7)Y Sk
ICEH9 &%

AEHICERHESNE-ERICRLIEFRVABTOERFIELTHEIERASHIC
RETHHLDTHY. HXFREZEEFERUNOEFBIICHAT SIS LIET
EFEEA
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1.5 GEJFE 38 L DR B ONBH 38 D ki

Mg 5E - W g U CWRWRBL (J5EE g LTV ZRWERBL (HAGE
CoA Certificate of Analysis IR
DRSP Drospirenone FaAe'L /s
E2 Estradiol T A N7 VA —)L
E4 Estetrol hydrate T A7 s a—LKFY
EE Ethinylestradiol TF =) A NTUF—)L
EP European Pharmacopoeia RPN )= 5
EP B &4l Estrogen Progestin Combination TA Ry - TueFAFURE
#i
ER Estrogen receptor TR ha s U R
FDA Food and Drug Administration K FE R i R A )
I ] —
I | —
International council for
ICH har@onisation of technical . IS 2 T T
requirements for pharmaceuticals for
human use
LEP Low dose Estrogen Progestin BHE&E= A ar - Fuas AT
Combination VR
LNG Levonorgestrel VIR ) VT A LV
Mithra f1: Mithra Pharmaceuticals —
MF Master file Jir S R ki
NSAIDs Non-steroidal anti-inflammatory drugs| 76 2 7 & A RHIRJESE
VTE Venous thromboembolism B R i A ZEAR I
H 5 — A A/
FEHL — 2= 3E LI B
L12 XN L1328V T H R OBSEE - B 52 V5,
REOEE
G TEF
ICH Q3C [ESES DBV A K74 1220 T (CFk 10453 A 30 H
R 307 &) KON
MEIRSDOIREEE T A RT A OWEIZOWT CFEA 14412 A 25
H EIEERE 1225006 7)) KO
MESES OFRRBVRIE AT A KT A » OYEIZ2W T (PR 23 422 A 21
H BEAEER 0221 H15) KO
[ESES DBV A KT A4 OYEIZ2WT) (ERL 3047 A 19
H AR 0719 553 5)
ICH Q3D [EREDOTERMI AT A KT A 2O T) CERL 2749 H 30 H
AFAT 0930 55 4 5) KO
EELOTERNMITA FT A4 > OKIEIZHOWT) (BF246 A
26 HEAFATE 0626 75 1 5)
A5 E4 15 mg, DRSP 3 mg & A fA| (FSN-013)

L12 O LB IZBWCH RO HFEDOERZ W5,
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15 EEXEIEROFBERUHERORERE

151 EEREXEEROEE

AANL, LR T RSN L — IR A & < Mithra #1 K 0 3EA LA &= k

iy s Ia S AFUoRARl (BPELEH) THY., = AT hr—LkF¥ (E4) 15mg KOVK

nAEL /Y (DRSP) 3mg #5575, B4ITREIFCEAIND KRB A kT, =&
ha o ZBROBNZHRICRIRMEA R U, EP BLAAIOEE 2 ENER TH 5 SRk iz 3
JE (VIE) U A7 L Z2DfERKAT & SNHIEBERBRFE M INDS 2 E AT A hr s Ui
BREZEHT HBEAFD EPEEANZ WA Y v RBEIFFESL TV S, DRSPIFHII R T/
aA MEREOHT v R AEREZ R ORR T v S 2AF o Th Y | BEE T A RRIREEE O
BhREN R A2 A9 5 DRSP &4 /LT VELAHI & L CTENANCTIAS IGES LTV 5, E4 KT DRSP
DA FREEXZK 1.5.1-1 1277,

CH; 1 0

ol OH

1.5.1-1 {eZ#EEX (£ : E4. & : DRSP)

AFNE, Mithra #1112 K> T, BOEHEER O & LT S 41, 2020 4E 3 A2 FZ Iz
THID THER ST, F D%, NEXTSTELLIS. DROVELIS & \\o 7= 7§54 T, BLfE Tt 12
OE T TEER I TV S,

152 HEOERE

WEAMZ B CTAHIIL, Mithra Pharmaceutical #1112 K - TR 2 i & L TR Sz,
AFTIE, ROBEEIEITZ ORIEE L L CHARREEISRE L LT TE L0 A KT A
> (OC * LEP A K7 A > 2020 4FERR, 2021b, OC « LEP H A K7 A > 2020 4EFERR, 2021c)
DREHLOREY R L HE (BEES 1.13.2-1) 225, WS OBHTEH L L To&ARMAE - H
A HAROARREE I C/MET HEHE & LT,

R R EE 13 A R AR TP A RRICRERE LTl 2 Z29RAIEIR T 0 . THER. M. R ESRE
B, WERR. SEE. JETT - WAV, BACRIR. WHWS, THRIEOE D SDIEIZE L AHD
(OC « LEP # A R A 2020 4FEERK, 2021b) . SFERK 13 F O TiX, B ARNO A EF v
IZBWT, 67.3%DARIEPHEREIRICEELY 525 2 LidhnWeEx 577, SEAIRAICX
0 HEATEDERICIT 2 DRREO AT 26.8%, £7o. 6% 8 AIZ A L TH B HATFIZK

3.
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Bazske/- L, B2, 2%D0LEITARIFICEIAE S22 B8 2WRETH S Z L HE ST
b, bbb, AT Ui LOEZMIADPBLIER LM 1Z2ED 350 11I2HYT 5 (&)
45,2001), HERNEEE L, SEAORBZ D2 OEERENE A BINEEHE & . T2 NIBE, 7= IRAHE
RS E R & OMERRENRK Th 2 e EMH RREEIC K sh5 (OC - LEP # A K7
A 2 2020 FLERR, 2021b) , HERENE A RRIREEAE X, FIRRIEE D HIIE L, A RRFOER % ik &
T 5, —F., WEMAREEETERFIL 25U ETERO L, ARKUNOERAFHFZ D
ZEbvHD (Proctor, 2006)

FEIR AR A KT A v (FERANBIR2HETA KT 4 v m AR SRR 2023,2023) Tid, H
BRINEEDRAIITITFENETEASNDS T RZ 75 P OBERREVDT, Taxi )
TV UAMERTH HIEAT v A FHRAIEF (NSAIDs) (Marjoribanks, 2015) K& OMEH] &=
EP Bl&Al L AR TH D (Wong, 2009) ErEinTnb, —JF, HARRKREEED 20~30%\Z NSAIDs
TN TH LoD, TOBRITITEP BARZHERAT 5 Z LRI TS (L, 2007),

OC * LEP # A R 7 A CTHEABIEEOBAELANOF R (FIZNA) D—> & L THRKRIKEE
T 2R DZET TS (OC « LEP A K7 A 7 2020 AF£ERK, 2021b, OC + LEP A K
74 2020 FEERR, 2021¢)

EP Bl AAIDEE/R Y A7 L LTVIE VA7 BREF b5,

EP Bl &AL FH#E O VTE ABEIZOW T, KE&MEFELF (FDA) (XX, B HkEE
HEIEME I O VTE BEE X 1~5/10000 4 A« AR LT, 8 MR SEAE 1% 3~9/10000 % A -
I ERTHZEAMESNTWD (FDA,2017), VTE Z3JE L Chmtl sk a2 i3z e
o EDBEOMARIIEIT D03, BE ORI TIMARA EHIUCH £ THED L CHliZEARIE 2 FIE L,
ZDRDTHI 17100 BESER 7efER & 725 (OC « LEP HA K7 A > 2020 K, 2021),

AHTERENTWAEPEAFITET=F =LA T4 —/L (EE) 2548 L TWHH,
EE [ZfTFA CTOEBIFNEL . EBICEWVWT R ba U isE a2 AT 5720, BERARDOZE(L
BRIz TLEZ LTS (Mashchak, 1982), 7=, EE 5 ug O IMIEH b= F 7 VA4 —1
(E2) 1 mg Ty 7% & 4L, EE20 pg & Toff/H & EP Bl G ANT A TR ED 4~6 5D
A b lAETHDLEEZHNTWD (Casper, 2017), FEEE, BOBHEHICE £ D EE RN
30ug ® VIE UV 227 % 1.0 & L7284, 20 ug D EE TIXZD U 277808 (0.5~1.2) & AEHEIT
72D 50 ug D EE TIX 1.9 (1.1~34) LAEICEMEEZRTZ EAMEIN TS (van,
2009), EHIT, EE/LAR VT A FLL (LNG) @ VIE U AZ X E2V/V = ) 7 A MZHRTHE
W2 EAURENTWS (Dinger, 2016),

Fio, EPEAGAICHEHAENTHWE T AF o L LT, 7Ty FaZ AERARHEIICE N
LNG, 7 ¥ Fa b7 AERAPHIIIRNT Y 7 A R Ly, Z2LTHRT v Rae 7 AERSHII R 7
NanFaA RERZEFD DRSP 72 EREIHL TS (Morimont, 2021), EE/LNG El 571D VTE
U A ZIXEE/DRSP Bl A Al & i L TIRWZ & 72 &, =X b U HEIRFECERN T a FAF
OFEFEMN 725 EP BLAKIOM TH VIE VA7 IZBR L 2 EDRHMONTWNAZ &b, 7Ry A
F > DEWD VIE ORIEIZH 5T 2 AR RE I T&E 72 (Morimont, 2021), L2rL, 7'
TFAF v OIHEERT HEOBIEEITEEB ZRE L 2N ERMOLN TS Z E0D, EP LA
FIDOFD VIE U A7 D7ZEFIT, EE OEEIRENREZ 70 7 2AF U0 T 5 2 L ICERT S &

4 -
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EZ LTS (Morimont, 2021), 2, 17> Fua U iGM% B3 25 DRSP & ik LT, LNG
XZDRNT o R AR KD | BEEBRERISHT 5T A b a F AR O Z b & FRE L.
EE #7ME OREFEEEER 2T 5 £ B2 51 TW%  (Morimont, 2021), SEERIZ in vitro Tl,
DRSP OIRINZ L - CTHUEEEIR - THH 7 a7 A > S OFEAEIIEL L7203, LNG OUINC &
STT BT A2 SOEAREITHMT S Z LRHREZIN TS (Kozuka, 2016)

UEDZ Enb, EPEAANCE D VIE U A7 OEINZIX, EE DR ka7 U AEH O FEN
REWVWEEBZHRNRD,

IHREZN AT DN T, ARFNTHES TR GBI E L OB EIN TV L HEAITH D720, AFTEE
IZ B STV Ao EP BdA A & [FERIC, HRREHE~OZ RN IFRFTE 5,

E4 |3t FORRIEDOFIRIC X - TEREN D RIRFNLVEL THD, E4IET R b7 oS5 K
(ER) alZxt LT ERP D 4~5{5DEARMED S 5 (Visser, 2008, Coelingh, 2008b), & 512, E4
IR ERa 2k LTI 7 2= b & LTEAT %2 (Benoit, 2017) ., &% ERa (2% L Tl3¥hEHt
BICHERT2 Z EDH BN E 2> TV D (Gérard, 2015, Abot, 2014),

SYEMEH RINEHE OJF R B TH D T ENBUEIL, FIEAHSEAYICIT ERP OBEIRBIC L 5/
FrfE = A b 7 REE L R Shu, T EWNEYEMRORGE, MEEEER 1 o (K77 A h— X
W, S raFX o rF—Y 2R8I LA 0 RE 0T DU EATIENH S (Bulun, 2010a,
Yu, 2022, Bulun, 2019, Vercellini, 2014), F£7-. ERB OEFIHIUL T 0 7 AT 0 V2K B D%
BAMHI L, E2 ORI b ~ORBHZED S 17— Rux v A7 u A K7 S Krd
F—BOEAEMHCT v~ X —VOEACI Y, FFETA e U REIEEICET S
(Bulun, 2010a, Bulun, 2019, Vercellini, 2014, Bulun, 2010b, Bulun, 2006, Burney, 2007), LA_L®
ZEMB, BRaZE WA BRIMEZ R T B4 1L T ENEIE~OEREE N D22 L AR T
%, F£7-. BE4ldt MFEABREMKICBWT, RS RAT e U FEROEAEZ NS,
b M TERNBEREMEKICBN T, YeFf27u i3 7 e A 27 a VRS EEE T ORI
ZEHE L7- (Patifio-Garcia, 2023), Z OIEF DM A B = X AT RN, B4 OF5 PNIBE~
DRV S RSN D,

F/o, EPEEGHIOEERY A7 THHMBIEDIIE Y A7 IO TH, E4IZZFDY A7 MK
WZ EAVRENTWD, invivo TiE, JIERH~ v 22 E4 & 3 AR 5%, RHME RN SR
L. BIRE OEARO MARAE D> B S 7z &5 2 B, exvivo TIXBIRIMESG: T Tad—4 v
X > TAELDMBOREAZE T S (24.22.1, Valéra, 2018), EBZ, S TOARK OHIH
BASEEXPEICRB W TR D E4 & 7S AF L OPFHRBR i S, MLIREEERRA R~ D 2
IXEEZ T A hu Uiy 35 EPRLAGAIL Y bEMTH S Z RSz, Thb E4 DIEH
DFEMZEF IR 23, Sk L7280 ERo (2% L C OFEHIIER 72 E A% 5 LT 5 ATREME
BHIFTE D,

PLEDZ &t B4 13 A RREHE 2 08I R o B 72 e R IRk 55 B 2 b, B
FRIZE -7,
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153 HREBEICETSHABRORE
1531 RERUVHEFOIEREICET K5

E4 3K I 2 R ERERE (MF) B8 (MF2&%5 | R |- E4 2w
TW5,

DRSP 7353 il = (MF 2&%5 I <Ot (MF 58355
) : MF 5§k L7z DRSP Z VT %,

UK X Mithra #2354 CHAGREFS L TV % NEXTSTELLIS & [d—0ML)5 - #iETh s, &1
BURTEMASHE, AF 2~ L 0mA L, BBREEL LT,

B

1.5.3.2 [REDIFMHEEMN

E4 13MbFE G Td D, DRSP IZFINEF T (EP) K OCKEEKFJF (USP) ([ TIRE S Tn»
ZDO

1.5.3.3 EERUEFIORERUVRERAEZDRST

E4 (oW Tid, PRIR, R, B OMERSRER, EEOMERER, Koy, @25, I
I 7 L7-, DRSP 2o\ i 2 > (I« Il ) 255, itk
EHIZEP ZHEM LIk L 72> T v | ARGERT CRUG TR DR 2 I £ 2 TIRBInEE, ok
A, I 7 E L TS,

1.5.3.4 RERUVEFIOREMRAER

JF3E B4 o2 RBE, FEkREEE (D) ([CXo THEESN, ToRENRBRE L
R L, V7 A2 MRIZ36&EH & L,

J3E DRSP O EMHRIRIT, FEREXETCHI I LSl k- THEish, 20%
EMERBRE R ZYER L7, il tE0)FZE DRSP © U 7 A ML 60 f& A . g #E 53K DRSP
DY T A MNIMIZ36EH & LT,

BFI O EVERBRIT, EHRARBR GREE 25°C, M 60%RH) . NEiBR (R 40°C, 1B
75%RH) Z%HE LTk Y . RYIRFRER L OINERBRIZIH VT, 2 TORBRE B IZ OV THIRE
WA LT,

PLEDZ 0t KFIOR&EEES (PTP (press through package) M OSEFEELEE) 1%, =iRIZ
BWT36 EHAMIIZETH D LHEIN, AOHHRIZIFEL L,

154 FEREKRABROEZRE

1.5.4.1 JEERRHER

CTD 2.6 |2, AKIOREIRFEAREH G %2 B T 2 72012506 L 7= JEERRER 2 i L T\ 5,
20 5=7>5 20l = % TP E4 OFIHBA%E 1T Pantarhei Bioscience #1237\, E4 O%h ) & B4 HT 5
R K OVEITR S ERERER O Ky 2 9866 U 7=, 200 A-LAR%. Estetra SPRL 1= (Mithra
Pharmaceuticals DFf1) 2T 0 7T L&A L, ZaM3EPaER, EYEhReali &k 05k
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AR A 5T B4 B 5 OIEIRRER — X272 T Lz, thicd . B4 OFHEFARHEICET 52 <
DNFELHENRH Y . CTD2.62 LR 2.63 12 DWNEZFLHE LT,

Estetra SPRL f1:/% DRSP ¥l C DO IEEGRFRERILFNE L T 7y, L% v 7= E4/DRSP ff
Mo 13 BERD TG EERBRZIME L TH Y0, Z OBRIZIT B4 BUREE K OV DRSP HMEED
GEND, AFEINTWHIHFRIFICH S < DRSP ORBZR0 MM Ky BhieksrE OS5t 7 1 7
7 A M 5T —4% % CTD 2.4, 2.6.2, 2.6.4 K112.6.6 (2T,

UL bEZEE %, CTD 2.6 HCIFEHE ($h A2 RAHT 538k, BIRAVIEIER, oMK
K OFES FR R BAE SR . EWERE (Oris, WL, ofn. &, Jett X OSSRy B Re 7
RIS EAER) kOEME (BERGEE, RIERGEME, BEEE. DA, AT ERE
M RFTRREME R OV Do FEME) D45 TEE E4 1CB4 HIE & DRSPS AIEICHSy LEt# L
77

1542 BELBI-LIBE

AFIOBFICH Y . AR ER A I F £ IR EHe A - o
=i |
I - O i a1 (BRI 1.13.2-2), £7-. SR
1 m P E e N ;.
]
]
I, - > i & 157, & S
]
I - O a5 (AR5 1.13.2-4),

155 BRERABROZEE

1551 BRRZFEHAER

AH|OUEF T ORELE A hRe - 2 & U KB Sz ik - H& (E4/DRSP 15 mg/3 mg) 1ZRF3
% BARN~OSEFHEM: 2 B 8912, SKWENRE D B ERERIM: 2 MesB 4 2 BR AR SR ER  (MIT-
Es0001-C109) . M OVA AN ORERE 72 PARR AT A M2 b 51T U7z TRl — HEIN — ST AL
OMHNBIT 2 AR IEBLRER (FSN-013P-02) % 3EHE L7-, ZOFEFR. A& O H AN 53K
WEhRe, 3T FRIVER K OV 0 Y i AR B (AR AN BSGRE & L35 2 L SRR s, A EF
LY EPEAFI THALNLDLBD ThHoTz,

1.5.5.2 ERNE Il AR

AARNDORENE - SVEVEA RIREHERE 2 X RIC, AAl1% 48 (16 8) &5 LEOAR
REHE R 27 2 G 9MEEEREE E & 92 77 B ARG & L CEWNE AR
(FSN-013P-03) %3 L7z, DR, HRRAEEAR 27 GEHEDX—R2 T A V)b DR
BT 2AAFIREE 7T B REEE D7 (REIE— 77 8RB OSHEEME (FH 95%(FHE X H)
%, -1.4 (-1.8~-1.0) TH Y., AKF DT 7 wHRIZxHT DEMMESRGE S Lz,



FSN-013 1.5 FEJR 33 R ORE K OBR 3 DRk

1553 ERNE I BEHRGHER

FSN-013P-03 78k } O FSN-013P-04 3Bk (H AR ANOF = WIEYEBRFE 265 & L2 [ENE 1A
AR OARF 13 EH (52 8) HFHLZEMET — X ZOFEMNT LT,

AFH 13 EHIEE%, 1RBRIE & RIRBIRDY TREDH Y | OFEFELORKBEIGIL. 91.9% Th->
oo £D I B 5%LL EOBETRE L2AFEFZRIL, AP 78.1%., A A B
19.4%. 5EJE 7.5%. 0 8.1%. FLAET 6.9% & OMHAR 5.0%TH VD . T d EP BLEAlITE < A
ONOFERTHoT, ok, HCKREOMOEELRAGEFRZIIROONRNoT

1.5.5.4 GRERME

AFIOBIFICH L, LA FOIRBRIREIT o 72, 36T 2.5 ICiik L7z,

o 0 0 mEd  NesiERESsmdyd E PEN R
)

o R NESERECEEI ES Bl R )

- e - T G- - s el Il -
)

o P e ERECcEECHI EX B R )

156 EEROEEIRFEAZHE
PLEDORGEN S, AF| DR 3 5L 8% i 5E &G

o

k=11l
[l
H
k=111
iy

N

THoZEE LT,



FSN-013

1.5 RS B ORI OB 38 Df%

G
P =

1.5.7

FHI3E (RED . 48 GEERR) RO 5E (BAK) (CBET DB ORMELN 1.5.7-1 1R LT,

FREDEER

R 3B E
53
s | E4
DRSP
A AH
7T R
EE | 2R EA T 2B
VR H SE PR B
LA VESE PR
Seipdh | 43411k K O validation
& WRIR « 437 - AR - PR
M HA IR G- AR 7w b
P
FAE#¢ G- mEaER 7w b
P
R MERABR in vitro
in vivo
78 AR R ~ A
7k
AG 5 A mE AR FEED
EFD




FSN-013 1.5 2 3T L O K K& OB JE O ffeE
EEHX | BB H
67\
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b NAEREE in vitro 3RBR
%31 0030CA001 BE G
I [0031CA001 BEEE
10031CA002 BELE
Es0001-C101 A
MIT-Es001-C112 ZEEE
MIT-Es001-C113 BTk
PR3050 BEER}
PR3054 ZEGE
PR3077 SEGE
MIT-Es0001-C102 SEGE
MIT-Es0001-C103 ZEGE
MIT-Es0001-C105 A
MIT-Es0001-C106 A
FSN-014P-101 ZEEE
MIT-Es0001-C109 AL R
MIT-Do001-C102 ATAIG R
MIT-Do001-C103 AL R
MIT-Es0001-C110 FEAL &
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R 3B E
53
%5 | FSN-013P-02 SR
I | PR3081 BELEE
| MIT-Es0001-C201 BEGR
MIT-Es0001-C202 AT R
ES-CO01 BAfil<ges
ES-C02 BAfil<ges
FSN-013P-05 BAfil<ges
%5 | FSN-013P-03 BAfil<ges
I (Heigaksaiy))
[ FSN-013P-03 (Hkfgis | FEMERE
5.47)
FSN-013P-04 (fkfoctk | FFALE K
5.491)
MIT-Es0001-C301 BAfil<ges
MIT-Es0001-C302 BAfil<ges

XK 1.5.7-1 BREORE
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159 SIAXH

Abot A, Fontaine C, Buscato M, Solinhac R, Flouriot G, Fabre A, et al. The uterine and vascular actions of
estetrol delineate a distinctive profile of estrogen receptor o modulation, uncoupling nuclear and membrane
activation. EMBO Mol Med. 2014 Oct;6(10):1328-46.

BT, 7V HN T 77 LA (EFENSIAER) 2. BAEMOLMEES: 3) A RKEE.

Benoit T, Valera MC, Fontaine C, Buscato M, Lenfant F, Raymond-Letron I, et al. Estetrol, a Fetal
Selective Estrogen Receptor Modulator, Acts on the Vagina of Mice through Nuclear Estrogen Receptor o
Activation. Am J Pathol. 2017 Nov;187(11):2499-2507.

Bulun SE, Cheng YH, Pavone ME, Xue Q, Attar E, Trukhacheva E, et al. Estrogen receptor-beta, estrogen

receptor-alpha, and progesterone resistance in endometriosis. Semin Reprod Med. 2010a Jan;28(1):36-43.

Bulun SE, Cheng YH, Pavone ME, Yin P, Imir G, Utsunomiya H, et al. 17Beta-hydroxysteroid
dehydrogenase-2 deficiency and progesterone resistance in endometriosis. Semin Reprod Med. 2010b

Jan;28(1):44-50.

Bulun SE, Cheng YH, Yin P, Imir G, Utsunomiya H, Attar E, et al. Progesterone resistance in
endometriosis: link to failure to metabolize estradiol. Mol Cell Endocrinol. 2006 Mar 27;248(1-2):94-103.

Bulun SE, Yilmaz BD, Sison C, Miyazaki K, Bernardi L, Liu S, et al. Endometriosis. Endocr Rev. 2019
Aug 1;40(4):1048-1079.

Burney RO, Talbi S, Hamilton AE, Vo KC, Nyegaard M, Nezhat CR, et al. Gene expression analysis of

endometrium reveals progesterone resistance and candidate susceptibility genes in women with
endometriosis. Endocrinology. 2007 Aug;148(8):3814-26.

- 12 -
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Casper RF. Progestin-only pills may be a better first-line treatment for endometriosis than combined

estrogen-progestin contraceptive pills. Fertil Steril. 2017 Mar;107(3):533-536.

Coelingh Bennink HJ, Holinka CF, Diczfalusy E. Estetrol review: profile and potential clinical
applications. Climacteric. 2008b;11 Suppl 1:47-58.

Dinger J, Do Minh T, Heinemann K. Impact of estrogen type on cardiovascular safety of combined oral

contraceptives. Contraception. 2016 Oct;94(4):328-39.

Gérard C, Mestdagt M, Tskitishvili E, Communal L, Gompel A, Silva E, et al. Combined estrogenic and
anti- estrogenic properties of estetrol on breast cancer may provide a safe therapeutic window for the

treatment of menopausal symptoms. Oncotarget. 2015 Jul 10;6(19):17621-36.

NASFEEEN B AERS AR s, —FEENEN B ARZMEES 543, 0C « LEP A K7 A~
2020 AEFERR. 2021b. p.37-8.

H>

NISFAERIEN BAPERM G AR, —ttHEN B AR .OC * LEP HA KT A~

2020 AEFERR. 2021c. p.42.

ANEEFEENEN B ARPERE AR, — BN B ARLMEESS2.0C - LEP A K7 A v~
2020 HEJERR. 2021e. p.62-6.

PASFERTEN B ARPERS AR, AISHEHNEN BARER ABES. PEmARZIRITA R74
> hd NE SRR 2023, 2023. p.86-7, 116-7.

Kozuka T, Tamura S, Kawamura N, Nakata Y, Hasebe R, Makiyama A, et al. Progestin isoforms provide

different levels of protein S expression in HepG2 cells. Thromb Res. 2016 Sep;145:40-5.

Marjoribanks J, Ayeleke RO, Farquhar C, Proctor M. Nonsteroidal anti- inflammatory drugs for
dysmenorrhoea. Cochrane Database Syst Rev. 2015 Jul 30;2015(7):CD001751.

Mashchak CA, Lobo RA, Dozono-Takano R, Eggena P, Nakamura RM, Brenner PF, et al. Comparison of
pharmacodynamic properties of various estrogen formulations. Am J Obstet Gynecol. 1982 Nov
1;144(5):511-8.

Morimont L, Haguet H, Dogné JM, Gaspard U, Douxfils J. Combined Oral Contraceptives and Venous
Thromboembolism: Review and Perspective to Mitigate the Risk. Front Endocrinol (Lausanne). 2021 Dec
9;12:769187.

H AR ERHm N B2 HEEE. 2007;59(9):N454-60.
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Patino-Garcia D, Palomino J, Pomés C, Celle C, Torres-Estay V, Orellana R. Estetrol Increases
Progesterone Genetic Response without Triggering Common Estrogenic Effects in Endometriotic Cell

Lines and Primary Cultures. Biomedicines. 2023 Apr 13;11(4):1169.
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vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Lydisilka 3 mg/14.2 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each pink active tablet contains 3 mg drospirenone and estetrol monohydrate equivalent to 14.2 mg
estetrol.

Each white placebo tablet does not contain active substances.

Excipient with known effect

Each pink active tablet contains 40 mg lactose monohydrate.
Each white placebo tablet contains 68 mg lactose monohydrate.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet (tablet).

The active film-coated tablet is pink, 6 mm diameter, round, biconvex with a drop-shaped logo
embossed on one side.

The placebo film-coated tablet is white to off-white, 6 mm diameter, round, biconvex with a
drop-shaped logo embossed on one side.

4, CLINICAL PARTICULARS

4.1 Therapeutic indications

Oral contraception.

The decision to prescribe Lydisilka should take into consideration the individual woman’s current risk
factors, particularly those for venous thromboembolism (VTE), and how the risk of VTE with
Lydisilka compares with other combined hormonal contraceptives (CHCs) (see sections 4.3 and 4.4).

4.2  Posology and method of administration

Posology and method of administration

How to take Lydisilka

Oral use.



One tablet is to be taken daily for 28 consecutive days. 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. Each pack starts
with 24 pink active tablets, followed by 4 white placebo tablets. Each subsequent pack is started the
day after the last tablet of the previous pack.

Stickers marked with the 7 days of the week are provided, and the relevant weekday sticker should be
stuck on the tablet blister as an indicator of when the first tablet has been taken.

Withdrawal bleeding usually starts on day 2-3 after starting the white placebo tablets and may not
have finished before the next pack is started. See ‘Cycle control’ in section 4.4.

How to start Lydisilka

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

Tablet-taking has to start on day 1 of the woman’s menstrual cycle, i.e., the first day of her menstrual
bleeding, and when doing so, no additional contraceptive measures are necessary.

If the first tablet is taken on days 2 to 5 of the woman’s menstruation, this medicinal product will not
be effective until after the first 7 consecutive days of pink active tablet-taking. A reliable barrier
method of contraception such as a condom must therefore be used additionally during these first

7 days. The possibility of pregnancy should be considered before starting Lydisilka.

o Changing from a CHC (combined oral contraceptive (COC), vaginal ring or transdermal
patch)

The woman should start with Lydisilka preferably on the day after the last active tablet (the last tablet

containing the active substances) of her previous COC, but at the latest on the day following the usual

tablet-free or placebo tablet interval of her previous COC.

In case a vaginal ring or transdermal patch has been used the woman should start using Lydisilka

preferably on the day of removal, but at the latest when the next application would have been due.

o Changing from a progestogen-only-method (progestogen-only pill, injection, implant) or from a
progestogen-releasing intrauterine system (1US)

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 consecutive days of tablet-taking.

o Following first-trimester abortion
The woman may start immediately. When doing so, she needs not take additional contraceptive
measures.

o Following delivery or second-trimester abortion

Women should be advised to start between day 21 and 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 CHC use or the woman has to wait for her first menstrual period.

For breast-feeding women see section 4.6.

Management of missed tablets

White placebo tablets from the last 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 pink active tablets:
If the user is less than 24 hours late in taking any pink active tablet, contraceptive protection is not

reduced. The woman should take the tablet as soon as possible and should take further tablets at the
usual time.



If she is more than 24 hours late in taking any pink active tablet, contraceptive protection may be
reduced. The management of missed tablets can be guided by the following two basic rules:

1. The recommended hormone-free tablet interval is 4 days, tablet-taking must never be
discontinued for longer than 4 days.

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

Accordingly, the following advice can be given in daily practice:

Day 1-7

The user should take the last missed tablet as soon as possible, 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 until she has completed 7 days of uninterrupted pink active tablet-taking.
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.

Day 8-17

The user should take the last missed tablet as soon as possible, 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 until she has completed 7 days of uninterrupted pink active tablet-
taking.

Day 18-24

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 until she has completed 7 days of uninterrupted pink active tablet-taking as well.

1. The user should take the last missed tablet as soon as possible, even if this means taking two
tablets at the same time. She then continues to take tablets at her usual time until the pink active
tablets are used up. The 4 white 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 pink active tablets section of the second pack, but she may experience spotting or
breakthrough bleeding on pink active tablet-taking days.

2. The woman may also be advised to discontinue pink active tablet-taking from the current blister
pack. She should then take white 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 bleeding in the placebo tablet phase,
the possibility of a pregnancy should be considered.

Advice 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 pink active tablet-taking, a new (replacement) tablet should be taken as soon as possible. The
new pink active tablet should be taken within 24 hours of the usual time of tablet-taking if possible. If
more than 24 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 pink active 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 Lydisilka without taking the
white placebo tablets from her current pack. The extension can be carried on for as long as wished
until the end of the pink active tablets in the second pack. During the extension the woman may
experience breakthrough-bleeding or spotting. Regular intake of Lydisilka 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).

Special populations

Elderly
Lydisilka is not indicated after menopause.

Renal impairment
Lydisilka has not been specifically studied in patients with renal impairment. Lydisilka is
contraindicated in women with severe renal insufficiency (see section 4.3).

Hepatic impairment

A study to evaluate the effect of hepatic disease on the pharmacokinetics of estetrol is presented in
section 5.2. The study results indicate that the increase of estetrol plasma exposure in subjects with
severe hepatic impairment (Child-Pugh class C) compared to subjects with a normal hepatic
function could be of clinical relevance.

Based on currently available data, Lydisilka is contraindicated in women with severe hepatic
disease as long as liver function values have not returned to normal (see section 4.3).

Based on currently available data, no dose adjustment for Lydisilka is required in patients with mild or
moderate hepatic impairment (see section 5.2).

Paediatric population
Lydisilka is only indicated after menarche. The safety and efficacy of Lydisilka in adolescents aged
under 16 years of age has not been established. No data are available.

4.3 Contraindications

As no epidemiological data are yet available for estetrol-containing CHCs, the contraindications for
ethinylestradiol-containing CHCs are considered applicable to the use of Lydisilka. CHCs should not
be used in the following conditions. Should any of the conditions appear for the first time during
Lydisilka use, the medicinal product should be stopped immediately.

- Presence or risk of venous thromboembolism (VTE)

- VTE - current VTE (on anticoagulants) or history of VTE (e.g., deep venous thrombosis
[DVT] or pulmonary embolism [PE]).

- Known hereditary or acquired predisposition for venous thromboembolism, such as
activated protein C (APC)-resistance (including factor V Leiden), antithrombin-111-
deficiency, protein C deficiency, protein S deficiency.

- Major surgery with prolonged immobilisation (see section 4.4).

- A high risk of venous thromboembolism due to the presence of multiple risk factors (see
section 4.4).

- Presence or risk of arterial thromboembolism (ATE)



- ATE - current ATE, history of ATE (e.g., myocardial infarction [MI]) or prodromal
condition (e.g., angina pectoris).

- Cerebrovascular disease — current stroke, history of stroke or prodromal condition (e.g.,
transient ischaemic attack [TIA]).

- Known hereditary or acquired predisposition for arterial thromboembolism, such as
hyperhomocysteinaemia and antiphospholipid-antibodies (anticardiolipin-antibodies, lupus
anticoagulant).

- History of migraine with focal neurological symptoms.

- A high risk of arterial thromboembolism due to multiple risk factors (see section 4.4) or to
the presence of one serious risk factor such as:

- diabetes mellitus with vascular symptoms;
- severe hypertension;
- severe dyslipoproteinaemia.
- Presence or history of severe hepatic disease as long as liver function values have not returned to
normal.
- Severe renal insufficiency or acute renal failure.
- Presence or history of liver tumours (benign or malignant).
- Known or suspected sex steroid-influenced malignancies (e.g., of the genital organs or the
breasts).
- Undiagnosed vaginal bleeding.
- Hypersensitivity to the active substances or to any of the excipients listed in section 6.1.

4.4  Special warnings and precautions for use

Warnings

If any of the conditions or risk factors mentioned below is present, the suitability of Lydisilka should
be discussed with the woman before she decides to start using Lydisilka.

In the event of aggravation, or first appearance of any of these conditions or risk factors, the woman
should be advised to contact her doctor to determine whether the use of Lydisilka should be
discontinued. All data presented below are based upon epidemiological data obtained with CHCs
containing ethinylestradiol. Lydisilka contains estetrol. As no epidemiological data are yet available
with estetrol containing-CHCs, the warnings are considered applicable to the use of Lydisilka.

In case of suspected or confirmed VTE or ATE, CHC use must be discontinued. In case anticoagulant
therapy is started, adequate alternative non-hormonal contraception should be initiated because of the
teratogenicity of anticoagulant therapy (coumarins).

Circulatory disorders

Risk of VTE

The use of any CHC increases the risk of VTE compared with no use. Products that contain low dose
ethinylestradiol (<50 pg ethinylestradiol) combined with levonorgestrel, norgestimate or
norethisterone are associated with the lowest risk of VTE. It is not yet known how the risk with
Lydisilka compares with these lower risk products. The decision to use any product other than
one known to have the lowest VTE risk should be taken only after a discussion with the woman
to ensure she understands the risk of VTE with CHCs, how her current risk factors influence
this risk, and that her VTE risk is highest in the first ever year of use.

There is also some evidence that the risk is increased when a CHC is re-started after a break in use
of 4 weeks or more.

In women who do not use a CHC and are not pregnant about 2 out of 10,000 will develop a VTE over
the period of one year. However, in any individual woman the risk may be far higher, depending on her
underlying risk factors (see below).



Epidemiological studies in women who use low dose (<50 ug ethinylestradiol) combined hormonal
contraceptives have found that out of 10,000 women between about 6 and 12 will develop a VTE in one
year.

It is estimated! that out of 10,000 women who use a CHC containing ethinylestradiol and drospirenone,
between 9 and 12 women will develop a VTE in one year; this compares with about 62 in 10,000 women
who use a levonorgestrel-containing CHC.

It is not yet known how the risk of VTE with CHC containing estetrol and drospirenone compares
with the risk with low dose levonorgestrel-containing CHCs.

The number of VTES per year with low-dose CHCs is fewer than the number expected in women during
pregnancy or in the postpartum period.

VTE may be fatal in 1-2% of cases.

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

Risk factors for VTE
The risk for venous thromboembolic complications in CHC users may increase substantially in a
woman with additional risk factors, particularly if there are multiple risk factors (see table 1).

Lydisilka is contraindicated if a woman has multiple risk factors that put her at high risk of venous
thrombosis (see section 4.3). If a woman has more than one risk factor, it is possible that the increase
in risk is greater than the sum of the individual factors — in this case her total risk of VTE should be
considered. If the balance of benefits and risks is considered to be negative a CHC should not be
prescribed (see section 4.3).

Table 1: Risk factors for VTE

Risk factor Comment

Obesity (body mass index [BMI] over
30 kg/m?).

Risk increases substantially as BMI rises.

Particularly important to consider if other risk
factors also present.

Prolonged immobilisation, major surgery, any
surgery to the legs or pelvis, neurosurgery, or
major trauma.

Note: temporary immobilisation including air
travel >4 hours can also be a risk factor for
VTE, particularly in women with other risk
factors.

In these situations, it is advisable to discontinue
use of the pill (in the case of elective surgery at
least four weeks in advance) and not resume
until two weeks after complete remobilisation.
Another method of contraception should be
used to avoid unintentional pregnancy.

Antithrombotic treatment should be considered
if Lydisilka has not been discontinued in
advance.

1These incidences were estimated from the totality of the epidemiological study data, using relative risks for the different

products compared with levonorgestrel-containing CHCs.

2 Mid-point of range of 5-7 per 10,000 WY, based on a relative risk for CHCs containing levonorgestrel versus non-use of

approximately 2.3 to 3.6




Positive family history (VTE ever in a sibling | If a hereditary predisposition is suspected, the
or parent especially at a relatively early age, woman should be referred to a specialist for
e.g., before 50 years). advice before deciding about any CHC use.

Other medical conditions associated with VTE. |Cancer, systemic lupus erythematosus,
haemolytic uraemic syndrome, chronic
inflammatory bowel disease (Crohn's disease or
ulcerative colitis) and sickle cell disease.

Increasing age. Particularly above 35 years.

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

The increased risk of thromboembolism in pregnancy, and particularly the 6-week period of the
puerperium, must be considered (for information on pregnancy and lactation see section 4.6).

Symptoms of VTE (DVT and PE)
In the event of symptoms, women should be advised to seek urgent medical attention and to inform the
healthcare professional that she is taking a CHC.

