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1.5 BERXITEROZBEEUHBREOEZR
F/ARART FSYFETE 60mg LD
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1.5 BERXIZEROBERR VRO
FIRTT IS ) PRTE 60mg S ULY

1. H&
1.1 B O FOEE L FELE

MY v~FRERFABRORMEER FERE LR (I, MoZbidy, 254
B, ETRE., g Y) oft, BEREFOKE, KECL - THEINEWN, EE,
HEITHOBESOMENIEE (FULARTIRERNE), MiEEL e L, #ITIiCL D,
TEEaRZE, BIYE, ML UM EREOSHR ST LV AEGTESELTHIARBEDCH D 1B
DBECREEBTHD,

HROBRBEIABD 1%EEBLLNTEY, BRIIBNTH 70~80 FADHEEBY v=F
BENEETS LM SATVWE D, BEFEMBIZ 220 B0 0 BROMBELEL, HE &
LIV ERIRBEOCREE ) v =FBE LML TWD, i, BHLD oS BIE
THZEBRMmLN TN,

B U U= FOR b HEERERITHEORERETH Y. 0B UL AR UIEREEICE
F 4 AR AER 2 B OMSERNIRE (BEORME) &, REEBERRICER S 5K% & UNE
IR & Vo P AT RS RERBEEIC & - THE S h D, T b O BEEOMIETIRE K UHREER
BEIZL-> T, BHEREAE) £F0RBHOMEBRTHETL, 73V T74—-F7 -5
A 7 (quality of life: QOL) “® R #4TEEE (activity of daily living: ADL) AFE L BEESh
BAN g EERAE DITHEITT B & A TBAGEBTR £ ONBFERI SN E L 2B Y,
BAER ) v~ F OB REMEERE D 5 b, AREMREICRE L BEoREE TR, Bk
B LI L - TEET A, BEBOHENREBRTINNTH LD, TOFRITEE L2
%, BAMiOHEEREET. BBETY U~ FRIER 2~3 FTRMITHEST L P07 BE 5 £
IH 0% DBEILETLARRED LN L OWRERDH D Y, BCREBOBEHERIL. BER
I~SETRMBMCETTA 2 ERMBNATNS Y, Lo T, BB oMEaan
DEFIED = OWEFEEBRLE L, BIMRE A R X202 & 43 QOL *° ADL DfERFIic & - T
BETHD,

B U 7~ FHBE TR, Mi%P RANK U H > F (RANK ligand; RANKL) JEEASEEEEA
DH, FECHNZEBMbRTEY 'V, BEROEEE & il RANKL BE & OICE
DHEERED TS 'Y,

iz, BEY v~FBREORERET TR, BiEbEn THREEEL S B iBRO
B, BRI ORERASED Y. 2 b OMARIZEV T RANKL BERE L 2,
BB ROsE, R, B EFE s, BEAEOBRRERELFRL WA EELLNT
VN3 Y, Lo, b b RANKL ICERMICEST 55/ A< (Denosumab, JEBRFLS
HEAMG 162) 1%, BEEBEROMEMRIC LA FRRLIMHT A2 2 T, BULAOER
2IH L. BEOMENBHEEZFLETSLELILND,

1.2 BEEiY < FORE
ENTIE (Y o~F2@H A RT3 42014 JCRIFA RF4 )] BEEISHTWVWA,
JICR HA FTA Tk, BEIEL LT IBEEROYEED A2 5T, BRI %/



1.5 BERXIEHROZRREUMROER
FI/ART IS5 FRTHE 60mg LD

LCEHTFHOWE, Mo EEEREDIE L ERTROEEL BT L) WREIT
VW3 W EERBEN TV S Treatto Target (T2T) P& EME 2, #EEXRTH 3 A
WZaiaiRiEiE, A M bLFP—1F (MIX) ZIXC8® &9 %, conventional synthetic DMARDs
(csDMARDs) # i) v~ FRIEOFMEREHRET D2 L, 6 » ARITIAHBEIE (B
DRAGSEAR) #ER L2WEAR, £9FENRAIOREERFTIZLLENTVS, ZO L
iz, BAROEFRG, EREIEERE L, BEEZEMRT D Z & T, BEREOME % ER
TEHETIu—FThbH, £, AEHEETONIT., ARV U-FROSERBITTS
2015 £ ) v=FRA%H| T, WY v~ FREIERC-FETHHE Tho ',
csDMARDs T3 BIESIMmH I RILA L DTV D H DD, sDMARDs THIfFS 5B
THREIER IR, REZIRT S Z LI X3 R BIESIRTH S, Fi-, RRERK
BYREARS AL SN o6 % TR & BRIMEIERHE T I E R 1+ 43 T2 < | osDMARDs 18R T4
FEFER D = b —ARSER SN BBV T H, BEioMSARENERT A Z L2
EXhTVWA ™M, 1HIZ sDMARDs —HIO A THIE L TWAE-AIC I, BIRTRsmfshsR
4T 920 F 4 B sDMARDs OBFA T X 5 B oS HORIERA I I A5
HOFRZRITTERIIH TR LT, BRI L3P 2RERORR BESENRD
21),22)

AR RIANIC & 5 IR R ORI, B ERERE IR R TRY, BX
TOEMENRFIOFERER ER - TETWEH00, TOEMAFEITK 10%~20%IFE -
THY, BFOHRUCSEFOBER CEYEHNAZERTERVBESFEL TN Y,
o, FHEEOHBRIE LY, BEVHOBERDRNALHIEDbh 3 BE LRI T
6 23),24)n

INETIRARBEIN T HEHOBF TR, T TORE T4 2 BEikEmm % B3
T EWRBRARS D, BEFEH LERBFORLEIHEREABRD LN TS,

2. EBR (RROE#H)

F ) A= 7id, BBRROS{EFET RANKL 282 358 b 1gG2 £/ 7 a—7AhiK
THY., ThY= ko LY XenoMouse™ HAF &M L TEM Ehiz, RANKL HEREAR
HDWIZAER L LTHFE L, BRRE T 2B R O ORIEROKRE ICRRT 5%H
£ THD RANK 2 L TIRR MO, MERVCEFLRGTILADABHTH S,
¥ /) A< 71X RANK/RANKL #EB 4 FHE L. IEHIaOWAR. s, RUEFEmRT 2 &
TERREZIH L, REBFRUERETOBREZENML TERELEMRTSLEZALND (H
15.2-1), ZOX3RERBFEEZbLIC, T/ AT ITBRNORETTHEZ S E T 2842
BHRAOEREL LTOTMEERMFESN, TaV=vihizk o, 20 2 KB THRAR
BRABRLE &7, RfiC X v, MREERRE, WA RS R CHLBRE BT 2 &€
ERE I S B R B EANE & LT BRRMEIT L TiThiu, KETI 2010 FiCEE
FHRBEOCIEREL LT, 2010 FICBREFERICL 2BREOCHRRES LT, 2000 FiIT7
v RFe S UoEREE T T AR RERER VT nv & —FHERELZIT T SILE



1.5 BRXERROERRUREOER
FIART TS FHETE 60mg LYY

BEOFRFOOBIREL LT, 202 BB EFHEBERUBMAIA LT AMIEDTEHREEL L
T, 2013 EICHEMEEORRE & UTAR I, BRNTHE 2010 FICHARHBHRER O
TSI R E BT A RAE PEIREI & b7 5 B R OISR L LT, 2011 ECEE
WEEBIC LA EREORIRIEL LT, EbIC 204 FBIZRA AL T AMEOCEREFIB L,
g s e, o EPAICT LV e T A T OERRERA TR L
60 mg WHNTSWTIE, 201346 A 11 BICBHERRHNE LT (77 ) 7 K T 60 mg
YY) ORlRLATER LR, 120 mg BANIOWTL, 201244 B 17 BIZ SR EHE -
BREBESIC L 2 EREOREHE LT (Frv—2% T 120mgy OlBETERL,
X BIZ, 201445 A I EMREOARBIHE —HERTAE L IE L. NN
I I

B Y v v SR c. I
|

1.5.2-1 F/ AT TOEBME

)h Denosumab CFU-M
& ore
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D ranx
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Qsteoclast Formation, Activation,
and Survival Inhibited

¥
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CFU-M = colony-forming unit-macrophage, OPG = osteoprotegerin; RANK = receptor activator of nuclear factor-xB, RANKL =
RANK ligand  Adapted from Boyle et al, 2003
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B OB R OB ER 1.5.3-1 12577,



1.5 BRXIIEROBEERUMEORE

TS5V TFRTE 60mg
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1.6 ERXIIHEROBREUVMIEOER
F/ART ISYFPETFE660mg )P

3.2 BRI O HERE
3.21 REICEYTIHR
FEFHCERL T, #c i BRI E= R Lo,

3.22 ZEEBRER

THVE TORMRICRH L7 MR ESIEERARN 5. 7/ A< 7, RANKL ZHELT
RO, #iE, RUEFLZIHEIL., TOKR, REHE. BHE L ITHRIRA M &
NTEREUBRENHEMT A Z BRI, FEFHTRT /A7 L 588 vvF0
BEHIC L 2 SRS E ORIIE Y L TOWREEEZHERIT 2 20z, Bl ) v~ FOf)
WEF N TORANKL FAERIOREEZRI L. 7/ A7 O4EDFEREERFRSTH Y,
o WO RANKL iIZF5A L2 e, 7 P OBIIREF A TIIIREFMTE 2V, £0
e, BARBOSMERBTHO 2T o WEET AV L AR, APEORERBR T 6 PEM:A
AT AT T ) (osteoprotegerin: OPG) @ C FRIGIZARE /07 Y o Fe B2 ME X €
OPG i 7/ 7'V Vifidafl 7 Z &7 A 2 b (osteoprotegerin Fc segment complex: OPG-Fc) %=
F-—hrELTHERALE,

SARBMTARBRTIE, 5y VEGHREFAD DS — 4 U HREHLIC T 5 OPG-Fe @
MRERT L. TORRE, 7y baF—F UBRBERTF NI OPG-Fe 25154, B
BAERMENR 72 £ OEE TS T, MIREERILT S b o /o, BB IR <l BBEnsa AL P
ORE L < — I — OTBERBHEGHEEAR R 7 7 # —E  (lartrate-resistant acid phosphate isoform
5b: TRACP-5b) 23 L# L. BHENED L, MEERETHIRE T b BRRER CRE iz
MRFED bz, T L. OPG-Fo 3512 L Y TRACP-5b MMM S, BHBENRRERE
L. ffEic RN R U EMaE bz dhi,

Sl EDFERP S, OPGFe 117 v MREELE TN TRERISICHT 2 EAITRE P, Bk
FERE W RE O AR AR LI & A RO RS E I 2 Z LB Lo T,

323 EYTEHR

AHFFITIFEBINTHD Z L 06T / A7 ORDIERBIIER L 2o, T/ AT
EESFOMBREITHD Z Lo b, MO Y v+ FiafE & ORI L S EMBEERR
B MBI &R LT,

324 EHEHRAR
AREHIIZEEMTHD L LT/ A7 OBMRIRIIEHE Lizho .,

3.25 HRREER
3251  BERT—2/3v5—T DR

AEFEREHO CTD BT 2BRAERBROMAEE 1,532 10077, ARFICAVW BERAR L
LT, BATERLERR, BARNTEBLEZIRREZED-, 20 HEM) vvF B



1.5 ERXIIHEROBBRUBRBOBR
F/ART FSYFPETE B0mg D

FE2BICENTER L 2 3B (AMG162-D-201 3Bk, AMG162-D-1301 BB % [FHE%E
#Bh & L, Zofo 7385 GBS - 20010124 35k, 20030180 3Bk, 20030148 3Bk, 20101324
SRER, 20040144 Bk, 20060289 Bk, EM : 20030164 RE) % [&BHE) & L1,

EPNEE D AMG162-D-201 BRIRTiE, A 1 4ERRER (20040144 BUBY) DFER I
MBREOF —F i ESERFT~ERE - FREZBRR UL, ERE IERBRc, £ 1aR
BOBREMEL. T/ AT 60mg%k 6 » AT 1 EREE 3 2 A1 ERE, Rix7 788
DI T, AR OTEMEUHMEEFE L=,

B 1.5.3-2 BEERT—R/\vyr—TUDOEERER

£ I U A .
T ey K | Bttt g || B m g :
| % i8(200301640088) ! | B 13820010124 B06%) u % 148 (200301808LR) |
| (#[E) Placebo, 0.03.0.1." 1 (H[E) Placebo, 0.01, 1t (Bi[E) Placebo.003, |
I 6.3, 1.0. 3.0mg/kg : 1 0.03,0.1.03, 1.0, |: 01,03, 1.0, 30mg/kg 1
| Rd | 3.0mg/kg I |
|_i§j§§&§_,¥ '-%*-—---[ | () Placebo. 0.1mg/kg ” ﬁﬂ!ﬁﬁ e I
! mmm ReH ' """""""""" 1
rs'oéuiléééé 5 11820030148 5088) |
I (B[E) Placeba, 0.1, 0.3, 1.0, 3.0mg/kg 1
LRpmn. FRie :
ikt nadil
¥ 18 (201013248
F/227 60 mg BE, T8 NETH 50mg QIW
IARNATEORMEELAR., RN, 224
By FrBENE B 18 BEUoTFBEHR w1
AR RIEEB (AMGT62-D-J201 BER) FBREGEE (20040144588
Placebo, 60mg Q6M, Q3M, G2M Placebo, 60mg Q6M. 180mg G6M
Ripmhas, Rt HHHE (14F) NEAE. Rt A
By rRENS SH BHEEREHNR B NH
HIEREE (AMG162-D-J301 FLER) ETER (2006200 R E8)
Placebo, 60 mg Q6M, Q3M Placebe, 60mg Q6M
Set ANt (CEERE, BN REW, FYE
maxs || sury || swenmEn |

3252 EMHEI\HE (AMG162-D-J201 &5%)

FNHEBRRERR L LT, 1A%BEMAINC 4 BRI ER—HEDO MTX 25 L Tna5, 4
BERMKOBRERBOROGCEAABEE Y v FRAFEERRL L, SERER, BERL.
TEEWR, 77 RRR, TR E I L., BERRE. /AT 60mg ® 6
AR 1IE (Q6M), 3 » AiC 1@ (Q3M). 2 » AIZ1[H (Q2M), X7 FERER TS
L 12 # AROWEHFEEZTo7 3404 ; 57/ <7 60mg Q6M BE 854, 60 mg Q3M B 82



1.5 BRXERROBRE UHREOER
FIATT FSYTETE 80mg LD

&, 60mg QMRS £, T RF R A), TTOPREIL 400U YL LORBIEF I
D EUR600mg A ED AN T AFERARA L, R T A OHEBRES R R UYRBIEEME
T RIZ T 7 2 R T, BiE SV HAEAED o), FHETRERRY EED
Biiphot=,

B oKER

FEFMER THARERB 12 » ABROXRERICEAZBVLADS—IT A U EOYE
{fbEOFRE (Ql, Q3) RUMMNEHMMEIX. 7R, ¥/ 2~v7 60mg Q6M B, Q3M
. QM HEDEIZ, FhFH 0.000 (0.000, 1.000) K T*0.990, 0.000 (0.000, 0.000) B T*0.269,
0.000 (0.000. 0.000) K Tr0.140, 0.000 (0.000, 0.000) KTF0.085 THY, ¥/ ATT7 DT
hoOBSHIZEWTY, 7 ERBIC_TEULAOETEERICIE s T

(Shirley-Williams #7E. Q6M B: P = 0.0082, Q3M #¥: P = 0.0036, Q2M #f: P <0.0001), E 7=,
BIYREHBIRE THHIRGRME 6 # AFRRZBNTHL, 7/ A7 0OWThoREH LT 7 B4R
LB L THEIIE E R Ty (Shirley-Williams BRE, Q2M Bf: P <0.0001, Q3M #E:
P=0.0026, Q6M ¥: P=0.0169),

BHKRHEE ThH D EMIE 6 » AR 12 » A% ® Joint space narrowing (JSN) A= 7 @D
FEREIL, WThOF ) R RS L L7 T R RICR L THREHERICE B R ER IR
DR BT, BIREHEIER T3 5 total Sharp score (TSS) OB EHLE 12 » BEOE
{EROPRE (Q1, Q3) RUSNHFFERIL, 77 R, Q6M B, Q3M B, Q2M BEDIIC,
0.000 (0.000, 1.500) EU*1.525. 0.000 (0.000, 0.500) R TR0.591, 0.000 (0.000, 0.500) K
T 0.485, 0.000 (0.000. 0.000) Er0.618 THH, 7/ AT ONTROBERFHITBNTD,
7' RBC T BIETREEE O T AT B S Tuo (Shirley-Williams #87E, Q2M £f:
P=0.0001, Q3M B: P=0.0046, Q6M fif: P=0.0185), F£7=, 6 y A THL QQMBEETRTZ7
AR L TEEICEE ST (Shirley-Williams BE. P =0.0054),

ERFMEE THLSBULA, ISN A7, TSS DEHFEAITIZENT 1 FEHROERSED L
NiHRFEOBISIE. BULATILT 72 4REE 37.5%I2% L Q6M A% 21.2% (P =0.0173), Q3M
B 19.5% (P=0.0099)., Q2M &£ 16.5% (P=0.0019), JSN R 27 Tk 77 &R 21.6%Z/ L
Q6M B 20.0% (P=0.7897), Q3M &£ 22.0% (P=1.0000), Q2M #¥ 17.6% (P=0.5010), TSS
T3 75 2 RH 42.0%123%F L Q6M B 29.4% (P=0.0764), Q3M B 28.0% (P =0.0557). Q2M
F£247% (P=0.0164) Thotz,

BIYGHEE B THhAREMRME 6 » ARU 12 » ABOBEE (EHE. KBREEAH) 1. v
FTHhOERFEIZBWTL, 77 BREE L I L TR ToORIEHIC S W CREFENICE R 2
BFEEOERPEDONL, 5T, HREFMEE THIREMM L, 2, 3. 4. 6, 22 A
OBERY= 1L, WThoF ) A= BREFBCBWTH 7 I EARABL LKL T, 0Fd
CTX-I. PINP. BAP EIXTFZIZIf x4, iPTH EEEML =,

BEHEHE ORBRY~— I —ThHa5ME 1, 2, 3, 4. 6, R X ABORP I VT F
ZUBHERD CTX-IEIZSWTIE, €7/ A< 7L bic, B5HE 1 5 A THThoT
J A TREFEBOTHH 90%OMHI 2580 bit, QoM BTtk 20040144 Rk, mp 7



1.5 BRXITHRROBEER UHMROER
FIART FSYPETFE 60mg )P

AT TREMIFHETIREMA 6 » ARV 12 5 BETHEHAN—R T4 VICEVWERESE
LTV, Q3M BR U QM BRIz BWTHRNIZHER S, — 7, BER~—r—Th2d
mi%+ COMP %, 7/ A< 72X 2HEHEAMIERD b,

B 5%k 12 # A O ACR20, 50, 70 DEIHER T DAS28-CRP MLk (BRFEFFMIEE)
W NTHhOF ) AT REBIZBWNTS, 77 2R L OMICEERERRD ORI T,

W51, 2,3, 4, 6,7, 8 9 10, R 12 » AROMET / A<TREEZREL. 7/ A
v 7 OEBEIIE R M LR, MiET / A~7mER, WIFhoREFIIENTH, 51
H BREETRLEVMELZF L, QMBI BITS 6 » AR (M7 7@ THRRPOHRE
TERTRAMICET Lz, Q3MBE, QXM M TRREMATD b, 6 » ARICETIRIEBIZE
L,

FEEORE

12 5 AOBFRHAMEABRL T, FEFER, BRELBEOH I FEHERSR, BERLFEFSEX
IEBREOREPIEEE - EFFRROLEORAHEIZ, WTHOT /) A-TRERL TS
EARBEE ORI T, KELREBITGEDON R o, T/ AT OERERTAREFEFRTHIES
ooy SILEE, YEFIESE, KF O FERFIIGRED DA Rho7oit, BB QM ETHO
B HEWERFEELRLE,

EHN T AMEDY 227 CEET A MIFET AT A ERGD AL AME, T_TOT
J A TREBTOPT /) 2= T WD v MEOKTHEED b, QM BT
56 p HHRICYEHHE T, 77 RS REEICEE Lz, QM BERTU Q2M B CiiisBim
PN T T ERBEL VBV AT MEZMER LB B ALy AMEDERERE D B
A AMEOETIIRD bhhhots, TOMOmEE{LFEAREICEBWTE, ZhETTF/
A 7 THED BTV 2 MEEMNRIEOE(LLSMNC, Fife2EmiiBobhihrote, 2B,
TRTCOF /) A= 7REHT, PhfEmy Shikzhro7s,

