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v O ARTER 120mg
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15 EEXEFIERROBERUVHAROERE
1.5.1 BIMAREIZDNT

AN AR L BN b KRBT 2MO—2Th D, [EWNICEIT 2 RINIIRE O T HEEITE~
BEATL, 2008 4E1213 9,989 A&, AfEsEisdk (B) 206,354 AD 4.8%% HH T3 |, FELEHD
FERETAHITCIE, 2020 4E121% 2000 F-00 2.80 512725 & THRISHTER Y, ZHUIBMEIZBIT LT
TOOHF TREOMTTH 5 >, BISTIE OHEERERIT 39,321 A&, [ENOEHOHEE R
B CBIE) 372,913 AD 10.5%% 5, B, MiEICKSEIMOBETHD (2004 4F) ', FER
5, AEETHIRER E HITHIMEA TH VD, 2020 421X 2000 4E(CHESFREBECT 3.41 4%, Filndd
BRBRTILLIOFICRD EPRISATEY, EEETH R BEOTXTOBOT CTKE
OHMR & 72D M, TR BREEEROREBREINT, BF250 7 AFEXOBCKHENRR &5
HITND >, E£72, ANIREORBREMOBERL, ZOMICHINIIRFRIUR (PSA) Bz o
WRIZED, BNAT—VORNEMUER CTRRIND LI TEEZEEEZLNT
WD,

BN R EIND L2 > TELRINMETIEH 503, BWFFO 27— TiE, EHNIZBW
THEBMERTNL IR D3 27.2% TH D DICH L7, KETIXEEBIERTNZIRE DS 4%, JHFTEI TR
FRIRDY 12%, FRIGPERISZIRE S 80% CTH 0 °, EPIIRCK & B L, RIS O A T — V23T
LIZBECHRAIND r—ANRZ W, 20— E LT, ENTIEAGRD X 512 PSA 2id% & L
TETCWAEH0D, BKEHKRT S EEE AT RN EREZ NS,

BHIOFISI IR BE TIX, 13 EACIEREA LTS, IR AR B TR & A%
VDROOLNDZENEL BV, EITHERNIMEEE O 13 120%, MR, PERFEE, (HHREE &
i, EHIN, EIGPAZE IR ARFEOERE A L TN D EHEE STV D, BRI
BEX, KERYD, BRE, OIS 5 R ER oM, M, FHEa, XY
VNREERT D EBNEN,

RINEARIE DM, % PSA K CNEMZICE S EThh, REMES 0 OthEig s %
FAWNTZ RN HRAERR IS K - CTRINLME OfEEZ W S b & [FIRFLE, DT”XT—V&U%EF&%E’J
HbL2WaSns, BEOREIIOWTIIEY YTV I7 7 A °MRIFICEVHERIND, AT

XRISZIE ORI A 7 — 7, #fkTH90%H, PSAMH, ZWiRFOREOERENZES L, I
%%ﬁéimf:ﬁﬁﬁﬂ%ﬁf‘ TR K VARIET 2 ATREEA @, — 07, HETTPERT N RE s M Al ST
g L2 E N BFE B L, ZO%A, EMTRIIEEOEBEF, HEEMaoT v Kae sy
RAEPER VRS IRBBIC B SN D,

RN IR IEIY, Fil, 27—, —RIREBENREIZ L 5 B EAEO B ELBIZRE L
TERSN D, WIFIOFIIEE TIE, SVERE WL EREERIT) SOBSEERE NG IE
W, EEDINRIFIEIR) DNERSND ZENZVR, TAMAT B K L TEWEZEE R 2
EMD, MIET A AT 1 AEZ I D BREBINCEMFIEC L 27 v Ra 7 U EWHEIED A <
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HEEXIREOEBRUVBEROREZRE

IThivTnbd, E£72, BBEZ AT L L9 REITHIORI EICS LT, 7 A AT 1 24|
57 Ray EEREOEANHE. SN TEY, RYRICOE D Bz rmd 2 ERmbi,
HoKERD AT A KT A BT HIEE ST g 102

7 v Ra by ERREEI RO 0 B ERE T 52, ToREROREE b, 7
v Ra U RIGHEIZ 22 B DRI T, BREANIRIE E A EOBRE TRIN MBS EITT S, T
a7 R R IR 2 R T ARV RBUERIN IS I R o e G A ICB W T, T Re b
WEWHREEITR L C—IO RN IR AIIIRZ A2 R bR 2 2 &0 B, MiET A AT v U1l
T BB LU 5 2 L IERNIREIRIRICB W CIERICEE CTH 5, 7 v K ik
OEIWEHE LTIE, 1ZTY, #WIfL, T, U E RERLROSIERAEENMOLNTND, £ DR
Fix, BREIFL D QRWBIEZRIRT 203, ZIUTEWIREN AT THY, IRETIEE L b
RIVERMREIE T 5 Z &, BREIFICXHT 2 XU T 4 77 LB LZ R CE 5 2 ENEB & LT
Ezohb,

GnRH (MERRHIEAR LT VAL EY) 7a=A F (Y a—Fa L UFieE, 2L )
Wt ) [IRINL IR OFEHERIRRIR T d 0 1@ T BREBIRICR D D Rl AR CH D LB
ZHAITWD, GnRH 7 T =2 MIFEEFHEICHD GnRH LS X —DF 7 L Fal— g
VEBIEEITZLICLY, WMENSDT R N AT UEAZIRIT S, L LR S ZEDIEH
ok, REVWIIZCT A NAT e O—@EDO EH (T A AT =) IfEH> 7 LT
Ty TR T B E R L, EATER OSBRI R E B W TR OB, JRE S
FHET A% O ZEROMWEEE BT 2560305, ZOLI FREMZ H7-DIZ, GnRH 7
T=Z2 MEGOHNCHT v RaZ AR SN S 2 EnE0 %02 £ _RToRT— P OH]
SRR ICB WL, PSAEEOEE~— 1 —0 EARNRD LD,

152 THLVIAHBEOTO T+ —ILRUVEBKRRAEEZT o -REHNER

TH VY 7 AW (LU, AHIE 3 5) 1X Ferring Pharmaceuticals £E (ULF, Ferring #t&9°%)
R OFHICAHSNZGnRE 7 ¥ A=A ThHD (M 15-1), GaRH 7 ¥ T=A F & LT
DAI=ALHE, GnRH 7 T=ZX h &38R, TERIKFTHEICH D5 GnRH Lt 7% — & B
ICPRET 5 2 L2 X FTERENS OEKERA/LE Y (LH) OMHZEBICHIHT 5, Lo
T, AANTEROBEAL, JREPAZESCHIEESE, M7 ORI BTS2 M B OTRZ 7o e R
B (7 LT Ty ER) OFRRERLZFEGNOT A NAT o=V ERITIERL],
B GBIAHRIECNCT A M AT r VEAERIIHIT D LW R A AT D, BID, AFIXE TS
BITAEBRNIR i D Z LI X0 kL, Z2OFANLT AL 7 ARFHEICHEM SN D Z
WK OERARIL, MiET A AT a U EORH VDR, BHIMICh 5 KEER 2 A
T %

BIED & Z AENIZEBWT, AZIREIC L CHEsiE (2hag - 2h5%) 2695 GnRH 7 > % =2
= A MIFELARY, LR ->T, GnRH 7 ¥ T=Z b THDLIAANL, BEFEOERKE (GnRH
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1.5.3.1 FERRERFHER D#EHE
1.5.3.1.1 mEICET HHER

TV 7 ARERRIEIRIE OB K OB G E, IR LRI OWTIE, 1998 427 A kY
Ferring GmbH THiat & i L7z, 74 L U 7 AR IR IE O Z EHRBRIZ OV TiE, SRk 1546
H 3 AFTEZEERE 0603001 5 [ZEMABR AT A BT A > DBGEIC SV TN AL 9 5 H 28
AATSESRES 422 =5 THTRSE R OB A O L EMRER T A R T A4 AZHONW T IZHESE, EHIfR
FraklgR, DR & Overlaklin GRES, YREE, JEIU) %, 2003 4F 10 A £ Y Ferring Pharmaceuticals
A/S TRRLE LT, 740 L U 7 AFEEHRIR I TR IR ERBR O R, 36 & H ML E Th -7, BifE,
BLENY T =y a Ao 6 vy b ORMLEMRERIL 2011 4 8 HHAE LIk TH D,

TH VY 7 AFFERE RGN IR TR R A & LTRSS o 2L e L, 199847 H LY
HUHIBH 7 M OME TR O R % Ferring GmbH TR AR L 72, A D Z2 ENEIZ OV T, JREE & [FIER,
LREATA BT A4 U NCHEL T, BRI, DEEER K OVeEsaER QREE, 1A, JLl) % 2004
£ 11 H &V Ferring Pharmaceuticals A/S |2 TR L7z, T DL EMRBROF RITESE, =ET
36 & H DA MWIM ZBE LT,

1.5.3.1.2 EHEHER

THVY 7 A (LLF, A3ELT D) OEBLHMEEZH ONIT 57208, REDOR ) 2 EAT
FHERE LT, invitro \Z81F % GnRH 2 BRIk 255 A B & O R M, GnRH L AR — & —
T oA RICEDBENT 2 A= MERIZRE LTc, 70, KT TRS XK OHANERE
L7e5d, EHMLTHRICT b, BT ART AR E LU THEGE LA R I A S
HTEMD, invivo IZBWTIXTZ v b, A XIZBTLHMFT A N AT o MEOK FIERA LR OZED
FrgetE 2 Mt L7z, AT invivo IZB W TRINZBUEFLE 7 » b RN~ U ZET UZE T D2 ARKIEDOHT
JEEER %2, BEAF®D GnRH 7 > % A=A R O'GnRH 7 A=A & O A FOME Lz, Z0
FER, ARIILEIRASBEAM72 GnRH 5827 v X A=A M LTERT 2 2 &ick by, KT#
BZELH ORI L7 2 R AT e ARTIEMZ R L, 7 v a0 ARGEVERTSL R 2k
L CHEEIERZRT EE 2 b,

Fio, BEMEHERRLE L7 Ny 7 U —R B L O R SRR 2 e L7, =
T3y T U —RBRIL GLP #ABRE LT, ICH U4 KT A UL L CTHEME L=, < OREE,
ARIITE TEEGTT v bO—BARBBOMER N T A —Z T LN REEL RIS oz, Fz,
AT hERG B3 L ClE & A EHEBEERZ RS T, 4 X~O &G EOFIRN G T+
KO E DI B LT b DD, HEFRI L ~D T 5 CTII & e i Ras Ehig~0
WEITERD b o T, I, invitro IZBITH e 2% I VilEHHER X W invive IZ81TF 57 v B
B R B2 RE Lo & 2 A, ARIIEMO GnRH 7 > 7 T =& b & il U CRIS SUEH5\ 0 2
LRI T,
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1.5.3.1.3 IR, o, KB, HEtOEER

AIEDOFMBIEA W DT B 72018, HRERRR IR R ORIk A ST L ¢, flie 050
e 1 ] L VB L7z Invive RBROBMREL LTI~ U A, T b, A XKOH=
IAYNEMRL, AREHIRN, BT ROHANEE Lz 0T 7L Y 7 2 gL Rl
T LS BRE OB G BRI 2 R LTs, E7o, AIED b U 0 MEMSEE B TG LIt L &0
Ty b, A RROH =2 A FTET B HEREOMBAT IR, 3R ORI ~OHEk 2 F < 5
TECRY, RS OENBIEE R Lz, TS, FBEON I e Y — LBV in
vitro (XTI, WNCT v b, A RO =2 A PAOMEE, IR, b DI ORBB
SRBCOMEHEE 2 FM LT, 2o 0BEL & F ORI TONRBT v 7 7 A L OB O
REWONIC Lz, ZORE, AETETHRE L & SREBICHRE S VERKL, 207
NN I ASE A T S B T2 b, ASEOEMBIEITRIGEERE ChH D L EZ BNz, £
7o, ASEDERSIOICERTT 5 HAIT DT RH IR A L7, IR ~Z ISR Lk L
LCHRE S, —HIET T RS OMADHRESZS, MitE 0 LCHlh PRt Sn D L 526
oo 7 b A XROH =7 4 FUTBT DAROEDBET e N ORDBEICHEIL THY,
D OBYRRIIAIED E K LM A T 5 L CE R THD LB b,

1.5.3.1.4 HMHHR

ARIEDOIERRIZEB T D222 LTIE, vV A, 7y NKOI =7 A4 i HEERE
BHERER, ~UR, Ty NEROT =7 AP E AW E RS ERER, M, WL E R
LT v b ERWEBEEERER, ~UAROT v NEHAWERNARERE, 7 v hEHAW
AR AE TR R R OME T > b R OME Y X & AR AR, T o b, RO
=7 A P i AW RFTRIEIERER K O OO FERER (TE v & AV iiaisER, <
MBI 23 BR%E) 1T X VRHMliL7-, T X COEERFBRIT GLP #&ibk s LT, ICH 71 K
TA THEIL L THENE L7z, BERKITMARR SR TH LR THRELE Lz, BT, HIRNS
IZ X DR A YR — Mo D712, HEE G HMERER K OG5 5 R CIEi iR i 5
LizBgo@tEic o Cbigat L, Zh o @i 1 et sn, o ok L,
7B, WO IR EMEL, BRRBREZ VR — N TEhholizd, WL onoiBix
B R CIB NS L7z,

KIEDO~T A, T b RO IT D HE R T G R U R BT G- O
B G- EIXENEI 100, 100 L OV50 mgkg TH o743, HEE G SUIYIEBH%IC 2D O
HRIZBW TR LI, 2R atEmiii i@ sk o7,

ARIEO KR TG FERBR T, EEEAR~Y U X, 7 v M ROV /LTl L7 il 55
PUETRDENTZ, T7bL, MHFTARNATO U UIT A T U4 VRBEOKT, MifEoE
SHER O/ UL, BEEAR T R OFEMEEEEA B S h, MR VT AR IS D IR E(E B R


Mitamura Takashi (takashi.mitamura@jp.astellas.com)
鉛筆

Mitamura Takashi (takashi.mitamura@jp.astellas.com)
鉛筆
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Yoz, o, ~UAKOT v FTIE 100 mg/kg/2 ##, YL T 50 mg/kg/4 H TRFTRISIZE -
TR REEN DI, RPN K o TREWIM TANCZRE S EpIRn bz, Zh
O OFEFE K ORI FTBOSICEE L7222tz RS &, TR, Ty FROHLONTHIZIENT
b B EME ORERIRER IR E SN2 o Tz,

W, AEFIRN R G ERBR T, 7 v SO, TN Ol C Al PN Bz e~ o FE741 H
DIATMEIN TR S A, YL TIE, AFIROAHE N BR AR~ D FEFI IV AT & L TE ALT ORREE 725
ERAH BTz, F2, 7 v FEROY VOB CIRAE LRI & OEENICAE DR E RO S
N, THHIEREMKROFAEGE > T e, MERFER DY LT F=ARED B bR B2,
YD 2 KO 4 ERERO @G- BT RO M E K TR bz, 2D OFF RIZE I
TV 7 ZREH D WV GREICRA R E B2 b,

BAREMERBRIC W T, AT 2 MW s F R AERRER, ~ U 2 Y @2 v
TeBIRFRRERAR KL O T v N2 AWM TREFEEEZ RS hoTe, v TAKRDT v
N2 W B REDS ARHERBROFE RS, AT TE SN B G HIETIHREE TP AN
AT T EIIBZ bR o T, ATRENRBRICBW T, RIEOIKMIIEMIZ X0 MM T AREN
FHE SN, ZORBIHREG AL LIBIZEE L, PURM:, SEmtE Rk OOtEEz R~ 45
AT RIS DR Do T,

VUl AFEIRNZBE ORI TOREICK LT, FRTELILEMT e 7 7 AV EZH LT
W5 EFEZ B,

1.5.3.2 ERRABROZERE
1.5.3.2.1 R

AFIOERBTE L, Ferring t0 A ABEACTHE 7=V L7 - 77— Atz L0, HioB
srns. I . 5 E - BRI (B, RATEE A
PSR E SRR AR OB, LU T, Ak 1 %) VR 2 P s L.
gz, 1. ] <. 2.
[ [Selihetew 0000 B [
. CCho T

g L <, .
- o R chorz, k2. <, NG
Wz Len, . .
I - = b o7, . o,
=& | [ [
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I I R |
- = 5. L OWEThoT,

1.5.3.22 ERFE 115 [CS11]

ERESREEC AN B8 Gl BN Ryds SRR
a7 =) 7 s 7w HRASHIC LV TR ST,

AN B 18 B4 X 51T, Zhiak dE[FIE S i Sl Bilml & 51512 K 5, K 3 &, 160 mg
(40 mg/mL), 200 mg (40 mg/mL) & X240 mg (40 mg/mL) % F T 5 L=z et & HohE
RS2 LR HNICER S,

LA LIRS HARRER [CS07] &1 RE < BB RWEiEN /RSN, AoEIcE
L CIE 18 B f] CEeMRMIET A b AT 1 > OIFIA R 54, 200 mg (40 mg/mL) & O 240 mg
(40 mg/mL) “CTiX 12 54T Day 28 £ TIiLiET A h AT v U fHEEEZ L~V (£0.5ngmL) 2
Pl U7z, E72, FIVFEDRITOWTIE, WS T AHRER [CS07] & Fhil USERIE 23 sl STz,

ENEE TFIRER [CS11] Dfkfest 5alr s LT, RHOL M2 MR 570 OENE 1 FIE
feaklR [CS11A] A9 L7, EWNE TAEfGRER [CS11A] 121X, EWNE 1 HERER [CS11] (2
SZMULIZEED S D, 160mg (40 mg/mL) 1 %1, 200 mg (40 mg/mL) 3 {512 ' 240 mg (40 mg/mL)
2pmsmiiz, o Ef AT L, PEBITIES 2, BANCEIT 5 RIOR 2N iR
ST,

72E, 2006 T AT T AR SN E N TOARA O BHRME 2 i Uiz 7=, EWNE 1
RER [CSIA] X7 =V v « 77 —<HASHENOHE L, FEhE L7,

1.5.3.2.3 aEEd (I | . )

T AT T ABIRMSSAIE, AR LA LY AL A LEEE) olEEEICEO T, 20
“[) 7 I - ] 5 LT

EWNE TAHRER [CS11] OfER, AARANRNZBREICI T 2 KK O AEENHR TE, AN
SVT HIFSARR & TR, 5T 2 N 27 o UEomEkE SRR < x -, I
I - o s e s, A e, aE
L paeneaed ([
I -\ R LT,

CUSELRENN N [
/...
e
I - - iR s a2, 2ok, ]
... <.
Y

10
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I - - < 2. = 7
- UEspdEy
I D~ o8 SR S,

1.5.3.2.4 B E I FEELEEKER [CS21]

WAMZBITAAF 1 A LY A ORIRBIFIZIHBWTIE, IR &, HEEHE N5 iR
JE AR TET DT OWFFNE AR L S v, £ OfEE, PRI EIT 240 mg (40 mg/mL),
HEFF BT 80 mg (20 mg/mL) #5 L < 1% 160 mg (40 mg/mL) 23RIE SN7-, WSS 11 AHRRBR S 5
2D &, BRAERRER & L CHES AR T AR bLie sk [CS21 ] 23 Sk S A7, WAL 26 T A bhilsea Bk [CS21]
IXGnRH 7 F=A N THDHV a—7 L UFRIE 7.5 mg L OHEBGABRTH Y, IE7T A N AT
g ENES LUV (£20.5ng/mL) (2 145 (Day 28 705 Day 364) #EFFS /- BEESEL F
BEMEE & L CRa N7,

FEFHIEE Th 2 BREEZRIT, A 240/80 £ : #1IEIH & 240 mg (40 mg/mL) - #EFFH & 80 mg

(20 mg/mL) T 97.2% (n=202, 95%CI : 93.5%~98.8%) , 240/160 £f : ][] & 240 mg (40 mg/mL)
HEFFH & 160 mg (40 mg/mL) T 98.3% (n=199, 95%CI : 94.8%~99.4%), U =—7na L U ff :
Va—7nv LU R 7.5 mg f7E/H T 96.4% (n=194, 95%CI : 92.5%~98.2%) TH YV, T
TOREFEIZIBWT 95%EHE X MO TR 90%% LRV, MdOTEWAMEZ R L, £z, K
FREL Y 2 —T 1 L) UEEDZED 97.5%EHXH O TIRAWT O LIS~ —T 0 —10%%
ERlo7e/o, AFI2BEE DY 2—7 1 L U VERCK L CIES IR R SN, I, AMEOH
WEHIHE B ICB W T O AR OFENERN RSN, —F, BB L TIX GnRH 7 =X F T
RI2AEFLEBLL CHY, ZEMEICIIMERWZ LRI, 7ok, WA 1T AR iR
Br [CS21] #f5 K QBT RS A S W TR SCAERF TH 5 19202,

1.5.3.25 EMWE Il 1858 [CL-0003]

ot BN PN NS ARs 0 || 0 [EESEEUMNSUN 00000 |
.|
I - - s, ENGS TR

[CL-0003] i%, WREZ2[R 0 WS EF T AH bR [(CS21] & [H— DT YA o CEETHZ & &L,
WESNEE 1L FH bl iR [CS21] S BRI A el 2B & L7,

FEINEE I FHERER [CL-0003] 1%, RISZARERE 2t RICAKIOH R EZ M52 L2 I
(2, #IEIFHE% 240 mg (40 mg/mL), HEFFH &% 80 mg (20 mg/mL) : 240/80 &, & 5\ i 160 mg

(40 mg/mL) : 240/160 Bt & L= hiskdkm, 7o & 24k, WATHER, FEEMmtERBRE L=, JE
BIgIE, —BE47-0 120 I, 240 FilE LTz,

278 BINIAEZ\ZHI D (11 B, 273 B 72< &b 1 BILLEARKI O 5251 ) 7=, TEFEAME
HTHLMET A NAT B MENRER L~V (20.5ng/mL) (2 14 (Day 28 75 Day 364)

11



FTHVY 7 ARERYE 15
EEXEEROBERUVRAKEOREE

FF SN2 EBBEIR 1L, A 240/80 £ T 94.5% (n=104, 95%CI : 88.5%~98.0%) , 240/160 #£C 95.2%
(n=100, 95%CI : 89.2%~98.4%) T >7=, BRFEZRIL 240/80 F£ T 94.9% (n=130, 95%CI :
90.9%~98.9%), 240/160 F£ET 95.7% (n=132, 95%CI : 92.1%~99.4%) Th -7z, T IO GHE

IZBWTH, 95%EXM D TR 90%% EHl -7z,

BIVREHITE B C & 2 PSR I B LTI, Day 84 CHiNE AR O FEEIM AOT5 700 F ) ZLHE (Rif
LR IR ORI 3 80 7 ISR R AR TNEIA D, AHI 240/80 FEIT 90.8% (119/131 1),
240/160 F1 90.5% (114/126 ffil) TH Y, ZTOINRIT 1 ERTRD B, AFIOHUEL L) R HERE
Sz, TOMORIREHEEEICE L CH, ENE TFHER [CL-0003] 1%, WEAMF NI AR LG
Br [CS21] ZIRFAERDOFERZ R LT,

ZAMEIZE U TIE, AHAI 240/80 FE, 240/160 #E & & ICRIEN 72 <, AHAl 240/80 £ & 240/160 Ff
I CEEMICIZE A EERRO N2 enh, AEMEIXIZEAE W LRI

7=
[EINES AR [CL-0003] 1, #ESMEE LI FHSLEGAER [CS21] IS/ L, EZRHHEA TH D+
BEG, RMESRLOADHECE T 2 EIRGHRE B I8 TREMESHER TE, ZEMEIZo0n

T, IEFEBL TR, ARMICHER o7, FHEICEE L THis & REE, AHI 240/80
BEL 240/160 BFE TR X 7278130 o T2 Z L h, MWAVEGR & & FkL, &G &7, HlElH
240 mg (40 mg/mL), #EFFH & 80mg (20 mg/mL) MU THSH EHE X B,

1.5.3.2.6 A 3%

A OB B L Treakiks S 2 ] A P eEiE L

[EP g B [CL-0003] pfind o, £ 2w A P o ) = A R icE
fi L7 iasiikic X s s s+ L & 2 2 -
7o, [ .
I e [
LT, R L=,

zofi g, I .
I - - < >4,
I
I .. . e | e
£ /[ |
I | - S A

- . e
I | .
I_é:f%zéj L OB)E %,

12
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1.5.32.7 BRIKT—%/1\vir—2

EINE I AEEER [CL-0003] Z X Lo & Lo A EWNAN CHIBT L7 2 & D, #e Gt & 2(.
G R EIE 0 UPRESaN [ 0 [Eeliie
FRF A Fehin L7z,
B - OGAEENDORMBE LN D, WIS THRER [CS01, CS05], WEAMiE
PRIEBEERER [CS08, CS23], ¥ishs I AHFAER [CS06, CS07, CS12, CS14], MEShS I Ffkieakin

[CS06A, CS07A] K ONEANEE I FHCRGRER [CS21] MUEZFIA L, LRI RTERKRT — % /3y
r—v (K1.5-3) 120, ERLERTARBBPFHELIT) 2 & & L,

| | :_ ____________
B : DERRIEIE | &5
a2 SIHEEER [CS07]/REIRER [CSOTA]
SEItEEER[CS11] e

FEIHERER[CS06] /#EHE R ER [CS06A]
FEIMEEER[CS12]

I ER[CS14]

SEIFAEER

[CL-0003] e 5 LR LA
BT MBI RE

|
LUl BT T

REMERIE o S ER Al A SRR ER [CSO01], [CS05]

EMEEHBRAIR

SEIE R TR
[CS11A] (&%)

DOFA ER PR 3 EEBR [CS08]
EREREIERER[CS23] (AFHREEETRE)

1
|| BB LCS02)/ MIEBLERLCS02A] (B) |,

|
' EniamepBRIcS124], [CS14A1(B%) |

|
W sErsEAsma | EUERHBBICS18) GHAL YA -5%) |

15-3 1 HAL DA VERKRT—2/1\vir—o

1.5.4 BHZE T HBERRKR

WS T OARFN ORISR S 2 BAFE 1T Ferring #112 L 0 Efii ST 5,

AHNIT A VYA ORFIRBHZEIEL, 2000 4F 2 A2 TAHRER [CS01] KV BAthS iz, K
ROy ENE $ )% (PK/PD) FriEiE, HHELT ChJIBRGRREICLEEBIND Z LI
RARRBRICIB T LN E RS TN Z e D, R ABMEE XS & U BRR BRI G5
BRIZ TR & 7ot -5 e O BIRIR FE S et S 4L, AR O RENE, 2220 K O PK/PD Rtk A s S
iz, BT, fEERABMEE R E U igsh e THRRER [CS05] K OMEREmma Bk a g & L
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T2 A B AR SE B R [CS08] 23 320 S A, A2 B¢ TVEST, A AT, FRIRINERHGEE AR PK/PD
FetE7e E MG S 7z,

RSN T ARRRBRIE, P IR LB 2R AL i (B 2 PRI 272 s - 'K O et %
BEtT o B CEfiS i, FEARRME, e/ — b RS FE LTHRYLSTWA I
BT A MAT R ABZEERL UL (205ng/mL) ~IHIL, MERFTH 1 DAL AVEZRET D
ZEThoTen, YOS NARRER [CS02] 1X, +afAEITMR CE Rl D%
Fehtn S AT VEANES 1 AREER [CS06, CS07] 2 BRABRICISWT, 1118 Y OHER G L2 A U TRET L,
AFBEFE G L0 MIFT A AT 1 A& BB L~V 30l 3 2 )R] & OV 5- 171 B 23 e
WINTo, ZORBRICESE, WAVE LHERER [CS12, CS14] @ 2 BRERFEM <4, EWIMMmE
TARAT O AMEEREBRL-VITEIHIL, MR 2720120, PlElcEs e #&EG L, 1 7V AH
B CEHBEOMERREZ G352 EBNETHD Z ERMERINZ, DLEXY, ¥IEHE 240 mg
(40 mg/mL), #EFFH & 80mg (20 mg/mL) # L <X 160mg (40mg/mL) 231 WHL T A &L
T TH D EHMr L7z,

SN TTAIERBRAE A S E, I DALV AV ORKGERBR E LT = —7a L U UFEEHE 7.5 mg
% RTRRRE & U 7= Mg o T AR ELi B [CS21] 2338k S, AME& Va0 gl ST,

Z DA OERAER & LT, \ESUIPEEFEEIK TR b D AN BMEEZ x5 & Lzt
%ﬁﬁﬁﬁ%[@m]h%mén ARHNOFER B RE K O T) A2 R AF T IFHERE DR DWW T
AEhe,

Pk, KER OB TARAI L A VYA 0, WANE TGRSR [CS21] 2k L
7B R REIC LV, WA & 240 mg (40 mg/mL) K OERF A& 80 mg (20 mg/mL) 2SR &
AU, FDA X OXEMEA (81 EMA) (%} L 2008 42 A IZ Ferring 1L 0 &M T4 72, FDA Tl
2008 4 12 A 24 H, EMEA T 2009 42 H 17 HIZARSh TV 5

2%, 20114 8 A 17 RBUE, AR 55 VETHRE S, KE, %I TANT VR, Tr~v—
7, RAY, F—=ANIT, 74T R, ¥V %, TART K, 704, /Ly x—,
NFE, TTUA, AL RO 28 HET, filSNnTn5D

Fio, WHATORKIZI DALV A G HA 1EEE) OBRRICOWTITERKRERAEA TH
0, IV UEREHEZ SR E U7z Esh e AR EGRBR [CS35] MNEMmMEIN TV D,
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BRXEFEEDRER VHRRDOEE

1.5.5 HARERUHEHE

1.5.5.1 BxEL L AT=4FE
KENDOFNED S T B & LA F ISR LT,

1. BN Y AT — I RRA U FTHAMBET X X T A UEICKT HHFEIFIE
E#if (1 £/ BoHond, £z, TONREBEFDO GNRH 7I =X FEREBETH 1=,
ANZEEICRT T 27 Ru 7 R0 FEFMEE & LTT7 A AT v AfERES L)L
(=0.5ngmL) TholBEHEOEIG (EBEIG LK OREESE) 2%E L, ENE I AHRR
[CL-0003] Ti, EEFAHEE TH 5 Day 28 2> 5 Day 364 £ TOEBE|IEIL, 240/80 FET 94.5%
(n=104, 95%CI : 88.5%~98.0%), 240/160 F£T 95.2% (n=100, 95%CI : 89.2%~98.4%) T >
7o BRFEEBFEIT 240/80 BET 94.9% (n=130, 95%CI : 90.9%~98.9%) , 240/160 #£ T 95.7% (n=132,
95%CI : 92.1%~99.4%) Th -7z, WTNOEGHEITE N TS, 95%EFIXM D TIRA 90%% L
[l -7,

PN T1AHEER [CL-0003] & FELIME 2 iR~ 2 7= 0 OFBR CTH 2, WS T AR bk [CS21]
IRV, FERHMEEE Th 5 RREEZRITAHA 240/80 HET 97.2% (n=202, 95%CI : 93.5%~
98.8%), 240/160 HET 98.3% (n=199, 95%CI : 94.8%~99.4%) MOV =—7 1 L U U FET 96.4%

(n=194, 95%CI : 92.5%~98.2%) TV, FDA 75 ER SN AFID BFEEZLRD 95%(EHHX
M FER2S 128 L C90% a2 D Z & AR Siiz, 70, EEVEIG13240/80 HE T 97.0% (n=164,
95%CI : 93.2%~99.0%), 240/160 #£T 98.2% (n=160, 95%CI : 94.7%~99.6%) K NY =—7w1 L
U UBET 96.0% (n=166, 95%CI : 91.8%~98.4%) TH->7=, WTHNDOARAIEGEIZB N TH, 95%
FHEXEO TR 90%% LRIY, Hohhz L, iz, AFREE ) 2 —7 v LU UBEOREE
BEROZED 91.5%EHXHE O TRRAWTNOREGHIZHE N T HIELE~Y—T 0 —10%% LE-7-
7o, AF2HEE LY 2—7 v LY VBRI LTS ER RSN,

