)a—71) > PRO GESTRA*Y +22.5 mg

B9 5 &H

FEHRICEHSNEBRICEIEARVARTOERE., REEZTEMRASHIC
RETLS2HLDTHY. SRFEREFEEEALUSNOEF BHICRAT S LITTE
FEA

REEMIEHRA=




1.5 BRXIIEROEERUVHAREDREE HRBEESITEH®ASH

TAP-144-SR(6M) EERIBER
B &R
1.5 BB R IR R DRI R U B R DI . e 2
1.5 BB R U B R DB et 2
1.5.2 TAP-144-SR(BM) D BAFE DFRIE ..o 3
1.5.2.1 B BB AR e 3
15,2, 2 BB DR et 5
1.5.2.3 FEBRBRDBEE ..o, 6
105 2.4 B R A et 7
153 PETIMEERIEHE., BERUAE .o, 11
154 BRI D A e, 11
1.5.5 ARB D R U B BN e 12
15,8 B ITRR ..o 13
&=
T 151 BERDBE R B DR e 3
T 152 BB DIEIE (BB e, 6
R 153 BABDIEIE (TEBEIR) oo, 7
RA15-4 BB DBRIE (BBIR) oot 8
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1.5 BERXEERDOEERUVFHREOER nI%&Tnﬁ
TAP-144-SR(6M) EEmEER

15 BERXIERROBBRUMEDRERE
151 BEXIIRROZE

Ua—7m LU CFiEE (BUTF. [TAP-144) ) X, REEH TERXSHERER LA
EMEOEERER A VE A VEY (BUF, [LH-RH] ) 7d=X +T»h 5, LH-RH 7 =
=& ML, FTEREICER L CHEBABARLE L 250 S, MEEEAE 2 Hlg Ui 54 2
T LT, WEEMEIZh R (paradoxical effect) Z I L C FEMAED B WITMERIC BT 5 st
DIET (desensitization) Z 5|9, TIUZ LV HREREZMHEIL, MEXT oA Rk
BTEE2, ZOMEBEEMRBRSEZBEOINICAHALL S LW OIRBB RSN, 1BED
B E2HE LS DRI IS FE N2 & DR VE MAKIEMERBOIREIE L Lok A%
DD BT,

WA T, MY). TAP-144 #9EE - 7V = — L EAK (LLF. PLGA) #&EHFlE L=
AT RNVCERSE, TAP-144 B4 HBEIZ OV T —EEFMICKHE SN D~
A7 vl T e AT ARBERA (1 v ARAD) OBFZRE1T -7z, BRNIZBW T, 3.75 mg
BUE] (A T) IZOWTCHINCIRE (KFEH (199247 A 3 B) . FENBE L PR ER
BRFME OKFBA (199447 H 1 H) | PARAHEE FEME GKIERA : 1996410 A 9 H)
O CAGREZBRE L, 1.88 mg BAI (54 7v) XFARMEEEYERE KRB @ 1994 4F
TH1R) . FEHE KA 11996410 A9 H) . T+ENESE (KFEH : 199943 A 4
A) OBESCEARBERG Lz, £, AR EZE/ T2 REHA R &ERAK
(RIEER) B—K L 72ol=F% v MUANZ OV TIE, 3.75 mg BAl GKERE : 1996 4 10 A 11
A) & 1.88mg #H| (GKFEH : 199943 A 4 H) BENETNAREZRE LT,

D%, BINIECHRATHABIRENRHICbZ > TV AR EZBE L., 5 EROBD
DERFE O QOL K NEFEMEE OFEMEOM EICBR S L oBanrb, 15 ARAILY L
TAP-144 OB YR 072 2 WA RS S vz, BARKEHCH - Tk, -7V =
—NVBRILESROABMEENREIVIZE, £, BEEVEHHTFEBRREIWVIZEERNICEIT
% TAP-144 OBHBIBIN R 25 Z L BRI TWaled, ~A 7 a7 ER L LT
7Y a—ABEEER. g%ﬂwy\ £ (-G 7.:= Atk (LU, PLAGM))
EREA L7ZRER 12 BMICHZ0IZIE—E Lz TAP-144 OKHBE LS 3 » H A ORE
WEH L, 20, uLﬁ®ﬁwﬁ®%yF%ﬂilmfi%j%E(%%B:mm$7
H5H) CPRARATEE KB 1200548 H 18 H) DML TARBEZERE L, HfE1 » AR
A& 3 p ARBZERRBGIZREL TS (R 1.5-1)




1.5 BERXEIRROEBREUVHREOREE

HBEELIEXAAS4H

TAP-144-SR(6M) EERBLIR
151 EAROBRRZIBHEHFOBME
R Ja—71Y Ja—TFY
Ja—271Y v . "
B . 5 A 1.88 mg, HE5 A 3.75 mg,
SREERAF Y b 1125me | 50 17 ee e % v k375 mg
BRI 35 A 1% A
B (TAP-144) &8 | 11.25mg 1.88 mg 3.75 mg
i *v b AT IV X v b INA T v * v b
fjj AT SRR O — — O O
| BRaTE 0 - - O O
| FEnEE - O o o o
0 TEfE — @) O O O
PR -
* | pamess © © © ©
~A 70k T IVEH FLBESMAE (PLA) g - 7Y a—VEBIEESE (PLGA)
BB 1 mL 1 mL