Symptoms of DVT can include:

- unilateral swelling of the leg and/or foot or along a vein in the leg;

- pain or tenderness in the leg which may be felt only when standing or walking;
- increased warmth in the affected leg; red or discoloured skin on the leg.

Symptoms of PE can include:

- sudden onset of unexplained shortness of breath or rapid breathing;
- sudden coughing which may be associated with haemoptysis;

- sharp chest pain;

- severe light headedness or dizziness;

- rapid or irregular heartbeat.

Some of these symptoms (e.g., ‘shortness of breath’, ‘coughing’) are non-specific and might be
misinterpreted as more common or less severe events (e.g., respiratory tract infections).

Other signs of vascular occlusion can include: sudden pain, swelling and slight blue discoloration of
an extremity.

If the occlusion occurs in the eye symptoms can range from painless blurring of vision which can
progress to loss of vision. Sometimes loss of vision can occur almost immediately.

Risk of ATE

Epidemiological studies have associated the use of CHCs with an increased risk for arterial
thromboembolism (myocardial infarction [MI]) or for cerebrovascular accident (e.g., TIA, stroke).
Avrterial thromboembolic events may be fatal.

Risk factors for ATE

The risk of arterial thromboembolic complications or of a cerebrovascular accident in CHC users
increases in women with risk factors (see table 2). Lydisilka is contraindicated if a woman has one
serious or multiple risk factors for ATE that puts her at high risk of arterial thrombosis (see

section 4.3). If a woman has more than one risk factor, it is possible that the increase in risk is greater
than the sum of the individual factors — in this case her total risk should be considered. If the balance
of benefits and risks is considered to be negative a CHC should not be prescribed (see section 4.3).

Table 2: Risk factors for ATE

Risk factor Comment

Increasing age. Particularly above 35 years.




Smoking. Women should be advised not to smoke if they
wish to use a CHC. Women over 35 years who
continue to smoke should be strongly advised to
use a different method of contraception.

Hypertension.

Obesity (BMI over 30 kg/m?). Risk increases substantially as BMI increases.

Particularly important in women with additional
risk factors.

Positive family history (arterial If a hereditary predisposition is suspected, the
thromboembolism ever in a sibling or parent woman should be referred to a specialist for
especially at relatively early age, e.g., below advice before deciding about any CHC use.
50 years).

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

Other medical conditions associated with Diabetes mellitus, hyperhomocysteinaemia,

adverse vascular events. valvular heart disease and atrial fibrillation,
dyslipoproteinaemia and systemic lupus
erythematosus.

Symptoms of ATE

In the event of symptoms women should be advised to seek urgent medical attention and to inform the
healthcare professional that she is taking a CHC.

Symptoms of a cerebrovascular accident can include:

- sudden numbness or weakness of the face, arm or leg, especially on one side of the body;
- sudden trouble walking, dizziness, loss of balance or coordination;

- sudden confusion, trouble speaking or understanding;

- sudden trouble seeing in one or both eyes;

- sudden, severe or prolonged headache with no known cause;

- loss of consciousness or fainting with or without seizure.

Temporary symptoms suggest the event is a transient ischaemic attack (TIA).

Symptoms of myocardial infarction (M) can include:

- pain, discomfort, pressure, heaviness, sensation of squeezing or fullness in the chest, arm, or
below the breastbone;

- discomfort radiating to the back, jaw, throat, arm, stomach;

- feeling of being full, having indigestion or choking;

- sweating, nausea, vomiting or dizziness;

- extreme weakness, anxiety, or shortness of breath;

- rapid or irregular heartbeats.

Tumours

An increased risk of cervical cancer in long-term users of CHCs containing ethinylestradiol (>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 CHCs (50 pg ethinylestradiol) the risk of endometrial and ovarian
cancer is reduced. Whether this also applies to estetrol-containing CHCs 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 CHCs containing
ethinylestradiol. The excess risk gradually disappears during the course of the 10 years after cessation
of CHC use. Because breast cancer is rare in women under 40 years of age, the excess number of
breast cancer diagnoses in current and recent CHC users is small in relation to the overall risk of breast
cancer. The breast cancers diagnosed in ever-users tend to be less advanced clinically than the cancers
diagnosed in never-users. The observed pattern of increased risk may be due to an earlier diagnosis of
breast cancer in CHC users, the biological effects of CHCs or a combination of both.

In rare cases, benign liver tumours, and even more rarely, malignant liver tumours have been reported in
users of CHCs containing ethinylestradiol. In isolated cases, these tumours have led to life-threatening
intra-abdominal haemorrhages. Therefore, 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 CHCs.

Hepatitis C
During clinical studies with patients treated for hepatitis C virus (HCV) infection with medicinal

products containing ombitasvir/paritaprevir/ritonavir and dasabuvir with or without ribavirin, ALT
elevations higher than 5 times the upper limit of normal occurred significantly more frequently in
women using ethinylestradiol-containing medicinal products such as CHCs. Additionally, also in
patients treated with glecaprevir/pibrentasvir or sofosbuvir/velpatasvir/voxilaprevir, ALT elevations
were observed in women using ethinylestradiol-containing medications such as CHCs. Women using
medicinal products containing oestrogens other than ethinylestradiol had a rate of ALT elevation similar
to those not receiving any oestrogens; however, due to the limited number of women taking these other
oestrogens, caution is warranted for co-administration with the combination therapeutic regimen
ombitasvir/paritaprevir/ritonavir and dasabuvir with or without ribavirin and also the regimen
glecaprevir/pibrentasvir or sofosbuvir/velpatasvir/voxilaprevir. See also section 4.5.

Other conditions

The progestogen component in Lydisilka, drospirenone, is an aldosterone antagonist with potassium
sparing properties. In most cases, no increase of potassium levels would be expected. In a clinical study
with drospirenone, however, in some patients with mild or moderate renal impairment and concomitant
use of potassium-sparing medicinal products, serum potassium levels increased slightly, but not
significantly, during intake of 3 mg drospirenone for 14 days. Therefore, it is recommended to check
serum potassium during the first treatment cycle with Lydisilka 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 hypertriglyceridaemia, or a family history thereof, may be at an increased risk of
pancreatitis when using CHCs.

Although small increases in blood pressure have been reported in many women taking CHCs, clinically
relevant increases are rare. A relationship between CHC use and clinical hypertension has not been
established. However, if a sustained clinically significant hypertension develops during the use of a
CHC, then it is prudent for the physician to suspend the intake of the tablets and treat the hypertension.
Where considered appropriate, CHC 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 CHC use,
but the evidence of an association with CHC use is inconclusive: jaundice and/or pruritus related to
cholestasis; gallstone formation; porphyria; systemic lupus erythematosus; haemolytic uraemic
syndrome; Sydenham’s chorea; herpes gestationis; otosclerosis-related hearing loss.

Exogenous estrogens may induce or exacerbate symptoms of hereditary and acquired angioedema.
Acute or chronic disturbances of liver function may necessitate the discontinuation of CHC use until
markers of liver function return to normal. Recurrence of cholestatic jaundice which occurred first during
pregnancy or previous use of sex steroids necessitates the discontinuation of CHCs.
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Although CHCs 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 CHCs (containing
<50 pg ethinylestradiol). However, diabetic women should be carefully observed, particularly in the
early stage of CHC use.

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

Depressed mood and depression are well-known undesirable effects of hormonal contraceptive use (see
section 4.8). Depression can be serious and is a well-known risk factor for suicidal behaviour and
suicide. Women should be advised to contact their physician in case of mood changes and depressive
symptoms, including shortly after initiating the treatment.

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
CHCs.

Medical examination/consultation

Prior to the initiation or reinstitution of Lydisilka 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 contraindications (see section 4.3) and
warnings (see section 4.4). It is important to draw a woman’s attention to the information on venous
and arterial thrombosis, including the risk of Lydisilka compared with other CHCs, the symptoms of
VTE and ATE, the known risk factors and what to do in the event of a suspected thrombosis. 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 hormonal contraceptives do not protect against human
immunodeficiency virus (HIV) infection and/or acquired immunodeficiency syndrome (AIDS) and
other sexually transmitted diseases.

Reduced efficacy

The efficacy of CHCs may be reduced in the event of missed tablets (see section 4.2), gastro-intestinal
disturbances during pink active tablet taking (see section 4.2) or concomitant medicinal products (see
section 4.5).

Cycle control
With all CHCs, unscheduled bleeding (spotting or 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. Unscheduled bleeding or spotting occurred in 14% to 20% of
women using Lydisilka. Most of these episodes concerned spotting only.

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 a small percentage of women (6-8%), withdrawal bleeding may not occur during the placebo tablet
phase. If absence of withdrawal bleeding occurs and Lydisilka has been taken according to the
instructions as described in section 4.2, pregnancy is unlikely. However, pregnancy must be ruled out
before Lydisilka use is continued, if Lydisilka has not been taken as directed, or if two consecutive
withdrawal bleeds do not occur.

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 (CBG) and lipid/lipoprotein fractions, parameters of
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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 anti-mineralocorticoid activity.

Excipients
Patients with rare hereditary problems of galactose intolerance, total lactase deficiency or glucose-

galactose malabsorption should not take this medicinal product.
This medicinal product contains less than 1 mmol sodium (23 mg) per tablet, that is to say essentially
‘sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction

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

Pharmacokinetic interactions

Effects of other medicinal products on Lydisilka

Interactions can occur with medicinal products that induce microsomal enzymes, resulting in increased
clearance of sex hormones, which may lead to breakthrough bleeding and/or contraceptive failure.

- Management

Enzyme induction can already be observed after a few days of treatment. Maximum enzyme induction
is generally observed within a few weeks. After the cessation of medicinal product therapy, enzyme
induction may be sustained for about 4 weeks.

- Short-term treatment

Women on treatment with enzyme-inducing medicinal products should temporarily use a barrier
method or another method of contraception in addition to the CHC. The barrier method must be used
during the whole time of the concomitant medicinal product therapy and for 28 days after its
discontinuation. If the medicinal product therapy runs beyond the end of the pink active tablets in the
CHC pack, the white placebo tablets must be discarded and the next CHC pack should be started right
away.

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

The following interactions have been reported in the literature.

Medicinal products increasing the clearance of CHCs (enzyme-induction), e.g.:

barbiturates, bosentan, carbamazepine, phenytoin, primidone, rifampicin and HIV medicinal products
(e.g. ritonavir, nevirapine and efavirenz) and possibly also felbamate, griseofulvin, oxcarbazepine,
topiramate and products containing the herbal St. John's wort (Hypericum perforatum).

Medicinal products with variable effects on the clearance of CHCs:

When co-administered with CHCs, many combinations of HIV protease inhibitors and non-nucleoside
reverse transcriptase inhibitors, including combinations with HCV inhibitors can increase or decrease
plasma concentrations of oestrogens and progestogens. The effect of these changes may be clinically
relevant in some cases.

Therefore, the prescribing information of concomitant HIV/HCV medicinal products should be
consulted to identify potential interactions and any related recommendations. In case of any doubt, an
additional barrier method of contraception should be used by women on protease inhibitor or non-
nucleoside reverse transcriptase inhibitor therapy.
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Medicinal products decreasing the clearance of CHCs (enzyme inhibitors):

The clinical relevance of potential interactions with enzyme inhibitors remains unknown. Concomitant
administration of strong CYP3A4 inhibitors can increase plasma concentrations of oestrogens or
progestogens or both.

- Potential interactions with drospirenone

In a multiple dose study with a drospirenone (3 mg/day) / ethinylestradiol (0.02 mg/day) combination,
co-administration of the strong CYP3A4 inhibitor ketoconazole for 10 days increased the area under
the curve during a 24-hour period (AUC-24 ny) of drospirenone (and ethinylestradiol) 2.7-fold (and
1.4-fold, respectively).

- Potential interactions with estetrol

Estetrol is predominantly glucuronised by UDP-glucuronosyltransferase (UGT) 2B7 enzyme (see
section 5.2 ‘Pharmacokinetic properties’). No clinically relevant interaction was observed with estetrol
and the strong UGT inhibitor valproic acid.

Effects of Lydisilka 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., ciclosporin) 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.

Based on in vitro inhibition studies, an interaction of estetrol contained in Lydisilka with the
metabolism of other active substances is unlikely.

Pharmacodynamic interactions

Concomitant use with the HCV medicinal products containing ombitasvir/paritaprevir/ritonavir and
dasabuvir, with or without ribavirin, may increase the risk of ALT elevations in women using
ethinylestradiol containing medicinal products such as CHCs (see section 4.4). Women using
medicinal products containing oestrogens other than ethinylestradiol, had a rate of ALT elevation
similar to those not receiving any oestrogens; however, due to the limited number of women taking
these other oestrogens, caution is warranted for co-administration with the combination therapeutic
regimen ombitasvir/paritaprevir/ritonavir and dasabuvir with or without ribavirin and also the regimen
with glecaprevir/pibrentasvir or sofosbuvir/velpatasvir/voxilaprevir (see section 4.4).

In patients without renal impairment, the concomitant use of drospirenone and angiotensin converting
enzyme (ACE)-inhibitors or non-steroidal anti-inflammatory drugs (NSAIDs) did not show a
significant effect on serum potassium. Nevertheless, concomitant use of Lydisilka 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.

Paediatric population

Interaction studies have only been performed in adults.

4.6 Fertility, pregnancy and lactation

Pregnancy

Lydisilka is not indicated during pregnancy.

If pregnancy occurs while taking Lydisilka, further intake must be stopped.

There are limited amount of data from the use of Lydisilka in pregnant women.
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Studies in animals have shown reproductive toxicity (see section 5.3). Based on animal experience,
harmful effects due to hormonal action of the active substances cannot be excluded.

The increased risk of VTE during the postpartum period should be considered when re-starting
Lydisilka (see section 4.2 and 4.4).

Breast-feeding

Small amounts of the contraceptive steroids and/or their metabolites may be excreted with the breast
milk and might affect the child.

Breast-feeding may be influenced by CHCs as they may reduce the quantity and change the
composition of breast milk. Therefore, the use of CHCs should not be recommended until the

breast-feeding mother has completely weaned her child and an alternative method of contraception
should be proposed to women wishing to breastfeed.

Fertility

Lydisilka is indicated for oral contraception. For information on return to fertility, see section 5.1.
4.7  Effects on ability to drive and use machines

Lydisilka has no or negligible influence on the ability to drive and use machines.

4.8 Undesirable effects

Summary of the safety profile

The most commonly reported adverse reactions with Lydisilka are metrorrhagia (4.3%), headache
(3.2%), acne (3.2%), vaginal haemorrhage (2.7%) and dysmenorrhoea (2.4%).

Tabulated list of adverse reactions

Adverse reactions that have been identified are listed below (see table 3).

Adverse reactions are listed according to the MedDRA system organ class and ranked under frequency
groupings using the following convention: common (>1/100 to <1/10), uncommon (>1/1,000 to
<1/100) and rare (>1/10,000 to <1/1,000).

Table 3: List of adverse reactions

System organ Common Uncommon Rare
class
Infections and Fungal infection Mastitis

infestations Vaginal infection

Urinary tract infection

Neoplasms Fibroadenoma of breast
benign, malignant
and unspecified
(including cysts
and polyps)

Immune system
disorders

Hypersensitivity

Metabolism and
nutrition disorders

Appetite disorder

Hyperkalaemia
Fluid retention
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System organ Common Uncommon Rare
class
Psychiatric Mood disorders and Depression® Nervousness
disorders disturbances® Anxiety disorder®
Libido disorder Insomnia
Emotional disorder®
Stress
Nervous system |Headache Migraine Amnesia
disorders Dizziness
Paraesthesia
Somnolence
Eye disorders Visual impairment
Vision blurred
Dry eye
Ear and labyrinth Vertigo
disorders
Vascular Hot flush Hypertension
disorders Venous thrombosis

Thrombophlebitis
Hypotension
Varicose vein

Gastrointestinal

Abdominal pain

Abdominal distension

Gastroesophageal reflux

disorders Nausea Vomiting disease
Diarrhoea Colitis

Gastrointestinal motility

disorder

Constipation

Dyspepsia

Flatulence

Dry mouth

Lip swelling
Skin and Acne Alopecia Dermatitis
subcutaneous Hyperhidrosis® Pigmentation disorder®
tissue disorders Skin disorders® Hirsutism

Seborrhoea

Pruritus

Swelling of face

Urticaria

Skin discolouration
Musculoskeletal Back pain Muscle spasms
and connective Limb discomfort
tissue disorders Joint swelling

Pain in extremity
Renal and urinary Bladder spasm
disorders Urine odour abnormal
Pregnancy, Ectopic pregnancy
puerperium and
perinatal
conditions
Reproductive Breast pain Abnormal withdrawal Ovarian cyst

system and breast
disorders

Metrorrhagia
Vaginal haemorrhage
Dysmenorrhoea

bleeding®
Breast swelling
Vulvovaginal disorder®®

Lactation disorders
Endometrial disorder
Dysfunctional uterine
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System organ Common Uncommon Rare
class
Menorrhagia Vaginal discharge bleeding
Premenstrual syndrome Pelvic pain

Breast mass®t)
Uterine spasm
Uterine haemorrhage
Menometrorrhagia
Dyspareunia

Nipple disorder
Breast discolouration
Coital bleeding

General disorders
and

administration site
conditions

Fatigue

Oedema

Chest pain
Feeling abnormal

Malaise®?
Pain
Hyperthermia

Investigations

Weight fluctuation

Hepatic enzyme increased
Lipids abnormal

Blood pressure increased
Renal function test abnormal
Blood potassium increased
Blood glucose increased
Haemoglobin decreased
Serum ferritin decreased
Blood in urine

@ including affect lability, anger, euphoric mood, irritability, altered mood and mood swings
@ including depressed mood, depressive symptom, tearfulness and depression

@ including agitation, anxiety, generalised anxiety disorder and panic attack

®including emotional disorder, emotional distress and crying
® including night sweats, hyperhidrosis and cold sweat

® including dry skin, rash and skin swelling

™ including dermatitis and eczema
® including chloasma and skin hyperpigmentation
® including abnormal withdrawal bleeding, amenorrhoea, menstrual disorder, irregular menstruation,
oligomenorrhoea and polymenorrhoe
@9 including vaginal odour, vulvovaginal discomfort, vulvovaginal dryness, vulvovaginal pain,
vulvovaginal pruritus and vulvovaginal burning sensation
M including breast mass and fibrocystic breast disease

2 including malaise and decreased performance status

Description of selected adverse reactions

An increased risk of arterial and venous thrombotic and thromboembolic events, including myocardial
infarction, stroke, transient ischemic attacks, venous thrombosis and pulmonary embolism has been
observed in women using CHCs, which is discussed in more detail in section 4.4.

The following serious adverse events have been reported in women using CHCs, 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 CHC use is not conclusive:
Crohn’s disease, ulcerative colitis, epilepsy, uterine 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 CHC use
until markers of liver function return to normal.
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- Exogenous estrogens may induce or exacerbate symptoms of hereditary and acquired
angioedema.

The frequency of diagnosis of breast cancer is very slightly increased among CHC 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 CHC use is unknown. For further information, see sections 4.3 and

4.4,

Interactions
Breakthrough bleeding and/or contraceptive failure may result from interactions of other medicinal
products (enzyme inducers) with oral contraceptives (see section 4.5).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

There has not yet been any experience of overdose with Lydisilka. On the basis of general experience
with combined oral contraceptives, symptoms that may possibly occur in case of taking an overdose of
pink active tablets are nausea, vomiting and withdrawal bleeding. Withdrawal bleeding may even
occur in girls before their menarche, if they accidentally take the medicinal product. There are no
antidotes and further treatment should be symptomatic.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Sex hormones and modulators of the genital system, progestogens and
oestrogens, fixed combinations, ATC code: GO3AA18

Mechanism of action

Lydisilka contains the oestrogen estetrol and the progestogen drospirenone. Estetrol is an oestrogen
that is only produced during pregnancy by the human foetal liver.

Estetrol demonstrates anti-gonadotropic activity characterised by a dose-dependent decrease in both
serum follicle-stimulating hormone (FSH) and luteinizing hormone (LH) levels.

The progestogen drospirenone possesses progestagenic, antigonadotropic, antiandrogenic and mild
antimineralocorticoid properties and has no oestrogenic, glucocorticoid or antiglucocorticoid activity.
These properties are pharmacologically similar to the natural hormone progesterone.

The contraceptive effect of Lydisilka is based on the interaction of various factors, the most important
of which is inhibition of ovulation.

Clinical efficacy and safety

Two clinical studies were performed worldwide, one pivotal study in the EU/Russia and a supportive
study in the US in women between 16 and 50 years of age for 13 cycles/1 year.

The following Pearl Indices in women 18-35 years of age were found in the pivotal EU/Russia study

based on a total of 14,759 cycles in which cycles with back-up contraception and cycles with no
sexual activity have been excluded:

17



Method failure: 0.26 (upper limit 95% confidence interval 0.77);
Method and user failure: 0.44 (upper limit 95% confidence interval 1.03).

The study in the US found higher Pearl Indices than noted in the EU/Russia study. It is known that
Pearl Indices of studies performed in the US are higher than noted in EU studies, but the cause of this
discrepancy is unknown.

In a randomised open-label study, 97% of women in the Lydisilka group demonstrated a return to
ovulation by the end of the post-treatment cycle.

Endometrial histology was investigated in a subgroup of women (n=108) in one clinical study after up
to 13 cycles of treatment. There were no abnormal results.

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
Lydisilka in one or more subsets of the paediatric population in oral contraception (see section 4.2 for
information on paediatric use).

5.2 Pharmacokinetic properties

Estetrol

Absorption
Estetrol is rapidly absorbed after ingestion. After intake of Lydisilka, average peak plasma

concentrations of 17.9 ng/mL are reached 0.5-2 hours after single ingestion.
The overall exposure to estetrol is similar irrespective of food intake. The Cnax Of estetrol is reduced
with approximately 50% after food intake.

Distribution

Estetrol does not bind to SHBG. Estetrol displayed moderate binding to human plasma proteins
(45.5% to 50.4%) and human serum albumin (58.6%), and low binding to human alpha-glycoprotein
(11.2%). Estetrol is equally distributed between red blood cells and plasma.

In vitro studies indicated that estetrol is a substrate of P-gp and BCRP transporters. Co-administration
of drugs that affect the activity of P-gp and BCRP is however unlikely to result in a clinically relevant
drug interaction with estetrol.

Biotransformation

After oral administration, estetrol undergoes extensive phase 2 metabolism to form glucuronide and
sulphate conjugates. The two main metabolites estetrol-3-glucuronide and estetrol-16-glucuronide
have negligible oestrogenic activity. UGT2B?7 is the dominant UGT isoform involved in the
biotransformation of estetrol into a direct glucuronide. Estetrol undergoes sulfation, mainly by specific
oestrogen sulfotransferase (SULT1E1L).

Elimination

The terminal elimination half-life (t1,) of estetrol was observed to be around 24 hours under steady
state conditions.

Following administration of a single oral solution of 15 mg [**C]-estetrol, approximately 69% of the
total recovered radioactivity was detected in urine and 21.9% in faeces.

Linearity/non-linearity

When Lydisilka is administered from 1 to 5 times the dose, estetrol plasma levels do not show any
relevant deviation from dose-proportionality, after single administration as well as in steady-state
conditions.

Steady-state conditions
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Steady-state is achieved after 5 days. Cmax Of estetrol is about 17.9 ng/mL and is reached 0.5-2 hours
after dosing. Average serum concentrations are 2.46 ng/mL. The accumulation is very limited with
daily area under the curve (AUC) at steady-state 60% larger than after a single dose.

Drospirenone

Absorption
Drospirenone is rapidly and almost completely absorbed. After intake of Lydisilka, Cmax of about

48.7 ng/mL is reached at about 1-3 h after multiple ingestion. Bioavailability is between 76 and 85%.
The overall exposure to drospirenone is similar regardless of food intake around tablet intake of
Lydisilka.

Distribution

Drospirenone is bound to serum albumin and does not bind to SHBG or CBG. Only 3-5% of the total
serum concentrations of the active substance are present as free steroid. The mean apparent volume of
distribution of drospirenone is 3.7 + 1.2 L/kg.

Biotransformation

Drospirenone is extensively metabolised after oral administration. The major metabolites in plasma
are the acid form of drospirenone, generated by opening of the lactone ring, and the
4,5-dihydro-drospirenone-3-sulfate, formed by reduction and subsequent sulfation. Drospirenone is
also subject to oxidative metabolism catalyzed by CYP3A4.

Elimination

After oral administration of Lydisilka, serum drospirenone levels decrease with a terminal elimination
half-life observed around 34 hours. 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 t1» of metabolite excretion with the urine and faeces is about 40 h.

Linearity/non-linearity
Drospirenone plasma levels do not show any relevant deviation from dose-proportionality over the
3-15 mg dose range, after single administration as well as in steady-state conditions.

Steady-state conditions

Steady-state is achieved after 10 days. Cmax Of drospirenone of about 48.7 ng/mL is reached after about
1-3 hours after dosing. The mean concentration during steady state over a 24-hour dosing period is
approximately 22 ng/mL. The accumulation is very limited with daily AUC at steady-state 80% larger
than after a single dose.

Special populations

Renal impairment

No studies were performed to evaluate the effect of renal disease on the pharmacokinetics of estetrol.
In a study performed with drospirenone 3 mg alone administered orally for 14 days, 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 with those in women with normal renal function.

Hepatic impairment

Estetrol

A study has been performed with a single oral dose of 20 mg estetrol monohydrate administered in
female subjects with normal hepatic function, mild hepatic impairment (Child-Pugh class A),
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moderate hepatic impairment (Child-Pugh class B), and severe hepatic impairment (Child-Pugh class
C).

The results show that Crmax and AUCiqs ratios for estetrol were ~1.7 fold and ~1.1 fold, respectively, in
mild hepatic impairment versus subjects with normal hepatic function, ~1.9 fold and ~1 fold,
respectively, in moderate hepatic impairment versus subjects with normal hepatic function, and ~5.4
fold and ~1.9 fold, respectively, in severe hepatic impairment versus subjects with normal hepatic
function.

Drospirenone

In a single dose study, oral clearance of drospirenone (CL/F) was decreased approximately 50% in
volunteers with moderate hepatic impairment as compared to those with normal liver function.

Paediatric population
The pharmacokinetics of estetrol and drospirenone in postmenarcheal female adolescents (below
16 years of age) after intake of Lydisilka have not been investigated.

Other special populations

Ethnic groups
No clinically relevant differences in the pharmacokinetics of estetrol or drospirenone between
Japanese and Caucasian women have been observed after single dose administration of Lydisilka.

5.3  Preclinical safety data

Repeated dose toxicity studies with estetrol, drospirenone or the combination have indicated expected
estrogenic and gestagen effects.

At exposures exceeding those in users of Lydisilka (~27-fold multiple for estetrol and ~3.5-fold
multiple for drospirenone), ventricular histological changes, without clinical effects, were observed in
monkeys after repeated administration of the combination.

Reproductive toxicity studies in rats and rabbits performed with estetrol have shown embryotoxic and
fetotoxic effects in animals at clinically relevant exposures; the effects possibly dependent on
uterotonic effects in late gestation.

Genotoxicity and carcinogenicity studies were not conducted with the combination. Estetrol and
drospirenone are not considered to be genotoxic. However, it is known that due to their hormonal
action, sex steroids can promote the growth of certain hormone-dependent tissues and tumours.
Environmental risk assessment studies with drospirenone have shown that drospirenone may pose a
risk to the aquatic environment (see section 6.6). Environmental risk assessment studies with estetrol
including the Japanese medaka fish extended one generation reproduction test indicated that the
predicted environmental exposure to estetrol will not affect the aquatic ecosystem.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Pink active film-coated tablets

Tablet core

Lactose monohydrate
Sodium starch glycolate
Maize starch

Povidone K30
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Magnesium stearate (E470b)

Tablet coating

Hypromellose (E464)
Hydroxypropylcellulose (E463)
Talc (E553b)

Cottonseed oil, hydrogenated
Titanium dioxide (E171)

Iron oxide red (E172)

White placebo film-coated tablets

Tablet core

Lactose monohydrate

Maize starch

Magnesium stearate (E470b)

Tablet coating

Hypromellose (E464)

Hydroxypropylcellulose (E463)

Talc (E553b)

Cottonseed oil, hydrogenated

Titanium dioxide (E171)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

4 years.

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

Transparent PVC/aluminium blister containing 28 film-coated tablets (24 pink active tablets and
4 white placebo tablets) in a carton with an etui storage bag and 1, 3, 6 or 13 self-adhesive weekday
sticker(s).

Pack sizes: 28 (1 x 28), 84 (3 x 28), 168 (6 x 28) and 364 (13 x 28) film-coated tablets.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal

Drospirenone containing medicinal products may pose a risk to the environment (see section 5.3).
Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

Estetra SRL
Rue Saint Georges 5-7
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4000 Liege

Belgium

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/21/1548/001

EU/1/21/1548/002

EU/1/21/1548/003

EU/1/21/1548/004

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 19.05.2021

10. DATE OF REVISION OF THE TEXT
05/2024

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu

22



23



iR 1T R



v'ztiﬁwg’ciﬁjm@%:& Vo7 ORGERD, ZHICKY ., Bl eGP R
INb, EEMUEEEIIRERANE DN D ETOFELRERETLHZ Lk bons, BIEA
DWEITEICONWTITA8TEAEASHROZ L,

1. #R4

Lydisilka3mg/142mg 7 4 /v ha—T ¢4V JHE

2. EMERY - EEAUMK

VL BOAEY EETEEA L EFIC R AE L ) v 3mg KT AT b r—/L 142mg |Z
ST 527 ha—L—KMWEEET 5,

HEDK T 7 v REITAER DY a5 a L7,

TEH2SBER DRI

v OBy EETetER 1 8EHT-D T 7 b—A K 40mg 2 EH6T 5,
HEEDO T EREELEEHTZV T 7 h—A2A— KW 68 mg =& HT 5,

BRI DO—EEZOWTIE, 6.1 HESROZ &,

3. A¥
T AN a—TF 0Tk BEH)

HMA E G USRI, ©rr QOmMPE, B 6mm DT 4 Lha—F v IEET, f
i K2y 7RO SRZESATNS,

7T AREEX, AA~F 7R T A FOWAE, BERE6mm DT 4V ha—T 4 T EET,
FHEIC Ry 7R oo I08GEI STV 5,

4.  BERPRFFE

4.1 ZheE - R

0% 11 BT

Lydisilka DL 2 P ET 2 BEIE, B2 O LI 2 BUEOERIA 1, FRCE IR AR ZERE
(VTE) (x4 DR 42 ZE T 208N H D, o, AAEMICEZ VIED Y 27 %

O ER/LE VRITE (CHC) DY A7 LT HAVENH D 3HEL V44 HEZ S
) .

42 RiE-HE
ik - HE
Lydisilka DR 7774

wOs



1 B 18% 28 AR CARAT S, $E8II3EH DR, NEIZGE TOREDKIy L &
HiZ, TV A @R R INTIBFCIRAT2 2 L, Al iz, T 700D
oy Atz 24 $EIRA L. RICHGO T T v REE%R 4 8ERMT 5, OEEEL, BiD
WIEDFE DFER IR LK 2B A SET 5,

HBHAT Yy I—%fEBLTEY, RAZMBLEZEZEEL L TEYTIRADAT v 1—
ZEEAIL — MBS 5,

W, AT 7 v REERARRIAD 2~3 HEZICHIBHMA A E W . kOEEDARH BRI
TR T LARWEARND S, 44E [HREYHRENM) 2281,

Lydisilka DRI 45 77 1%

. BT WA FED I L (R 1 4 A )

FERIORAIE, ZEOAREBMO 1 B, ThbbARBIMOYRICHGT 2 &, 208
A MOBHTIEE AT 2 MBI,

ARD2~5 HHIZBAZBRE L-HGE, Er 7 aofaohikns & tiekl & Koo 7 A ki
HETIRMT 2 ETAAODEITE LR, LERN->T, IRABRKE 7 Az F—2a/
EDFFEMED @Y TRHEEZ O L2 d e 57w, ARIOF 52 Bith9 2 Bl iR
DOFREMZZET HZ &,

. CHC (HEEFEO#HEHE (COC) | JEY > 7 RNTHEE N > TF) 006 DR

ML, TEIUTTATO COC Dtk DA EER] (AR & & Tt O8EA]) DR
W2, EL & BIATD COC DilE ORFEHH X7 7 e REO AKX T HOEBIZ,
Lydisilka DAk % BAAGT 2,

JEY T IRy T EMFH L TV H5E, AFIORRIZENG ZBRELIZYANEE L
W, B EBROBEHNTFESNTWZHETIZBBTHZ L,

. TSRS HP RS (T r SRR SHBE L, SRR, AT R) KT e
R BT E AR S X A (IUS) 526 DA

Fur A NS UVEAIEANSL DT BEZITNOTHARE (7T v M XUT TUS XY A

M5, FERANIREIOER N TFEINTWZA2D) 228, WInogast, IRARKBED

HiE 7 BN TIEOHHEZEID D Z L,

. LTHR AT D Jig o 1
HEBHIZARIORHAZBEL TR, ZO%HE. thOBSEEZ T 2 08T,

. TPHEEE K I TATHfE B D Ji v 1

Oy iR SUTIEIR T DIREER 21~28 H H OIRMBRMGEZEID 5 Z &, BB ENIZHZE. IR
MBREAEE 7 AU THEOHHZ IO 5 2 L, 2720, BRICHERENH - - 8%E 13, CHC
DR ZBAAGT D BNIHEIR L TORWZ & 2RSS 2700, H D WO AR LR
ERANSPANAR

BIE~OFEHICHOWTIZ, 46 HEZSRDOZ L,

BB LV DAL

TN AR —ERINOAGT T REITER L Ty, L, BEXETICT 7B REDIRM
HMZEETHZ NV E IEET S 2 &)

UTo#EE L. 708 za8ieER0RAENORIIET LD TH S,

v 7 B OF RN T @ e BEAI ORI OEEND 24 BRSANOSE 13, BEENRITIKT L2
Vo TEDRETRLSIRABNEER 2R L, ROFEANTE T ORZNZARA T %,



v 7 OIS G T EEAIO IR OB 24 R 2B X TS E . BT R MR L
TWDHREMED B Do LA T D 2 DOJFANIHE » TERA ST 2,

1 HESEOREIIRIIZ 4 B & L. IR O TS 4 BEZ#E 2202 L,

2. BUR TS FEAR-IIR-Eh oo+ 200l 215 5 1213, 2 7 ORI & & TedER
7 A FERE TR T 2 LEZ DR D 5,

L7edio T, BHRFITIILL T DR E1T 5,

1~7 HH
TEXDHRETRLMAENT D LOFEZEDOEMZIRHT 5, HEIC L > TXFEIRRC 2 §2iRAT
HZ R D, ZTORITEE ORIANIIRAT 5, 72, B 7 aOFD % & TiER % 7
HEERGE CAIRATAETIE, 2 R—2 R FoN) THEZEATIZEET5, ZERETOD
7 HENZHER WD B - 7256 01%, RO AIREME A Z[E L 72T iuT7e H7a0, 8EAI DA S
MENTE, F7 7 8REORHABMENZITVIZE, ROV 27 RNEL 25,

8§~17 HH
TEDLETRLMAENT S LOFEZEOERZRAT 5, HEICE > TUIFERH 2 SERH T
L2 D, EO®RITEE ORI T 5, BAUIOMAENE TO 7 HRE, $EFIZIEL
<R L TR, thoBEE2 T o 0832, Lo, 1 EEZBEX TRAEENTZS
BT, B 7 tOF & Tebifl A2 7 B ERE CIRA T 2 £ T, thodetikz= 0T
LHEOWEETLZ L,

18~24 HH

77 REORAIMRIEL 7o TS, FEEKTOY 27 RNEL o TWn5b, 7272
L, IRER T V2 — /VOFHEIZLY | BETROK T IXERERTRECH 5, IO E
THTHM, 2 TOHEFZIELIIRALTWAEAIFUTD 2 2OZRED 5> Lok
BESFAUE, MOBETEEZ G2 BB, £ ) TRWEEAX, 2 2OBRED H Bk
WOBRRIKICHE -T2 BT, B 7 BOF RSy & &b fl % 7 B sk CIRA T 5 £ Tiio
WHEZ DT LERH 5,

1. TXLETELLBAENTZ I bORKEOEAZIRAT 5, BEICX > TILFEEFC 282
RAT2ZLi2d, 0%, o7 OBy %S TEERN < b THlED
REZNC IR &t T 5, BP0 ABO T 7 2 AREE 4 8EITMWIET HZ &, EHHIZIROT
U AL —aEDORAZET 5, 2 0HDOBEDO Y V7 DR SY %& & Te bRy
& D F TR MK = 2 ATREMEIZIR VS, B 7 DA RIS & & T e BEHI AR T
HIZ s M SOEFE N E Z D Z Enbdb D,

2. R oOT Y 2AF—mio, v GOy ST EAIORM 21k 5 K 54
T 5, RHBPBENT A E GO TR 4 ARREIIO QA0 T 7 REEZRM LT
k. ROT Y AZ =& TR %,

A SN D 7T RRABARNIZE R AZ8D 52 WIEE L. dEROFTREMEAZ & [E L7
AU 5720,

el AR Ay

HEOHGEE (EHSUIFRARLE) 056, BRICBINS RV AEERH 5720, o
BEHEEZON T2 2L &5, B 7 BOFMSG & & Tefehl & Ik 3~4 R LI
L725mEaid, TEHRTRF LY () SERZRMATS 2L, RETHIIE, Hriv
v 7 B OF RIS @ e BEANTIEH OARAFREZI 25 24 REHILINICARI T2, 24 IF[H] 2
AL EE, 428 [MAEADL) (R TRAENICHET 285 2T 5, @5 Ok

4



AAr Y 2a— IVOEELZLERWES, BIOT Y 22— 53BN 7 OB ESY
Za e BER 2 R LT iuiEze B 7eu,

THIB M1l 22 5 85 7k

IR MO 238 585120, EHToaEOABO 77 v REEEZRAETIC, o7V
A & —al D Lydisilka Z#¢ T TR T2 048R HH, 2 oHOWEEDOE 7 @@ﬁiﬁﬁiﬁj\%
EUEEAIN 2 7D FE T, HETHRVIERFEETH D, EEH, ARHEH <0 0K H i 23
XDOHAMNH D, Lydisilka D EHIRMA L. 77 B RERAYFZICHER T2,

BLRAE STV D IEH O A B2 RO R IZZE T 5121, KRIEIO 7T &R EE O IR HH 2
LT D HEEMET DL 58T 5, 77 v REORAHIMAEIZ L 1HIRH 2372
<V ROEILDOERHIAGE ML mRHHIM A E Z 5 U 27 R"E< 20 (HRZELELS
B LRRR)

oL el

B
ARENTEARIL I S ey,

B /»’am
SRR BB Ak b LT BRI C M L TV A, AR B OEAR 2 BT TR
—/c:g?)é (43 IE%Z/%H\E\) o

N E

JHEEBN T AT b —/ L OIYENHEIZ KT TR Z I T 53 BRIE, S2TIRI TV
B ZORBRAERND, Eﬁ@ﬁhm(amw@h&?xc)@%%%fﬁxﬁ%%ﬁmﬁ
IRREERE LR L T AT b e — L O MFEFIREEOHMAHRAKNEROH S Z L & L TR
e X,

fﬁfﬂ?T BT — 2O X Lydisilka 13, AFHEREIEAN IEH IR D22V RY | HEDOHFR
BOBMECIIERTHD A3HEASH) |

BEANFARERT — X ICHS < b W £ 72135 o fFkEE o 8 TlL,. Lydisilka o &
FEITLE W 52IEEZSR) |