2.GNRH7d=ZRA FTEHONBTRAMRATAVH—URIFEAERDONEL,

EINE T AERER [CL-0003] K& OYEAME I A HuieaBR [CS21] 128\ T, ARF|ORGE 72 ik 7
A b AT o SR AR 2 BT, 5% 2 F‘MVWTX FAT Y= [Hh1% 14
HELNOREBR D S H 2 HIZBWT, M7 A hAT a  AENRX—AF 4 (Day0) 205 15%
YLk ERT 2B LEFIEIA SRR ST,

ENS IAERER [CL-0003] (23T, AHAl240/80 &, 240/160 BEE HIZT A M AT U H—

R B2 Do T2 ANV T AR HLIEBR [CS21 12BN T, 7 A b AT B 2% — U IEARH] 240/160
FET 141 (0.5%) ODRIZRD HNIZDIZRIL, UV a—7 v LU R 161 6 (80.1%) (2588 Hi,
KA G THEICD o7 (P<0.0001),
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3. REIL, H#EMIKER (Day3) KYMETAMRTOUVEDETARDOLND,

[E NS I FERRER [CL-0003] 128\ T, Day 3 TOEBEIGIL, AHK 240/80 BET 99.3%, 240/160
BT 98.5% TH 1, HOMITHIET A b AT v Al% BB L~V E Tl Lz,

WESN G T AR LEB R BR [CS21 112\ T, Day 3 TOEBEIA 1%, AK] 240/80 LT 96.1%, 240/160
HETI55% ThHo7=DIZH L, Va—T7 b UETITERBOLNRN>T, £/, Day28 T
DEBEIEILE NEAFA] 240/80 BT 97.0%, 240/160 BET 98.2%, Y a—71 L VU U EET 96.0%
R LD, FEET RPNz, ZNOOREND, AFANTREIZMIET A AT v Al
PIHT D BREM EFLL L T DAY, BREBIN & IR 0 i RIRIETH D B 2 bz,

4. KE|EICELY, ME PSAEQRCHZETHIHEO N D,

M35 PSA 1%, AIZAREOEITICEE 5 Z &ML TN 5720, MElARIMET A b AT 1
Y OB D b 7 BT MIE PSA EOBU SRS S vz, ENE T FEER [CL-0003] (23
W, IMLYE PSAEDR—2 T A L3 b OEALFREO FIAEIL, Day 14 TIEAFH 240/80 #f T —62.48%,
240/160 #£T—62.02%, Day28 TlE, ZILZi—80.14%, —79.52% ThH Vv, MEL HHLCH /R0
G PSA JEOIR T 235380 b7z,

WSV T AR EEEGABR [CS21] 2BV T, IMiE PSA fEDOZE{L3R X, Day 14 TIXAHA] 240/80 # T
—63.4%, 240/160 BT —64.6%, V =—7 1 L U VFET—17.9%, Day 28 Tl, T L4 —84.9%,
—82.3%, —66.7% T Y, Dayl4 K\ Day28 2B\ T, AAFEEHITY 2—7 v 1LV o FRE5EE
L L, AEARKTRRD N (P<0.001),

F7-, WESME M AREGRER [CS21] 2B\ TEY =2—7r L U URHICK L, Wla&k5E (A
Bk 5BR4G 7 HR12 5 Day28 £C) 12, 1 H1EFLT > R RoftHEZEE L=, i
X, Va—7nm LU UFEES% O GnRH 7 2= MMX, TOEEPA D =XLZEY, F5HH
WZBWT—lED7T 2 N AT —URER0 b, EOREE, JERO—m\EOE\ (Z LT 7 v
TRER) RPSAFENA A — I —D LR EZFIERITZEDMONTND I 0D, ZOTFRE
LT ZRTREE LT,

WIEEE GRS, 7 VT 7 TR T OO T v Ra F v Bz &b Li-oix 22 flth -7z,
T ra U RlEHR L) 2= L ) VBT, Va—T e Ll UERREO S ARG S
TREL AT PSAMEIK TR L VL TH Y, RAIBGRE L FFEOHER 2R LTz,

IHNBRER LY, AFNIBEFO GnRH 7 F =& |k Lt B EBRAARECMIE PSA E% L 0 #ES
23, D3ORNFBNCINHEIT 2 Z E R & Te, £, B BRAAREO MLIE PSA EIZ)T 5% %1%, GnRH
THA=AREHRT Y RS UROMHE GnRH 7 v #Z =2 h LIFIER&E L B2 b7 2,

5. MEBEMNRENRHRLIYRDH O, REM (1 £/ BKd S,

[EINEE 1T AHEER [CL-0003] T, ?ﬁﬂﬁ%aﬁ%%ﬁﬁi&#é H 9 TR O FEBLI A TR
ERYE (RN OAIES 3 iR ICB T 2 G 2IREDEIG, HIErREREL AT 2BHIC
%f L CIL RECIST (23317 2 JEEHE/ 1N oh 3 ( é\sﬁ%) RHEIE HRE LT,
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AT OO FEBLIM A TE D S f L UE & F\V 72 Day 84 DA HIE DR EIS (CR+PR) 1X, &
#i 240/80 HE T 90.8%, 240/160 FET 90.5% & =<, Day 364 DZEZNEIGIL LI 84.5%, 87.1% T
HY, BEHARTUERDENRD b=, £7-, RECIST IZBIT 5 BRAEEOINEE
(CR+PR) 1%, 240/80 BET 71.4%, 240/160 BETIL 72.7% CTdH 0, HISLARRE O FEELIMATE W0 Fof)
EIIEZ A= EI G FIER, BAF RIS NN R BB b T,

UboZEns, GaRH 7 % A=A N Th 2 AANIEAFE L (TR 2 082 FRgF =AU,
HIZGnRH 7 T =A hTROOLNDT A MAT R U —DIZES 7 LT 7w TIER OB L 50
THEOEDES I CTE 2, B ONNIIEEREIC R V15D Ll Lz, &5 51 - H&EICH
LTI, 240/80 #£ & UF 240/160 BE TIIFAM L ARMMENRE AR L TWD Z L b, RWEEGET
[FIREEE OB ZNENFED S - #la FH & 240 mg (40 mg/mL) K& OHERF A & 80 mg (20 mg/mL) 7% 1
THVCACORE - HE&EE L TEUTHD EE 2 BT,

1552 TE2MNLAT-4FH
KIND AN S T B & LA FITR LT,

BIREEEIC L, PIEAE 240 mg (40mg/mL) R UHFAE 80 mg (20 mg/mL) %
LML 160 mg (40 mg/mL) OREABEHFOREMNERE I NT-,

WESNER T AHGRER 2 30k [CS12, CS14], ¥EAMEE 1 FEAkGE SR 2 3Bk [CS06A, CSO07A] KUV
S1EE T FE HCEERER [CS2111 31T B AKI OBREE IR oo h il 341 B, B 1 AHEER [CL-0003]
B HRBRBEHIM O R REE 365 B &, AFNTEMICb W &G Shi-,

FEING 1T AHERER [CL-0003] I281) 2 EHFLOFRBIBLEIL, 240/80 £f 94.1%, 240/160 Ff 94.9%,
RSN T FH bEEERER [CS21] Tid, 240/80 Bf 78.7%, 240/160 B 82.7%, V =—7" 1 L U & 77.6%
THY, ENE TR [CL-0003] OFRHI 15 BA > baEhotz, BEELSHEESRS, 5Pk
IZE ST AEFFRIT, TAENENGE AR [CL-0003] & st AR [CS21] TiZ
ER U THoTe, ERAEFGIIMABR L b, EIBAIE (&%, LB, AR R OVER), 1EC
0 R OMEEIENECTH Y, FHELL T\,

EINE 1 AEFER [CL-0003] TIdfEsh a6 11 48 b aklik [CS21] & bhiz U, JEGHMBALRG CGRLBE,
VIR, WEAS), FEEN, SMHTER K OMEREIEMORERN @M o Toh, 1T e A ERREN S HEET
HY, EELRFESR, BELHELIIIHIICESTEFROBHRIIKE RETIRD N2 h- T2,

B GRER DA 5 FLRE B A WEHNE T FE HelaER [CS21] & [EWNE 1 FE3UBR [CL-0003] Tt
L& ZAh, Wikl bAKOERE R L AEFEZORBLROMICEENA BT, 240/80 FE K&
U 240/160 #E CHEFROFBBINE, R, BIEEKOEEEICRE RAERITIRD NN
77
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PL b, ENE I FERER [CL-0003] 1%, VBAME M ARHEGRER [CS21] D2 MERGE & I1ZIEHEEL
L, AEVECHER) >, FICENGE D FERER [CL-0003] M OVESNEE 1T AH LA ER [CS21]
Za e [ENAOERRRER AR IC LD, AFIESERGEOLZEMIIMRE SN EE LN,

2.GNRH7 =X FEHE L, FHFHEBMRIENZRBOLNTLDA, BRMICIEXELEELS
FEoGNEE DFEEOERTHY, BBMITRELL,

EWNAOERREBRICBN T, HbE < BE SINTAEFRIIESBLUSTH o7, ERNSNT
B U T RSBSOS TR L TR Y, EIZRD SN OIERm L OB CTH - 7=,

S PR TR AL SO IS R R ER [CS06, CS06A, CS07, CSO7A, CS12, CSl14, CS21] I

BUF DIESHALERRE (1 B]) Tholo, WIS OEIEEIL, 13& A ENRBEIN D FEE
THY, EEITEINERRR (CS06, CS06A, CS07, CSO07A, CS12, CS14, CS21] TKJm, #L
BE, AEAE, REAR, A OVRPREE, [ENE AEEER [CL-0003] TIFE/mTHY, VI bRl
ﬁil%%%f%ot&#&’iot&%%ﬁﬁﬁi?@%% Bk [CS06, CS06A, CS07, CSO7A,
CS12, CS14, CS21] CT¥EJm, WAL, KIS K OVESEALE (WTd 1%AR0), ENEE 14
ﬁ%[a&mﬂ'GME&U%%%)&U@%(M%)T%D,lW%?k%ﬁ%m%@%h@
Mol

WESNES 11 ARRRER [CS12, CS14] M OVEAMES 11 AH bLigeakih [CS21] & [ENES 11 AHER [CL-0003]
DVEHPNL S DFEBUREI 2 Ll L7z & 2 A, PR &R GREO T 3R S 5 R L0 £ 5
BLTHY, HMEFIZHED LTSI TH > 72,

WESNES T AR LLEGERER [CS21] TOAFIE VU a—T7r LU VEEE OEICIBW T, RN
JIEFREBLRIZEZDBO BN, Va—7a b VEIEIHANEN S TEBY, Va—7rlL v
FERRHE-CM D GnRH 7 2 = 2 b 2 TG RpIIESHNL RS D FE BN 2%~37% L HiE S Tnd =
& 24,25,26,27,28,29,30,31,32 75‘[5, &’%—‘;f‘ﬂx:ft%@@b\%)%éﬁ%@{&b‘ﬁ@*’)T&)é <1: %i %ﬂf:o

YLk, BESHBALSOGOFBLERNE WD, BEEIFIEICE - FGIRFI LA LROONT, &
FEREIXIE & A DL LITHEETHY, AREICHERVNEZ 2 BT,

3. TRAMRTOUERTIZHESIZTY, AEEMERVQTHREEMNROONDN, EEE, &
FEEIEGNRH7Z =X FEIFIZRLTH S,

GnRH 7 Z=A I, GnRH 7 v % T =2 M KUREIN TIX, Z<OEEFZNRT - Fa s ik
WA OIEEMICEE L T A 2 ENMbTWA, AEFLRE LTL, 1FTYH, (KRERM,
ZIE, NRERHHIRE, MhReRy, FEGHRE, LME RS, BEEOKT RO QT MR E
L 103 BTV B, AAIOENAOBERRBRICE W TIE, 13TY, REINE QT [
MRt 3388 BT,

IETOIZOWTIE, WEMEERRER [CS06, CS06A, CS07, CS07A, CS12, CS14, CS21] KN
FEINE I AEEER [CL-0003] (231F 23 BLRITH 30% CThH o720, EELFZIIRO LT, F
1R - 7= O3 HENE 11T $Haﬁ5ﬁ [CS21] 240/160 £ 1 B (1%A) DOHTH Y, FEERITE R,
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FRARAICRIBEIC R B B b, 7235, WRAME I AHEEGRER [CS21] I281T 2 &K D1Z
TYHORBEREOHEIEET, Va—Tal U U BEEIZIERLETHo T2,

(REHEINZOWTIE, Mo EEARRER [CS06, CS06A, CS07, CSO7A, CS12, CSl14, CS21] K&
ONENE T FEER [CL-0003] DOAFIFEGEAZIBNT, ENEI 74%, 15.8% Th o710y, HEHEE
FOHIEICEDL L OO T, EEEITIEE A ERBRENLFEETH -T2, B, BIVE
I FH bEEGEER [CS21] (2B 2 AR OREIMORBE K OFEE X, Va—7r LU VLI
[ CTohHoT,

QT MIMBAERAZDOWTIE, VA I AHHRGRER [CS21] (2T, (OB QT R DBAAIK 5
FET26 (05%), Va—7m LU BT (0.5%) Bdbhen, WIhbIEEETHoT,
NR—=2F A U9 HRERFE T E TO Fridericia £ THIIE L 72 QTe M@ (QTcF) D2 k& DFEXIEIL,
AFNEGRET 123 msee, V=2—7 1L U UFET 140 msec T Y, QTcF 73 500 msec ##22 5 [l
IR PEERIER | 1 IAAREGRET 36 (1%AK0), Va—7r LU U BET46 Q%) Thol,
ZDOZEMNS, QT HIMEREORREIIAFIFEE ) 2—7 0 L ) UHTIRERBEETH L EEZ LN
77

EINES I AEERER [CL-0003] Ci, DEX QT HEEA 2 il (1%A0H) Htr Sz, Wind
FEETHY, FILICESTHERNTFRD b/ o7z, QTecF DR—A T A U HilBRI& T £ TO
A EOHEIL, AFEERET 189 msec TH Y, M/ FEIMAREGAER [CS21] LT
WCREMDo72D3, 500ms PLED QTcF IER 2R LT BFITRO L eholz, ZTRHD I &b,
EINE 1 HHER [CL-0003] DOF8 Hivlz QT MMRIER i/ 55 M FH b skl [CS21] &bk L,
RERETRNWEBZ BN,

Pl AFIOENAOERREBRICIBNT, 7o Rab U HlRREICEY b LEZONLHE
FRLELT, 13TY, FEHMED QT MREENFRO b, BRMEITMERNEEZ L
iz,

4 FEFEEIZEYIRTALY 2 RARDEEEIN LD, BREFORLEICEITRO LN
Mot

HARARARTF FRFITIE, —ROCHRERIS 2 S EZ TR DY, FUREAICKD
BRNEOWET, FHMENRBOEN LT VX —RISOFRE, AR %2 KE T TRetEn b
HTENRHLILTWD,

Ferring £1:C it X 7= ygs iR ER [CS02, CS02A, CS12, CSI2A, CS14, CS14A, CSI5,
CS21], EWNH THHHER [CS11] ROEWH ke [CS11A] (—EY- 7o) I3
L72 1283 6 (7013 %> 7)) D55, &5 1 FRICHT W LU 7 ZAFURE & 72 - 721 118
Bl (11%) Tholz, HURGIED BERIGITRRRNIIEMNT 223, BIEEE OfUR L~ LTk L
NNV TT T b= R BEANH Y, FURELEN EF LT 52 LiderroT- (53.53-8), £7-,
PURTINE 23 il S N7 BRIARRRBRIC I W T T T 7 ¢ T % 2 — OGS T M E IR O UE I BT %
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HEFRRETERL, PUAEA L OBEMEICOW TR ThN =y, PURBMEBRE 2BV Gl
JiEl mu&bﬁ)%bi£ﬁ><>7;o

EINE 1 AEFER [CL-0003] 1231 2 FURRG MBI 1L, 240/80 BEO# 1% 6 71 H T 4.4% (6 f41)),
12 1 AT 17.5% (22 f51]), 240/160 #:D 6 1 T 89% (12 %), 12 7 HT28.1% (34 %) THY,
PURPE AT EARAFBI D> DR RFR IS I~ 2B 3380 vz, E7o, VEANE I AH AR
[CS21] TR B85 12 7 A% OBURBEIERS 1, 240/80 #ET 8% (16 f4), 240/160 FET 12%
4 f5) THY, EWNFE I AHRER [CL-0003] O BEVEANIZH 72, LNLRBEL, 757 4
T X RIS ERET DAFEFRROFBBITRD bR oT,

DLk, REBEHIZLOHT H LY 7 ZAHUROELEITRDOND DD, TF 74 7% —vay
7 S DEERNNCERRBEUED UV A 7 13V B 2 bz,

5. AFIDFFMICAV-ERNNDERRHERICE T, #THRR éhrmé@mH7J9:_
AR (FNHRLYIR) TROGNTWESEIBTFI747F—RIG, NMEFEFZFDBEBIE
RIGERBHENTELT, TOFRRI)XVIFEBEVNEEZ NI,

2003 45 11 AIZ FDA £V GnRH 7 > % = A N ORI IEIEHEIE L L TAREZIG L2 7 L
U7 A%, B RAZ I EREEH OB & R A O BRI LRI OFEAITH D, Lol
NG, TNV Y 7 ZNHRME R KA Z A D IR EOBE KRR BHET LA —FL (77 «
7 X U—OG%) BEE (BREBRSINEE DO B 1.1%, AEEEINIIREESE 2358 L Lok
BRCIL3.7%) ICBHOLNEZ ENMBRTND P,

EN K OENERRBR T, 757 4 7% —, MEEREICHEY T DAK & BEEMENGETE 2
WKL R 70 M BUE SOS IR S e o 7z,

Flo, 7T 74 7%= a v ZIFHRMEZEDIERZED Z ENRFMBILTND Z &0 BRI E
BEERGE LIZEWASNOIZ L A EORARRER (N AR [CS02], ¥EshEs 1 ARk iR
[CS02] #FR<) IZHBWT, ARARGHERE I FEIZ TS TOBEELBIE LN, 774 7%
VUG AR T H A EFRORBIUTGRD bR o7z,

DLk, ARANIANIAMEIREIE S LN TRR I TS GnRH 7 ¥ =X hTR& I
BRR B9 R ARBBUER SO Y 2 7 13BN & 2 BT,

PlEDZ &5, GnRH 7 % I =A M ThHAANL, HEHEAKIG K, FLEE, G, JE

fEZE) °GnRH 7 2= A haElkE, 7 A AT UK TFICLDIETY, (KERMN, QT HIRiER%E
DO HILDH, BRMICIEIZR <, FROBINIREIGEERIZ /0155 &l Lz,
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1566 AT q4v kEURYDOFHE

1561 "RxTq4vk
AFNOERNZERL, RSN 7 4 v P2 TFITRLT,

1. BILBREICH T HAERN#IDO GnRH 7424 J=X k

EWIZIBWT, BRI L CRRE - IR A2 H T2 GnRH 7 > ¥ F =X MI7pW, AHFNEAT
STRRFE DFEHERI N3 INEIRIE Cdh 5 GnRH 7 F = A MR, MSEFAICHIIE TH D 2 & 05k
REINTETRTORT =V DEEDHH, NHWRIEDLIE LB S 5838, RIEZENE L
7= B SE RS IR S R 15 A 52 1T 721212 PSA ER-MNFRO b BEICK L, AL O#
i - #ATICBE BT 2 M0ET A M AT a U fEE EICHDE D £ L~ (£0.5ng/mL) & THIH,
HEFF T2 2 L O TE DHHORNIAEIREIECTH D, AANIHHOERAMTFE2ET 52 b,
AT R R (ST 7 A TR R DI 2 $2 i~ 2 = L S ATBEZR3RAI T H 5,

2. FEONETRAMRATAVEDNET

AFNLGNRH 7 v # T=A N Th D Z b, BREMNFEE, 7TAMNATrob—UZ5l&
T, EHOLITMIET A NAT v U fEE BB LAV E T 2 2 E R TE HZNGMERETH
Do

WESM R T AR LEESERER [CS21] DU =2—7 v L U VEETIL80.1% TT A h AT 1 ¥ — U358
HITEDOITKRE L, AN T FEERGEER [CS21] Tid 240/160 FET 161 (0.5%), [EPNE I AHER
[CL-0003] TIXZWTHNORIZEBWTHLT A MAT o=V LN -o7=, £7-, Day3
TOEBENEITM/E T FEEGAER [CS21] @ 240/80 #£C 96.1%, 240/160 #EC 95.5%, [ENE
T AHEER [CL-0003] @ 240/80 #£ T 99.3%, 240/160 £ T 98.5% Cdh > 7=,

AAENIBREITFEER, 7T A MAT R =V 2B SR ST, HOLRIGRDIENE LN LT
TIHARL, BREIT L L, WA, BN DRV, F, AEREMED 5 WOITEEBIERTT
MFEERE TT A RAT O =Dk 7 LT 7 v PR TOHT > Fa &7 o F oA M
FRBEICK LT, FileRBROBIRE AT 2 2 LN ThHDL LEX LD,

3. EOMTHOREINL PSAEDET

AANTHSL)72 PSA EOIK T 2580 b, TOHFIIEMNTH 5,

PSA [IHTMR C o D HINLMCAET D0 WEATHY, B T 77 —EThd, LA
E OFINLARFERINLIL PSA FEAEREZ AT 5 DT, RINZIRESRAE LT ERIEOIEN), FiEmEE
DENBEL D E, PSA TR L MHIZEIT L, PSA OMFEREN BRI 5, PSA LA
FEOEITIZEGT 52 ENMONTND ZEND, ANIREOARA Y U —=2 7~ —h —CHiL IR
RN RO ERCRBBIERT AT DDE=X Y v F~v—h— L LTS VSR TS,

HEANES T AR EEEEABR [CS21] Tid, AKI240/80 BEL U =—7 11 L U U RED Day 364 (28T 5
PSA fEDR—Z T A L inD DEALRO PRI TIFIEFRE TH - 7228, AAIRED Day 14, Day 28
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WCBITDERX—=AT7 A4 NH0PSAEOZALEOHIEY, Va—" vl U RELigL, et
HIABEZRIK TR bz, —J, EWNE I MAHRE [CL-0003] (2815 PSA EOE LRI,
SN T AR LRI ERER [CS21] LRI 2= LT,

4. Eb;ﬁ\f;&xoﬁﬁﬂmmmi%&ﬂ%

EIWNES T AEFER [CL-0003] (23U T, AL MRS O FEBLIM TR 20 S A E HEYE & OF RECIST %
- B2 fxﬁﬂ@%aﬁ%%aﬂﬂi Lic& 25, HRThORIICOR 2 HUEEN R D R T
7o BINE S O FEBLIM TR 20 U E BB T 36 1T 2 AHI 240/80 FEDFREH] ﬁ@%éﬁ%NCRHR)
I%, Day28 T 77.4%, Day 84 T 90.8%, Day 364 Ti 84.5% Td-7=, £7-, RECIST (ZF\) %K%
BRAERDOZEEIE (CRHPR) 13X, 240/80 FET 71.4% CTh -7z,

1562 YRV
AARNOMHICER L TGS D U A7 2L PR LT,

1. MEFTRACRATAOUERETICHES YRS

Ty Ra U UREOKBEMICEEL TWD Z ENMLITWDREWERIZIE, 12TY, (KEHE
n, ZATRE, IEEREIRT, MERERE, PR, CMEFS, BEEORT RO QT MR
RSN & 2 1012333 sl R BR [CS06, CSO6A, CS07, CSO07A, CS12, CS14, CS21] &
ONEWNE T FERER [CL-0003] (23T, 12TY, REHME QT MIFRIEE N EMEE TR b
770

ETY X, ENGE AR [CL-0003], AMERRER [CS06, CS06A, CS07, CSO07A, CS12,
CS14, CS21] 2BV THI 30%8D b=y, EELKOHILICE L HGIIRD LN TE LT,
A EIREEDN DR Th o 72,

REBIINORE R, EWNGE AR [CL-0003] K OVESMERRBR [(CS06, CS06A, CS07,
CS07A, CS12, CS14, CS21] IZBWT, ZNEI 15.8%, 74% Th o703, EHWHE ICHER

TR BR P I E A FGIIRD o Te, £, BIEEIZIFE A ERBRENGHEETH-

77

QT MFRIEE L, EANADEERERBRICB O TERO LN, BEED 5 WITRBRTILICED DIk
RO BIRNIR Do T2, F Tz, WEFNE A SR [CS21] IS A AAIRED QT MFRIERIXY = —
Ta LU UREEIRIEFRRRE TH o 7o, BB I& TIREIZI5 1T D Fridericia 3 T IE L 72 QTe [#& (QTcF)
DR—=AF A b OELEOVEEIL, EWNE LAHRER [CL-0003] AFIRE, WEANF 1AL
g [CS21] AFEER N 2—F v L) UFETENEL 18.9 msee, 12.3 msec KT 14.0 msec Th
Y, QTcF 23 500 msec ## x5 [EfK FEERICE | (XEWNE TR [CL-0003] TIFERH L
T, WS I AHERGERER [CS21] AAIBETIE 3B (1%AKH), Va—7 vV U fix4 6] 2%)
HoT,
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UboDZ &b, KANLGnRH 7 F =2 F M OBREINFEER, 7> Fo 7o BREOIEFIEM IR
HLZZERBBO 6N D720, BEMEISHT 5+ 0REERBETHL, L, KAIOT A K
27 v RIS TH Y, BELRFRITRD LN THRY, ZALDOFERNEI LIS
B, TanBlEs L, ZoEEEKOEEEICS U TG H RO ERES O U) 72 L E 12 K
DXHLAREE B A DD,

2. ESHERGILR G

WS AR R ER [CS06, CS06A, CS07, CSO7A, CS12, CS14, CS21] K ONENE 1 FH7-8% [CL-0003]
IZBWT, b <l SNTEAEFGUIERBMKETH Y, TORTEHE (10%LL 1) (2
RO LNTEDOIE, B, B, EREOE ChH-o7,

HBELAFGIIRDOONT, ZEAERRENOHEE Chole, £, HEHHISIGDOFEBLRE
IR G X <FRO B, ZO®%EBAT H2MEMICH -T2, 5D BTSSR D 90%LA
RIEALE CREEE L TR Y, EWNE LA [CL-0003] TiX, mHA - IREYEE AT 8041 R,
AT oA PIEPIRIESR (NSAIDs) KO 2 & 2 U H| 2 #5455 OxHERE CTRIENED 5
iz,

ARENBHIZ LY, SRR FBL LI G61E, HoeBlstd L, ToEEE K OEEEIC
JGC TG ZHIET D, H2DWITHEIZS U THEAD - IREVREIE, A7 1A R, NSAIDs KUtk
AL I VRO G EAT ) HEOEG)RNEEZIT H T & THALRRETH D LB LD,

3. FHRelEE

WA T AR LEESGABR [(CS21] 1B AT 7= T b7 A7 =27 —F% (ALT) HINOA
EHGORBLIIT ALY 7 AEFHT9.0%, V=a—7a L) UBETS5%THY, REIBEOF 1N E
VMM & o 7, [EINES AR [CL-0003] 1XiAh S I AH LB B [CS21] & i L, Afkne
BRI 2B EFRORBIRMNMEN -T2, 240/80 FEIZH W T L— K 4 ORFHERERH 1558
b, —77, NPHSREIR T B8 O3 WEhiE 2 B L 7S R REEBEAER [CS23] ¢TI, fERERk A
ETHERRIR T O THEFRORBLRLHIEL ITAENRD bR -T2,

UEDZ Xy, ZnboRWERRREE LG ST +o2BlE% L, TOHEBEKRNEEEIC
Jo U TG 2 I3 20U A EZT ) Z & TRALFARETH D L EX HiLD,

4. FEEMERN 2

EIPNE I AHRER [CL-0003] (TR TRIEMEMIZRD 2 61 (0.7%) B vz, 2 flE bITARFIE
HBAAART X 0 BVEPEMRIZE & B O BT RASTRD BTN DS, AFIFE G HICHER D ST,

B CRVE MR & 8 5 T AR b= %Hd, JREARH O B8, MR IREE, ok, FEEL
SEDRVEMENG 28 22 5% 9 Jkfe « SEIR2NFRD LTV A A, BWSHEE T 5 £ TAAIF G %tk
L, &7z, MEMME LW SN AIEES 2T IEL, BIERERVE L OREGEOEY) 72
WEZATH T & THRUGAIRE TH D LB X Hivd,
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5. MTALY Y RRADEE

WAL CRINZ IR 2 ) SE & LR ENZGnRHE 7 o 4 T=A hTH D73 U 7 2T
JER A& LD BIRFHED B R 2H T LA KR (TF7 4 7F > —va v r5%) ORBMN
WESNTWS P, £, 48D 1000 28 2 5 & ARAIRC~TF MUK TIE, —RAICRIER
ISEEZTZ L, FUREAICEID 7 LAX ISR Z D AREMNH D Z ENmbN TS, K
A ORI W72 E RS OERRRER BN T, AFIRGICE DD T 77 4 FF v —2a vy
7, EEOKEGIRE S TRV, KFNXT AT F K7 I R TH & 1623.3 (AR
) THY, st LA EEGAER [CS21] K OENS I AHRER [CL-0003] (28U THI 10%~30%
OPLT H VU 7 ZAHURBEERFRD BT 5
Kﬂ&@ui@,7%747%V~75y7£@ﬁﬁﬁﬂmb%ﬂt Al ERIEL,
Bl %475 Z L CTRHLA[EETH D LB 2 bV D,

1.5.7 ERNIZE T 5 ARF| DEGRRIALE

GnRH 7 v % T=Z N Th HARENL, BEAFOIRHIE & (XERBET O B 7e 2 BBl ORISR
WTHY, TARNRT O U —UZFER ISRV ENG, FRTHIEBENESD D WDITEEBERT
g B LT v e 7 U HIOPEI DN LB B ITR LT, B RIE R ORI A 24t 2 2 &
DHRETHDH EHZEZXBND,

WAL T AR EL G [CS21] R OMEMNE T ARRER [CL-0003] OBAE LV, ARANIAELER 2
SUWIRHIETH D GnRH 7 F =& b L[REIEE, 72 Rua b U lEREER NIRRT X TOAT—I D
AN BB Tk LA 2 3EAITH 0, RISZ IR SIS #RIR % & it PSA 7S E5-L
TEELRRERDEZZOND,
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1.5.8 ®EE - R (B), AE - AE (B)
AKANDRFES R T 1 MU A7 ZBRL, ERICBT 2 AHOEE « IR ML Ok - HE
ZUTOLOICREL, MEBCTRGERFEZITI 2L L L

% - RE

W, ACIET ALY 7 2L LT, #IENX240mg & 1 BATdH 720 120 mg TONEH 2 T AT

IR T#EET 5, 2B HUREE, WIRERS 4 %L, 70027 2L LT 80 mg &l

M L, M1 DPTcR &G L, 4 EMMER TR Z#D KT,

WA G - 1 IATd 120, AHI 120 mg 2 3A 7 /WIZ H AR F TS K 3.0 mL ZEA L, BE
BHLNIZ 3.0 mL ZEZ TR 5795, B0mL THEMETHZ 128D, 40 mg/mL &
25,)

2 [a] H BAKE « K] 80 mg /NA 7 /VIC H AR/ HFHER K 42 mL Z3FEA L, BFZESCHIC
40mL Z K THET 5, G2mL THEMETHZEICKD, 20mgmL &7 5,)
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ERXIEERORERUHREORE

159 BHRUVERIZE W TRAEREEHR XIELEHE O EGTERRAR

BUE, ENICBWCENZIREZ R E L TEM SN TV AOERKRRBRE LT, 3THLYAVD
HMEFEF B2 i3 2 AR BR T 2 [ENE AR [CL-0009] NEMFTTHD (F1.5-1),

