on the solubility of LY80 [ ] e N | Scheringfl: iz FER RS & FEAE R
(DRSP, BSPtt) Drospirenone, ZK 30 595, in organic (FA)
solvents
3.2.8.1.3.3 L Physical/chemical characteristics of  [ME27 [ ] it N | Scheringth WS+ N LA L
(DRSP, BSP#t) 7K 30595 (drospirenone) -melting point (k1)
/ melting range
3.2.5.1.3.4 L The acid dissociation constant of M992 [ ] It N | Scheringfl A N E PR R
(DRSP, BSP#t) drospirenone (ZK 30595) (k1)
3.2.5.1.3.5 L The determination of the n- LY66 [ ] e N | Scheringfl: iz FER RS & FEAE R
(DRSP, BSP#t) octanol/water partition coefficient of (FA)
ZK 30 595
3.2.5.1.3.6 L Drospirenone / ZK 00030595 / Report on [A28531 [ ] 20l Scheringth o AN St
(DRSP, BSP#t) solid state forms (KA)
3.2.8.1.3.7 2L Drospirenone micronized drug substance [S.1.3.01#003586483 [ ] 20 W [Bayer Schering Pharmatl| 14k FER RS & FEAE R
(DRSP, BSP#f) / General Information — General (K1)
Properties
3.2.8.2. 1.1 L Manufacturers [Drospirenone, Bayer Drospirenone [ ] 20l M | Bayer Schering Pharmafl o NS E FEAMm R
(DRSP, BSP#t) Schering Pharma AG] (k1)
3.2.8.2.2.1 2L Drospirenone /ZK 00030595 / A45163 [ ] 20l M | Bayer Schering Pharmafl:|  ##5} FER AT R
(DRSP, BSP#t) Manufacturing Process Description (k1)
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3.2.5.2.2.2 2L Drospirenone /ZK 00030595 / List of A43856 2010 Bayer Schering Pharmafl A LS AR
(DRSP, BSP#t) In-Process Controls (KA>)
3.2.5.2.2.3 0004/87T |Manufacturing Process - Description / |S.2.2.02#004943746 01 | 20l W |Bayer Schering Pharmafl:|  V@4© HERREE FEAIE R
(DRSP, BSPtt) Drospirenone drug substance (FA)
3.2.8.2.3. 1 2L Drospirenone / ZK 00030595 / List of  |A43677 [ T 20l I |Bayer Schering Pharmafl:|  V@4© HRREE FEAIE R
(DRSP, BSP#l) Raw Materials (KA>)
3.2.5.2.3.2 0003/%JH |Raw Material - Specification / Potable |S.2.3.02#004678264 01 | 20l I |Bayer Schering Pharmafl:|  VE4© HERREE FEAIE R
(DRSP, BSPtt) water chemical (K1)
3.2.8.2.4. 1 2L Drospirenone /ZK 00030595 / A45163 ] 20l W | Bayer Schering Pharmatl| WAk R EREE FEAIE R
(DRSP, BSPtt) Manufacturing Process Description (K1)
3.2.5.2.4.2 2L Drospirenone /ZK 00030595 / List of A43856 [ T 20l W | Bayer Schering Pharmatl| WAk HERREE FEAIE R
(DRSP, BSP#t) In-Process Controls (KA>)
3.2.5.2.4.3 0004/ET  |Manufacturing Process — Description / |S.2. 2. 02#004943746_01 | N 20l W |Bayer Schering Pharmafl:| st WS Fff RO
(DRSP, BSP#t) Drospirenone drug substance (FA)
3.2.5.2.6.1 2L Drospirenone / ZK 00030595 / A43680 T 20l W |Bayer Schering Pharmatl| g4k LN E PR R
(DRSP, BSP#t) Development Report Chemistry (FA)
3.2.8.3.1. 1 2L Drospirenone /ZK 00030595 / A45163 ] 20l W | Bayer Schering Pharmatl| WAk TR E FEAIE R
(DRSP, BSPtt) Manufacturing Process Description (FA)
3.2.S.3.1.2 2L Report on Structure Confirmation of V032 [ ] i N | Scheringfl: s NG E PR R
(DRSP, BSP#f) DROSPIRENONE (FA)
3.2.8.3.1.3 L The crystal structure of Crystal_structure_of_D | cN it N | Scheringth WS+ AN A LA L
(DRSP, BSP#:) dihydrospirorenone, 7K 30595 rospirenone (RA)




1.12 FREH—E-FIWIEENIEH Page 3 of 23
WAERE S ﬂjlﬂzﬁm ZA RV [ EHA B ES B ES R HiEg P PHERR -
= — ‘
3.2.8.3.1.4 L CoA / Drospirenone Reference Standard [CoA #RS1644_DRSP until 200 Bayer Schering Pharmaft: irZa FINAE e AT s
(DRSP, BSP#t) No. RS 1644 2009_01 (k1)
3.2.8.3.1.5 0004/t4zZ]  [Manufacturing Process — Description / [S.2.2.028004943746_01 | RN 20l. M |Bayer Schering Pharmatl WS+ R E PR R
(DRSP, BSP#t) Drospirenone drug substance (FA)
3.2.8.3.2. 1 el Drospirenone / ZK 00030595 / Potential [A43681 T 200 W [Bayer Schering Pharmath| Mgtk NG E PR R
(DRSP, BSP#t) Impurities of the Drug Substance (FA)
3.2.5.3.2.2 2L Drsospirenone / ZK 00030595 / Batch A47033 [ T 20l I |Bayer Schering Pharmafl:| V@4© HERREE FEAIE R
(DRSP, BSP#l) Analysys Report (for Japan) (KA>)
3.2.5.3.2.3 2L Drospirenone / ZK 00030595 / A47032 [ T 20l I |Bayer Schering Pharmafl:| V@4© HERREE FEAIE R
(DRSP, BSP#f) Justification of Specification (for (KA)
Japan)
3.2.5.3.2.4 0003/ L |Drospirenone / ZK 00030595 / Residual |A43683 (— 20l W |Bayer Schering Pharmafl:| st HAWEE AR
(DRSP, BSP#t) Solvents Found in the Drug Substance (FA)
3.2.5.4.1. 1 2L Drospirenone (for CEP and Japan) / ZK |LMI1EHIO [ T 20l I |Bayer Schering Pharmafl:|  V@4© AL E FEAIE R
(DRSP, BSP#t) 00030595 / Quality Specification (kA1)
3.2.5.4.1.2 0003/##l [Specification / Drospirenone S.4.1.01%004893331_01 | RN 20l W |Bayer Schering Pharmatl:| g4k LN E PR R
(DRSP, BSP#l:) micronized drug substance (RFA )
3.2.5.4.2. 1 2L Drospirenone (for CEP and Japan) / ZK |LMI1EQLO [ T 20l I |Bayer Schering Pharmafl:|  VE4© HERREE FEAIE R
(DRSP, BSP#l) 00030595 / Testing Standard (kA1)
3.2.5.4.2.2 0003/##l [Test Procedure / Drospirenone S. 4.2.01%004892927_01 | N 20l W |Bayer Schering Pharmatl:| g4k LN E PR R
(DRSP. BSP#t) micronized drug substance (FA)
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3.2.8.4.3.1 2L Drospirenone / ZK 00030595 / Report on [A43329 20%5. Bayer Schering Pharmatt sk NS BRI
(DRSP, BSP#t) validation of the HPLC method for (KA)
determining the assay and the related
substances of Drospirenone
3.2.5.4.3.2 2L Drospirenone / ZK 00030595 / Report on |A46216 ] 20l M |Bayer Schering Pharmatl| VG- RS E R}
(DRSP, BSP#t) validation of the analytical test (KA)
method to determine the content of the
residual solvents diisopropyl ether
(ZK 00000733), and dimethoxyethane (ZK
00043102) in the API Drospirenone
3.2.5.4.3.3 L Drospirenone, micro 15 / ZK 00030595 / [A28867 [ ] 20l W Schering#t: WS RS E FEAmZE R}
(DRSP, BSPtt) Report on physicochemical properties / (kA1)
Validation of particle size
determination by laser diffraction
spectrometry
3.2.5.4.3.4 0003/%H [Validation of Test for Assay and $.4.3.901#004468530_02 | I 20l W |Bayer Schering Pharmafl:| st HAHEE AR
(DRSP, BSP#t) Impurities / Drospirenone drug (FA)
substance
3.2.S.4.4. 1 L Drsospirenone / ZK 00030595 / Batch A47033 [ 20l M |Bayer Schering Pharmatl| 1G4k HRHEE FEAmZE R}
(DRSP, BSP#f) Analysys Report (for Japan) (k1)
3.2.5.4.4.2 7L Drospirenone / ZK 00030595 / A47032 [ ] 20l I |Bayer Schering Pharmath|  #ESF RE FEAm R
(DRSP. BSP#t) Justification of Specification (for (FA)
Japan)
3.2.5.4.5. 1 2L Drospirenone / ZK 00030595 / A47032 [ 20l M |Bayer Schering Pharmatl| 1G4k NS E FEAmZE R}
(DRSP, BSP#h) Justification of Specification (for (KA)
Japan)
3.2.8.5.1 L Drospirenone, reference standard / ZK [LM11E530 [ ] 20l @ | Bayer Schering Pharmath WS+ R E PR R
(DRSP, BSP#f) 00030595 / Quality Specification (FA)
3.2.8.5.2 L CoA / Drospirenone Reference Standard [CoA_Drospirenone [ 20l W | Baver Schering Pharmafk WA+ R BTk
(DRSP, BSPtt) (LM11E530) RS1644 (FA)
3.2.5.5.3 0003/ B |Reference Standard / Drospirenone $.5.01#004892821 02 | 20l W |Bayer Schering Pharmafl:| st HAWEE AR
(DRSP, BSP#:) micronized drug substance (A7)
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3.2.85.6.1 L Polyethylene Bags and Polyethylene A34079 20@. Scheringth iZas FINAE e BRI,
(DRSP, BSP#t) Aluminum Laminated Bags / Development (kA1)
of the container
3.2.5.6.2 2L Bag for Bulk and Drug Substance / 1863R-A19426 ] 20l W Schering#t: st R EREE FEAIE R
(DRSP, BSPtt) Packaging Specification (FA)
3.2.5.6.3 L Bags for Bulk and Drug Substance / A19238EP20-TS1148 [ ] 20l Scheringth s N S
(DRSP. BSP#f) Testing Standard (Packaging) (kA7)
3.2.5.7. 1. 1 2L Drospirenone / ZK 00030595 / Stability |A44925 [ T 20l I |Bayer Schering Pharmafl:| V@4© HERREE FEAIE R
(DRSP, BSP#t) Report on Drug Substance (ICH) (FA)
3.2.8.7.1.2 L Photostability testing on QE2-054. 1/M [ i N ] ScheringfL S NS E SEAt 2R
(DRSP. BSP#t) Drospirenone, micro 15 (Synthesis C) (FA)
3.2.S.7.1.3 el Drospirenone / ZK 00030595 / Stress 428902 [ ] 20l Scheringfl: s NG E PR R
(DRSP. BSP#t) test of drug substance (FA)
3.2.5.7.1.4 0003/ #l [Stability Data / Drospirenone drug S.7.3.901#004469230_05 | 20l I |Bayer Schering Pharmafl:|  VEs© HERREE FEAIE R
(DRSP, BSP#t) substance (KA>)
3.2.8.7.1.5 0003/F%l [Stability Data - Photostability / S.7.3.05%004901370_01 | NN 20ML W |Bayer Schering Pharmafl| ¥t NS H R
(DRSP. BSP#t) Drospirenone micronized drug substance (FA)
3.2.5.7.2. 1 2L Drospirenone / ZK 00030595 / Stability |A44925 [ T 20l I |Bayer Schering Pharmafl:|  VE4© HERREE FEAIE R
(DRSP, BSPtt) Report on Drug Substance (ICH) (FA)
3.2.8.7.2.2 0003/%# [Stability Data / Drospirenone drug $.7.3.901#004469230_05 | I 20ML W |Bayer Schering Pharmafl| ¥4t NS H R
(DRSP. BSP#f) substance (KA>)
3.2.5.7.3. 1 2L Drospirenone / ZK 00030595 / Stability |A44925 [ T 20l W |Bayer Schering Pharmafl:|  VEs© HERREE FEAIE R
(DRSP, BSPtt) Report on Drug Substance (ICH) (K1)
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3.2.5.7.3.2 L Photostability testing on QE2-054. 1/. 198 Scheringth iZas FINAE e BRI,
(DRSP, BSP#t) Drospirenone, micro 15 (Synthesis C) (kA1)
3.2.8.7.3.3 L Drospirenone / ZK 00030595 / Stress A28902 [ ] 20l Scheringth o AN LA L
(DRSP, BSP#t) test of drug substance (FA)
3.2.5.7.3.4 L Drospirenone (synthesis C) ZK No. IMI1E140 (T 20l Scheringtt: iz FER RS & FEAE R
(DRSP, BSPtt) 00030595 / Testing Standard (FA>)
3.2.8.7.3.5 L Drospirenone ZK No. 00030595 / Testing [LM11E150 [ ] 20l Scheringth s N LA L
(DRSP, BSP#L) Standard (FA )
3.2.5.7.3.6 0003/#i il [Stability Data / Drospirenone drug S. 7. 3.901#004469230_05 | NN 20l W [Bayer Schering Pharmatl| 4k FER RS & SFAIZ R
(DRSP, BSP#f) substance (kA7)
3.2.5.7.3.7 0003/F L [Stability Data - Photostability / S.7.3.052004901370_01 | RN 20 W [Bayer Schering Pharmatl| 4k FER RS & SEAIZ R
(DRSP, BSPtt) Drospirenone micronized drug substance (FA)
3.2.5.7.3.8 0003/ [Validation of a high-performance MW99EV10 (T e N | Scheringft: sk NS & AT R
(DRSP, BSPtt) liquid-chromatographic method for (FA)
content and purity determination of
drospirenone, pure and micro 15
3.2.8.7.3.9 0003/# i  [Drospirenone / ZK 00030595 / Report on |A16091 [ ] 20l Scheringth o AN S
(DRSP, BSP#t) the validation of the impurity test (FA)
method / ZK 00035096
3.2.5.7.3.10 0003/F1 L |Drospirenone / ZK 00030595 / QCB512 B [ ] 20l W Scheringfl: WS FER RS & FEAE R
(DRSP, BSP#t) Supplementary validation report of the (KA )
HPLC method for determining the related
substances
(7K 00244395) and NN
(ZK
06005081) in Drospirenone
3.2.8.7.3. 11 0003/ [Drospirenone / ZK 00030595 / QCB710 B [ ] 20l Scheringth: s+ FEN R PR R
(DRSP. BSP£h) Supplementary validation report of the (RA )
HPLC method for determining the related
substances
(ZK 00095673),
B (7K 00193158) and IR
I (7K 00376046)
in Drospirenone
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3.2.8.7.3.12 0003/ # [Validation of TLC-test for release and AE2-001. 1/. 19@. Scheringth iZas AN e BRI,
(DRSP, BSP#t) stability testing of related substances (FA>)
in drospirenone drug substance as per
testing standard K279D110
3.2.8.1.1.1 7L EIG L e E (= F = L= A | 02 Revised JAN - 20 | A AR EHN FEP S At 2 R
(EE betadex. BSP£L) FIF = R—HF ) notification form EE
3.2.8 121 AL I R PR i (T F =/LT A | |02 Revised JAN - MW | S AR =R HERBEE S FY
(EE betadex, BSP#f) SIOF— ) R—EF 7 R) notification form_EE
3.2.8.1.3. 1 2L ZK 00227269 / Report on N432EY50 [ ] 20l Scheringth: s+ FEN R PR R
(EE betadex, BSP#t) physicochemical properties / Phase (RA)
solubility diagram of ethinylestradiol
(ZK 00004944) and B -cyclodextrin (ZK
00095301) and stability constant of
the clathrate in aqueous solution
3.2.8.1.3.2 2L ZK 00227269 / Report on NJ36EY20 [ ] 20l Scheringth: s+ FEN R PR R
(EE betadex, BSP#) physicochemical properties / Phase (FA)
solubility diagram and stability
constant of ethinylestradiol (ZK
00004944) and B -cyclodextrin (ZK
00095301) in 0.1 M HC1
3.2.8.1.3.3 2L 7K 00227269 / Report on A01118_10 [ ] 20l Scheringth: s+ RN PR R
(EE betadex, BSP#t) physicochemical properties / Behavior (RA)
in organic solvents under conditions
of solubility measurements
3.2.5.1.3.4 L 7K 00227269 / Report on solid state  |N441EY10 [ ] N | ScheringfL: s NS E AT R
(EE betadex, BSPfl) forms (KA)
3.2.5.1.3.5 e L 7K 00227269 / Report on KQ54EY10 [ ] I N | Scheringfl s e E PR R
(EE betadex, BSP#t) physicochemical properties / Acid (RA)
dissociation constant
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3.2.5.1.3.6 2L 7K 00227269 / Report on the N417EY10 19%@. Scheringfh: 22 A E FEAT R
(EE betadex., BSP#f) physicochemical properties / The (KA)
apparent n-octanol/water partition
coefficient of ethinylestradiol
(active principle, ZK 00004944) after
partitioning ethinylestradiol-f—
cyclodextrin clathrate (drug
substance, ZK 00227269) between
aqueous buffer solutions and n—octanol
3.2.5.1.3.7 L Ethinylestradiol- 8 —cyclodextrin- 401202 (. 20l Scheringfl: iz FER RS & FEAIZE R
(EE betadex, BSP#f) complex / ZK 00227269 / (KA)
Characterization of the reference
standard
3.2.8.1.3.8 2L 7K 00227269 / Report on NC51EY10 [ ] It N | Scheringth: s+ FEN R PR R
(EE betadex, BSP#t) physicochemical properties / Rate (FA)
constant of dissociation of the
Ethinylestradiol- 3 —Cyclodextrin
clathrate complex in aqueous solution
3.2.5.1.3.9 L 7K 00227269 / Report on 402907 (T 20l Scheringtt: iz FER RS & S R
(EE betadex, BSP#f) physicochemical properties / (RKA)
Supplement to Report NC51EY10 “Rate
constant of dissociation of the
Ethinylestradiol- 3 -Cyclodextrin
clathrate complex in aqueous solution”
3.2.8.2. 1.1 L Manufacturers [Ethinylestradiol- EE [ ] 20l @ | Bayer Schering Pharmath WS+ N A LA
(EE betadex, BSPf) Betadex-Clathrate, Bayer Schering (FA)
Pharma AG]
3.2.5.2.2. 1 L Ethinylestradiol-betadex—clathrat / ZK |A43896 [ ] 20l W [Bayer Schering Pharmatl| 1hE4- FER RS & SR R
(EE betadex, BSP%f) 00227269 / Manufacturing Process (KA)
Description
3.2.8.2.2.2 L Ethinylestradiol betadex clathrate /  [MN67E290 [ ] 20l Scheringth o AN A LA
(EE betadex, BSP#t) 7K 00227269 / Quality Specification (FA)
3.2.5.2.2.3 0003/# Bl |[Ethinylestradiol (Var.) / Japan / ZK  [A34595DesSyn ] 20l W [Bayer Schering Pharmatl| 14k FER RS & FEAE R
(EE betadex, BSP#f) 00004944 / Description of the (KA)
synthesis
3.2.5.2.2.4 0003/%#  [Ethinylestradiol / ZK 00004944 / JP A43849 [ ] 20l M [ Bayer Schering Pharmafl:|  #g4} FEN AT R
(EE betadex, BSPfl) Tests (FA)
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3.2.8.2.2.5 0004/tkT  |Specification / Ethinylestradiol S. 4. 1. 01#004879304_01 20%5. Bayer Schering Pharmath| 5t A E FEAT R
(EE betadex., BSP#f) betadex clathrate micronized drug (FA)
substance
3.2.8.2.3.1 L Ethinylestradiol-betadex-clathrat, A39023 [ ] 20l B | Bayer Schering Pharmath WS+ N LA
(EE betadex, BSPfl) pure (Var.) / ZK 00227269 / List of (FA)
Raw Materials
3.2.5.2.3.2 L Betadex / ZK 00095301 / Quality K404E280 (T 20l W Scheringtt: iz FER RS & FEAE R
(EE betadex, BSP#l) Specification (kA1)
3.2.5.2.3.3 0003/F L |Ethinylestradiol (Var) / ZK 00004944 / [A29204 ] 20 W [Bayer Schering Pharmatl| 14k FER RS & FEAE R
(EE betadex, BSP#f) List of Raw Materials (KA)
3.2.8.2.4. 1 2L Ethinylestradiol-betadex—clathrat / ZK [A43896 [ ] 20 W [Bayer Schering Pharmatl|  1hE4- FER RS & FEAE R
(EE betadex, BSP%f) 00227269 / Manufacturing Process (KA)
Description
3.2.8.2.4.2 L Ethinylestradiol betadex clathrate /  [MN67E290 [ ] 20l Scheringth o RS E PR R
(EE betadex, BSPfl) 7K 00227269 / Quality specification (k1)
3.2.5.2.4.3 0003/ |[Ethinylestradiol (Var.) / Japan / ZK  |A34595DesSyn ] 20l W [Bayer Schering Pharmatl| 14k FER RS & S R
(EE betadex, BSP%f) 00004944 / Description of the (KA)
synthesis
3.2.5.2.4.4 0004/47T [Specification / Ethinylestradiol S.4.1.01#004879304_01 | 20l M | Bayer Schering Pharmafl:|  #g5f FEN AT R
(EE betadex, BSPtl) betadex clathrate micronized drug (FA)
substance
3.2.5.2.6. 1 L Ethinylestradiol-betadex—clathrate, A21122 (. 20l Scheringfl: iz FER RS & FEAE R
(EE betadex, BSPft) pure (Var.) / ZK 00227269 / (FA>)
Development report chemistry
3.2.8.3.1.1 L Ethinylestradiol-betadex—clathrat / ZK [A43896 [ ] 20l M | Bayer Schering Pharmath WS+ NS E PR R
(EE betadex, BSPtl) 00227269 / Manufacturing Process (FAY)
Description
3.2.5.3.1.2 L Ethinylestradiol- B —cyclodextrin- 401202 (. 20l Scheringft: iz FER RS & FEAE R
(EE betadex, BSP%f) complex / ZK 00227269 / (KA)