NEEE]
AFNOERNIIHRRZRICTEH S D, 16 A DEAFEE (21T D AR H DL Ik O itk
ST STV, FIHFTREZR T — 2 13720,

43 X5

B T AT br—/L&A CHC DEFT — X I o TWhian=d, AAIOEHIC
%:wzxL?Vﬁew@ﬁam@ﬁ%%ﬁﬁbi6&%2%%60k_méﬁéﬁA
IZCHC ZH& G- Lz &, £, KARRMAFIZEL T OWT N ORBOF 2 IZHBL L7125
Elix. BELICAFIORREZRIET S Z &,

- B RIMARZERRSE (VTE) XIXZ OfalRK+ 2 /35
VTE-BfED VTE (BrdtEF O H- 59 T) XX VIE OBEERE (IR
FAE [DVT] XI3MZERSE [PE] ) .
- EMEE 7 e 74 C (APC) Pt B VRRTFIA T 25L) . 7oF ke
VEVIIRZIE, 70T Ay CREIE, 7u7A Y SRZIERE., FHRIMAR
FERIE OB ORI T % RER RN H D54

5



- R OHIKEE Z 2 KFIF @4HESR)
B DOFERRINF DAFTEIC L BARIMARZERRIE D U A 7 BN EH L TV B854
(44EHEZM)

- %%mﬁ%&ﬁ(xm)ii%®ﬁﬁl%%ﬁ#6

ATE-HIfED ATE. ATE (OfEZE [MI] 48) XUEZ ORERER (FerEss)
DEEERE,

- Jib4 i A5 % AR -BRAE DRz . BN 2SR SR O RBRAELR (A i & A
[TIA] %%) OBEIEEE,
FREATA VIJER LY SEESUE FLhvo A Y Brbik, —7 2
PUREE IR ) 72 & BhfkinAe ZEARIE O BER O BRI Tk RFZER D & 55

AN
Mo

FR SRy MHEARRRRE IR 2 £ 5 Fr R O BEEIE,
I DGR FDIFAEIC L 0 BIRMARZERIED Y A7 N EFR LTS (4471H
M) | TR D L D 72 m EOSERK T ORI L 0 Bkt 2R fED U A
I ERLTWHE56:
18 B3 2 1 O BE IR Ip
¥ O IfLE
- HE DR ) RE A ME
- TS RERR A F 8 2 £ © BE O PR BT 2 OBEE IR
- HEOREE T EE AR
- FEREE (B, EMEEZET) XX OB ERE
- P2 T 1A RRTEPEEMERS X137 0%\ (BB R E) o
ZWrOREE L TV W EH M
ARHFNDOE RSy % 6.1 TEIZFLHE D 2 O ORIk 2 W EUE

N

4 FHRBEROER EOER

1%
i

LIF ORESUISERAF- O Wz B3 25613, AA O 2 IR ES 2 Rl @E A >
WTELSFELEIBENRDH D,

S OB EIERRE DS BAC AT 7 ISR BL L 72356120, ERCER 5 2 &, ER

IIAKN O 2 1T RENGNZ W52 &, LU \_/T'TT 21X, Wb F=u

T A KNI UA—/IVER CHC THOLNTEFET — XIS, AFT= AT ha—L&2E5H

#5 BT AT b — /L&A CHC OFEFT — 213G o Tz, AREIOMEH
JixMEgELEsEALY D EEZLND,

VTE X% ATE N8t 5 Ui E L= 8a1cid. CHC O a2 hikd 5 = &, HrkkEHE
&%%%féﬁAi\#%lﬁﬁ(&vJ/) CIMEF NS D120, WYIRIER LT
PEDORESREE R 2 BT D Z &,

2R e 7

VIE DY R

CHC OIAFHH Lt LT, HEBIXZVIED Y 2708 ERHT 5, LRIAFTZR MLV, )
NFAF A= XI ) NVZF AT e E2ERE LEEARBZF VA NI VF—V (=F
SNV R T VA= S0pg Kifi) EEATHEEKMIT, VIEDU X7 REHEV, FHEER
Tk, TNWHDEY) R7ERBEEBLIAFDY R 7 IIAHTH S, VIE U R 7 BEK/N
TRWEAIDOERZRET 2B, HHEZ L FRNCEE LAV, CHCIZL D VIED Y X
7. BEOCHEKRRTNEDY R 71252 5%E, HHRBBREHIDO 1EMTVIEDY R
BEROEWNWI L ZRECHEMBILDIZ L,



F7c, 4 AR EOTERIZ CHC O ZHR S EILE/ITIE. VAP ERTHZ LD
EAEh TV,

CHC FEfEFH DAk L TV W ePETid, 1 ARIZ 10,000 AH#) 2 #1723 VTE #3IET 5, 72
72U, flx O TRIESGE. £ OEBENLERKFIZE > TE U A7 X35 02@Ey (FRe
S

KHE (2F =1 X FT U4 —/L 50ug Kiiti) OBEAERVE L RHEHRERAEEZTRE LT
JELAFZETIL, 1AM T 10,000 AHHE 6~12 FlO LN VIE #3IET D Z ENHAB N E 7R
S>TWA,

TF =T A NTIF— A KN Re AL ) EA CHC B HE Tl. 14ERM T 10,000 A
O~12HIDEN VIE ZFRIET H EHEESNTWAD L ZRIC L, LR LVF A N LILE
£ O CHC i & TiX 10,000 AFFH 6245 Td> - 7=,

H—/LEORRAE L ) VER CHCIZE D U AZIZHOWTIEAHTH D,

KHAE CHCIZ LD 1 FEHT-0 O VIE BHEL., IR P SUI N EG o LMEIc RS D
RHE LV LD,

VTE (2 X DT HRITIEFIED 1~2%Th 5,

WD TENTITH S5, CHC AT, AT, MBSO EhF R & o i
(ZIIMARSEDN T D Z L AIRE SN TWD,

VTE D5 A7
CHC fEH# T, MofaRK %2869 5. FHIEBOGERE TN EET 56121, #FlRIL
FRERMEAIHED Y 27 N KIBIZ FRT5Z2E03H5 (F1E23R)

BE DR T DIFE L, UL D ERMARIED U A7 3 R LTV 5 LtE~OARF| O
Mzl 32 3mz22M) , H#EOBREF-2FEL TW A LMETIE, lx OfEREK
FHEBFLIZY A7 EIZVTED Y A7 B EFT 508N H 5, ZO%A. VIEDKRY
AY BB TDHUNENDD, XK T 4w b URITNTUARRREEZ LNDEEITIE,
CHC Z# L5 9 _& Tldpy 43HEEZBM) |

#1: VIE OfEREF

fE kRN 1 R

fES (30 kg/m % BRI AT ¢~ A58 | BMIO EF L3, VA7 BKRIEIC EHT 5,
(BMI) ] ,
D SERRIR - BFAE L TV DA, FicE

BT D ENEETHD,

BHIMOIEREE, KFM. FTESE | 20X 5 LEaid, EAOR~MNZHF1E L (Frk
BEOFAR, RSB TR, IKRE R | BFIROSEEEDR< L b 4lHFTNG) | 58
M5, EIZENT D K DIZRoTH 6 2 @EARIET D
FETIEHA LN ENREE LV, EERWAE
WRZRET DT, BIORHEELZEHT 52 &,

U2 OIERITIEENIEDO LT —Z N OHEE L7 b DO THY . VAR VAR NLVILVER CHCHEM &tk LT
ZOMOBENZ DN TOFX Y A7 BHW LA TN S,

ZEMEV TN BT S~TBIOEHETH Y . VR VS A B LVEA CHC IR (K 2.3~3.6 f4)
DOFAKREY A7 (2HS<,




AN 2 FHNC P IE T E R o 725E I, Hil
BIERIEZ BREICAND LEN DD,

HE  FRhOfERIN 7289 26
FTIE, AMAEBZ AT T2 G —
K72 B KEE & VTE OfERINF- & 72 0

25,

FHEEGME QLB ik AT, FFlC | BEMNBR DI 556 1X. CHC OffH %k

LEEG A S (S0 AT ] T ETHANCEMEOZEZZITHZ &,

VTE) ,

VTE [ZB8E 9% Z DAl DR & Ni, BEMET) T~ b—F A, BMREE
JEMERE, 1@MESIEMEIGERE (7 v — i XIXE
BEERIGR) | SietkIR M ERE

Tk BRI 35 DL E

Fr R I ARIE O FSIE XTI TIZ R T D i M OSSR AR ME T IRE OB 512>\ Tid, —
L7 R 720,

TFEIRIART <o, BRI ER O 6 MRENTMARZERIED U A7 N ERT 52 L 2B ET X TH
% (WM O3 LIC BT 2 HRIC OV TIT 4.6 HEZSM)

WE@%#MWT&UHU
JERDFEB LA, BEHICREEXT, EREFEICCHCZRAL WD Z 25
RN %%#6 &

DVT OFRIZIE, &@;o@ﬁh#%ﬁ#é ERH D,

- TR QYT RER, ST N IFRIRIZIG - 72 A ltE o fEfR

- TREOER AT ER., Ziuh ;tﬂE__LH%‘EX WIBITIRHZDHRBED ENE T END 5,
- TREDOBENE, DR & DI IR T

PE OFRIZIL, RO L D RIERDBBETHZ Enb D,

- ZESR D SR AR B D JZ B3 ST LA E O FSE
ZEFRHINGME (WAL D Z LB D)

- iy s

- HEDNHL HHARHEN

- SRR S I AR

o DR (B TR o TRk ) IIEFERERAER b E ENTEY . LY
— AR O EE Tl nESs (B2, ﬂﬁmmf)&hofﬂﬁéhé EMBH D,
MEHZEDOZFDMOMES LT, WEOREKOES, EIE. 27 (bThREf) REND
Do

iR ﬁﬂ@ﬁﬁ%ﬁ)%‘fﬁbt TiE, BRIEOBENOENERIZED Z L1 D D, HAITK
NG NN EYE=]y ?ﬁﬁ@ﬁ%ﬁﬁﬁhé%{:\%%éo
ATEDY X7

FEEFSE Tl CHC Off N ERIMARZERE (OApAEZE (ML ) UMM FEE (TIA.,
rath7p ) OV A7 O EFEEET L2 ENRENTWNS,
R MARZERR ES I B A LSRN H 5,

ATE DIl A7
fal&IK %895 CHC fEH#E 1%, BhiRife gttt & 0HE UIMmEEED Y A 7 )3 EF9

8



5L (F2%BM) . 1 OTHERRLGERKFPZH D, UIBEEOGERKNFRZH 55T, £
AUCED ATED Y R 7 @& D5A1L, AFIOERITERE T2 @3HEEZSH) , #Ho
fERIR - DFAE L TV DA TIE, l 2 OERE 7 ORFILL B2 A7 23 EFH3 2 etk
NHD, ZOHE, MYV AT EEEBTLIVNENRDD, XK T 4 v b URITNRT 2 ZANRRH|
EEZONDEAITIE, CHC 2453 _&E TlidZevy W3HESMH) |

2 : ATE OfERKEF

R AT HER
T Rz 35 bl b
e CHC DA Z= /ML HLctElcid, 252 K98

HEG5 25, 35 ETEIE AR i T D RS
(I, MOREHEEZ MM 5 2 L 2B D,

e 1ML

ES (30 kg/m? % L[] 5 BMI) BMI® F&H Ltz U R 7 BNKIEIZ EH$ 5,

D fERIK T2 A3 5 8EITIE, FICEETH
o

FIEEGE OLEB Mk SO, BRI | BUsiIER D BN 55513, CHC O 2 IRiE
LB R [S0cRT] CTOBNR | TORNCHMEDORREEZ T D 2 L,
MARFEARSE) o

F SRR CHC il I (2 F SR 0> F8 S B SU T B S 703 B b
L6 (e SR ORIEER O /T RENED &
%) 1E, BEHIHEMHEZTILETLHB LR 5 5,

FHERMEFRICBEET HEOMOE | FERIF, AT AT A VAE, ODEFREAE, O

& FAEh, By BEAME, 2T T h—
7 2

ATE DJEM

JERSFEEL L7 B, Eblciniae i), EFEFAEICCHCZRAL TV  Z L 2mb
L LOBHEITHEET L2 &,

BM2EH OBRITIZIR D L 9 BB END Z 03 h D,

- FRIZRD AN BT 28 m ., B, PO L O SU I
- FUEROBATREE, O F VY, PR, HihEE RS

- ZEFRNMEDSEEL, FERE R EE ST B IR T

- IR S AR 0D 228K D 1L R i

- JFURI A B 0 204 C B IR IR O 5ETR

- BikE Tk CGRIERE Y LA L DR WGEERH D)

FERS —IBIEDTEITIE, UiEFRN @R LREIE (TIA) THDZ LIRBREND,

DFFFEZE (MDD OFIZIZ, RO XD RIERNBIND Z L0 D,

- Wi, g, BB FENC ST 25, RPUR, A&, EEK, Moo ns Lok
BT ST

- FER. FHEAER. WHEH. M, BSOS D AR

- ik, HIERR, 2R

- I, ED, ErE, ST EW

- MR DB, %, BEih

- BAR ST AR



15

TF =)V A NTUA—/VER CHC OEMFEHE SHFB) 1T\, FESEY 270
EFHTDZENRNL ODOEFME THEINTNDD, ZOREN EOREMEITEICE b
NEr—vTA LA (HPV) 7% EOMEFOZFEAEAITER L TW AN DWW T E i
N5,

FHE CHC (mF =)V A NT VA= 50pug) OFEAICLD ., FENEREEOINEED Y
AT PMETFT 5, 2T AT ba—/LEH CHCIZH ST 5 OV T EZER I
EQAY AN

S4[EDPEERFIED A ZASHF T, ZF =)L A T U —/VEH CHC 2 LT 5 &tk

. FLE LW S AR Y R (RR—l 24) B TNIEENT 5 Z ENHE ST

%, CHC R IES 10 R\ Pz, BRI U A 7 1R EICHIT D, 40 7R O otk o FLgs
ITENTH D70, WEORERNR Y 27 L OE T, CHC & BAEMEH d X idsm s H L
BB TR &2 SN2 EEEIEIT D 220, RS TRk S oL, REEH
FO¥E L i U CHRRPICHEITENMEVMERI 2N H 5, RO bz A7 BRI N2 — 2 DJFRIA
& LT, CHCEAEIZR T Do B2 W, CHC OAMFMIVER X IXZ Ol 5135 2 5
b,

TF =)V R NT VA —/VEA CHC OFEREFEIZENT, FIUCEMEFEER, S bI2ER
(VRIS NS STV D, B ER TlX, 2 b OIEEN A fn 278 >3 IEIEN H i
EHlERZ Lz, Lo T, am%ﬁmbfwéﬁ WZEEO BRI SUIME

PPN I OB ZR O BT AE. BRI ﬁfiﬁ@r%%ﬁﬁé L
C ZHFA

CHIFR T A VA (HCV) EYUWERE 251, VA Y UOFHUIENFR T THLAEZ X
ELRY X T L e Y R FEALKR T YT E LG ﬁ%ﬁ%&ﬁbt%%ﬁ%fi CHC 73
EOTF =)V A NT VA= NVEFRANZHEH L TWD BT, EEE ERO 5584
O ALT EAPREHEIZRO LNz, SO, ZV AT VEMET L ZRAE LTV K
AT ENSPIRE AENVHRF VT TV ENLERGEENTZBETH, CHCr o= F =1
A N T VA= VEFMAOMERETALT FABZED N, =F =)L X b T4 —LLL
SO A FaFoEARHIEREO ALT BRI, REAE LRRETH-, 7Z7FL,

o= ka7 EFGREIEHE OEFEN DTz, UAE Y UOFHUIESFH T To
FLEZ AN ZTLENY N FEAVERE YT ELOOREE, N VT
EET LB AE NI RAT EIVNE ZE VR FS T T L ELOGEEE L D
PFRICIEFEENLETH D, 4A5SHLESHOZ L,

F DM DI FE

AR DT F A NSy THhD R AL ) id, B O LMERMEE AT STV RAT 0
/##%f%éoi&h&@%é\ﬁJﬁA%ﬁ@Lﬁi%ﬁéhﬁwoL@L\buxt
U oW ERRRER ClE, B X IHPEE OB HEREREEZ R L, wJ?Aﬁﬁiim%
BEH LTV A —DBREIZB W T, bmth//smg%maﬁmmbt&% HET
BWHODIMIET A Y 7 ARENDT NI R LZ, L7zRno T, ?Q’@F'aﬁﬁé‘ﬁﬁ@ml{ﬁqjﬁ)
T LR FE DS FEVERIPE O EIRIZH D BRERE AR SR T, FRCH U U AREERAIZ OFH LT
L8615, AR OBEOBEGY A 7 VHHIZIEF D U U LREEZMHRT 5 2 ERHER S
5, 45HHZHOZ &,

&~ 27U Y RMAEDZMERITE DFERE 2 A+ 2 2eMEix, CHC EERIRpIZER D Y X7
W@ RDHZENDH D,

%<@ﬁ@fcmﬁ%@#@bfﬁ@mEL%ﬁﬁ%éhfwéﬁ\ﬁ BICEW®DH 5 F
HiIEhTth s, am@ﬁm&%ﬁMHmrk®%Lri%jénfm&w Lol
amﬁ%¢ CHHGMEDRRIR NS E R D & 5 @ MJEN R L2 5412, EIIEER 05

10



ik L, SMJEDIREZIT ) ONBEHTH D, WYL EZ LN EEIL. BEREICLY
MJES EFE BT E, CHC DfFEHZ BB L TH L,

PERR K OV CHC DAERIC L0 0 LT ORBOFEISUTELA WS STV DA, CHCEM &
DEEMZ R BT REF LA TR, B D S & D 3mE R OV T 9 FEIE,
fBf, A7 4 U E, BEMETY T~ b= A BWIIMMIREEEEGRE, 7 AR,
TERRA~VARA L HEBAEIS & 2 #EE,

HRMET R b a7 d, BASPER O R ETHIEOMER 25 B LS L 2 8 b 5,

AVE OB TS BEREE OB A . TG~ — A — 2N IERIZAE ¢ % £ T CHC Offi i & 1k
LATIUZR SRV EDH 5D, IEHRFUTREOVERT v N ISR LS -
TEMEEE DN R L7280, CHC Offi 2 J ik L2 T ULz 57220,

CHC TR A > AV ARG L ONIHERE I Z 2 % ] F 3 Al REME & 5 25, R & CHC (=
F=)VE R T VA —)VE R S0ug Al) AR U CHERIFE RS OIRRIE A AT 3 5 BN
bHZLERTZET AR, Lo, R CHC BN, IR Otk % 13
ERECBET L L,

CHC DAEMFIZ, WIEME D S, TAN A, 71— 5 OTRIGHERIBR OB L3 #®iE &
m(b\éo

FIVE VHHTEOFEH CROONDIEE LI RWER E LT, 19 2K 0 L) 2N X<
HHNTWD G8HESM) . S ORITEERGANH Y. BRITECAZOERK 1T
HHZENILHMBENTND, IBEFIMRERL ZE D, [0 DM D DIERNBFRD bz
LEZiE, ERNCEET D X 9 EET 52 &,

Bl R RMERFBE DO BEERE D 5 B et Cld, & SRR BT NnNH 5D, BRI L
gAML, CHC ARA H1E B 6 TSR~ DR R 2 WE T 5 = &

R 2EE

Lydisilka O 5-Bi 46 UL BHRNC, FRM7ZME (FEEZ 1) ZBEL, 4R LT\
ZLEMERT AL, BE W3HEZR) KOS G4HEESH) 22FIC L EE R
EL, BEEZITHI &, o CHC &l LT A OARF DY 27 VTE KT ATE DJEIR,
BEAOfERRIN Y-, MARTEN SO DA OxtLiE & # Rk IARIE & OBhARIMARE 2 DU
T, BFICHEBME L TR ZENEETH D, -, EHFIIHFEHBAELZAG L, i
HWMINTWDHRICNED XOEET 52 &, MEOHESHEIX, BUTORZRITA RT7 A4
IR, fEx OEHFITIE T TITH Z &

FRVE BT, B MUERAT AR (HIV) FRYE X 3% RKYE s R R
(AIDS) . KONZEDOMOMATAIEGYEZ TIT A D TIERNWZ EEFHATLH &,

BN D I

AR OB SN A2HAEBR) | B 7 ORI & & i beEd 2 IR A B F oo j5hiEE
A2 AEZR) | I @S5THESM) 2 8lck Y, CHC OENETTH Z &n
H5,

A B e F 1

2 TO CHC T, FrZEHBMEORI O H AR, RIEHM (GRURHmSOI M) BNEZ 5
ZERDD, LI oT, RIEHMOFHEIE, 852 3 FHONESHIF% £ TIXEWRZ
VN AR UK i X, ARANZ M U7 th D 14~20% TR Hiviz, £ OKRE I,
AR O AT 5D Th -T2,
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VIR E S H 182 & A IEH M AR e 32 22, UIRI L I-HE 13, RvE o LSO JRIA Z
L. EEIR2 WA 0 BRI M QYRR TR W2 S 2R+ 2 2 &, ZhbiTidkEe
%_)/é'\@()

—HDLtE (6~8%) TIiX., 77 BAREARABIRICHERH LA K LW Ebdh b, 1H
BHIM2 72 < TH, 42HOFTRE Y IZAKZRA L TV A5G, RO TR IRV, 7=
720, Rl IR LTuniu, T 2 B ERE U TR MRk L Wigaid, 47
IR L TWRWZ & 2R L= ECERZMET 5 2 &

IR

WEAE AT 1 A ROMEAE, HFEE, HIRIREEE. RIBHEEE. BHRED AL NT A —& |
mgEd (R BEAERE (] arvFaxraAf NEEZ e 7Y (CBG) MOHRE/Y
REEDE] | R ST A =5 BEE R OMERIEIE ST A =272 8 —HORIR
RAERERICELRIEFT DD, —KIC, BEIEFFHENICEEED, RrRAEL Y
NE. FOWEOHF I R TNV anLTF af RIEHIZE Y . fEd L= 5RO ER 7oL R
AT u RS,

VI

HT77 D—=ARME, 77 X —BRZIEIITNVa—R « T 7 b—APINABIED i
IR E AT 5B, AR ERE LDk,

AAFNOF PV T LAERFT1HYS7-Y 1mmol 23mg) KiMTHV ., EEMZ [T ) vLa%k
GERWV] LEX D,

4.5 fUOERKSE OMHEERKRTE OMOHEIER

EE O3 2 A DG ERE TS, BERMEER 2R T 5 Z L,
T BN R A FE B

1D R ) DA R IE T 2 5

PERIVEL DI VT T A% EREELI 70 Y — AREZ L2 FHET L35 L O BELER N
U. ZFORE5, e i O XATRHFRBICE D Z &3 h 5,

N L
R ORI CRERRENTRD HALD 2 &N B, BERFEEMAR AT/ SO, WEK
HELNTH 5, RIS S, BRI 4 BRRET 5 2 L 03d 5.

- AR
PR A BRI G TR 22T TV D MR, CHCIZIN A TN Y TERM O M 15 4 —RF
PO 22 &, ANY TER, fFHEOREGHM LA O G/& T 05 28 A% £ CHEH
TRETH D, JFHEEENFEV TV T, CHCEED Y 7 DO H NS & & Lebe ] & i
BETHOEDS> TOWAHEAIE, AVT I REERIZFEIEL T, EHIZKRO CHC EDR
MZEBRET 5,

- R
IFRER TR & R 5 S0 5 BFITIE, MDY 725 L LA A S &
n5.

RO &S IR EAERN TS STV 5,

CHC D2 7 72> X5 LR XUSEHE L (BEEHE)
SILVEY g Re By ARy, =k, FUIFRY, U777 E
VUK OYHIVIEEIE (.U e, RETEY, =277 L Y) | NI T = /b3 R
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—h ZUEBFTAES AXFTANANEE S METv— b, FREEKELTRESAI UL
N Y Y (Hypericum perforatum) % &4 3 28 b AIREMEDRH 5,

CHC D2 J 7 Z > X ZH 4 708 5 R IF 1% Hoh

CHC LU L7856, HCVIRFAIE Ot 2 &, £ < O HIV 7' v 7 7 —EREH KU
X7 LAY FRUERGHREREAN, =2 e v RO a2 Mo offEhiRE 4 ER
NIFETSELBENRH D, O OZLOZEIT, BRAICHE L 72 2 TR H 5,

D, RG-S D HIVHCV BRI IE#R 2 T, IBENFE B/ EARZE 0SS
DOHAZEIE AR T HMLENDH D, B LWEAICIE, 7o s 7 —PIHERIIIEX 7 LA
v RARWHR GRS ERIC L ABEEZZ T T A LML, o) 7B X AREE 21T 9 X
X Th b,

CHC D2 J 7 Z > XL F IS [EF g (FEFMERE)

BB BLEA] & OEHENIA BAEA ORI EZEMEIZ OV T BTV RV, 317172 CYP3A4
FLERIE OGFHICE Y, = A by, aF A N U XAXE O 7 o Mg iEEN E5-4
LT ENH D,

. R X EL 2 E DEFERI AR

FeAEL /> Bmg/H) /ZF =LA T4/ (0.02mg/H) BEHDOKERK5R
BRCIZ. 5872 CYP3A4PLEAITH D7 hat Y — %z 10 HEgERAKE T2 L, FrAE
L/ @D AUC (2aw Q4 RO BRER Filf) 132765, =F =L =X s V4 —/L® AUC
024m 1 LAfE EH L7z,

B} TR b z—b E DETEHIH A EH

T 257 hua—/E, £& LTUDP-Z V7 a UginBlEsE (UGT) 2B7I2L 0 v s a g
WExE% 5 (520 HEYERERE] 228) . =X 7 hr—)LLil/)72 UGT FEHITH
Lo ail ORI, BRRMICERO H D2 EERIZRD 0T,

AP DIERE N 1= R IF T

PR ERIT, —ERDA RN DGR E MIET Z 203D D, L= -> T, MR OHL
PR ELZRM (7 uRARY 72 y) I (VXY SBELRZENnH D,
FRATS TS =), VUNRAEFURNIE T T A~ —h—E L35 invitro PLERER &
O ICHEWRBRE 2 x5 & UT= invivo FHEAEAREBR/N D, FrAE L /) > 3mg & OF RIS
DOAHHANEAER 234 C 2 ArREMEI TRV,

In vitro BREFRBROFE RO | AANZEEN DT AT b r—)L & MDOFNSG ORI A
TERDME T % ARt IR,

) FRAE AR

UARE Y UHFAXIIEA T T, AL X AR Z 7L ENY hFEALKROESTE
NEEHT D HCVIEEE L T 254, CHCR YD F =)L R f T V4 — /L&A A
EHEHLTOWDOLMEITIALT EROV A NEEFLZEnH D GA4HESR) , =F=1=x
ARNTGIF = NP DOZ R b o E A RAEHE O ALT EA-SI%, REHE & RRET
bole, 2L, o= ha s o Ea8AEHZE OREFIE D irnTod, U e Y
SUIFEPFH FTOALEZ ZAE LR X F L EL Y M FEL KR OE 7 ELOFE R,
WRNZT VAT VENWET L X AENLNTY RAT BN RNE AR T T e
NOPFAREEOFHIITEENLETH S G4HESH) |

BHSREE R ERE TIX, RrRAE L ) v T oo T oo VEBREESE (ACE) BHEHMITIEA
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T A RHEFIRIER (NSAIDs) ZOFH L7=8a. MR H Y 7 A~DOEKREEIIZD S
nNighot=, L, KFET NV RAT R /##;&X IV U AREEERREE & 0PI
WTIRE ST, 2054, PIEORAEMHFICmEFR A Y ¥ LRE OB %2 Fi
THZ L, 44THL SR,

/NRAER

MAEAERRER IR A DA ZRGZHE i STV 5,

4.6 R, EIRKROMEAL

AR

ARFN TR o S vz,
AFIBAFIAR L2561, ZUBEORAEZFIETHZ &,
HEF~OARBMERICET 27— X XRS5 TV D

AR CITAETERMEN RO b TS B3HEZBMR) , BERT — 206, BRIk
DHRNE AMNEHIC XD EEERIIRI TS 220,

MBI ARN Z BT A58 1E. VIEVRAZZREFLTWAZLA2EEBTLIZE Q2K
W44 EHEZSR)

23

RFLUCDBEOBIEA T 1A B ROV XITZDORED 5 S v, RS8R 2 RT3 etk
VARY PR

CHCIZ LW RFLOENED L, #ENEIT D EnH D7D, I L MIF T HE
MRdH D, LENn-o T, BAMITITZEICHILTHETCHC 2 L HfEE L, #%
H AT DLV OB E AR R T A 2 &,

l

AR HE

AFNIRE ORI TH D, ZHREOERIEICET AERICOVWTIL, SAHEZSHROZ &,
4.7 HEWEEER K OBIBRERIEREIICRIETEE

ARFAY B B HE RS Je OB ERE ) IC ST T BITRR 0 b ey, b LSIER TS ok
ETHD,

4.8 BIEHA

et a7 7 A )VOEEK)

b % <R LNTAFORWERIE, RETEHM (43%) . 86 32%) . JF
(3.2%) . FEH (2.7%) . KOHABRREEE (24%) TH o,

i

FAIVEH —Fa3

B SNZRIER Z LU TIORT (R3Z22H)
AITEHIE MedDRA O E IR Z LI —RIZ L, LT OBEICHE > THRIAME Z 55 L
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D) Z FEiEfs, Mg fa A LIRE R A &t
DEEK, N7 —<v R« AT —F ZADIK T 25T

¥ E DOEIVEH OFLA

CHCHEMFIZRW T, LAGEEZE, MiAsrh, —dPEME I, MlRMARAE, FHZEARAEe &
DOENRTEFIRMAR M AR ZERMEFLDO Y R 7B EHT 52 ERBOHLNTND, T
DWTIT 4.4 THTFHEMRIZIER R D,

CHCHEHFE CUTOERERAEERNPRE SN TND, ZIUTOWTIX 4.4 TH TRl 7t

KOMER EOEE] CTREMIcEh~5,

- FR ke FEARE

- B R if e FEAR

- & I

- FFRE S

- DUFOBENFEEOTE(LT 5 2 ERHME ST\ 5 23, CHC A & oRFEMEIZ SN
TR TV, 7 a—k, BEERER,. TALA, TEHE, AL g
UE, @) T~ h—F A, IRV A L T NEERGE . I R BEIESE
e, M 9 oW X 25 EIE,

- Bt

- BT B ESREREE OB E . FFRE~ — b — 2N EF (2 BIE 5 % T CHC Ot H %
ik L7 iuidZe b7enwz E3d 5,

- SRR A b v ot B R O RYEMEREOMER 2 F 8 UTE LS5 2 &
H5,

CHC fEAE XTI L 2 S A BEEN Z < O TNt 5, 40 T O L EO I £
NTHDH=D, AEORKNY 27 L OREE T, @EIFIEII D72, CHCEH & DR G
RIIARATH 5, FEIZOWTIL, 43BN VN44BEZ SO Z L,

A 1EH
1 REAE 3R b o P3RS (BEEFHEH]) & OMAEAEA LY . ke i K& O STkET 20z
BEHZENDD GS5sHEZR) |

BIEH OBV O TE

EF N AGRBZICEERA DR WA RETAZ LITEETH L, TRk, EFELORRT 4
v NYRTRT  ZDOHGHIIRE=Z ) TR AREE I D, EREEEE L. M8V Trd
EO#RET AT L2 LT, BEAOREWERETDLLIRDOEND,

49 B‘ERERS

ARHEITOWMER G ORI, HEROBIEERO —RARRERICESE, U7 a0a%)
%5y % E e SER| OB 512 K o TRILT 2 AR & ZER I, L, MM K O H i
Thd, FIRRAIOZIETEH, o TAAIZRA LG AIITERBIMAEZ 22 2035 5,
fiRmANT7e < IRPRITRHERIE L 72D,

5. EREREROARME
5.1  FIERRHE

BNV - MRV R OVESERREWE., T a A N U RO A by FEERES
%I, ATC =— F : G03AA18
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{EHY

Lydisilka (I 2 hr 7L ChET AT hun— LT aF X NP Thd RrAEL ) Vi
AT+ %, =27 br—id, iRPICE MNRIEHBIZC X > TOHREAINLIZA 7T
H D,

T AT b a— VIHIERRRE AV AR 2R U s IR A LE > (FSH) KOV
JERA Ve (LH) 2 AR T S5,

TuaFANTFORRAE L ) iR, TR NSy RS R v ST Ra s
VBEORII X TNV arTFal MEFEET LN, mA ey /S s vaangas K
LrovaavFas FMERIZE IR, TRODOREIX, RAFLELTHDL TR TF AT 1
v EREEEAIELL L TV D,

ARFNOWEERNRNTIR % IR EFZ O AAEMITIESNTE YD . ZOH T b HE R OIXPEIRmH
Th D,

RURE A L M OV e

2 ODIERRER NI TEMIN TR Y, EERRERILEU/R 7 T, fieilBRriikET,
16~50 3% DMt Zwtg Ll LT 13 VA 7 v,/ ERFE S iz,

EU/a o7 TOBRERERMBRTIL, 18~35EO a3t s Li=A5t 14,759 %A 7 M-S
T, RO XD X UHBED R ST, #IBWRREE R 2 WY A 7 VR ORI AT 078
WA 7 VRS LT,

FFIEICH T HREHTF R 0 026 (95%(EE X D IR : 0.77)

75K OME I 3 2880 RPN« 0.44 (95%FFEXH D _EFR : 1.03)

KETORBRIZ, EUR Y7 TORBR I Y 8= LN E -T2, KETHEiE I 7= R
DR—VEEEMN EU TORBR LD L EWZ S IZMONTWAR, ZOMEOHEBIIRHTH
3

EVEZALIEE MR ClX, Lydisilka FEDLMED 97% TEHH VA 7 VO T £ TIZHEII D[R]
@Z)) &)%hﬁ_o

1 S OERRABR T, %%%®%%%l(mﬂm ZRBITHN 13 YA 7 V5% O
g I ~To, TORRETITRD beh T,

AN TR
BN 20T 13, B8 PR A2 W7o B o/ NREERIY 78 v b &G & LI ARHIDOFABR Rk

BICOWTIIRHEEB AL L WD UNEA~DOEEICET AERIZOWVWTIT42THA S
) .

5.2 EYEhBRERRE

T RX7 fE—L

WL
ﬁm&%%\mx%%n~wmﬁ%ﬂmwﬂéhéoKﬂ%%%@iwmﬁ¢%§m\%E

O G5% 0.5~2 K TR (17.9 ng/mL) (23T 2.
iXT%n—w®#ﬁ@Eiﬁ$Fﬁ IO LTRBETHD, AT F 2 —/LD Cmx
IFEFEIEZITH 50%IK TT 5,
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paxiil

T 27 har—/LE SHBG EfEE LRV, = A7 he— L&, b MUEER (45.5%~
50.4%) KOb FMIET VT 22 (58.6%) & DOFREOREAMZRLIEZN, B b aliEA
EHREAMEITIED o7 (11.2%) o = AT b — LZRIMER & M2 m LT\ 5,

Invitro i RERTlL, = A7 b — /LR P-gp KO'BCRP K 7 UV AR—F—DHETHSHZ &N
IRSNTWAD, LavL, P-gp LU BCRP OIEMEICEE LY KIFTHA L =27 o —/v &2
L7556, BRIRAICIIRE & 72 2 MR BAEH 234 U 5 ATl LR,

RN

BAOkeG%, =27 ha—/WTRFERF 2 G =T, T v 7 v U AR R ORI &
KEEKRT D, 200FERHW., = AT Fbn—13-7 7= KEkOxT AT ha—/1-16-
7= RKOTA saZ  AEHIEACE HRETH D, UGT2B7 1LEE 72 UGT 71
T —LTHY, TRAT ha—VOEEI VI o UBRRSIER~OAERNELRIZRE S5, =
AT ha—ud, BRI X f e S UoRBRESEESE (SULTIED) (ZX YAk
Do

Pttt

EFIRIET C, = A7 b — /LOKKFHEEIEEH (1) 130 24K Th o7z,
[M4C] -= 2T b —/b 15 mg /AR 2 Hilalk O B 5% . MBI RE DRI 69% 53 R FHIZ,
21.9% M FEH D BT,

BRIZE IR
Lydisilka & 1~5 O HE& TG L1256, BEEGZELOEFKETOTZ AT hr—1L0
MAEFRRREE L, R EFIEDN S OBBUIFRD Hiiavy,

R AR

BHEMNG 5 ARICEFRRBICET 2, MR 27 e — VR REX, 5% 0.5~2 KT
Cmax (£ 17.9 ng/mL) (23T 5, MG TR EE O FEIEIT 2.46 ng/mL Th 5, EFIREETD 1
AR FiEf (AUC) I3HREEZ LV H 60% RKEWVW &b, EEITIIT<bTNTH
50

FeEXEL /-

WL

ReAE L ) ATESCHITIZIFE RTINS L5, Lydisilka IRF% ., KIEBG%K 1~3 K
il C Cmax (£ 48.7ng/mL) IZiET D, AT T XA TV T 41£76~85%ThbH, RrAL
L v ORRIEBERIL, AFIRFAFI% OBFEEIC» b L TREBETH D,

gagiil

Fa AL ) ARG T V7 2 v a9 57, SHBG X CBG LI5S Lsvy, ARhAksy
DORIMTE T IEE DT 3~5%DFHEAT oA RE L THEET S, RrAE L o RNT
DR (%)) 133.7+12Lkg TH 5,

LINAE

OHE%, PR L AIREga 220 5, MEROTEEZNRHIT, 77 F RO
BIERICE VAL R L ) oA KONEIT & ZE D% OMBILIZ L 0 Ek ST 4,
5V Ra-FrAE L ) V3R Th b, 2. Fu AL/ id CYP3A4 M4 2 g
bRt =521 %,

DEHiE
AAOREAEER, Fr2e L/ OMmiEHREIET L, RORFHTERA-BONIEA) 34 K
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Thbd, MFEFO KAL) v OREHZ VT 70 AT 1.5£0.2 mL/53/kg TH Y | HEfE S
NOREEKIIMETH D, RrAE L AREW oIt & R PO i3k 1.2
14 THD, KEHOIRS K OFEFYEMED t 1,138 40 K TH 5,

BRI FERRIEE
B[R H% L OVEFIRIETO Fa AL O mEFREEL, 3~15mg © H& CTHELGIME
5 OBBUTFRD B2,

R AR

BeH 5 10 BARRICEFIREIZET S, Faxe L/ i, BEHG%H 1~3 T Cnaxe (1
48.7ng/mL) (23T 5, 24 FEM O GWIRMIR, EFIRIE T o iy - E O I

22 ng/mL THDH, EFKETO 1 B AUC IFHFEIEEGHZ LV H 80% KXW &, FHHET
I bFrTh D,

Frok 2B

2

HHREDT AT b —/LOEYEREIC KT TR L TN 23 BRI EM L Ty, Fe X
Bl 2 3mg AHMT 14 HRO&RS LZRBRClk, BEBEREE (71 7F=271
77 A (CLer) :50~80mL/57] AT D&MD EFIREBIZHIT 2 MiEH Fe AL )
IR, BN ER Rt R%E Chote, PHEEBEIERTE (CLler: 30~50mL/%y) %
BT HLMEOMIET Ra AL/ RET, BHEEN IER 72 MBI~ T T 37%m 0o
776

NTHERENE

T AT ha—/)b

JFESREIE 7. BRAETFREE (Child-Pugh 7 7 2 A) | FEEFREE (Child-Pugh 7 7 2 B)

MRS (Child-Pugh 7 7 2 C) OMEHERE I, = A7 hr—/L—/KF¥Y) 20mg % HilF]
OB U 7o sl s 38 S vz,

ZDFER, = AT hr—/L0 Cmax & AUCInf i, IEMATHEREDO R & ik L ¢, RJE
JHFEE TIXENEN~1LT 5 &~ 65, PEEFES CIE~1.96G &~ 165, EEHEEOW
B ClE~54f L ~19FTh o7,

Fezxe'L /)
A GERBRIZBWT, Faaxe'L /oo s )77 A (CL/F) X, PEE R
EDHDHRT T 4 T Tk, FHEREIE R E & ik LTI 50% 84 L=,

NELE[]
VIR OFEFLME (16 R 25 e Lz, AFRABOZ AT he—/L KN K A
L J v DOEYBHREIZ DWW TIRBET S LTV 20,

Z DM DR ER 7R EE M

P[]

AR HEHREG L EOT AT ha— Lk Ra AE L ) oY Einel sk, BARAN L
& ANLMEDRNCEERAICIE & 2R 2 = RIIZRO bR o T,

53 FEBRRZEHET—%

TAT hr—/b, RrRAE L UV IZEDOEEHE AW ERGEERR T, THESN
o A ha S AER ROV 2 R AR BT,
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AENDOEERIREBEE P B L HEFE R TZ AT ha— L 27%., Faxte'L /435
f2) Tt BAFEREERS LEEER, YL OLE CHEEFIZBIEN BT, BRI R
TR Lo T,

5o PR EFICET AT b a— L ORI I, BRI R CISAE R O
WAL DIV, RGN T ERE R £ > C R 5 NS 5 5.