—J7, WEAMCRWTIE, BIEREZ TR E LTI AL DA RON3 I H LY A DR HRAER
MERMIANATND (F1.5-2), | WALV A ORFREERE L TiE, Wb ARG [CS21]
Dk 538k T DN I AIRkRERER [CS21A], GnRH 7 ==& MEHIMERIN IS BHE %
Xt & UT-Mgshas T AEEBR [CS27], ¥Esha b #HEBR [CS29, CS30, CS34, CS37], w[E T
i STV DRSNS T AHRRER [CS42] KON Dk ik T & 2SS T ABAKR AR [CS42A],
BVECHHME STV D HESNE T ARRRER [CS43] @ 9 R Efith Th o5, £z, 3HHAL YA
DEFKRER E LCIE, T8 LU CFERRE A st FBRIZERE L 72 V826 T AH beisaiR [CS35] ik
feakBR C b DS T AEAkEaRER [CS35A] MAEMF THSH (2011 48 H 17 HEHI(E),

F7z, WIMNIBNTL, B EEBE SN E G L L bEO b TH Y, e 5L
L oS | ls ([ 5 ness (cs24] nEfish, KTLTna,
oo, KA e 225 e b0, S

- g | i
AANIEE- SN TWD (2011 48 H 17 HEIE),

£ 1.5-1 ERICEVTRAEREHXIFEFEH O E KRR

N 2 H ) AT | VY Ak - B | EE S
FE — | A & s N
ENEE TH | Al MR R | AZiE R cxrd | P fkse | CS11 BB | AR | 64l ®T
S ERH L Lz | 270V 7 AEEE wR | CE—HE | B
[CS11A] Ak ek | kR G REO A (FHLY | £T
PEZ BT % 7 AWEERYE
160, 200,
240 mg)
ENE DM | Aisz w8 | gichimaF ot | P | 308 | g AE: | 14 | 12061 | P
Bk EXBELE3 | B3 HALVACD 240 mg (P7E)
[CL-0009] | WALV AV | METAMATEY HEFF &
MeFF RS | #0dl (0.5 ng/mL) 360 X i
AR MR ZRFT 5 480 mg
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FHLU Y

A WEBRI

1.5

ERXIERDOEBRUVRAFEDORZE

x1.5-2 BMIBVWTHRAEEPXIEEFEF O ERERREER
v A4 Hi AT | LY L - HE i JE B EL EyiES| FE it
FKa - | A (a0 R
%5 A NWIRIEN KL SND | BISEIEREICR TS | P-IL | 157 | CS21 TFH LI 7 AFiigtE 2% 5 | 4~T | 37541 TAY I, | FEhit
kot Akl RIS EREZRIRE L, |1 DALY A OREY L7-8 . CS21 & [F— & DERE A, A¥xva, K
[CS21A] | B R OBRMEEFMT | oM, BAREED (FH VU 7 AFHEYE 80, 160 mg) | A% 54F AV, FTUH,
L%k L F I E MRS | BRMEEHEGRT 5 CS21 TY a—7u LV UEfEE | Btk AXY R, Fxa
{LAEAT BE Rk G- 5X08R 75mg FEE LB FIEIH & | REE HRE, ~oA
240 mg  HMEFFFE 80 mg XX 160mg | T35 J—, L—<=
FT T, avr, vur
T4 F (82 Magk)
ERigE GnRH7 =2 MRJGMRIS. | GnRH 7 F=A MG | P-IL | 14 H | WIEHAE 240 mg, #ERFH & 80 mg BAA | arm—F1: | FA4Y (10fE&K) =HR—H1:
v Hﬁ;@*%&ﬁ%t L7z 2 ¥k | PERIST R B % k8 25 {4l T
[CS27] B e L CONDIRIEE | 12, TV 7 B ak—h2: ak—h2:
M D 7 DLk LR | MO PSAMERFD L <X 25 i (F7E) FE i
FEE I RSB MR E TS 5
%5 11Ib AH LUTS (FERREIER) 28 | SHL YU 7 AFRERE | P-IIb | 1 hH | SHL YU 7 AFERERE . ORI fA&E | 344 280% (PE) | 41XV A, KA ®T
BN P32 RpTEAT RIS | & T L) CERERE + 240 mg, #EFEEHE 80 mg LV | Y, AL
[CS28] BEERIGE L, IPSS (B | e vy I RESHE L) CEEERMERE - TR LY UEE 2 WE e M| (30 HEEk)
BRAMSZ IR 2 =2 77) D) | 12 KR D PSS Thb Feth 3.6 mg+ E L4 2 K50 mg(~ T - 210 1,
IS5 2 v Y CEREE | RET D LT 7y TRERBAIE D728, 2.5 JE[H] = AN
WHehry I NS i) FERRIERE : 70
FRIEVE 2 L0 A TRERT AR il
%5 1MIb 4A TR oA Y | BN ERE A2l | P-Ib | 1 A H | PIEIHE 240 mg, HMEFFAESOmMg & | 31 WA | 2004 (FE) | 7T A, FA SRt
vy T LR EEEES | LCTAHMT ALY 7 71 A E%, IRSE (k24 W H) v, FIH, N
[CS29] Gl LTz, MBRT > Ry | 7 AEF g # 5 1%, L, PSA>4ng/mL (272~ 72354, & NX—, 4 F)
>R TE O FIVE A BT | PSA A3 4 ng/mL i L 72 DA 7 NERET 5, T, AL
T 5 LN L FIEE RIS | HWMEFAE TS (50 fiz%)
R B
;5 1Ib TEHHRRIERTIO X AT ¥ 2 P-Ib | 1WA | THVY 7 AFREERE - WIEIAE | 308 | 24060(FE) | 41 ¥V A, KA FE i
B N2 N NG AR IR DS L B e , N— 240 mg, HMERFH & 80 mg FTHVY T | Y, AL
[CS30] FRbEY AT OISR | AT LU 12 S LU CEEERERE . TR LY R 2 R M| (30 MEER)
BEERIGE Uiz, BINCIRME | BRRICSNT, T4 FAHE 3.6 mg+ E L2 3 R 50mg(7 e o
RGN R E R T D I | LU 7 AFFERIEREICE LT Ty TRERBAIE D72, 2.5 JE[H] =
VU CEERRE B v H 2| T BRI AR RE O i) R :.
LR LR ERE | 2 a1 ) CEFRIE Gl
VEZAL AT BE R +eHa I RREE I

[ RA)
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TV 7 AR

x1.5-2 BBV TRAEERBHXRITEE

PO EGERKRAER (BE)

1.5

ERXIERDOEBRUVRAFEDORZE

R R4 H AT | LY AL - HE ] JE B EyES| it
H5 — | A (S htfti s 4%) PRI
%5 TIIb PR IE N LRSI | TRUSICESE, X— | PlIb | 1 H A | THVY 7 AFERRIERE : #IEAE | 30H | 1806I(FE) | /vy x—, A T
Bk B ARG L Ui, BiNIIR | T4 Ll L7z 1238 240 mg, #EFFTE 80 mg Tx—T Y, 74
[CS31] KRR DI R 2R 2 2 | FERICBWT, TH L S L) CERERIERE . SR LU UEE VIR, T
vL Y UERRE+ AL | ) 7 ARRBEREC BT gt 3.6 mg+ E AL H I N 50 mg(7 ~—7, 4%
X N Z R ERIEER | DA REE OB FE LT Ty FRERB 1L 728, 28 A 7, R AN,
TEVE 2 (LG A TRE T AR I LY CERERE + BiviE) ~LF—, L=
E LA I REEE g FLFNE
I 5,
%5 1Ib A CS27, CS28, CS30 KN CS31 | BiszipgsmE x5t s | PIb | 1 A | iR TFH L U 7 ZEFBE %5 EFLO P-IIb | CS27, CS28, CS30 | FEhiH
R REUCSIN L AL eS| LT, TH LU 7 REE £ : 80 mg Bl 5z e T | KOCS3 B
[CS34] BHhRBICREEZREFT | BERRGROR S AiEkERC I L U o EER R G L, 7HLY
5%k EIEE RIEMAE | Ma i 2 W] & 240 mg, HERE & 80 mg 7 A W M
ZAtaER D ik fe B G-
EHLET D
B
[ |
PO MK | T Ra Sl lRE R | [ ] Pl | 34 A | FAVY 7 2FimtE | 5 | R2501(TE) | 15 E, ®T
AR B R AR TIVA S e o) u , _-- FH LY 7| 140~150 Mgk ]
[CS35] gLk, 2y s | A W W I
SR, FH VY 7 AERRE 3 = S LY EEER L # o [ )
HR VYA DAER [ ] -._ IELY
ot (2R | I e R R RE
PR At (Aiaapido 0000 0 | - i
) ]
2010 4% 3 A
1
I .
I
|
||
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PR EE s B AT | vy Mk - & HIH SiE BT ESy eS| ESyi
H —T | AV ES e Kt
P b AR | RIARIE MR AT | 140 ARTOPSAHE | P-IIb | 1 A | 4 LY 7 ARG 57 . A1 H | 400 B (F7E) AU Fi

B PR (PSA FHY) L7-ANZMR | (S4ngml) OffER) _- % FHVY Y

[Cs37] BRE LRI, THLY 7 | RIZBNT, THLY NS LR | 2 1 4 R

AWM R Y = — T u L | o AR R G L [ _“ BB 5B

U B @m&“@%ﬁ% FH VY 7 AR K - W 77

LLik, FHVY 7 AFM | OV 2—7a LY S . I RS
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

FIRMAGON® (degarelix for injection) for subcutaneous
administration
Initial U.S. Approval: 2008

FIRMAGON is a GnRH receptor antagonist indicated for
treatment of patients with advanced prostate cancer. (1)

eeeeeeee=- DOSAGE AND ADMINISTRATION =-neermmeeeev

* FIRMAGON is for subcutaneous administration only and is
not to be administered intravenously.

e Treatment is started with a dose of 240 mg given as two
injections of 120 mg each.

« The starting dose is followed by maintenance doses of 80 mg
administered as a single injection every 28 days. (2)

* FIRMAGON (degarelix for injection) 120 mg per vial
* FIRMAGON (degarelix for injection) 80 mg per vial

Degarelix is contraindicated in:

« Patients with previous hypersensitivity reactions to
FIRMAGON. (4)

¢ Pregnancy Category X. Fetal harm can occur when
administered to pregnant women. (4)

oo~ WARNINGS AND PRECAUTIONS ----eememev

» Long-term androgen deprivation therapy prolongs the QT
interval. Consider risks and benefits. (5.2)

The most commonly observed adverse reactions (>10%)
during FIRMAGON therapy included injection site reactions
(e.g., pain, erythema, swelling or induration), hot flashes,
increased weight, and increases in serum levels of
transaminases and gamma-glutamyltransferase (GGT). (6)

To report SUSPECTED ADVERSE REACTIONS, contact
Ferring at 1-888-FERRING (1-888-337-7464) or FDA at
1-800-FDA-1088 or www.fda.gov/medwatch

Clinically significant CYP450 pharmacokinetic drug-drug
interactions are unlikely. (7)

-~ USE IN SPECIFIC POPULATIONS -

There is no need to adjust the dose for the elderly or in patients
with mild or moderate liver or kidney function impairment.
Patients with severe liver or kidney dysfunction have not been
studied and caution is therefore warranted. (8)

See 17 for PATIENT COUNSELING INFORMATION
(and FDA-approved Patient Labeling)
Revised: 12/2008
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

FIRMAGON is a GnRH receptor antagonist indicated for treatment of patients with advanced prostate
cancer.

2 DOSAGE AND ADMINISTRATION

FIRMAGON is for subcutaneous administration only and is not to be administered intravenously.

Dosing information:

Starting dose Maintenance dose — Administration
every 28 days

240 mg given as two subcutaneous injections | 80 mg given as one subcutaneous injection
of 120 mg at a concentration of 40 mg/mL at a concentration of 20 mg/mL

The first maintenance dose should be given 28 days after the starting dose.

FIRMAGON is administered as a subcutaneous injection in the abdominal region. As with other drugs
administered by subcutaneous injection, the injection site should vary periodically. Injections should be
given in areas of the abdomen that will not be exposed to pressure, e.g., not close to waistband or belt
nor close to the ribs.

FIRMAGON is supplied as a powder to be reconstituted with Sterile Water for Injection, USP (WFI).
The reconstitution procedure needs to be carefully followed. Administration of other concentrations is
not recommended. See Instructions for Proper Use.

Instructions for Proper Use

NOTE:
* Gloves should be worn during preparation and administration.
* Reconstituted drug must be administered within one hour after addition of Sterile Water for
Injection, USP (WFI).
» Keep the vials vertical at all times
* Do not shake the vials
» Follow aseptic technique

FIRMAGON 120 mg
The Treatment Initiation pack contains 2 vials of FIRMAGON 120 mg that must be prepared for 2
subcutaneous injections. Hence, the instructions here below need to be repeated a second time.

Prepare FIRMAGON 120 mg for reconstitution by gathering the following:
* 6 mL of Sterile Water for Injection, USP (WFI); Do not use Bacteriostatic Water for Injection.
* 2 reconstitution needles —21G /2 inch
* 2 administration needles for subcutaneous injection —27 G / 1-1/4 inch
* 2 injection syringes (5 mL)

1. Draw up 3 mL WFI with a reconstitution needle (21G / 2 in).



Inject the WFI slowly into the FIRMAGON 120 mg vial. To keep the product and syringe sterile,
do not remove the syringe and the needle.

Keeping the vial in an upright position, swirl it very gently until the liquid looks clear and without
undissolved powder or particles. If the powder adheres to the vial over the liquid surface, the vial
can be tilted slightly to dissolve powder. Avoid shaking to prevent foam formation. A ring of small
air bubbles on the surface of the liquid is acceptable. The reconstitution procedure may take up to
15 minutes.

Tilt the vial slightly and keep the needle in the lowest part of the vial. Withdraw 3 mL of
FIRMAGON 120 mg without turning the vial upside down.

Exchange the reconstitution needle with the administration needle for deep subcutaneous injection
(27G / 1-1/4 in). Remove any air bubbles.

Inject 3 mL of FIRMAGON 120 mg subcutaneously immediately after reconstitution:

» Grasp the skin of the abdomen, elevate the subcutaneous tissue. Insert the needle deeply at an
angle of not less than 45 degrees.

* Gently pull back the plunger to check if blood is aspirated. If blood appears in the syringe, the
reconstituted product can no longer be used. Discontinue the procedure and discard the
syringe and the needle (reconstitute a new dose for the patient).

7. Repeat reconstitution procedure for the second dose. Choose a different injection site and inject 3 mL.

FIRMAGON 80 mg

The Treatment Maintenance pack contains 1 vial of FIRMAGON 80 mg that must be prepared for
subcutaneous injection.

—_—

Prepare FIRMAGON 80 mg for reconstitution by gathering the following:

* 4.2 mL of Sterile Water for Injection, USP (WFI); Do not use Bacteriostatic Water for Injection
* 1 reconstitution needle — 21G / 2 inch

* 1 administration needle for subcutaneous injection — 27 G/ 1-1/4 inch

* 1 injection syringe (5 mL)

Draw up 4.2 mL WFI with the reconstitution needle (21G /2 in).

Inject the WFI slowly into the FIRMAGON 80 mg vial. To keep the product and syringe sterile,
do not remove the syringe and the needle.

Keeping the vial in an upright position, swirl it very gently until the liquid looks clear and without
undissolved powder or particles. If the powder adheres to the vial over the liquid surface, the vial
can be tilted slightly to dissolve powder. Avoid shaking to prevent foam formation. A ring of small

air bubbles on the surface of the liquid is acceptable. The reconstitution procedure may take up to
15 minutes.

Tilt the vial slightly and keep the needle in the lowest part of the vial. Withdraw 4 mL of
FIRMAGON 80 mg without turning the vial upside down.



5. Exchange the reconstitution needle with the administration needle for deep subcutaneous injection
(27G / 1-1/4 in). Remove any air bubbles.

6. Inject 4 mL of FIRMAGON 80 mg subcutaneously immediately after reconstitution:
Grasp the skin of the abdomen, elevate the subcutaneous tissue. Insert the needle deeply at an
angle of not less than 45 degrees.

*  Gently pull back the plunger to check if blood is aspirated. If blood appears in the syringe, the
reconstituted product can no longer be used. Discontinue the procedure and discard the syringe
and the needle (reconstitute a new dose for the patient).

3 DOSAGE FORMS AND STRENGTHS
Starting dose
Powder for injection 120 mg:

One vial of FIRMAGON 120 mg contains 120 mg of degarelix. Each vial is to be reconstituted with
3 mL of Sterile Water for Injection. 3 mL is withdrawn to deliver 120 mg degarelix at a concentration
of 40 mg/mL. One starting dose comprises 240 mg given as two 3 mL injections of 120 mg each.

Maintenance dose

Powder for injection 80 mg:

One vial of FIRMAGON 80 mg contains 80 mg of degarelix. Each vial is to be reconstituted with
4.2 mL of Sterile Water for Injection. 4 mL is withdrawn to deliver 80 mg degarelix at a concentration
of 20 mg/mL. One maintenance dose comprises 80 mg given as one 4 mL injection.

4 CONTRAINDICATIONS

FIRMAGON is contraindicated in patients with known hypersensitivity to degarelix or to any of the
product components.

Degarelix is contraindicated in women who are or may become pregnant. Degarelix can cause fetal
harm when administered to a pregnant woman. Degarelix given to rabbits during organogenesis at
doses that were 0.02% of the clinical loading dose (240 mg) on a mg/m” basis caused embryo/fetal
lethality and abortion. When degarelix was given to female rats during organogenesis, at doses that
were just 0.036% of the clinical loading dose on a mg/m” basis, there was an increase in post
implantation loss and a decrease in the number of live fetuses. If this drug is used during pregnancy, or
if the patient becomes pregnant while taking this drug, the patient should be apprised of the potential
hazard to the fetus.

5 WARNINGS AND PRECAUTIONS

5.1 Usein Pregnancy
Pregnancy Category X
Women who are or may become pregnant should not take FIRMAGON. [see Contraindications (4)
and Use in Specific Populations (8.1)]

5.2 Effect on QT/QTc Interval
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Long-term androgen deprivation therapy prolongs the QT interval. Physicians should consider
whether the benefits of androgen deprivation therapy outweigh the potential risks in patients with
congenital long QT syndrome, electrolyte abnormalities, or congestive heart failure and in patients
taking Class IA (e.g., quinidine, procainamide) or Class III (e.g., amiodarone, sotalol) antiarrhythmic
medications.

In the randomized, active-controlled trial comparing FIRMAGON to leuprolide, periodic
electrocardiograms were performed. Seven patients, three (<1%) in the pooled degarelix group and
four (2%) patients in the leuprolide 7.5 mg group, had a QTcF > 500 msec. From baseline to end of
study the median change for FIRMAGON was 12.3 msec and for leuprolide was 16.7 msec.

Laboratory Testing

Therapy with FIRMAGON results in suppression of the pituitary gonadal system. Results of
diagnostic tests of the pituitary gonadotropic and gonadal functions conducted during and after
FIRMAGON may be affected. The therapeutic effect of FIRMAGON should be monitored by
measuring serum concentrations of prostate-specific antigen (PSA) periodically. If PSA increases,
serum concentrations of testosterone should be measured.

ADVERSE REACTIONS

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

A total of 1325 patients with prostate cancer received FIRMAGON either as a monthly treatment
(60-160 mg) or as a single dose (up to 320 mg). A total of 1032 patients (78%) were treated for at least
6 months and 853 patients (64%) were treated for one year or more. The most commonly observed
adverse reactions during FIRMAGON therapy included injection site reactions (e.g., pain, erythema,
swelling or induration), hot flashes, increased weight, fatigue, and increases in serum levels of
transaminases and gamma-glutamyltransferase (GGT). The majority of the adverse reactions were
Grade 1 or 2, with Grade 3/4 adverse reaction incidences of 1% or less.

FIRMAGON was studied in an active-controlled trial (N=610) in which patients with prostate cancer
were randomized to receive FIRMAGON (subcutaneous) or leuprolide (intramuscular) monthly for 12
months. Adverse reactions reported in 5% of patients or more are shown in Table 1.



Table 1.

Adverse Reactions Reported in > 5% of Patients in an Active Controlled Study

FIRMAGON FIRMAGON leuprolide
240/160 mg 240/80 mg 7.5 mg
(subcutaneous) (subcutaneous) (intramuscular)
N=202 N=207 N=201
Percentage of subjects with
adverse events 83% 79% 78%
Body as a whole
Injection site adverse events 44% 35% <1%
Weight increase 11% 9% 12%
Fatigue 6% 3% 6%
Chills 4% 5% 0%
Cardiovascular system
Hot flash 26% 26% 21%
Hypertension 7% 6% 4%
Musculoskeletal system
Back pain 6% 6% 8%
Arthralgia 4% 5% 9%
Urogenital system
Urinary tract infection 2% 5% 9%
Digestive system
Increases in Transaminases and
GGT 10% 10% 5%
Constipation 3% 5% 5%

The most frequently reported adverse reactions at the injection sites were pain (28%), erythema (17%),
swelling (6%), induration (4%), and nodule (3%). These adverse reactions were mostly transient, of
mild to moderate intensity, occurred primarily with the starting dose and led to few discontinuations
(<1%). Grade 3 injection site reactions occurred in 2% or less of patients receiving degarelix.

Hepatic laboratory abnormalities were primarily Grade 1 or 2 and were generally reversible. Grade 3
hepatic laboratory abnormalities occurred in less than 1% of patients.

In 1-5% of patients the following adverse reactions, not already listed, were considered related to
FIRMAGON by the investigator:

Body as a whole: Asthenia, fever, night sweats; Digestive system: Nausea; Nervous system: Dizziness,
headache, insomnia.

The following adverse reactions, not already listed, were reported to be drug-related by the investigator
in >1% of patients: erectile dysfunction, gynecomastia, hyperhidrosis, testicular atrophy, and diarrhea.

Changes in bone density:

Decreased bone density has been reported in the medical literature in men who have had orchiectomy
or who have been treated with a GnRH agonist. It can be anticipated that long periods of medical
castration in men will result in decreased bone density.



8
8.1

8.3

8.4

8.5

8.6

Anti-degarelix antibody development has been observed in 10% of patients after treatment with
FIRMAGON for 1 year. There is no indication that the efficacy or safety of FIRMAGON treatment is
affected by antibody formation.

DRUG INTERACTIONS
No drug-drug interaction studies were conducted.

Degarelix is not a substrate for the human CYP450 system. Degarelix is not an inducer or inhibitor of
the CYP450 system in vitro. Therefore, clinically significant CYP450 pharmacokinetic drug-drug
interactions are unlikely.

USE IN SPECIFIC POPULATIONS
Pregnancy
Category X [see Contraindications (4) and Warnings and Precautions (5.1)]

Women who are or may become pregnant should not take FIRMAGON. When degarelix was given to
rabbits during early organogenesis at doses of 0.002 mg/kg/day (about 0.02% of the clinical loading
dose on a mg/m” basis), there was an increase in early post-implantation loss. Degarelix given to
rabbits during mid and late organogenesis at doses of 0.006 mg/kg/day (about 0.05% of the clinical
loading dose on a mg/m” basis) caused embryo/fetal lethality and abortion. When degarelix was given
to female rats during early organogenesis, at doses of 0.0045 mg/kg/day (about 0.036% of the clinical
loading dose on a mg/m2 basis), there was an increase in early post-implantation loss. When degarelix
was given to female rats during mid and late organogenesis, at doses of 0.045 mg/kg/day (about
0.36% of the clinical loading dose on a mg/m” basis), there was an increase in the number of minor
skeletal abnormalities and variants.

Nursing Mothers

FIRMAGON is not indicated for use in women and is contraindicated in women who are or who may
become pregnant. It is not known whether this drug is excreted in human milk. Because many drugs
are excreted in human milk and because of the potential for serious adverse reactions in nursing
infants from degarelix, a decision should be made whether to discontinue nursing or discontinue the
drug taking into account the importance of the drug to the mother.

Pediatric Use

Safety and effectiveness in pediatric patients have not been established.

Geriatric Use

Of the total number of subjects in clinical studies of FIRMAGON, 82% were age 65 and over, while
42% were age 75 and over. No overall differences in safety or effectiveness were observed between
these subjects and younger subjects, but greater sensitivity of some older individuals cannot be ruled
out.

Renal Impairment

No pharmacokinetic studies in renally impaired patients have been conducted. At least 20-30% of a
given dose of degarelix is excreted unchanged in the urine.
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A population pharmacokinetic analysis of data from the randomized study demonstrated that there is
no significant effect of mild renal impairment [creatinine clearance (CrCL) 50-80 mL/min] on either
the degarelix concentration or testosterone concentration. Data on patients with moderate or severe
renal impairment is limited and therefore degarelix should be used with caution in patients with CrCL
< 50 mL/min.

Hepatic Impairment
Patients with hepatic impairment were excluded from the randomized trial.

A single dose of 1 mg degarelix administered as an intravenous infusion over 1 hour was studied in
16 non-prostate cancer patients with either mild (Child Pugh A) or moderate (Child Pugh B) hepatic
impairment.

Compared to non-prostate cancer patients with normal liver function, the exposure of degarelix
decreased by 10% and 18% in patients with mild and moderate hepatic impairment, respectively.
Therefore, dose adjustment is not necessary in patients with mild or moderate hepatic impairment.
However, since hepatic impairment can lower degarelix exposure, it is recommended that in patients
with hepatic impairment testosterone concentrations should be monitored on a monthly basis until
medical castration is achieved. Once medical castration is achieved, an every-other-month
testosterone monitoring approach could be considered.

Patients with severe hepatic dysfunction have not been studied and caution is therefore warranted in
this group.

OVERDOSAGE

There have been no reports of overdose with FIRMAGON. In the case of overdose, however,
discontinue FIRMAGON, treat the patient symptomatically, and institute supportive measures.

As with all prescription drugs, this medicine should be kept out of the reach of children.

SEE FIRMAGON PATIENT COUNSELING INFORMATION

DESCRIPTION

FIRMAGON is a sterile lyophilized powder for injection containing degarelix (as the acetate) and
mannitol. Degarelix is a synthetic linear decapeptide amide containing seven unnatural amino acids,
five of which are D-amino acids. The acetate salt of degarelix is a white to off-white amorphous
powder of low density as obtained after lyophilization.

The chemical name of degarelix is D-Alaninamide,
N-acetyl-3-(2-naphthalenyl)-D-alanyl-4-chloro-D-phenylalanyl-3-(3-pyridinyl)-D-alanyl-L-seryl-4-[[[
(4S)-hexahydro-2,6-dioxo-4-pyrimidinyl]carbonyl]amino]-Lphenylalanyl-4-[ (aminocarbonyl)amino]-
D-phenylalanyl-L leucyl-N6— (1-methylethyl)-L-lysyl-L-prolyl. It has an empirical formula of
Cg2H103N18016Cl and a molecular weight of 1632.3 Da.
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Degarelix has the following structural formula:

NH,

FIRMAGON delivers degarelix acetate, equivalent to 120 mg of degarelix for the starting dose,
and 80 mg of degarelix for the maintenance dose. The 80 mg vial contains 200 mg mannitol and
the 120 mg vial contains 150 mg mannitol.
CLINICAL PHARMACOLOGY
Mechanism of Action
Degarelix is a GnRH receptor antagonist. It binds reversibly to the pituitary GnRH receptors,
thereby reducing the release of gonadotropins and consequently testosterone.

Pharmacodynamics

A single dose of 240 mg FIRMAGON causes a decrease in the plasma concentrations of luteinizing
hormone (LH) and follicle stimulating hormone (FSH), and subsequently testosterone.

FIRMAGON is effective in achieving and maintaining testosterone suppression below the castration
level of 50 ng/dL.

Figure 1: Plasma Testosterone Levels from Day 0 to 364 for Degarelix 240 mg/80 mg
(Median with Interquartile Ranges)
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12.3 Pharmacokinetics

Absorption

FIRMAGON forms a depot upon subcutaneous administration, from which degarelix is released
to the circulation. Following administration of FIRMAGON 240 mg at a product concentration of
40 mg/mL, the mean Cmax was 26.2 ng/mL (coefficient of variation, CV 83%) and the mean AUC
was 1054 ng-day/mL (CV 35%). Typically Cmax occurred within 2 days after subcutaneous
administration. In prostate cancer patients at a product concentration of 40 mg/mL, the
pharmacokinetics of degarelix were linear over a dose range of 120 to 240 mg. The pharmacokinetic
behavior of the drug is strongly influenced by its concentration in the injection solution.

Distribution

The distribution volume of degarelix after intravenous (> 1 L/kg) or subcutaneous administration (>
1000 L) indicates that degarelix is distributed throughout total body water. In vitro plasma protein
binding of degarelix is estimated to be approximately 90%.

Metabolism

Degarelix is subject to peptide hydrolysis during the passage of the hepato-biliary system and is
mainly excreted as peptide fragments in the feces. No quantitatively significant metabolites were
detected in plasma samples after subcutaneous administration. In vitro studies have shown that
degarelix is not a substrate, inducer or inhibitor of the CYP450 or p-glycoprotein transporter
systems.

Excretion

Following subcutaneous administration of 240 mg FIRMAGON at a concentration of 40 mg/mL to
prostate cancer patients, degarelix is eliminated in a biphasic fashion, with a median terminal
half-life of approximately 53 days. The long half-life after subcutaneous administration is a
consequence of a very slow release of degarelix from the FIRMAGON depot formed at the injection
site(s). Approximately 20-30% of a given dose of degarelix was renally excreted, suggesting that
approximately 70-80% is excreted via the hepato-biliary system in humans. Following subcutaneous
administration of degarelix to prostate cancer patients the clearance is approximately 9 L/hr.

Effect of Age, Weight and Race
There was no effect of age, weight or race on the degarelix pharmacokinetic parameters or
testosterone concentration.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Degarelix was administered subcutaneously to rats every 2 weeks for 2 years at doses of 2, 10 and
25 mg/kg (about 9, 45 and 120% of the recommended human loading dose on a mg/m” basis). Long
term treatment with degarelix at 25 mg/kg caused an increase in the combined incidence of benign
hemangiomas plus malignant hemangiosarcomas in females.

Degarelix was administered subcutaneously to mice every 2 weeks for 2 years at doses of 2, 10 and
50 mg/kg (about 5, 22 and 120% of the recommended human loading dose [240 mg] on a mg/m’
basis). There was no statistically significant increase in tumor incidence associated with this
treatment.



Degarelix did not cause genetic damage in standard in vitro assays (bacterial mutation, human
lymphocyte chromosome aberration) nor in in vivo rodent bone marrow micronucleus tests.

Single degarelix doses of > 1 mg/kg (about 5% of the clinical loading dose on a mg/m” basis) caused
reversible infertility in male rats. Single doses of > 0.1 mg/kg (about 0.5% of the clinical loading
dose on a mg/m” basis) caused a decrease in fertility in female rats.

14 CLINICAL STUDIES

The safety and efficacy of FIRMAGON were evaluated in an open-label, multi-center, randomized,
parallel-group study in patients with prostate cancer. A total of 620 patients were randomized to
receive one of two FIRMAGON dosing regimens or leuprolide for one year:
a. FIRMAGON at a starting dose of 240 mg (40 mg/mL) followed by monthly doses of 160 mg
(40 mg/mL) subcutaneously,
b. FIRMAGON at a starting dose of 240 mg (40 mg/mL) followed by monthly doses of 80 mg
(20 mg/mL) subcutaneously,
c. leuprolide 7.5 mg intramuscularly monthly.

Serum levels of testosterone were measured at screening, on Day 0, 1, 3, 7, 14, and 28 in the first
month, and then monthly until the end of the study.

The clinical trial population (n=610) across all treatment arms had an overall median age of
approximately 73 (range 50 to 98). The ethnic/racial distribution was 84% white, 6% black and 10%
others. Disease stage was distributed approximately as follows: 20% metastatic, 29% locally advanced
(T3/T4 Nx MO or N1 MO0), 31% localized (T1 or T2 NO MO) and 20% classified as other (including
patients whose disease metastatic status could not be determined definitively - or patients with PSA
relapse after primary curative therapy). In addition, the median testosterone baseline value across
treatment arms was approximately 400 ng/dL.

The primary objective was to demonstrate that FIRMAGON is effective with respect to achieving and
maintaining testosterone suppression to castration levels (T < 50 ng/dL), during 12 months treatment.
The results are shown in Table 2.