3253 EREINERER (AMG162-D-J301)

£ UIAERRR & LT, IRBRBAZEANC 4 ML, ER— A& D csDMARDs 5 LTV 5, 44
ZHFROREZEROLVCERABES ) veFBEERSRE Lz, FHRER, EESL. =
BER, 77 eRNR, BITHRRERRAYER L, BERARX T /A7 60mg %6
A A TE (Q6M), Xik3 # AIZ 1 E (Q3M) ETHREL 12 » ARDEER LT (FF654
&7 A7 60mgQ6M B 2174, 60mg Q3M B 2194, IR 2184), TXTD
WERBIZ A0 TU LLEORRIEEZ I 2D 600 mg UL EDO AT AZEBRAB L, AD
HEtENR T OO R SRR TR ERRY TRD bR o T,

FHtEDiER

FEFAIEE ThH 2 12 » BED TSS D_—R T A U bOELEOPLE Q1. Q3) &
UEHTESERL, 77 2R, Q6M B, Q3M EEMIEIZ, 0.000 (0.000, 1.500) K Tr 1.488, 0.000
(0.000. 0.500) & U*0.989, 0,000 {(0.000. 0.500) KTr0.720 Thot, 12 # ARFTIX, 7./
A= T DONTNOREFHIIBN TS, 77 R~ TEHREOET AR R Sh T



1.5 BERXEBH#EROBBRUMAOEZE
FIRTT ISUFHETFE 60mg LU oY

V™= (van Elteren JEBUEAIARTE. Q6M #: P=0.0235, Q3M BE: P=0.0055), E£7-. 6 # HIFT
b5 ) A7 OFRER TR T R & il L TEEICIE & Ty e (van Elteren JERINERL
WRIE. Q6M BE: P=0.0360, Q3M F¥: P=0.0028),

FURBAARITOR—AT A nbOELROPRE Q1. Q3) EURMTESMIE., 77
EAREE, QoM B, QM MDIEIZ, £ 0.000 (0.000, 1.000) FKTF0.979, 0.000 (0.000,
0.500) FTr0.511, 0.000 (0.000, 0.000) BRTF0217 THY, F/ AT DWThOBREHIZ
BWTYH, IR TEUS AOEITHAFE SIS 2 T (van Elteren /& BUNRAL
FRIE. Q6M B P=0.0104, Q3M B P=0.0001), 7, 6 » AFRCBNTH QGMETIIT S
EOREE L LRl L CTHEICHH X T (van Blteren BRIIEMIERE, P =0.0002),

6 5 ABERTN12 # ABRD ISN A2 7 D_—RA 54 b OE{GRIL. 6 # HBFO Q6M B %
&, TF/ARTORREHL 7T ERRTCHEREBIFEOLONT, 7/ XA-T7HREITLD
ISN A3 7~ IR D bhviadof (6 » ARED Q6M F¥: P=0.0448),

TSS DR—A S A LG DAL EN 0.5 LT O#BREOSIEIT. 75 BRB., Q6M B, Q3M
HOIE (LUTRER) 12, 6 1 ARFTENZEN 70.2%, 78.8%. 80.4%. 12 » H G TENE1 64.2%,
75.6%, 78.1% Tdh -7, 6 RN 12 » HEEL BT, T/ AT 0OWTFhORSHEL 77 &R
L L CHEBICE P (P=0.0014~00372), 12 % FZ Rapid radiographic progression

(TSS D_—2F A b OELIEMN 5 LLE) 53580 B I-HRE OBS I, T2 10.6%.
6.9%, 5.0%THYH, QMBTHRT T EARE LB LTEREIZE -7 (P=0.0310). BUDL
A ITIZEFT O o T lRE (=R T A b OELER 0.5 LUFXIZ 0 BLF) oFlE
i, TSS & EREROFER Th o7,

12 5 AROIEHELL-L4 @ BMD GRWZET —4%) X, 7/ A7 0WThoREHL 7T &
RSB LTERICSN—RA TS bl (WFhd P<0.0001),

BRE~—Z—THD CTXI OP RN, QoM BERU QM BTl EME | » BRI~
—ASANOOETETR L, QGQMBETIE, £0ETH 12 # A% TRHR L7225, Q6M
T 6 v ARIZBIROFHEIED bivle, WENH~—F—ThH 35 CTX-I BT CTX-1I/Cr
OF R, QM BER T Q3M M TIHIRGMIA | » ARIIN-ZAFA UPEDOETERLE,
QMBETIEL, ZOERTH 12 » ABETEHRLEDS, QME T 6 » ARIZ_—2F A
FHEE TR - 7o, COMP O HRAEIE, QM B R UNQ3MBE & b7 7 4R & RRRICHER LT,

ACR20, 50, RUNTO R TIE, T/ AT OEREF L 77 e AR TEELRELRD L
hiphote, 6 3y ARERUN2 » O ACR =7 & v b (IEIRBIS#., AWK, #RER
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do net include all the information ceeded to use
PROLIA safely and cffectively. See full prescribing information for
PROLIA.

Prolia® (denosumab)
Injection, for subcuiancous use
Initiat U.S. Approval: 2010

RECENT MAJOR CHANGES-—rmrmmreeeemrenem e
¢  Warnings and Precautions (5.3) 02/2015
»  Wamings and Precautions (5.4} 02/2015
= Warnings and Precautions (5.8) 06/2014
INDICATIONS AND USAGE--——— e eereemmm

Prolia is a RANK ligand (RANKL) inhibitor indicated for:

¢  Treatment of postmenopausal women with osteoperosis at high risk for
fracture (1.1}

s Treatment to increase hone mass in men with osteoporosis at high risk
for fracture (1.2)

s Treatment to increase bone mass in men at high risk for fracture
receiving androgen deprivation therapy for nonmetastatic prostate cancer
(1.3)

s  Treatment to increase bone mass in women at high risk for fracture
receiving adjuvant aromatase inhibitor therapy for breast cancer (1.4)

DOSAGE AND ADMINISTRATION.

¢ Prolia should be administered by a healthcare professional (2.1}

»  Administer 60 mg every 6 months as & subcutaneous injection in the
upper arm, upper thigh, or abdomen (2.1}

s Instruct patients to take calcium 1000 mg daily and af least 400 IT}
vitamin D daily (2.1)

------- DOSAGE FORMS AND STRENGTHS
s Single-use prefilled syringe containing 60 mg ina 1 mL solution (3)
«  Single-use vial containing 60 mg in a I mL solution (3)

CONTRAINDICATIONS
Hypocalcemia (4.1, 5.3)

s Prepnancy (4.2, 8.1)

Known hypersensitivity to Prolia (4.3, 5.2)

WARNINGS AND PRECAUTIONS

s Same Active Ingredient: Patients receiving Prolia should not receive
XGEVAT (5.1)

»  Hypersensitivity including anaphylactic reactions may occur,
Discontinue permanently if a clinically significant reaction occurs (5.2)

«  Hypocalcernia: Must be corrected before initiating Prolia. May worsen,
especially in patients with renal impairment. Adequately supplement
patients with calcium and vitamin D (5.3)

«  Osteonecrosis of the jaw: Has been reported with Prolia. Monitor for
symptoms (5.4)

s Atypical femoral fractures: Have been reported. Evaluate patients with
thigh or groin pain to rule out a femoral fracture (5.5)

+  Serious infections including skin infections: May occur, including those
leading to hospitalization. Advise patients to seek prompt medical
attention if they develop signs or symptoms of infection, including
cellulitis {5.6)

L] Dermatologic reactions: Dermatitis, rashes, and eczema have been
reported. Consider discontinuing Prolia if severe symptoms develep
(57

+«  Severe Bone, Joint, Muscle Pain may gccur. Discontinue use if severe
symptoms develop (5.8)

s Suppression of bone tumover: Significant suppression has been
demonstrated. Monitor for consequences of bene oversuppression (5.9)

ADVERSE REACTIONS

*  Postmenopausal osteoperosis: Most common adverse reactions (> 5%
and more common than placebo) were: back pain, pain in extremity,
hypercholesterolemia, musculoskeletal pain, and cystitis. Pancreatitis
has been reported in clinical trials (6.1)

s Male Osteoporosis: Most common adverse reactions (> 5% and more
commen than placebo) were: back pain, arthralgia, and nasopharyngitis
(6.1}

«  Bone loss due to hormone ablation for cancer; Most common adverse
reactions (= 10% and more common than placebo} were: arthralgia and
back pain, Pain in extremity and musculoskeletal pain have also been
reported in clinical trials {6.1)

Te report SUSPECTED ADVERSE REACTIONS, contact Amgen Inc, at
1-800-77-AMGEN (1-800-772-6436) or FDA at 1-800-FDA-1088
or waw.fda.gov/imedwatch.

—-USE IN SPECIFIC POPULATIONS.

s Nursing mothers: Discontinue drug or nursing taking inte consideration
importance of drug to mother (8.3)

«  Pediatric patients; Safety and efficacy not established (8.4)

*  Renal impairment: No dose adjustment is necessary in patients with
renal impairment. Patients with creatinine clearance <30 mL/min or
receiving dialysis are at risk for hypocalcemia. Supplement with
calcium and vitamin D, and consider monitoring serum calcium {8.6)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide,

Revised: 02/2015

FULL PRESCRIBING INFORMATION: CONTENTS*
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE
1.1 Treatment of Postmenopausal Women with Osteoporosis at High Risk for Fracture

Prolia is indicated for the treatment of postmenopausal women with osteoporosis at high risk for fracture,
defined as a history of osteoporotic fracture, or multiple risk factors for fracture; or patients who have
failed or are intolerant to other available osteoporosis therapy. In postmenopausal women with
osteoporosis, Prolia reduces the incidence of vertebral, nonvertebral, and hip fractures [see Clinical
Studies (14.1)].

1.2 Treatment to Increase Bone Mass in Men with Osteoporosis

Prolia is indicated for treatment to increase bone mass in men with osteoporosis at high risk for fracture,
defined as a history of osteoporotic fracture, or multiple risk factors for fracture; or patients who have
failed or are intolerant to other available osteoporosis therapy [see Clinical Studies (14.2)].

1.3 Treatment of Bone Loss in Men Receiving Androgen Deprivation Therapy for Prostate
Cancer

Prolia is indicated as a treatment to increase bone mass in men at high risk for fracture receiving androgen
deprivation therapy for nonmetastatic prostate cancer. In these patients Prolia also reduced the incidence
of vertebral fractures [see Clinical Studies (14.3)].

1.4 Treatment of Bone Loss in Women Receiving Adjuvant Aromatase Inhibitor Therapy for
Breast Cancer

Prolia is indicated as a treatment to increase bone mass in women at high risk for fracture receiving
adjuvant aromatase inhibitor therapy for breast cancer [see Clinical Studies (14.4}].

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage

Prolia should be administered by a healthcare professional.

The recommended dose of Prolia is 60 mg administered as a single subcutaneous injection once every
6 months. Administer Prolia via subcutaneous injection in the upper arm, the upper thigh, or the

abdomen. All patients should receive calcium 1000 mg daily and at least 400 IU vitamin D daily
[see Warnings and Precautions (5.3)].

If a dose of Prolia is missed, administer the injection as soon as the patient is available. Thereafter,
schedule injections every 6 months from the date of the last injection.

2.2 Preparation and Administration

Visually inspect Prolia for particulate matter and discoloration prior to administration whenever solution
and container permit. Prolia is a clear, colorless to pale yellow solution that may contain trace amounts of
translucent to white proteinaceous particles. Do not use if the solution is discolored or cloudy or if the
solution contains many particles or foreign particulate matter.

Page 3
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Latex Allergy: People sensitive to latex should not handle the grey needle cap on the single-use prefilled
syringe, which contains dry natural robber (a derivative of latex).

Prior to administration, Prolia may be removed from the refrigerator and brought to room temperature (up
to 25°C/77°F) by standing in the original container. This generally takes 15 to 30 minutes. Do not warm
Prolia in any other way fsee How Supplied/Storage and Handling (16)].

Instructions for Prefilled Syringe with Needle Safety Guard
IMPORTANT: In order to minimize accidental needlesticks, the Prolia single-use prefilled syringe will
have a green safety guard; manually activate the safety guard afier the injection is given.

DO NOT slide the green safety guard forward over the needle before administering the injection; it will
fock in place and prevent injection.

Safety Guard
(green piastic)—\
Plunger —\

Finger Grip
{clear plastic)

Window

Needle Cap
(grey rubber)

Activate the green safety guard (slide over the needle) after the injection.

The grey needle cap on the single-use prefilled syringe contains dry natural rubber (a derivative of latex);
people sensitive to latex should not handle the cap.

Step 1. Remove Grey Needle Cap

Remove needle cap.
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Step 2: Administer Subcutaneous Injection

Choose an injection site. The
recommended injection sites for
Prolia include: the upper arm OR
the upper thigh OR the abdomen.

Upper Thigh

Upper Arm

Insert necdie and inject all
the liquid saubcutaneously.
Do not administer into muscle
or blood vessel.

DO NOT put grey needle cap back on needle.

Step 3. Immediately Slide Green Safety Guard Over Needle

With the needlie pointing away from you...

Hold the prefilled syringe by the clear plastic finger grip with one hand. Then, with the other hand, grasp
the green safety guard by its base and gently slide it towards the needle until the green safety guard locks
securely in place and/or you hear a “click.” DO NOT grip the green safety guard too firmly — it will
move easily if you hold and slide it gently.
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Hold clear finger grip.

Gently slide green safety guard over
needle and lock securely in place. Do
not grip green safety guard too firmly
when sliding over needle.

Immediately dispose of the syringe and needle cap in the nearest sharps container. DO NOT put the
needle cap back on the used syringe.

Instructions for Single-use Vial
For administration of Prolia from the single-use vial, use a 27-gauge needle to withdraw and inject the
1 mL dose. Do not re-enter the vial. Discard vial and any liquid remaining in the vial.

3 DOSAGE FORMS AND STRENGTHS

1 mL of a 60 mg/mL solution in a single-use prefilied syringe
1 mL of a 60 mg/ml. solution in a single-use vial

4 CONTRAINDICATIONS
4.1 Hypocaleemia

Pre-existing hypocalcemia must be corrected prior to initiating therapy with Prolia [see Warnings and
Precautions (5.3)].

42 Pregnancy

Prolia may cause fetal harm when administered to a pregnant woman. In utero denosumab exposure in
cynomolgus monkeys resulted in increased fetal loss, stillbirths, and postnatal mortality, along with
evidence of absent lymph nodes, abnormal bone growth and decreased neonatal growth. Prolia is
contraindicated in women who are 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 a fetus
[see Use in Specific Populations (8.1)].

43 Hypersensitivity
Prolia is contraindicated in patients with a history of systemic hypersensitivity to any component of the

product. Reactions have included anaphylaxis, facial swelling and urticaria fsee Warnings and
Precautions (5.2), Adverse Reactions (6.2)].
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5 WARNINGS AND PRECAUTIONS
5.1 Drug Products with Same Active Ingredient

Prolia contains the same active ingredient (denosumab) found in Xgeva. Patients receiving Prolia should
not receive Xgeva,

5.2 Hypersensitivity

Clinically significant hypersensitivity including anaphylaxis has been reported with Prolia. Symptoms
have included hypotension, dyspnea, throat tightness, facial and upper airway edema, pruritus, and
urticaria. If an anaphylactic or other clinically significant allergic reaction occurs, initiate appropriate
therapy and discontinue further use of Prolia [see Contraindications (4.3), Adverse Reactions (6.2)].

5.3 Hypocalcemia and Mineral Metabolism

Hypocalcemia may be exacerbated by the use of Prolia. Pre-existing hypocalcemia must be corrected
prior to initiating therapy with Prolia. In patients predisposed to hypocalcemia and disturbances of
mineral metabolism (e.g. history of hypoparathyroidism, thyroid surgery, parathyroid surgery,
malabsorption syndromes, excision of small intestine, severe renal impairment [creatinine
clearance < 30 mL/min] or receiving dialysis), clinical monitoring of calcium and mineral levels
{phosphorus and magnesium) is highly recommended within 14 days of Prolia injection. In some

‘ postmarketing cases, hypocalcemia persisted for weeks or months and required frequent monitoring and
intravenous and/or oral calcium replacement, with or without vitamin D.

Hypocalcemia following Prolia administration is a significant risk in patients with severe renal
impairment [creatinine clearance < 30 mL/min] or receiving dialysis. These patients may also develop
marked elevations of serum parathyroid hormone (PTH). Instruct all patients with severe renal
impairment, including those receiving dialysis, about the symptoms of hypocalcemia and the importance
of maintaining calcium levels with adequate calcium and vitamin D supplementation.

Adequately supplement all patients with calcium and vitamin D fsee Dosage and Administration (2.1),
Contraindications (4.1), Adverse Reactions (6.1), and Patient Counseling Information (17.3)].

54 Osteonecrosis of the Jaw

Osteonecrosis of the jaw (ONJ), which can occur spontaneously, is generally associated with tooth
extraction and/or local infection with delayed healing. ONJ has been reported in patients receiving
denosumab [see Adverse Reactions (6.1)]. A routine oral exam should be performed by the prescriber
prior to initiation of Prolia treatment. A dental examination with appropriate preventive dentistry is
recommended prior to treatment with Prolia in patients with risk factors for ONJ such as invasive dental
procedures (e.g. tooth extraction, dental implants, oral surgery), diagnosis of cancer, concomitant
therapies (e.g. chemotherapy, corticosteroids, angiogenesis inhibitors), poor oral hygiene, and co-morbid
disorders (e.g. periodontal and/or other pre-existing dental disease, anemia, coagulopathy, infection, ill-
fitting dentures). Good oral hygiene practices should be maintained during treatment with Prolia.
Concomitant administration of drugs associated with ONJ may increase the risk of developing ONI.

For patients requiring invasive dental procedures, clinical judgment of the treating physician and/or oral
surgeon should guide the management plan of each patient based on individual benefit-risk assessment.
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Patients who are suspected of having or who develop ONJ while on Prolia should receive care by a dentist
or an oral surgeon. In these patients, extensive dental surgery to treat ONJ may exacerbate the condition.
Discontinuation of Prolia therapy should be considered based on individual benefit-risk assessment.

5.5 Atypical Subtrochanteric and Diaphyseal Femoral Fractures

Atypical low-energy or low trauma fractures of the shaft have been reported in patients receiving Prolia
[see Adverse Reactions (6.1)]. These fractures can occur anywhere in the femoral shaft from just below
the lesser trochanter to above the supracondylar flare and are transverse or short obligue in orientation
without evidence of comminution. Causality has not been established as these fractures also occur in
osteoporotic patients who have not been treated with anti-resorptive agents,

Atypical femoral fractures most commonly occur with minimal or no trauma to the affected area. They
may be bilateral and many patients report prodromal pain in the affected area, usually presenting as dull,
aching thigh pain, weeks to months before a complete fracture occurs. A number of reports note that
patients were also receiving treatment with ghicocorticoids {e.g. prednisone) at the time of fracture.

During Prolia treatment, patients should be advised to report new or unusual thigh, hip, or groin pain.
Any patient who presents with thigh or groin pain should be suspected of having an atypical fracture and
should be evaluated to rule out an incomplete femur fracture. Patient presenting with an atypical femur
fracture should also be assessed for symptoms and signs of fracture in the contralateral limb. Interruption
of Prolia therapy should be considered, pending a risk/benefit assessment, on an individual basis.

5.6 Serious Infections

In a clinical trial of over 7800 women with postmenopausal osteoporosis, serious infections leading to
hospitalization were reported more frequently in the Prolia group than in the placebo group [see ddverse
Reactions (6.1)]. Serious skin infections, as well as infections of the abdomen, urinary tract, and ear,
were more frequent in patients treated with Prolia. Endocarditis was also reported more frequently in
Prolia-treated patients. The incidence of opportunistic infections was similar between placebo and Prolia
groups, and the overall incidence of infections was similar between the freatment groups. Advise patients
to seek prompt medical attention if they develop signs or symptoms of severe infection, including
cellulitis,

Patients on concomitant immunosuppressant agents or with impaired immune systems may be at
increased rigk for serious infections. Consider the benefit-risk profile in such patients before treating with
Prolia. In patients who develop serious infections while on Prolia, prescribers should assess the need for
continued Prolia therapy.

5.7 Dermatologic Adverse Reactiens

In a large clinical trial of over 7800 women with postmenopausal osteoporosis, epidermal and dermal
adverse events such as dermatitis, eczema, and rashes occurred at a significantly higher rate in the Prolia
group compared to the placebo group. Most of these events were not specific to the injection site

[see Adverse Reactions (6.1)]. Consider discontinuing Prolia if severe symptoms develop.