KPS A AN O IEAR TR M O AU JEMERRBR L 320 L 72 v o 72, = AT hr—/L VR A
U TEEEEE RS RWeEEZ NS, LinL, AT A RiZZFoRLVEAERIZ L
D BFE DR IVE ARIEMRRE K O O 2 e T 5 Z E RN b T 5,

R AL ) v HWEERE Y A7 M Cld, Rr AV L ) U KEREICGMREZ KIET
RN S D Z R anie (6.6 HESMR) , = A7 ha— /L& iz A X D EE— AR
BIERER 7 OB Y A 7 Gl Cld, = AT b e — O FRIBREEIRE & IIKBEAEMRIC
B RT SN LR ENT,
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ARFNTEERN 72 RE SR LB E LW,

6.5 RHROMEKROCNEY

T 4N a—T 4 TEE288E (V7 ADE NN & B tehEA] 24 8. AEO T T EREE 4
BE) ANV OB PVC/T VI 7Y AL —aldk ) FHITIIRGRE, 1, 3. 6 XX 13 MDkA
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ETOUEEMNNHIRINTWD TR 220,
6.6 BEFELL LORBRIGREER
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
NEXTSTELLIS safely and effectively. See full prescribing
information for NEXTSTELLIS.

NEXTSTELLIS (drospirenone and estetrol tablets), for oral use
Initial U.S. Approval: 2021

WARNING: CIGARETTE SMOKING AND SERIOUS
CARDIOVASCULAR EVENTS
See full prescribing information for complete boxed warning.
. Females over 35 years old who smoke should not use
NEXTSTELLIS (4)
e Cigarette smokingincreases the risk of serious
cardiovascular events from combination oral contraceptive
(COC) use. (4)

RECENT MAJOR CHANGES ---mmmmmmmmmme o e o -
Warnings and Precautions (5.5) 04/2022

-------------------------- INDICATIONS AND USAGE-———-—--—---
NEXTSTELLIS is a combination of drospirenone, a progestin, and
estetrol, an estrogen, indicated for use by females of reproductive
potential to prevent pregnancy. (1)

Limitations of Use

NEXTSTELLIS may be less effective in females with a BMI = 30 kg/m?.

In females with BMI = 30 kg/m?, decreasing effectiveness may be
associated with increasing BMI (14).

------------------- --DOSAGE AND ADMINISTRATION------mmeeemme oo me o
e  Take one tablet by mouth at the same time every day. (2.1)
e  Take tabletsin the orderdirected on the blister pack. (2.1)

------------------- -DOSAGE FORMS AND STRENGTHS-—-———---

NEXTSTELLIS consists of 28 tablets in the following order (3):

. 24 pink active tablets each containingdrospirenone 3 mg and
estetrol 14.2 mg

. 4 white inert tablets

CONTRAINDICATIONS

e Ahighrisk of arterial or venous thrombotic diseases (4)

. Breast canceror history of breast cancer (4)

. Hepaticadenoma, hepatocellular carcinoma, acute hepatitis or
decompensated cirrhosis (4)

. Co-administration with hepatitis C drug combinations containing
ombitasvir/paritaprevir/ritonavir, with or without dasabuvir (4, 7.1)

. Abnormal uterine bleeding that has an undiagnosed etiology (4)

. Renalimpairment (4)

e  Adrenalinsufficiency (4)

--------------------- WARNINGS AND PRECAUTIONS - -

. Thromboembolic Disorders and Other Vascular Problems: Stop
NEXTSTELLIS if a thrombotic or thromboembolic event occurs.
Start no earlierthan 4 weeks afterdelivery. Considerall
cardiovascularrisk factors before initiating in any female,
particularly in the presence of multiple risk factors. (5.1)

. Hyperkalemia: Check serum potassium concentration during the
first NEXTSTELLIS treatment cycle in females on long-term
treatment with medications that may increase serum potassium
concentration. (5.2,7.2)

. Hypertension: Monitor blood pressure periodically and stop use if
blood pressure rises significantly. (5.3)

. Migraine: Discontinue if new, recurrent, persistent, or severe
migraines occur. (5.4)

. Hormonally-Sensitive Malignancy: Discontinue NEXTSTELLIS ffa
hormonally-sensitive malignancy is diagnosed. (5.5)

. Liver Disease: Withhold or permanently discontinue for persistent
or significant elevation of liverenzymes. (5.6)

. Glucose Tolerance and Hypertriglyceridemia: Monitor glucosein
females with prediabetes ordiabetes. Consideran alternate
contraceptive method forfemales with hypertriglyceridemia. (5.8)

e  GallbladderDisease and Cholestasis: Consider discontinuing
NEXTSTELLIS in females with symptomatic gallbladder or
cholestatic disease. (5.9)

. Bleeding Irreqularities and Amenorrhea: May cause irregular
bleeding oramenorrhea. Evaluate forother causes if symptoms
persist. (5.11)

ADVERSE REACTIONS
Most common adverse reactions (22%): bleedingirregularities, mood
disturbance, headache, breast symptoms, dysmenorrhea, acne, weight
increased, and I bido decreased (6)

To report SUSPECTED ADVERSE REACTIONS, contact Mayne
Pharma at1-844-825-8500 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch

DRUG INTERACTIONS

. CYP3A Inducers: May lead to contraceptive failure and/or
increase breakthrough bleeding. Avoid concomitantuse. If
concomitant use is unavoidable, use an alternative orback-up
contraceptive method during co-administrationand upto 28 days
afterdiscontinuation of the CYP3A inducer. (7.1)

e  See FullPrescrbing Information for additional clinically significant
drug interactions (7).

. Pregnancy: Discontinue if pregnancy occurs. (8.1)
. Lactation: Advise postpartum females that NEXTSTELLIS can
decrease milk production. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.

Revised: 04/2022
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FULL PRESCRIBING INFORMATION

WARNING: CIGARETTE SMOKING AND SERIOUS CARDIOVASCULAR EVENTS

Cigarette smoking increases the risk of serious cardiovascular events from combined
hormonal contraceptive (CHC) use. This risk increases with age, particularly in females
over 35 years of age, and with the number of cigarettes smoked. For this reason, CHCs,
including NEXTSTELLIS, are contraindicated in females who are over 35 years of age and
smoke. [See Contraindications (4) and Warnings and Precautions (5.1)]

1 INDICATIONS AND USAGE
NEXTSTELLIS is indicated for use by females of reproductive potential to prevent pregnancy.

Limitations of Use
NEXTSTELLIS may be less effective in females with a BMI = 30 kg/m?. In females with BMI = 30
kg/m?, decreasing effectiveness may be associated with increasing BMI [see Clinical Studies

(14)].

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage and Administration

Start NEXTSTELLIS using a Day 1 start. Take one tablet by mouth at the same time every day
with or without food.

2.2 Additional Administration Information

To achieve maximum contraceptive effectiveness, Take one tablet every day at about the same
time each day. The recommended dosage of NEXTSTELLIS is one tablet daily for 28 consecutive
days: one pink active tablet daily during the first 24 days followed by one white inactive tablet
daily during the 4 following days (see Table 1).

Table 1 NEXTSTELLIS Administration Instructions

Starting NEXTSTELLIS in | Important:

females with no current ¢ Infemales withirregular menstrual cycles, pregnancy testing
use of hormonal may be necessary prior to initiation of this product.
contraception

Day 1 Start:
e Take the first pink active tablet on the first day of
menses.

o Take subsequent pink active tablets once daily at the
same time each day for atotal of 24 days.

e Take one white inert tablet daily for 4 days and at the
same time of day that active tablets were taken.

e Begin each subsequent 28-day pack on the same day
of the week as the first cycle pack (i.e., on the day after
taking the last tablet)

If not starting on the first day of menses, use a non-hormona
contraceptive (e.g. condoms and/or spermicide) as back-up
until one active tablet has been taken daily for 7 days in a row.
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Switching to
NEXTSTELLIS from
another contraceptive
method

Start NEXTSTELLIS on the day:

* Combined Oral
Contraceptive (COC)

* When the new pack of the previous COC would have started.

» Transdermal System

» When the next application would have been scheduled.

* Vaginal Insert

*« When the next insertion would have been scheduled.

* Injection

* When the next injection would have been scheduled.

* Intrauterine System (1US)

* After removal.

* Implant

» After removal.

* Progestin-only pill

» After the last tablet was taken.

Starting NEXTSTELLIS
after delivery (>20 weeks
gestation)

Must not start earlier than 4 weeks after delivery (due to the
increased risk of thromboembolism [see Contraindications (4)
and Warnings and Precautions (5.1)]

If menstrual cycles have returned, follow instructions for
“Starting NEXTSTELLIS in females with no current use of
hormonal contraception”.

If menstrual cycles have not resumed, consider the possibility
of ovulation and pregnancy. If not pregnant, use additional
nonhormonal contraception for the first 7 days of
NEXTSTELLIS use.

Starting NEXTSTELLIS
after Abortion or

Miscarriage
o <14 weeks
gestation

Within the first 7 days of complete first trimester abortion or
miscarriage, use additional nonhormonal contraception for the
next 7 days.

After the first 7 days, follow instructions for “Starting
NEXTSTELLIS in females with no current use of hormonal
contraception”.

e >14 weeksbut=
20 weeks gestation

After 4 weeks following second trimester abortion or
miscarriage. Consider duration of pregnancy and increased
risk of thromboembolism [see Warnings and Precautions

(5.1)]

If menstrual cycles have returned, follow instructions for
“Starting NEXTSTELLIS in females with no current use of
hormonal contraception.”

If menstrual cycles have not resumed, consider the possibility
of ovulation and pregnancy. If not pregnant, use additional
nonhormonal contraception for the first 7 days of
NEXTSTELLIS use.
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2.3 Missed Doses
Table 2 Instructions for Missed NEXTSTELLLIS Tablets in a Monthly Dosing Regimen

e If one pink active tablet is | Take the missed tablet as soon as possible and take the next

missed tablet at the scheduled time, even if two active tablets are taken
in one day. Continue taking one tablet a day until the pack is
finished.

o If two or more pink active | Take one missed tablet as soon as possible and take the tablet
tablets are missed in | forthecurrentday (thatmeans taking two tablets in one day) and
Week 1 or Week 2 discard the other missed tablets. Continue taking one tablet a

day until the pack is finished.

Use additional non-hormonal contraception as back-up until pink

tablets have been taken for 7 consecutive days.

e If two pink active tablets | Take one missed tablet as soon as possible and take the tablet
are missed in Week 3 for the current day (that means taking two tablets in one day)

and discard the other missed tablets. Finish the active tablets

and discard the inactive tablets in the pack. Start a new pack of

tablets the next day.

Use additional non-hormonal contraception as back-up until pink

tablets have been taken for 7 consecutive days.

o If one or more white inert | Skip the missed pill days and continue taking one tablet a day
tablets are missed until the pack is finished.

2.4 Administration Recommendations after Vomiting or Acute Diarrhea

If vomiting or acute diarrhea occurs within 3 to 4 hours after taking an active tablet, take the new
active tablet (scheduled for the nextday) as soon as possible. Take the new tablet within 12 hours
of the usual time of tablet-taking if possible. If more than two tablets are missed, follow the advice
concerning missed tablets, including using backup non-hormonal contraception. For additional
recommendations, referto the table above [see Dosage and Administration (2.3)].

3 DOSAGE FORMS AND STRENGTHS
NEXTSTELLIS (drospirenone and estetrol tablets) is available in a blister card, with 28 6-mm
round, bi-convex film-coated tablets in the following order:

* 24 pink active tablets containing 3 mg drospirenone and 14.2 mg estetrol embossed with a
drop-shaped logo on one side.
* 4 white inert tablets embossed with a drop-shaped logo on one side.

4 CONTRAINDICATIONS
NEXTSTELLIS is contraindicated in females who are known to have or develop the following
conditions:

e A history of, increased risk for, or current arterial or venous thrombotic/thromboembolic
diseases. Examples include females who are known to:
- Smoke, if 35 years of age and older [see Boxed Warning and Warnings and Precautions

(5.1)]
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- Have current or history of deep vein thrombosis or pulmonary embolism [see Warnings and
Precautions (5.1)]

- Have cerebrovascular disease [see Warnings and Precautions (5.1)]

- Have coronary artery disease [see Warnings and Precautions (5.1)]

- Have thrombogenic valvular or thrombogenic rhythm diseases of the heart (for example,
subacute bacterial endocarditis with valvular disease, or atrial fibrillation) [see Warnings and
Precautions (5.1)]

- Have inherited or acquired hypercoagulopathies [see Warnings and Precautions (5.1)]

- Have uncontrolled hypertension or hypertension with vascular disease [see Warnings and
Precautions (5.1)]

- Have diabetes mellitus with hypertension or end-organ damage; or diabetes mellitus of > 20
years duration [see Warnings and Precautions (5.9)]

- Have migraine headaches with aura [see Warnings and Precautions (5.4)]

e Current diagnosis of, or history of, breast cancer, which may be hormone-sensitive [see
Warnings and Precautions (5.5)]

e Hepatic adenoma, hepatocellular carcinoma, acute hepatitis, or severe (decompensated)
cirrhosis [see Warnings and Precautions (5.6)]

¢ Use of hepatitis C drug combinations containing ombitasvir/paritaprevir/ritonavir, with or without
dasabuvir, due to the potential for ALT elevations [see Warnings and Precautions (5.7)]

e Abnormal uterine bleeding that has an undiagnosed etiology [see Warnings and Precautions
(5.5)]

¢ Renal Impairment [see Warnings and Precautions (5.2)]

¢ Adrenal insufficiency [see Warnings and Precautions (5.2)]

5 WARNINGS AND PRECAUTIONS
5.1 Thromboembolic Disorders and Other Vascular Problems

e Stop NEXTSTELLIS if an arterial or venous thrombotic/thromboembolic event occurs.

e Stop NEXTSTELLIS if there is unexplained loss of vision, proptosis, diplopia, papilledema, or
retinal vascular lesions and evaluate for retinal vein thrombosis immediately.

e Discontinue NEXTSTELLIS during prolonged immobilization.

e Start NEXTSTELLIS no earlier than four weeks after delivery in females who are not breast
feeding. The risk of postpartum thromboembolism decreases after the third postpartum week,
whereas the likelihood of ovulation increases after the third postpartum week.

Before starting NEXTSTELLIS, evaluate any past medical history or family history of thrombotic
or thromboembolic disorders and consider whether the history suggests an inherited or acquired
hypercoagulopathy. NEXTSTELLIS is contraindicated in females with a high risk of arterial or
venous thrombotic/thromboembolic diseases [see Contraindications (4)].

Cardiovascular and Cerebrovascular Events

Use of CHCs increases the risk of cardiovascular events and cerebrovascular events, such as
myocardial infarction and stroke. The risk is greater among females over age 40, smokers, and
females with hypertension, dyslipidemia, diabetes, or obesity. Therisk increases with age,
particularly in females 35 years of age and older, and with the number of cigarettes smoked. In
addition to cigarettes, use of other nicotine-containing products — including cigars, smokeless
tobacco, hookah tobacco, e-cigarettes, and nicotine replacement therapy — may also increase
the risk of serious cardiovascular events from CHC use.
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Venous Thromboembolism

Use of CHCs also increases the risk of venous thromboembolic events (VTEs), such as deep vein
thrombosis and pulmonary embolism. The rate of VTE in females using COCs has been
estimated to be 3 to 9 cases per 10,000 woman-years and should be considered in the context
of other female of reproductive potential subpopulations who are not taking CHCs [see Adverse
Reactions (6.1)].

Risk factors for VTEs include smoking, obesity, family history of VTE, and prolonged immobilization
in addition to other factors that contraindicate use of CHCs [see Contraindications (4)]. The
presence of multiple risk factors for VTE may increase the risk synergistically. The risk of VTE is
highest during the first year of CHC use and when restarting hormonal contraception aftera
break of four weeks or longer. Therisk of VTE returns to baseline approximately 3 months after
CHC use is discontinued.

Postpartum Venous Thromboembolism

The risk of VTE is increased during the first six weeks postpartum compared to the risk in non-
pregnant, non-postpartum females. The risk is highest in the first three weeks postpartum, but
remains higher than baseline until at least six weeks postpartum. The presence of multiple risk
factors for VTE may further increase the risk. Obstetric complications may extend the elevated
risk up to 12 weeks postpartum.

Figure 1 shows the risk of developing a VTE for females who are not pregnant and do not use
COCs, for females who use COCs, for pregnant females, and for females in the postpartum
period. To put the risk of developing a VTE into perspective: if 10,000 females who are not
pregnant and do not use oral contraceptives are followed for one year, between 1 and 5 of these
females will develop aVTE.

Figure 1 Likelihood of Developing a VTE

Non-Pregnant Ranges from
Non-COC user 1105
| Ranges from
COC-User 3108

Ranges from
Pregnancy * ’

5 to 20
Poslpartum [ Ranges from
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Number of Women with a Blood Clot
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Two prospective studies of NEXTSTELLIS have been conducted, one in Europe/Russia
(NCT02817828; C301) and one in North America (NCT02817841; C302) (N=3,632), for the
prevention of pregnancy in females 16-50 years of age. There was one reported VTE in the
Europe/Russia study [see Adverse Reactions (6.1)].

5.2 Hyperkalemia

NEXTSTELLIS is contraindicated in females with conditions that predispose to hyperkalemia
(e.g., renal impairment, hepatic impairment, and adrenal insufficiency). Females receiving daily,
long-term treatment for chronic conditions or diseases with medications that may increase serum
potassium concentration should have their serum potassium concentration checked during the
first treatment cycle. Monitor serum potassium concentration in females at increased risk for
hyperkalemia (i.e., those females who take a strong CYP3A4 inhibitor long-term and
concomitantly with NEXTSTELLIS). [see Drug interactions (7)]. Monitor females taking
NEXTSTELLIS who later develop medical conditions and/or begin medication that put them at an
increased risk for hyperkalemia.

NEXTSTELLIS contains drospirenone, a progestin, which has anti-mineralocorticoid activity,
including the potential for hyperkalemia in high-risk females, comparable to a 25 mg dose of
spironolactone. Intwo Phase 3 trials of NEXTSTELLIS (N=3,632) forthe prevention of pregnancy
in females 16-50 years of age, seven subjects were noted to have hyperkalemia and one subject
discontinued due to elevated potassium levels. Most females who developed hyperkalemiain the
clinical development studies of NEXTSTELLIS had only mild potassium elevations and/or isolated
increases that returned to normal while still on study medication.

5.3 Hypertension

NEXTSTELLIS is contraindicated in females with uncontrolled hypertension or hypertension with
vascular disease [see Contraindications (4)]. For all females, including those with well-controlled
hypertension, monitor blood pressure periodically and stop NEXTSTELLIS if blood pressure rises
significantly.

An increase in blood pressure has been reported in females using COCs. This increase is more
likely in older females with extended duration of use.

5.4 Migraine

NEXTSTELLISis contraindicated in females who have migraines with aura [see Contraindications
(4)]. Discontinue NEXTSTELLIS in females using NEXTSTELLIS who develop new migraines
that are recurrent, persistent, or severe. Discontinue NEXTSTELLIS if there is an increased
frequency or severity of migraines during CHC use (which may be prodromal of a cerebrovascular
event).

Migraines with aura increase the risk for stroke. This stroke risk is furtherincreased in females
who have migraines with aura with use of CHCs.

5.5 Malignant Neoplasms

Breast Cancer

NEXTSTELLIS is contraindicated in females who currently have or have had breast cancer
because breast cancer may be hormonally sensitive [see Contraindications (4)].

Epidemiology studies have not found a consistent association between use of combined oral
contraceptives (COCs) and breast cancer risk. Studies do not show an association between ever
(current or past) use of COCs and risk of breast cancer. However, some studies report a small

8
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increase in the risk of breast cancer among current or recent users (<6 months since last use)
and current users with longer duration of COC use [see Postmarketing Experience (6.2)].

Cervical Cancer

A causal relationship between the use of CHCs and the development of cervical cancer and
intraepithelial neoplasia has not been clearly established. In observational studies, the use of ord
hormonal contraceptives in females for five years or more, compared to females who did not use
oral hormonal contraceptives, was associated with an increased risk of cervical cancer and
intraepithelial neoplasia. In these studies, the use of oral hormonal contraceptives in females for
10 years or more, compared to females who received oral hormonal contraceptives for 5-9 years,
was associated with an increased risk of cervical cancer and intraepithelial neoplasia. Limitations
in these epidemiologic studies include potential recall bias, differences in sexual behavior, and
other factors such as establishing whether there were data on persistent high-risk Human
Papilloma Virus (HPV) infection.

5.6 Liver Disease

Elevated Liver Enzymes

NEXTSTELLIS is contraindicated in females with acute hepatitis or severe (decompensated)
cirrhosis [see Contraindications (4)]. Withhold or permanently discontinue NEXTSTELLIS for
persistent or significant elevation of liver enzymes. NEXTSTELLIS can cause elevated liver
enzymes.

Liver Tumors

NEXTSTELLIS is contraindicated in females with hepatic adenomas and malignant liver tumors
[see Contraindications (4)]. CHCs increase the risk of hepatic tumors, particularly hepatic
adenomas. Rupture of hepatic adenomas may cause death from abdominal hemorrhage.

5.7 Risk of Liver Enzyme Elevations with Concomitant Hepatitis C Treatment

CHCs, such as NEXTSTELLIS, are contraindicated for use with Hepatitis C drug combinations
containing ombitasvir/paritaprevir/ritonavir (with or without dasabuvir) [see Contraindications (4)].
Discontinue NEXTSTELLIS prior to starting therapy with the combination drug regimen
ombitasvir/paritaprevir/ritonavir (with or without dasabuvir). NEXTSTELLIS can be restarted
approximately 2 weeks following completion of treatment with this hepatitis C combination drug
regimen.

During clinical trials with the above-mentioned Hepatitis C combination drug regimen, ALT
elevations greater than 5 times the upper limit of normal (ULN), including some cases greater
than 20 times the ULN, were significantly more frequent in females using ethinyl estradiol (EE)-
containing drugs, such as CHCs. Females using medications containing estrogens other than EE
had a rate of ALT elevation similar to those not receiving any estrogens. NEXTSTELLIS contains
E4 rather than EE, but as no data are available for co-administration with this Hepatitis C
combination drug regimen, caution is warranted.

5.8 Glucose Tolerance and Hypertriglyceridemia

Glucose Tolerance

Carefully monitor females with prediabetes and diabetes who are using NEXSTELLIS.
NEXTSTELLIS may decrease glucose tolerance [see Clinical Pharmacology (12.2)].
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Hypertriglyceridemia

Consider alternative contraception for females with hypertriglyceridemia. Females with
hypertriglyceridemia, or a family history thereof, may have an increase in serum triglyceride
concentrations when using NEXSTELLIS, which may increase the risk of pancreatitis.

5.9 Gallbladder Disease and Cholestasis

Consider discontinuing NEXTSTELLIS in females with symptomatic gallbladder disease or
cholestatic disease. Studies suggest an increased risk of developing gallbladder disease among
CHC users. Use of CHCs may also worsen existing gallbladder disease.

A past history of CHC-related cholestasis predicts an increased risk with subsequent CHC use.
Females with a history of pregnancy-related cholestasis may be at an increased risk for CHC-
related cholestasis.

5.10 Effect on Binding Globulins

Increase the dosage of thyroid hormone replacement therapy as needed in females taking
NEXTSTELLIS [see Clinical Pharmacology (12.2)]. The estrogen component of NEXTSTELLIS
may increase the serum concentrations of thyroxine-binding globulin, sex hormone-binding
globulin, and cortisol-binding globulin.

5.11 Bleeding Irregularities and Amenorrhea

Unscheduled Bleeding and Spotting

Females using NEXTSTELLIS may experience unscheduled (breakthrough or intracyclic)
bleeding and spotting, especially during the first 4 months of use. Bleeding irregularities may
resolve over time or by changing to a different contraceptive product. If bleeding persists or occurs
after previously regular cycles, evaluate for causes such as pregnancy or malignancy.

Unscheduled bleeding was defined as bleeding or spotting that occurred on Day 4 through Day
24 of a 28-day cycle. Based on subiject diaries from C302 (US/CA), the proportion of subjects
reporting unscheduled bleeding or spotting per 28-day cycle decreased over time: 30.3% at Cycle
1 versus 17.4% at Cycle 12. The mean number of unscheduled bleeding/spotting days per cycle
also gradually decreased over time, with amean of 0.4 (£ 1.42) bleedingdays at Cycle 1, versus
a mean of 0.2 (£ 0.98) bleeding days at Cycle 12.

Absence of Scheduled Bleeding

Females who use NEXTSTELLIS may experience absence of scheduled (withdrawal) bleeding,
even if they are not pregnant [See Adverse Reactions (6)]. The proportion of subjects reporting
absence of scheduled bleeding remained constant overall, with on average 15.5% of subjects
reporting absence of scheduled bleeding from Cycles 1 through 12.

If scheduled bleeding does not occur, consider the possibility of pregnancy. If the patient has not
adhered to the prescribed dosing schedule (missed one or two active tablets or started taking
them on a day later than prescribed), consider the possibility of pregnancy at the time of the first
missed period and perform appropriate diagnostic measures.

After discontinuation of NEXTSTELLIS, amenorrhea or oligomenorrhea may occur, especially if
these conditions were pre-existent.
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5.12 Depression

Monitor females with a history of depression and discontinue NEXTSTELLIS if depression recurs
to a serious degree. Data on the association of COCs with onset of depression or exacerbation
of existing depression are limited.

5.13 Hereditary Angioedema
Avoid NEXTSTELLIS in females with hereditary angioedema. Exogenous estrogens may induce
or exacerbate symptoms of hereditary angioedema.

5.14 Chloasma

Avoid NEXTSTELLIS in females with a history of chloasma gravidarum or increased sensitivity to
sun and/or ultraviolet radiation exposure. Chloasma may occur with NEXTSTELLIS use,
especially in females with a history of chloasma gravidarum.

6 ADVERSE REACTIONS

The following clinically significant adverse reactions with the use of COCs are discussed

elsewhere in labeling:

e Serious cardiovascular events including venous and arterial thromboembolism [see Boxed
Warning and Warnings and Precautions (5.1)]

e Hyperkalemia [see Warnings and Precautions (5.2)]

e Liver disease [see Warnings and Precautions (5.5)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of one drug cannot be directly compared to rates in the clinical trials
of another drug and may not reflect the rates observed in practice.

The data provided reflect the experience with the use of NEXTSTELLIS in two large prospective
studies, one in Europe/Russia (C301) and one in North America (C302) (N = 3,632) of
NEXTSTELLISforthe prevention of pregnancy in females 16-50 years of age. The mean duration
of NEXTSTELLIS exposure was 317 and 257 days for the respective studies. The study
population was 27 years of age on average, with a mean BMI of 25 kg/mZ. The racial distribution
was 83% White; 11% Black; 3% Asian; and 3% Other.

Table 4 Adverse Reactions Occurring in 2 2% of Females Receiving NEXTSTELLIS in
Studies C301 and C302

Preferred Term (PT) Participants with Adverse | Participants with Adverse
Reaction — Reaction —
US/Canada Phase 3 trial Two Phase 3 trials
(n [%]) (n [%])
(N=2073)" (N=3632)"
Any adverse reaction*** 1205 (58.1) 2126 (58.5)
Mood disturbance’ 226 (10.9) 329 (9.1)
Bleeding irregularities? 201 (9.7)) 393 (10.8)
Breast symptoms? 110 (5.3) 197 (5.4)
Headache* 100 (4.8) 227 (6.3)
Dysmenorrhea® 84 (4.1) 133 (3.7)
Weight increased® 68 (3.3) 108 (3.0)
11
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Acne’ 66 (3.2) 136 (3.7)

Libido decreased/lost® 27 (1.3) 72 (2.0)

*Represents the safety populationof C302 only (US/Canada).

**Represents the safety population of C301/C302 for DRSP/EA4.

***Any adversereaction equals any adverse event> 2%.

1. Includes PTs: adjustmentdisorder, affective disorder, agitation, anger, anxiety, depressed mood,
depression, depressive symptom, disorientation, emotional disorder, emotional distress, euphoric mood,
generalized anxiety disorder, insomnia, irritability, mood altered, mood swings, nervousness, panic attack,
panic disorder, performance fear, restlessness, sleep disorder, stress, suicidalideation, tearfulness

2. Includes PTs: abnormal withdrawal bleeding, amenorrhea, cervix hemorrhage uterine, coital bleeding,
dysfunctional uterine bleeding, menometrorrhagia, menorrhagia, menstrual disorder, menstruationirregular,
metrorrhagia, oligomenorrhea, polymenorrhea, uterine hemorrhage, vaginal hemorrhage.

3. Includes PTs: anisomastia, breast cyst, breast discoloration, breastdiscomfort, breastdisorder, breast
engorgement, breastenlargement, breast mass, breast edema, breast pain, breast swelling, breast
tenderness, fibrocystic breast disease, galactorrhea, gynecomastia, mastoptosis, nipple disorder, nipple
pain.

4. Includes PTs headache, premenstrual headache, and tension headache.

5. Includes PTs adnexa uteri pain, dysmenorrhea, premenstrual cramps, pelvic discomfort, pelvic pain, uterine
spasm.

6. Includes PTs:weightincreased, weightfluctuation, body mass index increased, weightlosspoor, and
obesity.

7. Includes PTs acne and cysticacne.

8. Includes PTs:libido decreased and lossoflibido

Adverse Reactions Leading to Study Discontinuation (> 1%)

Of 3,632 females in two clinical studies for prevention of pregnancy in females 16-50 years of
age, 9.6% discontinued due to an adverse reaction; the most frequent adverse reaction leading
to discontinuation was bleeding irregularity (2.8%). Six subjects (0.17%) discontinued study
participation due to new onset of migraine with aura; two subjects (0.05%) discontinued due to
severe migraine.

Thromboembolic Disorders and Other Vascular Problems
During studies C301 and C302, one thromboembolic event was reported in a female who had
been taking NEXTSTELLIS for 75 days and had normal BMI < 25 kg/m?.

Depression
In Study C302 (US/CA), 36 (1.7%) subjects reported depression while using NEXTSTELLIS. Nine

(0.3%) subjects had drug withdrawn as a result of symptoms of depression.

6.2 Postmarketing Experience

Five studies that compared breast cancer risk between ever-users (currentor past use) of COCs
and never-users of COCs reported no association between ever use of COCs and breast cancer
risk, with effect estimates ranging from 0.90 - 1.12 (Figure X).

Three studies compared breast cancer risk between current or recent COC users (<6 months
since last use) and never users of COCs (Figure X). One of these studies reported no association
between breast cancer risk and COC use. The other two studies found an increased relative risk
of 1.19 - 1.33 with current or recent use. Both of these studies found an increased risk of breast
cancer with current use of longer duration, with relative risks ranging from 1.03 with less than one
year of COC use to approximately 1.4 with more than 8-10 years of COC use.
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Figure 2 Relevant Studies of Risk of Breast Cancer with Combined Oral Contraceptives

Ever COC vs. Never COC Use

NICHD Women's Care Study, Marchbanks PA. 2002 OR: 0.90 (0.80, 1.00)

——
French E3N cohort Study, Dumeaux V. 2005 *—a—e RR:0.91 (0.81, 1.03)
Shanghai Women's Health Study, Dorjgochoo T. 2009 e HR:1.05 (0.84, 1.31)
. Ppi— ~
The Nurses’ Health Study Il, Hunter DJ. 2010 RAR:1.12 (0.95,1.33)
g
Oxford Family Planning Study, Vessey M. 2013 RR: 1,00 (0.50, 1.10)

Current COC use vs. Never-Use
NICHD Women's Care Study, Marchbanks PA. 2002

—— OR: 1.00(0.80, 1.30)

The Nurses’ Health Study I, Hunter DJ. 2010 B — RR: 1.33 (1.03, 1.73)

Danish Sex Hormone Register Study, Morch LS. 2017 -0 RR:1.19 (1.13, 1.26)
-1.50 -1.00 -0.50 0.00 0.50 1.00 1.50 2.00

Effect Estimate

RR = relative risk; OR = odds ratio; HR = hazard ratio. “ever COC” are females with current or past COC
use; “never COC use” are females that never used COCs.

7 DRUG INTERACTIONS

7.1 Effects of Other Drugs on Hormonal Contraceptives
Clinically significant drug interactions with other drugs that affect NEXTSTELLIS are presented in

Table 5.
Table 5. Clinically SignificantDrug Interactions With OtherDrugs that Affect NEXTSTELLIS
CYP3A Inducers
DRSP is a CYP3A4 substrate. Concomitant use with strong CYP3A inducers or
Clinical Effect certain moderate or weak CYP3A inducers may decrease DRSP exposure [see
Clinical Pharmacology (12.3)], which may lead to contraceptive failure.
Avoid concomitant use. If concomitant use is unavoidable, use an
Strong . ) : .
CYP3A alternative contraceptive method (e.g., intrauterine system) or backup
Inducers non-hormonal contraceptive method during coadministration and up
to 28 days after discontinuation of the strong CYP3A inducer.
Prevention or
Management Moderate Use an alternative or backup contraceptive method during
and Weak coadministration and up to 28 days after discontinuation of the
CYP3A CYP3A inducer, unless the Prescribing Information of the specific
Inducers moderate or weak CYP3A inducer indicates there is no clinically
significant interaction with NEXTSTELLIS.
Strong CYP3A Inhibitors
Clinical Effect DRSP is a CYP3A4 substrate. Concomitant use with a strong CYP3A inhibitor may
increase DRSP exposure [see Clinical Pharmacology (12.3)], which may increase the
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risk of adverse reactions of NEXTSTELLIS, including hyperglycemia [see Warmings
and Precautions (5.2)].

Prevention or

Consider monitoring serum potassium concentration in patients who take a strong

Management CYP3A4 inhibitor long-term and concomitantly with NEXTSTELLIS.
Drugs that May Reduce the Absorption of NEXTSTELLIS

Concomitant use with drugs such as bile acid sequestrants may decrease the E4 and
Clinical Effect DRSP exposure, which may lead to contraceptive failure and/or an increase in

breakthrough bleeding.

Prevention or
Management

Separate time of administration of NEXTSTELLIS and the concomitant drug. Refer to
the concomitant drug's Prescribing Information for additional information.

7.2 Effects of NEXTSTELLIS on Other Drugs
Table 6 includes clinically significant drug interactions with NEXTSTELLIS that affect other drugs.

Table 6. Clinically Significant Drug Interactions of NEXTSTELLIS on Other Drugs

Anti-Diabetic Drugs

Clinical Effect

Concomitant use of NEXTSTELLIS may reduce the blood glucose lowering effect of
anti-diabetic drugs[see Warnings and Precautions (5.8) and Clinical Pharmacology
(12.2).

Prevention or

Increase frequency of glucose monitoring and increase anti-diabetic drug dosage, as

Management needed, based on glucose levels.
Drugs that may increase serum potassium concentration

There is a potential for an increase in serum potassium concentration in females
Clinical Effect | taking NEXTSTELLIS with other drugs that may increase serum potassium

concentration [see Warnings and Precautions (5.2) and Clinical Pharmacology (12.2)].

Prevention or
Management

Monitor serum potassium concentration in females at increased risk for hyperkalemia.

Lamotrigine

Clinical Effect

Concomitant use of NEXTSTELLIS may decrease lamotrigine exposure [see Clinical
Pharmacology (12.3)], which may reduce efficacy of lamotrigine.

Prevention or
Management

Adjust lamotrigine dosage as recommended in its Prescribing Information based on
NEXTSTELLIS initiation or discontinuation.

Systemic Corticosteroids

Clinical Effect

Concomitant use of NEXTSTELLIS may increase the exposure of certain systemic
corticosteroids, whichmay increase the risk of corticosteroid-related adverse reactions
[see Clinical Pharmacology (12.2).

Prevention or
Management

Follow the recommendation for the corticosteroid in accordance with its Prescribing
Information. Consider more frequent monitoring for corticosteroid adverse reactions
when used concomitantly with NEXTSTELLIS.

Reference ID: 4976303
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Thyroid Hormone Replacement Therapy

Concomitant use of NEXTSTELLIS may increase thyroid-binding globulin
Clinical Effect | concentration [see Warnings and Precautions (5.10) and Clinical Pharmacology
(12.2)].

Prevention or | Monitor thyroid-stimulating hormone (TSH) level and follow the recommendation for
Management thyroid hormone replacement in accordance with its Prescribing Information.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Discontinue NEXTSTELLIS if pregnancy occurs, because there is no reason to use hormona
contraceptives during pregnancy [see Contraindications (4)]. Epidemiologic studies and meta-
analyses have not found an increased risk of genital or nongenital birth defects (including cardiac
anomalies and limb-reduction defects) following exposure to COCs before conception or during
early pregnancy. Reproductive toxicity studies performed with E4 alone have shown expected
pharmacologic effects in animals, which are considered consistent with estrogen exposure.

In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2 to 4 percent and 15 to 20 percent,
respectively.

8.2 Lactation

Risk Summary

Contraceptive hormones and/or metabolites are presentin human milk. COCs can reduce milk
production in breast-feeding females. This reduction can occur at any time but is less likely to
occur once breast-feeding is well established. When possible, advise the nursing woman to use
other methods of contraception until she discontinues breast-feeding [see also Dosage and
Administration (2.1)]. The developmental and health benefits of breast-feeding should be
considered along with the mother’s clinical need for NEXTSTELLIS and any potential adverse
effects on the breast-fed child from NEXTSTELLIS or from the underlying maternal condition.