Table 2: Medical Castration Rates (Testosterone < 50 ng/dL) from Day 28 to Day 364

FIRMAGON FIRMAGON leuprolide
240/160 mg 240/80 mg 7.5 mg
N=202 N=207 N=201
No. of
Responders 199 202 194
Castration Rate 98.3% 97.2% 96.4%
(95% Cls)* (94.8;99.4) (93.5; 98.8) (92.5;98.2)

* Kaplan Meier estimates within group

Percentage changes in testosterone from baseline to Day 28 (median with interquartile ranges) are
shown in Figure 2 and the percentages of patients who attained the medical castration of testosterone <
50 ng/dL are summarized in Table 3.



Figure 2: Percentage Change in Testosterone from Baseline by Treatment Group until Day 28
(Median with Interquartile Ranges)
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Table 3: Percentage of Patients Attaining Testosterone < 50 ng/dL within the First 28 Days

FIRMAGON FIRMAGON leuprolide
240/160 mg 240/80 mg 7.5 mg
N=202 N=207 N=201

Day 1 44% 52% 0%

Day 3 96% 96% 0%

Day 7 99% 99% 1%

Day 14 99% 99% 18%

Day 28 99% 100% 100%

In the clinical trial, PSA levels were monitored as a secondary endpoint. PSA levels were lowered by
64% two weeks after administration of FIRMAGON, 85% after one month, 95% after three months,
and remained suppressed throughout the one year of treatment. These PSA results should be
interpreted with caution because of the heterogeneity of the patient population studied. No evidence
has shown that the rapidity of PSA decline is related to a clinical benefit.
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16 HOW SUPPLIED/STORAGE AND HANDLING

FIRMAGON is available as:

* NDC 55566-8401-1, Starting dose — One carton contains:
Two vials each with 120 mg powder for injection.

« NDC 55566-8301-1, Maintenance dose — One carton contains:
One vial with 80 mg powder for injection.

Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F).

Caution should be exercised in handling and preparing the solution of FIRMAGON. Several
guidelines on proper handling and disposal of anticancer drugs have been published.l'4 To minimize
the risk of dermal exposure, always wear impervious gloves when handling FIRMAGON. If
FIRMAGON solution contacts the skin, immediately wash the skin thoroughly with soap and water. If
FIRMAGON contacts mucous membranes, the membranes should be flushed immediately and
thoroughly with water [see Contraindications (4) and Nonclinical Toxicology (13.1)].

17 PATIENT COUNSELING INFORMATION
(See FDA-approved Patient Labeling 17.2)

17.1 Information

- Patients should be instructed to read the Patient Labeling carefully.

- Patients should be informed of the possible side effects of androgen deprivation therapy, including
hot flashes, flushing of the skin, increased weight, decreased sex drive, and difficulties with erectile
function. Possible side effects related to therapy with FIRMAGON include redness, swelling, and
itching at the injection site; these are usually mild, self limiting, and decrease within three days.

17.2 FDA-approved Patient Labeling

FIRMAGON (FIRM-uh-gahn)
(degarelix for injection)

Read this patient information leaflet before you start taking FIRMAGON and each time you get a refill.
There may be new information. This information does not take the place of talking to your healthcare
provider about your medical condition or your treatment.

What is FIRMAGON?

FIRMAGON is a prescription medicine used in the treatment of advanced prostate cancer.

It is not known if FIRMAGON is safe or effective in children.

Who should not use FIRMAGON?
FIRMAGON should not be given to:



» people who are allergic to any ingredient in FIRMAGON. See the end of this leaflet for a complete
list of ingredients in FIRMAGON.
* women who are pregnant or may become pregnant

Talk to your healthcare provider before getting FIRMAGON if you have any of these conditions.

What should I tell my healthcare provider before receiving FIRMAGON?

Before receiving FIRMAGON, tell your healthcare provider about all your medical conditions,
including if you:
* have any heart problems
* have problems with balance of your body salts or electrolytes, such as sodium, potassium, calcium,
and magnesium
* have kidney or liver problems
* are breast-feeding or plan to breast-feed. It is not known if FIRMAGON passes into your breast milk.
You and your healthcare provider should decide if you will take FIRMAGON or breast-feed. You
should not do both without talking with your healthcare provider.

Tell your healthcare provider about all the medicines you take, including prescription and
nonprescription medicines, vitamins, and herbal supplements. Especially tell your healthcare provider if
you are taking or have taken any medicines for your heart.

Know the medicines you take. Keep a list of them and show it to your healthcare provider and pharmacist
when you get a new medicine.

How should I receive FIRMAGON?

You will receive an injection of FIRMAGON from your healthcare provider.

» The injection site will always be in the abdominal area but will change within that area with the next
doses of FIRMAGON.

* The injected medicine gives you a continuous release of FIRMAGON over one month.

* Two injections are given as a first dose and the following monthly doses are one injection.

» Make sure your injection site is free of any pressure from belts, waistbands or other types of clothing.

» Always set up an appointment for your next injection.

* Ifyou miss a dose of FIRMAGON, or if you think you forgot to get your monthly dose of
FIRMAGON, talk to your healthcare provider about how to get your next dose.

What are the possible side effects of FIRMAGON?

The common side effects include:
* hot flashes
* injection site pain, redness, and swelling, especially with the first dose
* weight gain
* increase in some liver enzymes
* tiredness
* hypertension
* back and joint pain
» chills
e urinary tract infection
» decreased sex drive and trouble with erectile function (impotence)



These are not all the possible side effects. For more information, ask your healthcare provider or
pharmacist.

Tell your healthcare provider if you have any side effect that bothers you or that does not go away.

Call your doctor for medical advice about side effects. You may report side effects to FDA at
1-800-FDA-1088.

General information about the safe and effective use of FIRMAGON.

Medicines are sometimes prescribed for conditions that are not mentioned in the patient leaflet. Do not use
FIRMAGON for a condition for which it was not prescribed. Do not give FIRMAGON to other people,
even if they have the same symptoms that you have. It may harm them.

This patient information leaflet summarizes the most important information about FIRMAGON. If you
would like more information, talk with your healthcare provider. You can ask your pharmacist or healthcare
provider for information about FIRMAGON that is written for health professionals.

For more information, go to www.FIRMAGON.com or call 1-888-FERRING (1-888-337-7464).

What are the ingredients in FIRMAGON?

Active ingredient: degarelix (as acetate)
Inactive ingredient: mannitol

Manufactured for: Ferring Pharmaceuticals Inc., Parsippany, NJ 07054
By: Rentschler Biotechnologie GmbH, Germany
6415-02 2/09
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FIRMAGON® GEStRTHL YUY X)

RIXEDNAFA4 k

WA SCEDNA T A i, FIRMAGON % 224 CRIRANHE 35 L CTHER T X TOGREZHE
L TWAD DI TliEZev, FIRMAGON ORATSCE (&) 25452 &,

FIRMAGON® (JEHHFH LU 7 2) RS H
HIEK EAFE 0 2008 4F

BE - R
FIRMAGON (S T4 Fi7 ST ARS8 BB E DR & 1) & 3 D YRR AR L& > i A V€ > (GnRH)
ToAI=ARNTHD (1),

A% - A=

e FIRMAGON |3 Mg EHEAITH D, FIRNERS LRnZ &,

o fIEHE240mg & LT, 120mg 2% 2 WATIIHKEGT 5.

o IR ERS%, HEFPH R S0me% 28 HMIBE T 1 AATc&ET25 (2),

FREERUVES

FIRMAGON (JEHHFH LU 7 R) 120 mg,/ 731 7 )b
FIRMAGON (JEH AT AL U 7 Z) 80mg/ /XA T /v

=

WDOBEAINZT H VY 7 AT TH D,
e FIRMAGONI|ZXf L, @HUEOREEREDOH 5 HBHE (4)
W77 3 —X, G Leha, RIBICEZRIETARERH S (4),

ZE-FEALOEE

B2 7 > Ra 7 U ERREIIQTHIMR A It 85, VRS « XX 7 4 v haEBET5
Zk, (52)
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FIRMAGON# 512 b % < A O IVT-EITER (310%) 1%, HEHEAS &%, LB, MR,
AESE), 1FTY, KEHEN, MEFNT AT I T =B ERROY-INVEINV T AT 2T —F
(GGT) Hm<TdH-7= (6),

BIEAMNGEHON BIGEDMEE S : Ferring £t 1-888-FERRING (1-888-337-7464) X (% FDA
1-800-FDA-1088 X (& www.fda.gov/medwatch

EMHEEER
CYP450 (ZBEE U 72 BR IR C BB 2 BN 2R R M BRI T2 v e B2 6D (7),

BFREBEREA~DEE

g, B N OV O FRERR IR T R OVEHEREIR T 0B ICkT L, 5 EA T 5 08X
AN

7 RS REAR T ST BB IR T2 A T 0 BT A xR & LERBIEm S v Ccninize, 8
HickET22& (8),

BEPITIEH (KO FDA 23&GE LI BB MITIRMASGE) 121722305528,

2008 4 12 HikiET
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1 ZhEE - R
FIRMAGON [ TP RS2 A B OB 2 s & 3 2 PERRRIS A V£ o it A LVE > (GnRH)
TR I=AKNTHH,

2 A% - B=
FIRMAGON |3/ F#5HEHATH S, HIRNESIE LR &,

Be b5

1A & MERFH &

240 mg | 40 mg/mL OEEICFIR L, 120 mg 9" | 80 mg |% 20 mg/mL DOFEEICHELL, 1 HFFICKE
D2 B FEET 5, THEET D,

VRO &1L, PIRAEO#RE 28 A%ICEET 5L,

FIRMAGON [ZEHNC B T 5T %, oD B2 T & G- BUAIRIAR, ESTEAL 2 EWIAICAE 5 2 &,
HEHHALIE, L bRoU =R hoNV R S D ML OB A &2 kT 5 2 &

FIRMAGON Iy KEAITH Y, WETEHHAK (USP) IZWfE L THWS, AR FIAAZ EFT 5
&, MORETOREFIHEIE LW, Fie MEH LR 22RT52 L,

FREDIE
EE
o FHHELUOEBGORRIIFREEHTLZ L,
o HEEH K (USP) Tt 1 BRI LINICTBR IR 2 & 555 2 &,
o ANATIMTEICEEIIHAEDOZ L,
o NATNAEIRSRNT &,
o HEFNEMEAITOZ L,

FIRMAGON 120 mg
WIE B 51X, FIRMAGON 120 mg /3A 7L 2 AR THERR S H, 2 F#5 2 BISCHYS T 5,
L7235 TC, ULFOFERFENEL 2 A0 KT LN H D,

FIRMAGON 120 mg OVEfEFEUIILL T 2 HET 5,
o JREIESAHAK (USP) : 6 mL (BB HAIIEH Lz &)
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o FJHELHS: : 2 A—21G/2inch
o U T¥EMEF: 2 4AK—27G/1-1/4 inch
o JEHT 2K (5mL)

FHEUHSE (21 G/2inch) & MWW TIREES AK 3 mL 254 %,

W51 U 7= KA 151 7Kk 2 FIRMAGON 120 mg 734 7 /UVITFEC M IEAT B, Bl & R 2
HEMREBICR D720, ERE EEHIKE MO 2N &,

R DNEI THARSRLR OWET R0 N72VRREIC A2 D T, NS TAEREICHE-T-F F,
Do Y LB, MRBAA T IVOIRE LV @B E LIHEE, A TV EETE
FTHMEREZREIE S, KJADOKE T80, NATVRIEG RN &, WEIZ/hS 725
TAORNATETHELILZAR, WHRIITRR IS5 ET LI ERb D,

INA TNV E T, $He2 310 T O FEIZIR S, FIRMAGON 120 mg VESH#K 3 mL % /3
AT NEMES FICETICHE D,

TS 2 R TG HEE (27 G/ 1-1/4inch) &7 LEZ, &Ki%A2TTHERD ER<,
TRAR %277 FIRMAGON 120 mg HE5HE 3 mL 2 % P59 5,

ME DR G2 > FE 0, 2 Tk 2R D EF 5,45 % FRIS WA THZ2ES I LANSD,
TT UV X —EEONIIHIER L, MIEBARG ST WRWD & AR T D, RIS MR
DB ENTHAE, FOREIIER LN &, TOBIIFIEZ PIEL, HEHfEROS %
BEFES D CHrz IR 2 i LE ),

FREOFNET 2 M H G282, 1A &38R DA 3 mL Z7EHT 5,

FIRMAGON 80 mg
HEFFH B EIEEIE, BTG5 A RAI FIRMAGON 80 mg /31 7L 1 ATHR ST 5,

FIRMAGON 80 mg DRI IZLL T 2 HET 2,
o JEHEVEH K (USP) : 42mL (FFEMEHAAIIER L2V &)
o FRBLHSE : 1 A—21G/2inch
o JUTHEME 1 £A—27G/1-1/4inch
o EHME 1K (5mL)

FHELAEE (21 G/2inch) & MW CTHEESN K 42 mL %513 %,

W5 U 7= R EF K %, FIRMAGON 80 mg /34 7 /VIZKECONTIEANT 5, B & EHE 2
IEMRAEICR D720, R IR E RS20 &

TRIR DB THARSCRR OVEIT IR D N7 VREBIZ /e 2 FC, N T EEEIR ST E,
o< 0 EET, BRPANAL T IAOWEE LY @V LE LA E LTS EI, AN TV E AT
T CHMRERMSE D, [IBOBRE T2, NATIVIIEL RN &, KEIS/NS A
JAOEATETHELIZAR, BIRICIIRKNISDEET LI ERDH D,
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4. NATNEFTET, $Ea AT O FEICkD, FIRMAGON 80 mg VEH#K 4 mL % /3
AT NVEMSEICEPICHhEmS Z &,

5. TR EVEE TREMAE 27G/1-1/4inch) LZELEZ, K[z TTHY BRL,

6. IRfiR1%ESLHMNT FIRMAGON 80 mg {4 4 mL % /2 F #5795,

o [EHOKEESER KR THMEERD LI 5,45 % TR ORWAECTEHEZESHILANS,

o TIUTX—HERMIEIERL, MEPRGISILTWRWT & MERT 5, EFFICmK
DRFISNT-EAE, TORRIIFH L2 L, ZTOBIIFIEATIEL, ERE RO %
BEIET 5 (Hilc s a2 iR LiEd),

3 HBERUVEE
MEIRE
B ARESTHA 120 mg -
FIRMAGON 120 mg 1 /34 7V, FHL Y 7 2 120mg G BT 5, 173 7 /V%, 3mL Ok
FERN K CET 5, 3mL 205 L, B 40mgmL OF LY 7 A 120mg 2 #5725,
I & 240 mg (3 120 mg 2 & A9 2% 3 mL OESHE 2 M52 E 35,

i Sdas
iy AR IESS Al 80 mg -
FIRMAGON 80 mg | /XA 7L, THL U7 Z280mg & H T 5, 134 TV, 42mL O
FEERN K TS 5, 4mL 205 L, BE20mg/mL OF7 LY 7 R 80mg #5795,
HEFE B 80 mg 1% 4 mL DOVESIEICH Y 5,

Gl

4 2=

FIRMAGON /%, 74 LU 7 ZAUIAFIORSTx U CTREIED H 2 BHITITEZ TH 5,

TAVY 7 A, TR D ATREME O & 5 I ITEE R Th D, WIFIZT TV 7 A%

85 LcSa, BIICELZ KT NS 5, MRy 2R PIEIHE (240 mg) @ 0.02%

(mg/m* THHE) OFH LU 7 ZRZWEREIICHEE L 25, B JRIRELE R OVRENZED
SV, 72, EIET v M LTFH L U 7 20 EEA)E A& (240 mg) DHF 5> 0.036% (mg/m’
THE) ZEERREINCERES Ll 25, FHREECEORM K OVEFIR R DOWD 13585 5 i
T2 KENIEITRTICHG T H8E, IR PICBE R L2 BA10E, BIRICEZ KIET T
REMERHLZEEMbED L,
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5 ZEE&5-FERLOEE

51 WIF@R~ADEKE5

AR 7 32U —X

T AT IR 5 AT HEME D &3 5 & PEIC FIRMAGON Z#85- L7enwZ & (T4 2820, 18.1 HeRll7p B
FHEM~OEE ] 22752 L),

5.2 QT/QTc fEfa~DEE

%%Kbké?yanyﬁm%%iQT%@%ﬁ%éﬁéJE%ﬁ%fﬁQTﬁﬁﬁﬁﬁ@%
FROERERT OBRE, 5 oMMELAREOEH, ClaslA (=T, TahA 7 I FE) X
I Class Il (7 XA Xy, VHn—1L5%E) OFAREIREZHEH L THWLBEICHLT, T e
TUBEMHRIEIC X DR T 4y NBEBIENZR ) R & ERIDZNE DN EBETDH I L,

FIRMAGON [V = —>7"1 L' U U EEiEH %2 xR & U 7= JEVE A 0 G BR 12 ¢, @0 L E XM
TEEM LT, THVLI 7 ABE3 B (<1%), Va—7v L U 75mghEd B 2%), &t 760
BT QTcF [HIf@23>500 msec Tholz, N—Z T A Dbl TREE TO QTeF 2t & D ik
fEIX FIRMAGON BT 123 msec, YV =—7 B LU 7.5mg # T 16.7msec TH -7,

53 MRKRRE

FIRMAGON (2 X ZVa%IE, FIE{AEAFIRAR 286§ %, FIRMAGON (2 & 21a5IE, Hb5-4 K%
O G4%, TEIETF R ot ROVEREROZHREEICEEZRIET L8 H 5,

TE W 97 B ST R SR TR (prostate-specific antigen, PSA) fE % I E L, FIRMAGON D&
IWREE=ZY 7T HZ L, PSAED EANRHLNLEGEITIE, IIET A M AT 1 EZRIE
T5HZ &,

»

2l{ER
BRI 3hR 2 2R T CEM I N D720, BEREER T2 6 17z BIVEHZ BT Ath 0 A D
IRFRBR CH DN RENWEM ORBIR L EEILE T2 Z 213 TERY, £, EEOBETHALND
FEBRZ Mk L COARWATREME N B 5,

AT B 1,325 51l 2 b 5212 FIRMAGON % H 1 [Bl#¢ 5. (60~160 mg) SUTH[EIEE (K
320mg) L7z, ZDH b &d 6 HU BIniRAa ke L7313 1,032 6511 (78%), 14LLE
TRIR & ke L 7= JBE 1 853 il (64%) Td o7z, FIRMAGON DIz b2 <R LT
RIVERN TSRS (B, ALBE, MERRSOIMERSS), 1ZTh, (REEM, 357, migh7 X
T3V ERERy-INVEZINV T A7 2T —8 (GGT) WNTh-o7=, BIEHDIZEAL
IZZ7L—F1XX2 7T, Zb—R3 L4 DRIARIT 1% LT ThHoT,
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FIT ST s R 2 b 5 & L 72 R G BR (N=610) (28T, FIRMAGONEE (B2 FVESH) &V = —
7'u L) CERREERE (FRNTESD (RS ICE O T B, 1 A TR 12 7 AMES ST,
5%LL EOBREICAHA LN TZRWER 2% LR,

® 1 EEANBHRICEVNTS%ULDEBEZICHONT-EIER

FIRMAGON FIRMAGON Yo—7 1y
240/160 mg 240/80 mg L HERRYR 7.5 mg
(BT (BT 5 (AN )
N=202 N=207 N=201
BIERFEBGHOFE 83% 79% 78%
2514
TSR A H G 44% 35% <1%
AREE SN 11% 9% 12%
I 57 6% 3% 6%
GHES 4% 5% 0%
AR R
ETY 26% 26% 21%
e Ifn 7% 6% 4%
HEER
By 6% 6% 8%
ESREiTG 4% 5% 9%
IR BRI \ 2% 5% 9%
SHIEER R
NIRRT ISR
-7 I NT R 10% 10% 5%
7 =7 —¥ (GGT) H
5K 3% 5% 5%

SN & L TR B2 < AL NTERIERIZETE (28%), ALEE (17%), TEIR (6%), 5 (4%)
K ONERT (3%) Tholo, THHORIWERE, 1ZE A EN—IVECRREIXEE D FEETH -
77o EIHEHEGERHCHBE L, E5EFIEICESTZHDITITEEAERL, 1%RBTH-TZ, THL
VI 2% LTERBEDS G, 71— K3 OEFNMAKIENH2HNTEDIL 2% L T Th o7,

FFSEE DR MA R FE L, B/ L—R1XE2 T, FEAERAHNTH-TZ, 7 L—F
3 OIFHERED BRI AR FE N A DN BT L 1%RH CTh o7,

FRRUANTHE D 1%~5% TH LI LU T ORWERNL, TREREYMERIC XY FIRMAGON & @
BiEd v Ll Shz,

LEEE : WE, BE, BT, CHERR EL, #BR EEED E WV, R, RIRE,

FRELUANTREE O 1%L, EOBEIZH LI ROBEIER X, 16BRE S EAIZ X 0 ARF & oBED
D EHWT S To, BEAS, M EEE, ZITIE, REERENE KOV TR,

B DOZEAL

LHRICBW T, BREM 2217 BT GnRH 7 2= R M X A1 EZ T - BT, BEE
DL RHE SN TNWD, BRHONBESNIEHEEORAD 25 & 2w RetErd 5,
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FIRMAGON O 1 4ERIDIERIZEB T, FLTH LU 7 ZAFURIZEE D 10% TH STz, FUATEAL
(2 & % FIRMAGON DA 20 & OVZ EMEIC T 2 2 TR STV,

7 EYHEEEH

YR HAEFRRBR T 350 S TRy,

TH VY7 ALk b CYP450 ZRDOIE TIL2\, 7 A L U 7 A% invitro 3R 23T, CYP450
RAFETFE L2V, LA > T, CYP450 (2B U 72 BR R AT B 72 S s R 71 72 34 A
HAERIZRWEEZEZ NS,

8 HHRLEERE~NORS
8.1 IEHIEF

A7) =X (4 Hgg, 1501 & - EH EOEE] 2283752 L8),

i f SUFEENR S 2 AIREME D & 5 MBI FIRMAGON %2 # 5. L7pnWZ &, iR ¥ 512
0.002 mg/kg/day (mg/m’* #a% TG AIE DK 0.02%) DOF H LY 7 2 % 3HE TR O W1 5%
BLizE 25, REIEREEEROBMNMNA LI, IEIEY Y12 0.006 mg/kg/day (mg/m” #iE
THRPIEIHEDK 0.05%) OFT TV 1) 7 A& B O PR OEIICRE L& 25, I -
JRIBFET: R ONRBEIN I D=, IR T v FIT 0.0045 mg/kg/day (mg/m? 5 i PR )] FH B D
0.036%) DT H LU 7 AZIRBETERIMOYPINEE L& 2 A, BHIFREILTEOHEMM A5
iz, R T v MIC 0.045 mg/kg/day (mg/m” #a5 CHEFEWIE DK 0.36%) OFH LY 7 X% Es
BB OFR WL OBIICERE Lo E 2 A, BEOERKET KO RN HEINLTZ,

8.3  iRELim

FIRMAGON [ &M EZ I G & LTV RN a8, 1R SRR T 2 FIEEME O & 5 it~ # 5.
T TH D, b NAHHOBITHIAHTH S, b MHHFICBITT 238 MnZ N2 L, £
THVLY 7 AFBRATOARICERBRBEAN BT 20N H 2720, AP OLMEITK L
TIE, AROBEEMEEZEZE L, HALEPIET IR 2 RIS 50528k 5 2 &,

84 INERFE~ADOERE
ANJUNT RS D R R O ZIPEIIHENL LT e,
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8.5 ERE~NDRE

FIRMAGON D FgIRFRERIZ 1T 2 HERE D 5 6, 82%13 65 ik LA ETH D, 42%23 75 1Ll ETH -
T=o TIUDElnE L BT L OB TR R OE NS BRI e Z221TRD bR no T, —i
O EE CIEEANCH T DIEZERNEE DL EBHH Z LITHETE 2R,

8.6 BEeefEE

RHSREREE 2 AT 2 BE E G & LB BIIEm S h Ty, ALY 7 A%, &
HE&DD72< &b 20%~30%IEIRE(MEAD E EIRT~PEH SN D,

HEVE 2 LR O REEFASE BN BT ClY, MEOBEHRRIRTEE L7 F=v 20T 7R
(CrCL) 50~80 mL/min)) (ZHBWTT AL U 7 APREERK VT A b AT 0 AEIZH B )7 8 3 7
BN 0T, TR OEE BRI TEFICHET AT — XTI O T\ D729, CrCL A3
50 mL/min R DBFIZT H LY 7 A2 BT HBITFEERT L2 L,

8.7  RFigefEE

LB T, RS L6 T 2B LR LT,

. (Child Pugh A) SUEH%EEE (Child Pugh B) DOIFBEREDME T L7 FERSZ R & 16 BT
ALY 7 A1 mg & | KT THREIFARNEH G L 72, IFRERE AN IE R 7o JERTSI M B & e,
T A VY T AOGETEEITERE ORFFEREIN T BH T 10%, T2 E OFFHEREIR T EE T 18%IK T L7,
U723 C, BRI R OV O IFFSRE IR T HRE Okt L TG R 2T 2 L8132, 72771,
JFERBIK TRETIIT ALY 7 ADBRBEEXR TSI 03570, FEEEELZAT LA
FHTIINRHIERNCET 2 TOHM, T2 MAT U EsBAE=2 ) /+528, KN
BIEBCRERIL, BHOE=2 ) L V2 EEBT 5L,

B ITHSRE IR TRRE 25t g & L7eBIE S S h T iania, HEICEE 352 L,

10 BEERE

FIRMAGON D &% G-\ B9 2 A5 1LV, il & 5 O %4 1%, FIRMAGON O# b2 ik L,
RHFERIEZAT D 2 &,

DAL ITHE & [FERIS, ARANTNEDOFORNIRNE ZAITRET HZ L,

FIRMAGON O @BF AT OIRMLEEZRT L2 L,

11 $HRL - 24K
FIRMAGON 3735 4 E s ik e flF <, ALY 7 AFBE R N~ v = h— L& Ggte, T4
L) 7 R ERLIZESIRT AT F KT X KT, TREOIERRT IV BEragieny, T0OH95H5
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FFEIID-7 X /B Th D, HHEZRIZLVGEONLGT LY 7 AFREIE, A~ A AR
& LB OBEEOMRTH 5,

FH LY 7 2D,
D-Alaninamide,N-acetyl-3-(2-naphthalenyl)-D-alanyl-4-chloro-D-phenylalanyl-3-(3-pyridinyl)-D-alanyl-L
-seryl-4-[[[(4S)-hexahydro-2,6-dioxo-4-pyrimidinyl]carbonylJamino]-L-phenylalanyl-4-[ (aminocarbonyl)a
mino]-D-phenylalanyl-L leucyl-N6-(1-methylethyl)-L-lysyl-L-prolyl T& %,

5713 AT CeoH 03N 13046Cl, 57T H1F 16323 Da ThH 5,

TH VY 7 ZDFERE X E RITR T,

FIRMAGON [I#][FIH & T 120 mg #HY4, HMFHFHETIIOmg HYDOT LV 7 ANRT ALY 7
AWEEAE L L TG S5, 80 mg D/ A T ILIZIL 200 mg, 120 mg D/ A T /UIZIE 150 mg D~
V=R —ARENENEEND,

12 mIREEH

121 {ER¥E

FH VU 7 IR RS A LVE AL E Y (GnRH) 702 =2 N TH 5, FEAR GnRH
L 72— LR Wi E T2 &2k, EEERELVEC ORI EIHIL, ZORRET A K
AT v AMEEIHIT 5,

122 FEhZE
FIRMAGON 240 mg O H[E# G2 LV, BWIKAARLE Y (LH) R OYRf AR V€ (FSH)
DMIEFRE AR T S, TORERT A MRAT v AEEIHIT 2,
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FIRMAGON %, IMjE7 A M AT 1 Ml% EZ L~V Th 5 50 ng/dL R IZHIH] LHERFT-2%h
BERH D,

& 1 THLYY R 240 mg/80 mg x5 (2§15 Day 0 5 Day 364 FTHMFETRA R T
O (o EEFE0 B RIE)

600

500 7

00

300

ng/dL

200

100 4

i -

I T T T I T T I T T ! T T ! T T I T I |
0 2B 56 84 12 140 1] 196 224 252 280 308 336 364

Time since first dose (days)

123 EWYEhRE

R R

FIRMAGON |Z NG XV THRERKR L, TR LT ALY 7 AREERIME TS S b,
FIRMAGON 240 mg % 40 mg/mL OJEE CTH G- Lz & &, KilETEMIEE (Ch) O FHIMHEIX
262 ng/mL (ZEMREL, CV 83%), IMAEH ML —REE AR FiEfE (AUC) O FIfHEIE

1054 ng-day/mL (CV 35%) Tod o7z, BHEE THEG% 2 HLAHN T Chax (32 L72, 40 mg/mL D
FEZ RN ISR G- Lo L &, T ALV Y 7 A0 EMBNEEIT 120 7> 5 240 mg O I E4#GPH Tl
B Tholo, RFOSEYBYREFHIFEN TN EIRIR IR < R E 2T 5,

kil

TAH VY T ADGAERITEARNE G- T>1 Likg, B TF#GT>1000L THY, 7OV U 7 R
BB DEBKFIZ L L 5T D, Invitro RERIZEIT 57 4 LY 7 A0 MR AFEEEITH 90% &
HEESND,

5t

THAVY 7 ZFHER TRTF RS, KN 7F Fifth & LCEPICHRt S D,
BT #G% O MRS, BRICEERREHWIIRE SR 7, Invito BRERICE W T, 7
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H LU 7 2% CYP450 % i P-BEE VSR OIE, FHEAl, HEAOWTNTHRNI &2
RE AT,

Bt

AT A B8 12 FIRMAGON 240 mg % 40 mg/mL OEE TR T# 5T 5L, THLU 7 A x
FAPEIZIH R L, #EARFR ORI 0 F BT 53 H Th o 70, K FIRGZICHEREIA RV EH
%, EHEAICER S D FIRMAGON OFT RN DOT A LU 7 AR TR TH D =
Lickd, TAHVY 7 ZADOFEEGEDK 20%~30% RIS D Z LD, B R TIEHK 70%
~80% N IFIHIER 2 #RH L CHEH SN D B2 DD, RINIERFICBIT LT ALY 7 AT
WHRD 7 VT F 2 FM 9L TH D,

Fi, RKERUVANEIZCKSZEE
FHULU 7 ZADOIEWYENHE T A —F T A h AT 1 AMEIZBWT, Flih, REXIAFEIC X
DRI DT o T,

13 JRERREME

131 DARY, EARLTERME, ZHREESE

FHLY 7 2% T v MZ2, 10 K125 mgkg (mg/m’ #E T~ OHESEHIEHE&D 2K
9%, 45%& TN 120%) OMET 28I 1| 2 M &5 Lo, 25 mgkeg & G-REOMEMW T, B
P A R & B A IR & AR L 72 AR Y R LT,

FHVY 7 A%< 2122, 10 RO50 mgkg (mg/m* #aH T s OHELERIEH&E (240 mg] @
ZNZIHK 5%, 22%K TN 120%) OFE T2 1], 24FEME F&RE Lz, AREICBE L7~
FEER RIS, MEtFRICAEBREINEA S hRnoT,

FTAVY 7 ATAEHER 72 invitro 3BR (HEE 2 AV 28 IRZSRE R, v MY v RBkE VDY
REE) KOinvivo B COTF > OB Z W2/ MERBRIZB W, BTG5 i
ZENroT,

FHVLY 7 2% 1 mgkg (mg/m” 5 CHEMEHEOK 5%) LLEOHRETHET » MIHEEHE
b4 2% &, A0 FAVE U7z, 0.1 mgkg (mg/m? #5 CEERWIEH & DK 0.5%) LA L
OHEEMET v MIHEEERGT 5 &, EAMEMET LT,

14 ERERREE

AL R R A k5 & U T2 IR B R 2 fit o 3L [R) M 2 WP A TR E RS beisiBR |2 T, FIRMAGON D24
PER OV 2354 L7, &7 620 FlOB#E 1, 2 50 FIRMAGON #5132 X U EEO Wy,
HHNTY a—7 v L) UEFRBERICEESICED T o, | FREEE LT,

32



1.6
NEERRIRE

a. FIRMAGON %z #][al L LT 240 mg (40 mg/mL) FZ F#eH- L, & O%HEREFH & 160 mg
(40 mg/mL) % H 1 [E& FEhE Lz

b. FIRMAGON % #J[al [l & & LT 240 mg (40 mg/mL) 2 F#%5 L, % D% & 80 mg
(20 mg/mL) % H 1 Bl FieE LT

c. Va—7nm LV UEHRE 7.5 mg & H 1 [BfFANES L

AN == W, PO 1 AlEDay0, 1, 3, 7, 14 X Day 28, TOHKRBRK TETIL A
HZ &I T 2 h 27 a AEEBIE LT,

T RTORBREOBEELH (0=610) DOHFEfnHRAITHK 73 ThH o7z (50 25 98 7%) . RIEA
FER AT AN 84%, A 6%, ZOMA 10%TH -7, AT — VT B BT RiEBME 20%,
JRETHELTME (T3/T4 Nx MO i3 N1 MO) 29%, BRJEME (T1 XI% T2 NO MO) 31% MK OV DAt 20% (#is
B ORI % e E LW C X 2V EE K OWIENREAIC PSAR R LIZEBE L ET) Tholz, 72,
RGBT T A NAT B AMEORN—R T A O RAEITAKI 400 ng/dL Th > 72,

AR OTEEHIL, FIRMAGONZS 12 7 A, 7 A AT u iz EE L ~L (<50 ng/dL)
F T, MR AL EREAET D2 & & Lin, RER 2TTT,

2 Day28 h 5 Day364 [ZH T 5 REEZE (<50 ng/dL)

FIRMAGON | FIRMAGON | J = —7'm L
240/160 mg 240/80 mg (173
N=202 N=207

7.5 mg

N=201
RO LI BFK 199 202 194
FEEL 98.3% 97.2% 96.4%

(95% (= FEXE) * | (94.8;99.4) (93.5;98.8) (92.5;98.2)
" Kaplan Meier | % % #7210

R—=2 T A ) HDay 28 £ TIZT A MAT 1 AMEOZEAHE (IR WS Ar#iFE) %X 2,
TARAT O AENER L~ (<50 ng/dL) (TR L2 BE OEE A K 3ITTRT,
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125 a i
mo—-
] = = = = = Degarelix 240/160 mg
) = Degarelix 240/80 mg
_g z: Lupron Depot 7.5 mg
E 25
50
=
—mo—-

Time since the first dose (days)
X 2 BEBENDOR—XS54 oMb Day28 I2HITEH5TAMRTOVDELE (hR{E Y
31 & B )

%3 Day28BLRMICTRFRTOVEENESLAL (<50 ng/dl) 1ZELEEEOEE

FIRMAGON | FIRMAGON | U = — 7 1
240/160 mg | 240/80 mg LU R
N=202 N=207 7.5 mg
N=201

Day 1 44% 52% 0%

Day 3 96% 96% 0%

Day 7 99% 99% 1%

Day 14 99% 99% 18%

Day?28 99% 100% 100%

FEARRRBR T, RIKAVEEIE R & L CPSAfEZE=% U 2/ L7, PSA fEiZ FIRMAGON #5-
%, 2 HEHEIC 64%, 10 ARIZ85%, 3 W HRITIT %A L, 1FERORGHRIZIH Y S0l
EHERF LTz, BEEMBARE —TholzZ &hb,
R L ERREIA LD BRI TS 5,

15 SEXH

ZORERITEEICHINT S Z L, PSA fHOH

1. NIOSH Alert: Preventing occupational exposures to antineoplastic and other hazardous drugs in
healthcare settings. 2004. U.S. Department of Health and Human Services, Public Health Service,
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Centers for Disease Control and Prevention, National Institute for Occupational Safety and Health,
DHHS (NIOSH) Publication No. 2004-165.