Characterization of the reference
standard
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3.2.8.3.1.3 72 L 7K 227269 / Report on Structure NBY5EY10 201 Scheringfh: 5+ A E FEAT R
(EE betadex, BSP#) Determination / Structure Confirmation (FA>)
3.2.5.3.1.4 2L 7K 00227269 / Report on solid state A05585 [ ] 20l W Schering#l: Mok FEN AT R
(EE betadex, BSP#) forms / Solid state NMR investigations (FA)
3.2.8.3.1.5 L Ethinylestradiol—- f —cyclodextrin— A00231 [ ] 20l Scheringth s AN S
(EE betadex, BSPfl) complex, micro / ZK 00227269 / (k1)
Discussion of the synthesis as
evidence of structure and
stereochemistry
3.2.8.3.1.6 2L 7K 227269 / Report on physicochemical |NCOSEY10 [ ] 20l Scheringtt: iz FER RS & FEAE R
(EE betadex, BSPft) properties / report on the interaction (FA)
between the constitutents of ZK 227269
3.2.8.3.2.1 L Ethinylestradiol-betadex—clathrate / A26100 |- 20“ Scheringft A AN R A&
(EE betadex, BSP#f) 7ZK 00227269 / Potential impurities of (KA)
the drug substance
3.2.8.3.2.2 L Ethinylestradiol-betadex—clathrate /  [A47035 [ ] 20l M | Bayer Schering Pharmath WS+ R PR R
(EE betadex, BSPfl) 7K 00227269 / Batch Analysis Report (k1)
(for Japan)
3.2.8.3.2.3 L Ethinylestradiol-betadex—clathrate /  [A47034 [ 20l W | Baver Schering Pharmafk HES- s A s
(EE betadex, BSP%f) 7K 00227269 / Justification of (KA)
Specification (for Japan)
3.2.8.4.1.1 L Ethinylestradiol betadex clathrate /  [MN67E290 [ ] 20l Scheringth o RS E PR R
(EE betadex, BSPfl) 7K 00227269 / Quality Specification (k1)
3.2.5.4.1.2 0004/%7T  [Specification / Ethinylestradiol S.4.1.01#004879304_01 | 20l M | Bayer Schering Pharmafl:|  #g5h FEN FTAMG R
(EE betadex, BSP#t) betadex clathrate micronized drug (FA)
substance
3.2.5.4.2. 1 7L Ethinylestradiol betadex clathrate ZK [MN67E120 [ ] 20l W Schering#l: Mok FER AT R
(EE betadex, BSPfl) No. 00227269 / Testing Standard (k1)
3.2.5.4.2.2 2L Betadex / working standard / ZK K404E650 [ ] 20l Scheringfl s N E PR R
(EE betadex, BSPfl) 00095301 / Quality Specification (k1)
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3.2.8.4.2.3 0004/tki]  |Test Procedure / Ethinylestradiol S. 4. 2. 01#004879424_01 20%5. Bayer Schering Pharmath| 5t A E FEAT R
(EE betadex., BSP#f) betadex clathrate micronized drug (FA)
substance
3.2.8.4.3.1 L Ethinylestradiol- 8 —cyclodextrin A01230 [ ] 20l Scheringth o AN S
(EE betadex, BSP#l) clathrate / ZK 00227269 / Report on (FA)
the development and validation of the
analytical test method / Assay and
related substances of ethinylestradiol
3.2.5.4.3.2 L Ethinylestradiol- § —cyclodextrin A14278 ] 20l Scheringft: iz FER RS & FEAIZ R
(EE betadex., BSP#f) clathrate / ZK 00227269 / Report on (KA)
development and validation of the
analytical test methods
3.2.5.4.3.3 L Ethinylestradiol-beta—cyclodextrin A19836 (T 20l Scheringfl: iz FER RS & SFAIZ R
(EE betadex, BSP%f) complex / ZK 00227269 / Validation of (KA)
particle size determination by laser
diffraction spectrometry
3.2.8.4.3.4 L Ethinylestradiol—- 8 —cyclodextrin A11855 [ ] 20l Scheringth o AN S
(EE betadex, BSP#) clathrate / ZK 00227269 / Report on (FA)
the validation of the assay method /
B —Cyclodextrin
3.2.8.4.4.1 L Ethinylestradiol-betadex—clathrate /  [A47035 [ 20l W | Baver Schering Pharmafk HES- s A&
(EE betadex, BSP%f) ZK 00227269 / Batch AnalysisReport (KA)
(for Japan)
3.2.8.4.4.2 L Ethinylestradiol-betadex—clathrate /  [A47034 [ 20l W | Baver Schering Pharmafk HES- s A&
(EE betadex, BSP%f) ZK 00227269 / Justification of (KA)
Specification (for Japan)
3.2.8.4.5.1 L Ethinylestradiol-betadex—clathrate /  [A47034 [ 20l W | Baver Schering Pharmafk HEAt s A&
(EE betadex, BSP%f) ZK 00227269 / Justification of (KA)
Specification (for Japan)
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3.2.85.6.1 L Polyethylene Bags and Polyethylene A34079 20@. Scheringth iZas FINAE e BRI,
(EE betadex, BSPfl:) Aluminum Laminated Bags / Development (FA>)
of the container
3.2.5.6.2 2L Bag for Bulk and Drug Substance / 4863R-A19426 [ ] 20l Scheringfl: iz FER RS & FEAIZ R
(EE betadex, BSP%f) Packaging Specification (KA)
3.2.5.6.3 7L Bags for Bulk and Drug Substance / A19238EP20-TS1148 [ ] 20l W Schering#ft: sk FEPN S AT R
(EE betadex, BSPfl) Testing Standard (Packaging) (KA>)
3.2.5.6.4 L Justification : Bulk packaging of Justification | 20l Scheringth iZas AN et A s
(EE betadex, BSP%f) Ethinylestradiol-betadex—clathrat Yasminelle packaging (FA)
3.2.8.7.1. 1 L 7K 00227269 / Ethinylestradiol- - A13551 [ ] 20l Scheringfl s s E PR R
(EE betadex, BSPf) cyclodextrin clathrate / Stability (FA)
report on drug substance
3.2.5.7.1.2 2L Ethinylestradiol- B —cyclodextrin- QE2 022. 1/M ] 20l ScheringfL 22 N EE AR
(EE betadex, BSPft) complex / 7ZK 00227269 / Stress test on (FA)
drug substance
3.2.5.7.1.3 0003/% . |Ethinylestradiol betadex clathrate / |QE2 022. 3/M ] 20l W [Bayer Schering Pharmafl| sk AL FEP R
(EE betadex, BSP#t) ZK 00227269 / Stress test on drug (FA)
substance
3.2.5.7.3.1 L 7K 00227269 / Ethinylestradiol- - A13551 [ ] 20l Scheringfl s s E PR R
(EE betadex, BSPtt) cyclodextrin clathrate / Stability (FA)
report on drug substance
3.2.5.7.3.2 72U Ethinylestradiol- § —cyclodextrin- a2 022. 1/M L] 20l W Scheringft 5T NS & AR
(EE betadex, BSP#f) complex / ZK 00227269 / Stress test on (FA)
drug substance
3.2.8.7.3.3 L Ethinylestradiol- 8 —cyclodextrin MN67E250 [ ] 20l Scheringth s AN S
(EE betadex, BSPfl) complex ZK No.: 00227269 / Quality (k1)

Specification
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3.2.8.7.3.4 L Ethinylestradiol- B —cyclodextrin QE2-023. 3/M 200 Scheringth iZas FINAE a1 BRI,

(EE betadex, BSP£L) complex ZK No.: 00227269 / Development (kA1)
Testing Standrad

3.2.5.7.3.5 0003/F 8L |Ethinylestradiol betadex clathrate /  [QE2 022.3/M ] 20l M |Bayer Schering Pharmafl| 1BAF FEN SR

(EE betadex, BSPfl) 7K 00227269 / Stress test on drug (k1)
substance

3.2.P. 1.1 2L Development of SH TOOI86D film—coated |A06567 (T 20l Scheringtt: iz FER R & FEAE R
(SH TOO186DF, 7 4 N ha—F 4 v tablets (kA7)

#E)

3.2.P. 1.2 7oL Yasmin 20, film-coated tablet (for MP04EZ10 [ ] 20l M | Bayer Schering Pharmafl HES- NS E FEAm R
(SH TOO186DF, 7 4 /L ha—TF 4 Japan) / SH T00186D / List of (FA)

73 Substance Specifications

3.2.P. 1.3 L Validation of the Production of SH T  [Validation of [ ] 20l Scheringth s NS E PR R
(SH TOO186DF, 7 A /L ha—TF 4 470PD at the Weimar Production Site production SH T 470PD (FA)

73]

3.2.P. 1.4 L Placebo film—coated tablet, white (for [LLOOEZ10 [ ] 20l M | Bayer Schering Pharmafl A AR E PR R
(SH TOO186DF, 7 4 /L —F 4 Japan) / SH T 470PD / List of (FA)

73 Substance Specifications

3.2.P. 1.5 7L Blister strip for tablets / SH 4822R-A27782 [ ] 20l W Schering#h: WA FEN S AT R
(SH TOO0186DF, 7 4 /L Lza—TF 4 T00186D, DC, DE, DF / Packaging (FA)

73 Specification

3.2.P. 1.6 2L Blister strip for 28 (24+4) tablets / |4822D-A31369 [ ] 20l Scheringft: iz FER RS & S R
(SH TOO186DF, 7 4V ba—TF 4 7 Drawing of the packaging (FA)

#E)

3.2.P.2.1. 1. 1 L The solubility of Drospirenone, ZK LY76 [ ] I N | Scheringfl s NS E PR R
(SH TOO186DF, 7 4 /L bz —F (7 30595, in water and aqueous buffer (k1)

BE) solutions of pH 5, 7 and 9

3.2.P.2.1.1.2 L Report on the solubility of LY80 [ ] it N | Scheringth o AN A S
(SH TOO186DF, 7 4 /L ha—TF 4 Drospirenone, ZK 30 595, in organic (FA)

73 solvents




1.12 R EH—E-FEIWIEFFTLIEH

Page 14 of 23

WAERE S m@%ﬁm ZA RV [FZi23 EER B ES REREH T Er B FEAEEER -
soes — ‘
3.2.P.2.1.1.3 2L Drospirenone micronized drug substance [S. 1.3.01#003586483 2010 Bayer Schering Pharmafl A LS E AR
(SH TOO186DF, 7 4 /v ha—F 47 / General Information — General (FA)
$E) Properties
3.2.P.2.1.1.4 e L 7K 00227269 / Report on N432EY50 [ ] 20l Scheringfl s s E PR R
(SH TOO186DF, 7 4 /L ha—TF 4 physicochemical properties / Phase (FA)
$E) solubility diagram of ethinylestradiol
(ZK 00004944) and f -cyclodextrin (ZK
00095301) and stability constant of
the clathrate in aqueous solution
3.2.P.2.1.1.5 e L 7K 00227269 / Report on NJ36EY20 [ ] 20l Scheringfl s s E PR R
(SH TO0186DF, 7 4 /v bha—TF 4 7 physicochemical properties / Phase (RA )
$E) solubility diagram and stability
constant of ethinylestradiol (ZK
00004944) and B -cyclodextrin (ZK
00095301) in 0.1 M HCI
3.2.P.2.1. 1.6 ] 2L 7K 00227269 / Report on solid state N441EY10 [ T it N | Scheringfh: st R wREE FEAME R
(SH TOOL86DF, 7 4 /L Aa—F 417 forms (RA )
#E)
3.2.P.2.1. 1.7 ] 2L Development of SH T00186D filmcoated |A06567 [ | 20l W Scheringfh: st R wREE SR
(SH TOOL86DF, 7 4 /L Aa—F 417 tablets (RA )
#E)
3.2.P.2.1.2.1 ] L Development of SH T00186D film-coated [A06567 [ ] 20l Scheringth o AN A LA
(SH TOO186DF, 7 4 /L Aa—F ¢ v F tablets (RFA>)
i)
3.2.P.2.1.2.2 ] 2L Validation of the Production of SH T |Validation of [ ] 20l Scheringfh: ok A E FEAT
(SH TOO186DF, 7 4 /L La—F 4 470PD at the Weimar Production Site production SH T 470PD (kA1)
#E)
3.2.P.2.2.1. 1 ] 72 L SH T00186 / SH T00470 / SH T04740 / A45415 T 200 W [Bayer Schering Pharmath| Mgk NG E PR R
(SH TO0186DF, 7 4 /v ha—F 4 Batch Analysis Report (for Japan) (FA)
i)
3.2.P.2.2.1.2 ] 2L Development of SH T00186D film-coated |A06567 [ | 20l W Scheringfh: st R wREE SR
(SH TO0186DF, 7 4 /v ha—TF 4 tablets (kA1)
5E)
3.2.P.2.2.2.1 L Yaz, film-coated tablets / Japan / SH [A29421 [ ] 20l M | Bayer Schering Pharmath WS+ N A LA L
(SH TOO186DF, 7 4 L ha—F v F T00186D / SH T00186DF / Manufacturing (RA>)
$E) description
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3.2.P.2.2.2.2 2L Yaz Placebo, film-coated tablets, A45428 2010 Bayer Schering Pharmafl A LS AR
(SH TOO186DF, 7 4 /L La—F 422 white / Japan / SH T 470PD / (RA)

BE) Manufacturing description

3.2.P.2.2.2.3 0004/%:T |Yaz, filmcoated tablets / Japan / SH |P.3.3.901#004469535 02 NN 20l I |Bayer Schering Pharmafl:|  V@4© NS E FEA R
(SH TO0186DF, 7 A4 /L La—F 42 T00186D / SH T00186DF / Manufacturing (RA)