After oral administration of /DRSP 3 mg/EE 30 ug, about 0.02% of the DRSP dose was excreted
into the breast milk of postpartum females within 24 hours. This results in a potential maximal
daily dose of less than 1 ug DRSP in an infant.

8.4 Pediatric Use

Safety and efficacy of NEXTSTELLIS have been established in females of reproductive potentid.
The study population of C302 [see Clinical Studies (14)] was in females of reproduction age 16-
50 years of age. Use of NEXTSTELLIS before menarche is not indicated.

8.5 Geriatric Use
NEXTSTELLIS has not been studied in postmenopausal females and is not indicated in this
population.

8.6 Hepatic Impairment
NEXTSTELLIS is contraindicated in females with hepatic impairment [see Contraindications (4),

Warnings and Precautions (5.1, 5.3)]. The mean exposure to drospirenone (DRSP) in females
with moderate liver impairment is approximately three times higher than the exposure in females
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with normal liver function. NEXTSTELLIS has not been studied in females with severe hepatic
impairment [see Clinical Pharmacology (12.3)].

8.7 Renal Impairment
NEXTSTELLIS is contraindicated in females with renal impairment [see Contraindications (4),
Warnings and Precautions (5.1)].

In subjects with creatinine clearance (CLcr) of 50-79 mL/min, serum DRSP levels were
comparable to those in a control group with CLcr = 80 mL/min. In subjects with CLcr of 3049
mL/min, serum DRSP concentrations were on average 37% higher than those in the control
group. In addition, there is a potential to develop hyperkalemia in subjects with renal impairment
whose serum potassium is in the upper reference range, and who are concomitantly using

potassium sparing drugs [see Warnings and Precautions (5.2), Drug Interactions (7.2) and Clinical
Pharmacology (12.3)].

8.8 Race/Ethnicity
No clinically significant difference was observed between the pharmacokinetics of E4 or DRSP
depending on race [see Clinical Pharmacology (12.3)].

8.9 Body Mass Index (BMI)/Body Weight
The safety and efficacy of NEXTSTELLIS in females with a BMI = 35 kg/m? have not been
adequately evaluated.

10 OVERDOSAGE

Overdosage of CHCs may cause nausea, vomiting, and severe headaches. Individual reports of
thromboembolic complications and vaginal bleeding have occurred from overdosage. Pediatric
patients with unintended CHC ingestion have reported nauseaand vomiting and some developed
irritability and drowsiness; rare reports described vaginal bleeding.

Overdosage Management Recommendations
Consider short-term prophylactic anticoagulation therapy for patients with high risk of VTE.
Monitor serum potassium and sodium levels, and for evidence of metabolic acidosis.

11 DESCRIPTION

NEXTSTELLIS™ (drospirenone and estetrol tablets) is an oral contraceptive. It is suppliedin a
transparent PVC/aluminum blister cards containing 28 tablets:

* 24 pink active tablets contain 3 mg drospirenone and 14.2 mg of estetrol on the anhydrous basis.
Drospirenone is a synthetic progestin and estetrol is a synthetic estrogen.

* 4 white inert tablets.

The chemical name for estetrol is estra-1,3,5(10)-triene-3,15a,16a,17a-tetrol monohydrate. It
has a molecular formula of C1sH2404¢H20 and a molecular weight of 322.4 g/mol,
equivalent to 304.4 g/mol (anhydrous). Estetrol has the following chemical structure:
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Estetrol (monohydrate) is a white to off-white crystalline solid that is poorly soluble in water
and aqueous solutions. Itis soluble in methanol, ethanol, sparingly soluble in acetone, and
slightly soluble in ethyl acetate and acetonitrile.

Drospirenone is chemically described as (6R,7R,8R,9S,10R,13S5,14S,15S,16S,17S)-
1,3’,4,6,6a,7,8,9,10,11,12,13,14,15,15a,16-hexadecahydro10,13-dimethylspiro-{17H-
dicyclopropa-[6,7:15,16]cyclopenta[a]phenanthrene-17,2°(5H)-furan]-3,5'(2H)-dione). It has a
molecular weight of 366.5 g/mol, a molecular formula of C24H3003, and the structural formula
below:

Drospirenone is a white to almost white or slightly yellow crystalline powder. It is a neutrd
molecule with slight solubility in water.

The active tablet is a 6 mm, round pink film-coated tablet which contains 3 mg of drospirenone
and 15 mg of estetrol as the monohydrate, equivalentto 14.2 mg of estetrol on the anhydrous
basis, and the following inactive ingredients: corn starch, lactose monohydrate, magnesium
stearate, povidone, and sodiumstarch glycolate, , and . Each tablet is embossed on one side with
a drop-shaped logo. The pink film-coating has the following inactive ingredients: hydrogenated
cottonseed oil, hydrogenated cottonseed oil, hydroxypropylcellulose, hypromellose, iron oxide
red, talc, and titanium dioxide

The inert tabletis a 6 mm, round white film-coated tablet which contains the inactive ingredients
corn starch, lactose monohydrate, and magnesium stearate. Each tablet is embossed on one side
with a drop-shaped logo. The film-coating has the following inactive ingredients: hydrogenated
cottonseed oil, hydroxypropylcellulose, hypromellose, talc, and titanium dioxide.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
CHCs prevent pregnancy primarily by suppressing ovulation.
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12.2 Pharmacodynamics

Drospirenone is a spironolactone analogue with anti-mineralocorticoid and antiandrogenic
activity. The estrogen in NEXTSTELLIS is estetrol, a synthetic analogue of a native estrogen
present during pregnancy, that is selective for nuclear estrogen receptor-a (ER-a) and ER-f3.

Effect of NEXTSTELLIS on ovarian function

A clinical study evaluated the effect of NEXTSTELLIS on the suppression of ovarian activity as
assessed by measurement of follicle size via transvaginal ultrasound and serum hormone
(progesterone and estradiol) analyses in two of the three treatment cycles (24-day active tablet
period plus 4-day pill-free period). No ovulations were observed during the study.

Cardiac Electrophysiology
At a dose 5 times the maximum recommended dose (i.e., supra-therapeutic dose of 15 mg DRSP

/71 mg E4), NEXTSTELLIS does not prolong the QT interval to any clinically relevant extent.

Drugs That Have the Potential to Increase Serum Potassium Concentration

There is a potential for an increase in serum potassium concentration in females taking
NEXTSTELLIS with other drugs that may increase serumpotassium concentration [see Warnings
and Precautions (5.2)].

A drug-drug interaction study of DRSP 3 mg /E2 1 mg versus placebo was performed in 24 mildly
hypertensive postmenopausal females taking enalapril maleate 10 mg twice daily. Potassium
concentrations were obtained every other day for a total of 2 weeks in all subjects. Mean serum
potassium concentrations in 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 time points 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%
Cl: 0.914,0.999) and 1.010 (90% CI: 0.944, 1.08), respectively. No patient in either treatment
group developed hyperkalemia (serum potassium concentrations > 5.5 mEq/L).

Other PD effects of NEXTSTELLIS
Table 7 displays pharmacodynamic effects of CHCs on hemostatic, metabolic, and endocrine
parameters.

Table 7: Pharmacodynamics Effects of CHCs on Hemostatic, Metabolic, and
Endocrine Parameters

Direction of Change'

Category
Increase Decrease No change
1 Platelet count; factors II, VII L(Accelerated)
antigen, VIl coagulant activity, IX, | Prothrombin time, partial
Coagulation X, XII, VII-X complex, and beta- thromboplastin time, and
Factors thromboglobulin; platelet aggregation time

fibrinogen and fibrinogen activity; | | Anti-factorXa and
_ _ o antithrombin Il
plasminogen antigen and activity | antithrombin Ill activity
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1 Corticosteroid-binding globulin
Corticosteroids (CBG), total circulating -
corticosteroids

Glucose - | Glucose tolerance

| Low-density lipoprotein
Lipids 0 concentration

Plasma high-density
lipoprotein (HDL) and
HDL2 cholesterol
subfraction
concentration,
triglyceride levels

Mineralocorticoids | 1 Aldosterone

1 Concentrations of
Plasma proteins | angiotensinogen/renin substrate, -
alpha-1 antitrypsin, ceruloplasmin

| Possible decreased free
testosterone
concentrations

1 Sex hormone-binding globulin
Sex hormones (SHBG)

| Androstenedione,
progesterone, free
testosterone, estradiol

DHEA-S, FSH,
LH,Dihydrotestosterone

1 Thyroxin-binding globulin (TBG),
Thyroid hormones | total thyroid hormone levels, total | | T3 resin uptake
T4 and T3 levels

<~ TSH, Free T4 and
free T3 concentrations
in females with normal
thyroid function

12.3 Pharmacokinetics

Absorption, Distribution, Metabolism, and Excretion

The pharmacokinetic properties of E4 and DRSP following administration of NEXTSTELLIS are

provided in TABLE 8.

Table 8. Pharmacokinetics of E4 and DRSP

E4 DRSP

Multiple-dose pharmacokinetics parameters

Mean (CV%) Cmax, Ng/mL 17.9 (68.1) 48.7 (24.6)

Mean (CV%) AUCo.24n, Ng*hr/mL 59.1(24.3) 519.0 (27.7)

Dose Proportionality 15 mg to 75 mg 1-10 mg

Time to Steady State, days 4 10

Accumulation Ratio 1.6 2.3
Absorption
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Median (range) Tmax, hours 0.5(0.5t0 2) 1.0 (1.0t0 3.0)

Effect of high-fat meal (relative to fasting)

Geometric Mean (90% CI) Cnax, Ratio | 0.51 (0.37, 0.70) 0.75(0.66, 0.84)
Geometric Mean (90% CI) AUConve, | 1.01(0.86, 1.19) 1.08 (1.02, 1.14)
Ratio
Distribution
Plasma Protein Binding 46% to 50% 95% to 97%*
Elimination
Elimination Half-life, hours 27° 34
Metabolism
Primary Pathways Phase 2 metabolism to form CYP3A4; two main
glucuronide and sulphate metabolites: acid form of
conjugates which have DRSP generated by
negligible in-vitro estrogenic opening of lactone ring
activity. In vitro studies show and the 4,5-

that UGT2B7 is the dominant dihydrodrospirenone
UGT isoform that catalyzes the | formed by reduction
formation of E4-16-glucuronide | followed by sulfation.
Both metabolites are not
pharmacologically active.

Excretion
Primary Pathways
% Dose in Urine 69% (0% unchanged) 38%
% Dose in Feces 22% (100% unchanged) 44%

#Bound primarily to albumin
® Undergoes enterohepatic recycling

Cmax= Maximum plasma concentration; AUCy= Area underthe plasma concentration-time curve integrated from time of
administration (0) to time of last quantifiable observation (t); AUCone= Area under the plasma concentration-time curve from time
of administration extrapolated to infinity from AUC,.; Cl= Confidence interval; Tma= Time to maximum concentration

Specific Populations
No clinically significant differences in the pharmacokinetics of E4 or DRSP in females
were observed based on race/ethnicity (Japanese and Caucasian).

Patients with Hepatic Impairment
The effect of hepatic impairment on the pharmacokinetics of E4 is unknown.

The mean exposure to DRSP is approximately three times higher in females with moderate liver
impairment than the exposure in females with normal liver function. The effect of severe hepatic
impairment on the pharmacokinetics of DRSP is unknown.
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Patients with Renal Impairment

The effect of renalimpairment on the pharmacokinetics of E4 is unknown. The mean serum DRSP
concentrations increased by 37% in subjects with CLcr of 30 to 49 mL/min on a low potassium
diet using potassium-sparing drugs. No clinically significant differences in the pharmacokinetics
of DRSP were observed based on CLcr of 50 to 79 mL/min. 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 concentrations increased by up to 0.33 mEq/L.

Drug Interaction Studies
Clinical Studies

Strong CYP3A4 Inhibitor: Concomitant use of a COC containing DRSP 3 mg/EE 20 ng with
ketoconazole (strong CYP3A4 inhibitor) increased the AUCo-24n and Cmax of DRSP by 2.68-fold
(90% ClI: 2.44,2.95) and 1.97-fold (90% CI: 1.79, 2.17), respectively.

CYP3A4 Inducer: Concomitant use of a COC containing DRSP 3 mg/EE 20 pg with high dose
(strong CYP3A induction) and low dose of rifampin (weak CYP3A4 induction) decreased the
AUCo-24n of DRSP by 86% (90% CI: 85%, 87%) and 30% (90% CI: 25%, 34%), respectively.

UGT2BY7 Inhibitor: No clinically significant differences in the pharmacokinetics of NEXTSTELLIS
were observed when used concomitantly with valproic acid (UGT2B7 inhibitor).

CYP3A Substrate: Pharmacokinetics of CYP3A substrates midazolam and simvastatin were not
influenced by steady state DRSP concentrations achieved afteradministration of 3 mg DRSP/day.

CYP2C19 Substrate: Daily oral administration of 3 mg DRSP for 14 days did not affect the oral
clearance of the CYP2C19 substrate omeprazole (40 mg, single oral dose) and the CYP2C19
product 5-hydroxy omeprazole.

In Vitro Studies

E4 is not a substrate of CYP1A1, CYP2B6, CYP2C8, CYP2C9, CYP2D6, CYP3A4, OATP1B1,
OATP1B3, OAT1, OAT3, OCT2, MATE1, MATE2-K. E4 is unlikely to induce CYP1A2, CYP2B6,
CYP3A4 or inhibit CYP3A4, CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6,
CYP2E1, UGT1A9, UGT2B7, drug transporters P-pg, BCRP, OATP1B1, OATP1B3, OAT1,
OAT3, 0CT2, MATE1 and MATE2-K or at clinically relevant dose.

Effects of NEXTSTELLIS on Lamotrigine

Estrogens are known to decrease plasma concentrations of lamotrigine, likely due to induction of
lamotrigine glucuronidation. No in vitro or in vivo data are available to determine the impact of E4
on lamotrigine exposure.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

In a 24-month oral carcinogenicity study in mice with doses up to 10 mg/kg/day DRSP, equating
to 2 times the maximum clinical exposure (based on AUC), there was an increase in carcinomas
of the harderian gland in the high dose DRSP group. In a similar study in rats given doses up to
10 mg/kg/day DRSP, 10 times the maximum clinical exposure (based on AUC), there was an
increased incidence of benign and total (benign and malignant) adrenal gland
pheochromocytomas in the high dose DRSP group.
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Mutagenesis studies for DRSP were conducted in vivo and in vitro and no evidence of mutagenic
activity was observed. E4 is not considered to be genotoxic based on weight of evidence from in
vivo and in vitro mutagenesis studies.

14 CLINICAL STUDIES

Pregnancy Prevention

The efficacy of NEXTSTELLIS was evaluated in a prospective, multicenter, open-label, single-
arm study in North America (NCT02817841; C302) of one-year duration that enrolled 1,674
females 16 to 35 years of age. The mean age was 25.8 years and mean BMI was 25.8 kg/m2
Females with a BMI between 30 and 35 kg/m? accounted for 22.3% of the study population.
Females with a BMI greater than 35 kg/m? were not enrolled in the study. The racial distribution
was 70.1% Caucasian, 19.5% Black or African American, 4.8% Asian, 0.9% American Indian or
Alaska native, 0.4% Native Hawaiian or other Pacific Islander and 4.2% other.

A total of 26 on-treatment pregnancies occurred in 1,524 females contributing 12,763 at-risk
cycles. The overall Pearl Index was 2.65 (95% Cl: 1.73-3.88) per 100 woman-years of use. Table
9 lists the Pearl Index by BMI subgroup. A trend of decreasing effectiveness with increasing BMI
was observed in the study.

Table 9 Pearl Index Based on At-Risk Cycles and Reported Pregnancies in Females < 35
Years of Age in Study C302

On-
treatment At-risk Pearl Index
Subgroup N* pregnancies  cycles (95% CI)
Study C302 1524 26 12,763  2.65(1.73, 3.88)
BMI (kg/m?)
<30 1,187 20 10,113  2.57 (1.57, 3.97)
=30 to < 35** 337 6 2,650 2.94 (1.08, 6.41)

*N = all females aged 16-35 with at least 1 at-risk cycle.
**One female with a BMI of 48 kg/m” was enrolled and included in the efficacy analysis.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied
NEXTSTELLIS (drospirenone and estetrol tablets) is available in a blister card, with 28 6-mm
round, bi-convex film-coated tablets in the following order:
* 24 pink active film-coated tablets containing 3 mg drospirenone and 14.2 mg estetrol
embossed with a drop-shaped logo on one side.
* 4 white inert film-coated tablets embossed with a drop-shaped logo on one side.

NEXTSTELLIS is supplied in cardboard cartons containing 1 blister card of 28 tablets: NDC
51862-258-01.

16.2 Storage
Store at 20°C to 25°C (68°F to 77°F), excursions permitted to 15°C to 30°C (59°F to 86°F) [see
USP Controlled Room Temperature].

16.3 Disposal

Dispose unused medication via a take-back option if available. Otherwise, follow FDA instructions
for disposing medication in the household trash, www.fda.gov/drugdisposal. Do NOT flush down
the toilet.
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17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-Approved patientlabeling (Patient Information and Instructions
of Use).

Sexually Transmitted Infections
Advise females that NEXTSTELLIS does not protect against HIV infection or other sexually
transmitted infections.

Important Administration Instructions and Instructions for Missed Doses
Instruct females to take one tablet daily by mouth at the same time every day. Advise patients
about what to do in the event that pills are missed [see Dosage and Administration (2.3)].

e Advise females starting NEXTSTELLIS to use additional nonhormonal contraception for 7
days after the first dose unless NEXTSTELLIS is started on the first day (Day 1) of menses
[see Dosage and Administration (2.1)]

¢ Advise females who miss more than two consecutive days of NEXTSTELLIS or experience
vomiting or diarrheafor > 48 hours consecutively to use additional nonhormonal
contraception for 7 days [see Dosage and Administration (2.3, 2.4)]

Thromboembolic Disorders and Other Vascular Problems [see Warnings and Precautions (5.1)].

e Advise females that there is an increased risk of arterial and/or venous
thrombotic/thromboembolic events with NEXTSTELLIS and the risk of arterial and/or
venous thrombotic/thromboembolism is greater in smokers and females with preexisting
medical conditions including hypertension, dyslipidemia, diabetes, and obesity.

e Advise patients of the pertinent factors that further increase their risk and ways to
diminish the risk, e.g., to stop smoking (if applicable).

e Advise patients to contact their healthcare professional for any signs or symptoms of
arterial and/or VTE

e Advise patients to contact their healthcare professional if they will be immobilized for a
prolonged period of time.

Hyperkalemia
Advise females to contact their healthcare professional if signs or symptoms of hyperkalemia

develop [see Warnings and Precautions (5.2)].

Hypertension
Advise females that NEXTSTELLIS can cause an increase in blood pressure over time. Instruct

patients to contact their healthcare professional if blood pressure increases [see Wamings and
Precautions (5.3)].

Liver Disease

Advise females that use of NEXTSTELLIS can cause elevated liver enzymes and can increase
the risk of liver tumors. Instruct females to contact their healthcare professional for any signs or
symptoms of liver disease [see Warnings and Precautions (5.5)].

Glucose Tolerance

Advise females that NEXTSTELLIS may decrease glucose tolerance. Instructfemales with
diabetes and prediabetes to contact their healthcare professional for any signs or symptoms of
hyperglycemia [see Wamings and Precautions (5.7) and Clinical Pharmacology (12.2)].
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Gallbladder Disease and Cholestasis

Advise females that use of NEXTSTELLIS is associated with an increased risk of developing
and/or worsening gallbladder disease. Instruct patients to contact their healthcare professional for
any signs or symptoms of gallbladder disease [see Wamings and Precautions (5.8)].

Bleeding Irreqularities, Amenorrhea, and Pregnancy

Advise females that NEXTSTELLIS can cause unscheduled bleeding and spotting, as well as
amenorrhea and oligomenorrhea. Advise females to contact their health care professional if
amenorrhea occurs in two or more consecutive cycles or symptoms of pregnancy occur, e.g.,
morning sickness or unusual breast tenderness. Instruct females to stop NEXTSTELLIS if
pregnancy is confirmed during use [see Warnings and Precautions (5.11) and Use in Specific
Populations (8.1)].

Chloasma

Advise females that NEXTSTELLIS can cause chloasma and the risk is highest in females with
a history of chloasma, especially chloasma gravidarum. Instruct females to take precautions to
limit UVA and UVB exposure while using NEXTSTELLIS [see Warnings and Precautions
(5.14)].

Lactation

Advise postpartum females that NEXTSTELLIS may reduce breast milk production. Advise
females that this reduction is less likely to occur if breast-feeding is well established [see Use in
Specific Populations (8.2)].

Drug Interactions

NEXTSTELLIS may interact with many drugs, foods, and dietary supplements. Therefore,
advise females to report to their healthcare professional the use of any other prescription or
nonprescription drugs or dietary supplements [see Drug Interactions (7.1, 7.2)].

Manufactured for:
Mayne Pharma LLC
1240 Sugg Parkway
Greenville, NC 27834

Manufactured in Germany

Date: 04/2022
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ALT L5 (ULN®D 205 %2 5—SOEFZEZEL) N, CHCHEEDIF I IR S DOF—IL
(EE) EAE#FRALE-XETHEEIZZL(BOoNT=-, EELSDIR rOY U EFRFEFER
LTWALMEDALT LROHRBERE, TR OSVEFREFIZFEFAL TV ALK EREETH
271z NEXTSTELLIS [CIZ EE TIE%H <K EANEFENTLVSD, O CEIFLXAREDEEH &

DHABICET A AT—2IIBFoNTULEL O, TESADETH S,

5.8 MERERUE LY S )& FIGE

fiit #E AE

NEXSTELLIS A L TWWSHERRAMER VU BERFEOXEZIERBEITLHI L,
NEXTSTELLIS (XTi#EReE IR TS €D ENDH D [BFEEHE (12.2) B ,

b)Yt FlngE
FUTUEY) FIEOREICIFHOEITEEZRF TS L, VT FIERIFZEDOR

=
=1

=
™=l
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WEEEEY D4tE(EX,. NEXSTELLISERAKBICIEFE ) Ut KEENERT BAEEELADH Y .
FEXD Y R MEMI 2aaetEh b 5.

59 EEAEBRUETS oiF
FEIEMHRREARBRIIET S > FMEEEE T HLMICH L TIE, NEXTSTELLIS O ik ##&519
52 ¢, BHOMEMN L. CHCERETIIEEEREDRE) AIMNGVI ENTREINTLS,
Fi-. CHCOERIIBREFEDEEBEEEZBILSIELAEELH D,

CHC B&ERRit 5 - HDEAEEAH S &, £DED CHCERIZL DRI DEMATFRSI S,
bEYRRBAERRT S S IFDBEEEZ AT XM, CHC E&ERET S 2D R NSV ATREEN H
60

510 #&J/n0JUrIcxT BER

NEXTSTELLIS ZiRA L TWLWA&ZMETIX. BHEICKE L TRRIBEHRLEVHREEOREZEET
b2 & [BEFERE (12.2) 28] . NEXTSTELLISOI X bOSF VEREH A OFL oESS O
Ty, BRILEUHRESI/ 0T URVALFY—IILEEI/OT ) >ONEFEEZENSES
AREMED B B

511 FHRAHLEUVEARE

FENOHME U SR H M

NEXTSTELLIS Z#R L TWWS XM TIEL, ¥FICHEAMB®R 4 » AM. FEND (FEiEX (LR
) HmR P sREmAE CHRIEEMAH D, FRAIEMITREFMIZHERT 0. BlOREEC
EEITDHLIZK>THEATSEHE5ELHD5. HANTH>-ARBAHOZICHOAFRIEHKE
THGAE. FROCEHESL EORRZTMT 5.

FESOHMIE, 28 AFEOAEFERD Day 4 5 Day 24 FTICERALHOXIERREREE

LT, C302:ER CRE/NTH) OWBREBFEICE O L, 28 HHOAREHM C LICFEND

HIX (RN Z S L - HEREORS ITRERMICET L, F#1T303%, FA#12T

17.4%TH>1-. AREAAH-YDFENOEM /R B O TEHE D EEAIRAIHEHD
L. B#1TEFEHYHMBEE 04 (£1.42) BTHo=DIZx L., A 12 TEIFHHMBEL 0.2
(+0.98) HTH 1=,

FESNI-HIA ALY

NEXTSTELLIS R4 &M, iIFRL TLWELMEETEFESNT: CHIR) HlA4E LAl
aJEEEDNSH D [FIEF 6) SHE] ., FEISN-HONGEWERSE L-HFREDEISII2EMIZ
—ETHY. FHTHERED 155%NEAH 1 HASEH 12 FTHIFESA-HONGWNEREL
T=o

FESNEHOARZ OGS (E, FIROFATEREZEZET S &, BEEVREDKRESERA7Va1—ILE
B LG o158 (AR EEFTRA 1 RXE 2FEMALEN o7z, HHVRFHREDH £
YELRICERAZERIRLES) (3. RUOAELNGEL o -FREIOIIROAEEZER L. BYXQ
PHEERET o

NEXTSTELLIS @5 it &, HARXIIHHXARNRERT SAIEMENHDS (FIS. Shodik
EBABICHEE L TUL=HE)
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512 5D

SOMDBREERLASHAILMZEERL., S OWIBRL TEEIL L1-154IE NEXTSTELLIS M1k
352 &, COCESDRDEBERIIERFD S DFRDIBELDOBEEEICET AT —2IEEShTL
%,

513 EEREtDERE
BIRMLEFEDOKMEICIENEXTSTELLIS 25 LGN &, SHEKIR FOS ViE, Eiattl
EFROEREFRENIBLLSELARENH D,

514 FF5E

IEIREF B OB EERENHH L. BAPEMRBEICHT HBZMEAB VRIS,
NEXTSTELLIS Z#& 5 LW &, HFICHIREFHOBREREZH I 5XETIE. NEXTSTELLIS
DERIZKYFRNRIRT SAEEMENH D,

6 Bl

COC DERICHS UTHREXRGEIMEAR. RIXEDHDETEREINTS,

o FRMIEEMRERVBIRMEEREZECEERDMERER [RHUAZELUNIZEERVUE
HLEDZE (6.1) 5]

o SHUDLINE [EERVEFLDIE (5.2) HH]

o MKE [ZERURALDIE (6.5) £H]

6.1 EREREER DR

FRARABRIIBR ARG R T TR SN D20, HLIEFOBRKRABRTEDON-BEIIEFRADORERR%E
ADOEF QKRB TORBEREERLK TS LIFTET., BRRGETEDONDIRREER
BR L TLGRWETREMEA $H B

REESINFT—2(F. 16~50 ZROXHEDIEIRFFHZ B E L= NEXTSTELLIS OBRM. A7

(C301) RUdLK (C302) (N=3,632) TEIEINT- 2 HEOKRBFERTREHERICHITS
NEXTSTELLIS DERRERE R L -3 D THSD, NEXTSTELLIS DFHBELHMIL. ThEh
DHABRT 37T HRU 257 BTH -z, REGMREFDFHFERIE 27 . F8 BMI X 25 kg/m? T
Holzo AEDDMAILBI%ABEA. 11%HBEAN. 3UDBT T A, 3%DBZFDMTH 1=,

#F4 C301 HEERU C302 RERIZH VT NEXTSTELLIS 5% 2 +1-%D 2% L L TREL

=Bl
HEAXEE (PT) BIEAA R LI-HERE- | BMHERAMNRE L -HRE-2
KB/ HFHDOE 3 HHAER #H0%E 3 HRER
(n [%]) (n [%])

(N =2073) (N=3632)~
TR TOEIER™ 1205 (58.1) 2126 (58.5)
[NEE 226 (10.9) 329 (9.1)
F#RBI i 2 201 (9.7)) 393 (10.8)
FLERELK ® 110 (5.3) 197 (5.4)
BEfE ¢ 100 (4.8) 227 (6.3)
A 2R HE ° 84 (4.1) 133 (3.7)
{RE D 6 68 (3.3) 108 (3.0)
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IE 66 (3.2) 136 (3.7)

) E F—R/il%k 8 27 (1.3) 72 (2.0)

*CI302 BN ZEMMITNFEADHETT CRKEHT4H) o

“*DRSP/E4 IZB89 % C301/C302 SHEBR N R MM N EEMERT,

A RTOEMERL 2% U LEDTRTOEEEZREHET.

1. LTOPT#&T : #@nEE. BEES. HH. BY. F&. 15282, 32K, SOER. KRLHE. HeE
=, BEMNEN, 2250, SRETREE. TERE. SFEE. K2ZEL. KOBE. #a%. \Zv %
B, "=y O EE., TARW. BbBEZOL S, EBEEE, X LR, BRESE. BT

2. LUTOPT#&¢ : EFHEEHM. BARK, FEMHMEM. MRHM, #ETEETFEHMN, ARBESTFHE AR,
B#ZBR%. AREE. FHRWAR. FEFELM. FHRAZ, BEAR. FELM. EHM

3. LUTOPT%#&0 : IAEFRE. IEER. IELZE. AETRE, AEEE. IES -#. IEEX. AEEE. 3

EZRE. 3LER. ILEEIR. ILETRE. SHEEREIREER. 2TREE. ZHEEE. BLETE. 2BEE. 3

SR

UTOPT &L : BB, ARAGERRUEERMER

LTOPT 28T : FEMESRE. ARRHE. ARIIESR. FRTRE, BRERUFEES

LUTOPT 28T KEHEM, AELE. KT« TRIBHEM,. AERLFRERVER

UTOPT 280 SERUVERMESE

UTOPT%&L : VE F—EERUY E F—E%k

©® N o

ABPIEICESEIER (> 1%)

16~50 MDEMEZEXNRE LI-HIRFHHICEAT 5 2 HORRKRHBRDO XM 363265055, 9.6%A
BMFRICKYRIELz, EQHUEICEEEMFRAREFRALM (2.8%) THo1=. 644l
(0.17%) HEIRZFS FEFOHLGRBEICIYBERSMZEPRIEL. 241 (0.05%) NEEDH
BEIckYRBRZERIEL,

MmigEEHEBERVZOMOMNEFE
C301 K Uf C302 i:ER. NEXTSTELLIS % 75 HRARA L. BMIEE T#H > 1= (25 kg/mz Kiih)
ZHE1HIT. 1 HOMEERESERNBE ST

2 D9
C302 i 8% CRE.HF4) TIlk. NEXTSTELLIS EAFIZ 364l (1.7%) A5 DfmEHRE L 1=
9%l (0.3%) A3 DWDIERIZEYiIRSZEHIELT=,

6.2 MIRER DO AEER
COCHERENHSHBE (BHEXITBEDNEM) & COCHEAENTWNEETIREY AV &L
BLI-5H4DMETIE, COCOFERELEEY RV LORICEEREFHRESNT . REFEBI
0.90-1.12 TH-1= (AX)

3HDOHMETIE. COC NHRAERIIFKEDFEAE FIEMEAN S 6 » AXKiE) & COCDEAED
BWETIHRBURIVZLREL: (BX) - CNODHEDNDSE 14ETIE, 2B XY & COCE
OB IZEESFSRESNEN o=, D 2HOMEIL., BEXTREDERICKEYEX) RS
M1.19-1.338MFT 5 EZFBHALMILIz, WTIhOBFETH., &Y RHRERLZIGSICEE
DRAONRERT BT EMNFIBAL, ) X (E COC FARMMM 1 EXRFBDZEED 1.03/M 5 8~
1VEZBA-BEOH14ETTOHEETH 1=,
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Py - = - =
& 2 HEROMEERZAVEIEY RV ICEHT SEEHER
COC #EAEH Y vs.COC HAEL L
NICHD Women's Care Study, Marchbanks PA. 2002 ———b OR: 0.90 (0.80, 1.00)
French E3N cohort Study, Dumeaux V 2005 —a—1o RR:0.91(0.81, 1.03)
Shanghai Women's Health Study, Dorjgochoo T.2009 | HR: 1.05 (0.84, 1.31)
The Nurses' Health Study II, Hunter DJ.2010 e T " RR:1.12 {0.95, 1.33)
[a——
Oxford Family Planning Study, Vessey M.2013 RR: 1.00 (0.50, 1.10)
COC $EfH vs.COC EREL L
NICHD Women's Care Study, Marchbanks PA 2002 * b — OR:1.00 (0.80, 1.30)
The Nurses' Health Study II, Hunter DJ 2010 . P . RR: 1.33 (1.03, 1.73)
Danish Sex Hormone Register Study, Morch IS 2017 -0 RR:1.19 (1.13, 1.26)
-1.50 -0.50 0.00 0.50 1.00 150 2.00
HHRHEEE

RR=#xt") X%, OR=#4v Xtk HR=/"\H¥— KL,
FALTWV-X%EET.

7T EMHEEER
71 HDFEFMNFRILE VU BITEICRIFIRE

NEXTSTELLIS [Z

[COCHERAEHY ] LIFMAEXIFIBEIZCOC %
[COC{#ERAELZL] IFCOCEFARALI-CENLGZNVEHEEIET .,

FEZREITHOERE ORKMICEELGEYHEEERAZRSIZTRY,

5. NEXTSTELLIS ICREZRIZTHOER L OBRNICEELEYMHAEER

CYP3AGEE

Vi o) DRSP (X CYP3AMA HEETH D, RANE CYPAZEEXIIBENFREELLLIE
SLVCYP3AZEELDHHEIL. DRSPBEZEEXET & [BFEE (12.3) &
FE] . BIEKBICDOEABHEREENH B,

FIER (L EFE WAL HREZETSE, POEBITHEBET SEEIEL. BA% CYP3A
CYP3AFZE |FEEDOHADRUFILE 28 BFEIIRE W FEREE X T
b3 L) RIFFHEOERILE VBT EEZERAT R L,
FEERTY |CYPAFEEMDMHADRUGILE 28 BREIXAE XL FEDEHTX
BBLVCYP3A | #ERATBHE, =L, BHEDCYPIANDHEEX(FBLFEED
SR RAXEIZ, NEXTSTELLIS & QEERMICEZELEEEAALZLEN

RESNnTWWSEEEFKR<,

A1 CYP3AHE

BERZE DRSP (X CYP3A4 HEETH D, ®A7 CYPIAHEE L DHAIZLY DRSPIEEE
PEMT BATREMEN B Y [LFEHE (12.3) SHE] . ChiZk-TEILEEZET
NEXTSTELLIS QEMERRIR Y R UM EMT D AEetED D B [EER UEF LD
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2E (65.2) H] .

BRI EHE BN CYP3AMTREZEZ RS L. NEXTSTELLIS &6tAT A2EEFTIX, MFH
O LEBEDE=ZA) VT HEETH &,

NEXTSTELLIS QIR Z{ET & 5 A 6EtED & 5 EH|

VY it A RGBS EF A EDEFIEDHAIZE4A RV DRSP DIEEEFXET S, BITLEK
RO/ RITHEEHIMOEMICDENBAIEEENH S,

PRI EHE NEXTSTELLIS ¢ fEDHRESHBIOBREZE(TS 2 &, FMICOWLWTIIHHAE

DHERNAXEEZSHRDOC &,

7.2 NEXTSTELLIS A faFlIc R (X 5 &

hDEFIZEE % KIXF NEXTSTELLIS & DEEKRMICEELEMHEBEERZRG6IZTRT,

5% 6.NEXTSTELLIS OftFl| & DEKMICEELEMHREER

SR ARE

P NEXTSTELLIS ®#fRIZ& Y. ¥ERFEABRED MER TERAIER T S aTaEMEN

it b5 [ZEERUVFERLEDOTE (5.8) RUBKERE (12.2) 38] .

FHERIZEE |MBEBE=42) o OBEELEOL, BHECH U THEBEICE SO CERFEAEE
*EE9 5,

MEHY Y LBEEZ ERSE2EEMED H S EHF

B mEFRH)DLEEXEMSESAEEMHD H DD EFERIE NEXTSTELLIS #4H

HIREITS Li=&MTld, Ehh Y HLRENEMT ZAREEINHS [(BERUEALD
FE (5.2) RURRKERE (12.2) 8] ,

FHXRIAEE | SH)ILMED) RIOPABWNWEETIE, MFH)DLEEZBEIT S &,

SEMYXY

VoA o) - 4 NEXTSTELLIS D#fHICKYSE Y X OBEENETT AN HY /£
FEHE (12.3) ] . CHIZKYSERUXFOOEDIEMNETT 26N H
%,

FERIAEE | SERYXCOBERERIXEOHECHL. NEXTSTELLIS OB 5BIA X (it
[CESVWTHEST 5 &,

£Ba/)LFaXTFAOAFK

R NEXTSTELLIS D#fHICK YHBEDLEIILFIRTOA KOBRZEEAEML .

RIS ALFARTAA RIZKBEERDY RO DB EDAEEENH D [FFERE
(12.2) ]

s | RIXECHEN. ALFIRTOA FORREAEEFT S L. NEXTSTELLIS L

5 HEATHBEIE. JLFIRTFAA ROBEADO L YEBEILE=2 ) VT 5 EET S

Z &,
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BARIRAILE VTR

NEXTSTELLIS DIk Y. FRIREGE 0T Y ViREDIEMT S AFEMED B
kRIS 8 [EERUVEFLDEE (6.10) RUBFEE (12.2) BF] .

FHRIZEE | FRIRFEAIILES (TSH) REZ#HEEL., EDFEMXEIZME > THERBRIILEA
AEEDRRERZETFTT S &,

Al EA~DE S

8.1 iR

YR DBE

FIRPICRILE VRITEFFERATIEAN L V=0, 1EIRL-5A (X NEXTSTELLIS %5 %t
W335 ¢ [ZE 4) SHE] , BERERVARZT7F)RTIE, ZRRETXIEFRDEAIZ COC
[CBREINSGEICERBRRRITIFELERERROERMERE (WEEERURRIEZED) OUR
JEMEBHENTULEL, E4DAZRAVTER LI-EBSHRABRTE. B TTFESA
EBERAMAEOH LN, CNIFIRX MOSFUBEE—BTHEEALOND,

KEO—KREHATHE., BERMICHERSNIRICE T AERGAEREREBRUREDHES R
A&, TNEN 2% ~4% BN 15%~20%TH D,

8.2 %%,

YR DBRE

RILEVEHIERV /XIEZOREWITE FETHICHITT 5, COC FRIAFOLMDITEE
EZETSELAEEELAHD, COBTENDOTHLELDAREMENH L, RANRETHEEL
SABEMEIZIELY, AIRETHNIE. BAPOLHEICEREAZPLT 5 THOBTEZAND K S
W8S & [FE-FAE 21) ¢t 5HF] . RIADEERVEELOARMEE. BRO
NEXTSTELLIS 2% 2 EGERAIEME., KR U NEXTSTELLIS RIZBHADEEEEIZ K 51BF 5D
FHRADBENLGEEERLLLITEETRETH D,

DRSP 3 mg/EE 30 yg ##0O#% 5 L1=15&. DRSP 5 E2M0#) 0.02%H" 24 B LINICEEZR DX
MR AFICER SN, TDHER. HIRICEITHDRSPO 1 HEKXKAZEIX 1 yg KRG &L %45,

8.4 /NREADEE

HTERIEEIR M H 7D NEXTSTELLIS DEREM R UAMMEITHI SN TIVS, C302 HERD =t
SE&EM [BFaAE (14) BHE] X, 16~50 D EEREEL LM TH o 1=, DEFFID
NEXTSTELLIS OERIEBE S N7,

8.5 mimE~ADERE

B LMEE R E L= NEXTSTELLIS OFEERIZEREINTE DT . COERICITEL S
L\O

8.6 FFi8rEES

NEXTSTELLIS (%, FFH4eElEZEXH T HLEICEWTERTHD (22 4) . ZERURHLD

2E (5.1, 5.3) SHE] ., hWEEDOIHEEEZET SIS TS FRREL/ >~ (DRSP)
DEHRBEIT., FHEENEELLZHENOBEELVHNIBE ., EEOHEEEEHT LM
xR E L= NEXTSTELLIS DERERIIEMB SN T ULV [BFEEHE (12.3) SHE] .
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8.7 BHREMEE
NEXTSTELLIS (X, BHEEEZEHITILXEICEWTERTHD [ 1) . ZEERURHLD
2E 5.1) ],

DLF7F=29 )T Z52R (Cler) HY50~79 mL/min O#EERE D M;E+H DRSP RE(X. ClLcr A
80 mL/min LA LD *IEBE L RIFEE TH > 7=, Cler H* 30~49 mL/min D#ERE D IM;EF DRSP iR

EE., BELYIFEYI7%EN o1, -, MBEHUVLENREBERTHY. hUVLR
FHMAREZHAL TV S BRERESTSEETE, SHYYIVLMENRIRY SEEENHDL [EEF
RUGEBHLDZE (5.2) . ZYHEEHERE (71.2) RUBEKZEE (12.3) SH] .