E) O : 28 - DHIRBEHE S, — : KER

AE. 6 v AMKORRBICEL, E5REEZ 3 » ARAILFES L35 2 & ROLEN 24
B OB ZEZERT 22 L2 HRE LTRARIZITo72 L 24, BEARO 3 » A 1A
TRD LI TS TAP-144 O E G BALLRM A2 MIF i oMz Mc Risy: < s %
BHTHZ L CERTEZ, /2, BIMAIE LTHREICATT Y VBB WS Z & TR T#&
5% 28HEHMS 48 E £ TOMEF TAP-144 BEORHD 2k Ecx EETHHT7E1D
~@) 7L EA R (LUF. PLAGGM)) % V5 = & CREMIC 24 B LA EO R LTk
HEBEZRT I ERALNI R, TNOOEREZIT. 3 » ARAIL ASOREAET,
24 A R O R RY 22 W fik tH & 7R 3 TAP-144-SR(6M)D BIKI(L S EE L 7=,

1.5.2 TAP-144-SR(6M) DB F D242
1.5.2.1 SRR DB
(1) RIILARIE

A SZ A 134t 0D 23 A D RSB R AN SUIHERF 3 2 IRBE A R ©. RREBE O T
WAEBRATH B[], TBBEIZIET D 2005 4EOFIS RS OHEE FREEKIX 42,997 ATHY . B
PECIEEE., MEICKSEIMLOBATH 52131,

AL R B ORI IEIL. BE D4E#E . Performance Status. & PHEDHE R & O EZHE
WMOBIRHT, BEOANAEBLEBE L, BE LEMBMERO L TREMICRET 5ONEE
LWE SNTWB[4], YIHIORIIEE TiX, FIEE RIS IRREERAT) & ORI IE RN E
MINDZ EBLZNHR, Y R £i213@ Y 27 ORBIERE. BE Y 27 ORBPTEITE.
EREBE LA T2EIINTRL T v R UBRERIRICE DR NVEVRIENRE BN 25
T3, —fRIZHANVEVRIEIIT A MAT o v OFEAZIET% LH-RH 7 2= 2 ~ OB
BE, b LIIAROROMMANIEL, Ve FuF X hx7nr 7y Fes v Rike
DI BB ET LT F 7 Fa Al LH-RH 7 =2 k% {ff 3 % maximal
androgen blockage FRIEDVK < MifT 4L TV S [4], LH-RH 7 T =X MIOWTIL, 4 3B FHE
e 12 BREFFREEORBAIERF B ENTHEA SN TR Y . E72 2012 FI1T13 4 HE R O
LH-RH 7 > 4% F=A2 M b EN TR AMERRE L L TEAR ST 5,




1.5 ERXIEEROZEEEUVFRDREE BEEERIEH®RASH
TAP-144-SR(6M) Eféﬁ:' B 2R

AT SE R 1 LE R BOAR AR (IG5 L . ERPRAOIC BN O 2338 0 b d, % OfEslic X
VIO THERIND T T MNEOBEENINEIZEWENT 2 Z 8 mbnTn5b, —ixAJIC
TT7V MEOZ BERBIZZLTICRE L., —EIXERLAREE 2 &> THRERICERT
HLEEZLNTND, TOXDICHIIEEITERZBEEE - 5720, A REREOTH
10 FELLEHIFFCE 258 b2 v, £i2, AT VEREIL, REIBIABRERIEZ LT
W5 RFTEITESCEREE 26 T o BAE I L THIET 5 Z &g, —ERBLERL
EURRIIRIBME T 52 &2 D,

DX ICRHIMORNE AFENRNE L 2 DRI IEBRF ISR LT, L0 BRI R
DIRBAERFN ZHEH S 2 2 L%, BRI O 5 BRI IC X 5 B ERNEHE LK ORI &
OB o2NBY, o, BEREREZFICL > CTHERERIEOBA IZEEAEOBRBIZ 2
BHEZZLNTND

(2) FA#EATELE

FAEICE T 5 2005 O AR OHEERBEIL 50,695 ATHY . LMETIXE IMOBAT
H5D, FEEERINCATLEOLEORBRITI0SAL LML, 40EATE—2r 22
L. EOBITIRBIZWDT 5, £7o. 1975 F5 5 2005 4 £ TOEBIEEINICTRBROHE
Brhsdet, ETOFEBTREEML, I RRID S0RARTHMOEERKE L,
fiig & i U CHEEE TR B L W[5][6].

HEIZ L O%E. BWIRHICT CIERES EZ o TR L, Wk 5 BERZ K B
ERONTCHHRHLERWEZD UNERE] CWIH BERESE L., [28KEHR ¢E16nT
WB[T18], RETHRIE UMEHREE + BUNBRIRIE) #%ICER I IRGREDREIL. Bg2

TIHEZ DN WIBTEN RN ZHE L, [FROBER - BRZPHT5720. 50
FTOHBE TCEAHREITELEDIEHDICEBINTND

18 S PEIE I IN IR TE . (L FRIE, %ﬁ%é%’“ﬁéh BREEITIAEOEY
FHIRFEICIS U C, BU RN EmRIENEIRE NS, DI B, =X hu & AKTFHEHE
PEDOFLEIZ BT D% EWRE L LT, NOMWRENRIR SN 5, B, RS X
RN W EIND T A NT7 U4 — (LT, &)#ﬁﬁ&%ﬁm@%ﬁ@@l%fﬁét
O, B, R EDOWRT oA ROZWAETRINZEEIT 5 LH-RH 7 Z =& P X k47 Al
ThrHI7 U BRITEXY 7 B ENTHB[9],