$E) description

3.2.P.2.2.2.4 0004/t%zT [Yaz Placebo, film—coated tablets, P. 3.3.901#004469537_02 _ 20“ Bayer Schering Pharmaff HES- RS A&
(SH TOO186DF, 7 4 /L La—TF 4 white / Japan / SH T 470 PD / (RA)

$E) Manufacturing description

3.2.P.2.2.3.1 2L Development of SH T00186D filmcoated |A06567 [ ] 20l Scheringfh: o+ R wREE FEAME R
(SH TOOL86DF, 7 4 /v Aa—TF 47 tablets (kA1)

&)

3.2.P.2.3. 1 L Development of SH T00186D film-coated |A06567 | ] 20l Scheringfl: s e E PR R
(SH TOO186DF, 7 A4 /LA —F 4 tablets (KA>)

)

3.2.P.2.4. 1 2L Blister strip for tablets / SH 4822R-A27782 ] 20l Scheringft: s+ RS E RFA
(SH TOO186DF, 7 4 L ha—F v F T00186D, DC, DE, DF / Packaging (RA)

$E) Specification

3.2.P.2.4.2 2L Aluminium Foil, sealable to PVC/PVDC / [A20716EP10-TS1078 [ ] 20l Scheringth: S RN E PR R
(SH TOO186DF, 7 4 /L La—F ¢ Testing Standard (Packaging) (FA)

)

3.2.P.2.4.3 2L Rigid PVC foil, for blister packs / L.JO6EP10-TS1084 | I 20l Scheringft: ok RS E RFA
(SH TOO186DF, 7 4V ba—TF 4 7 Testing Standard (Packaging) (FA)

#E)

3.2.P.2.5.1 el SH T00186 / SH T00470 / SH T04740 / A45415 T 20l W [ Bayer Schering Pharmafh: S N E PR R
(SH TOO186DF, 7 4 /L La—F ¢ Batch Analysis Report (for Japan) (FA)

)

3.2.P.2.5.2 72 L Yasmin-20, film-coated tablet / SH A47015 [ ] 20l W |Bayer Schering Pharmatl| g4k RN E PR R
(SH TO0186DF, 7 A4 /LA —F 4 T00186D / Working report / (RA)

E)

Justification of Specification
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3.2.P.3. 1.1 72 L YAZ and YAZ Placebo, film—coated A46274 201 Bayer Schering Pharmath| 5t A E FEAT R
(SH TOO186DF, 7 4 /L ha—F 4 tablets / Japan / SH T00186D, SH (FA>)

#E) T00186DF, SH T 470PD / Manufacturer

3.2.P.3.2. 1 2L Yaz, film—coated tablets / Japan / SH |A29421 [ ] 20l W [Bayer Schering Pharmatl| 4k FER RS & FEAE R
(SH TOO186DF, 7 4 /L ha—TF 4 7 T00186D / SH T00186DF / Manufacturing (FA>)

$E) description

3.2.P.3.2.2 L Validation of the Production of SH T  [Validation of [ ] 20l Scheringth s NS E PR R
(SH TOO186DF, 7 4 /L Ahza—F 4 7 470PD at the Weimar Production Site production SH T 470PD (FA)

)

3.2.P.3.2.3 0004/%zT  |Yaz, filmcoated tablets / Japan / SH |P.3.3.9015004469535_02 NN 20l W [Bayer Schering Pharmatl| 4k NS & FEAm R}
(SH TOO186DF, 7 4 /L ha—F 4 7 T00186D / SH TO0186DF / Manufacturing (FA>)

$E) description

3.2.P.3.3.1 el Yaz, film-coated tablets / Japan / SH [A29421 (T 20l W | Bayer Schering Pharmaft| 14t PR E AT
(SH TOO186DF, 7 4 /L ha—F 4 7 T00186D / SH TO0186DF / Manufacturing (FA>)

$E) description

3.2.P.3.3.2 L Yaz Placebo, film—coated tablets, A45428 | I 20l W |Bayer Schering Pharmafl irZas NS A s
(SH TOO186DF, 7 4 )V Aza—F 47 white / Japan / SH T 470PD / (FA>)

$E) Manufacturing description

3.2.P.3.3.3 0004/t4zT |Yaz, film—coated tablets / Japan / SH [P.3.3.901#004469535_02 | R 20l M | Bayer Schering Pharmafl HES- NS E PR R
(SH TOO0186DF, 7 4 /L ha—TF 4 T00186D / SH TO0186DF / Manufacturing (FA)

$E) description

3.2.P.3.3.4 0004/2ki]  [Yaz Placebo, film-coated tablets, P. 3. 3. 901#004469537_02 | NG_R 20l M | Bayer Schering Pharmafl o AR E PR R
(SH TOO0186DF, 7 4 /L La—TF 4 white / Japan / SH T 470 PD / (FA)

$E) Manufacturing description

3.2.P.3.4. 1 2L Yaz, film—coated tablets / Japan / SH |A29421 [ ] 20N W [Bayer Schering Pharmatl| 14k FER RS & FEAE R
(SH TOO186DF, 7 4 /L ha—F 4 7 T00186D / SH T00186DF / Manufacturing (FA>)

$E) description

3.2.P.3.4.2 L Yaz Placebo, film—coated tablets, A45428 _ 20“ Bayer Schering Pharmaff WA+ AR A&
(SH TOO186DF, 7 4 )V Az —F 47 white / Japan / SH T 470PD / (FA>)

$E) Manufacturing description




1.12 R EH—E-FEIWIEFFTLIEH

Page 17 of 23

"TERES @Ez%»’ém A bV 523 EEA L EST ECES R R B FHEE R -
A —n ‘

3.2.P.3.4.3 0004/2ki]  |Yaz, film—coated tablets / Japan / SH [P.3.3.901#004469535_02 200 Bayer Schering Pharmath| 5t A E FEAT R
(SH TOO186DF, 7 4 NV ba—TF 47 T00186D / SH TOO186DF / Manufacturing (FA>)

$E) description

3.2.P.3.4.4 0004/%FT [Yaz Placebo, film—coated tablets, P. 3. 3.901%004469537_02 | NN 20 W [Bayer Schering Pharmatl| 4k NS & FEAE R
(SH TOO186DF, 7 4 NV ba—TF 47 white / Japan / SH T 470 PD / (K1)

$E) Manufacturing description

3.2.P.3.5.1 L SH T00186D / Report on the validation [A08253 [ ] 20l Scheringth s N LA L
(SH TOO186DF, 7 4 /L ha—TF 4 of the manufacturing process at (RA)

73 production scale

3.2.P.3.5.2 L SH T00186D / Amendment of report of  |A22526 (T 20l Scheringtt: iz FER RS & FEAE R
(SH TOO186DF, 7 4V ba—TF 4 7 the validation of the manufacturing (kA1)

$E) process at production scale

3.2.P.3.5.3 L Validation of the Production of SH T [Validation of [ ] 20l Scheringth Yk N BRiEESs
(SH TOO186DF, 7 A /L ha—TF 4 470PD at the Weimar Production Site production SH T 470PD (RA)

i)

3.2.P.3.5.4 L SH T 470PD-FILM-COATED TABLETS N581E010 [ ] It N | Scheringfl HES- AN LA L
(SH TOO0186DF, 7 4 /L L —TF 4 Validation of the manufacturing (FA)

#E) process

3.2.P.4.1. 1 2L Yasmin 20, filmcoated tablet (for MPOAEZ10 (T 20 W [Bayer Schering Pharmatl| 4k FER RS & SR R
(SH TOOI86DF, 7 A4 M A —F 42 Japan) / SH T00186D / List of (KA )

$E) Substance Specifications

3.2.P.4.1.2 L Placebo film—coated tablet, white (for |LLOOEZIO (T 20 W [Bayer Schering Pharmatl| 14k FER RS & SR R
(SH TOO186DF, 7 4 /L b —F 4 7 Japan) / SH T 470PD / List of (FA>)

$E) Substance Specifications

3.2.P.4.5. 1 L Declaration of Compliance with the TSE statement for YAZ | 20l W [Bayer Schering Pharmatl| 14k FER RS & SR R
(SH TOO186DF, 7 4V ha—F 47 PMSB Notification No. 1069, relating active tablet (SH (KA)

#E) to TSE T00186D)

3.2.P.4.5.2 L Declaration of Compliance with the TSE statement for YAZ | R 20l M | Bayer Schering Pharmath WS+ N LA L
(SH TO0186DF, 7 4 /v bha—F 4 7 PMSB Notification No. 1069, relating |placebo tablet (SH T (RA)

) to TSE 470PD)
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3.2.P.5. 1.1 72 L Yasmin-20, film-coated tablet / SH MPO4E280 201 Bayer Schering Pharmafl| — {fEoh A E FEAT R
(SH TOO186DF, 7 4 /L ha—F 4 T00186D / Quality Specification (FA>)
#E)
3.2.P.5.1.2 ] L Placebo film-coated tablet, white / SH [LLOOE280 [ ] 20l M | Bayer Schering Pharmafl o NS E PR R
(SH TO0186DF, 7 4 /L L —F 4 T 470 PD / Quality Specification (FA)
i)
3.2.P.5.2. 1 2L Yasmin-20, film—coated tablet / SH MPOAE120 (T 20 W [Bayer Schering Pharmatl| 14k FER RS & FEA R
(SH TOO186DF, 7 4 /L ba—T 4 T00186D / Testing Standard (FA>)
#E)
3.2.P.5.2.2 ] 2L Betadex / working standard / ZK K404E650 [ ] 20l Scheringfl s NS E PR R
(SH TOO186DF, 7 4 /L L —F 4 00095301 / Quality Specification (FA)
i)
3.2.P.5.2.3 U L J&n AB6T2ET10 (T 20 W [Bayer Schering Pharmafl| st EANREE AR
(SH TOO186DF, 7 4 /L La—F 4 impurity standrad) / ZK 00051628 / (FA>)
$E) Quality Specification
3.2.P.5.2.4 2L Placebo film—coated tablet, white / SH |LLOOEI60 (. 20l W [Bayer Schering Pharmatl| 14k FER RS & SEAIZE R
(SH TOO186DF, 7 4 /L ha—T 4 7 T 470 PD / Testing Standard (FA>)
#E)
3.2.P.5.3. 1 L Tdentification of drospirenone and A32179 [ ] 20l Scheringfl s N E PR R
(SH TOO186DF, 7 4/ La—F ¢ ethinylestradiol / High performance (FA)
$E) Thin Layer Chromatography / Report on
development and validation of the
analytical test method
3.2.P.5.3.2 2L Tdentification of ethinylestradiol and |Appendix to A32179 [ ] 20 W [Bayer Schering Pharmatl| 4k FER RS & FEAE R
(SH TOO186DF, 7 4 /L ha—F 4 drospirenone (HPTLC1) (FA>)
#E)
3.2.P.5.3.3 L SH T00186D / Report on development and [A12733 [ ] 20l W ScheringfL: s NS E AT R
(SH TOO186DF, 7 4 /L bz —F (7 validation of the analytical test (k1)
$E) method / Thin layer chromatography /
Identification of B -cyclodextrin
3.2.P.5.3.4 2L Yasmin 20 / SH TOO186D / Report on the |A08594 [ ] 20l Scheringtt: iz FER RS & FEAE R
(SH TOO186DF, 7 4V ba—TF 4 7 development and validation of the (FA)
$E) analytical test method / Decomposition
products
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3.2.P.5.3.5 7L Yasmin—20 / SH T00186D / Amendment to |A08594 Amendment | ] 20%5. Scheringfh: 5+ A E FEAT R
(SH TOO186DF, 7 4 /v ha—F 47 Report on Development and validation (FA)
$E) of the Analytical Test Method /
Decomposition Products
3.2.P.5.3.6 L Report on validation of the impurity [A08594 Amendment 2 [ ] 20l M | Bayer Schering Pharmath WS+ N A LA
(SH TOO186DF, 7 4 /L bha—TF 4 test method of drug products (FA)
$E) containing Ethinylestradiol and
Drospirenone
3.2.P.5.3.7 L YAZ / Yasminelle film—coated tablet, A39004 [ ] 20l M | Bayer Schering Pharmath WS+ N A LA
(SH TOO186DF, 7 4 /L ha—TF 4 light pink / SH T 00186D / Validation (FA)
$E) report on the determination of the
antimicrobial efficacy in the
Microbial Limit Test
3.2.P.5.3.8 e L Yasmin 20 / SH T 00186D / Report on A09012 [ ] 20l Scheringfl s NS E PR R
(SH TOO186DF, 7 4 /L ha—TF 4 the development and validation of the (FA)
$E) analytical test method / Dissolution
3.2.P.5.3.9 L Yasmin 20 / SH TOO186D / Report on the |A42417 (. 20l W [Bayer Schering Pharmatl| 14k FER R & FEAE R
(SH TOO186DF, 7 4V ha—F 4 7 development and validation of the (KA)
$E) analytical test method / Assay
3.2.P.5.3.10 2L SH T00470PD / Report on Validation of [A40645 [ ] 20l M [ Bayer Schering Pharmafl:|  ##5} FER AT R
(SH TOO0186DF, 7 4 /L L —TF 4 the Analytical Test Methods for Drug (RA)
$E) Product / Absence of Drospirenone and
Ethinylestradiol in film—coated
tablets
3.2.P.5.3. 11 L YAZ / Yasmin / Yasminelle placebo A40344 [ ] 20l @ | Bayer Schering Pharma WS+ N A LA L
(SH TO0186DF, 7 4 /L bha—TF 4 film—coated tablet, T 470 PD / - (FA)
$E) Validation report on the determination
of the antimicrobial efficacy in the
Microbial Limit Test
3.2.P.5.4. 1 L SH T00186 / SH T00470 / SH T04740 /  [Ad5415 [ ] 20l W [Bayer Schering Pharmatl| 14k FER RS & FEAE R
(SH TOO186DF, 7 4V ba—TF 4 7 Batch Analysis Report (for Japan) (FA)
#E)
3.2.P.5.4.2 2L Yasmin—20, film—coated tablet / SH A47015 [ ] 20 W [Bayer Schering Pharmatl| 4k FER RS & FEAE R
(SH TOO186DF, 7 4 /L ha—F 4 7 T00186D / Working report / (K1)
$E) Justification of Specification




1.12 R EH—E-FEIWIEFFTLIEH

Page 20 of 23

WAERE S mﬁzﬁm ZA RV [FZi23 EHA EES REREH T Er B FEAEEER -
= — ‘

3.2.P.5.4.3 L Placebo film—coated tablet / SH T A47039 201 Bayer Schering Pharmath S FINAE e A&
(SH TOO186DF, 7 4 L ha—F v J 470PD / Working report / Justification (RA>)

$E) of Specification

3.2.P.5.5. 1 el SH T00186 / SH T00470 / SH T04740 / A45415 T 200 W [Bayer Schering Pharmath| Mgtk NG E PR R
(SH TOO186DF, 7 4/ La—F ¢ Batch Analysis Report (for Japan) (FA)

i)

3.2.P.5.5.2 2L Yasmin—20, [ilm—coated tablet / SH A47015 [ T 20l I |Bayer Schering Pharmafl:| V@4© HERREE FEAIE R
(SH TOO186DF, 7 4 /L ha—F v F T00186D / Working report / (RA>)

$E) Justification of Specification

3.2.P.5.6.1 72 L Yasmin-20, film-coated tablet / SH A47015 [ ] 20l W | Bayer Schering Pharmatl:| g4k LN E PR R
(SH TOO186DF., 7 A4 L ha—F v F T00186D / Working report / (FA)

$E) Justification of Specification

3.2.P.5.6.2 2L SH TO0470FA / SH T04740A, E / SH A44725 [ T 20l I |Bayer Schering Pharmafl:| V@4© HRREE FEAIE R
(SH TOO186DF, 7 4 L ha—F v J T00186A, D, E / Dissolution Profiles / (RA>)

$E) Working Report

3.2.P.5.6.3 72 L Placebo filmcoated tablet / SH T A47039 [ ] 20l W |Bayer Schering Pharmatl:| W4k LN E PR R
(SH TOO186DF, 7 4/ Lza—F ¢ 470PD / Working report / Justification (FA)

$E) of Specification

3.2.P.6.1 2L Drospirenone, reference standard / ZK |LM11E530 [ T 20l I |Bayer Schering Pharmafl:|  V@4© AL E FEAIE R
(SH TOO186DF, 7 4 L ha—F v J 00030595 / Quality Specification (RA>)

&)

3.2.P.6.2 L CoA / Drospirenone Reference Standard [CoA_Drospirenone [ ] 20l M | Bayer Schering Pharmath WS+ RS E PR R
(SH TO0186DF, 7 A/ La—F 4 (LM11E530) RS1644 (RA)

)

3.2.P.7.1 2L Blister strip for tablets / SH 4822R-A27782 ] 20l Scheringft: ok NS E RFA R
(SH TOO186DF, 7 4 L ha—F v J T00186D, DC, DE, DF / Packaging (RA>)

$E) Specification

3.2.P.7.2 72 L Aluminium Foil, sealable to PVC/PVDC / [A20716EP10-TS1078 T 20l Scheringth: S LN E PR R
(SH TOO186DF, 7 4 /N La—F ¢ Testing Standard (Packaging) (FA)