58 Musculoskeletal Pain

In post-marketing experience, severe and occasionally incapacitating bone, joint, and/or muscle pain has
been reported in patients taking Prolia [see Adverse Reactions (6.2)]. The time to onset of symptoms
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varied from one day to several months after starting Prolia. Consider discontinuing use if severe
symptoms develop [see Patient Counseling Information (17.8)].

5.9 Suppression of Bone Turnover

In clinical trials in women with postmenopausal osteoporosis, treatment with Prolia resulted in significant
suppression of bone remodeling as evidenced by markers of bone furnover and bone histomorphometry
[see Clinical Pharmacology (12.2) and Clinical Studies (14.1)]. The significance of these findings and
the effect of long-term treatment with Prolia are unknown. The long-term consequences of the degree of
suppression of bone remodeling observed with Prolia may contribute to adverse ontcomes such as
osteonecrosis of the jaw, atypical fractures, and delayed fracture healing. Monitor patients for these
consequences.

6 ADVERSE REACTIONS
The following serious adverse reactions are discussed below and also elsewhere in the labeling:

* Hypocalcemia [see Warnings and Precautions (5.3)]

e Serious Infections [see Warnings and Precautions (5.6)]

o Dermatologic Adverse Reactions [see Warnings and Precautions (5.7)]

e Osteonecrosis of the Jaw [see Warnings and Precautions (5.4)]

e Atypical Subtrochanteric and Diaphyseal Femoral Fractures [see Warnings and Precautions (5.5)]

The most common adverse reactions reported with Prolia in patients with postmenopausal osteoporosis
are back pain, pain in extremity, musculoskeletal pain, hypercholesterolemia, and cystitis.

The most common adverse reactions reported with Prolia in men with osteoporosis are back pain,
arthralgia, and nasopharyngitis.

The most common (per patient incidence > 10%) adverse reactions reported with Prolia in patients with
bone loss receiving androgen deprivation therapy for prostate cancer or adjuvant aromatase inhibitor
therapy for breast cancer are arthralgia and back pain. Pain in extremity and musculoskeletal pain have
also been reported in clinical trials.

The most common adverse reactions leading to discontinuation of Prolia in patients with postmenopausal
osteoporosis are back pain and constipation.

The Prolia Postmarketing Active Safety Surveillance Program is available to collect information from
prescribers on specific adverse events. Please see www.proliasafety.com or call 1-800-772-6436 for more
information about this program.

6.1 Clinical Trials Experience

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

The safety of Prolia in the treatment of postmenopausal osteoporosis was assessed in a 3-year,
randomized, double-blind, placebo-controlled, multinational study of 7808 postmenopausal women aged
60 to 91 years. A total of 3876 women were exposed to placebo and 3886 women were exposed to Prolia
administered subcutaneously once every 6 months as a single 60 mg dose. All women were instructed to
take at least 1000 mg of calcium and 400 IU of vitamin D supplementation per day.

The incidence of all-cause mortality was 2.3% (n = 90) in the placebo group and 1.8% (n = 70} in the
Prolia group. The incidence of nonfatal serious adverse events was 24.2% in the placebo group and
25.0% in the Prolia group. The percentage of patients who withdrew from the study due to adverse events
was 2.1% and 2.4% for the placebo and Prolia groups, respectively.

Adverse reactions reported in > 2% of postmenopausal women with osteoporosis and more frequently in
the Prolia-treated women than in the placebo-treated women are shown in the table below.

Table 1. Adverse Reactions Occurring in > 2% of Patients with Osteoporosis and More Frequently
than in Placcbo-treated Patients

Prolia Placebo

SYSTEM ORGAN CLASS (N = 3886) (N =3876)

Preferred Term n (%) n (%)
BLOOD AND LYMPHATIC SYSTEM DISORDERS

Anemia 129 (3.3) 107 (2.8)
CARDIAC DISORDERS

Angina pectoris 101 (2.6) 87(2.2)

Atrial fibrillation 79 (2.0) 77 (2.0)
EAR AND LABYRINTH DISCRDERS

Vertigo 195 (5.0) 187 (4.8)
GASTROINTESTINAL DISORDERS

Abdominal pain upper 129 (3.3) 111 (2.9)

Flatulence 84 (2.2) 53(1.4)

Gastroesophageal reflux disease 80 2.1 66 (1.7)
GENERAL DISORDERS AND ADMINISTRATION
SITE CONDITIONS

Edema peripheral 185 (4.9) 155 (4.0)

Asthenia 90 (2.3) 73 (1.9)
INFECTIONS AND INFESTATIONS

Cystitis 228(5.9) 225 (5.8)

Upper respiratory tract infection 190 (4.9) 167 (4.3)

Pneumonia 152 (3.9) 150 (3.9)
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Prelia Placebo

SYSTEM ORGAN CLASS (N =3886) (N =3876)
Preferred Term n (%) n (%)
Pharyngitis 91(2.3) 78 (2.0)
Herpes zoster 79 (2.0) 72(1.9)

METABOLISM AND NUTRITION DISORDERS
Hypercholesterolemia 280 (7.2) 236 (6.1)

MUSCULOSKELETAL AND CONNECTIVE TISSUE

DISORDERS
Back pain 1347 (34.7) 1340 (34.6)
Pain in extremity 453 (11.7) 430 (11.1)
Musculoskeletal pain 297 (7.6) 291 (7.5)
Bone pain 142 (3.7) 117 (3.0)
Myalgia 114 (2.9 94 (2.4)
Spinal osteoarthritis 82 (2.1) 64 (1.7)

NERVOUS SYSTEM DISORDERS

Sciatica 178 (4.6) 149 (3.8)
PSYCHIATRIC DISORDERS
Insomnia 126 (3.2) 122 (3.1)

SKIN AND SUBCUTANEOUS TISSUE DISORDERS

Rash 96 (2.5) 79 (2.0)
Pruritus 87 (2.2) 82 (2.1)
Hypocalcemia

Decreases in serum calcium levels to less than 8.5 mg/dL at any visit were reported in 0.4% women in the
placebo group and 1.7% women in the Prolia group. The nadir in serum calcium level occurs at
approximately day 10 after Prolia dosing in subjects with normal renal function.

In clinical studies, subjects with impaired renal function were more likely to have greater reductions in
serum calcium levels compared to subjects with normal renal function. In a study of 55 subjects with
varying degrees of renal function, serum calcium levels <7.5 mg/dL or symptomatic hypocalcemia were
observed in 5 subjects. These included no subjects in the normal renal function group, 10% of subjects in
the creatinine clearance 30 to 80 mL/min group, 29% of subjects in the creatinine clearance < 30 mi./min
group, and 29% of subjects in the hemodialysis group. These subjects did not receive calcium and
vitamin D supplementation. In a study of 4550 postmenopausal women with osteoporosis, the mean
change from baseline in serum calcium level 10 days after Prolia dosing was -5.5% in subjects with
creatinine clearance < 30 mL/min vs. -3.1% in subjects with creatinine clearance > 30 mL/min.
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Serious Infections

Receptor activator of nuclear factor kappa-B ligand (RANKL) is expressed on activated T and B
lymphocytes and in lymph nodes. Therefore, a RANKL inhibitor such as Prolia may increase the risk of
infection.

In the clinical study of 7808 postmenopausal women with osteoporosis, the incidence of infections
resulting in death was 0.2% in both placebo and Prolia treatment groups. However, the incidence of
nonfatal serious infections was 3.3% in the placebo and 4.0% in the Prolia groups. Hospitalizations due
to serious infections in the abdomen (0.7% placebo vs. 0.9% Prolia), urinary tract (0.5% placebo vs.
0.7% Prolia), and ear (0.0% placebo vs. 0.1% Prolia) were reported. Endocarditis was reported in no
placebo patients and 3 patients receiving Prolia.

Skin infections, including erysipelas and cellulitis, leading to hospitalization were reported more
frequently in patients treated with Prolia (< 0.1% placebo vs. 0.4% Prolia).

The incidence of opportunistic infections was similar to that reported with placebo.

Dermatologic Reactions

A significantly higher number of patients treated with Prolia developed epidermal and dermal adverse
events (such as dermatitis, eczema, and rashes), with these events reported in 8.2% of the placebo and
10.8% of the Prolia groups (p < 0.0001). Most of these events were not specific to the injection site
[see Warnings and Precautions (3.7)].

Osteonecrosis of the Jaw
ONJ has been reported in the osteoporosis clinical trial program in patients treated with Prolia
[see Warnings and Precautions (5.4)].

Atypical Subtrochanteric and Diaphyseal Fractuves

In the osteoporosis clinical trial program, atypical femoral fractures were reported in patients treated with
Prolia. The duration of Prolia exposure to time of atypical femoral fracture diagnosis was as early as 2!
years [see Warnings and Precautions (5.5)].

Pancreatitis

Pancreatitis was reported in 4 patients {0.1%) in the placebo and 8 patients (0.2%) in the Prolia groups.
Of these reports, 1 patient in the placebo group and all 8 patients in the Prolia group had serious events,
including one death in the Prolia group. Several patients had a prior history of pancreatitis. The time
from product administration to event occurrence was variable.

New Malignancies

The overall incidence of new malignancies was 4.3% in the placebo and 4.8% in the Prolia groups. New
malipnancies related to the breast (0.7% placebo vs. 0.9% Prolia), reproductive system (0.2% placebo vs.
0.5% Prolia), and gastrointestinal system (0.6% placebo vs. 0.9% Prolia) were reported. A causal
relationship to drug exposure has not been established.

Treatment to Increase Bone Mass in Men with Osteoporosis

The safety of Prolia in the treatment of men with osteoporosis was assessed in a 1-year randomized,
double-blind, placebo-controlled study. A total of 120 men were exposed to placebo and 120 men were
exposed to Prolia administered subcutaneously once every 6 months as a single 60 mg dose. All men
were instructed to take at least 1000 mg of calcium and 800 IU of vitamin D supplementation per day.
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The incidence of all-cause mortality was 0.8% (n = 1) in the placebo group and 0.8% (n = 1) in the Prolia
group. The incidence of nonfatal serious adverse events was 7.5% in the placebo group and 8.3% in the
Prolia group. The percentage of patients who withdrew from the study due to adverse events was 0% and
2.5% for the placebo and Prolia groups, respectively.

Adverse reactions reported in = 5% of men with osteoporosis and more frequently with Prolia than in the
placebo-treated patients were: back pain (6.7% placebo vs. 8.3% Prolia), arthralgia (5.8% placebo
vs. 6.7% Prolia), and nasopharyngitis (5.8% placebo vs. 6.7% Prolia).

Serious Infections
Serious infection was reported in 1 patient (0.8%) in the placebo group and no patients in the Prolia

group.

Dermatologic Reactions
Epidermal and dermal adverse events (such as dermatitis, eczema, and rashes} were reported in 4 patients
(3.3%) in the placebo group and 5 patients (4.2%) in the Prolia group.

Osteonecrosis of the Jaw
No cases of ONJ were reported.

Pancreatitis
Pancreatitis was reported in 1 patient (0.8%) in the placebo group and [ patient (0.8%) in the Prolia

group.

New Malignancies
New malignancies were reported in no patients in the placebo group and 4 (3.3%) patients (3 prostate
cancers, 1 basal cell carcinoma) in the Prolia group.

Treatment of Bone Loss in Patients Receiving Androgen Deprivation Therapy for Prostate Cancer or
Adjuvant Aromatage Inhibitor Therapy for Breast Cancer

The safety of Prolia in the treatment of bone loss in men with nonmetastatic prostate cancer receiving
androgen deprivation therapy (ADT) was assessed in a 3-year, randomized, double-blind, placebo-
controlled, multinational study of 1468 men aged 48 to 97 years. A total of 725 men were exposed to
placebo and 731 men were exposed to Prolia administered once every 6 months as a single 60 mg
subcutaneous dose. All men were instructed to take at least 1000 mg of calcium and 400 TU of vitamin D
supplementation per day.

The incidence of serions adverse events was 30.6% in the placebo group and 34.6% in the Prolia group.
The percentage of patients who withdrew from the study due to adverse events was 6.1% and 7.0% for the
placebo and Prolia groups, respectively.

The safety of Prolia in the treatment of bone loss in women with nonmetastatic breast cancer receiving
aromatase inhibitor (AI) therapy was assessed in a 2-year, randomized, double-blind, placebo-controlled,
multinational study of 252 postmenopausal women aged 35 to 84 years. A total of 120 wormen were
exposed to placebo and 129 women were exposed to Prolia administered once every 6 months as a single
60 mg subcutaneous dose. All women were instructed to take at least 1000 mg of calcium and 400 IU of
vitamin D supplementation per day.
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The incidence of serious adverse events was 9.2% in the placebo group and 14.7% in the Prolia group.
The percentage of patients who withdrew from the study due to adverse events was 4.2% and 0.8% for the
placebo and Prolia groups, respectively,

Adverse reactions reported in > 10% of Prolia-treated patients receiving ADT for prostate cancer or
adjuvant Al therapy for breast cancer, and more frequently than in the placebo-treated patients were:
arthralgia (13.0% placebo vs. 14.3% Prolia) and back pain (10.5% placebo vs. 11.5% Prolia). Pain in
extremity (7.7% placebo vs. 9.9% Prolia) and musculoskeletal pain (3.8% placebo vs. 6.0% Prolia)have
also been reported in clinical trials. Additionally in Prolia-treated men with nonmetastatic prostate cancer
receiving ADT, a greater incidence of cataracts was observed (1.2% placebo vs. 4.7% Prolia).
Hypocalcemia (serum calcium < 8.4 mg/dL) was reported only in Prolia-treated patients (2.4% vs. 0%) at
the month 1 visit.

6.2 Postmarketing Experience

Because postmarketing reactions are reported voluntarily from a population of uncertain size, it is not
always possible to reliably estimate their frequency or establish a causal relationship to drug exposure.

The following adverse reactions have been identified during post approval use of Prolia:
s Drug-related hypersensitivity reactions: anaphylaxis, rash, urticaria, facial swelling, and erythema
* Hypocalcemia: severe symptomatic hypocalcemia
e Musculoskeletal pain, including severe cases
s Parathyroid Hormone (PTH): Marked elevation in serum PTH in patients with severe renal
impairment (creatinine clearance < 30 mL/min) or receiving dialysis.

6.3 Immunogenicity

Denosumab is a human monoclonal antibody. As with all therapeutic proteins, there is potential for
immunogenicity. Using an electrochemiluminescent bridging immunoassay, less than 1% (55 out of
8113) of patients treated with Prolia for up to 5 years tested positive for binding antibodies (including
pre-existing, transient, and developing antibodies). None of the patients tested positive for
neutralizing antibodies, as was assessed using a chemiluminescent cell-based in vitro biological assay.
No evidence of altered pharmacokinetic profile, toxicity profile, or clinical response was associated
with binding antibody development.

The incidence of antibody formation is highly dependent on the sensitivity and specificity of the assay.
Additionally, the observed incidence of a positive antibody (including neutralizing antibody) test result
may be influenced by several factors, including assay methodology, sample handling, timing of sample
collection, concomitant medications, and underlying disease. For these reasons, comparison of antibodies
to denosumab with the incidence of antibodies to other products may be misleading.

7 DRUG INTERACTIONS

In subjects with postmenopausal osteoporosis, Prolia (60 mg subcutaneous injection) did not affect the
pharmacokinetics of midazolam, which is metabolized by cytochrome P450 344 (CYP3A4), indicating
that it should not affect the pharmacokinetics of drugs metabolized by this enzyme in this population
[see Clinical Pharmacology (12.3)].
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3 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category X

Risk Summary
Prolia may cause fetal harm when administered to a pregnant woman based on findings in animals. In

utero denosumab exposure in cynomolgus monkeys resulted in increased fetal loss, stillbirths, and
postnatal mortality, along with evidence of absent lymph nodes, abnormal bone growth and decreased
neonatal growth. Prolia is contraindicated in women who are 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 a fetus.

Women who become pregnant during Prolia treatment are encouraged to enroll in Amgen’s Pregnancy
Surveillance Program. Patients or their physicians should call 1-800-77-AMGEN (1-800-772-6436) to
enroll.

Clinical Considerations

The effects of Prolia on the fetus are likely to be greater during the second and third trimesters of
pregnancy. Monoclonal antibodies, such as denosumab, are transported across the placenta in a linear
fashion as pregnancy progresses, with the largest amount transferred during the third trimester. If the
patient becomes pregnant during Prolia therapy, treatment should be discontinned and the patient should
consult their physician.

Prolia was present at low concentrations (approximately 2% of serum exposure) in the seminal fluid of
male subjects given Prolia. Following vaginal intercourse, the maximum amount of Prolia delivered to a
female partner would result in exposures approximately 11,000 times lower than the prescribed 60 mg
subcutaneous dose.

The no-effect dose for denosumab-induced teratogenicity is unknown. However, a C,, 0£22.9 ng/ml.
was identified in cynomolgus monkeys as a level in which no biologic effects (NOEL) of denosumab
were observed (no inhibition of RANKL). Using the highest seminal fluid concentration measured in
men, and assuming 100% vaginal and placental transfer from a 6-mL ejaculate per day, female and fetal
exposure via seminal fluid would be up to 0.6 ng/mL per day. Thus, the potential amount of fetal
exposure when a man treated with Prolia has unprotected sexual intercourse with a pregnant partner is at
least 38-times lower than the NOEL in monkeys. Therefore, it is unlikely that a female pariner or fetus
would be exposed to pharmacologically relevant concentrations of denosumab via seminal fluid [see
Clinical Pharmacology (12.3)].

Animal Data

The effects of denosumab on prenatal development have been studied in both cynomolgus monkeys and
genetically engineered mice in which RANK ligand (RANKL) expression was turned off by gene
removal (a “knockout mouse”). In cynomolgus monkeys dosed subcutaneously with denosumab
throughout pregnancy at a pharmacologically active dose, there was increased fetal loss during gestation,
stillbirths, and postnatal mortality. Other findings in offspring included absence of axillary, inguinal,
mandibular, and mesenteric lymph nodes; abnormal bone growth, reduced bone strength, reduced
hematopoiesis, dental dysplasia and tooth malalignment; and decreased neonatal growth. At birth out to
1 month of age, infants had measurable blood levels of denosumab (22-621% of maternal Jevels).
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Following a recovery period from birth out to 6 months of age, the effects on bone quality and strength
returned to normal; there were no adverse effects on tooth eruption, though dental dysplasia was still
apparent; axillary and inguinal lymph nodes remained absent, while mandibular and mesenteric lymph
nodes were present, though small; and minimal to moderate mineralization in multiple tissues was seen in
one recovery animal. There was no evidence of maternal harm prior to labor; adverse maternal effects
occurred infrequently during labor. Maternal mammary gland development was normal. There was no
fetal NOAEL (no observable adverse effect level) established for this study because only one dose of

50 mg/kg was evaluated.

In RANKL knockout mice, absence of RANKL (the target of denosumab) also caused fetal lymph node
agenesis and led to postnatal impairment of dentition and bone growth. Pregnant RANKL knockout mice
showed altered maturation of the maternal mammary gland, leading to impaired lactation /see Use in
Specific Populations (8.3} and Nonclinical Toxicology (13.2)].

8.3  Nursing Moethers

It is not known whether Prolia is excreted into human milk. Measurable concentrations of denosumab
were present in the maternal milk of cynomolgus monkeys up to 1 month after the last dose of
denosumab (< 0.5% milk:serum ratio). Because many drugs are excreted in hwman milk and because of
the potential for serious adverse reactions in nursing infants from Prolia, a decision should be made
whether to discontinue musing or discontinue the drug, taking into account the importance of the drug to
the mother.

Maternal exposure to Prolia during pregnancy may impair mammary gland development and lactation
based on animal studies in pregnant mice lacking the RANK/RANKL signaling pathway that have shown
altered maturation of the maternal mammary gland, leading to impaired lactation postpartum. However in
cynomolgus monkeys treated with denosumab throughout pregnancy, maternal mammary gland
development was normal, with no impaired lactation. Mammary gland histopathology at 6 months of age
was normal in female offspring exposed to denosumab in utero; however, development and lactation have
not been fully evaluated [see Use in Specific Populations (8.1) and Nonclinical Toxicology (13.2)].

8.4 Pediatric Use

Prolia is not recommended in pediatric patients. The safety and effectiveness of Prolia in pediatric
patients have not been established.

Treatment with Prolia may impair bone growth in children with open growth plates and may inhibit
eruption of dentition. In neonatal rats, inhibition of RANKL (the target of Prolia therapy) with a
construct of osteoprotegerin bound to Fc {OPG-Fc) at doses < 10 mg/kg was associated with inhibition of
bone growth and tooth eruption. Adolescent primates treated with denosumab at doses 10 and 50 times
(10 and 50 mg/kg dose) higher than the recommended human dose of 60 mg administered every

6 months, based on body weight (mg/kg), had abnormal growth plates, considered to be consistent with
the pharmacological activity of denosumab.