LH-RH 7 2= 2 b % BARRATILIE B O GMBIEE & L CHERT 25681013, BREETIX
QEMRBREORGEITH) Z LR —RIIEE L INTWA[10], £ 02 EBR & LTI
American Society of Clinical Oncology (ASCO) DA A K7 A > Tik, itk 3 FE/iL3~6 » A

CWERBETDHIEEHEL OV D[11], £/, FARAILEBRE Ok S ELBOERY X
7@%&?5;&%%0\n%%%;iE%%&ﬁﬁﬁﬁb%hf%@nn&ﬁﬁ2%%@
25 LH-RH7 Z=X hORMBENRLEE LWL E X2 b, LHRH 7 2= X F 0% 5B
EREh->0oH 5, BAE, MEMBFEEICANON TS LH-RH 7 =X MI 4B Xt 12
BIZ 1 EOREGDBHBRETHDH, L RHMSEREORKERMAZERT Z Eicky, @
BEEIE K% O 5- BRI X 2 B O F AL UM AHEOBBIC SR . £7-.
EREEFIZL > CUIRE (EH) SE0EFERELEZLLND,




15 BREXIIRZROBERURRORE REELHIEHASH
TAP-144-SR(6M) EERBLR

ULbnt, EINTARRD6 » BRAZERETLZ &%, BEORR., 74 79 A 7 V%HI
B TRIAGREA (1 » ARAL 3 » ARAD & OFBEWSITRFEREE 720 | B % OB
BEROHARIABBEICE > BEHEOBRRENIEN 5 &5 2. B IRE &K ORI
FER LT, 12 BRREIERA L Y b5 BRO R 24 38 BRHGRL O 4R it S5
TAP-144-SR(6M)DBRFEZ1TS Z & & LT=,

1522 REOME

KinlL, TAP-144 % 225 mg AT H~A 7 a7 -~ = h—VRERAER (LLF. MC
7K) % Dual chamber pre-filled syringe (UL T, DPS) OMEKREIZ, UL D-v>r = h—/L&&
Tk PMEDRRE IR 2 IRIRERIC, 2 BICDBEL TR TCAL—MEES 8-y ML T, HIRE,
MRE (MCR) LRERZBEBEL RS IND, RLOFE, EFHTIMEIOME. Bk
DB ORI R OFEIX3 » A THD Y =2—7 VU » SREFAF v b 11.25 (kR
= (R - 20027 HSH) 'ERA—Ch B,

FHIZ, BRNELTHY , BaEhE, k. vy Mo, ZEE%IZY =2—7 VU SR
HEHATY F1125DV a—7 LY VEFBEICHET 5, ,

AKX PLAGM)K IR T T U VBRERRE, 3 » HRFI LR CHRNAIZEE6T 5, HMF O
HikE K ORRBR T 1EIX. PLAGM)LIAMIHRD LB Y TH Y . PLAGM)ICE L Tl 2.3.A.3 125
Mz~ L7z, TAP-144-SR(6M)DHIAE J OBRBR k1%, EHIE, HEOLEHEE, ZEmtR
RO RO v b RN TEIEIES OFE K ORBEFEORE]  CERK 1345
H 1B EEERE 68 5) CESERELE,

TAP-144-SR(6M)DZ EMERERIT TREMRBRAT A KT 41 (ERK 1546 A 3 A E%R
FIEH 0603001 75) KO THIRER OFRAORLERRBRTA KT CEKRI*ES A
28 At EEFEF 422 5) TESEERLE,

Az REIRGFRER (24 » AW KROYERER (6 » AM) %%h L-F5%. DPS BV
T, WINOEME, WTINOBKEBIZBWTHLHAMRZLIIR D bNT., BETH->T,
N EMEREBRIZB W TS, 120 5 Ix - hr T CHMERBLIIFRO LN, BETH -T2,

RHIRFRBRE ONEREGFERBROT — X IR R OEBNIEE A ERD LT,
24 3 AECREMDPHR CEL I ENOARMOBRE/ETCORNHMZ 3EME LT,

7%, REIGRAFRERK O 25 °C/60%RH CHRIF L 7= R O RRE % O Z EMRBRIX 36 » A
F ok L (g TEY  2@E@0 v | REMICITELMEERER O 36 » AR
DEEMRBHKREZ b - C. 3EMOENHHORYML2HRTHTETH D,

EMNICBIT 5B ORE (BE) 220V TKR1.5-21ZR LT,

VIREAEEE L, Va—7 U USREHAX v F11.25mg GRERE S - 22700AMX00128000, 7K
FRH :201542H2H) & L CHARES




1.5 BREXIREOEEEUVFREDRERE REESIFEHAS4
TAP-144-SR(6M) EEREHSHR

&15-2 FAROER (RH)

L) 6)
%)
BB 58
D g
R

Bk | R
RERTiE | Al

ZEMER | 8
B baill

1.5.2.3 EERR DB E
(1) EBEHER

HEORARIZ OV T, BEARD (R Y =2 —7a L)V EONY =2—7 Y UK 375 1
EAGRHBEERMERMEE) . [V 2—7 Y U RS A GRS — 304 &R %%ﬁﬁ
BRI PARATILE R O E M EZEREI R | ICCHEEATH D . ARHEFHITEL
TH7- 70 RBBRBR I3 5EHE L T 22 ny,