E)
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3.2.P.7.3 7L Rigid PVC foil, for blister packs / LJ96EP10-TS1084 200 Scheringfh: 5+ A E FEAT R
(SH TOO186DF, 7 4 /L ha—F 4 Testing Standard (Packaging) (FA)
#E)
3.2.P.7.4 7L Blister strip for 28 (24+4) tablets / [4822D-A31369 [ ] 20l W Schering#ft: sk FEN S AT R
(SH TOO186DF, 7 4 /N La—F ¢ Drawing of the packaging (RA)
i)
3.2.P.7.5 0003/ #l |Drawing of Packaging Materials (Primary P. 7. 04#004917823_01 _ 20“ Bayer Schering Pharmatf irZa s AT s
(SH TOO186DE, 7 4 )V A=a—F ¢ 7 Container / Functional Secondary Container) (FA)
&) / Foil 250 um PVC colorless transparent
(4121) packaging sealed to Foil 20 um Al
(4120) packaging (24+4 tablets in wallet
packaging)
3.2.P.8.1. 1 2L Yasmin 20 / SH T00186D / Stability 422197 [ ] 20l Scheringfl: iz FER RS & FEAIZ R
(SH TO0186DF, 7 4 /v ha—F 17 report on drug product (KA )
#E)
3.2.P.8.1.2 L SH T00186D / Photostability testing on [A13045 [ ] 20l Scheringth o AN LA L
(SH TOOI86DF, 7 4 /L ha—F 12 drug product (KA )
i)
3.2.P.8.1.3 L SH T00186D / Stress Test on Drug A40706 [ ] 20 W [Bayer Schering Pharmatl| 14k FER RS & FEAE R
(SH TOO186DF, 7 4 /L ha—F 4 7 Product (KA)
#E)
3.2.P.8.1.4 L SH T00470PD / Stability report on drug |A12669 [ ] 20 W [Bayer Schering Pharmatl| 4k FER RS & FEAE R
(SH TOO186DF, 7 4 /L ha—F 4 7 product (FA)
#E)
3.2.P.8.1.5 L SH T00470PD / Stress Test on Drug A46187 [ ] 20l M | Bayer Schering Pharmath o N LA
(SH TO0186DF, 7 A /L La—T 4 Product (Photo stability) (kA7)
)
3.2.P.8.3. 1 L Yasmin 20 / SH TO0186D / Stability 422197 [ ] 20l Scheringtt: iz FER RS & FEAE R
(SH TOO186DF, 7 4V ba—TF 4 7 report on drug product (kA1)
#E)
3.2.P.8.3.2 L SH T00186D / Photostability testing on [A13045 [ ] 20l Scheringth o AN A LA
(SH TOOI86DF, 7 4 /LA —F 12 drug product (KA )
i)
3.2.P.8.3.3 L SH T00186D / Stress Test on Drug A40706 [ ] 20l M | Bayer Schering Pharmath o N A LA L
(SH TOO186DF, 7 4 /b ba—F 4 7 Product (KA Y)
i)




1.12 R EH—E-FEIWIEFFTLIEH

Page 22 of 23

"TERES @Ez%‘?ﬁ) A bV 523 EEA L EST ECES R R B FHEE R -
it —n ‘

3.2.P.8.3.4 2L SH T00186D, film—coated tablet / AE2 096. /M 200 Scheringfh: o+ A E FEAT R
(SH TOO186DF, 7 4V ha—F 4T Development Testing Standard (KA)

#E)

3.2.P.8.3.5 "L SH T00186D, film-coated tablet / AE2 096. /M | 20l ScheringfL 228 FENHEE AT 2 R
(SH TOO186DF, 7 4 /L La—TF 4 Development Testing Standard (FA)

i)

3.2.P.8.3.6 2L Yasmin 20, filmcoated tablet SH No.  |MPO4E110 ] 20l W Scheringtt: WS FER R & FEAE R
(SH TOO186DF, 7 4 /L La—F 4 7 T00186D / Testing Standard (FA>)

#E)

3.2.P.8.3.7 L SH T00470PD / Stability report on drug [A12669 [ ] 20l W [ Bayer Schering Pharmafl:|  #g5} FEN AT R
(SH TOO186DF, 7 4 /b ba—F 4 7 product (KA Y)

i)

3.2.P.8.3.8 2L SH T00470PD / Stress Test on Drug A16187 [ ] 20 W [Bayer Schering Pharmatl| 14k FER RS & FEAE R
(SH TOO186DF, 7 4V ha—F 4 7 Product (Photo stability) (KA)

#E)

3.2.P.8.3.9 L Placebo film-coated tablet, white SH [LLOOE140 [ ] 20l Scheringth s N LA L
(SH TOO0186DF, 7 4 /L —TF 4 No. T 470PD / Testing Standard (FA)

)

3.2.P.8.3.10 0003/F1 B [SH T00186D / Working report / A16810 [ ] 20l Scheringft: iz FER RS & FEAE R
(SH TOO186DF, 7 4 /L ha—F ¢ Comparison of two analytical methods (FA)

$E) for the determination of decomposition

products in the drug product

3.2.P.8.3. 11 0003/##l [Yasmin 20 / SH T00186D / Analytical A16509 [ ] 20l Scheringfl HES- NS E PR R
(SH TO0186DF, 7 A /L La—T 4 development report (RA )

)

3.2.P.8.3.12 0003/ [SH T00186D / Report on development and [A01298 (ver 1.0) (. 20l Scheringft: sk NS & R R}
(SH TOO186DF, 7 4V ha—F 4 T validation of the analytical test (KA)

BE) methods

3.2.P.8.3.13 0003/# B |Yasmin 20 / SH T00186D / Report on the [A01298 (ver 2.0) [ ] 20l Scheringfl HES- NS E PR R
(SH TO0186DF, 7 4 /L La—TF 4 development and validation of the (FA)

$E) analytical test method / Assay
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3.2.A.2.1 L Declaration of Compliance with the TSE statement for YAZ 200 Bayer Schering Pharmafl YA+ PR A&
(SH TO0186DF, 7 4 /v ha—F 17 PMSB Notification No. 1069, relating active tablet (SH (KA )
$E, BSPth) to TSE T00186D)
3.2.A.2.2 L Declaration of Compliance with the TSE statement for YAZ | R 20l M | Bayer Schering Pharmath WS+ N LA L
(SH TOO186DF, 7 4 /L hza—F 4 7 PMSB Notification No. 1069, relating [placebo tablet (SH T (FA)

$iE, BSP4L)

to TSE

470PD)
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4.2.1.1.1 Steroid hormone receptor profile and 9691 I ] 9 - Scheringtl: AN HNEREE A &R
relative binding affinity of ZK 30 595 It N | (KA>)
to plasma steroid hormone binding
proteins
4.2.1.1.2 Maintenance of pregnancy after 9879 | 0 ] it | B Scheringtl: MiZaN NS E A & R
ovariectomy by subcutaneous and oral i N | (K1)
administration of ZK 30595 for 4 days
in pregnant female rats
4.2.1.1.3 Testing of the aldosterone antagonists [3996 |_ YN Schering#tl: HEs- NSRRGSR e R
7K No. 30.595 and ZK No. 76.468 for it N | (K1)
progestational activity in the mouse
rat and rabbit.
4.2.1.1.4 Inhibition of ovulation by ZK 30595 9963 ] it N | Scheringft s NS S R
compared with cyproterone acetate in (K1)
the cyclic rat by daily oral
administration for 4 days
4.2.1.1.5 Endocrine-pharmacological 4559 | et | B Scheringfk 22N HNREE AR
characterization of the aldosterone i N | (RA1)
antagonist ZK 35.973 by comparison with
ZK 30.595 and spironolactone (ZK
14. 084)
4.2.1.1.6 Comparative Analysis of the Uterine and |[Endocrinol Otto C 2008 Bayer Schering s Endocrinol A )
Mammary Gland Effects of Drospirenone 2008-149-3952 Pharmatt (FAY) 2008:149:3952—
and Medroxyprogesterone Acetate 3959
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4.2.1.1.7

Study of the antigonadotropic activity
of the aldosterone antagonist ZK 94. 679
versus ZK 30.595 and Spironolactone (ZK
14.084) in sexually mature cynomolgi

5972

e i B
i N |

Scheringtt

AT
(K1)

NS E

FE

4.2.1.1.8

Androgenic and antiandrogenic action of
drospirenone in CV-1 cells stably
transfected with the rat androgen
receptor and a MMTV-CAT reporter
construct

A276

il

Scheringtt

g5+
(FA)

PR

¥
T

BRI

4.2.1. 1.9

Antiandrogenic activity of ZK 30 595
compared with cyproterone acetate in
the castrated and testosterone
propionate treated juvenile male rat
upon daily oral administration for 7
days.

A076

it N B
i N |

Scheringtt

{5
(FA)

FEP R

oy
I

Al Al A

4.2.1.1.10

Evaluation of the anti—androgenic
activity of ZK 30 595 in comparison
with cyproterone acetate given
subcutaneously in castrated
testosterone propionate substituted
male rats.

9629

it N B
i N |

Scheringtt

{5
(FA)

FEP

Iy
I

SRR

4.2.1.1. 11

Antiandrogenic activity of ZK 30 595
compared with cyproterone acetate and
spironolactone in the
hypophysectomized, HCG—substituted
juvenile male rat upon daily
subcutaneous administration for 6 days

9964

T A B
i N |

Scheringtt:

2N
(FA1>)

PR

oF
T

BRI

4.2.1.1.12

Sexual differentiation in rat fetuses
after s.c. treatment of mother animals
with drospirenone in comparison with
cyproterone acetate

A427

HEEER

i N |

Scheringtt

{5
(A1)

KPR

O
T

TR
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4.2.1.1.13 Mineralo- and antimineralocorticoid 9800 T 19% Scher ingfL TS AN E ERMERES
activity of ZK 30595 in comparison with It N | (FA)
progesterone and spironolactone in the
rat distal colon in vitro.

4.2.1.1. 14 Study of ZK 30 595 for aldosterone— 3435 (T et | B Scheringft: o+ NS E St R
antagonistic activity in the rat. It N | (RA1)

4.2.1.1.15 Aldosterone antagonistic activity of ZK [3906 |_ it N B Scheringtt WAk N E LA )
35 973 in the rat: comparison with ZK it N | (FA)
30 595

4.2.1.1.16 Progestogens with antimineralocorticoid |5995/11 (I it | B Scheringtl: MiZaN HNREE S &
activity It N | (RA)

4.2.1.1.17 Antimineralocorticoid activity of ZK  |A085 BEEE A E Scheringft: o+ NS E A 2R
30 595 compared with spironolactone in [ i N | (FA)
the course of a 21-day treatment (s.c.)
in the ovariectomized female rat

4.2.1.1.18 Binding of ZK 115 194 to steroid 9868 ] i N B Scheringft s FNAE S=13 ST R
hormone receptors and to plasma steroid i N | (K1)
hormone binding globulins; a
comparative study including estradiol
and ethinylestradiol

4.2.1.1.19 Transport of Steroid Hormones: J Clin Endocrinol Pugeat MM 1981 - #45 | J Clin Endocrinol | ZE &R
Interaction of 70 drugs with Metab CKME) |[Metab 1981:53:69-
Testosterone—Binding Globulin and 1981-53-69 75
Corticosteroid-Binding Globulin in
Human Plasma
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4.2.1.1.20 Endocrine pharmacological 2390 T 19%@. ScheringfL TS TN BRI,
characterisation of ethinyloestradiol (kA7)
(ZK 4944)
4.2.1.1.21 Studies of the endocrine- 2067 (I i N | Scheringft s RAE STk
pharmacological profile of Cl- (K1)
hydroxylated steroids under the aspect
of endometrium—destructive effects in
adult rabbits.
4.2.1.1.22 Pregnancy maintaining effects of ZK A012 ] it N | Scheringft: ZaN R E EATE EH
30 595 in ovariectomized pregnant (K1)
female rats after combined subcutaneous
administration with ethinylestradiol
for 7 days
4.2.1.1.23 Study of the mineralocorticoid 9995 (I it N B Scheringft s FEN S AT A R
antagonistic effect of ZK 30 595 in i N | (FA)
combination with ethinylestradiol (ZK
4 944)
4.2.1.2.1 Endocrine—pharmacological 4559 | ] it i B Scheringtl: N HNEREE S E
characterization of the aldosterone ie N | (RA1)
antagonist ZK 35.973 by comparison with
ZK 30.595 and spironolactone (ZK
14.084)
4.2.1.2.2 Glucocorticoid and antiglucocorticoid |9528 ] it N | Scheringft: ZaN R E A& R
potency of ZK 30595, cyproterone (K1)
acetate and mifepristone in
adrenalectomized juvenile male rats
after daily subcutaneous administration
over a period of 4 days.




1.12 FZHEH—R-SF4WITEThIEH

Page 5 of 32

T R Fr a7 5L TV %2 222 RIRKEN | PBRERBDT | WS Tawit REIE Y -
1.2.1.2.3 Study of the glucocorticoid agonistic |A982 ] 19%@. ScheringfL TS FEPN L 2 R
and antagonistic properties of (RA1)
Drospirenone
4.2.1.2.4 Estrogenic potency of ZK 30595 in 9527 ] it N | Scheringft: ZIN HENREE AT 2R
ovariectomized adult female rats after (KA4>)
single subcutaneous administration in
vivo.
4.2.1.2.5 Effects of ZK 30595 alone or in AW63 [ it § B Scheringft: ZIN HNREE AR
combination with ZK 5018 (17-8 i N | (K1)
estradiol) on hormone deficiency—
induced trabecular bone loss in
ovariectomized female rats
4.2.1.2.6 Effects of ZK 30595, ZK 4955, ZK 5356, |A04834 I AN Scheringft: ZIN HENREE A 2R
ZK 5792 and ZK 67998 on liver—derived [ ] i N | (K1)
serum parameters in the adult
ovariectomized rat
4.2.1.3.1 Neurotropic effects of drospirenone in [AJ90 [ ] it N | Scheringtt: iZqN RN ek
the Irwin test in mice after single (FAY)
oral administration: Comparison with
the effects of drospirenone in
combination with ethinylestradiol




1.12 FZHEH—R-SF4WITEThIEH

Page 6 of 32

T B R

ZA dv

EB D

FRBR I

B ES 50

EF T

PR

AR -

4.2.1.3.2

Effect of drospirenone on locomotor
activity of mice after single oral
administration: Comparison with the
effect after co—administration with
ethinylestradiol

AKO6

e i B
i N |

Scheringtt

AT
(K1)

NS E

FE

4.2.1.3.3

Effect of drospirenone after single

oral pretreatment on the hexobarbital-—
induced loss of the righting reflex in
mice: Comparison with the effect after
co—administration with ethinylestradiol

AJ95

il

Scheringtt

5+
(FA>)

PR

¥
T

BRI

4.2.1.3.4

The effects of combination ZK 30595
with ZK 4944 on the maximal electric
shock—induced convulsions of mice

AQ61

i N |

AR =17
At

=N

FEP

iy
T

T ZORT

4.2.1.3.5

The effects of combination of ZK 30595
with ZK 4944 on the pentylenetetrazole—
induced convulsions of mice

AQ60

il

HAR ==V 7
e

=

PR

Of
I

AT

4.2.1.3.6

Effect of drospirenone after single
oral administration on p—phenylquinone—
induced writhes in mice: Comparison
with the effect after co—administration
with ethinylestradiol

AM39

-
i N |

Scheringtt:

24
(F1>)

PR

Of
I

BRI
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4.2.1.3.7

Effect of drospirenone on the rectal
temperature of mice after single oral
administration: Comparison with the
effect after co—administration with
ethinylestradiol

AJ91

E 1|

Scheringtt

AT
(K1)

NS E

SO

4.2.1.3.8

Influence of drospirenone on pulmonary
function, on various cardiovascular
parameters, on motility and
intraluminal pressure in the uterus and
intestine of anaesthetised rabbits
after intravenous infusion in
comparison with a combination of
drospirenone and ethinylestradiol

AP26

it N B
i N |

Scheringtt

{5
(A1)

FEP

iy
T

Al A

4.2.1.3.9

Effects on blood pressure and heart

rate in normotensive female rats by

daily subcutaneous administration of
drospirenone and progesterone for 21
days

AD90

-
i N |

Scheringtt

{5
(FA)

FEP

iy
I

R,

4.2.1.3.10

Effects on blood pressure and heart
rate in normotensive, ovariectomized
female rats by daily administration of
ZK 30595 in the presence and absence of
17 B —estradiol for 21 days

B273

T A B
i N |

Scheringtt

2N
(kA1)

PR

¥
T

BRI

4.2.1.3.11

Effects of deoxycortone acetate
gestodene, ZK 35.361 and ZK 30.595 on
blood pressure in the conscious rat

9806

19l
i N |

Scheringtt

2N
(K1)

PR

Of
I

BRI
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4.2.1.3.12 Effects on blood pressure and heart ADS9 ] 9 - Scheringtl: AN HNEREE S E R
rate in spontaneously hypertensive i N | (FA)
female rats by daily subcutaneous
administration of drospirenone and
progesterone for 21 days.
4.2.1.3.13 Influence of different progestogens on |Contraception Berger V 1992 Scheringtl: - Contraception ZEEE
blood pressure of non—anaesthetized 1992-46-83 (KA4>) 1992:46:83-97
male spontaneously hypertensive rats
4.2.1.3.14 Pharmacological characterization of A551 | | it N =B Scheringtl: HEA FEN A SRR
drospirenone and ethinylestradiol: i N | (K1)
Influence on isolated smooth muscle
organs.
4.2.1.3.15 A series of experiments to investigate [9812 |_ it N B Scheringtt Ak N EE A )
the effects of deoxycortone acetate, i N | (K1)
gestodene, ZK 30.595 and ZK 35.361 on
vascular contraction in the rat tail
artery
4.2.1.3.16 7K 30 595 (Drospirenone), ZK 4 944 AF46 (T i 1 NS PZANER NS E A R

(Ethinylestradiol): The effect of the
combination of ZK 30 595 / ZK 4 944
(100:1) on the intestinal motility of
mice