Cynomolgus monkeys exposed in utero to denosumab exhibited bone abnormatities, an absence of
axillary, inguinal, mandibular, and mesenteric lymph nodes, reduced hematopoiesis, tooth malalignment,
and decreased neonatal growth. Some bone abnormalities recovered once exposure was ceased following
birth; however, axillary and inguinal lymph nodes remained absent 6 months post-birth fsee Use in
Specific Populations (8.1)].
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8.5 Geriatric Use

Of the total number of patients in clinical studies of Prolia, 9943 patients (76%) were > 65 years old,
while 3576 (27%) were > 75 years old. Of the patients in the osteoporosis study in men, 133 patients
(55%) were = 65 years old, while 39 patients (16%) were > 75 years old. No overall differences in safety
or efficacy were observed between these patients and younger patients and other reported clinical
experience has not identified differences in responses between the elderly and younger patients, but
greater sensitivity of some older individuals cannot be ruled out.

8.6 Renal Impairment

No dose adjustment is necessary in patients with renal impairment.

In clinical studies, patients with severe renal impairment (creatinine clearance < 30 mL/min) or receiving
dialysis were at greater risk of developing hypocalcemia. Consider the benefit-risk profile when
administering Prolia to patients with severe renal impairment or receiving dialysis. Clinical monitoring of
calcium and mineral levels (phosphorus and magnesium) is highly recommended. Adequate intake of

calcium and vitamin D is important in patients with severe renal impairment or receiving dialysis
[see Warnings and Precautions (5.3), Adverse Reactions (6.1), and Clinical Pharmacology (12.3)].

8.7 Hepatic bmpairment

No clinical studies have been conducted to evaluate the effect of hepatic impairment on the
pharmacokinetics of Prolia.

10 OVERDOSAGE

There is no experience with overdosage with Prolia.

11 DESCRIPTION

Prolia (denosumab) is a human EgG2 monoclonal antibody with affinity and specificity for human
RANKL (receptor activator of muclear factor kappa-B ligand). Denosumab has an approximate melecular
weight of 147 kDa and is produced in genetically engineered mammalian (Chinese harster ovary) cells.
Prolia is a sterile, preservative-free, clear, colorless to pale yellow solution.

Each 1 mL single-use prefilled syringe of Prolia contains 60 mg denosumab (60 mg/mL solution),

4.7% sorbitol, 17 mM acetate, 0.01% polysorbate 20, Water for Injection (USP), and sodium hydroxide to
apHof5.2.

Each 1 mL single-use vial of Prolia contains 60 mg denosumab (60 mg/mL solution), 4.7% sorbitol,
17 mM acetate, Water for Injection (USP), and sodium hydroxide to 2 pH of 5.2.
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12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Prolia binds to RANKL, a transmembrane or soluble protein essential for the formation, function, and
survival of osteoclasts, the cells responsible for bone resorption. Prolia prevents RANKL from activating
its receptor, RANK, on the surface of osteoclasts and their precursors. Prevention of the RANKI/RANK
interaction inhibits osteoclast formation, function, and survival, thereby decreasing bone resorption and
increasing bone mass and strength in both cortical and frabecular bone.

12,2 Pharmacodynamics

In clinical studies, treatment with 60 mg of Prolia resulted in reduction in the bone resorption marker
serum type 1 C-telopeptide (CTX) by approximately 85% by 3 days, with maximal reductions occurring
by 1 month. CTX levels were below the limit of assay quantitation (0.049 ng/mL) in 39% to 68% of
patients 1 to 3 months after dosing of Prolia. At the end of each dosing interval, CTX reductions were
partially attenuated from a maximal reduction of = 87% to = 45% (range: 45% to 80%), as serum
denosumalb levels diminished, reflecting the reversibility of the effects of Prolia on bone remodeling.
These effects were sustained with continued treatment. Upon reinitiation, the degree of inhibition of CTX
by Prolia was similar to that observed in patients initiating Prolia treatment.

Consistent with the physiological coupling of bone formation and resorption in skeletal remodeling,
subsequent reductions in bone formation markers (i.e. osteocalcin and procollagen type 1 N-terminal
peptide [PINP]) were observed starting 1 month after the first dose of Prolia. After discontinuation of
Prolia therapy, markers of bone reserption increased to levels 40% to 60% above pretreatment values but
returned to baseline levels within 12 months.

12.3  Pharmacokinetics

In a study conducted in healthy male and female volunteers (n = 73, age range: 18 to 64 years) following
a single subcutaneously administered Prolia dose of 60 mg afier fasting (at least for 12 hours), the mean
maximum denosumab concentration (Cp.y) Was 6.75 meg/mL (standard deviation [SD] = 1.89 meg/mL).
The median time to maximum denosumab concentration (T ) Was 10 days (range: 3 to 21 days). After
Cuux, Serum denosumab concentrations declined over a period of 4 to 5 months with a mean half-life of
25.4 days (SD = 8.5 days; n = 46). The mean area-under-the-concentration-time curve up to 16 weeks
{AUC ¢.16 weeks) of denrosumab was 316 meg-day/ml. (8D = 101 mcg-day/mL).

No accumulation or change in denosumab pharmacokinetics with time was observed upon multiple
dosing of 60 mg subcutaneously administered once every 6 months.

Prolia pharmacokinetics were not affected by the formation of binding antibodies.

A population pharmacokinetic analysis was performed to evaluate the effects of demographic
characteristics. This analysis showed no notable differences in pharmacokinetics with age (in
postmenopausal women), race, or body weight (36 to 140 kg).

Seminal Fluid Pharmacokinetic Study
Serum and seminal fluid concentrations of denosumab were measured in 12 healthy male volunteers (age

range: 43-65 years). After a single 60 mg subcutaneous administration of denosumab, the mean ( SD)
Cmax values in the serum and seminal fluid samples were 6170 (= 2070) and 100 (+ 81.9) ng/mL,
respectively, resulting in a maximum seminal fluid concentration of approximately 2% of serum levels.
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The median (range) T, values in the serum and seminal fluid samples were 8.0 (7.9 to 21) and 21 (8.0
to 49) days, respectively. Amongst the subjects, the highest denosumab concentration in seminal fluid
was 301 ng/mL at 22 days post-dose. On the first day of measurement (10 days post-dose), nine of eleven
subjects had quantifiable concentrations in semen. On the last day of measurement (106 days post-dose),
five subjects still had quantifiable concentrations of denosumab in seminal fluid, with a mean (& SD)
seminal fluid concentration of 21.1 (£36.5) ng/mL across all subjects (n = 12). fsee Use in Specific
Populations (8.1}].

Drug Interactions

In a study of 17 postmenopausal women with osteoporosis, midazolam (2 mg oral) was administered two
weeks after a single dose of denosumab (60 mg subcutaneous injection), which approximates the T,y of
denosumab. Denosumab did not affect the pharmacokinetics of midazolam, which is metabolized by
cytochrome P450 3A4 (CYP3A4). This indicates that denosumab should not alter the pharmacokinetics
of drugs metabolized by CYP3A4 in postmenopausal women with osteoporosis.

Specific Populations

Gender: Mean serum denosumab concentration-time profiles observed in a study conducted in healthy
men = 50 years were similar to those observed in a study conducted in postmenopausal women using the
same dose regimen.

Age: The pharmacokinetics of denosumab were not affected by age across all populations studied whose
ages ranged from 28 to 87 years.

Race: The pharmacokinetics of denosumab were not affected by race.

Renal Impairment: In a stady of 55 patients with varying degrees of renal function, including patients on
dialysis, the degree of renal impairment had no effect on the pharmacokinetics of denosumab; thus, dose
adjustment for renal impairment is not necessary.

Hepatic Impairment: No clinical studies have been conducted to evaluate the effect of hepatic impairment
on the pharmacokinetics of denosumab.

13 NONCLINICAL TOXICOLOGY

13.1  Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenicity

The carcinogenic potential of denosumab has not been evaluated in long-term animal studies.

Mutagenicity

The genotoxic potential of denosumab has not been evaluated.

Impairment of Fertility

Denosumab had no effect on female fertility or male reproductive organs in monkeys at doses that were
13- to 50-fold higher than the recommended human dose of 60 mg subcutanecusly administered once
every 6 months, based on body weight (mg/kg).

13.2  Animal Toxicology and/or Pharmacelogy

Denosumab is an inhibitor of osteoclastic bone resorption via inhibition of RANKL.
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In ovariectomized monkeys, once-monthly treatment with denosumab suppressed bone turnover and
increased bone mineral density (BMD) and strength of cancellous and cortical bone at doses 50-fold
higher than the recommended human dose of 60 mg administered once every 6 months, based on body
weight (mg/kg). Bone tissue was normal with no evidence of mineralization defects, accumulation of
osteoid, or woven bone.

Because the biological activity of denosumab in animals is specific to nonhuman primates, evaluation of
genetically engineered (“knockout™) mice or use of other biological inhibitors of the RANK/RANKL
pathway, namely OPG-Fc, provided additional information on the pharmacodynamic properties of
denosumab. RANK/RANKL knockout mice exhibited absence of iymph node formation, as well as an
absence of lactation due to inhibition of mammary gland maturation (lobulo-alveolar gland development
during pregnancy). Neonatal RANK/RANKIL knockout mice exhibited reduced bone growth and lack of
tooth eruption. A corroborative study in 2-week-old rats given the RANKL inhibitor OPG-Fc also
showed reduced bone growth, altered growth plates, and impaired tooth eruption. These changes were
partially reversible in this model when dosing with the RANKL inhibitors was discontinued.

14 CLINICAL STUDIES
141  Postmenopausal Women with Osteoporosis

The efficacy and safety of Prolia in the treatment of postmenopausal osteoporosis was demonstrated in a
3-year, randomized, double-blind, placebo-controlled trial. Enrolled women had a baseline BMD T-score
between -2.5 and -4.0 at either the lumbar spine or total hip. Women with other diseases (such as
rheumatoid arthritis, osteogenesis imperfecta, and Paget’s disease)} or on therapies that affect bone were
exchuded from this study. The 7808 enrolled women were aged 60 to 91 years with a mean age of

72 years. Overall, the mean baseline lumbar spine BMD T-score was -2.8, and 23% of women had a
vertebral fracture at baseline. Women were randomized to receive subcutaneous injections of either
placebo (N = 3906) or Prolia 60 mg (N =3902) once every 6 months. All women received at least

1000 mg calcium and 400 IU vitamin D supplementation daily.

The primary efficacy variable was the incidence of new morphometric (radiclogically-diagnosed)
vertebral fractures at 3 years. Vertebral fractures were diagnosed based on lateral spine radiographs
(T4-L4) using a semiquantitative scoring method. Secondary efficacy variables included the incidence of
hip fracture and nonvertebral fracture, assessed at 3 years,

Effect on Vertebral Fractures

Prola significantly reduced the incidence of new morphometric vertebral fractures at 1, 2, and 3 years

{p <0.0001), as shown in Table 2. The incidence of new vertebral fractures at year 3 was 7.2% in the
placebo-treated women compared to 2.3% for the Prolia-treated women. The absolute risk reduction was
4.8% and relative risk reduction was 68% for new morphometric vertebral fractures at year 3.
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Table 2. The Effect of Prolia on the Incidence of
New Vertebral Fractures in Postmenopausal Women

Proportion of Women Absolute Risk | Relative Risk
With Fracture (%) Reduction Reduction
Placebo Prolia (%)' (%)
N = 3691 N=3702 (95% CI) (95% CI)
(%) (%)
0-1 Year 2.2 0.9 1.4(0.8,1.9) 61 (42,74)
0-2 Years 5.0 1.4 35(2.7,43) 71(61,79)
0-3 Years 7.2 2.3 4.8(3.9,5.8) 68 (59, 74)

* Event rates based on crude rates in each interval.
°  Absolute risk reduction and relative risk reduction based on Mantel-Faenszel method adjusting for age
group variable,

Prolia was effective in reducing the risk for new morphometric vertebral fractures regardless of age,
baseline rate of bone turnover, baseline BMD, baseline history of fracture, or prior use of a drug for
osteoporosis.

Effect on Hip Fractures

The incidence of hip fracture was 1.2% for placebo-ireated women compared to 0.7% for Prolia-treated
women at year 3. The age-adjusted absolute risk reduction of hip fractures was 0.3% with a relative risk
reduction of 40% at 3 years (p = 0.04) (Figure 1).

Figure 1. Comulative Incidence of Hip Fractures Over 3 Years
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Effect on Nonvertebral Fractures

Treatment with Prolia resulted in a significant reduction in the incidence of nonvertebral fractures

(Table 3).
Table 3. The Effect of Prolia on the Incidence of Nonvertebral Fractures at Year 3
Proportion of Women With
Fracture (%)~ Absolute Risk | Relative Risk
Placebo Prolia Reduction (%) | Reduction (%)
N =3906 N=3902 (95% CI) (95% CI)
(%) (%)
Nonvertebral *
fracture! 8.0 6.5 1.5(0.3,2.7) 20 (5, 33)

* Event rates based on Kaplan-Meier estimates at 3 years.

! Excluding those of the vertebrae (cervical, thotacic, and lumbar), skull, facial, mandible, metacarpus, and finger and tos
phalanges.

* p-value = 0.01,

Effect on Bone Mineral Density (BMD)

Treatment with Prolia significantly increased BMD at all anatomic sites measured at 3 years. The
treatment differences in BMD at 3 years were 8.8% at the lumbar spine, 6.4% at the total hip, and 5.2% at
the femoral neck. Consistent effects on BMD were observed at the lumbar spine, regardless of baseline
age, race, weight/body mass index (BMI), baseline BMD, and level of bone turnover.

After Prolia discontinuation, BMD returned to approximately baseline levels within 12 months,

Bone Histology and Histomorphometry
A total of 115 transiliac crest bone biopsy specimens were obtained from 92 postmenopausal women with

osteoporosis at either month 24 and/or month 36 (53 specimens in Prolia group, 62 specimens in placebo
group). Of the biopsies obtained, 115 (100%) were adequate for qualitative histology and 7 (6%) were
adequate for full quantitative histomorphometry assessment.

Qualitative histology assessments showed normal architecture and quality with no evidence of
mineralization defects, woven bone, or marrow fibrosis in patients treated with Prolia.

The presence of double tetracycline labeling in a biopsy specimen provides an indication of active bone
remodeling, while the absence of tetracycline label suggests suppressed bone formation. In patients
treated with Prolia, 35% had no tetracycline label present at the month 24 biopsy and 38% had no
tetracycline label present at the month 36 biopsy, while 100% of placebo-treated patients had double label
present at both time points. When compared to placebo, treatment with Prolia resulted in virtually absent
activation frequency and markedly reduced bone formation rates, However, the long-term consequences
of this degree of suppression of bone remodeling are unknown.

14.2  Treatment to Increase Bene Mass in Men with Osteeporosis

The efficacy and safety of Prolia in the treatment to increase bone mass in men with osteoporosis was
demonstrated in a 1-year, randomized, double-blind, placebo-controlled trial. Enrolled men had a baseline
BMD T-score between -2.0 and -3.5 at the lumbar spine or femoral neck. Men with a BMD T-score
between -1.0 and -3.5 at the lumbar spine or femoral neck were also enrolled if there was a history of
prior fragility fracture. Men with other diseases (such as rheumatoid arthritis, osteogenesis imperfecta,
and Paget’s disease) or on therapies that may affect bone were exclnded from this study. The 242 men
enrolled in the study ranged in age from 3! to 84 years with a mean age of 65 years. Men were
randomized to receive SC injections of either placebo (n = 121) or Prolia 60 mg (n = 121) once every
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6 months. All men received at least 1000 mg calcium and at least 800 IU vitamin D supplementation
daily.

Effect on Bone Mineral Density (BMD)

The primary efficacy variable was percent change in lumbar spine BMD from baseline to 1 year.
Secondary efficacy variables included percent change in total hip, and femoral neck BMD from baseline
to 1 year.

Treatment with Prolia significantly increased BMD at 1 year. The treatment differences in BMD at 1 year
were 4.8% (+0.9% placebo, +5.7% Prolia; (95% CI: 4.0, 5.6); p < 0.0001) at the lumbar spine, 2.0%
(+0.3% placebo, +2.4% Prolia) at the total hip, and 2.2% (0.0% placebo, +2.1% Prolia) at femoral neck.
Consistent effects on BMD were observed at the lumbar spine regardless of baseline age, race, BMD,
testosterone concentrations and level of bone turnover.

Bone Histology and Histomorphometry

A total of 29 transiliac crest bone biopsy specimens were obtained from men with osteoperosis at

12 months (17 specimens in Prolia group, 12 specimens in placebo group). Of the biopsies obtained,

29 (100%) were adequate for qualitative histology and, in Prolia patients, 6 {(35%) were adequate for full
guantitative histomorphometry assessment. Qualitative histology assessments showed normal
architecture and guality with no evidence of mineralization defects, woven bone, or marrow fibrosis in
patients treated with Prolia. The presence of double tetracycline labeling in a biopsy specimen provides
an indication of active bone remodeling, while the absence of tetracycline label suggests suppressed bone
formation. In patients treated with Prolia, 6% had no tetracycline label present at the month 12 biopsy,
while 100% of placebo-treated patients had double label present. When compared to placebo, treatment
with Prolia resulted in markedly reduced bone formation rates. However, the long-term consequences of
this degree of suppression of bone remodeling are unknown.

14.3  Treatment of Bone Loss in Men with Prostate Cancer

The efficacy and safety of Prolia in the treatment of bone loss in men with nonmetastatic prostate cancer
receiving androgen deprivation therapy (ADT) were demonstrated in a 3-year, randomized (1:1), double-
blind, placebo-controlled, multinational study. Men less than 70 years of age had either 2 BMD T-score
at the lumbar spine, total hip, or femoral neck between -1.0 and -4.0, or a history of an osteoporotic
fracture. The mean baseline lumbar spine BMD T-score was -0.4, and 22% of men had a vertebral
fracture at baseline. The 1468 men enrolled ranged in age from 48 to 97 years (median 76 years). Men
were randomized to receive subcutaneous injections of either placebo (n = 734) or Prolia 60 mg (n = 734)
once every 6 months for a total of 6 doses. Randomization was stratified by age (< 70 years vs. = 70
years) and duration of ADT at trial entry (< 6 months vs. > 6 months). Seventy-nine percent of patients
received ADT for more than 6 months at study entry. All men received at least 1000 mg calcium and
400 IU vitamin D supplementation daily.

Effect on Bone Mineral Density (BMD

The primary efficacy variable was percent change in lumbar spine BMD from baseline to month 24. An
additional key secondary efficacy variable was the incidence of new vertebral fracture through month 36
diagnosed based on x-ray evaluation by two independent radiologists. Lumbar spine BMD was higher at
2 years in Prolia-treated patients as compared to placebo-treated patients [-1.0% placebo, +5.6% Prolia;
treatment difference 6.7% (95% CI: 6.2, 7.1); p < 0.0001].

With approximately 62% of patients followed for 3 years, treatment differences in BMD at 3 years were
7.9% (-1.2% placebo, +6.8% Prolia) at the lumbar spine, 5.7% (-2.6% placebo, +3.2% Prolia) at the total
hip, and 4.9% (-1.8% placebo, +3.0% Prolia) at the femoral neck. Consistent effects on BMD were
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observed at the lumbar spine in relevant subgroups defined by baseline age, BMD, and baseline history of

vertebral fracture.

Effect on Vertebral Fractures

Prolia significantly reduced the incidence of new vertebral fractures at 3 years (p = 0.0125), as shown in

Table 4.

Table 4. The Effect of Prolia on the Incidence of
New Vertebral Fractares in Men with Nonmetastatic Prostate Cancer

Proportion of Men With | Absolute Risk | Relative Risk
Fracture (%) Reduction Reduction
Placebo Prolia (%) (%)’
N =673 N=679 (95% CI) (95% CI)
(%) (%)
0-1 Year 1.9 0.3 1.6 (0.5, 2.8) 85(33,97)
0-2 Years 33 1.0 2.2(0.7,3.8) 69 (27, 86)
0-3 Years 3.9 1.5 24(0.7,4.) 62 (22, 81)

* Event rates based on crude rates in each interval,

" Absolute risk reduction and relative risk reduction based on Mantel-Haenszel method adjusting for age
group and ADT duration variables.