FITH D TAP-144 1%, BARD 1 » HEA KO3 » ARKPFERFORTT L. —E DI
HEH TAP-144 BRENBZ LN T UL, MIEFT XA FRAT 2 ROVE REZME L, AR
K ORI~ OTUERE N R BEICE S EKBEER & 2 OERABF LA LM I TV 5,

(2) EMEReiiiR

TAP-144 (JF3E) K OVBUFARE CHEE#R L7 JR3E (['CITAP-144) DOEARIC W Tk, BEAGRD
Fﬁ@v:~fuvuy&wvz—fvyﬁ%ﬁn7s%E%- RSO R EE 1T CEE
i~ CThH . AEIDOKR IZEE L C TAP-144 (JFZK) % 7287 72 S BhResBR I E
%LTV&P%(MBmmﬁmW_OWTim¢ﬁE&U$W%/%E%@_%#5ﬁﬁ%
BANL 72,

AEIOERFBRFFICE LH7=IZBINT 5 TAP-144-SR(6M) D F B RERER TlX
TAP-144-SR(6M) (TAP-144 & LTO9mg) 27 v MIETFEEL, 7. TAP-144-SR(6M)
(TAP-144 £ LT 22.5mg. 30 mg. 45mg) %A XIZE FEROHANKEE Lz, HERER
BThHHETHEEIZBWNTIEL, m@$TMHM%MI%aU)ﬁfiTMﬁM&M@M&@%
—BED EHERUE, BEET v MCBWT, BEBE4BNLEHE 28 BORM, 1ZIE—ED
m%$%ﬁ%%%btoit\%@4x BV ‘anwﬁﬁg_%wT%&5§%6
B HH 28 WOM, 1T~ EDMIBEFRELAMHERF L7, B m%¢?XEX%DV%§
—uﬁ@iﬁ%\W@77F;%WT BE®ZE 1A GE 28 WO, 1ZITMHI B3 L
:—diﬁ@%ﬂ@&ﬁézwmgckwfi&ﬁﬁ%lkmaﬁmuﬁﬁﬁ&5gmmg
IZBWTIEHEREZEE 1 EPOFE 26 HOM, BEE4Smg IZBW TR GHE 1 B 55 28
HOM, MEFT A MAT v U REOMGINRHKE Lz, £72. TAP-144-SR(6M) (TAP-144 &
LT225mg) A XK TFHEE LEZBEOMEEF TAP-144 1R E % JIE L2/ E,
TAP-144-SR(6M) % & 5 — D R 2R L7, BE®RE 6 HHFE 28 HOM,




1.5 BEXIHRREOEBRUREOCREE REELITEHEASH
TAP-144-SR(6M) EERESER

TEDMLIEFIRE 2 HERF L7z, TAP-144-SR(6M) (BUK]) %27 v MI26 B I LI 2 BIKEKR T
G5 Uiz & oimEd TAP-144 IREHR 2T L7/ R. 5 2 Bl H & 5RF 0D TAP-144 O (5
FIREIZE 1 BIEEGR L —BERE EAH T Cmax DK TRALNZHOD, %
NI RRICHERE L, &E D AUCisweek (K ERBWIR LN -T2 2 b,
TAP-144-SR(6M)D KB 512 L p ZREMEIT e E X bhi,

(3) EMHER
BFEFEEOMBIC OV UL BEAROITEIRY = —7 e L) VKW :~7°U IEE 3.75
BUEARPFERMNERMEE | ICCGHMEEFEATH D Z b, SRIOEK WZBE L.

TAP-144-SR(6M) & W 7= BR & LT, 7 FiC fé)%fﬁ@@ria%t%ﬁ®zf%@m L7,
VY XICBIT LR ARMERR T, BARGED 2MHEICHY T IREELZ VT XOKT
WCHERE LR, RRBRCTALAZATRIE, W bilEICE X7z TAP-144-SR(1IM)
B 5T TAP-144-SRGM)D U H FIZ BT 5 R TEEGERIMBZAEERBR COFRA L —&KL TR
D, A7 a7 ELDEMTH 2D PLA ICHT HEROBRYPRERSTHD EE X bz,
PLEX YD | TAP-144-SR(6M)D X FHREIAIZEA L T, B2t EOREX 2B EIT 20 L FEH
Do
72¥  TAP-144-SR(6GM) CER b~ A 7 a1 7 VD EA|ITH 5 PLAGM)D'E EF¥) 5y
%%&i-ﬂb b . TAP-144-SRG3M)® PLAGM) D E &7 % 7 & (-
13825, LxL72R2N S, PLA(GM)DS K 3 if 2% T CTAR S W 2 iR ESK1X. PLAGM).
EL@TMHMsmmm@v47uﬁ7ﬂw%ﬁf%éHﬁAﬂmm MiEE ST TERIN
LIEAGREFRTH D Z &5 6 PLGA & 1p TAP-144-SRUM)DHEHRBR CZN L OLEAE
PR HEREHE 4 LMW L7z, E£72. TAP-144-SR(6M)IZIE R T ¥ 5 T ARTHI 25 722 W EiEs g
ELTCATT I VBREAINTVWEN, ROZSTCoOFRAMAIEH Y., 2HFBREICBITS
ZERMITFHMEA LB bND, BRTHREROLREMEL LTk, PLAGM), 277V VgL
% _EFLOD TAP-144-SR(6M) & Fl V72 7 3 X /(T B A MR TR G WE 253 5 EWbrE NG
UM T REBMR LA LN TNRNZ EnD . ZeEoMEIT RV EEX b,