8.8 AFE Rk
AFEIZ & D E4 XX DRSP OFEYEIREDMIC, BBERMICEEGEIZH NG o= [BEFEE
(12.3) BH] .

89 /RT 4 TREH (BMI) /HE
BMI A% 35 kg/m2 LI E D& 12 E 1+ 5 NEXTSTELLIS DR LM R BT+ ICEHEsh TV
LY,

10 BERS

CHC OBEREFED. B, EENWFEZSISECT LMD D, BERSICK HMieERN
BHERVEHOOERNRENH S, ERETIC CHC ZEOERL-/NMNEEETE, BLRY
BHAHE SN, —REBRFER MERKEZRE Lz, FhIZBHOABESA TN,

BERSOEEICEY HHEER

VIED Y R BNEVNEEICIE, BHRMNLGTFHMRRERREZERET 5,
MEFEH)ILERVMEF ) DLEZEZS2) T L, KEHRT Y F—SRAOBIEREHERT S
&,

11 R
NEXTSTELLIS™ (FARXREL/ RUIRT bO—)LEE) [IRBOAMTIETHS, 28 ALY DB
B PVC/ZIVE =D LT YR A—H— KRBT D,
s EVVBDEYRD EZETHKA 24 fEld. BAKEF|PIZFOXREL/ Y3mgRUIRT FO—
L142mg#EFT S, FAREL/ VIFERTATRAFUOO—BTHY. TAT FA—ILIEE
RIXR AT ODO—TETHD,

BEODEMED ESE RS 4 5
IRT bO—)LDILZE4IE estra-1,3,5(10)-triene-3,15a,16a,17a-tetrol monohydrate T#H 5%, 2F
(& C1eH2404°H20. 73 FEI1& 322.4 g/mol TH Y. 304.4 g/mol (#EK) ICTHET S, TXT kA
—LDILEBEXTIUTOEEYTH S,
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H,0

IRT hA—)L (—KHY) (. AB~FT7HRTA4 FOFEREBERTHY . KERVKBRIZAT
2 W AR/ =)L, TR —)LIZORBIFHOT L, ZEEUIZOOBITFIZCL., BFEEIFIL,
TR R)JLITAETFIZL LY,

FOREL/ vDiEE4lE. (6R,7R,8R,9S,10R,135,14S,15S,16S,17S)-
1,3',4°,6,6a,7,8,9,10,11,12,13,14,15,15a,16-hexadecahydro10,13-dimethylspiro-[17H-
dicyclopropa-[6,7:15,16]cyclopenta[a]phenanthrene-17,2'(5H)-furan]-3,5'(2H)-dione) T&H %5, 7-F
=13 366.5 g/mol. 73FHI& C4H300:. BEXIFLUTDEEYTH D,

CH,

T i
T |in

S
0

FOREL/ VIFABR~FLEALFABRIIRERDEREDMERTH S, FESFTHY . KIZ
BFIZCLY,

AR ZECHEEFT6mmMOAKOE L VBD I 4 IILLI—T 4 VJETHY ., —KHPEL
TRAREL/Y3mMgRUIRF rO—)L15mgZEEAL., EKEFPFTIRT FO—IL 142
mg 2B L, FMFELTRYEQQASTUTY, SHY ==K, XTT7YUEBEIIT R
VoL, RERY, TUToF)a—ILEBEF N)DLEEET S, EREFICEAEIZFOY T&
OOTAZENENTWS, EVI9BD I 4 IINLA—TF 4 0T 1E, UTOFNKEZEEHT 5 : BEik
WEH, BIEHER, EFOX > JOELEILO0—X, ETOA0—X, FEELEHK. 2L,
“BtFa 2,

AR EEFHEOERIE. 6mmOABOBR I A INLLd—T 4 VT &ETHY., HMEIELT
FOEQQSTUTU, 59 F—R—KHMY. RERTTVUBIITXRIOLEEET 5, &
FIZIZFAEICFAy 72OOIAZENEN TS, ZqI)lLa—T 421, UTOFENFZE
95 EtHEEHR EROoXo 7O E)La—X, ETFAAO—X, 2)ILY . ZEBIEFS

o

12 ERER 3R
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121 {EE#F
CHCIZEIZHIER#HIHIT 5 2 &Ik » THEIRZER <

122 EH#E
FRREL/ ViE IERZ)LALTFIA FRURT7 Y FRTF U ERERETHRAER/ ST LY
D7F+OJTHAS, NEXTSTELLIS IZEFNS IR FAS VIF, BAIR AT UZE K a (ER-
o) RUER-BICERMG., EREPICHFETHAIRAIX AT VOEMT7FBITHHIRT O
—ILTHS,

NEXTSTELLIS AN E#EEICRITTHE

BERABR T, 3D2DFBREH A IILDI52D00FREH A1V (AYRSZETHEFID 24 HED
BE5H + 4 BEOKRED) I28LWT, BEBFRIZKZMEYA XOBERVMERILEY (7
AFRTAVRUIR S DA—IL) SHTIC& YR L -0 EEHOIMFI RIFT
NEXTSTELLIS D& %5F M L=, HEERPICHIREBOH Shiiho7=,

DiEERAEES
RAHERAEDSEOHE (Thbhb., AEHA=EULETHS 15 mg DRSP/71 mg E4) TIE,
NEXTSTELLIS (X, BERMIZCEZDHHIEEFTCQTHBZERSELLY,

mEHVVDLEEZ LRI SAREMD H S EH
mEFAH)DLEEFEMIEIAEEMED H SO EHE| & NEXTSTELLIS Z4HH L =% TIE,
miEFAY D LEBEINEMT HAEEELAH D [EERVERLDEE 52) 1.,

IFSTIVILILAVEE10mg % 1 B 2[E%kE LI-BESIEDORE®RLME 24 flEXRIC,
DRSP3mg/E21mg & 75t RZ BT I2EMHEERARAREERELz, TXTOHEBRETAHY
HLEEZ2BIZ1E., i 2B8MBIELT-, DRSPIE2EHDAR—RX 54 VIt 2EHMEFH Y
DLREE., T3EARBELYL 022mEqLEMN Tz, Ffzo R—X 54 VKU Day 14 DEHE
RIZCBEWVWT, 24BEIChzYIEL YD LREZBIE LIz, Day 14 0 DRSP/E2 #I(ZH 1+ 5 M0F
HUDLD Crax R AUC DTS5 AREEICHT BHEIX. EMFN 0.955 (90% Cl : 0.914,
0.999) XU 1.010 (90% Cl : 0.944, 1.08) THo1z. WTHDEEHTEEH Y Y LME (M
BHUDLEE>55mEqQL) ZRBELE-EEF WG OT=,

NEXTSTELLIS @£ DQthdd PD {EF
RT7IZ, 1L, KERUVADB/5A—2(Z8F H CHC DEAZHERETT .

F7:1km, KERURNZB/IITA—FIIxT S CHC OEIFNER

ZEltnHm '

2t e Em B FILAL

M/ MES. BIEF. EVIE || ()
FHIE. £ VIIEEEE. $I1X | 7R bOYEVER. 82
A¥F. BXEF. & XIEF. FOVRTSRF VB
SEEZ B VI-XEFESHK. B-+Fo AR | E. M/ REESERE
FAIYY. T4TY I EURY
T4 T FUEE, TR [IREXaBFRUH LA
— B RERUENS VEVIL kA YVEY
I EHE
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JJJLFAXRTA |1TUFIRTAA FEEIOT
14K 1J> (CBG) . #fERa/LFa |- -
AFAaq4 K
NA=A - | ke -
miEhELEY REB
(HDL) RU'HDL2 O
i 1 BB REARE LATO—/LBESERE
E. hUTYE) KE
B
;ivw:»%: 1TLRRFOY
L e e A=,
migEB EEERE 1 7VF )T |- .
BE. Z)IOTSRIVEE
| BT R FRATOVERE
DIETDA[EEE
e LE & MERIVEFEEIR T Y 7Y RFaQRTFUOH U, ﬁﬁgiSEHkhx
(SHBG) JosrzTFaL., W |- 7
— _ . | 7TARY
ARRTFOY, TRFSS
F—IL
R = E AV =2y Nu Ry R o KRB REIE & &1t
FIRERILEY (TBG) . RHIRIERILEVE IT3LYVERYAH [ZH1+5 TSH, et
E. BRTARUTIEE T4 RUKEEE T3 R E
12.3 EWEIRE

RUR. 7. KR UHE

NEXTSTELLIS #%5# E4 R DRSP O EWENREFEEZ R 8 I1ZRT,

% 8.E4 B U DRSP M WEhAE
E4 DRSP
REBSHEOEMEIRE/ 5 A —4
F# (CV%) Crmax (ng/mL) 17.9 (68.1) 48.7 (24.6)
) (CV%) AUCo.24n
(ng*hr/mL) 59.1 (24.3) 519.0 (27.7)
F= Lt 15 mg~75 mg 1~10 mg
EREIKRERIZERME (B) 4 10
=3 d 1.6 2.3
RN
q:g&ﬁﬁ (%ﬁ) Tmax (B#FEﬁ) 0.5 (05~2) 1.0 (10~30)
EHEBDEE (ZEERF & DILE)
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BT (90% CI) Craxs LE

0.51 (0.37, 0.70)

0.75 (0.66, 0.84)

MY (90% CI) AUCo.nr. EHE

1.01 (0.86, 1.19)

1.08 (1.02, 1.14)

ki

mFEELES 46%~50% 95% ~ 97 %a
H&
SEEHEE (BER) 27° 34
1t
FERKK FE2HRB T O UEIEE |CYP3AL, 2 DDEER
ARUBBASANERSINT- |8 : 59 O BORR
M. invitro TOIR AKX VE [ ITEYERT S DRSP D
HEXSLKHhIFN"TH-T, In BB R VETRICE
vitro EXER TlX. UGT2B7 M BibIc &k Y ERT 5 4,
E4-16-7 )L 0= KDEK%E |5-PERBFOREL
it ZEELRUGT7AVT |/ Vo
F—LTHBHIENTREINT | WThoREMEERT
W3, MEEREILELY,
A
FERK
RPpBREE (%) 69% (RZEIEE 0%) 38%
B#EFREE (%) 22% (FRZEALIK 100%) 44%

AECTINTIULHEE
PERAFRIRERITS

Crax = B MIFFIRE. AUCo =155 (0) BN OREEERIRERAE () FTOMRRRE-FE#MKRTEE. AUCone = AUCo.
Ao ERAKEFE TOMFRRE-FHEMKTEE, Cl=EERRE. T = ReixEEERRN

FeAl 2 EH

ZHIZH TS E4 XX DRSP OEYHREIC, NE/RIE (BRAARUVBA) IZE DR

RAICERGEFIED oG o1,

FREmEEE
PRI EN B4 DENBRICRET HBITFHTHS.

PEEDOHHEEETZH T HXMEICE TS5 DRSP DEHBEE L. FHRENERELGXEDREE
LUK 3BEEL ., EEDIHEEEES DRSP OEMEREICRIZTEZEEITHTH S,

EHEEEFRE

EREEEEN B4 OFEYMEREICRIZTHZEEIFTATH D, D VLREHFIRELZFERAL. ES
)y LB Z#ERL TS Cler 30~49 mL/min M#E&E TIlX. FHM;E DRSPRED 37%EmM L
f=o CLcr 50~79 mL/min Tl&. DRSP O EYEEICERKRMICERGEFFEO ohiah o1,
DRSP O E5IEMmEA ) D LAREICH L THRERMICEKRDH IFEFRIFS Moz, ZDRER
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TIEEH Y I LMERFEBO oG of=h, HERPICH) D LRFEFIREOERZEMRIEL=7
Bl 5 HIZHNT, FHMFHD ) Y LREARK 0.33 mEq/L FTEML =,

EYHEEERFER
i S g

5775 CYP3A4 [HEZE : DRSP3mg/EE20 ug #&F9 4 COC %4 haFVJ—IL (BN
CYP3A4[HEE) LHALT=ZE. DRSP M AUCo.2n(d 2.68 & (90% Cl : 2.44, 2.95) . Cpmax
197 & (90% Cl : 1.79, 2.17) #mL 1=,

CYP3A4 :5& % : DRSP 3 mg/EE 20ug #&H3 % COC 25 HE (38h7% CYP3AHE) RUVIE
HAEY) 77> EY (3BL)CYP3A4:3E) LGEALT=BA. DRSP M AUCoom [EFNE N 86%
(90% Cl : 85%. 87%) R 30% (90% Cl : 25%. 34%) &4 L 1=,

UGT2B7 BEEZE : /N)L T OEE (UGT2B7 FEEE) &HtRAL1=HE. NEXTSTELLIS MEMENFEIC
BRERMICEELEFEO O NG, o=,

CYPSAHEH : CYPBAREETHEIIF VI LRULUNREFUOEYBREIX. DRSP 3 mg/H
DEERIZT/oN-EEREIZE TS DRSP REDZEERITEMN 1=,

CYP2C19#E : DRSP3mg # 14 BREERFKNOKSE L TH. CYP2C1OREBDA A TSV —IL
(40mg. BEEFZEOEKS) RUPCYP2CI9ERMYIOD 5-E FOX A A TSy — oAU 75
DRIZEET N DT,

In vitro &5

E4 [Z. CYP1A1. CYP2B6. CYP2C8. CYP2C9. CYP2D6. CYP3A4, OATP1B1.
OATP1B3. OAT1., OAT3. OCT2. MATE1. MATE2-K D& E Tld% LY, E4 NEERMICEED
HHHAET CYP1A2, CYP2B6, CYP3A4 #:F& L 1=V . CYP3A4, CYP1A2, CYP2B6,
CYP2C8. CYP2C9. CYP2C19. CYP2D6. CYP2E1. UGT1A9., UGT2B7. EM S5 > AR—
4 —P-pg. BCRP, OATP1B1. OATP1B3. OAT1. OAT3. OCT2. MATE1 B MATE2-K %A
EF SAEEMEITIE LY,

NEXTSTELLISASE rY X UICRIFTEE
IXRMASFVESERMIFUOOMBREEZETIELIEAMONATEY., CAFSELUF
VDT OVEEADREICLDAREENED., SEM) X UBREICNT S E4DEELRE
9% in vitro XI& in vivo T—2 [Z/E 5N TULVELY,

13 JEEE R = 1R

134 MARYE., ZRERE. ZHREES

RAEEKREBEEE (AUCICEDC) M 2EICHET 5 10 mg/kg/H DRSP FTHORAEZRALNV =T
RIZHITS 24 H ARONARMESHERICE LT, SHE DRSP#TN—4—ROEHAEML 1=,
RABKRBREZEE (AUCIZEDC) D 10EICHET 5 10 mg/kg/H DRSP £ TORE%E5 v M
BELERHEOHEICENT, SHEDRSPH TEMHRUE2ANE (BRERUVEN) BITEEM
MEOREERMNER LT,

DRSP DZEERMRERZF invivo R invitro TEBLI=EZ A, ZEFREODIETUOXIERD S
niEmot=, Invivo R in vitro ZEFEMREBAN OB ONI-IHOEH ICEHDE, E4 (FEGEEH
ERSBWEEZ OIS,
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14 ERERAEAE

53 v d il

16 m~35 DLt 1,674 HlEZF L= 1 EROILRICE T 2HIEE. SHERLR. FEHR. B
BESER (NCT02817841. C302) IZHULVT. NEXTSTELLIS AN 5T L 1=, FHEHIE
25.8 5. T BMI (& 25.8 kg/m2 TdHo71=. BMI A 30~35 kg/mz DX (FEXERERD 22.3% % 5
1=, BMI A 35kg/m:ZBZ DEMEIARARICEFZE LGN >, AESMIZEA 70.1%,. EAX
FTIUHRTAVNAN195%, PETN48%, FA)HEERIXIEITSAHEER 0.9%., /\
DA EERXIIMDOKRFEEHEEER 0.4%., FDM4.2%THo1=,

T 1,524 I HEWTIHREEB P OIEIRIZE 26 I THY . VRIS A )L 12,763 TH o 1=,
SAREN—)LIEHIT 100 EEEDFERAHT=Y 2.65 (95% Cl : 1.73~3.88) THHo1=, BMI &5
EMBD/IN—ILIEHER 92T, ARERTX. BMIOEMIZHEWVEIENME T T 2ERHAED
b=,

9 C302 BN I5BLUTOXMEIZHEIFDIIVRIBAL I IILERUBREShT-ITIRICE I
—IJLiE¥K

BEHEGD VROYA NR—)LiEH (95%

1P 35i N+ iR 2L (o]))
C302 RER 1524 26 12,763  2.65(1.73, 3.88)
BMI (kg/m?)
<30 1,187 20 10,113 2.57 (1.57, 3.97)
> 30~< 35** 337 6 2,650  2.94(1.08, 6.41)

*N=UYRIHL DL E1EULRET S 16~35EDT A TOKIE,
*BMI MY 48 kg/m? D&% 1 BINEF S, BHEBIIRNERE Shi=

16 2E /IR R UEERLY

16.1 A
NEXTSTELLIS (FRREL/ YRUIRT rA—ILEE) (FTIVRE—H—FTREESh, UTF
DIEFET6mm DAR., WD I ILLI—T 4 VT E28FENEENS,
s FEICFOy7REOAOIANZHNEIN-FAREL/ >3mgRUI AT A—/L 14.2 mg
EFEETIEVIVRBDENEDEEST T4 IILLAD—T 1 VTR 24 £,
s FEAICFOyJROOINZHNEIN-BEOAMBRRZEFTHEVI (LI —T 1 VT 8K
& 4 82,

NEXTSTELLIS (. 28 fEAY DT RA—H—F 1 MEZELER—IILFETHIBE SIS : NDC
51862-258-01.

16.2 Tk
20°C~25°C (68°F~T77°F) TRET 3 &, 15°C~30°C (59°F~86°F) DEELTHEEND
[USP Controlled Room Temperature 8] ,

16.3 FREX

KREADEHF|L., FIAETHNIERNA T aVICEKYRETZE, FIETEHRNEAIL.
RECHE L TOERDREEIZET 5 FDA DiER (www.fda.gov/drugdisposal) (TS5 Z &, k
ALIZRESBENI &,
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17 BEHO v U TER

FDARZEFEAHDBEMITHRMAXE (BERTERREVERHAE) 2HROLIEHITHRET ST
to

PR

NEXTSTELLIS (& HIV B0 ZDMDMERREZFHIT S5O TRHEVEZGRBATH &,

EELREICHY SETRURATNIZET H1ET
BHELCHREIC1B1EZRATSILS2ETI S &, TAIZRATNIGEEORLIEICDONT
BEICEES S [FAE-FE 23) £H] .

o NEXTSTELLIS #FitA9 2 &(X. AKZD#AE (Day1) (2 NEXTSTELLIS %Bit4d 2154
RrE. RS Z 7 BRIFERILEORBITEZHAT AL BRI S E [AE - FAE
2.1) £F] ,

o &L T2HLLENEXTSTELLIS #8A#En-184. X% 48 BME#EZ TER L TEIX (X
THRINBO oN-HGE. ERILEVEHITEZ 7T BEHAT AL SEBET L& [FE - FE
(2.3, 2.4) BHE]

mieERMEERVZOMDOMEREE [(BEERUFHALDFEE (5.1) SH] .

e NEXTSTELLIS IZ& Y EARKR V. XIZEARMAZ T, M EREBROUVRINLET S
g. TUICERR V. RIFEFIRME S, MEEREEEOY R (F, BEERVSME.
IEEEREE. BRKE. RUBHRZECEREREREZE I PXAUTIYEVWEZHEAT S
Eo

o YRV ZESLHICEDOIEERFRUI RV EEBTSHE [ : BET 5 (RLET 515
B) 1 ITOWTEBICHRHATSIZ &,

o FIREU . XIEVIE DR TERMNEH SN-5EIL. HLEOEBRKEEIZERLRT S
KSBEICHETRT S L,

o REMBAETET HIHEIL. HEOEBRKEFITERTILIBHICIETRTHI L,

=4 D LifE
=N LMNEDBIERITERNRE LI-5EE. HLAOERREEEICERT LD BEICHER
Y5_¢ [BERUFEFLDZEIE (5.2) SH] .

=0 E
NEXTSTELLIS [k Y MEARBRMIC LR T OARREAHOIEEZHAT I L, MENEF L1
BEIERRERICERT DL 5BBICHRT S L [EERVRALDZEE (5.3) ZH] .

F&RE

NEXTSTELLIS ERIC & Y AFERAEML ., FESD U XV HMEMT SRR H S E EHRAT
52 ¢, HREBEODHERTERLH LGS FEHOERREEISERT HELSETIHE [F
ERUVEHFLDIE (5.5) SH]

it A e

NEXTSTELLIS Wi #ERELXE T S A AEENH S EZ AT 5 &, FHERFER UHERKRRIEED
THIZIX, SMEOBIERITERNHIIEEIFBLOERREEICERIT A2L5ETI S E
[BERURHLDZEE (5.7) RUOBEFKEE (12.2) &) ,
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EEEERUVEAS o

NEXTSTELLIS DFERICK YEEBKRBEORELCELDURINEXRT 55%5HHAT S L, BE
EEOBIERITEKRIS HIESITHLOERRKEEIERTIHLIBEICHERT S [EE
URFLDZEIE (5.8) SH] .

THRAHM, EAREUEIR

NEXTSTELLIS AFENDHMBZ VO mikHmm, FENICEABRRUFRARESI ST AIEEMEN
HIEEHBET DL, EELT2HS 7 IILULEERARIZHE S -1HE0. DHhYPEELIERE
B ERIRODIERD A SN-HEIE. HUDERRBEISERTDHLIETRTSHE, FRTBIC
FIRMNFEZR S5 EIE. NEXTSTELLIS DERZDILT DK SICIERT S & [BERUER
LDEE (5.11) BRUEFHGEF~DRE 8.1) ] .

AFHE

NEXTSTELLIS D FFBEIZ#5| EHEC I mlaetEN H Y. . HFICHIREFBROBREELAH L KHET
JRODNRELEVNEZHAT S &, NEXTSTELLIS FRAAFX UVA RV UVB ADBREZ4IRT
&I TT DL [BERUREFLDZE (5.14) SHE]T .

=3

PEEDOLMEIZIL, NEXTSTELLIS ARt EL ZE T S EAuEMNHIEXHAT &, B
ANRELTWAREES., COBRTHELCHEERIBENEZHRAT R E [HHLEANDRE
(8.2) £H] ,

EYHEEAER

NEXTSTELLIS (X2 < OEFEH|. B, XEWHUBREMEERT SaEMLAH S, LI=A > T,
ZTOMDMAEER IV A EERIIXREBFHIBROFERICONT, HEDEERKEEICHRET
D& TT DL [EYHEERF (7.1,7.2) SHE] ,

BLEXEE -

Mayne Pharma LLC
1240 Sugg Parkway
Greenville, NC 27834
A

At : 2022 F 4 A
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Company Core Data Sheet on
Estetrol monohydrate and Drospirenone
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FSN-013 1.7 [ 2hin—Fa 3k

1.7 FEREREM&S—EX

WR7E4 7 U PElGEE Y — AW G EE Y—XT7 Ly 7 ARG | Ve I — TG F VR BE LD,
B JLF VLS BE ULD

— 4 T AT ha—/LKF Fexvrr /)y -x=F | Ferbrr /)y - =F (VAR IASAARLL . |V FRATHY - T

¥ Rexvr /)y |V ARNT UGV |ZAVZANTUF— )V | ZF VT A RNT VL | FEVTZ A N TVF—
R—=FF 7R R—=HF T I A —)L Jb
Eawd B ERUE T MRS | 2GRSt | =Rt [ — v 7 77—~ | ) — v 7 7 — <R
ey =t

hRE XL h 3 J1 8 R EEE H #% N EERE FENIBYEICAE 5 &R | A RIREEE, AEFEMB) | AR REEE, AR5
OYE, ARREYE, |ERICB T 2FREIPE (RIS T D IEITNER
AETEAFBIEREZIS1T 2 | oD BR AR O FHHE (I 0> B Ak IRr I oD R R
B I B oD BR bk
Mo

WA STESET H — 20206 A 1 H 202249 A 22 H 2023411 A1 H 202243 A 22 H




* 20204E6 H &R (G100 AAEEFATEES
B iZEHE S ER 872482
Brik ¢ BT FOZA¥L )/ Y - ZFZNWVITAMNT TUF—IV§E
HxhHEAME ¢ 364 A WL 58 e 3K ) ERES BR5TRAIA
22200AMX00869000 | 20104E11 1

z Y—X.wan

BAYER
E

R YAZ combination tablets

) IER - RIMEONTTEICI VAT L

D5

1_&.&:

AEORAICEY, MRENHS5Hh. BIERNLE
BEEBZEPHBDT, ROLD LEKDIGH S
bhiGaldESICHEEEPIEL. BYLREZIT

32 &,

RaX e EYT 5 MEDERER
THROSHEERE - BEiR. 9*0)%{7)]?(1 FadE.
BUVERRE. MROBA - fE. BEEE. 2
HRANEEEF

BECHLTE, COEIBERPHSDIIEE
3. EBICIRAZPIEL. HEREEREEZ2T5
LOBBAT B &,

[2.4-2.11, 2.14, 2.15, 8.2-8.6. 9.1.2, 9.1.5-

9.1.10. 11.1.15H]

2. BR(KXOEEFEICEEBELEVWC &)

2.1 AHNOBMH LBtER 0 H 5 BE

2.2 T A bay AARAFEEEEE (B X . T
PWIBSE) . FES R Z 0RO H 5 BE EE
EBALD 5 IEHMEALZ RS & 2D 5,1[8.7. 8.8,
8.10. 8.11%M]

2.3 Wi L TR WEEESRHRILO H % B8 (1
BROBCD D B MIMAMESEIC X 2HE1F.
DOEALD 2 VIF WAL ERT LD 5,]1[8.7.
8.8, 8.11%M]

2.4 MkPEERIR 25, MG ZEME. WM REE. LBk
WHRLIZZDBAREDD 5 $%‘[mlmm@]ﬁ§7j‘)hl_
SN, THOEDERPET LI LD B.][1..
11.1.18M1K]

2.5 35i UL LT H 152K BL b oo B 5 L0 5 B8 2855 > o
MEROBEENEELRL T DL OWMEDD o]
[1.. 8.6, 9.1.2, 9.1.5, 11.1.1=M]

2.6 ik (PUMERE . ERPRSE) 205 o BH
[RTIR % PE 5 Fr B o B 3Rk 2 e b e v B Ik
AL B () B LR TR b LD
HAhH B, 11.1.15 1]

2.7 S MR AE SO D & B3 % DV i A IBAE O
BE. HRVERE LR % O BERRE O B 2 DB
JBLRE o JRF [IIARIE 25 0 D LS R DB AT A LR §
S B EDHEDDH BHI[1., 9.1.9, 11.1.15MK]

2.8 IMAFWZE % P 5 MR R OB PR PE R RE . W PR s
PERBIBE ) (M ARIE S5 0 OIS R D B 358 LR
T RBEDOMERDBHI[1.. 11.1. 18]

2.9 IMARYER N OB 2 B LB 5 0O % OB d
ARELR T 22 LOWMEDDH 5.1, 11.1.151]

2.10 Hu U VIR EHUHRE B BE 0 B DIARNE S5 o O I35
FROBENIFEAELRTL 22 EOHENDH 5.][1.,
11.1.1M1]

Eﬁ;ﬁ TR IR TR o0 SR LI L 05E ¥ HE A THE S ALy D
ROBWEH DOERMED R %5 2 L DB 5][1..
8.5 11.1.121]

2.1 FAHT4BE AN, M2 LA, PE B4 DL S O

2,12 EELITEEDDH 2 B#[9.3. 18 H]

A3 S D3 2 BE DERDPEEST L2 203D 5, ]

2.14 JREARBRE O D 5 BE ARES OO ME RO
BEREE LR T 2D EOWERD L. 7. M
BARENEE 2 R TWREMEDH 5 720, IR
BT EDVDHDH][1.. 11.1.15H]

2.15 SIED B 5 BH B EO ST O BH ZBR)
LARAE S DD L R OB ESRAE LR T e LD
WERD D Tl ERDVWET LI EBH B[,
9.1.10, 11.1.1&H]

2.16 HHALED BEDERDVIEET 52 22D 5]

217 JEURFPICEE, Rtk 2 9 FEIE U AER AN L R X
DEEED S 5 BHVERPHETE2BENND 5]

2.18 Mg IR L C WA Retko H 5 & Pk[9.4.1.
9.4.2, 9.5.1%K]

2.19 23 [9.62 1]

2.20 HREIRT LTV RWITRELED D 5 B [ i

N

ORI A KT BENLED 5]
2.21 HELREREEIANEEEOD L BH[9.2.15
1]
3. K - MR
3.1 #
N Y — ZWOEE
Weiets G 75 €K
13t Fuxv L/
Y3mg L F = v
o | TADNTTUE— ™ .
s |0, L] e
IFZANIALTY
F+—0020mg &4
77 vl s | AR, 27T
w7 D T vme s A vy
A vtruXu—2x, ¥
A, VT, BLF V. WL S
¥ v, E ek h
3.2 BE|OMIR
. X — XELE S
e e SR
74V A 7 4 VA
A I—F 4 VT I—F 4 VT
103 VNN SRS
SeRL 24%% 45¢
o O = O =
[l 6 6
ERS 2.90mm 2.85mm
B 83.0mg 80.0mg




B Y — KRB
Wisi 4 O =

W —

4. RHAER(IRHR

B RZEEAE

6. RERVAE

~

8.

8.

A4 T3 H DA BN W 7254

1018 % 8 H —EORZNTE D SN RICHE - T ok
e SR %) 28 H BMERRE I 1955 %6
PLF28HMZ B 5 1UEE L. HAHb - T 5 2 de
WTWAPIZHb 53, 290 H 25k T o §e#
2R L. DEFEARICH D R,

. ERUCRHEICEEY 38
A BH—EoRGNRTs 52 L,
2 RAOFEGIZH 2o Tid. AIEMWLFH IO PR LY

RVE VAIRBATP OO Y 27 Zi/MRIZE ED 572
D, KABNEN L) AT EZ H ST 5 2 Lo

3 M BAG

AF WD TR L6, AREIHE2 SR Z
PGS &5, MG H2SARELH HA» SR 254,
RO 27 #ZE L. KA LDDORAMOLEM I F
WE VRPN DML E WS Z &,

HHIZHHD
fkAamngeH 2 A L. 4 HoeH bl o RSERE
N $ %, 2HPL FR#EZ BN =583, Afhni
RERMCH HZ 0182 L. 24 HodeH bl oR3E
RARH L. TOBRIIUPIORERr V2 -1 EB
D &Rkt d 5 2 &

. BEREEXEE
A AFEBIEAHTHEAL 2V Lo HANCBIT 2

REMEH 19T OARNE R LR HR S TV,

2 RFIOWMIZ XD Fie, B, W, RKIREFO

YR NTOFEEZ»PDOLTMIENH HbIs
EWHHDOT, MBRIENRTLEDLNDIERYED O bl
Hld B EPIET 2 R CEYRLEEIT) S & (1.
11.1.12H]
MASHE A35E D 1L B AEIR
RO - B - Lovh - 38k - B, T
W&, « MR 25

B RIED Y A 7 hiwE E B ARE (k2 B 4 iR,

SR R IE ER BUOKSE) 250 S B E1R. 5%
kg5 7% W R ME 2179 2 & [1., 11.1.18MH]

A RFRAEA &, B 5 T UG % OYREBERF 12 DL IS

OWTHWTEZ L, [1.. 11.1.18HK]

CMRSE MDD LB R LI EBH LI L,
- MRIEDBED N BIEIRD D H b7 E R, MARED
VA7 DR E BB o 725413, FEIR - R
JETH > THHBIMA 2L LERISFISH#T 5 2 &
- MARAE % 5Bt > THO R 2 235 2 B3, AH
DR Z BREICEH L. AANS X 2 i iehE 2 &I
BOWIBEEZTIONLIHITTEHI L,

S5 ARFRM PR G2/ PSRRI SN DY

AliE, MEBEDO TR HAREST 5 2 Lo [1.. 2,11,
11.1.1%8M1]

6 RN OB RN X D O E RO EE LRI OfE
Bt K T 5 & OWMEND B, o T ARARE
BB 5 X ) RET L &, (1., 2.5, 9.1.2,
9.1.5. 11.1.1=M]

7 AR OGN H 72 o TIEEH OWERE L K2 H
DETHD, TOMPITE,. WENE. 35 - Hilok
HEROHERBEI G TN L, RAARGHIEE6» A0

FeATe, VEZIFD L, F5 - iz phi e Lod
WP OMAZIT) T Lo T2, VEZIE, FE S
OB OFEEEERT 52 L, [2.2, 2.3, 9.1.1 ]

.8 SEIB R 2 A D H RN BRI B AF OB

HiZhizo T, AR BOMBEOL MRS 5
72, AIEWERBIMORHIEZ L. BUNICHNZ R
OREREREFICL2B8E7) 28, AATRGHIC
JERE AR T % % EEE IR B OBENRDO SN b Y
G, BEREROEHERA SN R VYEIE. ok
BOWME L7729 2 THEMEEOHB 2179 & Lo FFIC,
TEPBIEMEIR RO ) R PPEEF 3 2L — Tt 09 i) id.
BE KW OO HARBIZB W TEELZRIET S
WEDH O T, WEBW RS~ — 7 — SO D

1928, [2.2, 2.32H]
9 AHIB G R o ICBB L. IR B3R

BONZVEETIIER &G kb3, o#Ey)
ZHEHREEETH L,

A0 AMEOBRAE, BBFICACKHZ 2179 L HRET 2

Z&, [2.2, 9.1.3, 9.1.48H]

A1 HRAISAIEY S AR L 226, @ IS

MBI T B 2%, RMIBFRET 2063, T
TEHEORETEMEBICL2D0TEEVI & 2R
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10 H *11.0 (1-2) *56.1
DRSP 80.8 15 325 29.5
21HH +17.7 (1-2) +189 +5.28
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WHO Drug Information, Vol. 33, No. 1, 2019 Recommended INN: List 81

International Nonproprietary Names
for Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names: List 81

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the
Selection of Recommended International Nonproprietary Names for Pharmaceutical
Substances [Off. Rec. Wid Health Org., 1955, 60, 3 (Resolution EB15.R7); 1969, 173, 10
(Resolution EB43.R9); Resolution EB115.R4 (EB115/2005/REC/1)], the following names are
selected as Recommended International Nonproprietary Names. The inclusion of a name
in the lists of Recommended International Nonproprietary Names does not imply any
recommendation of the use of the substance in medicine or pharmacy.

Lists of Proposed (1-117) and Recommended (1-78) International Nonproprietary Names
can be found in Cumulative List No. 17, 2017 (available in CD-ROM only).

Dénominations communes internationales des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES: Liste 81

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre
en vue du choix de Dénominations communes internationales recommandées pour les
Substances pharmaceutiques [Actes off. Org. mond. Santé, 1955, 60, 3 (résolution
EB15.R7); 1969, 173, 10 (résolution EB43.R9); résolution EB115.R4 (EB115/2005/REC/1)] les
dénominations ci-dessous sont choisies par I'Organisation mondiale de la Santé en tant
gue dénominations communes internationales recommandées. L'inclusion d’'une
dénomination dans les listes de DCl recommandées n'implique aucune recommandation
en vue de l'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d'autres listes de Dénominations communes internationales proposées (1-
117) et recommandées (1-78) dans la Liste récapitulative No. 17, 2017 (disponible sur CD-
ROM seulement).

Denominaciones Comunes Internacionales para las Sustancias Farmacéuticas (DCl)

Denominaciones Comunes Internacionales RECOMENDADAS: Lista 81

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccién de
Denominaciones Comunes Internacionales Recomendadas para las Sustancias
Farmacéuticas [Act. Of Mund. Salud, 1955, 60, 3 (Resolucién EB15.R7); 1969, 173, 10
(Resolucién EB43.R9); Résolution EB115.R4 (EB115/2005/REC/1) EB115.R4
(EB115/2005/REC/1)], se comunica por el presente anuncio que las denominaciones que a
continuacion se expresan han sido seleccionadas como Denominaciones Comunes
Internacionales Recomendadas. La inclusiéon de una denominacién en las listas de las
Denominaciones Comunes Recomendadas no supone recomendacién alguna en favor del
empleo de la sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-117) y
Recomendadas (1-78) se encuentran reunidas en Cumulative List No. 17, 2077 (disponible
s6lo en CD-ROM).