144  Treatment of Bone Loss in Women with Breast Cancer

The efficacy and safety of Prolia in the treatment of bone loss in women receiving adjuvant aromatase
inhibitor (AI) therapy for breast cancer was assessed in a 2-year, randomized (1:1), double-blind, placebo-
controlled, multinational study. Women had baseline BMD T-scores between -1.0 to -2.5 at the lumbar
spine, total hip, or femoral neck, and had not experienced fracture after age 25. The mean baseline
lumbar spine BMD T-score was -1.1, and 2.0% of women had a vertebral fracture at baseline. The

252 women enrolled ranged in age from 35 to 84 years (median 59 years). Women were randomized to
receive subcutaneous injections of either placebo (n = 125) or Prolia 60 mg (n = 127) once every

6 months for a total of 4 doses. Randomization was stratified by duration of adjuvant Al therapy at trial
entry (< 6 months vs, > 6 months). Sixty-two percent of patients received adjuvant Al therapy for more
than 6 months at study entry. All women received at least 1000 mg calcium and 400 I vitamin D
supplementation daily.

Effect on Bone Mineral Density (BMD)

The primary efficacy variable was percent change in lumbar spine BMD from baseline to month 12.
Lumbar spine BMP was higher at 12 months in Prolia-treated patients as compared to placebo-treated
patients [-0.7% placebo, +4.8% Prolia; treatment difference 5.5% (95% CL: 4.8, 6.3); p < 0.0001].

With approximately 81% of patients followed for 2 years, treatment differences in BMD at 2 years were
7.6% (-1.4% placebo, +6.2% Prolia) at the lumbar spine, 4.7 % (-1.0% placebo, +3.8% Prolia) at the total
hip, and 3.6% (-0.8% placebo, +2.8% Prolia} at the femoral neck.

16 HOW SUPPLIED/STORAGE AND HANDLING

Prolia is supplied in a single-use prefilled syringe with a safety guard or in a single-use vial. The grey
needle cap on the single-use prefilled syringe contains dry natural rubber (a derivative of latex).

NDC 55513-710-01
NDC 55513-720-01

60 mg/1 mL in a single-use prefilled syringe
60 mg/1 mL in a single-use vial

1 per carton
1 per carton
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Store Prolia in a refrigerator at 2°C to 8°C (36°F to 46°F) in the original carton. Do not freeze. Prior to
administration, Prolia may be allowed 1o reach room temperature (up to 25°C/77°F) in the original
container. Once removed from the refrigerator, Prolia must not be exposed to temperatures above
25°C/77°F and must be used within 14 days. If not used within the 14 days, Prolia should be discarded.
Do not use Prolia after the expiry date printed on the label.

Protect Prolia from direct light and heat.

Avold vigorous shaking of Prolia.

17 PATIENT COUNSELING INFORMATION

See FDA-approved patient labeling (Medication Guide).

17.1  Drug Products with Same Active Ingredient

Advise patients that denosumab is also marketed as Xgeva, and if taking Prolia, they should not receive
Xgeva [see Warnings and Precautions (5.1)].

17.2  Hypersensitivity

Advise patients to seek prompt medical attention if signs or symptoms of hypersensitivity reactions occur.
Advise patients who have had signs or symptoms of systemic hypersensitivity reactions that they should
not receive denosumab (Prolia or Xgeva) [see Warnings & Precautions (5.2), Contraindications (4.3)].
17.3  Hypocalcemia

Adequately supplement patients with calcium and vitamin I} and instruct them on the importance of
maintaining serum calciam levels while receiving Prolia fsee Warnings and Precautions (5.3) and Use in
Specific Populations (8.6)]. Advise patients to seek prompt medical attention if they develop signs or
symptoms of hypocalcemia.

17.4  Osteonecrosis of the Jaw

Advise patients to maintain good oral hygiene during treatment with Prolia and to inform their dentist
prior to dental procedures that they are receiving Prolia. Patients should inform their physician or dentist
if they experience persistent pain and/or slow healing of the mouth or jaw after dental surgery

[see Warnings and Precautions (5.4)].

17.5  Atypical Subtrochanteric and Diaphyseal Femoral Fractures

Advise patients to report new or unusual thigh, hip, or groin pain [see Warnings and Precautions (5.5)].

17.6  Serious Infections

Advise patients to seek prompt medical attention if they develop signs or symptoms of infections,
including cellulitis [see Warnings and Precautions (3.6)].

17.7  Dermatologic Reactions
Advise patients to seek prompt medical attention if they develop signs or symptoms of dermatological

reactions (dermatitis, rashes, and eczema) [see Warnings and Precautions (5.7)].
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17.8  Musculoskeletal Pain

Inform patients that severe bone, joint, and/or muscle pain have been reported in patients taking Prolia.
Patients should report severe symptoms if they develop [see Warnings and Precautions (5.8)].

179  Embryo-Fetal Toxicity

Pregnancy

Advise patients that Prolia is contraindicated in women who are pregnant and may cause fetal harm

[see Contraindications (4.2), Use in Specific Populations (8.1)].

17.1¢ Nursing Mothers

Advise patients that because many drugs are excreted in human milk and because of the potential for
serious adverse reactions in nursing infants from Prolia, a decision should be made whether to discontinue
nursing or discontinue the drug, taking into account the importance of the drug to the mother /see Use in
Specific Populations (8.3)].

17.11 Schedule of Administration

If a dose of Prolia is missed, administer the injection as soon as convenient. Thereafter, schedule
injections every 6 months from the date of the last injection,

AMGEN’

Manufactured by:

Amgen Inc.

One Amgen Center Drive

Thousand Oaks, California 91320-1799

Patent: hitp:/pat.amgen.com/prolia/

© 2010-2015 Amgen Inc. All rights reserved.
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RAB, BEERE. ROHERBEENH O RNRD 51/, Prolia iMERICIERTH 2.
ISR IZ Prolia 2 {1 f U /=& X1 Prolia 25 PITILIR L2 BE 3B EA OB TR RR
WHDIEEBETHET DL [BHLEMOREG (8.1 H) &L,

4.3 BEEE

Prolia td, HAERDIH U TS EBUEERGOBIEOH 2BFICERSTH 5. BEEE
FInELTTPF 74 5F>—, ERBIELRVEMSNRD SINTNWD [HERNEH LD
B (4528, BIfEA (5E62 ) #BH].

5. BERUVERLDER

51 E-—OFMRSZESUHRA

Prolia 3. Xgeva &[A-—-AZIS (F/ A7) ZEE, Prolia 2R EPDEHIT Xgeva D
BREEMBTHE,

5.2 IBEE

Prolia ¥ 5 DBET, 7F 74 I+ —2SUHEENCEELBMENREENTNS,
IR I, EME. FERER. WIREER, ARk ERERE, £ R ROERES
EN.TF 74 TF L —XIEZOMOERMIZERER T LILE— RS 5N BE1.
W IEIRE A L. Prolia OWEMERIET B & [BE (43 F), HEH (62 H)
EBH].



53 (BRI D ANEE S 2T IARHE

AV D AME Prolia DEMIC L VBT 2 BENMNH 2, BRGNS EAIN T
O L ES R 5 1S B E 1 Prolia O ERBHIICEAIN OV AMEZRETS I &, KD
W7 AMERRI XS NAMBEELZE LY d0EE (A, SRR TE. ¥
WRIRFMN. BIFRIRE, RIS REGERE. NBYIER, EEORBERE JLryFo .
Z YT 5 AN 30 mL/min RG] OBRANRSLEE, BRESZITTWSEHE) T, Polia
BB 14 BMOIN I TARDIZRIN (U OROR TR TL) BOBKE=S ) TR
M HERE NS, EHIIN U AMESEGEM I BEREEL., HEREZSU TRV
SRR S RO, R OERGIZ DN U LETR (EF2 2 DREH O I L)Y B
WL o I RERRTH IR ICEHIERD 5N TN D,

BEOBFHERSE (JLF7FZ - 7075 A0 30 mL/min i) O & 2 EBHE BN
EZITTNWBEBETIL, Prolia BEBIZEIN T AMENEEHT S ) A7NEGNL, b
DBF CIEMFPRIFRIEFILE> PTH) HOFHZEAPRDNEIEbHS. BE
OFHEREREBRE (BREZITTVWAREZED) I AN AMEOREREHBL .
AN TARBESY S U DOTRRERICE 0N T AMEERERTSZ EOHEEHEIZDW
THET LI &,

TRTDBFIZANITLARVEY I D BTN THIE [FRRIVFE (2.1
H), BE (F41 ), RNGER (6l 28K,

54 SARIER

S EIE (OND) WTEBARETZEAVH M, RIS B EBIE 24D BT
e S PIEL THRBT 5. T/ AT OREGEZZEBETONIWHESNTWD [FIEH
(F56.1 ) #ZHM], B Prolia 52 BAT 21T, WHOOBEREEERT DI &,
ONJ OfEBET (REMNLEEAE F2E kil we-r 72> b aEAR R,
FEONESE, MMk (WA, 2Rk, 2NTFaXFo-0 R, mEFERFE]. DB
EFR. SOE A, ERREXIMOREFERER, A, BiimRE, BERE. £
MEEE] 28 2HTSEE T, Prolia 58I HEITIE U T v e ikl 715 0 % il
Lo OlRREETD ZENHERE NS, Prolia DS PILMEY/ Ak TORGEER
EEmTH I L,

ONJ [ZHHE T AHADOHARESIC LD ONI OFRER IV AR LR TH 0155,

BEVNEENTENABEZLBELTHIEAICE. FEBFEORRT 4 v b Y X7 FMITE
D E G FEE OIS BLE O FRACHIE TR st 2D 5 T &,

Prolia D357 ONJ 2 EEHN /- 8834 X3 ONI S RH U /- B3, IR EX I OEARE
DIBFEEZITHIE, TNHOEEFI ONI ORBOLDIZLMOBARFERZITD & E
KRBT HBEFNNH D, FBEORRT 4 v MU ATFEICETE, Prolia #5-OH
ILERT D &,



55 XKWRBEFTRUAKBREEHREOIEEUEH

Prolia 2% 5 L /- B#H T, BHOIEEHETINF—EGIEAMEEBRPBREEINT
Wb [BIfER (F6lH) 28], INLORFRE. MNMeTFETFHMIEEH O ESEBAE
LRETORBERREOS SWBEHMTRID S 5, BHORAZEDRVWREIXIZE
BB THD. BRIEEEDRSEZZTTOWINWEREERETHINSOERAETT
a7, REBRIIMEIEIN TN,

EERKBEENE. BHANOBENEEAEHIZVEESLZLSBNHONIFEAETH
Zo FEEBKMEBIFIIHAKICECDZZENH D, E2ERMRIAE0AM» S8 A
W2, BERICEIK AT LD AEHBELGERS S DON 2B EZRE T 2BENE W, BE
MBFHICHEEINF O RER (L RV %) 2ERPTH I ENREENTY
HWEHRINWSOMhDH S,

Prolia #5-th¥d, KERER. MRBAMISVIRERERIC, ¥ O3RN E U B &38R
ETHIIBFIIRETHZ L. KB IR HICERE U BB e B EINEED
N57H. KRFOFEEZEBIRERNT2200MEETI &, FERKBEEIREED
LIBHIIR LTS, o2 R TERKBBOFEEHETLIIE, YA /N
27 4w M. @& OBEE & Prolia OISRl EERT A L.

5.6 FEELERRELE

7800 £ LA L OB R EHBIE DL E MR E UEBRERTIE. 7R BEsltikl T
Prolia B TABEET 2 BEZBYYEORERN BN o [FIFEA (6l E) 50 &
72 B R R, WM BEER. IR, RUE ORIYEORB R Prolia BICBWTHE Mo /.
DREEOFIRRY Prolia B TEN-o 7. BMARRORBERITIX T Z 2 RE & Prolia T
EiZA6NT, BYEEOERERRIIRSHETRBE TH o/, WMBRL EOEE OBRIE
OWAE LVERBBEN BT, HONCEMOBEEZITS L IBHITIRET S L,
FEIHEREMSR L TR EHE IREEEMETL TR BEHIE, BELRBIEDY X
TIEW, TOXIREFTIL. Prolia Z2HBEGTHHIIARERT7 4 v b AUATFHEETD Z
&, Prolia 5 PICEERERRENFER Lz B &,. ERI Prolia 5 O#EIC D W TH g
BT &,

57 KEEBEDRI{ER

7800 LA L OB B B HBE O 2N H & L KBBIGERER T, 77 AR &
LT Prolia ECERERUVEEDHFEESR (KERX, 2. BBELRLE) OFRRBF/AFEICHEN.
D, INEOERDIYETILFEAMICERN O T o/ [FIfEH (GE61HE) &
2], BEOERPERLZEEITIE. Prolia 5Ok 2kETT 2 2 &,

58 HBhEtaTH
Prolia 5 DBHT, EERVHICHEROEMBEES &, BH KR/ M ARITHR



BICHRESNTWD [BIEA (F62H) #£08. RERNIBRGHEZERN SRy AtkE
T4 THolz. ERVEETHLHEAEEAPEEZRFT L&

59 BRHEEOIE

FRBEHED L Z R E UZBKEHTIL, Prolia 5 OH#HE., HRM<T—I1—Kk
DEHEHESBICBNTEYET ) Y 7OELWHIHNZED 6Nz, NS ORFROER
B Prolia R S OFEILHS Mo Ty, EHEICI. Prolia 5B TRD SN
FZRVETI MG, EEHEE. EEREHR. BRHIEEBES Vo R EEERFEEICH
940N H B, INCOBHORBLECHEL T, BEETF VT8,

6. EfEF

TROBEEZEHERICDWTHRAE TR T 21, AR CHOMOETHEIBL TWH5S:

o ARRINT T LNGE [EFERMER LOER (F53E) K]

 BEBYE [BERIMEHR LOHE (56 H) #FHH]

. RISBEEORWER [EERIMER LOEE (57K #2408

. WEIIE [EERINEFLOHEE (FES5.4H) EFHE]

+ KBEEBETFTFRORBREEBHROEEUEN [BEROEFLOER (E55H) &

BHE]

BARR e E MR B TR SN TV 5 Prolia D E/ZRMEMIT. HHE0M. M. BB,
B L AFa—)VfE, ROBERETH S,

B HBE THRE SN TV S Prolia @ FZFIMEMIZ. WEM. BIER., ROSMHEHRT
H5.

ASENREE IR 37 > KOs s ORI 5 7 0 vy —EHERKIC WG
BRI U B TS STV S Prolia OEZRIMEM (RIRE 10%LL L) 13, BERAD
W TH 5. MEHEROHEREDBKERTHREENTVWS,

Prolia ®& G- HIEICE - 2 E2RHEA L. Fibi. ROERTH 5.

Prolia ®HTR#B L £MERAE T 045 5 L (Postmarketing Active Safety Surveillance Program) %
L THY, WHEPSHEOFEFRIET2HHRENELTWS, £TD0T 750K
DFEL WIHRIZ., www.proliasafety.com H U < id 1-800-772-6436 IZ THER TE 5.

6.1 BRIKEEBRICEHITHERKE

MERRRIIIER IR BRRGTREEIND 2D, HIRAOBRRBICBNTH S
fEROREEE, MOEROCHEARTORARLERLR TSI TEY, EmBRE
ARFICA BN ABER ORBEEZ ML Thians Lz,

HREEARED R
FREEHBEOHREICBIT S Prolia DE2MIL. 60~91 OB ELME 7808 AR



E LU 3 EROEBLR. A0 —EER, 77 RN RILEGBR TG Lz, 3876 4
it 75 R, 3886 A41Zid Prolia (1M 60mg) %2 6 » A &R 1 HRTHRELZ, TXTO
wEFITH L, AN TULAE IR 1000mglE, E¥3X2D% 1 H4001U BLEERT S X
S L.

ERTORBREIL, IR 23% (0=90). Prolia Ht 1.8% (n=70) THoiz. FBIE
HOBEHTEEERORBTEIL., 7 FtAREE 24.2%. Prolia B 25.0% Th - 2. AEERICE
DEBEDPILLZBFOEGIL., 7T E5RE2.1%. Polia #f 24%THolz.

PR HBRE DD 2%l ETHRET N, 7o RBE LT Prolia HETE<FEDLHN
FrRIMER & TFTRISRT .

x£ 1 BIESRERED2%LEICHREEN, DD Prolia B TORAN TS ERELUBED

- 7=BIfEFA
e A ] Prolia AZA A
A (N = 3886) (N = 3876)

i n (%) n (%)
MBI Rz

Hiin 129 (3.3) 107 (2.8)
DR E

BLOME 101 (2.6) 87 (2.2)

LT 79 (2.0) 77 (2.0)
B3 LUK RE

mlin 8 FE 195 (5.0) 187 (4.8)
H IR

L EER 129 (3.3) 111 (2.9)

5 84 (2.2) 53(1.4)

R R 80 (2.1) 66 (1.7)
—#% « EHEEB LIRS HALORE

AR M I 189 (4.9) 155 (4.0)

I ) 5E 90 (2.3) 73 (1.9)
RHLRE B X UVEF 4 E

i e 2% 228 (5.9) 225 (5.8)

S S 190 (4.9) 167 (4.3)

iz 152 (3.9) 150 (3.9)

MAEE %% 91 (2.3) 78 (2.0)

RIS 79 (2.0) 72 (1.9)
Rits L OEEREE

B L AFo— ) HE 280 (7.2) 236 (6.1)




x 1 BHEBESED2%LECHEZN, DD ProliaBTORBA IS ERELUBED
S -BHER (FiZ)

g e M Prolia 7R
. (N = 3886) (N =3876)
il n (%) 0 (%)
MEHRP LR SHRREE
Ak 1347 (34.7) 1340 (34.6)
12 e i 453 (11.7) 430 (11.1)
B 297 (7.6) 291 (7.5)
=L 142 (3.7) 117 (3.0)
17 A g 114 (2.9) 94 (2.4)
BB HEE 82 (2.1) 64 (1.7)
PR B
A5 45 BRI 178 (4.6) 149 (3.8)
R
RUEE 126 (3.2) 122 3.1)
BB X OV THRR
it 96 (2.5) 79 (2.0)
T DR 87 (2.2) 82 (2.1)
BN 2 0 4 MAE

T OSBRI I M A7) 27 AE DT 8.5 mg/dL SRESIE T Uil 7 o it
0.4%. Prolia # 1.7% T o7z, BHHEENEHTHBE TMEHE NI > U LAEIR B EN /2D
3. Prolia it 5-0#) 10 HIETH 5,

MRS TIE., SRR E AT T A REL. SRR E Y OWRE L T, miFhI
T AMEDETNRKRE /2B HEMAGERD Sz, #ha nBEOBMEME LR T 5HBRE 55
SR eE LRBTIE, M7 AME 7.5 mg/dL R SUIAEEE QKA IV 7 L fE
MSATRERDEN/Z. 2O 5 AT, BEEEEOHRERIEENT, JL7F 7Y
75 VA 50~80 mL/min B, L FF - ZUT T A 30 mL/min SRiGHE, MEOEHTHEO
FEHRMTNFI10%, 29%, 29% THoz. ZHNLOHEBEF RN TLRTESZI D
ORI EZIT TR oz, HRBEEHHRED LM 4550 £ E MR E LIBT3, Prolia %
B 10 ABOMENN I LMEORN—A T 5 OFEEHELERL. JLT7F 0TS
> Z 30 mLimin R T-5.5%THoOIZHR L, JLTF2 - 707 5 22X 30 mLimin B
EBTH3.1I%THH .

H B R

NF- & B {EME{L a4 H > B (RANKL) 3. B T RONB U /S8R, iz > /8E
WHELTWS, LMo T, Prolia ®X D7 RANKL FBEANIEED ) X7 & & 50 EE
HNH 5,



MR EHBREO L 7808 £ MR E UZBKRR T, BICE - 2BREORBE R,
TSEREE, ProliafEl b 02% Thol. UMD, IEEFBHEOEEREREOFREBEIZ, 7
Z 2B 3.3%, Prolia B 4.0% TH o7z, M (7 FERE 0.7%IC% L Prolia B 0.9%) . JREE

(7 TR B 0.5%IZH L Prolia B 0.7%) . RUH (75 ARH 0%IZ% L Prolia B 0.1%) O
BE I BREYE T & B AR N DRIEARHRE SN BERL, 77 2R 0 4.
Prolia B3 A TH o7,

AEET 2R EERYEYE (98, BEKLRE) OFRBEIZ, PolaBlEnhoiz (Fok
T 0.1% A ET N L Prolia B 0.4%) .