EWNICBT BB ORME GERERK) 2o\, £ 153107,

* 1.5-3 BARDOERE (FEERK)

=

Bie | BRAR
(B 142)

R AT

g

=ik

1.5.2.4 ERERDEE
6 » HRIFIOBERIZONTIL, KE T, ~A 7 2 b PR/ F OB D TAP-144 DF
BEEXED, BMAIE LCHICATT ) VBREEES LIRS E BT 5 mIREL 6 » A RHA
(45mg) A MVTE 3 HHRER (L-PC07-169 3ER) % FEha L. BISLAEICxHT 1R L L




1.6 BRENIIRROBERURHAROERE REERIERASH
TAP-144-SR(6M) EERIEIR

TABERRFEL TS, BARIZBNTS, KELR UmRE 6 » A A Z AW L E
OoHZEE LT
ERICBITHAFEORME (BRK) 22OV THK 1.5-4 IR LT,

® 154 FRAEORERE (BRK)

HRES) | £ | » Ffalts ]

BT SLIG
% 1148 BN IR | FREE
(CPH-001) ] B

% 111 48 BTSCHR | BRAMHE
(CPH-002) 2 Bt

% 111 45 BARRRT | FEMEE
(CPH-202) L B

(1) HIILERTE
BISEIRE B (21T D BRI FL R OB M, ML, RIBROBINREEE 2558 & L
725 11 FHFRER (CPH-001) K OV /VE RVEBEIRIR O RINL I B 2 55 & U755 11 FEERBR
(CPH-002) @ 2 HABR Tl 21T - 7=,

1) RABBEDAIRESEZNRE L% 1| 1858 (CPH-001)

RIGHR DRI BE xR & U725 T AHRER (CPH-001) Ti. AV IRERE CRIGRE
Bl) ZxF9 % TAP-144-SR(6M)D Hi[a| ¥ 5 D22t ImEhRE, 3 2A01E R K OE 2hik
ZEHm L 7=,

A 22.5mg, 30 mg ZH[EIZ FHE, £72225mg z BEFANES LR, HTHE
akR— 225 mg BER OV T#H G 28— b 30mg B & b iCfiE T TAP-144 IR 1%, 1RBRIEH
HBE%ZIZ, 8FICER L%, BRESHBEECICAHIZIKET L, 0%, 5 2HEEND
BKEZHEBETICHUOLEA L BE3EENORE 24 8% COHMMICHOZVHRLAIETL
7o IRBREEE 5% ORYBNRIZ 2 LR LZ, BRANEE 3R — b 22,5 mg Oy EE
[ZOWTIE, 225 mg DR TR EGREFEYBEDO 727 7 4 ViR FE T Th o7z,

MIEFT A FRT v AREITWVTUOHRE b EHRE% — B LR L2k, &5 48%F
TIZESBLVVLLT (100 ng/dL) ~#fil &, Z0tk, 5 24 A% E T OMHIB R
ot L7z, MEH LHIRE IR GH — R ER L2, Z0%E S 4 8% E THAIET L,




15 BREXIRROERBEUVHEORE RAZELITEEXSH
TAP-144-SR(6M) EERBERR

TNHEE 24 % E CHERFS Lz, MTETF PSA BEIXIWVTHOERE bIBREREIZLY
KT L7,

AITSZ R O B EAY (B8 3 Wi 2001 4R 4 AKET) I = HUEB DRI OV TR, WTh
DIE| H partial response LA ED K& R L=,

BEEZORBRBEEIIR THEEG 2R — b 22.5mg B 100% (6/6 ) . K F#HEEar— K
30 mg #f 83.3% (5/6 i) . FWANFE LG 2k — b 22.5mg & 100% (6/6 ) ToH-o7-, F7-.
BRI L ORRBERBPEETCERWAEREROREMEE T SC 22.5 mg B 100% (6/6 i) . SC
30 mg #F 83.3% (5/6 f5il) . IM 22.5 mg £ 83.3% (5/6 ) TH o7z, K F#H G a2k — b 22.5mg
HER O30 mg BEOZ ML AN LS 2R — b 22.5 mg OZEMICHEZEZENIZRNEE X
b,

2) RIVEVEREBEEDANIREREEZ IR E L 11 HH518& (CPH-002)

RV FRIEBETRIE ORISR B 2 x5 & L7228 I AEERER (CPH-002) Tl AHI 22.5 mg
BHIZXDMEFT A N AT v CREOIBIZIRICOWT, 3 5 ARAK L E U TR
LHRNT EERE LT,

RO EER (BREEZ D2 &L 1 ELERESHZIERF) ICBWT, RERER
BHNZ BT AMETT A N AT a2 REDEBR L)L ~DOHERFRIT TAP-144-SR(6M)EE T
100.0% (81/81 %) . TAP-144-SR(3M)EET 98.7% (78/79 ) Th - 7-, HEHROEBEMEDOH
EEIX. 1.3% (il 95%FE X : -3.380. 6.828) %/~ L. Wil 95% 558 X & o T{AI{EHEIR
RN EFNCERE LI FARRFED-10%% EE > Tz 2 & 235 TAP-144-SR(6M)# 5- 0 fiLiE
T A RNAT a U PREOIMEIIRIZEB VT, TAP-144-SRGM)IZ X 5 IELHEBMREE Sz,