43



Recommended INN: List 81

p.119  estetrolum
estetrol
estétrol
estetrol

p.179 vecabrutinibum
vecabrutinib
vécabrutinib
vecabrutinib

WHO Drug Information, Vol. 33, No. 1, 2019

replace the molecular formula by the following one
remplacer la formule moléculaire brute par la suivante
sustitdyase la formula molecular por la siguiente
Ci8H2404

replace the molecular formula by the following one
remplacer la formule moléculaire brute par la suivante
sustitdyase la formula molecular por la siguiente

C22H24CIF4N7O;

Recommended International Nonproprietary Names (Rec. INN): List 80
Dénominations communes internationales recommandées (DCl Rec.): Liste 80
Denominaciones comunes internacionales recomendadas (DCI Rec.): Lista 80
(WHO Drug Information, Vol. 32, No. 3, 2018)

p. 429 apraglutidum*

apraglutide
apraglutide
apraglutida

H-His-Gly-Asp-Gly-Ser-Phe-Ser-Asp-Glu-AhxD-Phe-Thr-lle-Leu-Asp-Leu-Leu-Ala-Ala-Arg-Asp-Phe-

replace the description and structure by the following ones
remplacer les description et structure par les suivantes
sustituyase la descripcion y la estructura por las siguientes

[Ala2>Gly,Met'°>Ahx,Asn'">D-Phe,Asn'®>Leulhuman glucagon-like
peptide 2 (1-33)-peptide 33-amide:
L-histidylglycyl-L-a-aspartylglycyl-L-seryl-L-phenylalanyl-L-seryl-L-a-
aspartyl-L-a-glutamyl-L-2-aminohexanoyl-D-phenylalanyl-L-threonyl-L-
isoleucyl-L-leucyl-L-a-aspartyl-L-leucyl-L-leucyl-L-alanyl-L-alanyl-L-arginyl-
L-a-aspartyl-L-phenylalanyl-L-isoleucyl-L-asparaginyl-L-tryptophyl-L-
leucyl-L-isoleucyl-L-glutaminyl-L-threonyl-L-lysyl-L-isoleucyl-L-threonyl-L-
isoasparagine

[Ala2>Gly,Met'°>Ahx,Asn''>D-Phe,Asn'6>Leu]peptide semblable au
glucagon 2 humain (1-33)-peptide 33-amide:
L-histidylglycyl-L-a-aspartylglycyl-L-séryl-L-phénylalanyl-L-séryl-L-a-
aspartyl-L-a-glutamyl-L-2-aminohexanoyl-D-phénylalanyl-L-thréonyl-L-
isoleucyl-L-leucyl-L-a-aspartyl-L-leucyl-L-leucyl-L-alanyl-L-alanyl-L-arginyl-
L-a-aspartyl-L-phénylalanyl-L-isoleucyl-L-asparaginyl-L-tryptophyl-L-
leucyl-L-isoleucyl-L-glutaminyl-L-thréonyl-L-lysyl-L-isoleucyl-L-thréonyl-L-
isoasparagine

[Ala?>Gly,Met'°>Ahx,Asn''>D-Phe,Asn'¢>Leu]péptido similar al glucagén
2 humano (1-33)-péptido 33-amida:
L-histidilglicil-L-a-aspartilglicil-L-seril-L-fenilalanil-L-seril-L-a-aspartil-L-a-
glutamil-L-2-aminohexanoil-D-fenilalanil-L-treonil-L-isoleucil-L-leucil-L-a-
aspartil-L-leucil-L-leucil-L-alanil-L-alanil-L-arginil-L-a-aspartil-L-fenilalanil-
L-isoleucil-L-asparaginil-L-triptofil-L-leucil-L-isoleucil-L-glutaminil-L-
treonil-L-lisil-L-isoleucil-L-treonil-L-isoasparagina

lle-Asn-Trp-Leu-lle-GIn-Thr-Lys-lle-Thr-Asp-NH
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International Nonproprietary Names
for Pharmaceutical Substances

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances®, the following names are selected as
Recommended international Nonproprietary Names. The inclusion of a name in the lists of Recommended
International Nonproprietary Names does not imply any recommendation of the use of the substance in
medicine or pharmacy.

Recommended International Nonproprietary Names
(Rec. INN): List 33

Lists of proposed (1-65) and recommended (1-31) international nonproprietary names can be found in
Cumulative List No. 8, 1992,

Recommended Intemational Chemical Name or Description and Molecular Formula
Nonproprietary Name

(Latin, English)

alestramustinum estradiol 3-[bis(2-chloroethyl)carbamate], 17-ester with c-alanine
alestramustine CasHagClaNO,
aiglucerasum glucosylceramidase (human placenta isoenzyme protein moiety reduced)
aiglucerase CosaoHassaNe7o0711S 16
{for non-glycosylated protein)
alovudinum 3'-deoxy-3'-fluorothymidine
aiovudine CoH13FN,O,4
altumomabum immunoglobuiin G 1 (mouse monoclonal ZCE025 anti-human antigen CEA),
altumomab disulfide with mouse monoclonal ZCEQ025 light chain, dimer
amesergidum N-cyclohexyl-1-isopropyl-6-methylergoline-8B-carboxamide
amesergide CogHasN;O
amitivirum 1,3,4-thiadiazole-2-carbamonitrile
amitivir C,H.N,S
andolastum 4,4'-di-1H-tetrazol-5-ylbenzanilide
andolast CisH11NgO

ardeparinum natricum
ardeparin sodium

Sodium salt of depolymerized heparin obtained by peroxide degradation (at
elevated temperature) of heparin from pork intestinal mucosa; the end chain
structure appears to be the same as the starting material with no unusual sugar
residues present; the low molecular weight heparin produced differs from the
starting material in molecular weight only; the average relative molecular mass
range is 5,500 to 6,500 daltons, 98 per cent of which ranging between 2,000 and
15,000; the degree of sulfation is approximately 2,7 per disaccharidic unit.

* Official Records of the World Health Organization, 1955, 60, 3 (Resolution EB15.R7); 1969, 173, 10 (Resolution

EB43.R9).
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Recommended International
Nonproprietary Name

(Latin, English)

Chemical Name or Description and Molecular Formula

clinprostum
clinprost

deferipronum
deferiprone

dexniguldipinum
dexniguldipine

dezinamidum
dezinamide

dimiracetamum
dimiracetam

dorzolamidum
dorzolamide

drospirenonum
drospirenone

duloxetinum
duloxetine

ecabapidum
ecabapide

ecadotrilum
ecadotril

enadolinum
enadoline

enazadremum
enazadrem

enofelastum
enofelast

epoetinum alfa
epoetin alfa

epoetinum beta
epoetin beta

(+)-methy! (3aS5,5R,6R,6a5)-1,3a,4,5,6,6a-hexahydro-5-hydroxy-6-[(E)-(35)-3-
hydroxy-1-octenyl}-2-pentalenevalerate
022H3ao4

3-hydroxy-1,2-dimethyl-4(1H)-pyridone
C;HgNO,

(+)-(R)-3-(4,4-diphenylpiperidino)propyl methyl 1,4-dihydro-2,6-dimethyl-
4-(m-nitrophenyl)-3,5-pyridinedicarboxylate
C36H39N306

3-[(or, 0., 0-trifluoro-m-tolyl)oxyl- 1-azetidinecarboxamide
CH H1 1 F3N202

(+)-dihydro-1H-pyrrolo[1,2-alimidazole-2,5(3H,6 H)-dione
CsHaNzOz

(45,65)-4-(ethylamino)-5,6-dihydro-6-methyl-4 H-thieno[2 ,3-b]fhiopyran-
2-sulfonamide 7,7-dioxide
CIOH16N204SS

(6R,7R,8R.95,10R,135,145,155,165,175)-1,3'4,6,6a,7,8,9,10,11,12,13,14,15,15a,16-
hexadecahydro-10,13-dimethylspiro-
[17H-dicyclopropa[6,7:15,16]cyclopentalajphenanthrene-17,2'(5' H)-furan]-
3,5'(2H)-dione

CZ4H3003

(+)-(S)-N-methyl-y-{1-naphthyloxy)-2-thiophenepropylamine
C 1 gH 1 gNOS

m-[[[(3,4-dimethoxyphenethyl)carbamoyl]methyl]amino]-N-methylbenzamide
CZOH25N304

N-[(S)-a-(mercaptomethyl)hydrocinnamoyl]glycine, benzyl ester, acetate (ester)
021 H23N04S

N-methyl-N-[(5R,7 $,85)-7-(1-pyrrolidinyl)-1-oxaspiro[4.5]dec-8-yl}-4-
benzofuranacetamide
C24H3N2O;

4 6-dimethyl-2-[(6-phenylhexyl)amino]-5-pyrimidinol

(E)-4'-fluoro-3,5-dimethyi-4-stitbenol

1-165-erythropoietin (human clone AHEPOFL 13 protein moiety), glycoform o
CBO‘QH 1301 N229024OSS
{for non-glycosylated protein)

1-165-erythropoietin (human clone AHEPOFL 13 protein moiety), glycoform 8
CBOQH1301N229024035 .
(for non-glycosylated protein)
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13-week toxicity study by the oral route (gavage) in adult
4.2.3.2-08 ES-T15 female cynomolgus monkeys followed by a 4-week 0= ~ 20l =P [ | HEZ4N — AT
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treatment-free period
13 week toxicity study by oral route (gavage) in adult female
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4233 TEnwetkaliR
4.2.3.3.1-01 ES-T21 Bacterial reverse mutation test ZOI/EE IHHNZO. ’E|5I - s - FEAL
4.2.3.3.1-02 ES-T29 Bacterial reverse mutation test 20.$IHH~20.EEI - st — B
Evaluation of the mutagenic activity of estetrol in the
Salmonella typhimurium reverse mutation assay with the
4.2.3.3.1-03 ES-T48 tester strain TA102 and in the Escherichia coli reverse 2'5’5' A NZOIEIH * s+ — il
mutation assay with the tester strain WP2uvrA (with
independent repeat)
In vitro mammalian cell gene mutation test in L5178Y TK+/- s o -
4233.1-04 ES-T22 mouse lymphoma cells 20l 20l P [ ] st wHifi
In vitro mammalian cell gene mutation test in L5178Y TK+/- N o =
4.233.1-05 ES-T45 mouse lymphoma cells ol GE ERSSLY GE NN 0 | s aali
Stability study of estetrol as a solution vehicle: - 5 o P
4.2.3.3.1-06 ES-T26 dimethylsulfoxide concentrations : 50 and 300 mg/mL ZO.EIH ZOIEIH - A 25
4.2.3.3.2-01 ES-T37 Bone marrow micronucleus test by oral route in rats 20.’EFI A NZO.EIH _ i — AT
In vivo comet assay in the rat study performed on liver and - 5 o -
4.233.2-02 ES-T46 duodenum(two treatments, one sampling time) 20./5!5' A 20.f|5I A s+ FEAT
Detection of DNA damage in the liver and duodenum of I o -
4.2.3.3.2:03 0030NC001 treated rats using the comet assay 20.£'5I A ZO.EIEI)EJ ] g FH
4234  HAJRHERER
4.23.4.1-01-
0031-nc-004-01-
pre-clinical-
study-report
4.2.3.4.1-01- Carcinogenicity study by the oral route (gavage) in female ZO.QE.H ~20.f!1 5 _ =
003 1-nc-004-02- 0031-NC-004 mice A L e FHi
tables
4.2.3.4.1-01-
0031-nc-004-03-
historical-data
4.2.3.4.1-02-
0031-nc-003-01-
pre-clinical- Carcinogenicity study by the oral rout in femal 20l ~20l+
study-report 0031-NC-003 arcinogenicity study by the oral route (gavage) in female . . ! . I _ ik o i

4.2.3.4.1-02-
0031-nc-003-02-
historical-data

Wistar rats
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Study of return to female fertility and early embryonic o - 5 o -
4.235.1-01 ES-127 development to implantation by oral route (gavage) in rats ZO.QEIH ZO.EIH _ s FHl
Study of return to female fertility and early embryonic o ZO.E.H NZO.EI 3 o =
4.2.3.5.1-02 ES-T43 development to implantation by oral route (gavage) in rats A _ i il
Estetrol (E4): oral (gavage) range-finding study of embryo- o N I - =5
4.235.2:01 ES-T01 foetal development in the rat ZO.QEIH ZO.EIH [ s Pl
Estetrol (E4): oral (gavage) range-finding study of embryo- - - I - -
4.2.3.5.2-02 ES-102 foetal development in the rat ZO.QEIH 2OIEIH [ A Al
42.3.5.2-03 ES-T03 Estetrol (E4) loral (gavage) study of embryo-foetal o ZOIEI H ZO.QE. st - S
development in the rat A ]
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implantation on day 7 following oral administration in o - . - -
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Study for effects on embryo-fetal development by oral route o ZO.E.H ~20.’EF. 5 o =7
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Preliminary study for effects on pre- and post-natal o N . o PN
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4235302 Es0001-NC-009 Prellmma.ry study for effects on parturition by oral route o ZO.EIH NZO.E. - s o Bt
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Estetrol: Study for effects on pre- and post-natal development o ZOIEI H ~20.£|5. 5 - =
42.3.53-03 Es0001-NC-003 by oral route (gavage) in rafs : [ sk i
4.23.6 JRPTHRIEEARR
I = = = = = = = =
4237 ZOMOTEEAR
Investigation of the induction of reactive oxygen species by o ZO.E.H NZO.EEI 5 o 5
4.2.3.7.7-01 ES-Ta4 estetrol in mouse L5178Y TK+/- A - i &=
43 ZEER
. . . Abot A, Fontaine C,
43.001 - diinetve profile o sstrogen rcepions modlton, | [BU5640 M. Solnhac R - - —[EMBOMolMed |
: vep & prora. mocuiation, Flouriot G, Fabre A, et 2014;6:1328-46.
uncoupling nuclear and membrane activation. al
Archer DF, Menopause. 2005
4.3-002 - Long-term safety of drospirenone-estradiol for hormone | Thorneycroft IH, Foegh . B Nov- B
’ therapy: a randomized, double-blind, multicenter trial. M, Hanes V, Glant MD, Dec;12(6):716-
Bitterman P, et al. 27
Embryo survival, and fetal and placental growth following |Bartholomeusz RK, Biol Reprod.
4.3-003 — elevation of maternal estradiol blood concentrations in the |Bruce NW, Lynch — — — 1999 -

rat.

AM.

JuL;61(1):46-50.
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Sexual development in the rat after treatment with Annual
4.3-004 — ethinylestradiol (EE) together with drospirenone (DRSP) B'a tenfeld R, Putz B, — — — Conference of the —
. . Siegmund F, Blode H.
during the fetal phase of gestation. European
Teratorogy
Society.
1995.Sep;20A.
Benoit T, Valera MC,
Estetrol, a Fetal Selective Estrogen Receptor Modulator, |Fontaine C, Buscato Am J Pathol.
4.3-005 — Acts on the Vagina of Mice through Nuclear Estrogen M, Lenfant F, — — — 2017;187:2499- —
Receptor a Activation. Raymond-Letron I, et 2507.
al.
-Study
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LC-MS/MS (API5500)
3:3.14-09 157813-B- Delt)em;ination of Estetrol in Human Hepari ZO.EEI)EJ NZO.EEIFJ _ HES+ — 5% 4
Amendment-01 parin
Plasma Samples by LC-MS/MS (APIS500)
MTA738EC- Valida-tion of a Method for the ADetermination of ]
5.3.1.4-10 1578138 Drospirenone in Human Heparin Plasma Samples ZO.EEI)EJ ~20.55E .)EJ _ 1Es+ — %k b3
by LC-MS/MS (API4000)
53.1.4-11 IST8IZ-E- | ion of Droshi 1 Human Heoari ol 2 ERSN ES ] 218 — %% i3
Amendment-01 pirenone in Human Heparin
Plasma Samples by LC-MS/MS (API14000)
MHUEC302- Validation of a Method for the Determination of N )
5.3.1.4-12 161697-B Estetrol in Human Sodium Heparin Plasma 20.3’:')5] ’VZOIQ’:IH _ s — AT 13
Samples by LC-MS/MS (Triple Quad 6500)
Amendment No. 01 to the Method Validation
MHUEC302- Report: Validation of a Method for the
5.3.1.4-13 161697-B-  |Determination of Estetrol in Human Sodium v ES RSN G2 I ] sk — Rl Fis
Amendment-01  |Heparin Plasma Samples by LC-MS/MS (Triple
Quad 6500)
Amendment No. 02 to the Method Validation
MHUEC302- Report: Validation of a Method for the
5.3.1.4-14 161697-B- Determination of Estetrol in Human Sodium ZO.EEI)EJ NZO.EEI)EJ _ 24N — AT I
Amendment-02  [Heparin Plasma Samples by LC-MS/MS (Triple
QOuad 6500)
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Amendment No. 03 to the Method Validation
MHUEC302- Report: Validation of a Method for the
53.1.4-15 161697-B-  |Determination of Estetrol in Human Sodium ly o3 ERSI G2 F ] S — B i
Amendment-03  |Heparin Plasma Samples by LC-MS/MS (Triple
Ouad 6500)
Amendment No. 04 to the Method Validation
MHUEC302- Report: Validation of a Method for the
5.3.1.4-16 161697-B- Determination of Estetrol in Human Sodium ZO.EEI)EJ NZO.EEI)EJ ' st — P e
Amendment-04  [Heparin Plasma Samples by LC-MS/MS (Triple
Ouad 6500)
MHUEC302- Validation of a Method for the Determination of N )
5.3.1.4-17 L61697-E Drospirenone in Human Sodium Heparin Plasma ZO.EEI)EJ NZO.EEI)EJ _ sk — P i
Samples by LC-MS/MS (Triple Quad 6500)
Amendment No. 01 to the Method Validation
MHUEC302- Report: Validation of a Method for the
5.3.1.4-18 161697-E- Determination of Drospirenone in Human Sodium ZO.EEI)EJ NZO.EEI)EJ _ s — AT I
Amendment-01  [Heparin Plasma Samples by LC-MS/MS (Triple
Ouad 6500)
Amendment No. 02 to the Method Validation
MHUEC302- Report: Validation of a Method for the
5.3.1.4-19 161697-E- Determination of Drospirenone in Human Sodium 20.$| A ’VZO.EEIH _ sk — B Fi
Amendment-02  |Heparin Plasma Samples by LC-MS/MS (Triple
QOuad 6500)
Validation of a Method for the Determination of
MTAG675EL- (16) C-3 Glucuronide and (7) C-16 Glucuronide in . -
5:3.14-20 176753-D Human Sodium Heparin Plasma Samples by LC- 20.¢I R NZOIEIH _ s o AFA "
MS/MS (Triple Quad 6500)
Amendment No. 01 to the Method Validation
MTAG675EL- Report: Validation of a Method for the
53.1.4-21 176753-D- Determination of (16) C-3 Glucuronide and (7) C- oy ES RSNl G2 [ ] St — ST bz
Amendment-01 |16 Glucuronide in Human Sodium Heparin Plasma
Samples by LC-MS/MS (Triple Quad 6500)
Amendment No. 02 to the Method Validation
MTAG675EL- Report: Validation of a Method for the
5.3.1.4-22 176753-D- Determination of (16) C-3 Glucuronide and (7) C- v ES RSN G2 I ' HEA — B0 11
Amendment-02 |16 Glucuronide in Human Sodium Heparin Plasma
Samples by LC-MS/MS (Triple Quad 6500)
Quantitation of Estetrol in Plasma Samples from a
Single Rising Dose Tolerance and Safety Study . . o N
531423 BP255 with Estetrol in Human Subjects - On-line ZO.EEIFJ ZO.EEIFJ _ HES 5% b
Pharmacokinetics
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Determination of Estradiol (E2) and Estetrol (E4)
Concentrations in Human Serum and EDTA §
g ~ * i — % Fi
53.14-24 BS0595 Plasma Samples Originating from a Clinical Study 20.3: IH 20.£EIH ish 5
in Healthy Postmenopausal Women
Determination of Estetrol (E4) Concentrations in
5.3.1.4-25 BS0744 Human EDTA Plasma Samples Originating from a ZO.EI A NZO.E. A * WEsh — P = b3
Clinical Study in Healthy Men
Determination of Estetrol (E4) Concentrations in
5.3.1.4-26 BS0840 Human EDTA Plasma Samples Originating from ZO.EEI)EJ NZO.EE.FJ * WEsh — %% b3
Clinical Study PR3081
Determination of Estetrol (E4) Concentrations in
5.3.1.4-27 BS0971 Human EDTA Plasma Samples Originating from ZO.E. A ~20.$I A _ AN — B i3
Clinical Study PR3095/ES-C01
Determination of Estetrol and Drospirenone in
Human Plasma Samples by a UHPLC-MS/MS - 5 - - W
53.14-28 MI169 Method within the Framework of a 20.¢I R ZOIE. R ' iSh 5%
Bioequivalence Study
5.3.1.4-29 AR009 Analytical Report AR009 Estetrol & R G & [ ] sk — R A 1
5.3.1.4-30 ARO010 Analytical Report AR010 Drospirenone ZO.ﬂﬂ NZO.ﬂH _ s — AT b
53.1.4-31 AR3010 Analytical Report AR 3010 Estetrol & R G & [ ] [ — Bk 1
MTA226UL- Determination of Estetrol in Human Sodium
5.3.1.4-32 Heparin Plasma Samples by LC-MS/MS (Triple ZO.EEI)EJ NZO.EEI)EJ _ WEsh — B pi3
172267-A
Quad 6500)
MTA226UL- Determination of Drospirenone in Human Sodium
5.3.1.4-33 Heparin Plasma Samples by LC-MS/MS (Triple ZO.EEI)EJ ~20.ﬂ5 I)EJ _ 2N — il pi3
172267-B
Quad 6500)
Determination of Estetrol in Human Sodium
5.3.1.4-34 MHUEC3C02_16197_ Heparin Plasma Samples by LC-MS/MS (Triple ZO.EE.FJ NZO.EEI)EJ _ 2N — il pi3
Quad 6500)
Determination of Drospirenone in Human Sodium
5.3.1.4-35 MHUEC3F02_16197_ Heparin Plasma Samples by LC-MS/MS (Triple ZO.EE.)EJ NZO.EEI)EJ _ 2N — il pi3
Quad 6500)
MTA243UF- Determination of Estetrol in Human Sodium
5.3.1.4-36 Heparin Plasma Samples by LC-MS/MS (Triple ZO.EEI)EJ NZO.EE.FJ _ 2N — il pi3
182432-A
Quad 6500)
MTA243UF- Determination of Drospirenone in Human Sodium
5.3.1.4-37 Heparin Plasma Samples by LC-MS/MS (Triple ZO.EEI)EJ NZO.EE.FJ _ WEsh — il pi3
182432-B
Quad 6500)
MTA243UF- Determination of Moxifloxacin in Human Sodium
5.3.1.4-38 Heparin Plasma Samples by LC-MS/MS (Triple ZO.EEI)EJ NZO.EE.FJ _ WEsh — il pi3
182432-C
Quad 6500)
MTA19949- Determination of Drospirenone in Human Sodium
5.3.1.4-39 Heparin Plasma Samples by LC-MS/MS (Triple ZO.EEI)EJ NZO.EEI)EJ _ 24N — %k b3
19949XA _ |ouad 6500)
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MTAG67SEL Determination of Estetrol in Human Sodium
) - . R . —~ N _ E Rl
5.3.1.4-40 176753-A Heparin Plasma Samples by LC-MS/MS (Triple 20.@. A 2(. EI A _ 24 AT
Quad 6500)
MTAG67SEL Determination of Drospirenone in Human Sodium
) - . R . —~ N _ Ed Rl
5.3.1.4-41 176753-B Heparin Plasma Samples by LC-MS/MS (Triple 2(. E. A 2(. EI A _ ZA AT
Quad 6500)
Determination of Compound (16) C-3
MTAG675EL- Glucuronide and Compound (7) C-16 Glucuronide . _ [ o - -
53.14-42 176753-E in Human Sodium Heparin Plasma Samples by 2(. EI A 2(. EI A 5 FHl
LC-MS/MS (Triple Quad 6500)
p ABIN- Validation of a Method for the Determination of
5.3.1.4-43 Norethindrone and Ethinylestradiol in Human K2- 2(. E. A ’VZ(. E. A _ WEsh — B pi3
19211X-B .
EDTA Plasma by LC-MS/MS (Triple Quad 6500)
Amendment No. 01 to the Method Validation
PRALABIN- Report: Validation of a Method for the
5.3.1.4-44 19211X-B-  |Determination of Norethindrone and W05 04F | st — i Ei
Amendment-01  |Ethinylestradiol in Human K2-EDTA Plasma by
LC-MS/MS (Triple Quad 6500)
Determination of Estetrol in Human Sodium
FUI19318-19318X- . . 3 =
5.3.1.4-45 A Heparin Plasma Samples by LC-MS/MS (Triple 2(. EI A ~2(. E. A _ 2N — il pi3
Quad 6500)
Determination of Estetrol in Human Sodium
FUIO35UL-180357- . . 3 =
5.3.1.4-46 A Heparin Plasma Samples by LC-MS/MS (Triple 2(. EI A ~2(. EI A _ 2N — il pi3
Quad 6500)
Determination of Drospirenone in Human Sodium
FUIO35UL-180357- . . 3 =
5.3.1.4-47 B Heparin Plasma Samples by LC-MS/MS (Triple 2(. EI A ~2(. EI A _ 2N — il pi3
Quad 6500)
Determination of Estetrol in Human Sodium
FUI19914-19914X- . . 3 =
5.3.1.4-48 A Heparin Plasma Samples by LC-MS/MS (Triple 2(. EI A ~2(. EI A _ 2N — il pi3
Quad 6500)
Determination of Drospirenone in Human Sodium
FUI19914-19914X- . . 3 =
5.3.1.4-49 B Heparin Plasma Samples by LC-MS/MS (Triple 2(. EI A ~2(. EI A _ 2N — il pi3
Quad 6500)
FUI19914-19914X- [Determination of Ethinylestradiol in Human K2- . N o =5 i
3:3.14-50 C EDTA Plasma by LC-MS/MS (Triple Quad 6500) 2(. EI R 2(. EI R _ i ¥l
Determination of Estetrol in Human Sodium
MEE21166-21166X- . . y =y
5.3.1.4-51 A Heparin Plasma Samples by LC-MS/MS (Triple 2(. EI A ~2(. EI A ' 2N — B b3
Quad 6500)
Determination of Drospirenone in Human Sodium
MEE21166-21166X- . . y =y
5.3.1.4-52 B Heparin Plasma Samples by LC-MS/MS (Triple 2(. EI A ~2(. EI A ' 2N — B pi3
Quad 6500)
Determination of Estetrol in Human Sodium
MEE21167-21167X- . . y =y
5.3.1.4-53 A IC{)epzrng(I)’(l;sma Samples by LC-MS/MS (Triple 2(. EI A ~2(. EI A ' 2N — B pi3
ua
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Determination of Drospirenone in Human Sodium
53.14-54 | MEE2I 16];-21 167X- Heparin Plasma Samples by LC-MS/MS (Triple 2(. EI A ’VZ(. EI A ' s — P e
Quad 6500)
MTA20170 Determination of Drospirenone in Human Sodium
- i i - i ~ i — % Fils
5.3.1.4-55 20170X-A Heparin Plasma Samples by LC-MS/MS (Triple 2(. E. A 2(. EI A _ st e %
Quad 6500)
MTA19177 Determination of Estetrol in Human Sodium
) - . ~ . —~ ¥ — = il
5.3.1.4-56 19177X-A Heparin Plasma Samples by LC-MS/MS (Triple 2(. EI A 2(. EI A ' 24N AT
Quad 6500)
Determination of Compound (16) C-3
MTA19177- Glucuronide and Compound (7) C-16 Glucuronide . 5 o - -
53.14-57 19177X-B in Human Sodium Heparin Plasma Sample by LC- 2(. EI R 2(. EI R 5 FHA
MS/MS (Triple Quad 6500)
MTAI975A Validation of a Method for the Determination of
. ] i i - ~ Wi — 2 4
5.3.1.4-58 1975AXE Estf:trol in Human Urine Samples by LC-MS/MS 2(. E. A 2(. EI A ' (24N FEAT
(Triple Quad 6500)
Validation of a Method for the Determination of
MTA1975A- E4-Glucuronide C3 and E4-Glucuronide C16 in e =
) — 3 _ 2 g
5:3.14-59 1975AX-D Human Urine Samples by LC-MS/MS (Triple 2(. EI R 2(. EI R ' 5 AFA
Quad 6500)
MTAI975A Determination of Estetrol in Human Sodium
} - . ~ . —~ ¥ — ) il
5.3.1.4-60 1975AXE Heparin Plasma Samples by LC-MS/MS (Triple 2(. EI A 2(. EI A ' 24N AT
Quad 6500)
Determination of E4-Glucuronide C3 and E4-
MTAI1975A- Glucuronide C16 in Human Sodium Heparin -~ Y _ =y g
531461 1975AX-F Plasma Samples by LC-MS/MS (Triple Quad 2(. EI A 2(. EI A ' 5 AFAl
6500)
MTA1975A- Determination of Estetrol in Human Urine - ] 5 o - -
53.1.4-62 1975AX-G Samples by LC-MS/MS (Triple Quad 6500) i s G B ] A AF il
MTAI9TSA- Determination of E4-Glucuronide C3 and E4-
5.3.1.4-63 1975 AXH Glucuronide C16 in Human Urine Samples by LC- 2(. EI A ~2(. EI A ' WEsh — B b3
MS/MS (Triple Quad 6500)
532 b MEERRE A AWK IR O R BRI
5321 MARE ARG SRR &
Relative Binding Affinity of Estetrol to Human ” o o N i
532101 PR3023 Sex Hormone-binding Globulin 2(. EI AT _ s e%
Estetrol: In vitro Plasma/Blood Cell Partitioning in _ [ ] . - = .
5.3.2.1-02 0031-104 Human ol [ ER k5 P ] 24N R
5.32.2 IR OSEM AR B /R AR s
— = = = [ = = = = =
5323 fhob MEEREEZ AV - R #
Estetrol: Review of Data and Samples from
5.3.2.3-01 Es0001-NC-015 |UTN/14 and EST/03 for Hydroxylated ol = Rl | IE ] o — B0 1