Bt
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1.2.1.3. 17 7K 30 595 (Drospirenone), ZK 4 944 AF45 | It 1 BEESESYPZAEELE HNEREE St R
(Ethinylestradiol): The effect of the iKs N | MR SAE
combination of ZK 30 595 / ZK
4 944(100:1) on the renal function of
rats
4.2.2.1.1 Synthesis and quality control of N943 [ ] it N | Scheringfl: HEA N A SRR
1] 7K30595 (KA )
4.2.2.1.2 Ex vivo stability of drospirenone in A618 [ ] it N B Scheringtl: HEA HNHREE SRR
plasma samples of different species i N | (F1)
4.2.2.1.3 Radioimmunological determination of AVO3 | it | B Scheringfh st FEPN R E R A R
drospirenone in PEFABLOC® SC—containing it N | (FA1)
mouse plasma it § B
i N |
4.2.2.1.4 Radioimmunological determination of AO72 [ ] it N B Scheringtl HE HNHREE SRR
drospirenone in PEFABLOC® SC containing ol | (FA>)
rat plasma
4.2.2.1.5 The specificity of radioimmunological [8590/M [ ] it N B Scheringtl: HE HNHREE FEAR R
determination of ZK 30595 in plasma i N | (RAY)
samples obtained from cynomolgus
monkeys




1.12 FZHEH—R-SF4WITEThIEH

Page 10 of 32

R FTE Ry (%3 £ 23 RREN | REMIRD | PR R R EORT -
4.2.2.1.6 Validation of an LC-MS/MS assay for the |B320 ] 19% ScheringfL s TN 2 STAITZ
quantitative determination of I N | (FA)
drospirenone in rabbit and human plasma
4.2.2. 1.7 Radioimmunological determination of AN46 [ ] it N B Scheringft Mo FNAE: =13 BEE R
drospirenone in EGTA containing rabbit i N | (K1)
serum Y
it N |
4.2.2.2.1 Pharmacokinetics of drospirenone and A705 | B B A B Scheringtl: %S N A e R
ethinylestradiol in female mice after i N | (K1)
single and multiple intragastric as
well as single intravenous
administration
4.2.2.2.2 Pharmacokinetics of drospirenone after |AF68 | ] it | B Scheringfk 22N HNEREE ERiE
single intravenous administration of 1 I N | (RA)
mg/kg and single intragastric
administration of 1 and 10 mg/kg to
female rats
4.2.2.2.3 Pharmacokinetics of the unchanged drug 9518 | ] et | B Scheringfk 2N HNREE AR
and the 14C*radioactivity after single i N | (FA)
intragastric administration of 1 mg/kg
and 10 mg/kg and single intravenous
administration of 0.66 mg/kg to ''C-ZK
30595 to female rats
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4.2.2.2.4

Plasma levels of the unchanged drug
after single intravenous (0.5 mg/kg)
and single intragastric (0.5 mg/kg and
5 mg/kg) administration of ZK 30595 to
female rabbits

9392
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4.2.2.2.5

Pharmacokinetics of drospirenone (DRSP)
in female rabbits following single
intravenous injection of 1 mg DRSP/kg
and single intragastric administration
of 1, 10 and 100 mg DRSP/kg

B206

it N B
i N |

Scheringtt

{5
(FA)

FEP

iy
T

Al Al A

4.2.2.2.6

Pharmacokinetics of the unchanged drug
and the ''C-labelled substance after
single intragastric (1 or 10 mg/kg) and
intravenous (0.5 mg/kg) administration
of 14C*drospirenone to female
cynomolgus monkeys

A376

it N B
i N |

Scheringtt

{5
(FA)

FEP

sy
I

T RORT

4.2.2.2.7

Plasma level and excretion of the
unchanged drug in urine and feces after
single intravenous (0.5 mg/kg) and
single intragastric (1 and 10 mg/kg)
administration of ZK 30595 to female
cynomolgus monkey

9037

19l
i N |

Scheringtt

5+
(FA1)

PR

If
I

AT

4.2.2.2.8

Pharmacokinetics of drospirenone after
cyclic alternating intravenous and
intragastric administration of 0.3
mg/kg to five female cynomolgus monkeys
over a period of 6 months

A512

it N B
i N |

Scheringtt

{5
(FA)

FEP

iy
I

T RORT
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1.2.2.2.9 Determination of drug concentrations in |AWA4 | ] 19% ScheringfL TS TN T R
plasma and DNA-adduct levels in liver i N | (Z=[E)
of female CD-1 mice after daily
intragastric administration of
ethinylestradiol and drospirenone over
a period of 2 years
4.2.2.2.10 Plasma levels of ZK 30595 after 8855 (T it | E Scheringft: o+ HNREE SEGE
repeated intragastric administration of i N | (RA)
0.6, 3.0 or 15 mg/kg/d to female rats
during a systemic tolerance study over
about 27 weeks
4.2.2.2.11 Concentrations of drospirenone and AGT5 | | it | B Scheringft: MiZaN NS E R e
ethinylestradiol in plasma after I N | (RA)
administration of both drugs alone or
in combination to female rats during a
two year tumorigenicity study
4.2.2.2.12 Plasma levels of ZK 30595 after 8844 (T it | E Scheringft: o+ HNREE SEGE
repeated intragastric administration of I N | (RA)
0.2, 2 or 10 mg/kg/d to female
cynomolgus monkeys during a systemic
tolerance study over about 27 weeks
4.2.2.2.13 Concentrations of drospirenone and A456 | | it | B Scheringtl: WS+ NS E S E
ethinylestradiol in plasma of i N | (K1)
cynomolgus monkeys after intragastric
administration of various doses during
a one year systemic tolerance study
4.2.2.2.14 Pharmacokinetics of ethinylestradiol in|1. 1. /191 [ ] 190 Scheringfh: liZaN RS E SEGE
the rat (F1>)
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4.2.2.2. 15 Report on the pharmacokinetics of 30.4. M | ﬁgﬁ Scheringfl s AN E P
ethinylestradiol It N | (FA)
4.2.2.2.16 Pharmacokinetics and absolute ABO3 (T et | B Scheringft: 2N N BEE R
bioavailability of ethinylestradiol in i N | (RA)
the female rat, following single
intravenous and single intragastric
administration
4.2.2.2.117 Pharmacokinetics of °H norgestrel, °H  [05.04.71 L c 1 B Scheringfl: A KNG & SE R
norgestrel in combination with i N (FA1>)
ethinylestradiol, il ethinylestradiol
and °H ethinylestradiol in combination
with norgestrel
4.2.2.2.18 Concentrations of drospirenone and A379 | | it | E Scheringtl: MiZaN HNEREE 5Bk
ethinylestradiol in serum during a It N | (RA)
perinatal and postnatal toxicity study
in the rat
4.2.2.2.19 Concentrations of ethinylestradiol and |A374 | | it N E Scheringtl: MiZaN NS E 5 Z Bk
drospirenone in serum during a special It N | (FA)
fertility study in the female rat
4.2.2.2.20 Concentrations of ethinylestradiol and [A373 [ ] it N B Scheringtl: iZqy FEN A S EEE
drospirenone in serum after daily i N | (K1)
intragastric administration of
different dosages of both drugs in
combination to rats from day 0 to day 6
of gestation
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4.2.2.2.21

Plasma concentrations of drospirenone
and ethinylestradiol after daily
intragastric administration of both
substances in combination to pregnant
rats from day 14 p.c. to day 21 p.c.

9488

4.2.2.2.22

Concentrations of ZK 30595 and
ethinylestradiol in plasma of female
cynomolgus monkeys after single 1i.g.
administration of three different doses
of 7K 4944 in combination with a fixed
dose of ZK 30595

9912

4.2.2.2.23

Concentrations of ethinylestradiol and
drospirenone in serum during an
embryotoxicity study in the cynomolgus
monkey

A460

4.2.2.2.24

Concentrations of drospirenone and
ethinylestradiol in plasma of female
mice during a 3 months systemic
tolerance study

AG46

4.2.2.2.25

Plasma concentrations of drospirenone
and ethinylestradiol after intragastric
administration of different doses of
both substances alone and in
combination to female rats during a 13
week systemic tolerance study

9374

EB D
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1.2.2.2.26 Concentrations of drospirenone and A467 | ] it A B ScheringfL AL TN T 5 Z G
ethinylestradiol in plasma after i N | (RA)
administration of various doses of both
drugs in combination to female rats
during a one year systemic tolerance
study
4.2.2.2.27 Assessment of relative exposures to AW45 [ ] it N | Scheringtl: FiZas N SRR
drospirenone in animal species versus (FAY)
humans which were reported during the
drug development period
4.2.2.2.28 Pharmacokinetics of exogenous natural [Handb Exp Pharam Kuhnz W 1999 Scheringtt: %2 Handbook of BEEE
and synthetic estrogens and 1999-135-261 (K1) experimental
antiestrogens pharmacology
Vol. 135/11
1999:261-322
4.2.2.2.29 5 v MZHBIT D levonorgestrel B LY EEETES EYIEIES 1991 BAT=—V 7| EHA EEETES ZEEE
ethinylestradiol DEHREIZ X3 2 Bl A G [1991-36-679 MRS 1991:36:679-691
DR
4.2.2.2.30 Half-lives in plasma and Arzneim—Forsch/Drug  |Diisterberg B 1986 Scheringtt MiZaS Arzneim- P
bioavailability of ethinylestradiol in [Res (KA )| Forsch/Drug Res
laboratory animals 1986-36-1187 1986:36:1187-1190
4.2.2.3.1 Proteinbinding of drospirenone in vitro [B589 (I ol - Schering#t s RAE ST R
in serum of mice i N | (FA)
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1.2.2.3.2 Proteinbinding of drospirenone in vitro |AT42 | ] it A B ScheringfL TS TN 2 R
in serum of humans and monkeys and in i N | (FA)
plasma of rabbits and rats
4.2.2.3.3 Binding of the contraceptive steroids |[J Steroid Biochem Akpoviroro JO 1981 Royal WA | J Steroid Biochem | ZEEE
medroxyprogesterone acetate and 1981-14-493 Postgraduate (FE) 1981:14:493-498
ethynyloestradiol in blood of various Medical School
species
4.2.2.3.4 Assay of ethynyloestradiol in human J Steroid Biochem Akpoviroro J 1980 Royal WA | J Steroid Biochem | ZEEE}
serum and its binding to plasma 1980-13-773 Postgraduate (5&EH) 1980:13:773-779
proteins Medical School
4.2.2.3.5 Plasma protein binding of Int J Clin Pharmacol |Pacifici GM 1989 University of iTRaS Int J Clin HE BB
ethinyloestradiol: effect of disease Ther Toxicol Pisa Gy Pharmacol Ther
and interaction with drugs 1989-27-362 7) Toxicol
1989:27:362-365
4.2.2.3.6 Tissue distribution and feto—placental [AV64 (T i€ N HIEESE I T RN R A
transfer of radioactivity after a 19... RSt
single intragastric administration of
10 mg/ke "C-drospirenone (DRSP) to
rats on 18th day of gestation or to
non—pregnant pigmented female rats
4.2.2.3.7 Whole body autoradiographic study after |9493 (T et | B Scheringft: o+ HNREE St R
intravenous and intragastric i N | (RA)
administration of 2.3 mg Me-7K
30595/kg to pigmented gravid rats
4.2.2.3.8 Transplacental transport of A763 [ ] it N B Scheringfl: FiZas N SRR
drospirenone and its metabolites after i N | (K1)

single intravenous (0.5 mg/kg) and
single intragastric (0.6 mg/kg)
administration of MC—drospirenone to
pregnant rabbits
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4.2.2.3.9 Whole-body autoradiographic studies 8088 | ] it A B Scheringfl s FEPN T % & % R
after intravenous and intragastric i N | (RA1>)
administration of 0.01 mg/kg of °H
labelled 7ZK 4944 to pregnant rats
(pigmented)
4.2.2.3.10 Pharmacokinetics of ethinylestradiol in|1.1. /191 (I 1910 Scheringfk 20 RS & ZEGE
the rat (F1)
4.2.2.3.11 Distribution of norethisterone and Arzneim—Forsch/Drug  |Tduber U 1984 Scheringtt Mi%aS Arzneim- P
ethinylestradiol in the gravid rat and |Res (KA )| Forsch/Drug Res
in the feto—placental unit of rhesus 1984-34-440 1984 :34:440-446
monkeys following intragastric
administration of norethisterone
acetate in combination with
ethinylestradiol I.direct
determinations
4.2.2.3.12 Distribution of norethisterone and Arzneim—Forsch/Drug  |Tduber U 1984 Scheringft MiZaS Arzneim- e
ethinylestradiol in the gravid rat and [Res (KA )| Forsch/Drug Res
in the feto—placental unit of rhesus 1984-34-590 1984:34:590-596
monkeys following intragastric
administration of norethisterone
acetate in combination with
ethinylestradiol 1II.autoradiography
4.2.2.3.13 Secretion of ethynylestradiol and its [Proc Soc Exp Bio Med |[Carrgill DI 1969 Warner—-Lambert o+ Proc Soc Exp Bio | &E&¥}
3-cyclopentyl ether in the milk of 1969-131-1362 Research Med
lactating rats (34107) Institute 1969:131:1362—
1365
4.2.2.4.1 Biotransformation of drospirenone in B186 [ ] i N B Scheringtt: HEs- N R SEATG Bk
genetically engineered V79 cells 1998. (RA)
expressing different liver cytochrome
P450 enzymes in vitro
4.2.2.4.2 Metabolite pattern of drospirenone in |B824 | | it i B Scheringtl: s fEN R E S E R
serum of female mice ie N | (FA1>)
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4.2.2.4.3 Metabolism of drospirenone in mice, AY62 Scheringth sk A E R e
rats, rabbits and monkeys (K1)

4.2.2.4.4 Pharmacokinetic drug interactions Clin Pharmacokinet Zhang H 2007 Bristol-Myers Mi%aS Clin G R)
involving 17a—ethinylestradiol 2007-46-133 Squibbft CkE) Pharmacokinet

2007:46:133-157

4.2.2.4.5 The involvement of CYP3A4 and CYP2C9 in [Drug Metab Disp Wang B 2004 Merck £t ivaY Drug Metab Disp HE G

the metabolism of 17 a —ethinylestradiol |2004-32-1209 CKED 2004 : 32 : 1209—
1212

4.2.2.4.6 Influence of «-naphthoflavone on the [Cancer Res Haaf H 1988 University of s+ Cancer Res G R)
metabolism and binding of 1988-48-5460 Minnesota Medical | CKE) |1988:48:5460-5465
ethinylestradiol in male syrian hamster School
liver microsomes: possible role in
hepatocarcinogenesis

4.2.2.4.7 Sulfotransferase 1E1 is a low Km Drug Metab Disp Schrag ML 2004 Merck £t NivaY Drug Metab Disp HE G
isoform mediating the 3-O-sulfation of [2004-32-1299 CkE) 2004 : 32 : 1299-
ethinyl estradiol 1303

4.2.2.4.8 Metabolism of estrogens — natural and |Pharmac Ther Bolt HM 1979 University of Tu NiYaS Pharmac Ther S G}
synthetic 1979-4-155 bingen (K1) 1979:4:155-181

4.2.2.4.9 The biotransformation of 17 a - Xenobiotica Maggs JL 1982 University of NivaS Xenobiotica G}
ethynyl [*H]estradiol in the rat: 1982-12-657 Liverpool (EE) 1982:12:657-668
irreversible binding and biliary
metabolites

4.2.2.4.10 The pharmacokinetics and metabolism of [Am J Obstet Gynecol Newburger J 1983 University of g Am J Obstet HE B
ethinyl estradiol and its three 1983-146-80 Texas CKED) Gynecol

sulfates in the baboon

1983:146:80-87
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4.2.2.4.11 Metabolism of 17 a —ethynylestradiol and |Steroids Abdel—-Aziz MT 1969 Worcester Ak Steroids P
the 3-methyl ether by the rabbit; an in [1969-13-809 Foundation for CKE) 1969:13:809-820
vivo D-homoannulation experimental
biology
4.2.2.4.12 The pharmacokinetics of ethynyl Contraception Helton ED 1977 National Center %2 Contraception BEGE
estrogens 1977-15-255 for Toxicological | CKIE) 1977:15(3) :255—
Research, FDA 284
4.2.2.4.13 Ethynyl cleavage of 17— Drug Metab Disp Raitano LA 1981 National Center - Drug Metab Disp BEEE
ethynylestradiol in the rhesus monkey [1981-9-129 for Toxicological | CKI[E) 1981:9:129-134
Research, FDA
4.2.2.5.1 Excretion of 'C-labelled compounds 9944 |_ It N § Scheringft: {ﬁ% S E A
after single intragastric and single i N (FA1>)
intravenous administration of 5 mg Ye-
ZK 30595/kg to female mice
4.2.2.5.2 Metabolic stability and excretion of  |9283 (T et | B Scheringft: 2N HNREE A 2R
"C-7K 30595 after intravenous and i N | (KA )
intragastric administration of 4.8
mg/kg to female rats
4.2.2.5.3 Pharmacokinetics of drospirenone in the |A154 [ ] it N B Scheringtt: HEA N A SRR
rat i N | (kA1)
4.2.2.5.4 Biliary and renal excretion after A41172 (T 20l - | Bayer Schering ok RAE ST
intravenous, peroral and intraduodenal ) N | Pharmati: (F1)