2. OSHA Technical Manual, TED 1-0.15A, Section VI: Chapter 2. Controlling Occupational Exposure to

Hazardous Drugs. OSHA, 1999. http://www.osha.gov/dts/osta/otm/otm_vi/otm_vi_2.html.

3. American Society of Health-System Pharmacists. ASHP guidelines on handling hazardous drugs. AmJ
Health-Syst Pharm. 2006;63:1172-1193.

4. Polovich, M., White, J. M., & Kelleher, L.O. (eds.) 2005. Chemotherapy and biotherapy guidelines
and recommendations for practice (2nd. ed.). Pittsburgh, PA: Oncology Nursing Society.

16 s BRERUEY KNVA
FIRMAGON IR DTERE THEIE SN 5,
- NDC 55566-8401-1, FJ[EH&EHA—1 48 : TS5 B ARRA 120 mg, A4 T2 K
* NDC 55566-8301-1, #EFFHEH—1 48 : EH AR EREA 80 mg, XA T/ 1K

Wik 0 25°C (77°F) TERAF, #FR#FIF 15~30°C (59~86°F),

FIRMAGON % OBy, ST EE T 2 2 & Sl MEREEAI O LWk - 55
ICBELT, B2l RIAUBPARENTND ™, JF~OBRE ) 27 2 iR/NRICE ED 5T
¥, FIRMAGON % Hfl o BRITF IR FREEH T 5 Z & FIRMAGON IR DN B R I fii 72 35
AlE, EHICKEARTELIED Z &, FIRMAGON IRIESKEEC DWW 258, B HITKTHoT
WIoZ L (14 2z, N3 FEEREE) 220552 L),

17  EEMRITEHR
(FDA VAR L= BE MR BT 172 22352 L)

171 &R

o BEICKL, BEHOIRMCELATT D X OITHE LTI L7220,

o BHICKHL, TV FuFUlRREIC IR VE2EWER (1T, RS, ERN,
PEBRIGE ) OVED LS RERR F45) 23195 Z &, FIRMAGON |2 X 21REORIER & LT, &
SHEROCATEE, BEIR, ZHOMBERNARIDZENHDI, ZnbiEE, BE»OHCRENT
HY, 3 HUNICEET %,

172 FDAMWERELI-BERITHRMAXE
FIRMAGON (FIRM-uh-gahn) degarelix for injection
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FIRMAGON D15 A2 52T AR N O Z L 12 2 OBEMITHRMASCELY L<HEA T RN,
HLWERA b > TWAHEANRDH Y £, ZOERFMITRMNCEIL, HR-oEREHEAEIC
BT DT UTIEFRICE L THRT A Z b0 It 5 50 TIEH Y ¥ A,

FIRMAGON ¢& 3l T M7
FIRMAGON [ZHET RIS R ORI ICE i DAL 3 CTF,
INFIZ R D FIRMAGON O Z M E OE T 0> T ER A,

FIRMAGON #{f > TIZLMFAWLAIE?

WD NIX, FIRMAGON Zffi > TIEWT EH A,

e FIRMAGON D43 DWTFNNICT LILXF—DH D AN, ZDOEREHTIR T LEOREICH D
FIRMAGON D%z TR <7230,

o ULURH D LN UTAENR T 5 FIREMED & 5 2k,

ZHHDOWTNDNTEE YT D AL, FIRMAGON (Z X DiGEZ 1R HRC, EREEEE & L <H8
RLTLTEEN,

FIRMAGON & 51, ERREHEICAIZELEZLLWTIN?

FIRMAGON % {9 RillZ, ERIEHEFEICH 27 0ORIR, EEREBIZOWTKRO L 5 8% 856 <

7230,

o LMBIZRIEEDN 2D,

o ST RNUTL, AIUTL, I TL TR LNEOERNOESS IXEMRE DT 2 AT
MR 72 D,

o ENESITNTHEUZ RIBEDS 720 D,

o RILT TRV, XA T D TEIL/R D, FIRMAGON BEAHIZBITT 2008 5 2 sy
Mo TWEHA, TOREMEND DA 1X, FIRMAGON %4 5 0237 250y, el & B
RYPEZ I EDONITRD D MENRH Y 4, EFREME ITHZ L7220 T FIRMAGON 6% &
BHOW G2 L TIWT EH A,

HEENMESTNEITARTOELZERIRBEICIEZA TLEZEL,

MG E ZN SO, X I, N—T T A NELERET, RO T 53K
FHRAEFEHL WS, UIMFEHLEZZ ERH581T8 T2 T ES N,

THEMERAL TV AHEAZHREL THBEEL L 9, HO-BEIERL, Fic2Enisshi
Lo, BERREEE & FEFENCRE T E S,

FIRMAGON [ZED K S IZEof= b WW\NTETM?
BT lx, FEREAEE 7S FIRMAGON Z S S 9,
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o EEIBMEDI Y ICHES LE T2, FIRMAGON ORIEIDESRITAT & B2 55TV E T,

e FIRMAGON X, 1[ENERT 2 E 1 AL EICh7e v R ittt S E 3,

o WIRHEIZ2 VATNZEHLET, Z0%IE, 1 VA ZEIZ 1 BETICEHSNLET,

o IEWTLZHLINE, ~VUVE, UZARLR, EOMOKRTHEDAT NI T LTS
[

o ROEHOHZXLTTHLTIEIWN,

e FIRMAGON #5-HIZRPETE 2025720, A 1[EI® FIRMAGON O 542 5T LE 728
B, BB ICREIOENZ ED L I LW WER L T 72 &0,

FIRMAGON QEMERIZIZED K S HEDAHY FTTHh
I<ABNARWERIZIX, ROBLONRHY £7°,

e ITY

o VESHEALRNE, ALBEL OMEAR (RRIZAIE]H &)
o REMEIN

o JITEEHRMED L5

o J¥Jr

o I

o M OB

o HZE

o JREKIEIIE

o MEABURL OHEAE (1 RT )
ZHUOREWEROTRTTIEH Y A, FFLWT &L, ERRUEE UIFEFEZ AT
W,
HLORIZBAAPRITECLBER 2R L-0, EE LARWEWERA 2561, EREEE
WZHHHETLSESN,
RUEMICREL TS 22 121%, EREUEE ICERE L T ZEV, FDA ICRERZ®E T2 2
EMRTEET (1-800-FDA-1088)

R M TR FIRMAGON OERIZET 5 EARMLIER

EERAIE, BETTHRMACECEPN TORWRERICH L TRF SN Z ERnbY £7,
FIRMAGON #% 4.5 B I OJFELIMIE D72 N TL 12 &0, H7p7- & [H TIERD AN T, LA
IZ FIRMAGON Z 2t L ClidW T 8 A, FE2RITTAREERH Y £97,

Z OBETNTIRA SCEIZIE, FIRMAGON Of b HERIFRIET 2B L THY £, FELWVE
WamD WA, EFEBIEE ISR TS, AR UL EERIE T 12 FIRMAGON @
ERFEABRE T OB RE QDL ZENTEET,
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FICFELWERE AFET 5121, www.FIRMAGON.comZ B4 % 7>, 1-888-FERRING
(1-888-337-7464)IZFEFHE L TL 72 &0,

FIRMAGON D73 (SRl T A 2
HREGy - TH V) 7 AFERRYE
Wy~ =hr—n

Manufactured for:

Ferring Pharmaceuticals Inc., Persippany, NJ 07054
By: Rentschler Biotechnologie GmBH, Germany
6415-02
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS
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1. NAME OF THE MEDICINAL PRODUCT

FIRMAGON 80 mg powder and solvent for solution for injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial contains 80 mg degarelix (as acetate). After reconstitution, each ml of solution contains
20 mg of degarelix.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Powder and solvent for solution for injection (Powder for injection and solvent)
Powder: White to off-white powder

Solvent: Clear, colourless solution

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

FIRMAGON is a gonadotrophin releasing hormone (GnRH) antagonist indicated for treatment of
adult male patients with advanced hormone-dependent prostate cancer.

4.2 Posology and method of administration

Posology
Starting dose Maintenance dose — monthly
administration
240 mg administered as two 80 mg administered as one subcutaneous
subcutaneous injections of 120 mg each | injection

The first maintenance dose should be given one month after the starting dose.

The therapeutic effect of degarelix should be monitored by clinical parameters and prostate specific
antigen (PSA) serum levels. Clinical studies have shown that testosterone (T) suppression occurs
immediately after administration of the starting dose with 96% of the patients having plasma
testosterone levels corresponding to medical castration (T<0.5 ng/ml) after three days and 100% after
one month. Long term treatment with the maintenance dose up to 1 year shows that 97% of the
patients have sustained suppressed testosterone levels (T<0.5 ng/ml).

In case the patient's clinical response appears to be sub-optimal, it should be confirmed that serum
testosterone levels are remaining sufficiently suppressed.

Since degarelix does not induce a testosterone surge it is not necessary to add an anti-androgen as
surge protection at initiation of therapy.

Method of administration
FIRMAGON must be reconstituted prior to administration. For instructions on reconstitution and
administration, please see section 6.6.

Subcutaneous use ONLY, not to be administered intravenously. 41
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Intramuscular administration is not recommended as it has not been studied.

FIRMAGON is administered as a subcutaneous injection in the abdominal region. As with other
medicinal products administered by subcutaneous injection, the injection site should vary periodically.
Injections should be given in areas where the patient will not be exposed to pressure e.g. not close to
waistband or belt and not close to the ribs.

Special patient populations

Elderly, hepatically or renally impaired patients:

There is no need to adjust the dose for the elderly or in patients with mild or moderate liver or kidney
function impairment (see section 5.2). Patients with severe liver or kidney impairment have not been
studied and caution is therefore warranted (see section 4.4).

There is no relevant indication for use of FIRMAGON in women, children and adolescents.

4.3  Contraindications

Hypersensitivity to the active substance or to any of the excipients.

4.4  Special warnings and precautions for use

The data available on efficacy and safety experience with degarelix is limited to a one year treatment.

Effect on QT/QTc interval

Long-term androgen deprivation therapy may prolong the QT interval. In the confirmatory study
comparing FIRMAGON to leuprorelin periodic (monthly) ECGs were performed; both therapies
showed QT/QTc intervals exceeding 450 msec in approximately 20% of the patients, and 500 msec in
1% and 2% of the degarelix and leuprorelin patients, respectively (see section 5.1).

FIRMAGON has not been studied in patients with a history of a corrected QT interval over 450 msec,
in patients with a history of or risk factors for torsades de pointes and in patients receiving
concomitant medicinal products that might prolong the QT interval. Therefore in such patients, the
benefit/risk ratio of FIRMAGON must be thoroughly appraised (see sections 4.5 and 4.8).

Hepatic impairment

Patients with known or suspected hepatic disorder have not been included in long-term clinical trials
with degarelix. Mild, transient increases in ALT and AST have been seen, these were not accompanied
by arise in bilirubin or clinical symptoms. Monitoring of liver function in patients with known or
suspected hepatic disorder is advised during treatment. The pharmacokinetics of degarelix has been
investigated after single intravenous administration in subjects with mild to moderate hepatic
impairment (see section 5.2).

Renal impairment
Degarelix has not been studied in patients with severe renal impairment and caution is therefore
warranted.

Hypersensitivity
Degarelix has not been studied in patients with a history of severe untreated asthma, anaphylactic
reactions or severe urticaria or angioedema.

Changes in bone density

Decreased bone density has been reported in the medical literature in men who have had orchiectomy
or who have been treated with a GnRH agonist. It can be anticipated that long periods of testosterone
suppression in men will have effects on bone density. Bone density has not been measured during
treatment with degarelix.

Glucose tolerance
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A reduction in glucose tolerance has been observed in men who have had orchiectomy or who have
been treated with a GnRH agonist. Development or aggravation of diabetes may occur; therefore
diabetic patients may require more frequent monitoring of blood glucose when receiving androgen
deprivation therapy. The effect of degarelix on insulin and glucose levels has not been studied.

4.5 Interaction with other medicinal products and other forms of interaction
No formal drug-drug interaction studies have been performed.

Since androgen deprivation treatment may prolong the QTc interval, the concomitant use of degarelix
with medicinal products known to prolong the QTc interval or medicinal products able to induce
torsades de pointes such as class IA (e.g. quinidine, disopyramide) or class Il (e.g. amiodarone,
sotalol, dofetilide, ibutilide) antiarrhythmic medicinal products, methadone, cisapride, moxifloxacine,
antipsychotics, etc. should be carefully evaluated (see section 4.4).

Degarelix is not a substrate for the human CYP450 system and has not been shown to induce or inhibit
CYP1A2, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2EL, or CYP3A4/5 to any great extent in
vitro. Therefore, clinically significant pharmacokinetic drug-drug interactions in metabolism related to
these isoenzymes are unlikely.

4.6 Pregnancy and lactation
There is no relevant indication for use of FIRMAGON in women.
4.7 Effects on ability to drive and use machines

No studies on the effects of degarelix on the ability to drive and use machines have been performed.
However, fatigue and dizziness are common adverse reactions that might influence the ability to drive
and use machines.

4.8 Undesirable effects

The most commonly observed adverse reactions during degarelix therapy in the confirmatory phase I11
study (N=409) were due to the expected physiological effects of testosterone suppression, including
hot flushes and weight increase (reported in 25% and 7%, respectively, of patients receiving treatment
for one year), or injection site adverse events. Transient chills, fever or influenza like illness were
reported to occur hours after dosing (in 3%, 2% and 1% of patients, respectively).

The injection site adverse events reported were mainly pain and erythema, reported in 28% and 17%
of patients, respectively, less frequently reported were swelling (6%), induration (4%) and nodule
(3%). These events occurred primarily with the starting dose whereas during maintenance therapy with
the 80 mg dose, the incidence of these events pr 100 injections was: 3 for pain and <1 for erythema,
swelling, nodule and induration. The reported events were mostly transient, of mild to moderate
intensity and led to very few discontinuations (<1%).

The frequency of undesirable effects listed below is defined using the following convention:
Very common (> 1/10); common (> 1/100 to < 1/10); uncommon (> 1/1,000 to < 1/100). Within each
frequency grouping, undesirable effects are presented in order of decreasing seriousness.

Table 1: Frequency of adverse drug reactions reported in 1259 patients treated for a total of
1781 patient years (phase Il and 11 studies).

MedDRA System Very common Common Uncommon
Organ Class (SOC)

Blood and Anaemia*

lymphatic system

disorders
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Immune system
disorders

Hypersensitivity

Metabolism and
nutrition disorders

Weight increase*

Hyperglycemia/Diabetes
mellitus, cholesterol
increased, weight
decreased, appetite
decreased, changes in

blood calcium
Psychiatric Insomnia Depression, libido
disorders decreased*
Nervous system Dizziness, headache Mental impairment,
disorders hypoaesthesia

Eye disorders

Vision blurred

Cardiac disorders

Cardiac arrhythmia (incl.
atrial fibrillation),
palpitations,

QT prolongation*(see
sections 4.4 and 4.5)

Vascular disorders

Hot flush*

Hypertension, vasovagal
reaction (incl. hypotension)

Respiratory,
thoracic and

Dyspnoea

mediastinal

disorders

Gastrointestinal Diarrhoea, nausea Constipation, vomiting,
disorders abdominal pain, abdominal

discomfort, dry mouth

Hepatobiliary

Liver transaminases

Bilirubin increased,

disorders increased alkaline phosphatase
increased
Skin and Hyperhidrosis (incl. Urticaria, skin nodule,

subcutaneous tissue
disorders

night sweats)*, rash

alopecia, pruritus, erythema

Musculoskeletal,
connective tissue
and bone disorders

Musculoskeletal pain
and discomfort

Osteoporosis/osteopenia,
arthralgia muscular
weakness, muscle spasms,
joint swelling/stiffness

Renal and urinary
disorders

Pollakiuria, micturition
urgency, dysuria, nocturia,
renal impairment,
incontinence

Reproductive
system and breast
disorders

Gynaecomastia*,
testicular atrophy*,
erectile dysfunction*

Testicular pain, breast pain,
pelvic pain, genital
irritation, ejaculation
failure

General disorders
and administration
site conditions

Injection site
adverse events

Chills, pyrexia,
fatigue*, Influenza-
like illness

Malaise, peripheral oedema

*Known physiological consequence of testosterone suppression

The following events have been reported as being related to treatment in single patients: Febrile
neutropenia, myocardial infarction and congestive heart failure.

Changes in laboratory parameters

Changes in laboratory values seen during one year of treatment in the confirmatory phase 111 study
(N=409) were in the same range for degarelix and a GnRH-agonist (leuprorelin) used as comparator.
Markedly abnormal (>3*ULN) liver transaminase values (ALT, AST and GGT) were seen in 2-6% of
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patients with normal values prior to treatment, following treatment with both medicinal products.
Marked decrease in haematological values, hematocrit (<0.37) and hemoglobin (<115 g/I) were seen in
40% and 13-15%, respectively, of patients with normal values prior to treatment, following treatment
with both medicinal products. It is unknown to what extent this decrease in haematological values was
caused by the underlying prostate cancer and to what extent it was a consequence of androgen
deprivation therapy. Markedly abnormal values of potassium (>5.8 mmol/l), creatinine (>177 pumol/l)
and BUN (>10.7 mmol/l) in patients with normal values prior to treatment, were seen in 6%, 2% and
15% of degarelix treated patients and 3%, 2% and 14% of leuprorelin treated patients, respectively.

Changes in ECG measurements

Changes in ECG measurements seen during one year of treatment in the confirmatory phase I11 study
(N=409) were in the same range for degarelix and a GnRH-agonist (leuprorelin) used as comparator.
Three (<1%) out of 409 patients in the degarelix group and four (2%) out of 201 patients in the
leuprorelin 7.5 mg group, had a QTcF > 500 msec. From baseline to end of study the median change
in QTcF for degarelix was 12.0 msec and for leuprorelin was 16.7 msec.

49 Overdose

There is no clinical experience with the effects of an acute overdose with degarelix. In the event of an
overdose the patient should be monitored and appropriate supportive treatment should be given, if
considered necessary.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Other hormone antagonists and related agents, ATC code: L02BX02

Degarelix is a selective gonadotrophin releasing-hormone (GnRH) antagonist that competitively and
reversibly binds to the pituitary GnRH receptors, thereby rapidly reducing the release of the
gonadotrophins, luteinizing hormone (LH) and follicle stimulating hormone (FSH), and thereby
reducing the secretion of testosterone (T) by the testes. Prostatic carcinoma is known to be androgen
sensitive and responds to treatment that removes the source of androgen. Unlike GnRH agonists,
GnRH antagonists do not induce a LH surge with subsequent testosterone surge/tumour stimulation
and potential symptomatic flare after the initiation of treatment.

A single dose of 240 mg degarelix, followed by a monthly maintenance dose of 80 mg, rapidly causes
a decrease in the concentrations of LH, FSH and subsequently testosterone. The plasma concentration
of dihydrotestosterone (DHT) decreases in a similar manner to testosterone.

Degarelix is effective in achieving and maintaining testosterone suppression well below medical
castration level of 0.5 ng/ml. Maintenance monthly dosing of 80 mg resulted in sustained testosterone
suppression in 97% of patients for at least one year. Median testosterone levels after one year of
treatment were 0.087 ng/ml (interquartile range 0.06-0.15) N=167.

Results of the confirmatory Phase Il study

The efficacy and safety of degarelix was evaluated in an open-label, multi-centre, randomised, active
comparator controlled, parallel-group study. The study investigated the efficacy and safety of two
different degarelix monthly dosing regimens with a starting dose of 240 mg (40 mg/ml) followed by
monthly doses subcutaneous administration of 160 mg (40 mg/ml) or 80 mg (20 mg/ml), in
comparison to monthly intramuscular administration of 7.5 mg leuprorelin in patients with prostate
cancer requiring androgen deprivation therapy. In total 620 patients were randomised to one of the
three treatment groups, of which 504 (81%) patients completed the study. In the degarelix 240/80 mg
treatment group 41 (20%) patients discontinued the study, as compared to 32 (16%) patients in the
leuprorelin group.

45



Of the 610 patients treated

o 31% had localised prostate cancer

29% had locally advanced prostate cancer
20% had metastatic prostate cancer

7% had an unknown metastatic status
13% had previous curative intent surgery or radiation and a rising PSA

Baseline demographics were similar between the arms. The median age was 74 years (range 47 to 98
years). The primary objective was to demonstrate that degarelix is effective with respect to achieving

and maintaining testosterone suppression to below 0.5 ng/ml, during 12 months of treatment.

The lowest effective maintenance dose of 80 mg degarelix was chosen.

Attainment of serum testosterone (T) <0.5 ng/ml

FIRMAGON is effective in achieving fast testosterone suppression, see Table 2.

Table 2: Percentage of patients attaining T<0.5 ng/ml after start of treatment.

Time Degarelix 240/80 mg Leuprorelin 7.5 mg
Day 1 52% 0%

Day 3 96% 0%

Day 7 99% 1%

Day 14 100% 18%

Day 28 100% 100%

Avoidance of testosterone surge

Surge was defined as testosterone exceeding baseline by >15% within the first 2 weeks.

None of the degarelix-treated patients experienced a testosterone surge; there was an average decrease

of 94% in testosterone at day 3. Most of the leuprorelin-treated patients experienced testosterone

surge; there was an average increase of 65% in testosterone at day 3. This difference was statistically

significant (p<0.001).

Figure 1: Percentage change in testosterone from baseline by treatment group until day 28 (median

with interquartile ranges).
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The primary end-point in the study was testosterone suppression rates after one year of treatment with
degarelix or leuprorelin. The clinical benefit for degarelix compared to leuprorelin plus anti-androgen
in the initial phase of treatment has not been demonstrated.

Long-term effect
Successful response in the study was defined as attainment of medical castration at day 28 and
maintenance through day 364 where no single testosterone concentration was greater than 0.5 ng/ml.

Table 3: Cumulative probability of testosterone <0.5 ng/ml from Day 28 to Day 364.

Degarelix 240/80 mg Leuprorelin 7.5 mg
N=207 N=201

No. of responders 202 194

Response Rate 97.2% 96.4%

(confidence intervals)* (93.5; 98.8%) (92.5; 98.2%)

* Kaplan Meier estimates within group

Attainment of prostate specific antigen (PSA) reduction

Tumour size was not measured directly during the clinical trial programme, but there was an indirect
beneficial tumour response as shown by a 95% reduction after 12 months in median PSA for
degarelix.

The median PSA in the study at baseline was:

o for the degarelix 240/80 mg treatment group 19.8 ng/ml (interquartile range: P25 9.4 ng/ml, P75
46.4 ng/ml)

o for the leuprorelin 7.5 mg treatment group 17.4 ng/ml (interquartile range: P25 8.4 ng/ml, P75
56.5 ng/ml)

Figure 2: Percentage change in PSA from baseline by treatment group until day 56 (median with
interquartile ranges).
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This difference was statistically significant (p<0.001) for the pre-specified analysis at day 14 and day
28.

Prostate specific antigen (PSA) levels are lowered by 64% two weeks after administration of
degarelix, 85% after one month, 95% after three months, and remained suppressed (approximately
97%) throughout the one year of treatment.

From day 56 to day 364 there were no significant differences between degarelix and the comparator in
the percentage change from baseline.

In the confirmatory study comparing FIRMAGON to leuprorelin periodic electrocardiograms were
performed. Both therapies showed QT/QTc intervals exceeding 450 msec in approximately 20% of the
patients. From baseline to end of study the median change for FIRMAGON was 12.0 msec and for
leuprorelin it was 16.7 msec.

Anti-degarelix antibody development has been observed in 10% of patients after treatment with
FIRMAGON for one year. There is no indication that the efficacy or safety of FIRMAGON treatment
is affected by antibody formation after one year of treatment. Efficacy and safety data in relation to
antibody development beyond one year is not available.

5.2  Pharmacokinetic properties

Absorption
Following subcutaneous administration of 240 mg degarelix at a concentration of 40 mg/ml to prostate

cancer patients in the pivotal study CS21, AUC.2g gays Was 635 (602-668) day*ng/ml, Cpax was 66.0
(61.0-71.0) ng/ml and occurred at tmax at 40 (37-42) hours. Mean trough values were approximately
11-12 ng/ml after the starting dose and 11-16 ng/ml after maintenance dosing of 80 mg at a
concentration of 20 mg/ml. Degarelix is eliminated in a biphasic fashion, with a median terminal half-
life (t,,) of approximately 43 days for the starting dose or 28 days for the maintenance dose, as
estimated based on population pharmacokinetics modelling. The long half-life after subcutaneous
administration is a consequence of a very slow release of degarelix from the depot formed at the
injection site(s). The pharmacokinetic behavior of the medicinal product is influenced by its
concentration in the solution for injection. Thus, C.x and bioavailability tend to decrease with
increasing dose concentration while the half-life is increased. Therefore, no other dose concentrations

than the recommended should be used. 48



Distribution
The distribution volume in healthy elderly men is approximately 1 I/kg. Plasma protein binding is
estimated to be approximately 90%.

Metabolism

Degarelix is subject to common peptidic degradation during the passage of the hepato-biliary system

and is mainly excreted as peptide fragments in the faeces. No significant metabolites were detected in
plasma samples after subcutaneous administration. In vitro studies have shown that degarelix is not a
substrate for the human CYP450 system.

Excretion

In healthy men, approximately 20-30% of a single intravenously administered dose is excreted in the
urine, suggesting that 70-80% is excreted via the hepato-biliary system. The clearance of degarelix
when administered as single intravenous doses (0.864-49.4 ug/kg) in healthy elderly men was found to
be 35-50 ml/h/kg.

Special populations:

Patients with renal impairment

No pharmacokinetic studies in renally impaired patients have been conducted. Only about 20-30% of a
given dose of degarelix is excreted unchanged by the kidneys. A population pharmacokinetics analysis
of the data from the confirmatory Phase 111l study has demonstrated that the clearance of degarelix in
patients with mild to moderate renal impairment is reduced by approximately 23%; therefore, dose
adjustment in patients with mild or moderate renal impairment is not recommended. Data on patients
with severe renal impairment is scarce and caution is therefore warranted in this patient population.

Patients with hepatic impairment

Degarelix has been investigated in a pharmacokinetic study in patients with mild to moderate hepatic
impairment. No signs of increased exposure in the hepatically impaired subjects were observed
compared to healthy subjects. Dose adjustment is not necessary in patients with mild or moderate
hepatic impairment. Patients with severe hepatic dysfunction have not been studied and caution is
therefore warranted in this group.

5.3 Preclinical safety data

Animal reproduction studies showed that degarelix caused infertility in male animals. This is due to
the pharmacological effect; and the effect was reversible.

In female reproduction toxicity studies degarelix revealed findings expected from the pharmacological
properties. It caused a dosage dependent prolongation of the time to mating and to pregnancy, a
reduced number of corpora lutea, and an increase in the number of pre- and post-implantation losses,
abortions, early embryo/foetal deaths, premature deliveries and in the duration of parturition.

Preclinical studies on safety pharmacology, repeated dose toxicity, genotoxicity, and carcinogenic
potential revealed no special hazard for humans. Both in vitro and in vivo studies showed no signs of
QT prolongation.

No target organ toxicity was observed from acute, subacute and chronic toxicity studies in rats

and monkeys following subcutaneous administration of degarelix. Drug-related local irritation was
noted in animals when degarelix was administered subcutaneously in high doses.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Powder 19
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Mannitol (E421)

Solvent
Water for injections

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3  Shelf life
3 years.

After reconstitution

Chemical and physical in-use stability has been demonstrated for 2 hours at 25°C. From a
microbiological point of view, unless the method of reconstitution precludes the risk of microbial
contamination, the product should be used immediately. If not used immediately, in-use storage times
and conditions are the responsibility of the user.

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.
For storage conditions of the reconstituted medicinal product, see section 6.3.

6.5 Nature and contents of container

Vials of glass Type | with bromobutyl rubber stopper and aluminium flip-off seal.
1 vial containing 80 mg powder for solution for injection

1 vial containing 6 ml solvent

1 syringe (5 ml with dual-line marking 4.0 and 4.2 ml)

2 vial adapters

1 injection needle (25G 0.5 x 25 mm)

Pack sizes

1 pack containing 1 powder vial, 1 solvent vial, 1 syringe, 2 vial adapters and 1 needle.
3 pack containing 3x (1 powder vial, 1 solvent vial, 1 syringe, 2 vial adapters and 1 needle).