BRMEOFAM & LTk, MmiFH PSA JREE K ORISR VA B4R TREZ A
TESLYE ] (T > o7l (PSA THIZZNRHE, MG, BWRE) 2RE L7, TOE.
PSA DIRBHEIT A DIV RERIL. TAP-144-SR(6M)EET 7.5 % (6/80 #4]) . TAP-144-SR(3M)
FT65% (5/774)) THY ., WA TRIEECTH o7, RECIST IZH» I-HIIEE R OKBRE
R TAP-144-SR(6M)EE . TAP-144-SRGM)BEEDNEIZ L H ., Bx B AN F 73 stable disease
EHITE STIEBNE, 13.9% (11/79 6) . 11.8 % (9/76 5l) . progressive disease & H|FE S
TeREFIE. 0% (0779 61) . 2.6% (2/76 ffil) TH V., WECRETH -7z, BRE DR
fTiX, &5 48 %12 TAP-144-SR(6M)EE T 1.3 % (1/78 ) . TAP-144-SRGM)EE T 1.3 % (1/75
) Hoi., WMETCHEERTH -7,

FEMBNREIZ DUV TIL, TAP-144-SR(6M)BED {5 H TAP-144 BT, ¥ 5 4 HEICRREE
ALk, 524 HBECOHMMIZOEZVHRLAIIET L, 2EBIERE (524 8) %0
MiEFREOHBIL., FIEEER EIZIERKETH -2, BEMEICHO VTR, BREREHZD
BEFEL OB L. TAP-144-SR(6M)EE T 92.6% (75/81 #5]) . TAP-144-SR(3M)EE T 89.9%

(71779 ) Th o7, IWRE L ORRBERBEETCERVEEEZORBUEE T,
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TAP-144-SR(6M) EERLSIR
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

LUPRON DEPOT (leuprolide acetate for depot suspension)

Initial U.S. Approval: 1989

-—-—-RECENT MAJOR CHANGES-------
Warnings and Precautions, Convulsions. (5.5) 7/2013
Warnings and Precautions, Effect on QT/QTc Interval. (5.4) 6/2014

--——-—-INDICATIONS AND USAGE-------
LUPRON DEPOT is a gonadotropin releasing hormone (GnRH) agonist
indicated for:
o palliative treatment of advanced prostatic cancer. (1)

-—--—-DOSAGE AND ADMINISTRATION-------

LUPRON DEPOT must be administered under the supervision of a physician.

Due to different release characteristics, the dosage strengths are not additive
and must be selected based upon the desired dosing schedule. (2)
e LUPRON DEPOT 7.5 mg for 1-month administration, given as a single
intramuscular injection every 4 weeks. (2.1)
e LUPRON DEPOT 22.5 mg for 3-month administration, given as a single
intramuscular injection every 12 weeks. (2.2)
e LUPRON DEPOT 30 mg for 4-month administration, given as a single
intramuscular injection every 16 weeks. (2.3)
» LUPRON DEPOT 45 mg for 6-month administration, given as a single
intramuscular injection every 24 weeks. (2.4)

--—---DOSAGE FORMS AND STRENGTHS----—-
7.5 mg, 22.5 mg, 30 mg, and 45 mg injections in a kit with prefilled dual
chamber syringe. (3)

= Hypersensitivity to GnRH, GnRH agonist or any of the excipients in
LUPRON DEPOT. (4)
= Pregnancy. (4, 8.1)

-—---WARNINGS AND PRECAUTIONS-------
* Increased serum testosterone (~ 50% above baseline) during first week of
treatment; monitor serum testosterone and PSA. (5.1, 5.6)

o Isolated cases of transient worsening of symptoms, or additional
signs and symptoms of prostate cancer during the first few weeks of
treatment. (5.1)

o A small number of patients may experience a temporary increase in
bone pain which can be managed symptomatically. (5.1)

o Isolated cases of ureteral obstruction and spinal cord compression
have been reported with GnRH agonists, which may contribute to
paralysis with or without fatal complications. (5.1)

= Hyperglycemia and Diabetes: Hyperglycemia and an increased risk of

developing diabetes have been reported in men receiving GnRH analogs.

Monitor blood glucose level and manage according to current clinical

practice. (5.2)

Cardiovascular Diseases: Increased risk of myocardial infarction, sudden

cardiac death and stroke has been reported in association with use of

GnRH analogs in men. Monitor for cardiovascular disease and manage

according to current clinical practice. (5.3)

Effect on QT/QTc Interval: Androgen deprivation therapy may prolong

the QT interval. Consider risks and benefits. (5.4)

 Convulsions have been observed in patients with or without a history of
predisposing factors. Manage convulsions according to the current clinical
practice. (5.5)

------- ADVERSE REACTIONS-----—-

» LUPRON DEPOT 7.5 mg for 1-month administration: The most common
adverse reactions (>10%) were general pain, hot flashes/sweats, GI
disorders, edema, respiratory disorder, urinary disorder. (6.1)