administration to female bile duct
cannulated rats
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4.2.2.5.5 Excretion of 'C-labelled compounds 9931 _ 198 - Scheringtt {/7@571“ HENREE Al R
after intragastric and intravenous i N | (FA)
administration of 'C-ZK 30595 to four
female rabbits
4.2.2.5.6 Excretion of '“C-labelled compounds AT18 |- 19.-_._ Scheringtt {ﬁﬂ‘ N EE Al R
after intravenous (0.5 mg/kg) and 19.-. (kA7)
intragastric (1 mg/kg) administration
of MC—drospirenone to three female
cynomolgus monkeys
4.2.2.5.7 Plasma level and excretion of the 9037 [ ] it N B Scheringtl: FiZas N SEAR R
unchanged drug in urine and feces after i N | (K1)
single intravenous (0.5 mg/kg) and
single intragastric (1 and 10 mg/kg)
administration of ZK 30595 to female
cynomolgus monkey
4.2.2.5.8 Pharmacokinetics of ethinylestradiol in|[1.1. /191l [ ] 1910 Scheringtt {2 RN E SEZ Gk}
the rat (F1>)
4.2.2.5.9 Report on the pharmacokinetics of 30. 1T H | | e = Scheringft: st HENEREE ZEZ LR
ethinylestradiol i N | (RA)
4.2.2.5.10 levonorgestrel 3 L Wethinylestradiol ® |H M&E EVIEES 1991 AR T—V 7 [E N H A8 2= )t SEER
HREIZ et 2 fth Al oD 528 1991-36-698 MRt 1991:36:698-708
4.2.2.5.11 Fate of orally administered quinestrol [Int J Fertil Beach VL 1967 Warner—Lambert Nivas Int J Fertil HE G
and ethinyl estradiol in rabbits 1967-12-148 Research CKED 1967:12:148-154
Institute
4.2.2.5.12 Metabolism of ethynyloestradiol and J Steroid Biochem Reed MJ 1975 Royal Ak J Steroid Biochem | &Z&&¥}
oestradiol in the guinea—pig 1975-6-121 Postgraduate CKE) 1975:6:121-125
Medical School
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4.2.2.5.13 Metabolism of ['‘Clethynyloestradiol in |J Endocrinol Kulkarni BD 1970 Southwest i J Endocrinol BEEE
the baboon 1970-48-91 Foundation for CKE) 1970:48:91-98
Research and
Education
4.2.2.6.1 Effect of the progestogens AA84 |_ YN Scheringtt Ak N EE ST & )
norethisterone, levonorgestrel, i N | (K1)
gestodene, 3—-ketodesogestrel,
cyproterone acetate and drospirenone on
the metabolism of ethinylestradiol by
human liver microsomes
4.2.2.6.2 Inhibition of different human liver AV29 [ ] Il Il Scheringft sk FEN S PR
cytochrome P450 enzymes expressed in i N | (K1)
genetically engineered V79 cells by
drospirenone
1.2.2.6.3 An investigation of the potential for |AZ55 | e § B [ VST TN E SN2 EF
7K 30595 to inhibit cytochrome P450 OlH | I | k)
2C9, 2C19, and 3A4 in human hepatocytes
(IVT Study/Report No. M98-023)
4.2.2.6.4 Investigation into the inhibition AY05 (T et | B Scheringfh: TN RS & SEAmE R
mechanism of drospirenone in comparison i N | (kA7)
to troleandomycin towards human liver
cytochrome P450 3A4 in vitro
4.2.2.6.5 Differences in the cytochrome P-450 Biochem J Ball SE 1990 University of Ygsh Biochem J HEZE R
isoenzymes involved in the 2- 1990-267-221 Liverpool (€ E)) 1990:267:221-226
hydroxylation of oestradiol and 17 a—
ethinyloestradiol
4.2.2.6.6 Oxidation of 17 o —ethynylestradiol by [Mol Pharmacol Guengerich FP 1988 Vanderbitt %9 Mol Pharmacol S Z BB
human liver cytochrome P-450 1988-33-500 University School | CKI[E) 1988:33:500-508
of Medicie
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4.2.2.6.7 Mechanism-based inactivation of human [Chem Res Toxicol Guengerich FP 1990 Vanderbitt %N Chem Res Toxicol e
liver microsomal cytochrome P-450 I111A4 [1990-3-363 University School | CKI[E) 1990:3:363-371
by gestodene of Medicie
4.2.2.6.8 Effect of the progestogens, gestodene, |J Steroid Biochem Back DJ 1991 University of NiYaN J Steroid Biochem | Z&&E}
3-keto desogestrel, levonorgestrel, Molec Biol Liverpool (FE) Molec Biol
norethisterone and norgestimate on the [1991-38-219 1991:38(2) :219-
oxidation of ethinyloestradiol and 225
other substrates by human liver
microsomes
4.2.2.6.9 In vitro interaction of contraceptive |Adv Contraception Bocker R 1991 University of WA | Adv Contraception | ZEEE
steroids with human liver cytochrome P-[1991-7-140 Erlangen—Nimberg | ( K >/) | 1991:7:S3:140-148
450 enzymes
4.2.2.6.10 Mechanism based inhibition of human Naunyn—-Schmiedebergs [Bocker R 1991 University of %2 Naunyn BTGB}
liver cytochrome P-450 by several Arch Pharmacol Erlangen—-Nimberg | (KA1 /) Schmiedebergs
synthetic steroids 1991-343-R13 Arch Pharmacol
1991:343:S1:R13
4.2.2.6.11 Decreased liver cytochrome P-450 in Biochem J White INH 1977 Scripps Cinic and| ¥E#h Biochem J G R}
rats caused by norethindrone or 1977-166-57 Research (Z&EH) 1977:166:57-64
ethynyloestradiol Foundation
4.2.2.6.12 Mechanism-based inactivation of J Pharm Exp Ther Lin HL 2002 University of MiaN J Pharm Exp Ther | ZE&¥
cytochrome P450 3A4 by 17 a - 2002-301-160 Michigan CKME) | 2002:301:160-167
ethynylestradiol: evidence for heme
destruction and covalent binding to
protein
4.2.2.6.13 Interaction with the pharmacokinetics |Contraception Jung-Hoffmann C 1989 J. W. Goethe— A+ Contraception G R
of ethinylestradiol and progestogens 1989-40-299 University (FA>>)| 1989:40:299-312

contained in oral contraceptives
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4.2.2.6.14 Influence of repeated oral doses of Eur J Clin Pharmacol [Kuhnz W 1996 Scheringtt FiZge Eur J Clin P
ethinyloestradiol on the metabolic 1996-50-231 (KA4) Pharmacol
disposition of [l%bjfethinyloestradiol 1996:50:231-235
in young women

4.2.2.6.15 The effects of an oral contraceptive Br J Clin Pharmacol Belle DJ 2002 Eli Lilly#h g Br J Clin HE G
containing ethinyloestradiol and 2002-53-67 CKED Pharmacol
norgestrel on CYP3A activity 2002:53:67-74

4.2.3.1.1 Acute toxicity of ZK 30.595 in female |8369 (I it B Scheringth Mok FEN R E FEAh R
mice after a single i.g. application i N | (K1)
with approximate LDj, determination

4.2.3.1.2 Acute toxicity of ZK 30.595 in female |8400 (T it | E Scheringft: o+ R E AT S EH
mice after a single i.p. application I N | (RA)
with approximate LDj, determination

4.2.3.1.3 Acute toxicity of ZK 30.595 in female |3368 (T it | E Scheringft: o+ HNEREE St R
rats after a single i.g. application i N | (K1)
with approximate LDj, determination

4.2.3.1.4 Acute toxicity of ZK 30.595 in rats (F) |8470 (T it | E Scheringft: o+ HNEREE St R
after a single i.p. application with i N | (K1)
approximate LD, determination

4.2.3.1.5 7K 30.595 Orientating systemic 9317 (T it | E Scheringft: o+ HNEREE St R
tolerance study in Beagle dogs after a i N | (K1)
single oral administration (acute
toxicity study)
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1.2.3.1.6 ZK 30.595 Systemic tolerance study in 7887 T 19% ScheringfL s TN 2 R
Beagle—dogs after a single intravenous i N | (K1)
administration
4.2.3.1.7 1> ~ k% F\ 7=dihydrospirorenon & SG/125 (I i | BIEEESPZANEE NS E A R
ethinyl estradiol ®ELEFI it N | MRS 4R
(Bl & E100:1) oA 51 X
B[R] 5 F R
4.2.3.2.1 Dose—range—finding study in female mice |AB70 |_ 19.. .* Scheringtt A+ NS E HEE B
after daily intragastric administration i N | (K1)
of either the compound combination or
ethinylestradiol or drospirenone alone
over a period of about 14-15 weeks
4.2.3.2.2 Ethinylestradiol plus drospirenone: 9677 (T et | B Scheringft: 2N NS E AR
Systemic tolerance and dose-range I N | (FRA)
finding study in female rats after
daily per os (intragastric)
administration of either the compound
combination or ethinylestradiol or
drospirenone alone over a period of
about 14 weeks
4.2.3.2.3 7K 30.595  Systemic tolerance study in (8716 (T 1ol - Scheringfl sk NS E R
female rats after daily per os i N | (K1)
(intragastric) administration over a
period of about 27 weeks
4.2.3.2.4 Ethinylestradiol and drospirenone: A544 ] it N B Schering#tl: IS N A e R
Systemic tolerance study in rats after i N | (K1)
intragastric administration over a
period of 52 to 53 weeks
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1.2.3.2.5 ZK 30.595 Systemic tolerance study in 8717 T 19% Scher ingfL TS TN A RR
female monkeys (macaca fascicularis) iKs N | (KA4>)
after daily per os (intragastric)
administration over a period of about
27 weeks
4.2.3.2.6 Ethinylestradiol and drospirenone: A418 [ ] it N B Scheringtl: HEA FEN A FEAR R
Systemic tolerance study in monkeys i N | (K1)
(Macaca fascicularis) after
intragastric administration over a
period of 53 to 54 weeks
4.2.3.3.1.1 |ZK 30.595 Evaluation in the Ames 8467 (T et | B Scheringft: o) HAHEE St R
Salmonella/microsome mutagenicity test i N | (KA4>)
4.2.3.3.1.2 |ZK 30.595 Evaluation in the Ames 8494 (T et | B Scheringft: o+ RS E SEAfE R
Salmonella/microsome mutagenicity test i N | (KA>)
with preincubation
4.2.3.3.1.3  |ZK 30.595 Evaluation in a bacterial  |9211 (T et | B Scheringft: o) HENHEE St R
mutagenicity test with Escherichia il A (FA)
coli, strain WP2 uvrA
4.2.3.3.1.4 7K 30.595 Evaluation of gene mutations [9313 (I i N B Scheringft s NS E ST R
in mammalian cells in culture: HGPRT- i N | (FAY)
test with V79 cells
4.2.3.3.1.5 7K 30.595 Evaluation of the 8495 (I i N B Scheringft s NS E ST R
clastogenic potential in the human i N | (K1)
lymphocyte test
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4.2.3.3.1.6 Evaluation of the clastogenic potential |B178 | 19% Scheringtl: AN HNEEE S E R
of drospirenone in human peripheral 20l (FA)
blood lymphocytes
1.2.3.3.1.7 |Unscheduled DNA synthesis in primary  |A934 I LN | T VST TN E ST R
hepatocytes of female rats in vitro i N | [ ] (FA1)
with drospirenone (ZK 30.595)
4.2.3.3.1.8 Study to evaluate the potential of AG49 [ ] it | B Scheringtl: MiZaN NS E S E
drospirenone to induce unscheduled DNA It N | (RA)
synthesis in primary rat hepatocyte
cultures
4.2.3.3.1.9 Use of human liver slices for the AN95 [ ] it N B Scheringtt sk AE SEEE
detection of drug induced DNA-adducts i N | (K1)
in vitro by means of the 32P-
postlabeling technique
4.2.3.3.2.1 |Studies on the mutagenic potential of |8724 [ ] it | B Scheringfk 2N HNEREE AR
ZK 30.595 in the mouse micronucleus It N | (RA)
test
4.2.3.3.2.2 DNA adduct analysis in liver of male AG18 [ ] it N B Scheringtt sk AE STk
and female rats after daily i N | (K1)
intragastric administration of
chlormadinone acetate, megestrol
acetate, drospirenone
ethinylestradiol, norethisterone
acetate, gestodene, estradiol or
progesterone over a period of 14 days
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4.2.3.3.2.3  |Determination of drug concentrations in |AWA4 | it A B ScheringfL s FEN R R
plasma and DNA-adduct levels in liver i N | (RA)
of female CD-1 mice after daily
intragastric administration of
ethinylestradiol and drospirenone over
a period of 2 years
4.2.3.4.1.1  |ZK 4.944 and ZK 30.595 Oncogenicity |AZ86 ] LN | T | N RS FEAm R
study by oral gavage administration to i N | [ ] (Z[EH)
female CD-1 mice for 104 weeks
4.2.3.4.1.2 Ethinylestradiol and drospirenone: AG63 [ ] it N B Scheringtl: A+ N A SHME ok
Tumorigenicity study over 106 to 110 i N | (K1)
weeks in female rats with intragastric
administration
4.2.3.5. 1.1 |/K 4.944 + ZK 30.595 — Special oral _ |A59b I e § B T VST NS = ST Rr
(gavage) fertility study in the female i N | (K1)
rat
4.2.3.5.1.2 /K 4.944 + ZK 30.595 — Study of the  |ABO2 I e § B T VST TS = SR Rr
course of gestation in rats after daily 19... (KA)
intragastric administration from day 0
to day 6 of gestation
4.2.3.5.2.1 Drospirenone Embryotoxicity 9918 ] it N B Scheringft Wk NS E ST & )
including teratogenicity study in the i N | (FA)
rat after daily intragastric
administration from day 6 to day 15 of
gestation
4.2.3.5.2.2  |Dose-range—finding study for a study of |A40228 [ ] 20l - | I WSt NS E SEAmE Rk
embryo—fetal development in rats with 0 I BB 2 BRGNS
ethinylestradiol (ZK 4944) and [ ]
drospirenone (ZK 30595) in a fixed
combination (1:100) by oral
administration
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1.2.3.5.2.3  |Study of embryo-fetal development in  |A08045 ] | EEE TNRE & B G
rats with ethinylestradiol (ZK 4944) I -7 )
and drospirenone (ZK 30595) in a fixed ]
combination (1:100) by oral
administration
4.2.3.5.2.4 |Study for effects on embryo—fetal 220498 [ ] 20l - | I s NS E A E
development in CD® rats with daily oral 20l ([ | ()
administration of ZK 4944 and ZK 30595 |
in a fixed combination (1:100) from day
6 to day 17 of gestation
4.2.3.5.2.5 Ethinylestradiol and drospirenone A145 ] i N B Scheringft s NS E ST
Study on feminization in the rat after i N | (K1)
daily i.g. administration from day 14
to day 21 p.c.
4.2.3.5.2.6 Drospirenone — Embryotoxicity including [9998 ] i N B Scheringft st NS S R
teratogenicity study in the rabbit i N | (K1)
after daily intragastric administration
from day 6 to day 18 of gestation
4.2.3.5.2.7 Drospirenone — Embryotoxicity including [A807 ] i N B Scheringft s RAE STk
teratogenicity study in the rabbit i N | (K1)
after daily intragastric administration
from day 6 to day 18 of gestation —
Investigation into the reproducibility
of findings of a previous study in
rabbits (TX91.114)
4.2.3.5.2.8 7K 4.944 + 7K 30.595 — Oral (gavage) [A740 [ ] it N B [ ] 7k NS £ S R
embryotoxicity including teratogenicity i N | (K1)
study in the cynomolgus monkey
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4.2.3.5.2.9 Investigation of the embryolethal 881 | it N B Scheringtt FiZae N E BEEE
effect of ZK 4.944 on rats after p.o. i N | (FA)
administration (preliminary test)

4.2.3.5.2.10 Investigation of the embryolethal 882 [ ] it N B Scheringtt Yk NS E HE G
effect of ZK 4.944 on rats after p.o. i N | (FA)
administration (preliminary test)

4.2.3.5.2.11 |ZK 4.944 (Ethinylestradiol) - 983 [ ] it N | [ ] 21N NS E B &G
Investigation of the embryotoxic effect (K1)
in rats

4.2.3.5.2.12 |Investigation into the embryotoxic 73 ] e N | ] YT TS & & GRr
effect of ZK 4.944 (Ethinylestradiol) (KA4>)
in rabbits — Preliminary test

4.2.3.5.2.13 |ZK 4.944 Investigation into 1792 [ ] I [ ] 21N HENHEE B &G
embryotoxic effect in rabbits 1975. 01 (K1)

1.2.3.5.2.14 |/K 4.944, Ethinylestradiol - 1115 ] e ] B T VST TS = SEGRr
Investigation of the embryotoxic effect 1973. 07 (KA>)
on rabbits

4.2.3.5.2.15 |ZK 4 944 - Embryotoxicity study in 3577 [ ] it N B Scheringft HEFh N HEE SE G R
rabbits afetr daily administration by i N | (F1)
stomach tube during days 6-18 of
gestation

4.2.3.5.3.1 |ZK 4.944 + ZK 30.595 —  Preliminary |9570 I I ] FTTZIN N BE G
oral (gavage) perinatal and postnatal i N | (K1)

toxicity study in the rat
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1.2.3.5.3.2  |ZK 4.944 + ZK 30,505 — Oral (gavage) |A700 T 19% | ] NN TG R E)
perinatal and postnatal toxicity in the It N | (RA)
rat (with mating of the F,- generation)
4.2.3.7.6.1 Evaluation of a drospirenone (ZK 30595) [A09791 (I 20l - Scheringfl st FNAE =13 AT R
batch, containing ZK 244395 as 20l (FA)
impurity, in a bacterial reverse
mutation test (Ames—Test) using
Salmonella typhimurium and Escherichia
coli
4.2.3.7.6.2 Evaluation of the clastogenic potential |A09897 | ] Py N B Scheringtl: MiZaN HNREE S &
of a drospirenone (ZK 30595) batch, 20l (RA)
containing ZK 244395 as impurity, in
human peripheral blood lymphocytes
4.2.3.7.6.3 Evaluation of the clastogenic potential [A11703 (I 20l - Scheringfl st AR =13 AT R
of a drospirenone (ZK 30595) batch, 20l (FA)
containing ZK 244395 as impurity, in
human peripheral blood lymphocytes
4.2.3.7.6.4 |Study on the mutagenic potential of a |A11637 (T 2 B Scheringft: o+ NS E St R
drospirenone (ZK 30595) batch, 20l (kA1)
containing ZK 244395 as impurity, in
the mouse micronucleus test
4.2.3.7.6.5 |Evaluation of an ethinylestradiol batch [A12341 (T 2 i B Scheringft: 2N NS E AR
(ZK 4944, crude, moist), containing 20l R (FAY)
impurities, in a bacterial reverse
mutation test using Salmonella
typhimurium (Ames-Test) and Escherichia
coli
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4.2.3.7.6.6  |Evaluation of Ethinylestradiol (ZK A26640 | 20% ScheringfL AL TN BRI
4944) containing ZK 46494, ZK 47751, ZK 20l (RA)
51628 and ZK 53053 as degradation
products, in a bacterial reverse
mutation test using Salmonella
typhimurium (Ames-Test) and Escherichia
coli
4.2.3.7.6.7 Evaluation of the clastogenic potential |A11576 (I Py N B Scheringtl: MiZaN NS E S &
of an ethinylestradiol batch (ZK 4944, 20l (K1)
crude, moist), containing impurities,
in human peripheral blood lymphocytes
4.2.3.7.6.8 |Evaluation of the clastogenic potential [A20950 (T 20l - Scheringft: o+ R E AT S E
of an ethinylestradiol batch (ZK 4944, 20l (K1)
crude, moist), containing impurities,
in human peripheral blood lymphocytes
4.2.3.7.6.9 Evaluation of the clastogenic potential [A26663 (I 20l - Scheringft st AE STk
of ethinylestradiol (ZK 4944) 20l (kA1)
containing ZK 46494, ZK 47751, 7ZK 51628
and ZK 53053 as degradation products in
human peripheral blood lymphocytes
4.2.3.7.6.10 |Evaluation of the clastogenic potential |A26972 (T 20l - Scheringft: o+ R E AT EH
of Ethinylestradiol (ZK 4944) 20l (KA>)
containing ZK 46494, ZK 47751, ZK 51628
and ZK 53053 as degradation products in
human peripheral blood lymphocytes
4.2.3.7.6.11 [Study on the mutagenic potential of A23167 (I 20l - Scheringft s N STk
Ethinylestradiol (ZK 4944, crude, 20l (FA)
moist) in the mouse micronucleus test
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4.2.3.7.6.12