HARBRRORBBEEE, T REEE Prolia B TRIEETH- 72,

BB R IS

RERVEEOFEER (EHERX. RZ. BBLLE) OFEBRFIBLL. Prolia VTFEICE
<. TTERBFED 2%, Prolia HED 10.8% TIRE 417z (P<0.0001), Z15DHEH DK
VRIS R DT> 7 [BERDER LOHER (57 H) &M,

ST
BHBEOHRIKRR T 055 A0 Prolia BT ONI MREEENT WD [BERINER DM
B (BS54 1) =&,

KMEREET T I OAMEF FEFES DI F T

BHBEDBERRBR T 07 5 A Prolia B TIEERARE BINHE TN TS, Prolia
DR SEEN SEFRAREBIFOBEETOMMIE., RET2ELTHE I [HERIKE
JHLEDER (FE55 ) #80],

JEH

R, 7o RBE44 (01%). Prolia B8 £ (02%) T#EENSL, cnbmd>s, 7
TR 1 BB Prolia B2 8 B TIE, Prolia B 1 BORTASVEELRERTH /2. I
ZOWRFIIRROBAEN B o7, BBRERSD S EHREE E TOMEIC—F OHmiZs
Y WA SN e

A

YR EMN RO SRERIT. 5 ERE 4.3%. Prolia B 4.8% ThH -7z, MG IN/-HEE
MR, R (F5ERE 0.7%I23% U Prolia B 0.9%) . 4528 (75 VAREE 0.2%ICd L
Prolia Bt 0.5%) . B UNELERR (7 Z KRB 0.6%IC% L Prolia B 0.9%) WCHET 2 HOTH
o7, WAINRT & ORRBEFIIMIIIN TN,



P EHEE 2 B 2 BRI O ¥ EE
BIEEHRE ORFICZBIT S Prolia DEEMEE 1 EFROMERL_EER T S R IEHR
BTHRE Lz, B 120808758 %, Bk 120 501 Prolia & 6 7 HZ&EIZ 1 [E 60 mg D
BEEZ T, TRTOHEBREN I ASAZ0AN T A 1000mg RUES 2> D800 IU LI L
DHIFEMPFERAT 2 LD FHEEZT .

EFRTCHRT., 7R 08% (14), ProliaBt 08% (144) Tholk. EBFEHOER
HEFROREBRIT, 75 0RE 7.5%. Prolia B 83%THolz. ARERICLZHPIEHRES
Ft AN EE B OF Prolia B TENTHN 0% LT 25% TH oz,

BAYEEMBRIE O 5% EICHRE 1., Prolia B TORBEEN T FREX D &L > ZRIE
VL, 5 (75 R 6.7%. Prolia Bf 8.3%) . BIHIM (77 R 5.8%. Prolia #f 6.7%)
ROSIEES (75 ¥R 5.8%. Prolia 8 6.7%) TH o7z

H B R
EELERHYES TSR T 14 (08%) ICHEEINAD. Prolia BTG SNz o
77o

IR
BEMROCEEOFESES ZER, B2, BBLE)Y WS RED 44 (3.3%) & Prolia
HD 54 42%) THREEIhz.

HEIRIE
S BIEDIEAIHRE SN TR,

TR
BERITSTRET14 (08%). ProliaBET 14 (0.8%) IZfR&EENn,

TR
BHROESEE . 75t RETOA. ProliafET4 4 (3.3%) RS SN (BIIIRE 3
$. EEHIIEE 1 4.

7 R4 ifiREE ST TSR IRERE N T Oy — P HEREE ST TS
HERZIZB Y 5B ERED DB

7 RS oMfsEE (ADT) 22 TWAIEEBENIIREEFOFRED OBRERICS
173 Prolia DZEHEIL, 48~97 OB 1468 %R E U /x 3 EMOEBRIA, IEAL.
ZEEWR, 7RI TIHMm L 2. 725 BT SR, 131 4l Prolia (1 [
60mg) % 6 3 AZ LI I BERTHS L. TNTOHRFIIHL. NS TA%E 1 H 1000 mg
Pll, ¥¥3>D%1H400IU ML EERTALIIEHL,




BHEAGEEROFHRRL, 7548 30.6%. Prolia B 34.6%TH o7z, AHEERIZILD
REETILEUAZBEZFOESE. 7o 2RE6.1%. Prolia B 7.0%THo7%.

Tovy—EHE (AD REZZTTWSIEREBILILEBEZOFRELOBREBIIBITS
Prolia D%k, 35~84 IO MG Ltk 252 R dH & Uik 2 FM O FEBRE. 854,
—EER., IR EAERRTIMEL 2. 120 BT SR, 120 £AiZid Prolia (1 H
60mg) Z 6 H AZTLIZIBERTERE Uiz, $RTORBEITH L. 1T 6% 1 H 1000 mg
Ak, E32D% 1840010 LA EEERT AL S,

BELGEZESORERI, IR 02%, Polia i 147% THolr. HERRIZLD
REERELEBEOEIRIT. IR 42%. Prolia B 0.8% Tho .

ADT 2RI TW ARSI EBEE T AIFEZZ T T A HEEHFE O 10%E, LTl 2.
75 R & AT Prolia B TE < B SNZRIERE. BER (757 ARE 13.0%I2x6 L
Prolia # 14.3%) . F¥A (75 HRBE 10.5%I2% L Prolia B 11.5%) Th-o/z. BEM (7
TEAREE 7.7%IK U Prolia # 9.9%). i8R (758 3.8%ITH U Prolia #f 6.0%) b
R THEINTWS, Tz, ADT 22T TWAEESER T ERETHAENEDO R
RPEENEN T (TR 1.2%IIC5 U Prolia B 4.7%) . EH N7 AltiE (MiEH I
7 LM 8.4 mg/dL ) 13RS 1 1 B B ORI Prolia O A TRD SN (T I HE
0%z % U Prolia #¥ 2.4%) .

6.2 TAREBOERER
TR OER THE S NZAER L. BETHOBRAN S DBRBETILDHDTHS
e, HREBHEOFEHIZRY SHECEENRES EORREGOMEILFETH S LERS
AR
RFRBEOD Prolia EFAPICTFRROBHEAMNFEEINTNDS
FERPANREUERIS: 77 4 IF—. BB, HEE. FERIEIR. KU
&) LfE: R ORIV ™ L
EEOER SO SRS
o FEIFRIRRIVEY (PTH) : BEEOCHEEMEOHZEE (JLT7F-J20)T7F
> A 30 mL/min X#) NIEBNZZUTWAEFICRIT A0S PTH OFHAZ LA

6.3 HRERKE

FIARTRE M) 7 O—F LHETH S, RARERRTS B0, FEREDOEE
YEAid 5. BEALERNT ) v D2 T REFREHEICEY, RE 5 £/ Prolia OB E5EZ1
FeBED 1%:KH (8113 £th 55 4) AMEAPUE GEEFE. —BYEHE. RUOHBENKES
§9) BHE &M A N, MR & R W A SR in vitro AEWELIREE TEMI L 7o R . thRi ik
B & HESINBER VRN 2. EAFGBOREICHESEMBHR T 7V, EET
07 74 )b, XEERESROTITRD S ishoi,
EEFNAORERIATEOBRERVEREICREZELFEINS. £, ik (B

10



EE0) OBERRBEEDL WEFE BEOIRDEL. RERIREN. JA%E. ROE
HREZEDEOMOEROEEEZZIT TS REENHD. ZOXdaBhis, 7/
AR T T 2O ELRE MO T HHUEORERLLKRT S I LE3HEYTER
W,

7. EYEE{EA

B SE MBENRFICB T, Prolia (60mg B T#H45) EXI¥ /54 (CYP3A4 HH)
DOHDTRRIZHEERIF S o/, TOTEMS, HFEEHICHWT, Prolia % CYP3A4
Ko TRHENAEHROHEMTRICEEERIEI W EIRBENS.

8. ARG ERAADERSE

8.1 4E4R
HHDIBIEN DS IRIEIEX
) T DEFY

B cORMRBICE D &, Prolia ZIERICHRETHLIBRICEERSZH5BTNRH 5. I
ZOAFINTR, T/AITOFERBEICLOREIT. EELRNEAEROSBEBRIETD
BimomA. ) NERE, FREREEUHEREFIHOR LD 53/, Prolia i
IR ETH 5. EETPIT Prolia 24T U256 X Prolia 25 hiciEiRL 2881
JBIRADBENERIENR S 5 2 L2 BEFITHPET I &,

Prolia & 5 ITIEIR L 2 281213, T AV x Y HOFIRAE T OV 7 LANOBFEEED 5,
BRATHE LTI RRE RS ERI AT 1-800-77-AMGEN  (1-800-772-6436) IZEHT 5 &,

Iz R Y 5 8%

Prolia #5102 L B IR EAOEEIFRP R VEH TR WIEENE W, T/ ATk
EDE /7 o—FHERRE. EROETICE > THREEESRATEMMCEML ., RiEER
WIERBEN TR AL 25, BED Prolia HEPIZIMIRL 2 BEE, #EE2PIEL., HYERM
KHHTOLIERT S &,

Prolia 4% 5 U /= B4 B ¥ OB T Prolia AMEBE (MIGREROR 2%) TRHE
Nz, MEHEREE, Prolia IR — M — BT T 5 RABIE TRELFRTH S 60 mg
DF 1711000 DRBE L /2 5.

F ) AR T L HEHFEEOERERRIZFTHATHS. LML, A= FILTHE
Cinax 22.9 ng/mL 235/ 27 TIEAERA AL (NOEL) &REI N/ (RANKLHER L), BUETHEE
XN EEOBRGBEEZRNT, | HH2 0D OHEERE 6 mL OE&RTHEERR 100% &K
ETHE, LR NRBORBEENLZIRERIT 1 HE& 0.6 ng/mL &725. Lizhi->T, B
2% Prolia #5221 TH D, IERP D/— bF— & OWARSHITRHE L TWiaWESE, RIEDETE
B2 IR R IVIZBY D NOEL @ 138 AR &/rd, Liehio T, LfE/N— M —XidhRIEHN
F e U TEBSENICBEE 2D IREDT /) AT TIGEEZ T AR,

1



w5 —%

N ANV EOCERFREFEICELD RANK U2 F (RANKL) OFEBRZMNGL -8 EF
BIETTR (Vw2 T7URIYIRA) ZHWTT /AR TOBRAREANOHHREMRITI L, #
BEEEFRTREDT /AR T #ERAMEZBL THETRE LI 219V TR, iRk
DIRWRIET. FEER A R OMEHRIET OISR 57z, HERICED SNET O
ORI, WE, BRE THRUWBERY JNEHRE, BRERE. SFHEOCMKT. itk
REET. WFBREN PR EROHLERRENRHN TSH /2, 7/ A7 DR
1 o HETHRTEETH o2 (BRI ERED 22~621%) .

WAEMNS £ 6 v AETOREBEHNEE BOE LBME~OEREIHELLEEETEE L.
WA RS IERBRRD SNM, WFHHAOFELERI o f. WERUREY >
INERRABVERRGE L T edd, THEUBEIRY >/ E@SRNS WA EE L, £k, 14
DEE B TIREROMBITEEN S PEREDHENFIRD SNz, SRFTOBEADE
ERTHABEL, MR ORBEAOHFLREORINIDN > 7e. BEHYOAIRGEEL
EWTHol, RRBTIE 1 AR (50 mgkg) DAHEMIT L/, IBIED NOAEL (fE#E
B) BgEshishoiz,

RANKL / w7 77 b= AT, RANKL ®&RIBIZ L0, BB > ERERENT. B
ERICERRECERENEES N, IEERANKL /v 777 b7 A Tid. #EOALR
DRI HREPEC, DB MROETRRD 5N [FaEH~DRET (#38.3
) &R,

8.3 =ER

Prolia 23t FEHH KBTI BN EIPREFHTH 2. W1 TFNTHFT /AT T Ok
BRI y AXTHAPIZT /AT 7R EN (B ig L 0.5%L ).

%< OEHNE FOUHRITBITT L2 L, FAPORAIRIZH LT Prolia iIZ XK % B E A
ERDOTHEMEN B D T EM S, BT Prolia DEEMZEZEL. A H L <3 Prolia D#%
BEowFhhaepil57 &,

TEIRS DFEKD Prolia ~DIREFEIZ. RANK/RANKL 2% F IV RER &2 R L IR
A& AWM BE TREOLIBEORBNELL .. DPEEOLTMIMETICIESD Z EHRE
hieZ &b, WRFEEH LWL ERTIE2WRENS S, LirL, ERNFEZBLT
FIARTERE LA TH, BEORLBEFTIERTHD, AT WETEA
SIEMolz. T/ AR TICFERRE S B AE RO %R 6 » B ROFHLIRO R
BETRE Mo/, LML, RORE LA D TR s Tnizn
(R B~ DL (8.1 K) &0,

8.4 /NEADERS
Prolia }iI/NB@BHE TIIHR I NV, /NRBEEFETO Prolia DESM R UFYHIIHEI N
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ANNEX1

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Prolia 60 mg solution for injection in a pre-filled syringe

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each pre-filled syringe contains 60 mg of denosumab in 1 ml of solution (60 mg/ml).

Denosumab is a human monoclonal IgG2 antibody produced in a mammalian cell line (CHO) by
recombinant DNA technology.

Excipient with known effect:
Each ml of solution contains 47 mg sorbitol (E420) (see section 4.4).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Solution for injection (injection).
Clear, colourless to slightly yellow solution.,

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Treatment of osteoporosis in postmenopausal women and in men at increased risk of fractures. In
postmenopausal women Prolia significantly reduces the risk of vertebral, non-vertebral and hip
fractures.

Treatment of bone loss associated with hormone ablation in men with prostate cancer at increased risk
of fractures (see section 5.1). In men with prostate cancer receiving hormone ablation, Prolia
significantly reduces the risk of vertebral fractures.

42 Posology and method of administration

Posology
The recommended dose of Prolia is 60 mg administered as a single subcutaneous injection once every

6 months into the thigh, abdomen or upper arm.
Patients must be adequately supplemented with calcium and vitamin D (see section 4.4).
Patients treated with Prolia should be given the package leaflet and the patient reminder card.

Patients with renal impairment
No dose adjustment is required in patients with renal impairment (see sections 4.4 for
recommendations relating to monitoring of calcium),

Patients with hepatic impairment
The safety and efficacy of denosumab have not been studied in patients with hepatic impairment (see
section 5.2).

Elderly Patients {age = 63)
No dose adjustment is required in elderly patients.
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Paediatric population

Prolia is not recommended in paediatric patients (age < 18) as the safety and efficacy of Prolia in
these patients have not been established. Inhibition of RANK/RANK ligand (RANKL) in animal
studies has been coupled to inhibition of bone growth and lack of tooth eruption (see also section 5.3).

Method of administration

For subcutaneous use.

Administration should be performed by an individual who has been adequately trained in injection
techniques.

The instructions for use, handling and disposal are given in section 6.6.

4.3  Contraindications

- Hypocalcaemia (see section 4.4).

- Hypersensitivity to the active substance or to any.of the excipients listed in section 6.1.

4.4  Special warnings and precautions for use

Calcium and Vitamin D supplementation
Adequate intake of calcium and vitamin D is important in all patients.

Precautions for use

Hypocalcaemia

It is important to identify patients at risk for hypocalcaemia. Hypocalcaemia must be corrected by
adequate intake of calcium and vitamin D before initiating therapy. Clinical monitoring of calcium
levels is recommended before each dose and, in patients predisposed to hypocalcaemia within two
weeks after the initial dose. If any patient presents with suspected symptoms of hypocalcaemia during
treatment (see section 4.8 for symptoms) calcium levels should be measured. Patients should be
encouraged to report symptoms indicative of hypocalcaemia.

In the post-marketing setting, severe symptomatic hypocalcaemia has been reported (see section 4.8),
with most cases occurring in the first weeks of initiating therapy, but it can occur later.

Skin Infections

Patients receiving Prolia may develop skin infections (predominantly cellulitis) leading to
hospitalisation (see section 4.8). Patients should be advised to seek prompt medical attention if they
develop signs or symptoms of cellulitis.

Osteonecrosis of the Jaw (ONJ)
ONI has been reported rarely in patients receiving Prolia for osteoporosis (see section 4.8).

The start of treatment / new treatment course should be delayed in patients with unhealed open soft
tissue lesions in the mouth. A dental examination with preventive dentistry and an individual benefit-
risk assessment is recommended prior to treatment with Prolia in patients with concomitant risk
factors.

The following risk factors should be considered when evaluating a patient’s risk of developing ONJ:

. potency of the medicinal product that inhibits bone resorption (higher risk for highly potent
compounds), route of administration (higher risk for parenteral administration) and cumulative
dose of bone resorption therapy.

. cancer, co-morbid conditions (e.g. anaemia, coagulopathies, infection), smoking.



. concomitant therapies: corticosteroids, chemotherapy, angiogenesis inhibitors, radiotherapy to
head and neck.

. poor oral hygiene, periodontal disease, poorly fitting dentures, history of dental disease,
invasive dental procedures e.g. tooth extractions.

All patients should be encouraged to maintain good oral hygiene, receive routine dental check-ups,
and immediately report any oral symptoms such as dental mobility, pain or swelling or non-healing of
sores or discharge during treatment with Prolia. While on treatment, invasive dental procedures
should be performed only after careful consideration and be avoided in close proximity to Prolia
administration.

The management plan of the patients who develop ONJ should be set up in close collaboration

between the treating physician and a dentist or oral surgeon with expertise in ONJ. Temporary
interruption of treatment should be considered until the condition resolves and contributing risk
factors are mitigated where possible.

Atypical fractures of the femur

Atypical femoral fractures have been reported in patients receiving Prolia (see section 4.8). Atypical
femoral fractures may occur with little or no trauma in the subtrochanteric and diaphyseal regions of
the femur. Specific radiographic findings characterize these events. Atypical femoral fractures have
also been reported in patients with certain comorbid conditions (e.g. vitamin D deficiency, rheumatoid
arthritis, hypophosphatasia) and with use of certain pharmaceutical agents (e.g. bisphosphonates,
glucocorticoids, proton pump inhibitors). These events have also occurred without antiresorptive
therapy. Similar fractures reported in association with bisphosphonates are often bilateral; therefore
the contralateral femur should be examined in Prolia-treated patients who have sustained a femoral
shaft fracture. Discontinuation of Prolia therapy in patients suspected to have an atypical femur
fracture should be considered pending evaluation of the patient based on an individual benefit risk
assessment. During Prolia treatment, patients should be advised to report new or unusual thigh, hip, or
groin pain. Patients presenting with such symptoms should be evaluated for an incomplete femoral
fracture,

Concomitant treatment with other denosumab-containing medicinal products

Patients being treated with Prolia should not be treated concomitantly with other denosumab-
containing medicinal products (for prevention of skeletal related events in adults with bone metastases
from solid tumours).

Renal impairment

Patients with severe renal impairment (creatinine clearance < 30 ml/min) or receiving dialysis are at
greater risk of developing hypocalcaemia. The risks of developing hypocalcaemia and accompanying
parathyroid hormone elevations increase with increasing degree of renal impairment. Adequate intake
of calcium, vitamin D and regular monitoring of calcium is especially important in these patients, see
above.

Dry natural rubber
The needle cover of the pre-filled syringe contains dry natural rubber (a derivative of latex), which
may cause allergic reactions.

Warnings for Excipients
This medicinal product contains sorbitol. Patients with rare hereditary problems of fructose
intolerance should not use Prolia.

This medicinal product contains less than 1 mmol sodium (23 mg) per 60 mg i.e. essentially ‘sodium-
free’.



4.5 Interaction with other medicinal products and other forms of interactien

In an interaction study, Prolia did not affect the pharmacokinetics of midazolam, which is metabolized
by cytochrome P450 3A4 (CYP3A4). This indicates that Prolia should not alter the pharmacokinetics
of medicinal products metabolized by CYP3A4.

There are no clinical data on the co-administration of denosumab and hormone replacement therapy
(oestrogen), however the potential for a pharmacodynamic interaction is considered to be low.

In postmenopausal women with osteoporosis the pharmacokinetics and pharmacodynamics of
denosumab were not altered by previous alendronate therapy, based on data from a transition study
{alendronate to denosumab).

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no adequate data from the use of Prolia in pregnant women. Reproductive toxicity was

shown in a study of cynomolgus monkeys, dosed throughout pregnancy with denosumab at AUC
exposures 119-fold higher than the human dose (see section 5.3).

Prolia is not recommended for use in pregnant women.

Women who become pregnant during Prolia treatment are encouraged to enrol in Amgen’s pregnancy
surveillance programme. Contact details are provided in section 6 of the package leaflet — Information
for the user.

Breast-feeding
1t is unknown whether denosumab is excreted in human milk. In genetically engineered mice in which

RANKL has been turned off by gene removal (a “knockout mouse”™), studies suggest absence of
RANKL (the target of denosumab see section 5.1) during pregnancy may interfere with maturation of
the mammary gland leading to impaired lactation post-partum (see section 5.3). A decision on
whether to abstain from breast-feeding or to abstain from therapy with Prolia should be made, taking
into account the benefit of breast-feeding to the newborn/infant and the benefit of Prolia therapy to
the woman.