Not all pack sizes may be marketed.
6.6  Special precautions for disposal and other handling
No special requirements for disposal.

Instructions for use:
The instructions for reconstitution must be followed carefully.

Administration of other concentrations is not recommended because the gel depot formation is
influenced by the concentration. The reconstituted solution should be a clear liquid, free of
undissolved matter.

NOTE:
e THE VIALS SHOULD NOT BE SHAKEN

The pack contains 1 set of powder and solvent that must be prepared for subcutaneous injection.
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1. Remove the cover from the vial adapter pack.
Attach the adapters to both the solvent and
powder vial by pressing the adapter down until
the spike pushes through the rubber stopper and
the adapter snap in place.

2. Remove the cover from the syringe pack.
Attach the syringe to the solvent vial by
screwing it on to the adapter.

3. Turn the vial upside down and draw 4.2 ml of the
solvent into the syringe.
Always make sure to withdraw the precise

volume, as the amount of solvent affects the
reconstitution.

Detach the syringe from the adapter and discard
the vial with the remaining solvent.

4, Attach the syringe to the powder vial by
screwing it on to the adapter. Transfer the
solvent to the powder vial. With the syringe
still attached to the adapter, swirl very gently
until the liquid looks clear and without undissolved
powder or particles. In case the powder adheres to
the vial over the liquid surface, the vial can be
tilted slightly. AVOID SHAKING TO
PREVENT FOAM FORMATION.

A ring of small air bubbles on the surface of the
liquid is acceptable. The reconstitution procedure
may take, in some cases, up to 15 minutes, but
usually takes a few minutes.

5. Turn the vial upside down and, holding it

vertically, draw 4.0 ml of the solution into the
syringe for injection.

Always make sure to withdraw the precise
volume. It can be necessary to tilt the vial
slightly.

6.Detach the syringe from the vial adapter and attach the needle for deep subcutaneous
injection to the syringe. Carefully remove any air bubbles.
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7. Grasp the skin of the abdomen, elevate the

subcutaneous tissue. Perform a profound
subcutaneous injection. To do so, insert the needle
deeply at an angle of not less than 45 degrees.
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8. Inject 4.0 ml of FIRMAGON 80 mg immediately after reconstitution.*

9. Do not inject directly into a vein. Gently pull back the plunger to check if blood is
aspirated. If blood appears in the syringe, the medicinal product can no longer be used.
Discontinue the procedure and discard the syringe and the needle (reconstitute a new dose
for the patient).

Please be aware:

« No injections should be given in areas where the patient will be exposed to pressure, e.g. around
the belt or waistband or close to the ribs.

*  Chemical and physical in-use stability has been demonstrated for 2 hours at 25°C. From a
microbiological point of view, unless the method of reconstitution precludes the risk of microbial
contamination, the product should be used immediately. If not used immediately, in-use storage
times and conditions are the responsibility of the user.

7. MARKETING AUTHORISATION HOLDER

Ferring Pharmaceuticals A/S
Kay Fiskers Plads 11
DK-2300 Copenhagen S
Denmark

Tel: +45 88 33 88 34

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/08/504/001

EU/1/08/504/003

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

17/02/2009

10. DATE OF REVISION OF THE TEXT
{DD/MM/YYYY?}

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu/.
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1. NAME OF THE MEDICINAL PRODUCT

FIRMAGON 120 mg powder and solvent for solution for injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial contains 120 mg degarelix (as acetate). After reconstitution, each ml solution contains 40 mg
of degarelix.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Powder and solvent for solution for injection (Powder for injection and solvent)
Powder: White to off-white powder

Solvent: Clear, colourless solution

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

FIRMAGON is a gonadotrophin releasing hormone (GnRH) antagonist indicated for treatment of
adult male patients with advanced hormone-dependent prostate cancer.

4.2 Posology and method of administration

Posology
Starting dose Maintenance dose — monthly
administration
240 mg administered as two 80 mg administered as one subcutaneous
subcutaneous injections of 120 mg each | injection

The first maintenance dose should be given one month after the starting dose.

The therapeutic effect of degarelix should be monitored by clinical parameters and prostate specific
antigen (PSA) serum levels. Clinical studies have shown that testosterone (T) suppression occurs
immediately after administration of the starting dose with 96% of the patients having plasma
testosterone levels corresponding to medical castration (T<0.5 ng/ml) after three days and 100% after
one month. Long term treatment with the maintenance dose up to 1 year shows that 97% of the
patients have sustained suppressed testosterone levels (T<0.5 ng/ml).

In case the patient's clinical response appears to be sub-optimal, it should be confirmed that serum
testosterone levels are remaining sufficiently suppressed.

Since degarelix does not induce a testosterone surge it is not necessary to add an anti-androgen as
surge protection at initiation of therapy.

Method of administration
FIRMAGON must be reconstituted prior to administration. For instructions on reconstitution and
administration, please see section 6.6.

Subcutaneous use ONLY, not to be administered intravenously. 53
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Intramuscular administration is not recommended as it has not been studied.

FIRMAGON is administered as a subcutaneous injection in the abdominal region. As with other
medicinal products administered by subcutaneous injection, the injection site should vary periodically.
Injections should be given in areas where the patient will not be exposed to pressure e.g. not close to
waistband or belt and not close to the ribs.

Special patient populations

Elderly, hepatically or renally impaired patients:

There is no need to adjust the dose for the elderly or in patients with mild or moderate liver or kidney
function impairment (see section 5.2). Patients with severe liver or kidney impairment have not been
studied and caution is therefore warranted (see section 4.4).

There is no relevant indication for use of FIRMAGON in women, children and adolescents.

4.3  Contraindications

Hypersensitivity to the active substance or to any of the excipients.

4.4  Special warnings and precautions for use

The data available on efficacy and safety experience with degarelix is limited to a one year treatment.

Effect on QT/QTc interval

Long-term androgen deprivation therapy may prolong the QT interval. In the confirmatory study
comparing FIRMAGON to leuprorelin periodic (monthly) ECGs were performed; both therapies
showed QT/QTc intervals exceeding 450 msec in approximately 20% of the patients, and 500 msec in
1% and 2% of the degarelix and leuprorelin patients, respectively (see section 5.1).

FIRMAGON has not been studied in patients with a history of a corrected QT interval over 450 msec,
in patients with a history of or risk factors for torsades de pointes and in patients receiving
concomitant medicinal products that might prolong the QT interval. Therefore in such patients, the
benefit/risk ratio of FIRMAGON must be thoroughly appraised (see sections 4.5 and 4.8).

Hepatic impairment

Patients with known or suspected hepatic disorder have not been included in long-term clinical trials
with degarelix. Mild, transient increases in ALT and AST have been seen, these were not accompanied
by arise in bilirubin or clinical symptoms. Monitoring of liver function in patients with known or
suspected hepatic disorder is advised during treatment. The pharmacokinetics of degarelix has been
investigated after single intravenous administration in subjects with mild to moderate hepatic
impairment (see section 5.2).

Renal impairment
Degarelix has not been studied in patients with severe renal impairment and caution is therefore
warranted.

Hypersensitivity
Degarelix has not been studied in patients with a history of severe untreated asthma, anaphylactic
reactions or severe urticaria or angioedema.

Changes in bone density

Decreased bone density has been reported in the medical literature in men who have had orchiectomy
or who have been treated with a GnRH agonist. It can be anticipated that long periods of testosterone
suppression in men will have effects on bone density. Bone density has not been measured during
treatment with degarelix.

Glucose tolerance
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A reduction in glucose tolerance has been observed in men who have had orchiectomy or who have
been treated with a GnRH agonist. Development or aggravation of diabetes may occur; therefore
diabetic patients may require more frequent monitoring of blood glucose when receiving androgen
deprivation therapy. The effect of degarelix on insulin and glucose levels has not been studied.

4.5 Interaction with other medicinal products and other forms of interaction
No formal drug-drug interaction studies have been performed.

Since androgen deprivation treatment may prolong the QTc interval, the concomitant use of degarelix
with medicinal products known to prolong the QTc interval or medicinal products able to induce
torsades de pointes such as class IA (e.g. quinidine, disopyramide) or class Il (e.g. amiodarone,
sotalol, dofetilide, ibutilide) antiarrhythmic medicinal products, methadone, cisapride, moxifloxacine,
antipsychotics, etc. should be carefully evaluated (see section 4.4).

Degarelix is not a substrate for the human CYP450 system and has not been shown to induce or inhibit
CYP1A2, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2EL, or CYP3A4/5 to any great extent in
vitro. Therefore, clinically significant pharmacokinetic drug-drug interactions in metabolism related to
these isoenzymes are unlikely.

4.6 Pregnancy and lactation
There is no relevant indication for use of FIRMAGON in women.
4.7 Effects on ability to drive and use machines

No studies on the effects of degarelix on the ability to drive and use machines have been performed.
However, fatigue and dizziness are common adverse reactions that might influence the ability to drive
and use machines.

4.8 Undesirable effects

The most commonly observed adverse reactions during degarelix therapy in the confirmatory phase I11
study (N=409) were due to the expected physiological effects of testosterone suppression, including
hot flushes and weight increase (reported in 25% and 7%, respectively, of patients receiving treatment
for one year), or injection site adverse events. Transient chills, fever or influenza like illness were
reported to occur hours after dosing (in 3%, 2% and 1% of patients, respectively).

The injection site adverse events reported were mainly pain and erythema, reported in 28% and 17%
of patients, respectively, less frequently reported were swelling (6%), induration (4%) and nodule
(3%). These events occurred primarily with the starting dose whereas during maintenance therapy with
the 80 mg dose, the incidence of these events pr 100 injections was: 3 for pain and <1 for erythema,
swelling, nodule and induration. The reported events were mostly transient, of mild to moderate
intensity and led to very few discontinuations (<1%).

The frequency of undesirable effects listed below is defined using the following convention:
Very common (> 1/10); common (> 1/100 to < 1/10); uncommon (> 1/1,000 to < 1/100). Within each
frequency grouping, undesirable effects are presented in order of decreasing seriousness.

Table 1: Frequency of adverse drug reactions reported in 1259 patients treated for a total of
1781 patient years (phase Il and I11 studies).

MedDRA System Very common Common Uncommon
Organ Class (SOC)

Blood and Anaemia*

lymphatic system

disorders
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Immune system
disorders

Hypersensitivity

Metabolism and
nutrition disorders

Weight increase*

Hyperglycemia/Diabetes
mellitus, cholesterol
increased, weight
decreased, appetite
decreased, changes in

blood calcium
Psychiatric Insomnia Depression, libido
disorders decreased*
Nervous system Dizziness, headache Mental impairment,
disorders hypoaesthesia

Eye disorders

Vision blurred

Cardiac disorders

Cardiac arrhythmia (incl.
atrial fibrillation),
palpitations,

QT prolongation*(see
sections 4.4 and 4.5)

Vascular disorders

Hot flush*

Hypertension, vasovagal
reaction (incl. hypotension)

Respiratory,
thoracic and

Dyspnoea

mediastinal

disorders

Gastrointestinal Diarrhoea, nausea Constipation, vomiting,
disorders abdominal pain, abdominal

discomfort, dry mouth

Hepatobiliary

Liver transaminases

Bilirubin increased,

disorders increased alkaline phosphatase
increased
Skin and Hyperhidrosis (incl. Urticaria, skin nodule,

subcutaneous tissue
disorders

night sweats)* , rash

alopecia, pruritus, erythema

Musculoskeletal,
connective tissue
and bone disorders

Musculoskeletal pain
and discomfort

Osteoporosis/osteopenia,
arthralgia, muscular
weakness, muscle spasms,
joint swelling/stiffness

Renal and urinary
disorders

Pollakiuria, micturition
urgency, dysuria, nocturia,
renal impairment,
incontinence

Reproductive
system and breast
disorders

Gynaecomastia*,
testicular atrophy*,
erectile dysfunction*

Testicular pain, breast pain,
pelvic pain, genital
irritation, ejaculation
failure

General disorders
and administration
site conditions

Injection site
adverse events

Chills, pyrexia,
fatigue*, Influenza-
like illness

Malaise, peripheral oedema

*Known physiological consequence of testosterone suppression

Changes in laboratory parameters

17

The following events have been reported as being related to treatment in single patients: Febrile
neutropenia, myocardial infarction and congestive heart failure.

Changes in laboratory values seen during one year of treatment in the confirmatory phase 111 study
(N=409) were in the same range for degarelix and a GnRH-agonist (leuprorelin) used as comparator.
Markedly abnormal (>3*ULN) liver transaminase values (ALT, AST and GGT) were seen in 2-6% of
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patients with normal values prior to treatment, following treatment with both medicinal products.
Marked decrease in haematological values, hematocrit (<0.37) and hemoglobin (<115 g/I) were seen in
40% and 13-15%, respectively, of patients with normal values prior to treatment, following treatment
with both medicinal products. It is unknown to what extent this decrease in haematological values was
caused by the underlying prostate cancer and to what extent it was a consequence of androgen
deprivation therapy. Markedly abnormal values of potassium (>5.8 mmol/l), creatinine (>177 pumol/l)
and BUN (>10.7 mmol/l) in patients with normal values prior to treatment, were seen in 6%, 2% and
15% of degarelix treated patients and 3%, 2% and 14% of leuprorelin treated patients, respectively.

Changes in ECG measurements

Changes in ECG measurements seen during one year of treatment in the confirmatory phase I11 study
(N=409) were in the same range for degarelix and a GnRH-agonist (leuprorelin) used as comparator.
Three (<1%) out of 409 patients in the degarelix group and four (2%) out of 201 patients in the
leuprorelin 7.5 mg group, had a QTcF > 500 msec. From baseline to end of study the median change
in QTcF for degarelix was 12.0 msec and for leuprorelin was 16.7 msec.

49 Overdose

There is no clinical experience with the effects of an acute overdose with degarelix. In the event of an
overdose the patient should be monitored and appropriate supportive treatment should be given, if
considered necessary.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Other hormone antagonists and related agents, ATC code: L02BX02

Degarelix is a selective gonadotrophin releasing-hormone (GnRH) antagonist that competitively and
reversibly binds to the pituitary GnRH receptors, thereby rapidly reducing the release of the
gonadotrophins, luteinizing hormone (LH) and follicle stimulating hormone (FSH), and thereby
reducing the secretion of testosterone (T) by the testes. Prostatic carcinoma is known to be androgen
sensitive and responds to treatment that removes the source of androgen. Unlike GnRH agonists,
GnRH antagonists do not induce a LH surge with subsequent testosterone surge/tumour stimulation
and potential symptomatic flare after the initiation of treatment.

A single dose of 240 mg degarelix, followed by a monthly maintenance dose of 80 mg, rapidly causes
a decrease in the concentrations of LH, FSH and subsequently testosterone. The plasma concentration
of dihydrotestosterone (DHT) decreases in a similar manner to testosterone.

Degarelix is effective in achieving and maintaining testosterone suppression well below medical
castration level of 0.5 ng/ml. Maintenance monthly dosing of 80 mg resulted in sustained testosterone
suppression in 97% of patients for at least one year. Median testosterone levels after one year of
treatment were 0.087 ng/ml (interquartile range 0.06-0.15) N=167.

Results of the confirmatory Phase Il study

The efficacy and safety of degarelix was evaluated in an open-label, multi-centre, randomised, active
comparator controlled, parallel-group study. The study investigated the efficacy and safety of two
different degarelix monthly dosing regimens with a starting dose of 240 mg (40 mg/ml) followed by
monthly doses subcutaneous administration of 160 mg (40 mg/ml) or 80 mg (20 mg/ml), in
comparison to monthly intramuscular administration of 7.5 mg leuprorelin in patients with prostate
cancer requiring androgen deprivation therapy. In total 620 patients were randomised to one of the
three treatment groups, of which 504 (81%) patients completed the study. In the degarelix 240/80 mg
treatment group 41 (20%) patients discontinued the study, as compared to 32 (16%) patients in the
leuprorelin group.
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Of the 610 patients treated

o 31% had localised prostate cancer

29% had locally advanced prostate cancer
20% had metastatic prostate cancer

7% had an unknown metastatic status
13% had previous curative intent surgery or radiation and a rising PSA

Baseline demographics were similar between the arms. The median age was 74 years (range 47 to 98
years). The primary objective was to demonstrate that degarelix is effective with respect to achieving

and maintaining testosterone suppression to below 0.5 ng/ml, during 12 months of treatment.

The lowest effective maintenance dose of 80 mg degarelix was chosen.

Attainment of serum testosterone (T) <0.5 ng/ml

FIRMAGON is effective in achieving fast testosterone suppression, see Table 2.

Table 2: Percentage of patients attaining T<0.5 ng/ml after start of treatment.

Time Degarelix 240/80 mg Leuprorelin 7.5 mg
Day 1 52% 0%

Day 3 96% 0%

Day 7 99% 1%

Day 14 100% 18%

Day 28 100% 100%

Avoidance of testosterone surge

Surge was defined as testosterone exceeding baseline by >15% within the first 2 weeks.

None of the degarelix-treated patients experienced a testosterone surge; there was an average decrease

of 94% in testosterone at day 3. Most of the leuprorelin-treated patients experienced testosterone

surge; there was an average increase of 65% in testosterone at day 3. This difference was statistically

significant (p<0.001).

Figure 1: Percentage change in testosterone from baseline by treatment group until day 28 (median

with interquartile ranges).
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Percentage change in testosterone from Day O to 28
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100;
75;
50 +
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Percentage change

—50

—75

—100

Time since first dose (days)

Treatment group ——— Degarelix 240@40/80@20  — - ——— - - Leuprorelin 7.5 mg

The primary end-point in the study was testosterone suppression rates after one year of treatment with
degarelix or leuprorelin. The clinical benefit for degarelix compared to leuprorelin plus anti-androgen
in the initial phase of treatment has not been demonstrated.

Long-term effect
Successful response in the study was defined as attainment of medical castration at day 28 and
maintenance through day 364 where no single testosterone concentration was greater than 0.5 ng/ml.

Table 3: Cumulative probability of testosterone <0.5 ng/ml from Day 28 to Day 364.

Degarelix 240/80 mg Leuprorelin 7.5 mg
N=207 N=201

No. of responders 202 194

Response Rate 97.2% 96.4%

(confidence intervals)* (93.5; 98.8%) (92.5; 98.2%)

* Kaplan Meier estimates within group

Attainment of prostate specific antigen (PSA) reduction

Tumour size was not measured directly during the clinical trial programme, but there was an indirect
beneficial tumour response as shown by a 95% reduction after 12 months in median PSA for
degarelix.

The median PSA in the study at baseline was:

o for the degarelix 240/80 mg treatment group 19.8 ng/ml (interquartile range: P25 9.4 ng/ml, P75
46.4 ng/ml)

o for the leuprorelin 7.5 mg treatment group 17.4 ng/ml (interquartile range: P25 8.4 ng/ml, P75
56.5 ng/ml)

Figure 2: Percentage change in PSA from baseline by treatment group until day 56 (median with
interquartile ranges).
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Percentage change in PSA from Day O to 56

25 4

—25 |
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Percentage change
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—100
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Treatment group ——————— Degarelix 240@©40/80@20 @ -~~~ ~~~— Leuprorelin 7.5 mg

This difference was statistically significant (p<0.001) for the pre-specified analysis at day 14 and day
28.

Prostate specific antigen (PSA) levels are lowered by 64% two weeks after administration of
degarelix, 85% after one month, 95% after three months, and remained suppressed (approximately
97%) throughout the one year of treatment.

From day 56 to day 364 there were no significant differences between degarelix and the comparator in
the percentage change from baseline.

In the confirmatory study comparing FIRMAGON to leuprorelin periodic electrocardiograms were
performed. Both therapies showed QT/QTc intervals exceeding 450 msec in approximately 20% of the
patients. From baseline to end of study the median change for FIRMAGON was 12.0 msec and for
leuprorelin it was 16.7 msec.

Anti-degarelix antibody development has been observed in 10% of patients after treatment with
FIRMAGON for one year. There is no indication that the efficacy or safety of FIRMAGON treatment
is affected by antibody formation after one year of treatment. Efficacy and safety data in relation to
antibody development beyond one year is not available.

5.2  Pharmacokinetic properties

Absorption
Following subcutaneous administration of 240 mg degarelix at a concentration of 40 mg/ml to prostate

cancer patients in the pivotal study CS21, AUC.2g gays Was 635 (602-668) day*ng/ml, Cpax was 66.0
(61.0-71.0) ng/ml and occurred at tmax at 40 (37-42) hours. Mean trough values were approximately
11-12 ng/ml after the starting dose and 11-16 ng/ml after maintenance dosing of 80 mg at a
concentration of 20 mg/ml. Degarelix is eliminated in a biphasic fashion, with a median terminal half-
life (t,,) of approximately 43 days for the starting dose or 28 days for the maintenance dose, as
estimated based on population pharmacokinetics modelling. The long half-life after subcutaneous
administration is a consequence of a very slow release of degarelix from the depot formed at the
injection site(s). The pharmacokinetic behavior of the medicinal product is influenced by its
concentration in the solution for injection. Thus, C.x and bioavailability tend to decrease with
increasing dose concentration while the half-life is increased. Therefore, no other dose concentrations

than the recommended should be used. 6
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Distribution
The distribution volume in healthy elderly men is approximately 1 I/kg. Plasma protein binding is
estimated to be approximately 90%.

Metabolism

Degarelix is subject to common peptidic degradation during the passage of the hepato-biliary system

and is mainly excreted as peptide fragments in the faeces. No significant metabolites were detected in
plasma samples after subcutaneous administration. In vitro studies have shown that degarelix is not a
substrate for the human CYP450 system.

Excretion

In healthy men, approximately 20-30% of a single intravenously administered dose is excreted in the
urine, suggesting that 70-80% is excreted via the hepato-biliary system. The clearance of degarelix
when administered as single intravenous doses (0.864-49.4 ug/kg) in healthy elderly men was found to
be 35-50 ml/h/kg.

Special populations:

Patients with renal impairment

No pharmacokinetic studies in renally impaired patients have been conducted. Only about 20-30% of a
given dose of degarelix is excreted unchanged by the kidneys. A population pharmacokinetics analysis
of the data from the confirmatory Phase 111l study has demonstrated that the clearance of degarelix in
patients with mild to moderate renal impairment is reduced by approximately 23%; therefore, dose
adjustment in patients with mild or moderate renal impairment is not recommended. Data on patients
with severe renal impairment is scarce and caution is therefore warranted in this patient population.

Patients with hepatic impairment

Degarelix has been investigated in a pharmacokinetic study in patients with mild to moderate hepatic
impairment. No signs of increased exposure in the hepatically impaired subjects were observed
compared to healthy subjects. Dose adjustment is not necessary in patients with mild or moderate
hepatic impairment. Patients with severe hepatic dysfunction have not been studied and caution is
therefore warranted in this group.

5.3 Preclinical safety data

Animal reproduction studies showed that degarelix caused infertility in male animals. This is due to
the pharmacological effect; and the effect was reversible.

In female reproduction toxicity studies degarelix revealed findings expected from the pharmacological
properties. It caused a dosage dependent prolongation of the time to mating and to pregnancy, a
reduced number of corpora lutea, and an increase in the number of pre- and post-implantation losses,
abortions, early embryo/foetal deaths, premature deliveries and in the duration of parturition.

Preclinical studies on safety pharmacology, repeated dose toxicity, genotoxicity, and carcinogenic
potential revealed no special hazard for humans. Both in vitro and in vivo studies showed no signs of
QT prolongation.

No target organ toxicity was observed from acute, subacute and chronic toxicity studies in rats

and monkeys following subcutaneous administration of degarelix. Drug-related local irritation was
noted in animals when degarelix was administered subcutaneously in high doses.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Powder 61

22



Mannitol (E421)

Solvent
Water for injections

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3  Shelf life
3 years.

After reconstitution

Chemical and physical in-use stability has been demonstrated for 2 hours at 25°C. From a
microbiological point of view, unless the method of reconstitution precludes the risk of microbial
contamination, the product should be used immediately. If not used immediately, in-use storage times
and conditions are the responsibility of the user.

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.
For storage conditions of the reconstituted medicinal product, see section 6.3.

6.5 Nature and contents of container

Vials of glass Type | with bromobutyl rubber stopper and aluminium flip-off seal.
2 vials containing 120 mg powder for solution for injection

2 vials containing 6 ml solvent

2 syringes (5 ml with one-line marking 3.0 ml)

4 vial adapters

2 injection needles (25G 0.5 x 25 mm)

6.6  Special precautions for disposal and other handling
No special requirements for disposal.

Instructions for use:
The instructions for reconstitution must be followed carefully.

Administration of other concentrations is not recommended because the gel depot formation is
influenced by the concentration. The reconstituted solution should be a clear liquid, free of
undissolved matter.

NOTE:
e THE VIALS SHOULD NOT BE SHAKEN

The pack contains 2 sets of powder and solvent that must be prepared for subcutaneous injection.
Hence, the instructions here below need to be repeated a second time.
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1. Remove the cover from the vial adapter pack.

Attach the adapters to both the solvent and
powder vial by pressing the adapter down until
the spike pushes through the rubber stopper and
the adapter snap in place.

2. Remove the cover from the syringe pack. Attach

the syringe to the solvent vial by screwing it on
to the adapter.

LA
r:'.“.'-'“-ﬁ.
= 2,
= 3. Turn the vial upside down and draw 3.0 ml of
/ \_-,1 the solvent into the syringe.
giie Always make sure to withdraw the precise
volume, as the amount of solvent affects the
reconstitution.
3. Detach the syringe from the adapter and discard

the vial with the remaining solvent.

4, Attach the syringe to the powder vial by
screwing it on to the adapter. Transfer the
solvent to the powder vial. With the syringe
still attached to the adapter, swirl very gently
until the liquid looks clear and without undissolved
powder or particles. In case the powder adheres to
the vial over the liquid surface, the vial can be
tilted slightly. AVOID SHAKING TO
PREVENT FOAM FORMATION.

A ring of small air bubbles on the surface of the
liquid is acceptable. The reconstitution procedure
may take, in some cases, up to 15 minutes, but
usually takes a few minutes.

- .‘7 3.0 ml
o |

,
[

1

.

5. Turn the vial upside down and, holding it
vertically, draw 3.0 ml of the solution into the
syringe for injection.

Always make sure to withdraw the precise
volume. It can be necessary to tilt the vial
slightly.

6. Detach the syringe from the vial adapter and attach the needle for deep subcutaneous
injection to the syringe. Carefully remove any air bubbles.

7, St
o=

ol N \
2

AR
: .w;»“fés‘)" |
L1/ —\ |5 ?.1

e P

7. Grasp the skin of the abdomen, elevate the
subcutaneous tissue. Perform a profound
subcutaneous injection. To do so, insert the
needle deeply at an angle of not less than 45
degrees.
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8. Inject 3.0 ml of FIRMAGON 120 mg immediately after reconstitution.*

9. Do not inject directly into a vein. Gently pull back the plunger to check if blood is
aspirated. If blood appears in the syringe, the medicinal product can no longer be used.
Discontinue the procedure and discard the syringe and the needle (reconstitute a new dose
for the patient).

10. Repeat the reconstitution procedure for the second dose. Choose a different injection site
and inject 3.0 ml.

Please be aware:

No injections should be given in areas where the patient will be exposed to pressure, e.g. around
the belt or waistband or close to the ribs.

Chemical and physical in-use stability has been demonstrated for 2 hours at 25°C. From a
microbiological point of view, unless the method of reconstitution precludes the risk of microbial
contamination, the product should be used immediately. If not used immediately, in-use storage
times and conditions are the responsibility of the user.