Study on the mutagenic potential of ZK
4944, enriched with decomposition
products ZK 46494, 7K 47751, ZK 51628
and ZK 53053, in the bone marrow
micronucleus test after a single 1i.g.
administration to female mice

A28594

FRBR I
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20l -
20l 0

Scheringtt

4.2.3.7.6.13

In vivo/in vitro unscheduled DNA
synthesis in rat hepatocytes with ZK
4944, (crude, moist)

A33259

% i B
) N |

2
)

FEP RS

FE

4.2.3.7.6.14

In vivo unscheduled DNA synthesis in
rat hepatocytes with ZK 4944 spiked
with degradation products ZK 47751, ZK
46494, 7K 53053 and ZK 51628

A34844

20l -
) N |

2N
(FA1>)

PR

¥
T

BRI

{5
(FA)

RS

AP R

4.2.3.7.7. 1

Effect of drospirenone (ZK 30.595) on
liver growth and cytochrome P-450
dependent monooxygenase in liver
microsomes after daily i.g. application
over a period of 7 days in female rats

A861

Ol -
i N |

Scheringtt

{5
(FA)

FEP R

iy
I

AP

4.2.3.7.7.2

Ethinylestradiol, estradiol, megestrol
acetate, drospirenone, chlormadinone
acetate, dexamethasone, flutamide
tamoxifen citrate — Systemic tolerance
study with special regard to liver
toxicity in juvenile Sprague—Dawley
rats after daily per os (intragastric)
administration over 5 days

AG69

-
i N |

Scheringtt

{5
(FA)

FEPIHR

Iy
I

ZEEF
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5.3.1.1.1 [Z2L [|Influence of food intake on the resorption and|A733 - 19“* Scheringft s+ ENREE AT & B
the systemic availability of drospirenone i N | (K1)
(DRSP) and ethinylestradiol (EE) after single
oral administration of 6 mg DRSP in
combination with 60 pg EE
5.3.1.1.2 |72L |Absolute and relative bioavailability of ZK 30[8235 | ] it B Scheringft: TEsk HERNHEE S E L F
595 after oral administration of SH T 470 C i N | (k1)
and SH T 470 D, respectively to 8 young women
5.3.1.2.1 |72 L [Open—label, randomized, crossover study to B862 [ ] it § B Scheringft: YAk N E S E Bk
evaluate the relative bioavailability of 20l (FA1)
ethinylestradiol (EE) and drospirenone (DRSP)
from two tablet formulations each containing
20 pug EE + 3 mg DRSP (SH T00186D and SH
TO0186A) in comparison with a microcrystalline
suspension of 40 pg EE + 6 mg DRSP after
single oral administration in healthy
postmenopausal volunteers
5.3.1.2.2 |72 L [SH T00470FA/ SH T04740A, E/ SH T00186A, D, E/ |A44725 [ ] 20l | Baver Schering HESt tENEEE ZEEE
Dissolution Profiles / Working Report ) N | Pharmaft (K1)
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5.3.1.4.1 |72 L |Radioimmunological determination of A03553 - 19“* Scheringft: N NS E ey
drospirenone in human serum and plasma. 20l (K1)
Determination of extraction recovery,
parallelism, precision and accuracy of the
method and stability of samples

5.3.1.4.2 |72 L |Partial validation of a radioimmunoassay for [A04428 [ ] 20 - Leirastl MiZqN NS E S E B R
the quantitative determination of drospirenone 1) N | (74
in human serum 7 FK)

5.3.1.4.3 |72 L [Partial validation of a radioimmunoassay for |A10978 [ ] 20l - Schering#tl. sk s E B E G
the quantitative determination of ZK 30595 20l (74 v
(drospirenone, DRSP) in human serum Z 2 R)

5.3.1.4.4 |72L |Pre-study validation of a GC-MSD assay for the[A01290 [ ] 20l - Leirastk i HRHEE 25 Gk
quantitative determination of ethinylestradiol 20l (74 v
in serum ZUR)

5.3.1.4.5 |72L |Determination of ethinylestradiol in human _ |A15360 B (A s NG = BEGRT
plasma by gas chromatography/mass spectrometry i N | [ ] (RA)
(GC/MS) - Validation report

5.3.1.4.6 |72L |Partial validation of GC-MSD assay for the  |A08249 | 20l - Scheringfk: iz NS E % =G FE
quantitative determination of ZK4944 20... (74>
(ethinylestradiol) in serum ZUR)
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5.3.2.1.1 [7Z2L |Proteinbinding of drospirenone in vitro in AT42 | e i B Scheringtt iZqN RS E SIS R
serum of humans and monkeys and in plasma of i N | (K1)
rabbits and rats

5.3.2.1.2 |72 L |Determination of drospirenone serum protein |AWO06 | ] T § B Scheringtt iy NS E FEmE R
binding in a study of the influence of SH T i N | (k1)
470 F, SHT 470 I and SH T 470 K on parameters
of the renin—angiotensin—aldosterone system
(RAAS), electrolytemetabolism and lipid and
carbohydrate metabolism

5.3.2.2.1 |72 L |Metabolism of drospirenone in human liver AY74 | T § B Scheringtt iy NS E FEmE R
microsomes in vitro 1911 06 (kA7)

5.3.2.2.2 |72 L |Biotransformation of drospirenone in B186 [ ] it | E Schering#tl sk R = SEE EF
genetically engineered V79 cells expressing i N | (FA1)
different liver cytochrome P450 enzymes in
vitro

5.3.2.2.3 |72L |Inhibition of different human liver cytochrome|AV29 | it B Scheringfk iz NS E SEAm & E
P450 enzymes expressed in genetically i N | (RA)
engineered V79 cells by drospirenone

5.3.2.2.4 |72L |An investigation of the potential for ZK 30595|AZ55 [ ] Il [ ] TS RS = ST R
to inhibit cytochrome P450 2C9, 2C19, and 3A4 ] CKE)
in human hepatocytes (IVT Study/Report No.
M98-023)




112 BHEH—E—-S58I8Eh5EH Page 4 of 27
R BERE PR R #A bV [ EEA REER | RBREET WA BE FHAGE RS -
2 %ﬁﬁg‘; Him B>EER
0)/ N
5.3.2.2.5 [Z2L |Investigation into the inhibition mechanism of[AY05 _ 19“* Scheringft s+ NG E A& B
drospirenone in comparison to troleandomycin i N | (K1)
towards human liver cytochrome P450 3A4 in
vitro
5.3.2.2.6 [7Z2L |Steroid hormone receptor binding profile of  |B283 ] it N B Scheringth gy N SEA &R
the drospirenone metabolites ZK 151414 and ZK i N | (k1)
225135 (ZK 202313) and detection of steroid
receptor binding components in urine of
drospirenone treated or untreated
postmenopausal women
5.3.2.2.7 |72 L |Effect of the progestogens norethisterone, AA84 [ ] it § B Scheringft: iZaN ANk R S E Bk
levonorgestrel, gestogene, 3-ketodesogestrel, i N | (FA1)
cyproterone acetate and drospirenone on the
metabolism of ethinylestradiol by human liver
microsomes
5.3.3.1.1 |[7Z2L |[Single dose pharmacokinetics of SH T00186D (3 |A03773 I - | E AT =—V>7 | EHN NS E FEAE R
mg drospirenone + 20 ug ethinylestradiol) and 20l MAet
of SH T00186E (1 mg, 3 mg and 6 mg
drospirenone) after oral administration in
young Japanese women
5.3.3.1.2 |72 L |[Single dose pharmacokinetics of SH T00186D (3 |A01222 I 20l - Scheringf: s+ HNEEE 5 Z G R
mg drospirenone + 20 pg ethinylestradiol) and 20l (K1)
of SH TOO186E (1 mg, 3 mg and 6 mg
drospirenone) after oral administration in
young Caucasian women
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5.3.3.1.3 |72 L |Two—center, open-label, non-randomized study [A03328 _ 20..-.* HAR x—V 7 Ij\? RS E & R
to determine the multiple dose 20l MRS K 30)
pharmacokinetics of SH T00186D (3 mg Scheringft: Ak
drospirenone + 20 pg ethinylestradiol) after (K1)
oral administration in a 21-day regimen in
healthy young Caucasian and Japanese women

5.3.3.1.4 |72 L |Absolute bioavailability, excretory balance A166 [ ] it N B Scheringft: Mgy NS E HEER
and qualitative investigation of the i N | (K1)
biotransformation of “C-ZK 30595 following
i.v. and p.o. administration in healthy,
elderly female volunteers

5.3.3.1.5 [Z2L [Controlled study on pharmacodynamics and 9274 ] it § B Scheringft: i%aY NS E G}
pharmacokinetics of the combination i N | (FA)
drospirenone/ethinylestradiol over 3 months
with Microgynon® as a reference

5.3.3.1.6 [7Z2 L [Study of the cycle coltrol, contraceptive A187 _, 19"— Scheringft: %N RN ZEER
reliability and torelance of SH T 470 F, SH T [ ] i N | (RA4>)
470 T and SH T 470 K in comparison to
Microgynon®

5.3.3.1.7 |72 L |A one-year pharmacokinetic study with the oral|AI98 [ ] it § B Scheringft: i%aY NS EE G R)
contraceptive SH T 470 FA i N | (kA1)
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5.3.3.1.8

L

Multicenter, open, non—comparative study of
the breast milk passage of drospirenone after
single oral administration of SH T 470 FA in
healthy, lactating women

AT99

B ES
IR

B ES 00

&
&

T R R -
BEEH

5.3.3.2.1

0001/
BT

Population pharmacokinetic analysis for
drospirenone/ethinylestradiol after multiple
oral dosing of SH T04740A (DRSP 1 mg/EE 20 n
g), SH T04740E (DRSP 2 mg/EE 20 pg) and SH
T00186D (DRSP 3 mg/EE 20 pg) for 16 weeks (4
cycles) in Japanese patients with dysmenorrhea
based on data from phase II/III study 310283

A49202

c A B
i N |

Scheringft

izl
(K1)

FEPH

Iy
I

S E R

5.3.3.3. 1

2L

A study to evaluate the pharmacokinetics and
safety of drospirenone (DRSP) after single
oral administration of a film coated tablet
(SH T 641 D) containing the combination
product 3 mg DRSP and 1 mg 17 8 —estradiol (E2)
in female volunteers with moderately impaired
or normal liver function

A03161

GZAN
(A7
)

FEPN RS

ZEWE

5.3.3.3.2

L

Open—label study to assess the effect of 3 mg
drospirenone (DRSP) on serum potassium and to
evaluate the pharmacokinetics of DRSP in
female volunteers with impaired or normal
renal function after repeated oral
administration over 14 days
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5.3.3.4.1

L

Investigation on the pharmacokinetic
interaction of ZK 30 595 and ethinylestradiol
following a single oral dose of 3mg ZK 30 595
as well as the combination of 3mg ZK 30 595 +
30pg ethinylestradiol

9776

B ES
IR

B ES 00

&
&

B R -
BELEE

5.3.3.4.2

L

Open—label, crossover study to assess the
potential of drospirenone (DRSP) to inhibit
CYP2C19 by evaluating the metabolic
interaction between DRSP and omeprazole as
model substrate in healthy postmenopausal
volunteers genotyped for polymorphism of
CYP2C19
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FEPHE

I
I

ZE W

5.3.3.4.3

L

Open—label, randomized, crossover study to
assess the potential of drospirenone (DRSP) to
inhibit Cytochrome P450 3A4 by evaluating the
metabolic interaction between DRSP and
simvastatin as model substrate in healthy
postmenopausal volunteers
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5.3.3.4.4

L

Double-blind, randomized, crossover study to
assess drospirenone’ s (DRSP) potential to
inhibit Cytochrome P450 3A4 by evaluating the
interaction between DRSP at steady state and
single doses of the model substrate midazolam
in healthy postmenopausal women
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5.3.3.4.5

L

A Double-Blind, Randomized, Two-Parallel
Groups Study to Evaluate the Potential for
Developing Hyperkalemia when the Hormone
Replacement Therapy Combination Drug Product
Drospirenone/Estradiol is Coadministered with
an ACE Inhibitor in Postmenopausal Women

B990
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IR

B ES 00

&
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T R R -
BEEH

5.3.3.4.6

L

Open—label, randomized, crossover study to
evaluate the potential of SH T 641 DA (1 mg
E2/3 mg DRSP) to cause hyperkalemia after
repeated oral administration for 17 days when
coadministered with 150 mg indomethacin in
healthy postmenopausal women

A00824

5.3.3.4.7

L

A double-blind, randomized, placebo—
controlled, two treatments, two—periods
crossover study to evaluate the safety, blood
pressure, and pharmacokinetics when the
combination hormone therapy 3 mg
drospirenone/1 mg 17 8 —estradiol (SH T 641 DA)
is coadministered with 25 mg
hydrochlorothiazide to postmenopausal women
with essential hypertension over a treatment
period of 4 weeks
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5.3.4.1.1 [7Z2L |Multicenter, open—label, uncontrolled study to|A11401 | 20l IIF Scheringtt N N ey
evaluate ovulation inhibition with SH T 00186 20l (k1)
DB (0.02 mg ethinylestradiol-beta—cyclodextrin
clathrate and 3 mg drospirenone) applied for
two treatment cycles to 30 female Japanese
subjects
5.3.4.1.2 |72 L |Monocenter, open label, uncontrolled study to [A09372 - 20"* Scheringft: iy N E S EE R
evaluate ovulation inhibition with SH T00186D 20l 0 (k1)
(0. 02 mg ethinylestradiol-beta—cyclodextrin
clathrate) and 3 mg drospirenone), applied for
two treatment cycles to 30 female volunteers
5.3.4.1.3 |72 L [Single center, double-blind, randomized study |A25848 I 20l - Scheringfk TN NS E S Z L FE
to compare the effect of SH T 00186 D on ] 20l 0 (FA1)
follicular development in a 24-day regimen
versus a 21-day regimen in 100 healthy female
volunteers in cycle 2 and after intentional
dosing errors in cycle 3
5.3.4.1.4 |72 L |Determination of the transformation dose of ZK|6961 [ ] it § B ScheringfL WAk HRNEEE 5 =B
30 595 (dihydrospirorenone) i N | (RA4)
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5.3.4.1.5 [7Z2L |A multicenter, open label randomized study of |A892 T e § = Scheringtt MiZqN N EEaEs
the dose—dependency of the ovulation [ i N | (K1)
inhibitory effect under oral administration of
drospirenone for one cycle
5.3.4.1.6 [7Z2L |[Clinical data, parameters of the renin- 9692 ] it § B Scheringft: %2y NS EE G}
angiotensin—aldosterone system (RAAS) and i N | (FA)
electrolytes following oral administration of
ZK 30.595 in combination with ethinyleatradiol
(EE)
5.3.4.1.7 |72 L |Investigation of hormonal amd metabolic 9693 _ 19"* Scheringft: iy N E S EEE
parameters following oral administration of ZK i N | (K1)
30.595 in combination with ethinyleatradiol
(EE)
5.3.4.1.8 |72 L |Open, randomized, multicenter study on AM90 I it i B Scheringth I s E B E Gk
endometrial morphology in healthy women /I | °B B (K1)
requiring or agreeing to contraceptive
protection on SH T 470 FA over 13 treatment
cycles in comparison to the pretreatment value
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5.3.5.1.1 [Z2L |Multicenter, open—label, uncontrolled study to|A11401 | 20l IIF Scheringtt N N BEEE
evaluate ovulation inhibition with SH T 00186 20l 0 (KAY)
DB (0.02 mg ethinylestradiol-beta—cyclodextrin
clathrate and 3 mg drospirenone) applied for
two treatment cycles to 30 female Japanese
subjects
5.3.5.1.2 |72L |A multicenter, double-blind, randomized, A41540 [ ] N 1 R T SR R E FEAE R
placebo—controlled comparative study to 20l Eagan

investigate the optimal dose of drospirenone
for dysmenorrhea with SH T04740A [drospirenone
1 mg/ethinylestradiol 20 pug (as B-
cyclodextrin clathrate)], SH T04740E
[drospirenone 2 mg/ethinylestradiol 20 ug (as
B —-cyclodextrin clathrate)] and SH T00186D
[drospirenone 3 mg/ ethinylestradiol 20 ug
(as B-cyclodextrin clathrate)] administered
orally for 16 weeks (4 cycles), and to confirm
the efficacy of SH T00186D for dysmenorrhea
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5.3.5.1.3 |72 L |A multicenter, single-blind, randomized study,[A41541 _ 20..-.* A LI RER Ij\? RS E & R
to investigate efficacy of ethinylestradiol 20l e yan
for intracyclic bleeding profile during 24
weeks (6 cycles) by oral administration of SH
T00186D [drospirenone 3 mg/ethinylestradiol 20
ug (as B-cyclodextrin clathrate)] and SH
T470FA (drospirenone 3 mg/ ethinylestradiol 30
ug) in patients with dysmenorrhea and to
investigate the long term safety oral
administration of SH T00186D administered for
52 weeks (13 cycles)
5.3.5.1.4 0001/ |A multicenter, single-blind, randomized study, |[A41541 kz]1 [ ] | " = ERHK] EA TP SR EF
L [to investigate efficacy of ethinylestradiol 20l e yan

for intracyclic bleeding profile during 24
weeks (6 cycles) by oral administration of SH
T00186D [drospirenone 3 mg/ethinylestradiol 20
ug (as B-cyclodextrin clathrate)] and SH
T470FA (drospirenone 3 mg/ ethinylestradiol 30
ug) in patients with dysmenorrhea and to
investigate the long term safety oral
administration of SH TO0186D administered for
52 weeks (13 cycles)
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5.3.5.1.5 |0003/ |A multicenter, double-blind, randomized, A41540 ka) L | 7 1 BEEEEE T A ER TN = SAZ R
##H  |placebo—controlled comparative study to 20l e yan

investigate the optimal dose of drospirenone
for dysmenorrhea with SH T04740A [drospirenone
1 mg/ethinylestradiol 20 pug (as B-
cyclodextrin clathrate)], SH T04740E
[drospirenone 2 mg/ethinylestradiol 20 ug (as
B —cyclodextrin clathrate)] and SH T00186D
[drospirenone 3 mg/ ethinylestradiol 20 ug
(as B-cyclodextrin clathrate)] administered
orally for 16 weeks (4 cycles), and to confirm
the efficacy of SH T00186D for dysmenorrhea