= LUPRON DEPOT 22.5 mg for 3-month administration: The most
common adverse reactions (>10%) were general pain, injection site
reaction, hot flashes/sweats, GI disorders, joint disorders, testicular
atrophy, urinary disorders. (6.2)

= LUPRON DEPOT 30 mg for 4-month administration: The most common
adverse reactions (>10%) were asthenia, flu syndrome, general pain,
headache, injection site reaction, hot flashes/sweats, GI disorders, edema,
skin reaction, urinary disorders. (6.3)

e LUPRON DEPOT 45 mg for 6-month administration: The most common
adverse reactions (>10%) were hot flush, injection site pain, upper
respiratory infection, and fatigue. (6.4)

In postmarketing experience, mood swings, depression, rare reports of suicidal
ideation and attempt, rare reports of pituitary apoplexy, and rare reports of
serious drug-induced liver injury have been reported. (6.5)

To report SUSPECTED ADVERSE REACTIONS, contact AbbVie Inc.at
1-800-633-9110 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch
------- USE IN SPECIFIC POPULATIONS---—-
 Pediatric: These LUPRON DEPOT formulations are not indicated for use
in children. See the LUPRON DEPOT PED® package insert for the use of
leuprolide acetate in children with central precocious puberty.
» Geriatric: This label reflects clinical trials for LUPRON DEPOT in
prostate cancer in which the majority of the subjects studied were at least
65 years of age.

See 17 for PATIENT COUNSELING INFORMATION.
: Revised: 06/2014
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

LUPRON DEPOT 7.5 mg for 1-month administration, 22.5 mg for 3-month administration, 30
mg for 4-month administration, and 45 mg for 6-month administration (leuprolide acetate) are
indicated in the palliative treatment of advanced prostatic cancer.

LUPRON DEPOT is a gonadotropin releasing hormone (GnRH) agonist.

2 DOSAGE AND ADMINISTRATION
LUPRON DEPOT must be administered under the supervision of a physician.

Table 1. LUPRON DEPOT Recommended Dosing
7.5 mg for 1- 22.5 mg for 3- 30 mg for 4- 45 mg for 6-
Dosage Month Month Month Month
Administration | Administration | Administration | Administration

Recommended | 1 injection every 4 |1 injection every 12|l injection every 16|1 injection every 24
dose weeks weeks weeks weeks

2.1 LUPRON DEPOT 7.5 mg for 1-Month Administration

The recommended dose of LUPRON DEPOT 7.5 mg for 1-month administration is one injection
every 4 weeks. Do not use concurrently a fractional dose, or a combination of doses of this or
any depot formulation due to different release characteristics.

Incorporated in a depot formulation, the lyophilized microspheres must be reconstituted and
should be administered every 4 weeks as a single intramuscular injection.

For optimal performance of the prefilled dual chamber syringe (PDS), read and follow the
instructions in Section 2.5.

2.2 LUPRON DEPOT 22.5 mg for 3-Month Administration

The recommended dose of LUPRON DEPOT 22.5 mg for 3-month administration is one
injection every 12 weeks. Do not use concurrently a fractional dose, or a combination of doses of
this or any depot formulation due to different release characteristics.

Incorporated in a depot formulation, the lyophilized microspheres must be reconstituted and
should be administered every 12 weeks as a single intramuscular injection.

For optimal performance of the prefilled dual chamber syringe (PDS), read and follow the
instructions in Section 2.5.



2.3 LUPRON DEPOT 30 mg for 4-Month Administration

The recommended dose of LUPRON DEPOT 30 mg for 4-month administration is one injection
every 16 weeks. Do not use concurrently a fractional dose, or a combination of doses of this or
any depot formulation due to different release characteristics.

Incorporated in a depot formulation, the lyophilized microspheres must be reconstituted and
should be administered every 16 weeks as a single intramuscular injection.

For optimal performance of the prefilled dual chamber syringe (PDS), read and follow the
instructions in Section 2.5.

2.4 LUPRON DEPOT 45 mg for 6-Month Administration

The recommended dose of LUPRON DEPOT 45 mg for 6-month administration is one injection
every 24 weeks. Do not use concurrently a fractional dose, or a combination of doses of this or
any depot formulation due to different release characteristics.

Incorporated in a depot formulation, the lyophilized microspheres must be reconstituted and
should be administered every 24 weeks as a single intramuscular injection.

For optimal performance of the prefilled dual chamber syringe (PDS), read and follow the
instructions in Section 2.5.

2.5 Reconstitution and Administration for Injection of LUPRON DEPOT

e Reconstitute and administer the lyophilized microspheres as a single intramuscular injection.
* Inject the suspension immediately or discard if not used within two hours, because LUPRON
DEPOT does not contain a preservative.

1. Visually inspect the LUPRON DEPOT powder. DO NOT USE the syringe if clumping or
caking is evident. A thin layer of powder on the wall of the syringe is considered normal
prior to mixing with the diluent. The diluent should appear clear and colorless.

2.To prepare for injection, screw the white plunger into the end stopper until the stopper begins
to turn (see Figure 1 and Figure 2).
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Figure 2

3.Hold the syringe UPRIGHT. Release the diluent by SLOWLY PUSHING (6 to 8 seconds)

the plunger until the first middle stopper is at the blue line in the middle of the barrel (see
Figure 3).