Women who are breast-feeding during Prolia treatment are encouraged to enrol in Amgen’s lactation
surveillance program. Contact details are provided in section 6 of the package leaflet — Information
for the user.

Fertility
No data are available on the effect of denosumab on human fertility. Animal studies do not indicate

direct or indirect harmful effects with respect to fertility (see section 5.3).
4.7 Effects on ability to drive and use machines

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

4.8 Undesirable effects

Summary of the safety profile
The overall safety profile of Prolia was similar in patients with osteoporosis and in breast or prostate

cancer patients receiving hormone ablation in five Phase III placebo-controlled clinical trials.

The most common side effects with Prolia (seen in more than one patient in ten} are musculoskeletal
pain and pain in the extremity. Uncommon cases of cellulitis; rare cases of hypocalcaemia,
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hypersensitivity, osteonecrosis of the jaw and atypical femoral fractures (see sections 4.4 and section
4.8 - description of selected adverse reactions) have been observed in patients taking Prolia.

Tabulated list of adverse reactions

The data in Table 1 below describe adverse reactions reported from Phase 1l and 1II clinical trials in
patients with osteoporosis and breast or prostate cancer patients receiving hormone ablation; and/or
spontaneous reporting.

The following convention has been used for the classification of the adverse reactions (see table 1):
very common (& 1/10), common (> 1/100 to < 1/10), uncommen (> 1/1,000 to < 1/100),

rare (= 1/10,000 to < 1/1,000) and very rare (< 1/10,000}. Within each frequency grouping and system
organ class, adverse reactions are presented in order of decreasing seriousness.

Table I Adverse reactions reported in patients with osteoporosis and breast or prostate cancer
patients receiving hormone ablation

MedDRA system organ class Frequency category Adverse reactions

Infections and infestations Common Urinary tract infection
Common Upper respiratory tract infection
Uncommon Diverticulitis’
Uncommon Cellulitis'
Uncommon Ear infection

Immune system disorders Rare Drug hypersensitivity'
Rare Anaphylactic reaction'

Metabolism and nutrition Rare Hypocalcaemia'

disorders

Nervous system disorders Common Sciatica

Eye disorders Common Cataracts’

Gastrointestinal disorders Common Constipation
Common Abdominal discomfort

Skin and subcutaneous tissue Common Rash

disorders Common Eczema

Musculoskeletal and connective | Very comimon Pain in extremity

tissue disorders Very common Musculoskeletal pain’
Rare Osteonecrosis of the jaw'
Rare Atypical femoral fractures'

' See section Description of selected adverse reactions

In a pooled analysis of data from all phase 1I and phase Il placebo controlled studies, Influenza-like
illness was reported with a crude incidence rate of 1.2% for denosumab and 0.7 % for placebo.
Although this imbalance was identified via a pooled analysis, it was not identified via a stratified
analysis.

Description of selected adverse reactions

Hypocaleaemia

In two phase 111 placebo-controlled clinical trials in postmenopausal women with osteoporosis,
approximately 0.05% (2 out of 4,050) of patients had declines of serum calcium levels (less than

1.88 mmol/1} following Prolia administration. Declines of serum calcium levels (less than

1.88 mmol/l) were not reported in either the two phase Il placebo-controlled clinical trials in patients
receiving hormone ablation or the phase III placebo-controlled clinical trial in men with osteoporosis.

In the post-marketing setting, rare cases of severe symptomatic hypocalcaemia have been
predominantly reported in patients at increased risk of hypocalcaemia receiving Prolia, with most
cases occurring in the first weeks of initiating therapy. Examples of the clinical manifestations of




severe symptomatic hypocalcaemia have included QT interval prolongation, tetany, seizures and
altered mental status (see section 4.4). Symptoms of hypocalcaemia in denosumab clinical studies
included paresthesias or muscle stiffness, twitching, spasms and muscle cramps.

Skin infections

In phase Il placebo-controlied clinical trials, the overall incidence of skin infections was similar in
the placebo and the Prolia groups in postmenopausal women with osteoporosis (placebo [1.2%, 50 out
of 4,041} versus Prolia [1.5%, 59 out of 4,050]); in men with osteoporosis (placebo [0.8%, 1 out of
120] versus Prolia [0%, 0 out of 120]) and in breast or prostate cancer patients receiving hormone
ablation (placebo [1.7%, 14 out of 845] versus Prolia [1.4%, 12 out of 860]). Skin infections leading
to hospitalisation were reported in 0.1% (3 out of 4,041) of postmenopausal women with osteoporosis
receiving placebo versus 0.4% (16 out of 4,050) of women receiving Prolia. These cases were
predominantly cellulitis. Skin infections reported as serious adverse reactions were similar in the
placebo (0.6%, 5 out of 845} and the Prolia (0.6%, 5 out of 860) groups in the breast and prostate
cancer studies.

Osteonecrosis of the jaw
ONJ has been reported rarely, in 14 patients, in clinical trials in osteoporosis and in breast or prostate
cancer patients receiving hormone ablation including a total of 19,521 patients (see section 4.4).

Atypical fractures of the femur
In the osteoporosis clinical trial program, atypical femoral fractures were reported rarely in patients
treated with Prolia (see section 4.4),

Cataracts

In a single phase III placebo-controlled clinical trial in patients with prostate cancer receiving
androgen deprivation therapy (ADT) an imbalance in cataract adverse events was observed (4.7%
denosumab, 1.2% placebo). No imbalance was observed in postimenopausal women or men with
osteoporosis or in women undergoing aromatase inhibitor therapy for nonmetastatic breast cancer.

Diverticulitis

In a single phase LIl placebo-controlled clinical trial in patients with prostate cancer receiving ADT an
imbalance in diverticulitis adverse events was observed (1.2% denosumab, 0% placebo}. The
incidence of diverticulitis was comparable between treatiment groups in postmenopausal women or
men with osteoporosis and in women undergoing aromatase inhibitor therapy for nonmetastatic breast
cancer,

Drug-related hypersensitivity reactions
In the post-marketing setting, rare events of drug-related hypersensitivity, including rash, urticaria,
facial swelling, erythema, and anaphylactic reactions have been reported in patients receiving Prolia.

Musculoskeletal pain

Musculoskeletal pain, including severe cases, has been reported in patients receiving Prolia in the
post-marketing setting. In clinical trials, musculoskeletal pain was very common in both denosumab
and placebo groups. Musculoskeletal pain leading to discontinuation of study treatiment was
uncommon.

Other special populations

In clinical studies, patients with severe renal impairment {creatinine clearance < 30 ml/min) or
receiving dialysis were at preater risk of developing hypocalcaemia in the absence of calcium
supplementation. Adequate intake of calciwm and vitamin D is important in patients with severe renal
impairment or receiving dialysis (see section 4.4).

Reporting of suspected adverse reactions
Reporting suspected adverse reactions after authorisation of the medicinal product is important. It

allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare

7



professionals are asked to report any suspected adverse reactions via th

4.9 Overdose

There is no experience with overdose in clinical studies. Denosumab has been administered in clinical
studies using doses up to 180 mg every 4 weeks (cumulative doses up to 1,080 mg over 6 months),
and no additional adverse reactions were observed.

5.  PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Drugs for the treatment of bone diseases — Other drugs affecting bone
structure and mineralization, ATC code: M05BX04

Mechanism of action

Denosumab is a human monoclonal antibody (IgG2) that targets and binds with high affinity and
specificity to RANKL, preventing activation of its receptor, RANK, on the surface of osteoclast
precursors and osteoclasts. Prevention of the RANKL/RANK interaction inhibits osteoclast
formation, function and survival, thereby decreasing bone resorption in cortical and trabecular bone.

Pharmacodynamic effects

Prolia treatment rapidly reduced the rate of bone turnover, reaching a nadir for the bone resorption
marker serum type 1 C-telopeptides (CTX) {85% reduction) by 3 days, with reductions maintained
over the dosing interval. At the end of each dosing interval, CTX reductions were partially attenuated
from maximal reduction of > 87% to approximately > 45% (range 45-80%), reflecting the
reversibility of Prolia’s effects on bone remodelling once serum tevels diminish. These effects were
sustained with continued treatment. Bone turnover markers generally reached pre-treatment levels
within 9 months after the last dose. Upon re-initiation, reductions in CTX by denosumab were similar
to those observed in patients initiating primary denosumab treatment.

Immunoggenicity
In clinical studies, neutralising antibodies have not been observed for Prolia. Using a sensitive

immunoassay < 1% of patients treated with denosumab for up to 5 years tested positive for non
neutralising binding antibodies with no evidence of altered pharmacokinetics, toxicity, or clinical
response.

Treatment of osteoporosis in postmenopausal women

Efficacy and safety of Prolia administered once every 6 months for 3 years were investigated in post-
menopausal women (7,808 women aged 60-91 years, of which 23.6% had prevalent vertebral
fractures} with baseline bone mineral density (BMD) T-scores at the lumbar spine or total hip
between —2.5 and 4.0 and a mean absolute 10-year fracture probability of 18.60% (deciles:
7.9-32.4%) for major osteoporotic fracture and 7.22% (deciles: 1.4-14.9%) for hip fracture. Women
with other diseases or on therapies that may affect bone were excluded from this study. Women
received calcium (at least 1,000 mg) and vitamin D (at least 400 IU) supplementation daily.

Effect on vertebral fractures
Prolia significantly reduced the risk of new vertebral fractures at 1, 2 and 3 years {p < 0.0001) (see
table 2).



Table 2 The effect of Prolia on the risk of new vertebral fractures

Proportion of women with fracture (%) Absolute risk Relative risk
Placebo Prolia reduction (%) reduction (%)
n= 3,906 n= 3,902 {95% CI) (95% CD)
0-1 year 2.2 0.9 1.4 {0.8,1.9) 61 (42, T4)*+*
(-2 years 5.0 1.4 3.5(2.7,43) 71 (61,79)%*
(-3 years 7.2 2.3 4.8(3.9,5.8) 68 (59, 74)*

*p < 0.0001, **p < 0.0001 — exploratory analysis

Effect on hip fractures

Prolia demonstrated a 40% relative reduction (0.5% absolute risk reduction) in the risk of hip fracture
over 3 years (p < 0.05). The incidence of hip fracture was 1.2% in the placebo group compared to
(.7% in the Prolia group at 3 years.

In a post-hoc analysis in women > 75 years, a 62% relative risk reduction was observed with Prolia
(1.4% absolute risk reduction, p < 0.01).

Effect on all clinical fractures
Prolia significantly reduced fractures across all fracture types/groups (see table 3).

Table 3 The effect of Prolia on the risk of clinical fractures over 3 years

Proportion of women with Absolute risk | Relative risk
fracture (%)" reduction (%) | reduction (%)
Placebo Prolia (95% CI) (95% CI)
n=13,906 n= 3,902
Any clinical fracture’ 10.2 7.2 2.9(1.6,4.2) 30 (19, 41)¥**
Clinical vertebral fracture 2.6 0.8 1.8(1.2,2.4) 69 (53, BO)*k**
Non-vertebral fracture’ 8.0 6.5 1.5(0.3,2.7) 20 (5, 33)*+
Major non-vertebral fracture’ 6.4 5.2 1.2 (0.1,2.2) 20 (3, 34)*
Major osteoporotic fracture® 8.0 5.3 2.7(1.6,3.9) | 35(22, 45)***

*p < 0.05; ¥*p = 0.0106 (secondary endpoint included in multiplicity adjustment), ***p <£0.0001

-+ Event rates based on Kaplan-Meier estimates at 3 years.
(1)  Includes clinical vertebral fractures and non-vertebral fractures.

(2}  Excludes those of the vertebrae, skull, facial, mandible, metacarpus, and finger and toe phalanges.

(3)  Includes pelvis, distal femur, proximal tibia, ribs, proximal humerus, forearm, and hip.
{4)  Includes clinical vertebral, hip, forearm, and humerus fractures, as defined by the WHO.

In women with baseline femoral neck BMD < -2.5, Prolia reduced the risk of non-vertebral fracture
(35% relative risk reduction, 4.1% absolute risk reduction, p < 0.001, exploratory analysis).

The reduction in the incidence of new vertebral fractures, hip fractures and non-vertebral fractures by
Prolia over 3 years were consistent regardless of the 10-year baseline fracture risk.

Effect on bone mineral density

Prolia significantly increased BMD at all clinical sites measured, versus placebo at 1, 2 and 3 years.
Prolia increased BMD by 9.2% at the lumbar spine, 6.0% at the total hip, 4.8% at the femoral neck,
7.9% at the hip trochanter, 3.5% at the distal 1/3 radius and 4.1% at the total body over 3 years (all

p < 0.0001).

In clinical studies examining the effects of discontinuation of Prolia, BMD returned to approximately
pre-treatment levels and remained above placebo within 18 months of the last dose. These data
indicate that continued treatment with Prolia is required to maintain the effect of the medicinal
product. Re-initiation of Prolia resulted in gains in BMD similar to those when Prolia was first

administered.




Open-label Extension Study in the Treatment of Postmenopausal Osteoporosis

A total of 4550 women (2343 Prolia & 2207 placebo) who missed no more than one dose of
investigational product in the pivotal study described above and completed the month 36 study visit
agreed to enrol in a 7-year, multinational, multicentre, open-label, single-arm extension study to
evaluate the long-term safety and efficacy of Prolia. All women in the extension study received Prolia
60 mg every 6 months, as well as daily calcium (at least 1 g) and vitamin D (at least 400 IU). At
month 60 of the extension study, after 8 years of Prolia treatment, the long-term group (n = 1542) had
increased in BMD by 18.4% at the lumbar spine, 8.3% at the total hip, 7.8% at the femoral neck and
11.6% at the trochanter from the original pivotal study baseline. Fracture incidence was evaluated as
a safety endpoint. In years 4 through 8, the rates of new vertebral and non-vertebral fractures did not
increase over time; annualised rates were approximately 1.1% and 1.3% respectively.

Eight adjudicated cases of osteonecrosis of the jaw (ONJ) and two atypical fractures of the femur
have occurred during the extension study.

Treatment of osteoporosis in men
Efficacy and safety of Prolia once every 6 months for 1 year were investigated in 242 men aged 31-84

years. Subjects with an eGFR < 30 ml/min/1.73 m® were excluded from the study. All men received
calcium (at least 1,000 mg) and vitamin D (at least 800 1U} supplementation daily.

The primary efficacy variable was percent change in lumbar spine BMD, fracture efficacy was not
evaluated. Prolia significantly increased BMD at all clinical sites measured, relative to placebo at

12 months: 4.8% at lumbar spine, 2.0% at total hip, 2.2% at femoral neck, 2.3% at hip trochanter, and
0.9% at distal 1/3 radius (all p < 0.05). Prolia increased lumbar spine BMD from baseline in 94.7% of
men at | year. Significant increases in BMD at lumbar spine, total hip, femoral neck and hip
trochanter were observed by 6 months (p < 0.0001).

Bone histology
Bone histology was evaluated in 62 postmenopausal women with osteoporosis or with low bone mass

who were either naive to osteoporosis therapies or had transitioned from previous alendronate therapy
following 1-3 years treatment with Prolia. Forty-one women participated in the bone biopsy sub-study
at month 24 of the extension study. Bone histology was also evaluated in 17 men with ostecporosis
following 1 year treatment with Prolia. Bone biopsy results showed bone of normal architecture and
quality with no evidence of mineralisation defects, woven bone or marrow fibrosis.

Treatment of bone loss associated with androgen deprivation

Efficacy and safety of Prolia once every 6 months for 3 years were investigated in men with
histologically confirmed non-metastatic prostate cancer receiving ADT (1,468 men aged 48-97 years)
who were at increased risk of fracture (defined as > 70 years, or < 70 years with a BMD T-score at the
lumbar spine, total hip, or femoral neck <-1.0 or a history of an osteoporotic fracture.) All men
received calciwm (at least 1,000 mg) and vitamin D (at least 400 IU) supplementation daily.

Prolia significantly increased BMD at all clinical sites measured, relative to treatment with placebo at
3 years: 7.9% at the lumbar spine, 5.7% at the total hip, 4.9% at the femoral neck, 6.9% at the hip
trochanter, 6.9% at the distal 1/3 radius and 4.7% at the total body (all p < 0.0001). In a prospectively
planned exploratory analysis, significant increases in BMD were observed at the lumbar spine, total
hip, femoral neck and the hip trochanter 1 month after the initial dose.

Prolia demonstrated a significant relative risk reduction of new vertebral fractures: 85% (1.6%
absolute risk reduction) at 1 year, 69% (2.2% absolute risk reduction) at 2 years and 62% (2.4%
absolute risk reduction) at 3 years (all p < 0.01).

Treatment of bone loss associated with adjuvant aromatase inhibitor therapy
Efficacy and safety of Prolia once every 6 months for 2 years was investigated in women with non-
metastatic breast cancer (252 women aged 35-84 years) and baseline BMD T-scores between
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-1.0 to -2.5 at the lumbar spine, total hip or femoral neck. All women received calcium (at least
1,000 mg) and vitamin D (at least 400 IU) supplementation daily.

The primary efficacy variable was percent change in lumbar spine BMD, fracture efficacy was not
evaluated. Prolia significantly increased BMD at all clinical sites measured, relative to treatment with
placebo at 2 years: 7.6% at lumbar spine, 4.7% at total hip, 3.6% at femoral neck, 5.9% at hip
trochanter, 6.1% at distal 1/3 radius and 4.2% at total body (all p < 0.0001).

Paediatric population

The European Medicines Agency has waived the obligation to submit the resuits of studies with
Prolia in all subsets of the paediatric population in the treatment of bone loss associated with sex
hormone ablative therapy, and in subsets of the paediatric population below the age of 2 in the
treatment of osteoporosis. See section 4.2 for information on paediatric use.

5.2 Pharmacokinetic properties

Absorption
Following subcutaneous administration of a 1.0 mg/kg dose, which approximates the approved 60 mg

dose, exposure based on AUC was 78% as compared to intravenous administration at the same dose
level. For a 60 mg subcutaneous dose, maximum serum denosumab concentrations (Cp,s) of 6 pg/ml
(range 1-17 pg/ml) occurred in 10 days (range 2-28 days).

Biotransformation

Denosumab is composed solely of amino acids and carbohydrates as native immunoglobulin and is
unlikely to be eliminated via hepatic metabaolic mechanisms. Its metabolisin and elimination are
expected to follow the immunoglobulin clearance pathways, resulting in degradation to small peptides
and individual amino acids.

Elimination

After Cpax, serum levels declined with a half-life of 26 days (range 6-32 days) over a period of

3 months (range 1.5-4.5 months). Fifty-three percent (53%) of patients had no measurable amounts of
denosumab detected at 6 months post-dose.

No accumulation or change in denosumab pharmacokinetics with time was observed upon
subcutaneous multiple-dosing of 60 mg once every 6 months. Denosumab pharmacokinetics was not
affected by the formation of binding antibodies to denosumab and was similar in men and women.
Age (28-87 years), race and disease state (low bone mass or osteoporosis; prostaie or breast cancer)
do not appear to significantly affect the pharmacokinetics of denosumab.

A trend was observed between higher body weight and lower exposure based on AUC and Cy,.
However, the trend is not considered clinically important, since pharmacodynamic effects based on
bone turnover markers and BMD increases were consistent across a wide range of body weight.

Linearity/non-linearity

In dose ranging studies, denosumab exhibited non-linear, dose-dependent pharmacokinetics, with
lower clearance at higher doses or concentrations, but approximately dose-proportional increases in
exposures for doses of 60 mg and greater.

Renal impairment
In a study of 55 patients with varying degrees of renal function, including patients on dialysis, the

degree of renal impairment had no effect on the pharmacokinetics of denosumab.

Hepatic impairment

No specific study in patients with hepatic impairment was performed. In general, monoclonal
antibodies are not eliminated via hepatic metabolic mechanisms. The pharmacokinetics of denosumab
is not expected to be affected by hepatic impairment.
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Paediatric population
The pharmacokinetic profile in paediatric populations has not been assessed.

5.3 Preclinical safety data

In single and repeated dose toxicity studies in cynomolgus monkeys, denosumab doses resulting in
100 to 150 times greater systemic exposure than the recommended human dose had no impact on
cardiovascular physiology, male or female fertility, or produced specific target organ toxicity.

Standard tests to investigate the genotoxicity potential of denosumab have not been evaluated, since
such tests are not relevant for this molecule. However, due to its character it is unlikely that
denosumab has any potential for genotoxicity.

The carcinogenic potential of denosumab has not been evaluated in long-term animal studies.

In preclinical studies conducted in knockout mice lacking RANK or RANKL, impairment of lymph
node formation was observed in the foetus. An absence of lactation due to inhibition of mammary
gland maturation (lobulo-alveolar gland development during pregnancy) was also observed in
knockout mice lacking RANK or RANKL.