Metabolites
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In vitro Study to Determine the Possible
Formation of Catechol Derivatives from Estetrol e
. ~ ‘ — BE e
532302 PR3100 Using Human Recombinant CYP1A1, CYP1BI ZCIEIH ZCIE.FJ _ W #
and CYP3A4 cDNA
Estetrol: Identification of the Major Drug
Metabolising Enzymes (CYP450) Involved in - . - =5 .
5:3.2.3-03 0031-102 Human Hepatic Metabolism in vitro (CYP450 2(. EI R 2(. EI R 5 F¥A
Reaction Phenotyping)
Estetrol: Identification of the Major UGT Drug
Metabolising Enzymes Involved in Human . 5 o =7 ™
5:323-04 0031-106 Hepatic Metabolism in vitro (UGT Reaction 2(. EI R 2(. EI R - "t P
Phenotyping)
Estetrol: Identification of the Location of the
Glucuronide Substituent in the Glucuronide- ; -
N NC- ~ 3 _ = S
532305 Es0001-NC-011 Estetrol Formed after Incubation of Estetrol with 2(. EI R 2(. EI R _ s FHA
UDP-Glucuronosyltransferase 2B7 (UGT2B7)
532306 PR3099 Sulfation of Estetrol by Human Cytosolic FCll7ZR L ' HES- — Bk fii3
Sulfotransferases
5.3.2.3-07 PR3038 P450 Inhibition Prescreen Assay 2 5 AT [ ] 4y — B i
Estetrol: Assessment of the Potential to Inhibit . - 5 o =7 ™
532308 0031-101 Human Hepatic CYP450 Enzymes in vitro i lamey i lG s B
Estetrol: Assessment of the Potential to Induce
5.3.2.3-09 0031-100 Human Hepatic Cytochrome P450 (CYP) ol [ ERe k5 P - st — wF A E3
Enzymes Using Human Hepatocytes in Culture
Estetrol: Assessment of the Potential to Inhibit - i _ = i
5.3.2.3-10 0031-105 UGT Fruoymes in vitro ol = Rl [ JE s Al
. L [ 0 ]
Study of the Solubility and the in vitro - _ 5 o % -
53.23-11 003LNCOL7 |0 - ability of Esetrol ol = R E: i WS 2%
Estetrol: Assessment of Uptake Transporter . 5 o =7 p
53.2.3-12 0031-107 Interactions ol B RSN B I ] izl A
Estetrol: Assessment of Efflux-Mediated . -
- - ~ b _ =] s
53.23-13 0031-103 Transbort ol [ Rl [ JE ] S A
Estetrol: P-Glycoprotein (P-gp) Substrate . 5 o =7 p
53.23-14 ES0001-NC-013 = ol E= Rl | JE ] izl A
In vitro Evaluation of E4-3-Glucuronide and E4-
16-Glucuronide as Inhibitors of the Human
53.2.3-15 Es0001-NC-017  [CYP1A2, CYP2B6, CYP2C8, CYP2CY, ol [ R [ st — ATl =
CYP2C19, CYP2D6 and CYP3A4 Metabolic
Enzvmes
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In vitro Interaction Studies of E4-3-Glucuronide
and E4-16-Glucuronide with Human BCRP and
MDRI Efflux (ABC) Transporters, and with - . o -
5.3.2.3-16 ES0001-NC-0I8 |0 - e | MATE2-K, OATL, OATS, oy ES RSN k2 [ s AT bz
OATP1B1, OATP1B3 and OCT2 Uptake
Transoorters
53.2.3-17 Es0001-NC-019  |Estetrol: Cytochrome P450 (CYP) Induction oy & el & HES+ — i 1
Estetrol: Interactions with OATP1B Drug - [ o - A
53.2.3-18 Es0001-NC-020 Tramsporters a5 Substzate oy E5 RSN k2 [ ESh R 1
Estetrol: Interactions with OATP1B Drug . 5 o -
53.23-19 ESO00I-NC-021 | 0 ers as Inhibitor bl G2 RSN = I st ATl B
533 A EE (PK) ABE =
5.33.1 FEREHIERE BT D PKE O A T B 1 &
53.3.1-01 PR3050 pr3050-study-report P B RN E VS — 5 g
5.3.3.1-02 PR3054 pr3054-study-report 2015 ~ 2015 WSk — B [
5.3.3.1-03 PR3077 pr3077-study-report 20l B ~20ERA A — 5% i
5.3.3.1-04 MIT-Es0001-C102 |es0001-c102-16-2-10-indiv-lab-meas-subj 20 I ER ~20 R Estetra SPRL 1Es+ — 5% B
5.3.3.1-04 MIT-Es0001-C102 [es0001-c102-16-2-11-other-safety-data 20FLH 20T Estetra SPRL wEs — 5% b
5.3.3.1-04 MIT-Es0001-C102 [es0001-c102-16-2-9-narratives 20 ED ~20 5D Estetra SPRL Ak — B 4
5.3.3.1-04 MIT-Es0001-C102 [es0001-c102-16-3-crfs 20 WED ~20lEN] Estetra SPRL %4y — 5% b
5.3.3.1-04 MIT-Es0001-C102 |es0001-c102-16-4-indiv-patients-data-listings 20ED] ~20ED] Estetra SPRL 1Es+ — 5% B
5.3.3.1-04 MIT-Es0001-C102 |mit-es0001-c102-16-1-1-protocol 20lED ~20EDH Estetra SPRL wEs — 5% b3
5.3.3.1-04 MIT-Es0001-C102 |mit-es0001-c102-16-1-10-method 20 ED] ~20ED] Estetra SPRL 15 — 5% B
5.3.3.1-04 MIT-Es0001-C102 |mit-es0001-c102-16-1-11-pub-based 200FENH ~20MFRH Estetra SPRL HES+ — 5% b
5.3.3.1-04 MIT-Es0001-C102 |mit-es0001-c102-16-1-12-pub-refer 20 EED] ~20EN] Estetra SPRL 1Es+ — 5% B
5.3.3.1-04 MIT-Es0001-C102 |mit-es0001-c102-16-1-2-sample-crf 200EN] 20 ED] Estetra SPRL %4y — 5% b
5.3.3.1-04 MIT-Es0001-C102 |mit-es0001-c102-16-1-3-iec-irb 20 ER ~20EDH Estetra SPRL 15 — 5% B
5.3.3.1-04 MIT-Es0001-C102 |mit-es0001-c102-16-1-4-investigator 20 ED ~ 20 EDH Estetra SPRL HES+ — 5% b3
5.3.3.1-04 MIT-Es0001-C102 |mit-es0001-c102-16-1-5-signature 20ED] ~20ED] Estetra SPRL 1Es+ — 5% B
5.3.3.1-04 MIT-Es0001-C102 |mit-es0001-c102-16-1-6-batch 200ERH ~20EDH Estetra SPRL HES+ — 5% b
5.3.3.1-04 MIT-Es0001-C102 |mit-es0001-c102-16-1-7-random 20 EED] ~20 ED] Estetra SPRL %A — 5% B
5.3.3.1-04 MIT-Es0001-C102 |mit-es0001-c102-16-1-8-certificate 20IEN] 20D Estetra SPRL wEs — 5% b3
5.3.3.1-04 MIT-Es0001-C102 |mit-es0001-c102-16-1-9-statistical 20 lERL ~20 R Estetra SPRL Ak — BE 4
5.3.3.1-04 MIT-Es0001-C102 [mit-es0001-c102-16-2-1-discontinued 20 ELN] 20 ER] Estetra SPRL A — 5% i
5.3.3.1-04 MIT-Es0001-C102 |mit-es0001-c102-16-2-2-prot-deviations 20 WER ~20ERH Estetra SPRL 1Es+ — 5% B
5.3.3.1-04 MIT-Es0001-C102 |mit-es0001-c102-16-2-3-excluded 20 RS ~20 IEEH Estetra SPRL wEs — 5% b
5.3.3.1-04 MIT-Es0001-C102 |mit-es0001-c102-16-2-4-demographic 20 EE] ~20 ED] Estetra SPRL 1Es+ — 5% B
5.3.3.1-04 MIT-Es0001-C102 |mit-es0001-c102-16-2-5-compliance 200EN] 20D Estetra SPRL wEs — 5E B
5.3.3.1-04 MIT-Es0001-C102 |mit-es0001-c102-16-2-6-response 20 EED] ~20ED] Estetra SPRL 1Es+ — 5% B
5.3.3.1-04 MIT-Es0001-C102 |mit-es0001-c102-16-2-7-adverse 20ED 20 ED] Estetra SPRL wEs — 5% b3
5.3.3.1-04 MIT-Es0001-C102 |mit-es0001-c102-16-2-8-patient 200 EN] ~20 D] Estetra SPRL %4 — 5% B
5.3.3.1-04 MIT-Es0001-C102 [mit-es0001-c102-report-body 20 ERH ~20 ERH Estetra SPRL AL — 5E I
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53.3.1-05 | MIT-Es0001-C103 |mit-es0001-c103-study-report 20N ~20 I Estetra SPRL WSt — =3 o
5.3.3.1-06 MIT-Es0001-C105 [mit-es0001-c105-study-report 20N ~20lEL] Estetra SPRL gt — el i
An Open-Label, Single Dose Study Designed to
Assess the Mass Balance Recovery, Metabolite
53.3.1-07 MIT']ES(T)%;CIOS " |Profiles and Metabolite Identiﬁcartyion of [14C] 20517 205 - WSt — At 11
Estetrol in Healthy Female Volunteers (Metabolite
Profiling and Identification Phase)
53.3.1-08 | MIT-Es0001-C106 |mit-es0001-c106-16-1-1-protocol 2015 2015 Estetra SPRL WESh — AT A
533108 | MIT-Es0001-C106 |mit-es0001-c106-16-1-10-method i E RN EE Estetra SPRL WSk — A Gl
53.3.1-08 | MIT-Es0001-C106 |mit-es0001-c106-16-1-14-cardiac-safety-rpt 2015 2015 Estetra SPRL WESh — AT A
533108 | MIT-Es0001-C106 |mit-es0001-c106-16-1-2-sample-crf 20liE1E 20z Estetra SPRL WSk — A il
53.3.1-08 | MIT-Es0001-C106 |mit-es0001-c106-16-1-3-iec-irb 2015~ Estetra SPRL sk — A A gl
53.3.1-08 | MIT-Es0001-C106 |mit-es0001-c106-16-1-4-investigator i E R kI Estetra SPRL WSk — A il
53.3.1-08 | MIT-Es0001-C106 |mit-es0001-c106-16-1-7-random 2015~ Estetra SPRL sk — A A gl
533108 | MIT-Es0001-C106 |mit-es0001-c106-16-1-9-statistical 20iE1E ~20ll=) Estetra SPRL WSk — A il
53.3.1-08 | MIT-Es0001-C106 |mit-es0001-c106-16-2-1-discontinued 2015~ Estetra SPRL WESH — AT 4
533108 | MIT-Es0001-C106 |mit-es0001-c106-16-2-11-list-phys-exam 20liE1E 20z Estetra SPRL WSk — A il
53.3.1-08 | MIT-Es0001-C106 |mit-es0001-c106-16-2-2-prot-deviations 2015~ Estetra SPRL WES- — AT A
533108 | MIT-Es0001-C106 |mit-es0001-c106-16-2-3-excluded i E R kI Estetra SPRL WSk — A il
53.3.1-08 | MIT-Es0001-C106 |mit-es0001-c106-16-2-4-demographic 2015~ Estetra SPRL WES- — AT A
533108 | MIT-Es0001-C106 |mit-es0001-c106-16-2-5-compliance 20iE1E 20z Estetra SPRL WSk — A il
53.3.1-08 | MIT-Es0001-C106 |mit-es0001-c106-16-2-6-response 2015~ Estetra SPRL WES- — AT 4
533108 | MIT-Es0001-C106 |mit-es0001-c106-16-2-7-adverse 20liE1E 20z Estetra SPRL WSk — A il
53.3.1:08 | MIT-Es0001-C106 |mit-es0001-c106-16-2-8-patient 2015~ Estetra SPRL HEsk — A A gl
533108 | MIT-Es0001-C106 |mit-es0001-c106-16-2-9-list-vital-signs 20liE1E 20z Estetra SPRL WSk — A il
5.3.3.1-08 MIT-Es0001-C106 |mit-es0001-c106-list-16-2-10-12-lead-ecg-results oy ES RSN G2 B Estetra SPRL St — B H
533108 | MIT-Es0001-C106 |mit-es0001-c106-report-body 20liE1E 20z Estetra SPRL WSk — A il
53.3.1-08 | MIT-Es0001-C106 |mit-es0001-c106-synopsis 2015~ Estetra SPRL WES- — AT A
5.3.3.1-09 FSN-014P-101  |fsn-014p-101 wllElE —20llE=l5 | s caiETEssa | =R — B S
5332 HBFITH T HPK Y O AA M BR 5
SLM Wﬁ%%é%@ﬁtk%ﬂ%%ﬁ%
5.3.3.3-01 MIT-Es0001-C109 |mit-es0001-c109-14-1-report-body 20D ~20MERR Estetra SPRL 1ES+ — il A
5.3.3.3-01 MIT-Es0001-C109 |mit-es0001-c109-14-2-report-body 20 WERE 20 lERR Estetra SPRL 1ok — FTff f
5.3.3.3-01 MIT-Es0001-C109 |mit-es0001-c109-14-3-report-body 20lERE ~20WE1S Estetra SPRL st — EAA(] a
5.3.3.3-01 MIT-Es0001-C109 |mit-es0001-c109-16-1-1-protocol 200D 20D Estetra SPRL 1ok — ETff f
5.3.3.3-01 MIT-Es0001-C109 [mit-es0001-c109-16-1-10-method 2005 ~20l=1A Estetra SPRL sk — ETAff "
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5.3.3.3-01 MIT-Es0001-C109 [mit-es0001-c109-16-1-11-pub-based 2018 ~20ED] Estetra SPRL W5k — SEA H
5.3.3.3-01 MIT-Es0001-C109 |mit-es0001-c109-16-1-12-pub-refer 20505 ~20MERA Estetra SPRL ok — ST &
5.3.3.3-01 MIT-Es0001-C109 _|mit-es0001-c109-16-1-13-supple-doc 20l=E0E ~20lE Estetra SPRL st — S H
5.3.3.3-01 MIT-Es0001-C109 |mit-es0001-c109-16-1-2-sample-crf 205018 20 lED] Estetra SPRL HES: — i H
5.3.3.3-01 MIT-Es0001-C109 |mit-es0001-c109-16-1-3-iec-irb 20505 ~20 5l Estetra SPRL st — SF Al A
5.3.3.3-01 MIT-Es0001-C109 |mit-es0001-c109-16-1-4-investigator 200018 ~20EL] Estetra SPRL HES: — i A
5.3.3.3-01 MIT-Es0001-C109 [mit-es0001-c109-16-1-5-signature 20505 ~ 20N Estetra SPRL ok — TG &
5.3.3.3-01 MIT-Es0001-C109 |mit-es0001-c109-16-1-6-batch 20ERE —20lEL] Estetra SPRL HE: — Rl H
5.3.3.3-01 MIT-Es0001-C109 [mit-es0001-¢109-16-1-7-random 20ERE ~20ED] Estetra SPRL HE: — Rl H
5.3.3.3-01 MIT-Es0001-C109 |mit-es0001-c109-16-1-8-certificate 2005 ~20BED] Estetra SPRL ok — ER H
53.3.3-01 | MIT-Es0001-C109 |mit-es0001-c109-16-1-9-statistical 200ERE 20 WED] Estetra SPRL WSk — AL A
5.3.3.3-01 MIT-Es0001-C109 |mit-es0001-c109-16-2-1-discontinued 20518 20l Estetra SPRL gk — P A
5.3.3.3-01 MIT-Es0001-C109 |mit-es0001-c109-16-2-2-prot-deviations 20 1B 20 ELH Estetra SPRL gk — P A
5.3.3.3-01 MIT-Es0001-C109 |mit-es0001-c109-16-2-3-excluded 20008 ~20 BEN] Estetra SPRL HEok — SEAl H
5.3.3.3-01 MIT-Es0001-C109 |mit-es0001-c109-16-2-4-demographic 2005 ~20EN] Estetra SPRL ok — SEAl H
5.3.3.3-01 MIT-Es0001-C109 [mit-es0001-c109-16-2-5-compliance 20ELR 20 BED] Estetra SPRL HE: — i A
5.3.3.3-01 MIT-Es0001-C109 |mit-es0001-c109-16-2-6-response 2005 20 BEN Estetra SPRL iy — ST &
5.3.3.3-01 MIT-Es0001-C109 |mit-es0001-c109-16-2-7-adverse 20005 ~20 5N Estetra SPRL iy — TG &
5.3.3.3-01 MIT-Es0001-C109 [mit-es0001-c109-16-2-8-patient 20ELR —20lE] Estetra SPRL HES: — i A
5.3.3.3-01 MIT-Es0001-C109 |mit-es0001-c109-16-2-9-other-safety-data 2008 20 EL] Estetra SPRL HE: — R H
5.3.3.3-01 MIT-Es0001-C109 |mit-es0001-c109-16-4-report-body 20ELE 20 lBED] Estetra SPRL HES: — i A
5.3.3.3-01 MIT-Es0001-C109 _|mit-es0001-c109-16-5-report-body 20 20 Bl Estetra SPRL st — SAf H
5.3.3.3-01 MIT-Es0001-C109 |mit-es0001-c109-16-6-report-body 20ED1E 20N Estetra SPRL HEok — T4 H
5.3.3.3-01 MIT-Es0001-C109 |mit-es0001-c109-16-list-app 20 EDE ~20lE ] Estetra SPRL HEok — T4 H
5.3.3.3-01 MIT-Es0001-C109 |mit-es0001-c109-16-3-2-other-crfs 201 20l Estetra SPRL HES: — P A
5.3.3.3-01 MIT-Es0001-C109 |mit-es0001-c109-report-body-amendment 20ERE 20 BE] Estetra SPRL HEok — T4 H
5.3.3.3-01 MIT-Es0001-C109 [mit-es0001-c109-report-body 201 ~20lE Estetra SPRL HES: — i A
5.3.3.3-01 MIT-Es0001-C109 |mit-es0001-c109-16-3-1-sample-crf 20505 ~20lE Estetra SPRL ok — TG &
5.3.3.3-01 MIT-Es0001-C109 |mit-es0001-c109-synopsis 20MF08 ~20lElA Estetra SPRL 1oL — FHI A
5.3.3.3-02 MIT-D0001-C102 |mit-do001-c102-audit-cert 20 =08 ~20E18 Estetra SRL g5k — SEAM 1
5.3.3.3-02 MIT-D0001-C102 |mit-do001-c102-ba-rpt 20EE —20lE B Estetra SRL g5k — SEAM 1
5.3.3.3-02 MIT-Do001-C102 |mit-do001-c102-batch-list 205018 200518 Estetra SRL HES: — Rl A
5.3.3.3-02 MIT-Do001-C102 [mit-do001-c102-crf-list 20E05 20 BE] Estetra SRL ok — T4 H
5.3.3.3-02 MIT-Do0001-C102 |mit-do001-c102-demog-data 20E1E 20 BED] Estetra SRL W5k — STA H
5.3.3.3-02 MIT-Do0001-C102 |mit-do001-c102-disc-pat 20lELE —20lED] Estetra SRL W5+ — SEA H
5.3.3.3-02 MIT-Do001-C102 |mit-do001-c102-jec-irb-icf 20515 205 Estetra SRL 1oL — S AT H
5.3.3.3-02 MIT-D0001-C102 _|mit-do001-c102-interlab-standards 200505 ~20lER Estetra SRL iy — TG [
5.3.3.3-02 MIT-Do001-C102 [mit-do001-c102-investigator-list 2018 20 BED] Estetra SRL HES+ — R H
5.3.3.3-02 MIT-D0001-C102 |mit-do001-c102-list-12-lead-ecg-results 20 1R 20l Estetra SRL HES+ — i H
5.3.3.3-02 MIT-D0001-C102 |mit-do001-c102-list-aes 20 ELE ~20lE Estetra SRL g5k — ST H
5.3.3.3-02 MIT-D0001-C102 |mit-do001-c102-list-comp-drug-conc 20WElE <20l Estetra SRL HES+ — i H
5.3.3.3-02 MIT-Do001-C102 |mit-do001-c102-list-excl-subj 20 EEF ~ 20N Estetra SRL HES+ — P H
5.3.3.3-02 MIT-D0001-C102 [mit-do001-c102-list-ind-pat 20WELE ~200ED] Estetra SRL ok — SEAl H
5.3.3.3-02 MIT-Do001-C102 |mit-do001-c102-list-phys-exam 20MELE ~200E Estetra SRL gk — P H
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5.3.3.3-02 MIT-D0001-C102 _|mit-do001-c102-list-pk-pd-data 20505 ~ 20l 517 Estetra SRL iy ST [
5.3.3.3-02 MIT-Do001-C102 |mit-do001-c102-list-prot-dev 20l=15 ~20l=1A Estetra SRL st FEA 3
5.3.3.3-02 MIT-Do001-C102 [mit-do001-c102-list-vital-signs 2015 ~20=E1A Estetra SRL ok T4 H
5.3.3.3-02 MIT-D0001-C102 |mit-do001-c102-protocol 2005 ~ 20l £ Estetra SRL g5k SEAM H
5.3.3.3-02 MIT-Do001-C102_|mit-do001-c102-pub-based-on-study 20M505 ~ 20l 5N Estetra SRL st ZF il 3
5.3.3.3-02 MIT-Do001-C102 |mit-do001-c102-pub-ref-in-report 20l 15 ~20lEl Estetra SRL st FEA 3
5.3.3.3-02 MIT-Do001-C102 [mit-do001-c102-randomization 2008 ~200E1H Estetra SRL s ER H
5.3.3.3-02 MIT-D0001-C102 |mit-do001-c102-report-body 20158 ~20lE1H Estetra SRL g5k SEAM 1
5.3.3.3-02 MIT-Do001-C102 [mit-do001-c102-report-body-erratum 2018 ~20ME] Estetra SRL HES+ R H
5.3.3.3-02 MIT-D0001-C102 |mit-do001-c102-sample-crf 20005 205D Estetra SRL A FHI G
5.3.3.3-02 MIT-D0001-C102 |mit-do001-c102-sap 2000158 ~20lED] Estetra SRL g5k SEAM 1
5.3.3.3-02 MIT-D0001-C102 |mit-do001-c102-signatures 200 =18 ~20lE] Estetra SRL W5k STA H
5.3.3.3-02 MIT-D0001-C102 |mit-do001-c102-synopsis 20l E15 ~20lE Estetra SRL g5k SEAM 1
5.3.3.3-03 MIT-D0001-C103 |mit-do001-c103-12-lead-ecg 20l EMA ~20MERA Estetra SRL g5k SEAM 1
5.3.3.3-03 MIT-Do001-C103 [mit-do001-c103-additional-reports 20lFEWA 200508 Estetra SRL HES: SR H
5.3.3.3-03 MIT-D0001-C103 |mit-do001-c103-audit-cert P B RN E B Estetra SRL g5k SEAM 1
5.3.3.3-03 MIT-Do001-C103 [mit-do001-c103-batch-list 20FE WA 20l ED] Estetra SRL ok T4 H
5.3.3.3-03 MIT-D0001-C103 |mit-do001-c103-crf-list 20l WA ~20l=E1A Estetra SRL g5k SEAM H
5.3.3.3-03 MIT-Do001-C103 |mit-do001-c103-iec-irb-icf 205 20l Estetra SRL HES+ P H
5.3.3.3-03 MIT-Do001-C103 [mit-do001-c103-interlab-standards 20 WE ~20E1A Estetra SRL sk T4 H
5.3.3.3-03 MIT-D0001-C103 |mit-do001-c103-investigator-list 20lF A ~20lFA Estetra SRL ok ST &
5.3.3.3-03 MIT-D0001-C103 |mit-do001-c103-list-aes 20l W5 ~20l=1A Estetra SRL g5k SEAM 1
5.3.3.3-03 MIT-D0001-C103 | mit-do001-c103-list-analysis-sets 205 M5 ~20MF Estetra SRL iy ST £
5.3.3.3-03 MIT-D0001-C103 |mit-do001-c103-list-demog-data ) B FERPN B B Estetra SRL S =T 3
5.3.3.3-03 MIT-Do001-C103 |mit-do001-c103-list-disc-pat 20l= W5 ~20lEM] Estetra SRL W5k SEAT H
5.3.3.3-03 MIT-D0001-C103 |mit-do001-c103-list-ind-pat 20l = WA 20514 Estetra SRL g5k SEAM 1
5.3.3.3-03 MIT-D0001-C103 |mit-do001-c103-list-pk-pd-data 200 15 ~200 =l Estetra SRL gk P H
5.3.3.3-03 MIT-Do001-C103 |mit-do001-c103-list-prot-dev 2005 WA ~20lEl Estetra SRL st ZF il 3
5.3.3.3-03 MIT-Do001-C103 [mit-do001-c103-list-vital-signs 20 W5 ~20lE] Estetra SRL RS- ST H
5.3.3.3-03 MIT-D0001-C103 |mit-do001-c103-phys-exam 20l WA 200514 Estetra SRL g5k SEAM 1
5.3.3.3-03 MIT-D0001-C103 |mit-do001-c103-protocol 20l WA 200514 Estetra SRL W5k STA H
5.3.3.3-03 MIT-Do001-C103 [mit-do001-c103-pub-based-on-study 20l 5 20l =1A Estetra SRL RS- ST H
5.3.3.3-03 MIT-Do001-C103 [mit-do001-c103-pub-ref-in-report 20 M5 ~20M=ER] Estetra SRL HES+ R A
5.3.3.3-03 MIT-D0001-C103 |mit-do001-c103-randomization 2005 M5 ~20lF Estetra SRL ok Ball A
5.3.3.3-03 MIT-D0001-C103 |mit-do001-c103-report-body 200E A ~20l=RA Estetra SRL g5k SEAM H
5.3.3.3-03 MIT-D0001-C103 |mit-do001-c103-sample-crf P Ed EieeN Ed I Estetra SRL dy S H
5.3.3.3-03 MIT-D0001-C103 |mit-do001-c103-sap 20l W5 ~20l=ERA Estetra SRL g5k SEAM 1
5.3.3.3-03 MIT-Do001-C103 [mit-do001-c103-signatures 20l W5 ~ 20D Estetra SRL HES+ SR H
5.3.3.3-03 MIT-Do001-C103 [mit-do001-c103-study-drug-admin 20l WE ~20l=RA Estetra SRL ok T4 H
5.3.3.3-03 MIT-D0001-C103 |mit-do001-c103-synopsis 205 2051 Estetra SRL sk SEAM H
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5.3.3.4-01 MIT-Es0001-C110 |mit-es0001-c110-16-1-1-protocol 20ELE 203 Estetra SPRL HE: — P4 H
5.3.3.4-01 MIT-Es0001-C110 [mit-es0001-c110-16-1-10-method 20 ERS ~20ME WA Estetra SPRL HE: — Rl H
5.3.3.4-01 MIT-Es0001-C110 |mit-es0001-c110-16-1-11-pub-based 20E0E ~20 WA Estetra SPRL HES: — R H
5.3.3.4-01 MIT-Es0001-C110 |mit-es0001-c110-16-1-12-pub-refer 20005 20 BE A Estetra SPRL st — S H
5.3.3.4-01 MIT-Es0001-C110 [mit-es0001-c110-16-1-13-bio-report 20lEDE —20lE A Estetra SPRL T — =i H
5.3.3.4-01 MIT-Es0001-C110 |mit-es0001-c110-16-1-2-sample-crf 20018 ~20 I Estetra SPRL gk — P4 A
5.3.3.4-01 MIT-Es0001-C110 [mit-es0001-c110-16-1-3-iec-irb 20 BERE ~—20lElN Estetra SPRL T — B2 5
5.3.3.4-01 MIT-Es0001-C110 |mit-es0001-c110-16-1-4-investigator 20 BERS 20l I Estetra SPRL ok — ER H
5.3.3.4-01 MIT-Es0001-C110 |mit-es0001-c110-16-1-5-signature 20 ERE 20l Estetra SPRL ok — SEAl H
5.3.3.4-01 MIT-Es0001-C110 [mit-es0001-c110-16-1-6-batch 20lERE 20 lE A Estetra SPRL T — B2 H
5.3.3.4-01 MIT-Es0001-C110 [mit-es0001-c110-16-1-7-random 20E015 ~20 05 ) Estetra SPRL HES: — i A
5.3.3.4-01 MIT-Es0001-C110 |mit-es0001-c110-16-1-8-certificate 20@E0E ~20lE WA Estetra SPRL HES: — R H
5.3.3.4-01 MIT-Es0001-C110 |mit-es0001-c110-16-1-9-statistical 2001 ~20 =] Estetra SPRL HE: — P A
5.3.3.4-01 MIT-Es0001-C110 |mit-es0001-c110-16-2-1-discontinued 20005 20 Estetra SPRL %A — P4 H
5.3.3.4-01 MIT-Es0001-C110 |mit-es0001-c110-16-2-2-prot-deviations 20518 200l Estetra SPRL HEok — T4 H
5.3.3.4-01 MIT-Es0001-C110 [mit-es0001-c110-16-2-3-excluded 20 =R 20l Estetra SPRL HES: — i A
5.3.3.4-01 MIT-Es0001-C110 |mit-es0001-c110-16-2-4-demographic 20ERA 2005 A Estetra SPRL iy — ST &
5.3.3.4-01 MIT-Es0001-C110 |mit-es0001-c110-16-2-5-compliance 20508 ~20BF W Estetra SPRL ok — ST &
5.3.3.4-01 MIT-Es0001-C110 |mit-es0001-c110-16-2-6-response 20018 ~20 W) Estetra SPRL gk — P A
5.3.3.4-01 MIT-Es0001-C110 |mit-es0001-c110-16-2-7-adverse 2008 ~20lE A Estetra SPRL s — ER H
5.3.3.4-01 MIT-Es0001-C110 |mit-es0001-c110-16-2-8-patient 20EEA ~20 M W Estetra SPRL sk — BRI H
5.3.3.4-01 MIT-Es0001-C110 [mit-es0001-c110-16-2-9-other-safety-listings 2015 ~20 s W Estetra SPRL Ak — P4 H
5.3.3.4-01 MIT-Es0001-C110 [mit-es0001-c110-16-3-crf 20E1E ~20mE /] Estetra SPRL HE: — Rl H
5.3.3.4-01 MIT-Es0001-C110 |mit-es0001-c110-16-4-indiv-subj-data-listings 2008 ~ 20l Estetra SPRL HEsh — SR H
5.3.3.4-01 MIT-Es0001-C110 |mit-es0001-c110-report-body 200015 ~200E WA Estetra SPRL ok — SEAl H
5.3.3.4-01 MIT-Es0001-C110 |mit-es0001-c110-synopsis 20lERE —20lERA Estetra SPRL g5k — ZFA H

5335 ME =2l —3 g  PKBREEGE
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534 FEARIET) (PD) ARBRE H

53.4.1 [EFEGRRE CB ) A PDikER K OPK/PDekiR i s
5.3.4.1-01 FSN-013P-02  |fsn-013p-02 20ME0E ~0ERB | BT RSe[| BN — S ff H
5.3.4.1-02 PR3081 pr3081-report-body o0V | | — B i
5.3.4.1-03 MIT-Es0001-C201 |mit-es0001-c201-report-body 20l=1E ~20B=F Estetra SPRL WEsh — 5E b3
5.3.4.1-04 MIT-Es0001-C202 |mit-es0001-c202-report-body 20. #IB NZO.EEI)EJ Estetra SPRL 4N — A H
5.3.4.1-05 ES-CO1 es-c01-report-body ) 2 e E G Estetra S.A st — RG] =1
5.3.4.1-06 ES-C02 es-c02-study-report 20015 —20l=17 Estetra S.A WSt — Al A
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53.42 HBFICTE T HPDekER )k UPK/PDRABRTR 5 &
| 534201 [ FSN-013P-05 [fsn-013p-05 | 20l ~20lEDS | w iR TR | E | — R il
535 AMEROREMRERHEE (dysmenorrhea)
535.1 WEET DGIEIC BT 2 Mol GBS _
|5351®w1JBNOBR%£ﬂ hmOBWMeH [ 20lEE —20EE | &bk egtad | BA ] — BRI H
5352 FExtEERBEE
5.3.5.2-dys01 FSN—013P—03—saf24 fsn-013p-03-saf24 20lE0E ~ I R TR S E[S — aFAI f
5.3.5.2-dys02 |FSN-013P-03-52 fsn-013p-03-52 20lERE 20N RN D NSy EHWN — il f
5353 ORI THPT L7 mE = | |
[ — [ — = | = = = = = =
5354 ZOfORKAR RS
I — — — [ — — - — -
535 HAhEKR O RER RS E (endomemosls)
5351 HGEET 2 IGIE I BT 2 s FRERBR
I R — [ = = S S
5352 FxIEABRAEE
5.3.5.2-end01 [FSN-013P-04-saf24 |fsn-013p-04-saf 20l=015 ~ I B RS TR EN — wf-fif i
5.3.5.2-end02 |FSN-013P-04-52 1mowpm52 20l=05 ~20E LR T RS 5] — il il
5353 HEOBRBREEE 2 O THAT L7 | | |
_ | | _ _ _ _ _ _ _
5354 ZOMD Eﬁﬁk%ﬁ%ﬁ%&%g
— — [ — — - — - —
535 AMEROREMEREREEE (integrated)
5351 WEET HIGIEICET D J:t’fix PR B
I I — [ — — . S
5352 FExtHEBRaR S E
5.3.5.2-int01 | MIT-Es0001-C301 [mit-es0001-c301-16-1-1-protocol 20lE1E 20 BERR Estetra SPRL 1S — il f
5.3.5.2-int01 | MIT-Es0001-C301 [mit-es0001-c301-16-1-12-pub-referenced 200ELE 20D Estetra SPRL 1S — il A
5.3.5.2-int01 | MIT-Es0001-C301 |mit-es0001-c301-16-1-2-sample-crf 200D —20lERR Estetra SPRL M5+ — FFAI f
5.3.5.2-int01 | MIT-Es0001-C301 |mit-es0001-c301-16-1-3-1-iec-itb 20EDR ~20lED] Estetra SPRL gk — adil f
5.3.5.2-int01 | MIT-Es0001-C301 |mit-es0001-c301-16-1-4-investigator 20 RS —20lEN Estetra SPRL 1Es+ — il A
5.3.5.2-int01 | MIT-Es0001-C301 [mit-es0001-c301-16-1-5-signature 20ELE ~20lEN] Estetra SPRL 1S — il A
5.3.5.2-int01 MIT-Es0001-C301 [mit-es0001-c301-16-1-8-certificate 20018 ~20lE Estetra SPRL gk — i A
5.3.5.2-int01 | MIT-Es0001-C301 |mit-es0001-c301-16-1-9-statistical 20E1E 20D Estetra SPRL sk — ST H
5.3.5.2-int01 | MIT-Es0001-C301 |mit-es0001-c301-16-3-1-crfs-sae-ae 20 E1E ~20lEL] Estetra SPRL W5k — 2l H
5.3.5.2-int01 MIT-Es0001-C301 [mit-es0001-c301-16-3-3-crfs-memo-to-file 20 LR 20N Estetra SPRL gk — i A
5.3.5.2-int01 | MIT-Es0001-C301 |mit-es0001-c301-combined-16-2-1thrul6-2-5 2018 ~20lED] Estetra SPRL W5k — 2l H
5.3.5.2-int01 | MIT-Es0001-C301 |mit-es0001-c301-list-16-2-10-1 20 EDE 20 E] Estetra SPRL % — FTA f
5.3.5.2-int01 | MIT-Es0001-C301 [mit-es0001-c301-list-16-2-11-1thrul6-2-11-2 20l=E1E ~20lED] Estetra SPRL %A — FTAM A
5.3.5.2-int01 | MIT-Es0001-C301 [mit-es0001-c301-list-16-2-12-1thrul6-2-12-4 20lE1E —20lE] Estetra SPRL %A — FTAM f
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5.3.5.2-int01 | MIT-Es0001-C301 |mit-es0001-c301-list-16-2-12-5thrul6-2-12-6 20515 —20BE Estetra SPRL T — EIRT H
5.3.5.2-int01 | MIT-Es0001-C301 |mit-es0001-c301-list-16-2-6-1-1thrul6-2-6-1-3 205015 ~20l=l Estetra SPRL st — FEA H
5.3.5.2-int0l | MIT-Es0001-C301 |mit-es0001-c301-list-16-2-6-1-4thrul6-2-6-1-6 200515 ~ 20l Estetra SPRL S — =T f
5.3.5.2-int01 | MIT-Es0001-C301 |mit-es0001-c301-list-16-2-6-1-7thrul6-2-6-1-9 20ERE 20D Estetra SPRL sk — ST H
5.3.5.2-int01 | MIT-Es0001-C301 [mit-es0001-c301-list-16-2-6-2-1thrul6-2-6-2-9 20ERE 20l Estetra SPRL st — ZF il H
5.3.5.2-int01 | MIT-Es0001-C301 |mit-es0001-c301-list-16-2-6-3-1thrul6-2-6-3-2 201 —20lED Estetra SPRL sk — =AM H
5.3.5.2-int01 | MIT-Es0001-C301 |mit-es0001-c301-list-16-2-6-4-1thrul6-2-6-4-6 20ERE 2001 Estetra SPRL sk — BRI P
5.3.5.2-int01 | MIT-Es0001-C30! |mit-es0001-c301-list-16-2-6-5 200ERE —20lED Estetra SPRL ey — S H
5.3.5.2-int01 | MIT-Es0001-C301 |mit-es0001-c301-list-16-2-7-1 20lE1E 205N Estetra SPRL s — R H
5.3.5.2-int01 | MIT-Es0001-C301 |mit-es0001-c301-list-16-2-8-1 20ERE 20N Estetra SPRL sk — ST H
5.3.5.2-int01 | MIT-Es0001-C301 [mit-es0001-c301-list-16-2-9-1thru16-2-9-2 200E1E ~20lE 1 Estetra SPRL st — FEA ﬁ
5.3.5.2-int01 | MIT-Es0001-C301 |mit-es0001-c301-list-16-2-9-3thrul6-2-9-4 20 ERS ~20ER Estetra SPRL sk — =AM H
5.3.5.2-int01 | MIT-Es0001-C301 |mit-es0001-c301-report-body 2018 —20lBED] Estetra SPRL HEok — T4 H
5.3.5.2-int01 MIT-Es0001-C301 [mit-es0001-c301-synopsis 20 LR —20mEDN] Estetra SPRL HE: — i A
5.3.5.2-int02 | MIT-Es0001-C302 |mit-es0001-c302-16-1-1-protocol 2018 ~20l= 18 Estetra SPRL ok — SEAl H
5.3.5.2-int02 MIT-Es0001-C302 [mit-es0001-c¢302-16-1-12-pub-referenced 200l=E18 ~20lElA Estetra SPRL HE: — i A
5.3.5.2-int02 | MIT-Es0001-C302 |mit-es0001-c302-16-1-2-sample-crf 2008 ~ 205 Estetra SPRL s — T4 H
5.3.5.2-int02 MIT-Es0001-C302 |mit-es0001-c302-16-1-3-1-iec-irb 20518 ~20l<= 1 Estetra SPRL HES: — i A
5.3.5.2-int02 | MIT-Es0001-C302 |mit-es0001-c302-16-1-4-invest 200ME01E 20l Estetra SPRL W5k — SEAT H
5.3.5.2-int02 | MIT-Es0001-C302 |mit-es0001-c302-16-1-5-signature 20E18 ~20lERA Estetra SPRL W5k — SEA H
5.3.5.2-int02 | MIT-Es0001-C302 |mit-es0001-c302-16-1-8-certificate 20lELE 20l Estetra SPRL T — EIR H
5.3.5.2-int02 | MIT-Es0001-C302 |mit-es0001-c302-16-1-9-statistical 20lE1E ~20lE A Estetra SPRL T — EIR H
5.3.5.2-int02 MIT-Es0001-C302 |mit-es0001-c302-16-3-1-crf-list 20015 ~200 =R A Estetra SPRL HE: — Rl H
5.3.5.2-int02 | MIT-Es0001-C302 |mit-es0001-c302-list-16-2-10-1 2018 ~20l= 1A Estetra SPRL W5+ — SEAT H
5.3.5.2-int02 | MIT-Es0001-C302 |mit-es0001-c302-list-16-2-11-1 20lE1E ~20l £ A Estetra SPRL TS — BRI H
5.3.5.2-int02 | MIT-Es0001-C302 |mit-es0001-c302-list-16-2-11-2 20015 ~20l=E A Estetra SPRL g5k — STl H
5.3.5.2-int02 | MIT-Es0001-C302 |mit-es0001-c302-list-16-2-12-1thrul6-2-12-3 200lE 18 ~20mE A Estetra SPRL TS — BRI H
5.3.5.2-int02 | MIT-Es0001-C302 |mit-es0001-c302-list-16-2-12-4 20l E1E ~20mERA Estetra SPRL TS — BRI H
5.3.5.2-int02 | MIT-Es0001-C302 |mit-es0001-c302-list-16-2-12-5 20lE1E ~20BERA Estetra SPRL T — BRI H
5.3.5.2-int02 | MIT-Es0001-C302 |mit-es0001-c302-list-16-2-13-1 20WEDRE 0Bl Estetra SPRL sk — ST H
5.3.5.2-int02 | MIT-Es0001-C302 |mit-es0001-c302-list-16-2-1thrul6-2-5 20ERE ~20 B A Estetra SPRL T — BRI H
5.3.5.2-int02 | MIT-Es0001-C302 |mit-es0001-c302-list-16-2-6-1-1 20lE1E ~20BE WA Estetra SPRL sk — ST H
5.3.5.2-int02 | MIT-Es0001-C302 |mit-es0001-c302-list-16-2-6-1-2 20 BERE ~20 B Estetra SPRL T — BRI H
5.3.5.2-int02 | MIT-Es0001-C302 |mit-es0001-c302-list-16-2-6-1-3 20 lERE ~20lE A Estetra SPRL T — BRI H
5.3.5.2-int02 | MIT-Es0001-C302 |mit-es0001-c302-list-16-2-6-1-4 20MELE ~20ME A Estetra SPRL sk — ST H
5.3.5.2-int02 | MIT-Es0001-C302 |mit-es0001-c302-list-16-2-6-1-5 20015 ~20lE A Estetra SPRL T — BRI H
5.3.5.2-int02 | MIT-Es0001-C302 |mit-es0001-c302-list-16-2-6-1-6 20l =15 ~20lERA Estetra SPRL sk — ST H
5.3.5.2-int02 [ MIT-Es0001-C302 [mit-es0001-c302-list-16-2-6-1-7 20 BERE 20l A Estetra SPRL g5k — ST H
5.3.5.2-int02 MIT-Es0001-C302 [mit-es0001-c302-list-16-2-6-1-8 2018 20l Estetra SPRL HE: — i A
5.3.5.2-int02 | MIT-Es0001-C302 |mit-es0001-c302-list-16-2-6-1-9 2018 ~20 =] Estetra SPRL W5+ — SEA H
5.3.5.2-int02 | MIT-Es0001-C302 |mit-es0001-c302-list-16-2-6-2-1thrul6-2-6-2-9 2005 ~20lE A Estetra SPRL T — BRI H
5.3.5.2-int02 | MIT-Es0001-C302 |mit-es0001-c302-list-16-2-6-3-1thrul6-2-6-3-2 20015 ~20mE M) Estetra SPRL sk — ST H
5.3.5.2-int02 | MIT-Es0001-C302 |mit-es0001-c302-list-16-2-6-4-1thrul6-2-6-4-4 20MERE ~20 B A Estetra SPRL T — BRI H
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5.3.5.3-int03 MIT-ISE ise-listing-16263 1 — Estetra SPRL HEgk — 5E B
5.3.5.3-int03 MIT-ISE ise-listing-162632 — Estetra SPRL HEgk — 5E B
5.3.5.3-int03 MIT-ISE ise-listing-162633 — Estetra SPRL HEgk — 5E B
5.3.5.3-int03 MIT-ISE ise-listing-162641 — Estetra SPRL HEgk — 5E B
5.3.5.3-int03 MIT-ISE ise-listing-162642 — Estetra SPRL HEgk — 5E B
5.3.5.3-int03 MIT-ISE ise-listing-162643 — Estetra SPRL HEgk — 5E B
5.3.5.3-int03 MIT-ISE lise-isting-162644 — Estetra SPRL HEgk — 5E B
5.3.5.3-int03 MIT-ISE lise-isting-162645 — Estetra SPRL HEgk — 5E B
5.3.5.3-int03 MIT-ISE lise-isting-162646 — Estetra SPRL HEgk — 5E B
5.3.5.3-int03 MIT-ISE lise-isting-16265 — Estetra SPRL HEgk — 5E B
5.3.5.3-int04 PLX-BEL 108119 |plx-bel-108119-report-body — Mithra Pharmaceuticals HEgk — 5% B
5.3.5.3-int05 PLxBel-190194  |plx-bel-190194-report-body — Estetra SPRL HEgk — 5E B
5.3.5.3-int06 PLxBel-190196  |plx-bel-190196-report-body — Estetra HEgk — 5E B
5.3.5.3-int07 0304safety-52 0304safety-52 — B RS T S — — A H
5.3 5.4 % Do BB
5.3.5.4-int01 BIMO bimo-mit-es0001-c301-site-level-listings — Estetra SPRL %4 — 3% i
5.3.5.4-int01 BIMO bimo-mit-es0001-c302-site-level-listings — Estetra SPRL %4 — 3% i
5.3.5.4-int01 BIMO bimo-reviewer-guide — Estetra SPRL S — S5 B
5.3.6 il OEIRERICEI % s 3
[ 5.3.6-01 | postmark-exp  [fsn-013 m536-postmark-exp — Estetra SRL sk | — >% b3
537 BET—F -EER KL OYERFE
5.3.7-ae-lists 0030CA001 0030ca001-ae-lists — Estetra S.A HEsh — b
5.3.7-ae-lists 0031CA001 0031ca001-ae-lists — Estetra S.A HEgk — fis
5.3.7-ae-lists 0031CA002 003 1ca002-ae-lists — Estetra SPRL HEsh — B
5.3.7-ae-lists Es0001-C101 es0001-c101-ae-lists — Estetra SPRL HEgk — "
5.3.7-ae-lists MIT-Es001-C112 |mit-es001-c112-ae-lists — Estetra SPRL HEs+ — b
5.3.7-ae-lists MIT-Es001-C113 [mit-es001-c113-ae-lists — Estetra SRL HEgk — fls
5.3.7-ae-lists PR3050 pr3050-ae-lists — I | — Ei
5.3.7-ae-lists PR3054 pr3054-ae-lists — I | st — Fi
5.3.7-ae-lists PR3077 pr3077-ae-lists — I | St — Ei
5.3.7-ae-lists | MIT-Es0001-C102 |mit-es0001-c102-ae-lists — Estetra SPRL HEgk — fis
5.3.7-ae-lists MIT-Es0001-C103 [mit-es0001-c103-ae-lists — Estetra SPRL HEsh — b
5.3.7-ae-lists | MIT-Es0001-C105 |mit-es0001-c105-ae-lists — Estetra SPRL HEgk — fis
5.3.7-ae-lists MIT-Es0001-C106 [mit-es0001-c106-ae-lists — Estetra SPRL HEsh — il
5.3.7-ae-lists FSN-014P-101 _ [fsn-014p-101-ae-lists — BRI TR | BN — Fas
5.3.7-ae-lists MIT-Es0001-C109 [mit-es0001-c109-ae-lists — Estetra SPRL HEsh — il
5.3.7-ae-lists MIT-Do001-C102 [mit-do001-c102-ae-lists — Estetra SRL HEgk — H
5.3.7-ae-lists MIT-D0o001-C103_[mit-do001-c103-ae-lists — Estetra SRL S+ — il
5.3.7-ae-lists MIT-Es0001-C110 |mit-es0001-c110-ae-lists — Estetra SPRL HEgk — "
5.3.7-ae-lists FSN-013P-02 __[fsn-013p-02-ae-lists — BRI T RS | EN — "
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5.3.7-lab-lists MIT-Es001-C112 |mit-es001-c112-lab-lists — Estetra SPRL HEgk — fis
5.3.7-lab-lists | MIT-Es001-C113 |mit-es001-c113-lab-lists — Estetra SRL HEsh — b
5.3.7-lab-lists PR3050 pr3050-lab-lists — I — B
5.3.7-lab-lists PR3054 pr3054-lab-lists — Iz — B3
5.3.7-lab-lists PR3077 pr3077-lab-lists — | Iz — B
5.3.7-lab-lists | MIT-Es0001-C102 |mit-es0001-c102-lab-lists — Estetra SPRL HEsh — b
5.3.7-lab-lists MIT-Es0001-C103 |mit-es0001-c103-lab-lists — Estetra SPRL HEgk — fis
5.3.7-lab-lists | MIT-Es0001-C105 |mit-es0001-c105-lab-lists — Estetra SPRL Esh — b
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5.4-017 — progesterone resistance and candidate KC, Nyegaard M — — - Endocrinology — —
o . . . , Nyt ,
susceptibility genes in women with endometriosis Nevhat CR. et al
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Gompel A, Silva E, et
menopausal symptoms al
Gérardin C, Bihan K,
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5.4-044 — primary dysmenorrhea: a placebo-controlled, . . — — - Fertil Steril - —
; . . Taketani Y, Hoshiai
double-blind, randomized trial H
5.4-045 — TENBYED B0, B2 M JE A — — — — — —
5.4-046 — TENBIEDD Iz, BT JE A — — — — — —
5.4-047 — Births following oral contraceptive failures Harlap S, Eldor J — — — Obstet Gynecol — —
B IIE, BRI, 21 H A IR
5.4-048 — JADERZ W ex A h e« Fa 27 o |t Ik, Wit 1 _ _ _ | e | _
‘ VIARIOTESEZOT VT = a VT | BTRLE, TREE, Bl S PN=E 2
i %
Heegaard AM,
o Estrogenic uterovaginal effects of oral estetrol in Holinka CF, o o _ . . o o
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Metabolic and haemostatic effects of estradiol
valerate/dienogest, a novel oral contraceptive: a
randomized, open- label, single-centre study
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Clin Drug
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Reduced hemostatic effects with drospirenone-
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