7. MARKETING AUTHORISATION HOLDER
Ferring Pharmaceuticals A/S
Kay Fiskers Plads 11
DK-2300 Copenhagen S
Denmark
Tel: +45 88 33 88 34
8. MARKETING AUTHORISATION NUMBER(S)
EU/1/08/504/002
9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
17/02/2009
10. DATE OF REVISION OF THE TEXT
{DD/MM/YYYY}

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu/.
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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS

1 EERKA
FIRMAGON 80 mg ¥y A 841 J OB 154 FH 7K

2 FIREROAI

BNRATIIIT ALY 7 280 mgZ HiEtE L L TEAT 5, #HllE, ImLbH/-0THL U 7 &
20mgE B AT 5, IEHIZE Y v a6laBlBT52 L,

3 fHRR - K

Py AR & P T K

yREH . Aa~IEE A AR TR
AR EAHH OVRIR

4 ERKIEHE

41 #hEE - R
FIRMAGON [ I 1T R L ARTEVERT SR O N 5 M BB 13 e S 0 5 MR A L&
A LEY (GnRH) 7o X A=A N Th b,

42 RiE-RE

REE

GG EE s HMEFFIE—A 1 5

240 mg & 120 mg T 22 WK FH&ET 5, | 80mg & 1 WK FET 5,

BRI DR B 513, FIRIHESRGPHRO 1 0 ARIZATH 2 &,

TH VLY 7 ZADOIRFENFITEERA T A —% LM PSAECHEET 52 &, BRRBRTIE, #)
B B 5L E0NTT A N AT 1 AERE S 4, 3 BT 96%, 17 AT 100%0 3 231
BT A MAT O U EENEEZS L~V (<0.5ng/mL) £ THIfI L7-, #HEFHEICLS 14EMO
EHIERETIX, 97%DEETT A AT v UAlixZ £EB L~ (<0.5ng/mL) (ZHERF L7,
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HMRBARTSTHDHEEZLNDIHEAEITE, MIET A AT o AER oI S TnD 2
CHEWMRT AL, THLIZRAFT A MNAT R Y —UhB XD S0, BRI T
ARNAT O =BT ADICHT v Ra s Bl 24 5 03370,

BE5AE

FIRMAGONIF £ G- ERCHHR S 2 = & FAFIE L 5L, B2 v a v 6.6 BT 52 L,
ETHRERUFITHD, FIRNICITELG L2 b, RN G, R Be S L oy
D, HEREL 7220,

FIRMAGON [FEEBIZ S T 59 5, oo 2 & G- RUFI R, TSI 2 EWIRICAE T 25 2 &,
AT~V NE Y FEEE SNDE S L OB TN R T 5 2 &,

HAGBEEA~DIRS

R, FFPREREIR T B UL BB RR IR T A

R, B ST O fFHRE, BEEREIK A IR LT, B EAFE T I LEI R (B
7 va 528 M), mERIFERESOIB IR T AT 2 xR & Lo BT I S h Tnnizd,
BEICEST 2L (7 vad4dsif),

FIRMAGON [ZZME07H, ARECAHISKRTT D @ X720,

*k
43 ER

ARFN D 5y SAFIRIE AN 53 2R BUE D & % B3

44 ZTEE-ERALOEE
HHER OO T — 513 LAEMOEARBRICESS O TH S,

QT/QTc EfE~ DL

BN D27 v R WA XQTRIMRE & L& =W 5 AlaetE & 5, FIRMAGON & U = —
Ta LU CEREE (1 A BAD &b U7 REERERIC T, DERRAE R EE L, WO
BT HHI20%D BFE TQT/QTcEINE N 450 msecE B A 72, £72, 7 AL U 7 ARETIZ 1%, U 22—
Ta L) URETIX 2% D BED 500 msecx X 72 (B2 2= V515 M), FIRMAGONIAIE L7z
QTIBEAS 450 msecE M2 722 L DHLEBREK N ML —FR « R« K7 Y OBEERE LY 27
Ty —%HTHERE, QTEROIER %5 & 2§ Al REMED & 2 A &2 O L T 5 a2 %f
GLLIERBRZER L TRy, LER->T, 20K 9 REHFTIE, FIRMAGOND U 27 &~
T4y et BEL, BEEZHMTL 2L (B2 2 a L45KRU48S ),
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FFHREIE TEE
FAEREIR FERE TRV OB LBEL SR E LT AL 7 20 R G5 HRITFEMH L T
VY, BREEC—I@PEDALTIE N CASTIED EHITZRD HiL72h, FHUCHEI BV L EAED EHS

RAEIRITERD DIV TUW vy, TR A, FFEEREIR T RE XUXEW D & 2 BE TR 5 IFHERE
DE=HY T LR 5, B IIHPEE OFEEIR TEREZRIRIC, T VY 7 AR
ARINERfe 1% 5% O EhERBR 2 i L7- (¥ v a3 L 52588),

BHAEESEE
EE R BRI T REE AR & LB S TnZanew, ERICKRET L 2L,

g
HERRIBEOWR, 77 4 7% —t, BERZRE TMEZEOBEREN S 5 BE
Zextge b U7 RABRIT S M L TV 72Uy,

Bt

-

BEEDOEIL

HRIC LD &, BREM UL GnRH 7 T =& MZ X DIREEZIT T BT, BEEORD B
INTWL, REIMOT A N 27 v o IlTE &S EICEEE KT eErnds, 70700 7 A
O E BB EOREIIIT > TR,

it 45 BE

BREEI XIX GnRH 7 2 = X M X DR A Z T 2 BHICB W T, MMHREDIK FAABIZ S hTw
%o BERIFOIIED D VITEALZ S SR T AERSH L, Lol oT, 7 ¥ Ka b ik
RS, BERFEE BT ORERF LY b MPHEOE =4V > 7 ZHBEIITOMNERD D,
A VAV AMER TN aA—AMEIZHT DT A VY 7 AOFBIZET 2 MEFHIIT - Ty,

45 HMOEEREOHEEERLEVICZEOMDEEER

SR EAEIC BT 2 EHIAT > Ty,

T Ru b o EEEREIQT MR A IE R T 2 FREMEN H H DT, 7 7 AIA (BlxiX, F=T v,
VIETIR) R TAN BzE, TIAFey, YExa—), RT7=2F VR, £ TFVUK)
FEARIBIRIE, AV Ry, V7V R, % 7o o0 ROGUEME RS, QTcHE % itf
THZERAMLNTVDIAH D VX ML — R« K« RT Y %5 & ZJm MO H 5 HEHA
ZOFMT HERI21E, EEERCBIET L2 L (B2 v a V445 /H),

THLY 7 AX, & hCYPASORDOIE Tlix7e <, £72, 5@ % invitro iERIZH VT, CYP1A2,
CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1 &} CYP3A4/5 D% L\ ik K O EMER X
BOLNTVRY, LEEBN>T, THEDT A VWA LB U7z AR A BB A SR R B
RixZsneExons,
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46 PFREMMEIATOLE~ADEE
FIRMAGON X7 A w720,

47 BEIEEIREECHEIBIRIEEE~NEZ STE

T VLU 7 AN H B HEEERE M B ERE G- 2. DB OV T, BB T TV, L
L5, FHHomEaEd FVIIEEOEWVENEA TH Y, BB HEESGE-OMM R ERE IC 2 %
FIEmREMED N B 5

4.8 EIERA

5 L AHRRER (N=409) (2BW\WTC, T ALY 7 2O GHMFICR S Z <R bNmITERILT
ARNAT O AEZIHITHZ LK AAEEMICEI 2 b ORKRHE L, 1TTY, KREHEM (Fh
A EME G Z2 2T T BED 25% & 7% THE SN TND) H 5 WITENEAEIC TH 5, —iE
PEOHERE, KOS 7 )V o PR BT R SR BIFH CORIARHRE S TWD (EhEh
3%, 2%, KOVM1%),

HHRAL RS & LTI b 2 < O NTRITERIE, TSRS, EHEAAEEch Y, The
TVEBF D 28%, 17% THEINTWD, Fio, TR IV DR WBEETIE, EFBAEER (6%),
TEAHTACAERS (4%) R OVESHBALAES 3%) A bz, ZNHIFEICHIRIHETHEI L, —
77, 80 mg DERFHETD 100 Bl 58 7= V) OFBLFIE, GO Tl 3, FEFEBAIIEE,
SHEACNERR, ESBALRSED, EHAERS L 1 R Th o7, ZNHORIERIL, 2L A EN—
WPECREIIRENOFEETHY, FILICE ST DX %K ThH -7,

TR AT RIWEA OSEEE X very common (10%LL L), common (1%L E 10%7K7i), uncommon
(0.1%LL E 1%K0) & EFRT D,

FNENOLFET, BWERITEEEDOENE DN LRT,
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x 1 1781 ek 1259 FITEREH SNT-BMERDHEE (5 | R UE Il B558)

SRR RIS Very common Common Uncommon
Hokzs (10%LL ) (1%L | 10%A355) (0.1%LL 1= 1%#5)
MR N v RREE & If*
Sys R FEMEBUE
PR OB R E IR N e MR RS RSP, Mrp = 1R
T a—/ LN, (RERED,
BHBOE, ML T A
fEZE4k,
KRR E AHRAE 9O, U B RN—jEulk*
PRRREE REWED E N, TEE FEHAOBERERE BB
TR REE P
Ll FEENR (LEEZ 5 Te),
HiE, QTIER* (B7/ v =
4.4 U455 )
A8 B IFTh* e, SRR R I
it (K E % & de)
WER e, 0 B OV bR e K] 3
B IR E TR, D R, WEM:, I, MEEAR
P, O PNE
JNBH R BEE Froo27IF—FLE | vUrELHN, 7oAk
5t AT 72—
R B OV T ALk b ZIHE (BIFE &) *, | W2, BOWE/NEH, MR
Bi 2 SiE, # O FEE, ALEE
NER T Y AON e ik 1 B B I S OVAS Rk BALRRIE B E, BIHI
& I, AR, WS, B4
AR/ B B
B R OVGR I i R, REThE, HER K,
RIFSEIR, TERgReREE, IR
FAk
ARG K OB VAL, RGN, | FEIE, BN, BN,
FEAR PEZRRIBOE R, SRR
HEEE RO G R | RS EES e BN EIE, A 2| BRI, RRMETRE
i TV YRR

*F2ZRNATRCEIRIT S EICK O RRT L ENAONTWDHES

[F—DBFITRBVT, FEEWELF P ERBAE, ORFFEZER O D o MDA RITAK] & o B M)
bOAEFEGLLTHEINL TN D,

FRR R E(E D Z B

55 AHFER (N=409) (2B T, 1| FORGHIMPICRD b BRREMEOZEZ, 71

Y27 2L GnRH7 A=A F (Va—7'rm LU CEiEE) CTIERBEORHANTH 72, IFFT v
A7 IF—E (ALT, AST XU GGT) DOBHFREF (>3*ULN) X, 7HL V7 RAL Y 2—Tn
LU R CIRBR SR B RTIC E#E 2R L TV EBE D 2%~6% TR bz, MiKFARA
EOHFTRICHHERIKTIX, ~~ 27U v b (037), ~EZvbr (K115gL) THH, ThE
PRSI G- AN IE R E 2 R LIZBE D 40%, 13%~15% T bz, BT > K a4/
VWA & OREE 2 b O MLR PRI AR O NI B2 KF L7200 3B 5 Tlidleuy,
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BV 7L (>58mmol/L), 7 L7 F = (>177 umol/L), BUN (>10.7 mmol/L) DA I,
THUL U7 ARETIEIZENEI 6%, 2%, 15%, U a—78a L UBETIEZENZ 3%, 2%, 14%0D
BEIRO LT,

DERAEBBOEL
5 NLAERRER (N=409) 1CHBWT, 1EROKRGHIFMICRO b O0EXNEENL, T LY 7
ALHELE L THW/EZGnRH 7 S =A k (U a—7v L UFEEE) CIIRBECH-T-, 7
ALY 7 ARER RN 2 —T7 v LU UREZ I U728 AHRER T, 74 L U 7 ZFEX 409 49 3 4
(<1%), Va—78m LU BT 201 Bl 4 6] 2%) T, QTcF>500 msec TH o7z, N—RA T A
H&TREE TO QTcF Z L&D RAEIL, TH LU 7 AT 12.0 msec, JV=—7m LU VT

16.7 msec ToH o7,

49 BEKRS

THAVY 7 ZAOWMER G L 2B R LRIV, BEREEZTo725613, &
FHaBEL, LELHE SN DG EIIHERELZITO 2 L,

5 EBEZHREM

51 EhFEeHHE

SEWNRIERE © Z OO AR NE A K OBE T 5384, ATC =— K : L02BX02

THVLY 7 A, ERE MR AR VE A LVES (GnRH) 70 # A=A M Th D, T
(RO GnRH Z AR LA ERICREAET 52 ik, I Rhrbvy, BEERALEYS
(LH) K OWNRa#EA Ve (FSH) OB EZMEIL, FENSOT A b AT v 404 i3
Do BINERRIEILT » R it L CEWESEEZRD, 7y Ra bl 2RETH 2 L THRER
KT E0NMLNTWD, GnRH 7 =R h L3872 Y, GnRH 7 v ¥ A=A MNZ, 1HEY]
I LH Y —Y, TRV TR I ST A AT a vrH—, RS 3 2 % & O R E
WEMES 7 LVT 7 v 7 ag| E i S0,

THVLY 7 A 240 mg OHEE 5%, 1 WA ZEICHERHAZE L T80mg #5352 LT, &
HICLH X O'FSH ME T L, ZRUCHENWTT A AT U ME T3 %, MiE DHT BEE, 7 A
F AT v L FRRITIR T T %,

THLY 7 AX, 7ARMAT R AEZNRESSL L (<0.5ng/mL) F TRhERAITHHI L,
MEFFT 2,

1 WA Z L OMERFFH R 80 mg BETIE, D7 &b 14EM, 97%DHEETT A b AT 1 % Il
L, MeFF L7, &G 1 FEZDOT A M AT 1 AEOHYEIL 0.087 ng/mL T - 7= (WA ALEIF 0.06
~0.15) N=167,
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% 1 tHEEREE R
RN 8 2 R R IEE R 2 i ak e R R 2 R RERBR 2 Ea L, T AL U 7 ZADFZME
M OVZEMEERE Uiz, 72 a7 Wi E N LB R R B 2 xR, Ja—7ull
VHEEERHE 7.5 mg O 1 7 ARF], HANEGEXRELT, THLVIZAD2OO 1 HALT Ay
Th DA HE 240 mg (40 mg/mL), HEFFH & 160 mg (40 mg/mL) N1 80 mg (20 mg/mL) |
T 2B IR VL RIEDORE 21T 572, 620 BIOBEITEERIZHID 1T b, 20955 504 m
(81%) MRBRZET Lic, 7 H LU 27 A 240/80 FETIX, 4161 (20%), Va—7 v LU BT
3241 (16%) ik L7z,

IR Z %5 Lz 610 Bl AT —
- 31% @ (RPN
* 29% : JRy AT HELT I
20% : #EFEME
= 7% : B OB EEZK CERWEE
- 13% : 1RYE H AU THOMELFART & 2 WIS B IE 2 320 L T2y, PSA 28 BS- L7

BEHEDOR—=2 T A NBIT D EEESITHEL Wiz, BESEOFEP LG 74 5 (1
PH47~98 i%) Tho7-, ARBROTHMIL, TH VLY 7 2D 12 7 A OEGWFIZ, 7 A K
AT Ry B LYV (0.5ng/mL) ETHHIL, MFFT6Z &8 L, RBEHETHEN
RO LT MEFFHETH H 80 mg BEZ BN L 7=,

EB LA (<0.5ng/mL) DERK
FIRMAGON [T/ T A M AT a2l L, AshtEe sz, £2 58,

® 2 VRAEREETRAMRTAUVENEZE LA (<0.5ng/mL) ITEL-EEDES

Time FH VLY 7 A 240/80 HE Va—7ualL ) jf
Day 1 52% 0%

Day 3 96% 0%

Day 7 99% 1%

Day 14 100% 18%

Day 28 100% 100%

TARARTA Y= DEE
Be 5% 2 WRILINICHLTE T A b AT 0 UAENR—RA T A U vb 15%LL B ER L2854, T A b
AT Y —URRBE LT EER L, THAVIZARETIE, TA AT —URRO LR
2holc, £72, Day3 T, 7 A FAT 0 AMEIEN—AT A U EFEET 94%K T L7z,
Va—7v L) U B OIZEAET, 7AMNART o —URRO LN, £72, Day3 T, ~—
ATANHT A RAT B AED 65% b5 Lic, ZOEITHFICAE TH -7 (P<0.001),
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Percantage changs

—'.ru.—- |

—— --+_.-----

Treaimani greus

Dugaraiis 2400460, BIOIE

BEBEINDR—XF4 om0 5 Day 28 I2HIFEHTAMATAVOEILE (M AE
B, thRfE)

Parcantage change in fesiesterana froam Day O fo 28

Tirms sincs firel doa= (daye]

2B

Lauprarin 7.5 =g

ARBRO FEREEA L, TV 7 AT 2a—T7 v L) UEREREO 1 FREEICBT 5,

TARAT O U MEEZEB L)L E T LI EBEEE L L,

BRI T v FaF o RE2HT2) a—7a L ) VLR LIZBEOT LY 7 ARED
EERAOA AR STV Ry,

EAREICE LR

Day 28 7°5 Day 364 £ TIHLIET A F A7 1 AEA 1[E 6 £EB L~ (<0.5ng/mL) % EEH 72
Mol B EER LT,

%3 Day 28 M5 Day 364 £ TMET A PR T A UENEZE LA (<0.5ng/mL) 4>
-RBEES8E
T VLU 7 A 240/80 B Va—7mlL U gt
N=207 N=201
KL= BEEK 202 194
B R AR 97.2% 96.4%
(EMEIX[E) * (93.5, 98.8%) (92.5, 98.2%)
" Kaplan Meier 12 & % i
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PSA Ei> DERK
ERRBBR T, BRSO R E SEZJE Lo 7om, TH LY 7 2% 12 7 A5, PSA
A P RABIX 95%IK T L, MR 22 ESHE/Nh R 0358 BTz,
PSAEDOHIAED N—A T A4 NIRD LBV 2572,
o T LU Z R 240/80 FflE 19.8 ng/mL  (PU4r{iZ#i[#:P25 9.4 ng/mL, P75 46.4 ng/mL)
o UVa—7ul BT 174ng/mL (W53 Ar&iPH:P25 8.4 ng/mL, P75 56.5 ng/mL)

2 BREBHAN—XF4 5 Day56 FTH PSAEDELE (MOGIEHE, FRAE)

Percantege change in PSA from Day O fo 56

25 -

Percentage changes

—7% -

=100 -
I T I Y I Y I Y T
o 14 ZB 42 56

Tirme aines firal doas (deys)

Traaimani giaus Dugarals 4660/ BOGI0 Leugrorain 7.5 =g

HERIZESE L7z Day 14 X Day 28 TOfHTIC L D &, ZOEITIHFNCHEE TH -T2
(P<0.001)
TIH VY 7 ADPSAEDR—ZT A 9D DEALRIT, $&5-1% 2 M T 64%, 1 7 H Tl 85%,

3 A®RIZIZ95%, 1MITHR 97%DIX TR AR bz, TV Y 7 ZAREKR N 2 —TF
LU U EET Day 56 75 Day 364 TOR—AT A UinbOBLRELI LIZE 25, AEZEITRD
bigino7z, FIRMAGON KN =—7'm L U U FEREHE O HLiGA B IZ W) C, TRBII 4, &
BN & S0 L 7=, MiREE B2, QT/QTc fEIR@AY 450 msec & 48 % 7= FBE 1T 2R DK 20%
Thole, N—=ATAUNLKTRFE TOZELEDOH LAEIX, FIRMAGON T 12.0 msec, Y = —
7 LU RET 16.7 msec Th o7,

FIRMAGON O 1 4E# 5 ICBWT, Hi7 H LU 7 AFURITEE O 10% TRD b,
FIRMAGON @ 1 fE[# 512 K D GINER DL BVEDR, FUREAIC L > TRELZZ T 5 Z LIFRS
T e, FURPEAICEIET 2 H MR NVZRMOT — X 135 5T,
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52 EMEhRE

R iR

CS21 ABRIZIBWNT, RINIMEREICT H LU 7 X 240 mg % 40 mg/mL OPRE TR &5 L=
%, AUCo-28 days 1% 635 (602~668) dayng/mL, Cmax (L 66.0 (61.0~71.0) ng/mL, tp., 340 (37~
) FEWTH o 1=, ) b7 7T, FIEHE TR 11~12 ng/mL, #EFFHEDOT ALY 7 A 80 mg
Z 20 mg/mL DO THE LIZBRIZIE, 11~16ng/mL Tho7=, TH LV 7 21T AHMEICHE L,
R O IR O P EIIPIE & TR 43 H, #ERFHE TR 28 HTh o7z, FEHINEWD
AL, B TFEGHOEFLICERSND T RANLOT ALY 7 AHAD TR TH D
Z LTk D, AAIOEWEREFHIEENT, TEHRIREICELZZ T 5, 2O X5 2AND, Cma
ENAFT AT T L IXRED EFIZHEVE T AN A B, FEEIEm+ 5, Lz
Mo T, RSN TWDIRELSNZENT 5 XETIER,

psKiil
PR i B APED M AFHITA 1 Likg TdH o 72, MR AFEERITH 0% TH 2 LHEES LD,

K

THVU 7 AL, HIER TR T RS, KEon7F K& L CEPICHERS R
5, K THRE#%OMmEEIZ, Egﬁﬁﬁ%% IR SN2 o7, Invitro BRERICIBWNT, FH LY
7 A%, B bk CYP450 ZOREE TIIWZ &R EIns,

et

EEERMEICB T, HEEIRE G EOK 20%~30%3 R TIPS 5 Z &5, K 70%~80%
I ZHFREE ﬁ%ﬁﬁbf%ﬁéﬂé&%z%ﬂé R B = i B M LS ek 3 2 HalER RN $E 5% (0.864
~494 ugkg) OTHVY 7 ZADI VT T AL, 35~50mL/hkg ThHoTe,

HAlG BB EM

BEEEETESE

EHEREIR N 12T D i ﬁ%i%ﬁéhfwﬁw THLY T ADEHEDK) 20%~
30%IIARZEAA L LTEIEE vt S5, FILERBRNSELNETF—F D7 7 —< a3 F %
T A AT RBNT, BE P EEOBERER TETICBTLT ALY 7 A0 VT T A
KI2%ETT 22 EDNRENT, LIeBn-> T, BEXIIPEFEEDOBHEIR TEETIL, RH5ED
FEIIHELE L 22y, mEREBER T EE 25 L LERBRIIER ST Rnes, HEICHE
F+nZ &,
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FriaEE TS

B ST HEEOREREIR T EE 2 RICT W VI 7 R & i b4 2 i il 4 Fh L 7=,
BEFERC N R & He, IPREREIR T s TR BN T 2 b IT A b e o 7o, BEEE ST
SFEEOITREEIR FEE IS LTE, REBEZRETT 208300, @mERTRAER T EHE 234
LRI S T isnWied, HEICEEGT5 2 L,

53 JEERERE

AR AR T, TALY 7 AOFKEIC X 0B CAEERA DN, T ORI
HIEANRK CTH Y, ZOERIZAHTH-T=,

MBI Z 331 D AT A BB T UL, RELEMRRED D TR SN D AR STz, &K
TN AT H B O IE R K O IR RIR TR B, & OMICITEEE ORI, ERi, HR
BT S, WRpE, RMWIRR, SEPESR, RPEEOHINNE O EMBOEE B b,

LM, KERG R, S aFEERER, SAFRMERBROIEFERABRICBNT, &
OB X FBEITEEO B o 72, Invitro &2 O invivo 3BRICEB VT, QT ZEE D Ikl
Y AWAYIRYY

FTHVY I 2% Ty NROWA~ETEL L2 Sic Xk 28k, fmarkkoeEiEraici
WTC, IggR#EIE A bR oTe, MAROT VLY 7 2AZBMICKR NS LeBRIC, ok
U 72 R TR 23 A S Tz,

6 R
6.1 BXAZH

PR EH

~ = h—/(E421)
BR

DR TS K

6.2 EEEER

fih 7 & DR A TR A Tl L TV RWT®), £ OMOERS LIRA L TIWIT 7220y,

6.3 {FEAHAMR
3 Al
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GHEE S

A%, 25°C T2 BRI OMBMLZALZENED R STV D, BTIEIC X 2 EMIERD ) X
7 A TE WS, RRELICEMTS 2L, bL, ELIHEHLRVES, lETo
W & AP D BHEL 725,

64 REFEAE

AANTRER 2 RP SR 220,
TG DORGFEHTEITE v a 635 B3RTH2 L,

6.5 RHBOMERUVARE
TRETFNRODILERETNIMOT ) o TFTOENEZAT T H T ARASA TV
InTn5a,

80 mg DM REAN 2 ZH T D34 TV 1K

BEESHAK6mL 25 H 3534 7/ 1K

HEHFE 1 AR (4.0mL KT4.2 mL 2 2 RO E 5mL)

INATNT XIS H—2 K

B FUESER 1 A (25G 0.5%25 mm)

A X

1 QD72 0 B ARBAN 131 T v, WEES K LA Tv, HRE LR, SATAT X7 52—
2 REOVES

3EEEHT- 0 3X (RRAN 1A T, WEEFHAK L AL TV, BHEE LR, A TLTH
75 =2 KRR OVER$)

VLT RTOEIEY A ARHIRI N TV D DT TR,

6.6 EREEAHE TOMORIFIFE

e T WYL S VA UN R e A VA A

ER G RRIIEEICPIES BV IITY 2 &,

FIARDT RIGEITIEE DB L2 T 5728, 1EOFEE TOREIIHEE LV, % ITR
FFE Y DI WEEFI 72 & 72 B 2R T iR 7 B 7e 0,

FE

o NATIIFERLEGEWLI &
BE L'y MOE, R TIESHORKREA S FEHAKNE N5,
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| RATNVAT BT H =Ry IS R—% WD, THETH—
Z PR S KD SA T v LKA DS A T AZEY £
By ANALITNITLREMLEBLT, 7T X —0BTEDFE
T,

2. BB Ry 7 O NR—% WD, EFEET X7 2 —IZE L
DO, BEFER KD SA T AR T 5,

3. WEERNHKONRAL TS FIZLT, EFAHK4.2mL
FIEHEICHRE RS, SESRAKOENBREIZEET L0,
HWTIEHLEEIREWMDE,

THETHE—=BERNREEN L, TERHKRNES T2 T
S 5,

4. BEE %2, BMRERIONRAL TAOT X2 =12\ LN 5k
O, BT 5, EHEAKERERBEONSAL TS, 1E
FHa 27 278 == E £, IR EW TR RSORLR O
BRI D DNRUVREBIZZA2 D E T, o< VY &S T %ET,
MR AL TV OWIHE LV EVLEIC S LTS EE, A
TN ESET T RERRSES, [ADHHRERCT=O,
NATIVIZIRGENE,

WRIHNZ /NSRRI ON TE THE LK 220, @F I3RS
TS DD, RIS EETLIZEnNb D,
5. A TN AEWESEICL, BEICES-FRHHK 40mL 21

’ftﬁﬁﬁ FHRICHRE D,

. _‘7 40 ml DIFERLABEREMBIE, NATLESDETZIEN
Il PBELEELH B,
|rr -".\.."'. .

6. NATNVAT ZTZ—IpbIEsEZ L, PRI FIEM S 2 110 5, EERS, Kidz 33
THLY BR<

= 7. BESOR G # > E A T EZRD BT 5, RS TN %
f{ ; 179, TDOEDITIT 45 ELZ TEILARWAE TEH ARSI LA
AN ns,
g4 Il_.
Sas) |
— ) h‘a 7.
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SR ARG SNIZGEE, TOWRIIEA LanZ &, FIEZFIEL, EHELR Oz 5
T L5 SR EmR LES),

HE

s YL R A RNV REEBSND AL OB g T 5 2 &,

A%, 25°C T 2 RO L PRI EMED R STV D, FHRGIEIC X 0 IEmH GO Y
27 A TERWGES, HRBRELIERTL2Z2L, b L, EBITMEAL2WES, HHE
T ORI & FRFITMEREFEOTEL 2D,

7 ERFTHEREIE
Ferring Pharmaceuticals A/S
Kay Fiskers Plads 11
DK-2300 Copenhagen S

Denmark
Tel: +45 88 33 88 34

8 HRERAES
EU/1/08/504/001
EU/1/08/504/003

9 EYOER/ZEAIDEHH
17/02/2009

10 XETH
{(DD/MM/YYYY}
[ 3 5 O FEAM 1 1% European Medicines ® 7 = 7% 1 F TRIE CTX 5,

Agency (EMEA) http://www.ema.europa.eu/.
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1 EERA
FIRMAGON 120 mg 5 A S5} ORI 135+ FH 7K

2 FIREROAIME

BENRATIVEITH LY 7 2 120mg ZHERIE S L CEAT S, %, ImLHZvT oLy
A2 40mg HEHT D, BIEAITEZ Va6l 28452 L,

3 R - K
Ty AR B & PR TS K
MARBA : Af~1ZE AL AR Po TR
Wik EFEWORIK

4 ERIRIEE
41  EE - MR

FIRMAGON [ L4 TVEAR /L E UARTEE TSRS O il B PE B (S S A 5 PR AR L€ v
Ftiz ey (GnRH) 72 # A= FTh D,

42 HRiE-RE

rREE

BIEILERS HMEFFFE—A 1 [5G

240 mg & 120 mg T O 2 WK FH&RET 5, | 80mg & 1 AN TGS 5,

VBl OHMERF e 518, PIRIHERGEEO 1 1 A%IZITY 2 &,

THV U 7 ADIRBEDRITEIRI) ST 2 — & L ifiE PSAECRIET 5 2 &, BERBRTIX, 4
[ B GZELNNTT A R AT v AERIEI S 4L, 3 BRI 96%, 1 7 H I 100%0 B3 75 1.
ET A MAT B U EERNFIES L~V (<0.5ng/mL) £ THHI L7z, #MEFBAREICL S 1EMO
BEWIHRETIX, 97%DEETT A AT v AliZ £ L~ (<0.5ng/mL) (ZHERF L7,

IEPAH T D EBZONIELAITIE, MIET A AT B AER 3T ifil s Tnd 2
CEMERTAH L, THLIY ZRIT A MAT R U —U kB EE &SRV, JHEIHICT
ARNAT A=V T T H7DICiT v R r U Al Z T 5 5B,
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BE5AHE

FIRMAGONII# G- BRI T 5 2 & RE L 5 HEE, 87 v a ve6x BT 52 &,
ETHRERAKITHD, HIRMICITEG LW &, BRRNERSIE, RBRE2ERL TuhRny:
D, HELEL 720N,

FIRMAGON VIZREHENC B T8¢ 57 %, fthod J T 5-AIRIRE, TG0 2 E ]IAIC AT 5 2 L,
B AT~V NE D S S D R O EITA Z R D 2 b

HAlGEEEA~NDEE

mlin T, TTHEREIR T B SUT BRI TS

i, BRSO EE OfTHRE, BRI TR I L C, BEEATET 2 LEIT R (B
7 a 522 M), mERITERE OB HRIN T EE 235 & LeBIT I S Tnnizd,
BEICEST 2L (B va 44 i),

FIRMAGON [F 207, RIS D 3720,

43 EE

ARFN D A5y SAFIRIE AN 53 2 W BUE D & 5 B3

44 ZBE-FRLDIE
R A DT — 4 13 1 RO RBIC S b0 TH 5.,

QT/QTc R~ DFEE

EMCh=27 v Ka 7 i WiREIIQTRHIMG 2 I K W 5 AlEEE2 & 5, FIRMAGON & U = —
7a LU CEREE (1 A RAD b U7 RGERBRIC T, DERRE A EE L7, WO
BNV T HHI20%D BE TQT/QTCEINE A 450 msecH B2 72, £7=, T ALV U 7 ARETIZ 1%, U 22—
Za L) URETIE 2% D BFE D 500 msecxE X T2 (B2 a3 U515 M), FIRMAGONZAE L7z
QTREIRRAS 450 msec A M2 722 L DHLEEK RIS —F « R« KUY OREFEREITY 27
77X —%HTHEF, QTHIROIER 25| & 2 J At & 2 A & JFH L T 5 B 2%t
Gl LERBRZER L TRy, LER->T, 20X 9 72HEETIE, FIRMAGOND U 27 &3
T4y hETSICBEL, HEHEEAHE T L (B2 v a L4SKTUY.85 ),

IR TEE

JFHEREIS THRE TRV O H L BEE MR L LT H L U 7 20 R GRBRIIIN L i
WV, B CImEOALTE R CASTIED EFIFEEO Bz, FHUsfEo BV L EfED EFS
FRAIEIRIFER O BTV, IasIR Y, FFBEREIR T B TRV D & 2 BHF X 2 iTiae
DE=Z Y T HHRET D, BE IR EEOFHERIR TR ZRIC, TV 7 2R
AR FEse 1 5-1% O3B ERBR 2 FEfi L7= (B2 >3 V528 M),
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13
B
g

EEEE
EE BRI T REE AR & LB S TnZanew, ERICKRET 2L,

ohk

S

g
BHERRIBEOWR, 77 4 7% —t, BERZRE ITMEZEOBEREN S 5 BE
Zxtg & Uik BRITSE M LTy,

Bt

-

BEEDEIL

THRIC LD &, BREM UL GnRH 7 T =& MZ X DIREEZ T T BT, BEEORD BHA
INTWD, REIMOT A N 27 v IfTE & EICEEE KT eErnds, 70700 7 A
OG- IR B 5 B OREIIIT > TR,

ifit 4% AE

BREE(T X GnRH 7 I = A MI X DIREEZ T - BHEICBW T, MO FABIZR I Ty
%o BEIRFORIED 2 WIXEAL 25| SR TR H D, LIER-T, 7 Ka b o lllRE
BT LR, BERPREIRE OIRERE LD bMBEEOE =2 Y VR BT O LER D D,
A VAN AMERT N a—AMEICKT DT VY 7 AOFEBIZBET D MEHIIT > TV,

45 HMOEEREOHEEERLEVICZEOMDEBEER

SR EAEIC BT 2 EHIAT > Ty,

TV Ra g EEREEIIQTCMIR A LR T D ATt H 2 DT, 7 7 XA (BlxiX, F=T v,
VIETIR) R TARN BzE, TIAFey, YExa—), R7=2F VR, £ TFVUK)
RERIBIREE, A Y Ry, 37U R, %7 o320 ROPUHEME RS QTcME %2 it
THZENALNTVDLHEAIH DL WL MV — R« R« R 7Y &5 &3 RMREMED & 5 FKA
AT 2B, EERSBIET L2 L (87 v a 442 H),

THLY 7 AX, & b CYP4S0 RO RE Tlde<, £72, 5% invitro 3 ERIZH VT, CYP1A2,
CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2EI KT} CYP3A4/5 D% LW iHE K OFHLHE/EM I1X
ROLNTWVRY, LEBRoT, ZTNHDOT A VWA LB L 7= RIS EE 22 3K AR BAE
HiZZanetEZ N5,

46 PFREMMEIATOLE~ADEE
FIRMAGON [ E 2P R D R FED 720,
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47 HBHIPEELREPHEBIRERANEZSEE

T VY 7 AN A B ELEERRE ORI ERE~ G- 2 2 B OV T, MEE{To Ty, L
LRI G, IRt EVFHEORWEITEN TH Y, HEFEIRGECHEM R IS B 2
FAFSAREMEDS 8 %

48 EIEMA

5 LAREER (N=409) (2B W C, TH LU 7 ZOEGEHFFICR S RO LT gIERIZT
A NAT R AEEWHIT S Z LIC K BAEBERICE 2 bONKBEL, 1ETY, KEEN (Zh
FH BB G E2 2T T2BEFED 25% & 1% THE SANTND) H D5 WITEHNBARICTH H, —ifH
PEDFEIRE, FEAK VA 7T o PRIRBIT R G BB CORBADRRE SN TWD (FLER
3%, 2%, &OM1%),

HEHREALEON & LTI b 2 < RO NTRIERNT, AR, s cho, The
NBED 28%, 17% THE SN TS, 72, TN LV DRVHEETIE, HEHETAER (6%),
FESEALAERS (4%) M OVESHTALASET 3%) DALz, ZALIFEICYIEIHETRELLZ, —
77, 80 mg OHERFHETO 100 B 5-&7- D OFBIFIZ, EREAENE Tl 3, HESEAALEE, 1
SHBOZRERR, JESHBALRSHET, SRS X 1 R CThoTo, TNHOERWERIE, 1ZEAEN—
WP CREFRENOHFEETHY, FILICESTC DX 1%RHTH o7,