5.3.5.1.6 [0003/ |A multicenter, single-blind, randomized study, [A41541 tXz]2 [ ] | N = ERHRS ] EAR NS E S E
B [to investigate efficacy of ethinylestradiol 20l EaYan
for intracyclic bleeding profile during 24
weeks (6 cycles) by oral administration of SH
T00186D [drospirenone 3 mg/ethinylestradiol 20
ng (as B-cyclodextrin clathrate)] and SH
T470FA (drospirenone 3 mg/ ethinylestradiol 30
1 g) in patients with dysmenorrhea and to
investigate the long term safety oral
administration of SH TO0186D administered for
52 weeks (13 cycles)
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5.3.5.4.1 |/2L |Single center, double-blind, randomized study |A25848 [ 20l ScheringfL. WAL RPN o % £ GF}
to compare the effect of SH T 00186 D on 20l (k1)
follicular development in a 24-day regimen
versus a 21-day regimen in 100 healthy female
volunteers in cycle 2 and after intentional
dosing errors in cycle 3
5.3.5.4.2 |72 L |Single center, open, randomized study to A09151 [ ] py | B ScheringfL WAL HRNEEE > Z 5 F}
investigate the impact of the oral ) N | (FA1)
contraceptive SH T 00186 DA (0.02 mg
ethinylestradiol / 3 mg drospirenone) in a 24—
day-regimen on plasma lipids, hemostatic
variables and carbohydrate metabolism compared
to Mercilon® (0.02 mg ethinylestradiol / 0. 150
mg desogestrel) in 60 healthy female
volunteers for 7 cycles
5.3.5.4.3 |72L |Multi-center, open, uncontrolled study to A12007 [ ] 20l Scheringft Vs NS E S E R
investigate the efficacy and safety of the 20l (F1>)

oral contraceptive SH T 186 D containing 0. 02
mg ethinylestradiol-beta—cyclodextrin
clathrate and 3 mg drospirenone in a 24-day
regimen for 13 cycles in 1010 healthy female
volunteers
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5.3.5.4.4 |72 L |Open, randomized, parallel multi-center A29551 | 20l IIF Scheringtt N N HEER
comparison of cycle control and safety of the 20l (K1)
oral contraceptive Yasmin 20 in a 24-day
regimen vs. Mercilon for 7 cycles in 440
healthy female volunteers
5.3.5.4.5 |72 L |Multicenter, open, uncontrolled study to A30713 I i A B Scheringtt iy N E S EBE
investigate the efficacy and safety of the 20l (K1)
oral contraceptive SH T 186 D containing 0. 02
mg ethinylestradiol-beta—cyclodextrin
clathrate and 3 mg drospirenone in a 24-day
regimen for 13 cycles in 1010 healthy female
volunteers
5.3.5.4.6 |72L |A Multicenter, Double-Blind, Randomized, A21566 | ] 20l Scheringfk: g HERNEEE HELGF}
Placebo—Controlled, Parallel Group Study to 20l (RA)

Evaluate the Efficacy of a Monophasic Oral
Contraceptive Preparation, Containing
Drospirenone 3 mg/Ethinyl Estradiol 20 pg (as
Beta—Cyclodextrin Clathrate), in the Treatment
of Premenstrual Dysphoric Disorder (PMDD)
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5.3.5.4.7 |72 |A Multicenter, Double-Blind, Randomized, A07545 [ ] 7 N B ScheringfL. 2N RPN o % £ GRf
Placebo—-Controlled, Crossover Study to 20l (K1)
Evaluate the Efficacy of a Monophasic Oral
Contraceptive Preparation, Containing
Drospirenone 3 mg/Ethinyl Estradiol 20 pg (as
Beta—Cyclodextrin Clathrate), in the Treatment
of Premenstrual Dysphoric Disorder (PMDD)
5.3.5.4.8 |72L |A Multicenter, Double-Blind, Randomized, A 25083 | ] 20l - Scheringfk: iy NG E S E L F
Placebo—-Controlled Study to Evaluate the 20l (K1)
Safety and Efficacy of an Oral Contraceptive
Preparation, Containing Drospirenone 3
mg/Ethinyl Estradiol 20 pg (as Beta-
Cyclodextrin Clathrate) for 6 Treatment Cycles
in Women with Moderate Acne Vulgaris -
Amendment 1
5.3.5.4.9 |72L |A Multicenter, Double-Blind, Randomized, A25152 [ ] 20l Scheringft Vs NS E S Z G F
Placebo—Controlled Study to Evaluate the 20l (F1>)

Safety and Efficacy of an Oral Contraceptive
Preparation, Containing Drospirenone 3
mg/Ethinyl Estradiol 20 microgram (as Beta-
Cyclodextrin Clathrate) for 6 Treatment Cycles
in Women with Moderate Acne Vulgaris
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5.3.5.4.10 [Ze L |Multicenter, open—label, uncontrolled study to|A11401 | 20l IIF Scheringtt N N Pt
evaluate ovulation inhibition with SH T 00186 20l 0 (KAY)
DB (0.02 mg ethinylestradiol-beta—cyclodextrin
clathrate and 3 mg drospirenone) applied for
two treatment cycles to 30 female Japanese
subjects
5.3.6. 1 72 L  |PERIODIC SAFETY UPDATE REPORT PSUR - 20l - - 22N NS E Z2EGR}
Drospirenonet+Ethinylestradiol 20l (F1>)
YAZ-Family No. 11
DATE OF REPORT:27 Oct 2008
5.3.6.2 |RL |EEZBEICEE L-mE b B R BB - 20l - - LA FENER BELFF
20l
5.3.6.3 7oL  |European Active Surveillance Study (EURAS-0C) [EURAS - 2000. 11- - HiZa RS E SEE R
2005. 12 (A1)
5.3.6.4 72 L [Dispensing practices, health outcomes, and Ingenix ] 2001. 06— - %N RN SR
pregnancy outcomes in women taking Yasmin and 2004. 06 CKHE)
other contraceptives
5.3.6.5 72 L  |International Active Surveillance Study of INAS - 2005. 08— - g HNHREE ZEE R
Women Taking Oral Contraceptives (INAS) ESys (FA1)
5.3.7.1 OﬁZOOB/ FE B IEORGERER DR — & & HWEER—E R - - - EH RS E ZE G R
ET
5.3.7.2 0&003/ BEFERLHBIE INTIER—EER AEFRLIER — - - - [EN NS E ZEGE
ET =
5.3.7.3  |0003/ |EELRAGEFRN/BILEINTIEFHDO—ER HERAEELE - - - EAN NS E SEER
deiT Bl —Hi#k
5.3.7.4 OkOOS/ EER R A R A B SN TEM O —E R BRI ¥ E - - - EA NS E BEEF
el Bl —FiFk
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5.3.7.5 3&0(‘?/ [P S ER PP AR B R 2E Eh X - - - EQ NS E P
5.4.1 0003/ |Pharmacokinetics of exogenous natural and experimental Kuhnz W - - - Tn: Oettel M, G}
HIBR  |synthetic estrogens and antiestrogens pharmacology Schillinger E,
1999-281 Handbook of
experimental
pharmacology
Berlin, Springer-—
Verlag, 1999
1281-291
5. 4.2 72U |Pharmacokinetics of ZK 30 595 followng a 6737 [ ] it N B Scheringft: WS HRNREE S EG R
single oral dose of 1mg, 5mg and 10mg as a i N | (FA1)
tablet resistant to gastric fluid (SH T 470 B)
to 5 young women
5.4.3 72 L |Pharmacokinetics of drospirenone and A470 I it i B Scheringth FiZlN N E B EEE
ethinylestradiol following oral administraion i N | (RA)
of SH T470 E and SH T 470 F to female
volunteers over 3 months
5.4.4 7AL  |Open-label, non-randomized study to determine |[A21077 | ] 20l Scheringfk: g HRHEE ZELF
the multiple dose pharmacokinetics of Yasmin 20l (F1>)
(3 mg drospirenone + 30 ug ethinylestradiol)
after oral administration in a 21-day regimen
in healthy young Chinese women
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system and anti-ovulatory effect):
Dihydrospirorenone SH T 470 B versus SH 8.0714
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5.4.5 72 L |Pharmacokinetic Drug Interactions Involving 17|Clin Pharmacokinet |Zhang H - - - Clin Pharmacokinet| ZHZ&¥}
a-Ethinylestradiol 2007-46-133 2007:46(2) :133-157
A New Look at an 0ld Drug
5.4.6 72 L [Placebo controlled single blind group 9370 ] it N B Scheringth S HNHREE BB R
comparison (n=6 per group) of systemic i N | (RFA)
torelability, the influence on hormonal
regulation and of drug plasma levels after a
single oral administration of 10, 25, 50 and
100 mg of drospirenone (aqueous
microcrystaline suspension) to young healthy
male volunteers
5.4.7 7L |Investigation of the tolerability and the 9371 | i N | Scheringfk: iz NS E SELF}
influence on hormonal regulation during a b (FA)
days s.1i.d treatment with 10 mg drospirenone
in 6 healthy postmenopausal women
5.4.8 72 L  |Human pharmacological study of SH K 399 A-D  [4417 | it B Scheringfk: iz NG E HELGF}
(ZK 30 595) , a new aldosterone antagonist, in i N | (KA4>)
healthy volunteers
5.4.9 72 L [Human pharmacological comparative study 8036 [ ] it N B Scheringtt S NS E ZEE R
(parameters of renin—angiotensin—aldosterone i N | (FA1)
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5.4.10 78 C |The influence of ZK 30 595 on the renin- 8644 | ] it A E ScheringfL. 2N FEPN e 2 & G R
angiotensin—aldosterone system (supplement to i N | (K1)
study 87 004)
5.4.11 7L  |[Study of the influence of SH T 470 F, SH T 470[9970 [ ] it B Scheringft: sk NS E S EGFE
T and SH T 470 K on parameters of the renin— i N | (k1)
angiotensin—aldosterone system (RAAS),
electrolyte metabolism and lipid and
carbohydrate metabolism
5.4.12 72 L [Primary dysmenorrhoea: the importance of both |[Br ] Obstet Lumsden MA - - - Br J Obstet SEZEE
prostaglandins E, and F,, Gynaecol Gynaecol
1983-90-1135 1983:90(12) : 1135~
1140
5.4.13 ol |HER 2  HEREME A BYR ~OxtiLE 1) AETERE L |ER e AFH R 1 - - - FENEE TN BBk}
AL 2005-59-994 2005:59(7) :994-997
5.4.14 L Prostaglandins: PGF2 alpha, PGE2, 6-keto—-PGF1 |Eur ] Obstet Creatsas G - - - Eur J Obstet HZER
alpha and TXB2 serum levels in dysmenorrheic |Gynecol Reprod Gynecol Reprod
adolescents before, during and after treatment|Biol Biol
with oral contraceptives 1990-36-292 1990:36 (3) :292-298
5.4.15 72 L |Determination of menstrual prostaglandin Prostaglandins Chan WY - - - Prostaglandins HEEE)
levels in non—dysmenorrheic and dysmenorrheic [1978-15-365 1978:15(2) :365-375
subjects
5.4.16 72 L |Prostaglandin levels in menstrual fluid of Adv Prostaglandin [Chan WY - - - Adv Prostaglandin| ZE&E

non—dysmenorrheic and of dysmenorrheic
subjects with and without oral contraceptive
or ibuprofen therapy

Thromboxane Res
1980-8-1443

Thromboxane Res
1980:8:1443-1447
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5.4.17 72 L |Prostaglandins in primary dysmenorrhea. Am J Med Chan WY - - - Am J Med B33
Comparison of prophylactic and nonprophylactic|1981-70-535 1981:70(3) :535-541
treatment with ibuprofen and use of oral
contraceptives

5.4.18 72 L [Concentrations of various arachidonic acid Gynecol Endocrinol [Bieglmayer C - - - Gynecol Endocrinol| ZZE&EH
metabolites in menstrual fluid are associated [1995-9-307 1995:9(4) :307-312
with menstrual pain and are influenced by
hormonal contraceptives

5.4.19 72 L |[Effect of an oral contraceptive in primary Contraception Extrom P - - - Contraception HEL R
dysmenorrhea — changes in uterine activity and|1989-40-39 1989:40 (1) :39-47
reactivity to agonists

5.4.20 7L  |Stimulation of vasopressin release in women [Br J Obstet Extrom P - - - Br J Obstet HEEE)
with primary dysmenorrhoea and after oral Gynaecol Gynaecol
contraceptive treatment — effect on uterine 1992-99-680 1992:99 (8) :680-684
contractility

5.4.21 72U |[Extended study of ZK 30 595 7214 [ it i E Scheringfk: g HRNEEE S EGF
(dihydrospirorenone) in respect of inhibition i N | (K1)
of ovulation

5. 4. 22 7L [Study of ZK 30 595 (dihydrospirorenone) in 7215 [ ] it i B Scheringft st RN E ZEEE
respect of inhibition of ovulation i N | (kA1)
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5.4.23 72 L |[Fate of B -cyclodextrine in the human J Nutr Flourie B - - - J Nutr SE R
intestine 1993-123-676 1993:123(4) :676-
680
5.4.24 el |RFEMEERE U0y T 47« ~LA (T |[ESE B g HAME— - - - Q@EJZIZEEEE%%\?% BB
EFRIT Fa'ﬁﬁ‘%.’)&%}%) NG BT ENBESO TS - | oeims & FARSTHIBI A (2 &
T - TERICBI T S g 2001-505 b FIER AL
k) WremEE
2001:505-550
5.4.25 7oL | HRNEE PE R AN G H AR PERHm AFF 7 - - - PERHm NBLHEELE - | B &R
2006 ﬂﬁUEiFﬁhL}i = () FGEMRENAE  SUEHT
K 2006
5.4.26 2L [Am 1 HBImoOERIRZk E NI el — - - - EV NI BB
2005-59-990 2005:59(7)
1990-993
5.4.27 7oL [MEHEROBLIEOMEHICET 504 K74 2 QL [#% 0 BEE3E H AR PERHm NFFF - - - KRR OEHE RO 2EZ &R
TR A RTA = (fm) FERIZEAT 2014 R
(LT hR) T4
(EEThR)
5.4.28 72 L |Dysmenorrhea Am Family French L - - - Am Family HZE R}
Physician Physician
2005-71-285 2005:71(2)
1285-291
5.4.29 L Primary Dysmenorrhea Obstet Gynecol Dawood MY - - - Obstet Gynecol HZE R}
Advances in Pathogenesis and Management 2006-108-428 2006:108(2) :428-
441
5.4.30 72 L [Diagnosis and management of dysmenorrhea BMJ Proctor M - - - BMJ 2006:332:1134-| &=Z&E}

2006-332-1134

1138
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5.4.31 72 L [Dysmenorrhea in adolescents and young adults: |Expert Opin. Harel Z - - - Expert Opin. ZE BB
from pathophysiology to pharmacological Pharmacother 2008-— Pharmacother
treatments and management strategies 9-2661 2008:9(15) :2661—
2672
5.4.32 72 L |Hormone withdrawal symptoms in oral Obstet Gynecol Sulak PJ - - - Obstet Gynecol HEZE R}
contraceptive users 2000-95-261 2000:95(2) :261-266
5.4.33 72 L [Ultrasound evaluation of ovarian activity Contraception Hoogland HJ - - - Contraception SE TR
under oral contraceptives 1993-47-583 1993:47:583-590
5.4.34 72U [TKH-01D H ENEE (7= NBIEICFE O b D) % 5%f{Prog Med J =L T 7= - - - Prog Med BE LR
G & Lo BB ER A GRBR O TRBR M 7 F B |2005-25-739 At 2005:25(3) :739-758
5.4. 35 72 L  [An epidemiologic study of young women with Am J Obstet Andersch B - - - Am J Obstet SR
dysmenorrhea Gynecol Gynecol
1982-144-655 1982:144 (6) :655—
660
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