< 4= hluec line

Figure 3

4.Keep the syringe UPRIGHT. Mix the microspheres (powder) thoroughly by gently shaking
the syringe until the powder forms a uniform suspension. The suspension will appear milky.
If the powder adheres to the stopper or caking/clumping is present, tap the syringe with your

finger to disperse. DO NOT USE if any of the powder has not gone into suspension (see
Figure 4).

R—

Figure 4



5.Keep the syringe UPRIGHT. With the opposite hand pull the needle cap upward without
twisting.

6.Keep the syringe UPRIGHT. Advance the plunger to expel the air from the syringe. Now the
syringe is ready for injection.

7. After cleaning the injection site with an alcohol swab, administer the intramuscular injection
by inserting the needle at a 90 degree angle into the gluteal area, anterior thigh, or deltoid;
injection sites should be alternated (see Figure 5).

g —

Figure 5
NOTE: If a blood vessel is accidentally penetrated, aspirated blood will be visible just below
the luer lock (see Figure 6) and can be seen through the transparent LuproLoc® safety
device. If blood is present, remove the needle immediately. Do not inject the medication.

| I a blood vessel is injured, |
| blood will be visible in this
¢ section of the syringe.

Figure 6
8. Inject the entire contents of the syringe intramuscularly.

9. Withdraw the needle. Once the syringe has been withdrawn, immediately activate the

LuproLoc® safety device by pushing the arrow on the lock upward towards the needle tip

with the thumb or finger, as illustrated, until the needle cover of the safety device over the
needle is fully extended and a CLICK is heard or felt (see Figure 7).



Figure 7

10. Dispose of the syringe according to local regulations/procedures.

3 DOSAGE FORMS AND STRENGTHS

LUPRON DEPOT 7.5 mg for 1-month administration, 22.5 mg for 3-month administration, 30
mg for 4-month administration, and 45 mg for 6-month administration are each supplied as a kit
with prefilled dual chamber syringe.

4 CONTRAINDICATIONS

LUPRON DEPOT is contraindicated in:

e Hypersensitivity
LUPRON DEPOT is contraindicated in individuals with known hypersensitivity to GnRH
agonists or any of the excipients in LUPRON DEPOT. Reports of anaphylactic reactions to
GnRH agonists have been reported in the medical literature.

* Pregnancy
LUPRON DEPOT may cause fetal harm when administered to a pregnant woman. Expected
hormonal changes that occur with LUPRON DEPOT treatment increase the risk for
pregnancy loss and fetal harm when administered to a pregnant woman. LUPRON DEPOT is
contraindicated in women who are or may become pregnant. 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 [see Use in Specific Populations (8.1)].

S WARNINGS AND PRECAUTIONS

5.1 Tumor Flare

Initially, LUPRON DEPOT, like other GnRH agonists, causes increases in serum levels of
testosterone to approximately 50% above baseline during the first weeks of treatment. Isolated
cases of ureteral obstruction and spinal cord compression have been observed, which may
contribute to paralysis with or without fatal complications. Transient worsening of symptoms
may develop. A small number of patients may experience a temporary increase in bone pain,
which can be managed symptomatically.

Patients with metastatic vertebral lesions and/or with urinary tract obstruction should be closely
observed during the first few weeks of therapy.



5.2 Hyperglycemia and Diabetes

Hyperglycemia and an increased risk of developing diabetes have been reported in men receiving
GnRH agonists. Hyperglycemia may represent development of diabetes mellitus or worsening of
glycemic control in patients with diabetes. Monitor blood glucose and/or glycosylated
hemoglobin (HbA1c¢) periodically in patients receiving a GnRH agonist and manage with current
practice for treatment of hyperglycemia or diabetes.

5.3 Cardiovascular Diseases

Increased risk of developing myocardial infarction, sudden cardiac death and stroke has been
reported in association with use of GnRH agonists in men. The risk appears low based on the
reported odds ratios, and should be evaluated carefully along with cardiovascular risk factors
when determining a treatment for patients with prostate cancer. Patients receiving a GnRH
agonist should be monitored for symptoms and signs suggestive of development of
cardiovascular disease and be managed according to current clinical practice.

5.4 Effect on QT/QTc Interval

Androgen deprivation therapy may prolong the QT/QTec interval. Providers should consider
whether the benefits of androgen deprivation therapy outweigh the potential risks in patients with
congenital long QT syndrome, congestive heart failure, frequent electrolyte abnormalities, and in
patients taking drugs known to prolong the QT interval. Electrolyte abnormalities should be

- corrected. Consider periodic monitoring of electrocardiograms and electrolytes.

5.5 Convulsions

Postmarketing reports of convulsions have been observed in patients on leuprolide acetate
therapy. These included patients with a history of seizures, epilepsy, cerebrovascular disorders,
central nervous system anomalies or tumors, and in patients on concomitant medications that
have been associated with convulsions such as bupropion and SSRIs. Convulsions have also
been reported in patients in the absence of any of the conditions mentioned above. Patients
receiving a GnRH agonist who experience convulsion should be managed according to current
clinical practice.

5.6 Laboratory Tests

Monitor serum levels of testosterone following injection of LUPRON DEPOT 7.5 mg for 1-
month administration, 22.5 mg for 3-month administration, 30 mg for 4-month administration, or
45 mg for 6-month administration. In the majority of patients, testosterone levels increased
above baseline, and then declined thereafter to castrate levels (< 50 ng/dL) within four weeks.
[see Clinical Studies (14) and Adverse Reactions (6)].

6 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.