TR T EIVERH O IE very common (10%24 1), common (1%LL_E 10%A4i#), uncommon

(0.1%2A | 1%AK0) & EFRT D,

ENENOHET, BHERITEEEOEND DI HRT,
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x® 4 1781 Bl 1259 BITEO o -BEIERDEE (5B 1| R UE |1l $H5KER)
SRR RIS Very common Common Uncommon
Hokzs (10%LL ) (1%L | 10%A355) (0.1%LL 1= 1%#5)
MR N v RREE & If*
Sys R YR IEUE
PR OB R E IR N e MR RS RSP, Mrp = 1R
T —/VHEN, (RERD,
BAGER, Ao A
fEZE4k,
FthlEsE ARHRAE 5%, U B R—jEk*
PRRREE EEMED VY, FER FEHAOBERERE BB
TR REE P
Y 7l FEENR (LEEZ 5 Te),
hiE, QTIERE* (/v =
4.4 U455 )
A8 B IFCh* e, SRR R I
b (K % &)
W, BT M OVERR e IR ] e
B IR T, B R, WEM:, I, MEEAR
PR, 0PN
JNBH R BEE Froo27IF—FLE | vUrELHN, 7oAk
s AT 72—
B2 I T OVEE T HAL AR 75 ZIHE (BIFE &) *, | W2, BOWE/NEH, MR
K95 fE, & O FERE, ALBE
0 H 7 R fe OVt £ FRL Rk B B B I S OVAS Rk BALRRIE B E, BIHI
& I, WK, FhsHE, B
5 U e/ D 5 A
B R OVGR I i SRR, PRIEGNIE, HEPR IR #E,
RIFSEIR, TERgReREE, IR
gk
A THER N OFLE VAL, RGN, | FEIE, BN, BN,
PR 4* Phas R, SRR
HEEE RO G R | RS EES AR BB Y, A | BEUEL, RRETRE

Bl
15

T PR

*F2ZRNATRCEIRIT S EICK O RRT L ENAONTWDHES

[F—DBFITRBVT, FEEWELF P ERBAE, ORFFEZER O D o MDA RITAK] & o B M)
bOAEFEGLLTHEINL TN D,

FRR R E(E D Z B

5 LAHRRER (N=409) (IZFBW T, 1 FEORGHIFTIZERO DN R REEOLEIT, 701
Y27 2L GnRH 7 A=A (Va—7m LU CEiE) & CIERRREOFHHNTH 72, T T
VAT I —E (ALT, AST KO'GGT) OBAEREE (G3*ULN) 1%, THL IV 7 RAEY 2—F
o L) CEERHE CIRBRER R SR EFEZ R L TV BE D 2%~6% Tlh bz, MR-
BEOFTRHIBAERMETIL, ~~ 27U > b (2037), ~E7RrbEy (K115¢L) THY, £h
IR GRS IEFE 2 /8 LIZBE O 40%, 13%~15% Tied Hilz, BINEMECT v K e
7 IEETRRIED E OREE 2 D O MR PRI A OAR T8 4 KIE L7z DI 6 Tideuy,
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BV 7L (>58mmol/L), 7 L7 F = (>177 umol/L), BUN (>10.7 mmol/L) DA I,
THUL U7 ARETIEIZENEI 6%, 2%, 15%, U a—78a L UBETIEZENZ 3%, 2%, 14%0D
BEIRO LT,

DERAEBBOEL
5 NLAERRER (N=409) 1CHBWT, 1EROKRGHIFMICRO b O0EXNEENL, T LY 7
ALHELE L THW/EZGnRH 7 S =A k (U a—7v L UFEEE) CIIRBECH-T-, 7
ALY 7 ARER RN 2 —T7 v LU UREZ I U728 AHRER T, 74 L U 7 ZFEX 409 49 3 4
(<1%), Va—78m LU BT 201 Bl 4 6] 2%) T, QTcF>500 msec TH o7z, N—RA T A
H&TREE TO QTcF Z L&D RAEIL, TH LU 7 AT 12.0 msec, JV=—7m LU VT

16.7 msec ToH o7,

49 BEKRS

THAVY 7 ZAOWMER G L 2B R LRIV, BEREEZTo725613, &
FHaBEL, LELHE SN DG EIIHERELZITO 2 L,

5 EBEZHREM

5.1 E-alel: gk ok

SEWNRIERE © Z OO AR NE A K OBE T 5384, ATC =— K : L02BX02

THVLY 7 A, ERE MR AR VE A LVES (GnRH) 70 # A=A M Th D, T
(RO GnRH ZFE & BEAIIRHRICHAT 2 2 &icky, I F R bhe vy, EiRFLES (LH)
R QPR /€ (FSH) OB ZIMHIL, FENSOT A SR T v Uiz i+ 5,
SEBREIL T R A L TEWES R R, T Ka s v ERET S Z L TIRIENREYT
LHZENMLNTVWD, GnRH 7 F=A M T8 /e Y, GnRH 7> % I=X M, 1HHEHIC
Y=, ZHICHRN TR I ST A MATa U —, JEEEMN T 2 R O R fﬁ%&o
TVTT T ERGIERI &R0,

THLVY 7 2240 mg OHEE 5%, 1 WA ZEICHERHAZE L T80mg #5352 4T, &
I LH L OVFSH 2MEF L, ZAUTHENTT A M AT o U MU N3 %, IfiE DHT B, 74
F AT v L FERRITIR T T 5,

THLY 7 AX, TARMAT R AEZNERES L~V (<0.5ng/mL) F TRIERAITHHIL,
HMEFFT 2,

1 WA Z L OMEFF & 80 mg #ETIX, D7 &b 1M, 97%DEETT A M AT 1 E % #iil
L, HEFF L7, &5 1 FE%OT A 2T 1 EOFJEIL 0.087 ng/mL T - 7= (MUAL#EFE 0.06
~0.15) N=167,
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% 1 tHEEREE R
RN 8 2 R R IEE R 2 i ak e R R 2 R RERBR 2 Ea L, T AL U 7 ZADFZME
M OVZEMEERE Uiz, 72 a7 Wi E N LB R R B 2 xR, Ja—7ull
VHEEERHE 7.5 mg O 1 7 ARF], HANEGEXRELT, THLVIZAD2OO 1 HALT Ay
Th DA HE 240 mg (40 mg/mL), HEFFH & 160 mg (40 mg/mL) N1 80 mg (20 mg/mL) |
T 2B IR VL RIEDORE 21T 572, 620 BIOBEITEERIZHID 1T b, 20955 504 m
(81%) MRBRZET Lic, 7 H LU 27 A 240/80 FETIX, 4161 (20%), Va—7 v LU BT
3241 (16%) ik L7z,

IR Z %5 Lz 610 Bl AT —
- 31% @ (RPN
* 29% : JRy AT HELT I
20% : #EFEME
= 7% : B OB EEZK CERWEE
- 13% : 1RYE H AU THOMELFART & 2 WIS B IE 2 320 L T2y, PSA 28 BS- L7

BEHEDOR—=2 T A NBIT D EEESITHEL Wiz, BESEOFEP LG 74 5 (1
PH47~98 i%) Tho7-, ARBROTHMIL, TH VLY 7 2D 12 7 A OEGWFIZ, 7 A K
AT Ry B LYV (0.5ng/mL) ETHHIL, MFFT6Z &8 L, RBEHETHEN
RO LT MEFFHETH H 80 mg BEZ BN L 7=,

EB LA (<0.5ng/mL) DERK
FIRMAGON [T/ T A M AT a2l L, AshtEe sz, £2 58,

®2 VRAEREETRAMRTAUVENEZE LA (<0.5ng/mL) ITELF-EEDES

Time FH VLY 7 A 240/80 HE Va—7ualL ) jf
Day 1 52% 0%

Day 3 96% 0%

Day 7 99% 1%

Day 14 100% 18%

Day 28 100% 100%

TARATAO VY=V DEE
54 2 BREILINICHTE T A F AT 0 AENR—Z T A U vb 15%LL E ER LS4, A+
AT Y —UPRBLTEEER L, THAVIZARETIE, 7A AT —URRO L
Rholc, £72, Day3 T, 7 A FAT O AMEIEN—AT A U EFEET 94%IK T L7z,
Va—7v L) U B OIZEAET, 7AMNART o —URRO LN, £72, Day3 T, ~—
ATGAVINDT A NAT B AR 65% A Lic, ZOEITHFIICARE TH -7 (P<0.001),
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125
106 -

75

50 };
Fr
I e
o 4 }
41 -
1
—2% - "

50 |

Percantage changs

—'.ru.—- |

—— --+_.-----

Treaimani greus

Dugaraiis 2400460, BIOIE

BERMOA—RS54Uh5 Day28 [2H51HBFR FRTFOUEDELE (U
B, hifE)

Parcantage change in fesiesterana froam Day O fo 28

Tirms sincs firel doa= (daye]

2B

Lauprarin 7.5 =g

ARBRO FEREEA L, TV 7 AT 2a—T7 v L) UEREREO 1 FREEICBT 5,

TARAT O U MEEZEB L)L THIHI LZEIA L LT,

BRI T v FaF o RE2HT2) a—7a L ) VLR LIZBEOT LY 7 ARED
EERAOA AR STV Ry,

EAREICE LR

Day 28 7°5 Day 364 £ TIHLIET A F A7 1 AEA 1[E 6 £EB L~ (<0.5ng/mL) % EEH 72
Mol B EER LT,

x5 Day 28 M5 Day 364 £ TMET A PR T A UENEZE LA (<0.5ng/mL) 4>
- BB
T AV Y 7 A 240/80 B Va—"nraLl gt
N=207 N=201
Ry L= BEHK 202 194
BB R 97.2% 96.4%
(EMEIX[E) * (93.5, 98.8%) (92.5, 98.2%)
" Kaplan Meier 12 & % i
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PSA Ei> DERK
ERRBBR T, BRSO R E SEZJE Lo 7om, TH LY 7 2% 12 7 A5, PSA
A P RABIX 95%IK T L, MR 22 ESHE/Nh R 0358 BTz,
PSAEDOHIAED N—A T A4 NIRD LBV 2572,
o T LU Z R 240/80 FflE 19.8 ng/mL  (PU4r{iZ#i[#:P25 9.4 ng/mL, P75 46.4 ng/mL)
o UVa—7ul BT 174ng/mL (W53 Ar&iPH:P25 8.4 ng/mL, P75 56.5 ng/mL)

2 BREBHAN—XF4 5 Day56 FTH PSAEDELE (MOGIEHE, FRAE)

Percantege change in PSA from Day O fo 56

25 -

Percentage changes

—7% -

=100 -
I T I Y I Y I Y T
o 14 ZB 42 56

Tirme aines firal doas (deys)

Traaimani giaus Dugarals 4660/ BOGI0 Leugrorain 7.5 =g

HERIZESE L7z Day 14 X Day 28 TOfHTIC L D &, ZOEITIHFNCHEE TH -T2
(P<0.001)
TIH VY 7 ADPSAEDR—ZT A 9D DEALRIT, $&5-1% 2 M T 64%, 1 7 H Tl 85%,
3 A®RIZIZ95%, 1MITHR 97%DIX TR AR bz, TV Y 7 ZAREKR N 2 —TF
LU U EET Day 56 75 Day 364 TOR—AT A UinbOBLRELI LIZE 25, AEZEITRD
bigino7z, FIRMAGON KN =—7'm L U U FEREHE O HLiGA B IZ W) C, TRBII 4, &
BN & S0 L 7=, MiREE B2, QT/QTc fEIR@AY 450 msec & 48 % 7= FBE 1T 2R DK 20%
Thole, N—=ATAUNLKTRFE TOZELEDOH LAEIX, FIRMAGON T 12.0 msec, Y = —
7 LU RET 16.7 msec Th o7,
FIRMAGON O 1 4E# 5 ICBWT, Hi7 H LU 7 AFURITEE O 10% TRD b,
FIRMAGON @ 1 4F[# 50 X 2 G 9ME R L MR PUATEAEIZ L > TRBEZZIT 5 Z LIIRE
T e, FURPEAICEIET 2 H MR NVZRMOT — X 135 5T,
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52 EYERE

R iR

CS21 ABRIZIBWNT, RINIMEREICT H LU 7 X 240 mg % 40 mg/mL OPRE TR &5 L=
B%, AUCo-28 days I% 635 (602~668) day * ng/mL, Cmax % 66.0 (61.0~71.0) ng/mL, ty. (%40 (37
~42) Wl CTh o=, b7 7L, PIEHETIEN 11~12ngmL, #HFEHEOT LY 7 R
80 mg % 20 mg/mL ORE TG L7=FRITIE, 11~16ng/mL ThHo7-, 7 H L U 7 AT FMEICIH
KL, HBEARMOWEINEIOFIREIZPEHE T 43 B, MHEHE TR 28 HTho7o, FEH
MEWHEIIL, K TIRGZOFEHNBIICIERESND T ANOOT VY 7 AR s TR )
ThdILIZE D, AR OIEYENREFRIZENY, FHRREICEELZ TS, 2089 Z2EH)
5, Cmax ENXA AT ANATEY T A IFRED EFIZEVME T 234 By, R HEm
Do LIEDoT, #REIN TV DIRELSNZEHT 5 XE TERW,

kil
PR i B APED M AFHITA 1 Likg TdH o 72, MR AFEERITH 0% TH 2 LHEES LD,

K

THVU 7 AL, HIER TR T RS, KEon7F K& L CEPICHERS R
5, K THRE#%OMmEEIZ, Egﬁﬁﬁ%% IR SN2 o7, Invitro BRERICIBWNT, FH LY
7 A%, B bk CYP450 ZOREE TIIWZ &R EIns,

et

EEERMEICB T, HEEIRE G EOK 20%~30%3 R TIPS 5 Z &5, K 70%~80%
IIHFIE R 2R L CHEH SN D EB 2 b b, EEmEEBIEIC KT 2 HEFHIRIN L 5% (0.864
~494 ugkg) OTHVY 7 ZADI VT T AL, 35~50mL/hkg ThHoTe,

HAlG BB EM

BEEEETESE

EHEREIR N 12T D i ﬁ%i%ﬁéhfwﬁw THLY T ADEHEDK) 20%~
30%IIARZEAA L LTEIEE vt S5, FILERBRNSELNETF—F D7 7 —< a3 F %
T A AT RBNT, BE P EEOBERER TETICBTLT ALY 7 A0 VT T A
KI2%ETT 22 EDNRENT, LIeBn-> T, BEXIIPEFEEDOBHEIR TEETIL, RH5ED
FEIIHELE L 22y, mEREBER T EE 25 L LERBRIIER ST Rnes, HEICHE
F+nZ &,
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FriaEE TS

B ST HEEOREREIR T EE 2 RICT W VI 7 R & i b4 2 i il 4 Fh L 7=,
BEFERC N R & He, IPREREIR T s TR BN T 2 b IT A b e o 7o, BEEE ST
SFEEOITREEIR FEE IS LTE, REBEZRETT 208300, @mERTRAER T EHE 234
LRI S T isnWied, HEICEEGT5 2 L,

5.3 JEERIRE 1%

AR AR T, TALY 7 AOFKEIC X 0B CAEERA DN, T ORI
HIEANRK CTH Y, ZOERIZAHTH-T=,

MBI Z 331 D AT A BB T UL, RELEMRRED D TR SN D AR STz, &K
TN AT H B O IE R K O IR RIR TR B, & OMICITEEE ORI, ERi, HR
BT S, WRpE, RMWIRR, SEPESR, RPEEOHINNE O EMBOEE B b,

LM, KERG R, S aFEERER, SAFRMERBROIEFERABRICBNT, &
OB X FBEITEEO B o 72, Invitro &2 O invivo 3BRICEB VT, QT ZEE D Ikl
Y AWAYIRYY

THVY I 2% Ty MOV A~ETEL L2 ALk 58, Ak oeEiEraiick
WTC, IggR#EIE A bR oTe, MAROT VLY 7 2AZBMICKR NS LeBRIC, ok
U 72 R TR 23 A S Tz,

6 R
6.1 R Az A

PR EH

~ = h—/(E421)
BR

DR TS K

6.2 REER

fih 7 & DR A TR A Tl L TV RWT®), £ OMOERS LIRA L TIWIT 7220y,

6.3 EREAR
3 Al
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FEELEE S

AR, 25°C T2 KR OWELFAR L EMEN R STV 5, HRGIEIC X 2 WEwIEG D ) %
7 HRBRANTERWES, RRZEELIEMNT228, b L, EBIEHLRWEGS, HETo
HTBH & AT RE OBIEL 2 5,

6.4 REAE
AFNTFERN 22 AT AT L2\ R ORIF T ETE S v 2 V6325 T 5 2 &,

6.5 BROMERVAR
TuETIFNEOILZETNVIMOT ) v T A TOEMNEDOEA T 1T T ARASA T IVRE
ffainiTunsg,

120 mg Oy REHFN 25 H1 T 554 T 2 K

WEES K 6 mL 2 &A% /34 7L 2 K

BHHR 2K (3.0mL 2 1 AOFRAFE SmL)

INATNT X T B —4 K

B FVESEE 2 A (25 G 0.5%25 mm)

6.6 EEAHE TOMOREIE

WS 2 BRO KRR 2R AL BT L EE 7R,

R TGE  RBIIEEICFIEE B 01275 2 &,

TIWIROT RIGHUTIRE DR ELZZ T D720, 1 ZNOREORGITHELE L2, G I3
PV BRI FIR R L R DRI TR B,

e o — -8
E
LT -

o NATLEFRLGEWNI &

WEE2 Ty ML, ETERAOMARRA L ERAKRE END,
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S EERIRKRE

| RATNVAT BT H =Ry IS R—% WD, THETH—
Z PR S KD SA T v LKA DS A T AZEY £
Lo AL INIALA Ny RX—RBMLEBLT, TH4TZ—N
1 E 5 F THT,

2. BB Ry 7 O NR—% WD, EFEET X7 2 —IZE L
DO, BEFER KD SA T AR T 5,

3. WEEHAKD AL T A IFIZLT, EFAKIOmML
ZUEHEICHREID, EFTRAKOENBBEICEET 510,
HWIEELEEREMS &,

TETE=INOIERE RS L, ERKDE S TS TV
WIS D,

4. BEE %2, BMRERIONRAL TAOT X2 =12\ LN 5k
O, BT 5, EHEAKERERBEONSAL TS, 1E
FHa 27 278 == E £, IR EW TR RSORLR O
BRI D DNRUVREBIZZA2 D E T, o< VY &S T %ET,
MR AL TV OWIHE LV EVLEIC S LTS EE, A
TN ESMET T RERRESES, KA ER =0,
NATIIFIERSL N &,

WRIHNZ /NSRRI ON TE THE LK 220, @F I3RS
TS DD, RIS EETLIZEnNb D,
SAATINEWEIFICL, FEHIZCROEFTFEHK 3.0mL 27

’f:ﬁﬁﬁ I E RS,
_H”f+——4nm DTERGEBEREMOC L, NATILESVET DI A
Il DELFELHD.
|rr I \.."'. .
6. SATNMT F 75— OISR AL, WEE TN EZ R 1 5, EEES, Qaz T
THY B <
7. MO A S E AR TR E RS B 5, BRI T %

179, TDOTHITIL 45 Bz RIS RN THZR A LA

,___; \ T
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SR ARG SNIZGEE, TOWRIIEA LanZ &, FIEZFIEL, EHELR Oz 5
T L5 SR EmR LES),

HE

AUV R A M REEE SN AN OB 2T 5 2 &

% FRE%, 25°C T2 BEMOMBMEZR L EMEIN R STV 5, FHRLGIEIC K AEMIE RO fE
Mz CcE VWS, ARBREDICHERT 2L, b L, BELICHERLRWES, FHE
TORPEIM & KMIERBEOETL L2 5,

7 HRIFEHERAEIE

Ferring Pharmaceuticals A/S
Kay Fiskers Plads 11
DK-2300 Copenhagen S
Denmark

Tel: +45 88 33 88 34

8 HRERAES
EU/1/08/504/002

9 HYOEE/RADEHA
17/02/2009

10 =ETH
{DDMM/YYYY)
[ 3 5 O 51 1% European Medicines 7 = 7% F TRE CTX %,

Agency (EMEA) http://www.ema.europa.eu/.
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TH VY 7 AR

1.7 RERES&E—E
FIRH 9 2 3H R CBEEN THEH S T 2 [RREFRZ M 23 1.7- 1R,
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1.7

RERSE—ER
#&1.7-1 BFEEER
— %1 4 B FHUY 7 AR Ua—78 L) SR R INT (3135
Ua—7Y YR 1.88
N ® s Y a—7Y VYR 375
WoE 4 ;:{;;ﬁiggﬁxﬁ Y a7 U SR IR o 188 S5 236 mg T
7 J Ya—7 ) VAR b 375
[% 4
&t 4 T AT T A4 B IR LA T A TR At
Ua—7Y S 1.88
R M SR LS SE 199447 H 1 H
B N 1996 4510 4 9 A
T N BE 1999453 H 4 H
Uo—7Y i 3.75
AT R 199247 H 31
- TEPNIBE, TARIE SR R
=1
ARAERR 19947 5 1 B 199146 H 28 H
TEFIE, PRI 1996 4510 A 9 A
Va—7U U EHH* > b 1.88
FEREE, AR 199943 H4 R
Va—7Y ERHAF Y k375
TENBE, TEMME PARATILEE,
AT 1996 410 A 11 A
HHEASAR
S 1908 47 A 2 Rl | AR
- . ’ AT 1991 46 A 28 A~
TEPNIE, TR IR ) A 1997 £ 6 1 27
FREAE A A 1998426 ]330 I T | i) e 1994 451 A 19 FH ~
FHAEA B TEIE, PRRATELE LS
. 1998 45 1 7 18 H
2000 4£ 10 A 8 B T | ..
=3 FaHiAE A A
FaHiAE A A N
By i
# ol X 5y ISR, A7 A E SR, ISR, AT A E SR
R o e . 8 . L
fl 5 i & X 0 N H@J\m R ﬂ&j ‘ Q'“ o @“’"ﬁﬁ e, %ﬁﬁ \\_JYZ\H—::;\H’%;EM(f;(n‘m(‘:r!;w;:’T:—\N—‘(:;iVH—iEUE—NH\H—E—W‘
@ ~ Ao \,‘; G
AFNTAGCOREII T, ARG | AFIXA GO RO ZRENAIcHY, Tig I
LTINS B T AT 5. DA TR EF Y P ERD B, A TR e
R AL TV Va—71Y Va—71Y
KA % F AR 7 A L iR L7 SR 188 | R 3.75 BEBEOMERD
ARG R (AT (AT ” [E T
iggﬁfgf’%i‘ PR OB REOFy | SR Hl¥ (40 12 mm, 1
BT TH5, D) D) 549 0,018 )
VR | e | HADER B N Ya—7 N .
30 R YR o JEHH Eg =) I 1.88 mg 3.75 mg oy - i :?VU<3‘6mg
" e (S LY ERRE
A (1 frfn) 2L 38me)
Sy A - cme
VB "k | 20mg/ | 4.3~ | U == R SLiE Y Y 3 — Lkt
o || TR | VP an | e | ss | ] ey, |WOSES | 16.88me | 33.75 me s BAK (1)
A . H & 80ng X & & (3:1) 3.3 mg 6.6 mg
D—~>2
Sy R Sl i :
At B | 4ong/ | 4.3~ B, A TIVEIITIRBE 1 ol SR S
e 3.0mL |, - 1 N . SR o T e %
TR A nL | 5.3 NTHEY, v MMTHAREAG &R (%
120mg S BRI 1 nl) B—KEleoTnb, REHK
- prmp— 1 mb (i, EERAKEOEMH & LT D—~v
THHG T 5% )
R B | A b % k) A
5mg, RYYAL_X—K80 1 mgaafT5b,
AFN DA OWREBME 1 ml THEIB S he s
&, pHi%6.0~7.5, BB (ERAERKRIC
*4AH) I THD,




%

&

- B R

ST

Y=y
SESTAFY b
1.88

DEE
FHAEY b
3.75

Ya—T)>
SE5TFA1.88

Ya—T)>
SE5TFS.T5

TEHNBYE | FENBE | TENBYE | 75 NBYE

WA, T
NEZi , M B
OV I % %
S =
MElZH 5
7 BB AZ O i
N QONTRN
Dk E

W% A%, T
RS, e e | MRS , M K
OV I % 2 | OV I, 55
D FEM| D T E
MElzs 5 (EICET D
75 I K% D i | 75 W K% D i
N B O AR [/ B OVE 1R
DE DE

HWE AR, B AR, T
N, M B
OV I % %
a1
MElZHT 5
7 BB AZ O i
7 B OV R
D E

PHRE Rl PLAE PHRE AT PLAE

RITST I RITST I

oA 1A
7 5

oA 1A
7 5

RIS
PHTE ATFLIA

Mk - A&

WE. RAETH LY 7 RE LT,
AEX240mg % 1 7 T dH 72 0 120mg 3>
2 T R TG 5, 28 H PARE
X, gIER SRR LY THLY S
AL LC80mgaMERF R L L, EHSL
HETCE FHe5- L, 48 HHERE 5 %
[ R a o
WEES 1T 720 . AHKI1120mg S
A T AT B AR SR 5 S
K3, OmLZ& FEA U VA fiE % s
RT3, OnL % fZ 459
%, (3.OmLCIEfE+25Z L
2LV, 40mg/mLE 725, )
2 [a1 B LARE  AH] 80mg /A T LIZ BA
SR ES K 4. 20l &
HEA L, BR%GESHIC
4.0mL EFETFELHT S,
(4.2ml TUEfETDZ &
I2EY . 20mg/ml 72 %,)

OFERNREDES
@, AT A 1B 2a—F L) v
FERRME & LT 3.75 mg L FIcHE9 5, /-
72U, IRED 50 kg RifiDHBAE TIL 1. 88 mg
EEGTHZENTE D, B, PIEHESIE
HRREM 1~5 A HIZATS.
OFEHEDNEZE
@, RACIT A 1B 2a—F L) v
WERRME & LT 1.88 mg & FIcH G945, /-
7L, MEOEWES, FEERSREEDR
FHTIL3.75 mg 85T 5, ek, PlEEL
IEH RRJEH 1~5 A BIZAT 9.
OrIiZiRE, FEHEENSES
@, AT A 1B 2a—F L) v
BEfEtE & LT 3. 75 mg 2 FICH&E5T 5,
OFHRMEBREHEREDHE
SEE, 4 1EY 2a—T e LY R &
LT 30 pg/kg L FICEET 5, ek, JE
PRIIETT180 pg/kg ETHETE S,
PN T OEHAZEER L TIE, 13 T %7
D, RO 1 nL THEN TRV DI
FEELRRL, HEmL TS,
X v MO GICEE LTI, HHEtE Bl LT
TV —my REMLT, MBHikEEL
MARIBICBE S, a2 TARAVE S ICEE LA
No, HrIEE L THND,
Xy MG ROFH B A ARER D, 1
Bl RGN LBERBEICOMENT S
Z&,

W, AR 1 E (Frr) e
L LT3.6 mg&A) ZAMMEHIC 43 (28
H) Z&iC1REIE &GS 5,

Ak

N

ARFN D Rkt U BUE o BEFE I O &
Y e

(1) AFIOpSy %A LH-RH, LH-RH

PRI LT, SBOEOBE LR D

5B

T SURATENR LT B FTREMED & %

B, mhoRE (s, E,

BT E~OEE | DESHR)

(3) BWTDOIIRNSEFE MR O B
[EMARBO TN B 5, ]

TEBYE
FEHGE |
FREEAR
HIREDRE

a

AFNORS XE AL LH-RH, LH-RH
I LT, BT OB ERED
D HRE

A SUTAER L TV B ATREMED 8 5
B, mhosE (e, ER,
TR A~OEL | DIHSR)

BA % Bl 7L B
DHE @

AF| DSy X iE A LH-RH, LH-RH
PR LT, EEOBEED &
oHH

RISLARAE
DHE

10 B SOTAEIR LT 2 aTREE O &
SN (Mihw, PEM, I~
D5 DEHZR)

2. FAF oA (ThEig, PER, =3

TEASORG ] OHB )

3. AFIDRESy X% LH-RH /EBIER I %) L

WHEUEDMALE D & 2 B




R EoEE

Rk - ARICEETAHEALOEE
AT G B GRS RS
VB 7, PR T D 2
P& o B 5RFIE 120mg /S T L 2 A
12 [a] 3 LU O 4% 51513 80mg /31 7L 1
IREMET A2 &, (A EoEE)
[ OIEBR)

1EERE (ROBHFICITEECHRS
FT5IL)
RVELPEMIR BT Z DR D & %
B (VMR B S J8 B S g
FTHAREMER DD, ( THERRRIE
M1 oEBR) ]

2L EEREARMEERE
AHNINWIRIERITH D . B AT
KB IR DN T4 7
i BB A FFOEMO b & T, AH
\Z K AIBFEDS Y] &l S5 B
IZOWCTORERT L &,

3. ElEA
[EINERARTABR O 22 P ERTARE B4k 273
e BRI S & B TR %
BIFEMHI 2280 (83.5%) TV . e
b OISR (34.4%) | &
EROCAERS (33.7%) | VEGHEHNLRLEE
(32.2%) . 1EFTY (27.8%) . fARHEHY
no(15.4%) | FEEA (11 7%) . EHRS
PrfERR (11.0%) | mafuE (7.0%) .
SRR EYE (5.1%) Tholz,

(1) EXLEIEA

1) FAEMERRE (0.7%) - MIEM:
fikndH bbb ZLnbbrD
T, BEE ATV, BES
FRUoYaY gl e tal €y ao e Sl 1
L. @@ s2175 2 &,

2) FFHEEEREE (0.4%) :ALT (GPT) .
AST (GOT) | v -GTPHiIN7z &
DO REREER S B b b 2
LR HDT, BEE I
T, BENBED NG E
[N R S | DI 35 Py ]
EEITHZ L,

3) MEFRIFIEE (0.4%) : HEIRIFIHY
ERbLDLRDZERHDHD
T, BEE ST, BE
MO LT E T b %
kL, U7 ALE E1TH 2
L,

4) DFRE BEERHT ) LR
ENRHLDLNDHZENRHHD
T, BEE ST, BE
MNRO LA ITIE, &
Z k4% e SO A L %
152¢&,

5) DAREEMRE (USRI ) OH
THZE, MMAEZE, FRIARAE, FiliZE
MIESE D MARTERED B> & odL
LT ENHDHOT, BEEHIC
170, DGR bHAIC
I, AR 7 ST
BHEATHZ &

(2) EXLEMER (FEX)
TFI245F%— . 7F747%
—EOBIER R D DD Z &
Nbd, EELITHDICBEL, B
WFRD BT H AT T B 7 Al

(Rhae - MRICEES SEALDEE)

FEHE
DHE

AANC & 2 S A3 5 IRF ISR
TERETIZARWZ LICHEL, Fiis
BIGE L DBEDFHETOREREE
BRI OREREZE LTOEA
FRAIE T DL, ks, FIEw, M
JRICKT D RIE, BEAWNTIERR YD
BRARNDT, FORTIEE Y 72 6HiE T
WEEETDH L,

PARERTEL
BOES

AFNDOERBIRIC 7= > T, FHIE L
TANE L REDFEBLOA 12 iR
U, AVE SARH RN &Il S s
A IAR A L2anZ &,

(Ri% - ARICEEY 3EALOIE)
2R R ILE
AHNT 4 BREFROFRBAERFITHY, 4

BEBASMBTRE T 5 & THRE—MER
FRREAEIC L0 PERA VE R EE DN FREE
EAL, BRFEA—BEICELTSEE

N 50T, 4812 1 B0 RELR BT+

5Tk,

FEPNBAE
TEHE
DHE

(1) —EMICREEOEMIZHE T
BMFAORBRENT L LHER
BHLND, BEROREIZH
oo T, Mk AR S
TARTE, FEBKORECHE

FTHZ L, ([BRIRALE] DT
ZIR)

(2) VRFEICEE L CITER L TLVELY
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