In a study of cynomolgus monkeys dosed with denosumab during the period equivalent to the first
trimester at AUC exposures up to 99-fold higher than the human dose (60 mg every 6 months), there
was no evidence of maternal or foetal harm. In this study, foetal lymph nodes were not examined.

In another study of cynomolgus monkeys dosed with denosumab throughout pregnancy at AUC
exposures 119-fold higher than the human dose (60 mg every 6 months), there were increased
stillbirths and postnatal imortality; abnormal bone growth resulting in reduced bone strength, reduced
haematopoiesis, and tooth malalignment; absence of peripheral lymph nodes; and decreased necnatal
growth. A no observed adverse effect level for reproductive effects was not established. Following a
6 month period after birth, bone related changes showed recovery and there was no effect on tooth
eruption. However, the effects on lymph nodes and tooth malalignment persisted, and minimal to
moderate mineralisation in multiple tissues was seen in one animal (relation to treatment uncertain).
There was no evidence of maternal harm prior to labour; adverse maternal effects occurred
infrequently during labour. Maternal mammary gland development was normal.

In preclinical bone quality studies in monkeys on long-term denosumab treatment, decreases in bone
tumover were associated with improvement in bone strength and normal bone histology. Calcium
levels were transiently decreased and parathyroid hormone levels transiently increased in
ovariectomised monkeys treated with denosumab.

In male mice genetically engineered to express huRANKL (knock-in mice), which were subjected to a
transcortical fracture, denosumab delayed the removal of cartilage and remodelling of the fracture
callus compared to control, but biomechanical strength was not adversely affected.

Knockout mice {see section 4.6} lacking RANK or RANKI. exhibited decreased body weight, reduced
bone growth and lack of tooth eruption. In neonatal rats, inhibition of RANKL (target of denosumab
therapy) with high doses of a construct of osteoprotegerin bound to Fc (OPG-Fc) was associated with
inhibition of bone growth and tooth eruption. These changes were partially reversible in this model
when dosing with RANKL inhibitors was discontinued. Adolescent primates dosed with denosuimab
at 27 and 150 times (10 and 50 mg/kg dose) the clinical exposure had abnormal growth plates.
Therefore, treatment with denosumab may impair bone growth in children with open growth plates
and may inhibit eruption of dentition.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Acetic acid, glacial*

Sodium hydroxide (for pH adjustment)*

Sorbitol (E420)

Polysorbate 20

Water for injections

* Acetate buffer is formed by mixing acetic acid with sodium hydroxide

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.

Prolia may be stored at room temperature (up to 25°C) for up to 30 days in the original container.
Once removed from the refrigerator, Prolia must be used within this 30 day period.

6.4 Special precautions for storage

Store in a refrigerator (2°C — 8°C).

Do not freeze.

Keep the pre-filled syringe in the outer carton in order to protect from light.

6.5 Nature and contents of container

One ml solution in a single use pre-filled syringe made from type I glass with stainless steel 27 gauge
needle, with or without needle guard.

The needle cover of the pre-filled syringe contains dry natural rubber, which is a derivative of latex
(see section 4.4).

Pack size of one, presented in blistered {pre-filled syringe with or without a needle guard) or
unblistered packaging {pre-filled syringe only).

6.6 Special precautions for disposal and other handling

Before administration, the solution should be inspected. Do not inject the solutien if it contains
particles, or is cloudy or discoloured. Do not shake excessively. To avoid discomfort at the site of
injection, allow the pre-filled syringe to reach room temperature (up to 25°C) before injecting and
inject slowly. Inject the entire contents of the pre-filled syringe. Dispose of any medicinal product
remaining in the pre-filled syringe.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
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7. MARKETING AUTHORISATION HOLDER
Amgen Europe B.V.

Minervum 7061

NL-4817 ZK Breda

The Netherlands

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/10/618/001

EU/1/10/618/002

EU/1/10/618/003

9.  DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 26 May 2010

Date of latest renewal; 15 January 2015

10. DATE OF REVISION OF THE TEXT

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

Prolia 60 mg solution for injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each vial contains 60 mg of denosumab in 1 mi of solution (60 mg/ml).

Denosumab is a human monoclonal IgG2 antibody produced in 2 mammalian cell line (CHO) by
recombinant DNA technology.

Excipient with known effect:
Each ml of solution contains 47 mg sorbitol (E420) {see section 4.4).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Solution for injection (injection).

Clear, colourless to slightly yellow solution and may contain trace amounts of translucent to white
proteinaceous particles.

4.  CLINICAL PARTICULARS

4.1 Therapeutic indications

Treatment of osteoporosis in postmenopausal women and in men at increased risk of fractures. In
postmenopausal women Prolia significantly reduces the risk of vertebral, non-vertebral and hip
fractures.

Treatment of bone loss associated with hormone ablation in men with prostate cancer at increased risk

of fractures (see section 5.1). In men with prostate cancer receiving hormone ablation, Prolia
significantly reduces the risk of vertebral fractures.

4.2  Posology and method of administration

Posology
The recommended dose of Prolia is 60 mg administered as a single subcutaneous injection once every

6 months into the thigh, abdomen or upper arm.

Patients must be adequately supplemented with calcium and vitamin D (see section 4.4).
Patients treated with Prolia should be given the package leaflet and the patient reminder card.
Patients with renal impairment

No dose adjustment is required in patients with renal impairment (see sections 4.4 for
recommendations relating to monitoring of calcium),

Patients with hepatic impairment

The safety and efficacy of denosumab have not been studied in patients with hepatic impairment (see
section 5.2).
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Elderly Patients (age 2 65)
No dose adjustment is required in elderly patients.

Paediatric population

Prolia is not recommended in paediatric patients (age < 18) as the safety and efficacy of Prolia in
these patients have not been established. Inhibition of RANK/RANK ligand (RANKL) in animal
studies has been coupled to inhibition of bone growth and lack of tooth eruption (see also section 5.3).

Method of administration
For subcutaneous use.

Administration should be performed by an individual who has been adegquately trained in injection
techniques.

The instructions for use, handling and disposal are given in section 6.6.

43 Contraindications

- Hypocalcaemia (see section 4.4).

- Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

4.4  Special warnings and precautions for use

Calcium and Vitamin D supplementation
Adequate intake of calcium and vitamin D is important in all patients.

Precautions for use

Hypocalcaemia

It is important to identify patients at risk for hypocalcaemia. Hypocalcaemia must be corrected by
adequate intake of calcium and vitamin D before initiating therapy. Clinical menitoring of calcium
levels is recommended before each dose and, in patients predisposed to hypocalcaemia within two
weeks after the initial dose. If any patient presents with suspected symptoms of hypocalcaemia during
treatment (see section 4.8 for symptoms) calcium levels should be measured. Patients should be
encouraged to report symptoms indicative of hypocalcaemia.

In the post-marketing setting, severe symptomatic hypocalcaemia has been reported (see section 4.8),
with most cases occurring in the first weeks of initiating therapy, but it can occur later.

Skin infections

Patients receiving Prolia may develop skin infections {predominantly cellulitis) leading to
hospitalisation (see section 4.8). Patients should be advised to seek prompt medical attention if they
develop signs or symptoms of cellulitis.

Osteonecrosis of the Jaw (ONJ)
ONTJ has been reported rarely in patients receiving Prolia for osteoporosis {see section 4.8).

The start of treatment / new treatment course should be delayed in patients with unhealed open soft
tissue lesions in the mouth. A dental examination with preventive dentistry and an individual benefit-
risk assessment is recommended prior to treatment with Prolia in patients with concomitant risk
factors.

The following risk factors should be considered when evaluating a patient’s risk of developing ONJ:
. potency of the medicinal product that inhibits bone resorption (higher risk for highly potent
compounds), route of administration (higher risk for parenteral administration) and cumulative
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dose of bone resorption therapy.

. cancer, co-morbid conditions (e.g. anaemia, coagulopathies, infection), smoking,

) concomitant therapies: corticosteroids, chemotherapy, angiogenesis inhibitors, radiotherapy to
head and neck.

. poor oral hygiene, periodontal disease, poorly fitting dentures, history of dental disease,
invasive dental procedures e.g. tooth extractions.

All patients should be encouraged to maintain good oral hygiene, receive routine dental check-ups,
and immediately report any oral symptoms such as dental mobility, pain or swelling or non-healing of
sores or discharge during treatment with Prolia, While on treatment, invasive dental procedures
should be performed only after careful consideration and be avoided in close proximity to Prolia
administration.

The management plan of the patients who develop ONJ should be set up in close collaboration
between the treating physician and a dentist or oral surgeon with expertise in ONJ. Temporary
interruption of treatment should be considered until the condition resolves and contributing risk
factors are mitigated where possible.

Atvpical fractures of the femur

Atypical femoral fractures have been reported in patients receiving Prolia (see section 4.8). Atypical
femoral fractures may occur with little or no trauma in the subtrochanteric and diaphyseal regions of
the femur. Specific radiographic findings characterize these events. Atypical femoral fractures have
also been reported in patients with certain comorbid conditions {e.g. vitamin D deficiency, rheumatoid
arthritis, hypophosphatasia) and with use of certain pharmaceutical agents (e.g. bisphosphonates,
glucocorticoids, proton pump inhibitors). These events have also occurred without antiresorptive
therapy. Similar fractures reported in association with bisphosphonates are often bilateral; therefore
the contralateral femur should be examined in Prolia-treated patients who have sustained a femoral
shaft fracture. Discontinuation of Prolia therapy in patients suspected to have an atypical femur
fracture should be considered pending evaluation of the patient based on an individual benefit risk
assessment. During Prolia treatment, patients should be advised to report new or unusual thigh, hip, or
groin pain. Patients presenting with such symptoms should be evaluated for an incomplete femoral
fracture.

Concomitant treatment with other denosumab-containing medicinal products

Patients being treated with Prolia should not be treated concomitantly with other denosumab-
containing medicinal products (for prevention of skeletal related events in adults with bone metastases
from solid tumours).

Renal impairment

Patients with severe renal impairment (creatinine clearance < 30 ml/min) or receiving dialysis are at
greater risk of developing hypocalcaemia. The risks of developing hypocalcaemia and accompanying
parathyroid hormone elevations increase with increasing degree of renal impairment. Adequate intake
of calcium, vitamin D and regular monitoring of calcium is especially important in these patients, see
above,

Warnings for Excipients
This medicinal product contains sorbitol. Patients with rare hereditary problems of fructose

intolerance should not use Prolia,

This medicinal product contains less than 1 mmol sodium (23 mg) per 60 mg i.e. essentially ‘sodium-
free’.
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4.5 Interaction with other medicinal products and other forms of interaction

In an interaction study, Prolia did not affect the pharmacokinetics of midazolam, which is metabolized
by c¢ytochrome P450 3A4 (CYP3A4). This indicates that Prolia should not alter the pharmacokinetics
of medicinal products metabolized by CYP3A4.

There are no clinical data on the co-administration of denosumab and hormone replacement therapy
(oestrogen), however the potential for a pharmacodynamic interaction is considered to be low.

In postmenopausal women with osteoporosis the pharmacokinetics and pharmacodynamics of
denosumab were not altered by previous alendronate therapy, based on data from a transition study
(alendronate to denosumab).

4.6  Fertility, pregnancy and lactation

Pregnancy
There are no adequate data from the use of Prolia in pregnant women. Reproductive toxicity was

shown in a study of cynomolgus monkeys, dosed throughout pregnancy with denosumab at AUC
exposures 119-fold higher than the human dose (see section 5.3).

Prolia is not recommended for use in pregnant women.

Women who become pregnant during Prolia treatment are encouraged to enrol in Amgen’s pregnancy
surveillance programme. Contact details are provided in section 6 of the package leaflet — Information
for the user.

Breast-feeding
It is unknown whether denosumab is excreted in human milk. In genetically engineered mice in which

RANKL has been turned off by gene removal (a “knockout mouse™), studies suggest absence of
RANKL (the target of denosumab see section 5.1) during pregnancy may interfere with maturation of
the mammary gland leading to impaired lactation post-partum (see section 5.3). A decision on
whether to abstain from breast-feeding or to abstain from therapy with Prolia should be made, taking
into account the benefit of breast-feeding to the newborn/infant and the benefit of Prolia therapy to
the woman.

Women who are breast-feeding during Prolia treatment are encouraged to enrol in Amgen’s lactation
surveillance program. Contact details are provided in section 6 of the package leaflet — Information
for the user.

Fertility
No data are available on the effect of denosumab on human fertility. Animal studies do not indicate
direct or indirect harmful effects with respect to fertility (see section 5.3).

4.7 Effects on ability to drive and use machines
Prolia has no or negligible influence on the ability to drive and use machines.

4.8 Undesirable effects

Summary of the safety profile
The overall safety profile of Prolia was similar in patients with osteoporosis and in breast or prostate

cancer patients receiving hormone ablation in five Phase III placebo-controlled clinical trials.

The most common side effects with Prolia (seen in more than one patient in ten) are musculoskeletal
pain and pain in the extremity. Uncemmon cases of cellulitis; rare cases of hypocalcaemia,
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hypersensitivity, osteonecrosis of the jaw and atypical femoral fractures (see sections 4.4 and section
4.8 - description of selected adverse reactions) have been observed in patients taking Prolia.

Tabulated list of adverse reactions

The data in Table 1 below describe adverse reactions reported from Phase II and III clinical trials in
patients with osteoporosis and breast or prostate cancer patients receiving hormone ablation; and/or
spontaneous reporting.

The following convention has been used for the classification of the adverse reactions (see table 1):
very common (> 1/10), common (= 1/100 to < 1/10), uncomumon (> 1/1,000 to < 1/100),

rare (= 1/10,000 to < 1/1,000) and very rare (< 1/10,000). Within each frequency grouping and system
organ class, adverse reactions are presented in order of decreasing seriousness.

Table 1 Adverse reactions reported in patients with osteoporosis and breast or prostate cancer
patients receiving hormone ablation

MedDRA system organ class Frequency category Adverse reactions

Infections and infestations Common Urinary tract infection
Common Upper respiratory tract infection
Uncommon Diverticulitis'
Uncommon Cellulitis’
Uncommon Ear infection

Immune system disorders Rare Drug hypersensitivity'
Rare Anaphylactic reaction’

Metabolism and nutrition Rare Hypocalcaemia®

disorders

Nervous system disorders Common Sciatica

Eye disorders Common Cataracts'

Gastrointestinal disorders Common Constipation
Common Abdominal discomfort

Skin and subcutaneous tissue Common Rash

disorders Common Eczema

Musculoskeletal and connective | Very common Pain in extremity

tissue disorders Very common Musculoskeletal pain'
Rare Osteonecrosis of the jaw'
Rare Atypical femoral fractures’

T See section Description of selected adverse reactions

In a pooled analysis of data from all phase II and phase IlI placebo controlled studies, Influenza-like
illness was reported with a crude incidence rate of 1.2% for denosumab and 0.7 % for placebo.
Although this imbalance was identified via a pooled analysis, it was not identified via a stratified
analysis.

Description of selected adverse reacfions

Hypocalcaemia

In two phase III placebo-controlled clinical trials in postmenopausal women with osteoporosis,
approximately 0.05% (2 out of 4,050) of patients had declines of serum calcium levels (less than

1.88 mmol/I) following Prolia administration. Declines of serum calcium levels (less than

1.88 mmol/I) were not reported in either the two phase I placebo-controlled clinical trials in patients
receiving hormone ablation or the phase III placebo-controlled clinical trial in men with osteoporosis.

In the post-marketing sefting, rare cases of severe symptomatic hypocalcaemia have been reported

predominantly in patients at increased risk of hypocalcaemia receiving Prolia, with most cases
occurring in the first weeks of initiating therapy. Examples of the clinical manifestations of severe
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symptomatic hypocalcaemia have included QT interval prolongation, tetany, seizures and altered
mental status (see section 4.4}). Symptoms of hypocalcaemia in denosumab clinical studies included
paresthesias or muscle stiffness, twitching, spasms and muscle cramps.

Skin infections

In phase Il placebo-controlled clinical trials, the overall incidence of skin infections was similar in
the placebo and the Prolia groups in postmenopausal women with osteoporosis {placebo [1.2%, 50 out
of 4,041] versus Prolia [1.5%, 59 out of 4,050]}, in men with osteoporosis (placebo [0.8%, 1 out of
120] versus Prolia [0%, 0 out of 120]) and in breast or prostate cancer patients receiving hormone
ablation (placebo [1.7%, 14 out of 845] versus Prolia [1.4%, 12 out of 860]). Skin infections leading
to hospitalisation were reported in 0.1% (3 out 0f 4,041} of postmenopausal women with osteoporosis
receiving placebo versus 0.4% (16 out of 4,050} of women receiving Prolia. These cases were
predominantly cellulitis. Skin infections reported as serious adverse reactions were similar in the
placebo {0.6%, 5 out of 845) and the Prolia (0.6%, 5 out of 860) groups in the breast and prostate
cancer studies.

Osteonecrosis of the jaw
ONI has been reported rarely, in 14 patients, in clinical trials in osteoporosis and in breast or prostate
cancer patients receiving hormone ablation including a total of 19,521 patients (see section 4.4).

Atypical fractures of the femur
In the osteoporosis clinical trial program, atypical femoral fractures were reported rarely in patients
treated with Prolia (see section 4.4).

Cataracts

In a single phase II1 placebo-controlled clinical trial in patients with prostate cancer receiving
androgen deprivation therapy (ADT) an imbalance in cataract adverse events was observed (4.7%
denosumab, 1.2% placebo). No imbalance was observed in postmenopausal women or men with
osteoporosis or in women undergoing aromatase inhibitor therapy for nonmetastatic breast cancer.

Diverticulitis

In a single phase Il placebo-controlled clinical trial in patients with prostate cancer receiving ADT an
imbalance in diverticulitis adverse events was observed (1.2% denosumab, 0% placebo). The
incidence of diverticulitis was comparable between treatment groups in postmenopausal women or
men with osteoporosis and in women undergoing aromatase inhibitor therapy for nonmetastatic breast
CANCer.

Drug-related hypersensitivity reactions
In the post-marketing setting, rare events of drug-related hypersensitivity, including rash, urticaria,
facial swelling, erythema, and anaphylactic reactions have been reported in patients receiving Prolia.

Musculoskeletal pain

Musculoskeletal pain, including severe cases, has been reported in patients receiving Prolia in the
post-marketing setting. In clinical trials, musculoskeletal pain was very common in both denosumab
and placebo groups. Musculoskeletal pain leading to discontinuation of study treatment was
unconumon.

Other special populations
In clinical studies, patients with severe renal impairment (creatinine clearance < 30 ml/min) or

receiving dialysis were at greater risk of developing hypocalcaemia in the absence of calcium
supplementation. Adequate intake of calcium and vitamin D is important in patients with severe renal
impairment or receiving dialysis (see section 4.4).

Reporting of suspected adverse reactions
Reporting suspected adverse reactions after authorisation of the medicinal product is important. It

allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
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ked to report any suspected adverse reactions via |

4.9 Overdose

There is no experience with overdose in clinical studies. Denosumab has been administered in clinical
studies using doses up to 180 mg every 4 weeks (cumulative doses up to 1,080 mg over 6 months),
and no additional adverse reactions were observed.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Drugs for the treatment of bone diseases — Other drugs affecting bone
structure and mineralization, ATC code: M05BX04

Mechanism of action

Denosumab is a human monoclonal antibody (IgG2) that targets and binds with high affinity and
specificity to RANKL, preventing activation of its receptor, RANK, on the surface of osteoclast
precursors and osteoclasts. Prevention of the RANKI/RANK interaction inhibits osteoclast
formation, function and survival, thereby decreasing bone resorption in cortical and trabecular bone.

Pharmacodynamic effects

Prolia treatment rapidly reduced the rate of bone turnover, reaching a nadir for the bone resorption
marker serum type 1 C-telopeptides (CTX) (85% reduction) by 3 days, with reductions maintained
over the dosing interval. At the end of each dosing interval, CTX reductions were partially attenuated
from maximal reduction of > 87% to approximately > 45% {range 45-80%), reflecting the
reversibility of Prolia’s effects on bone remodelling once serum levels diminish. These effects were
sustained with continued treatment. Bone turnover markers generally reached pre-treatment levels
within 9 months after the last dose. Upon re-initiation, reductions in CTX by denosumab were similar
to those observed in patients initiating primary denosumab treatment.

Immunogenicity
In clinical studies, neutralising antibodies have not been observed for Prolia. Using a sensitive

immunoassay < 1% of patients treated with denosumab for up to 5 years tested positive for non
neutralising binding antibodies with no evidence of altered pharmacokinetics, toxicity, or clinical
response.

Treatment of osteoporosis in postmenopausal women

Efficacy and safety of Prolia administered once every 6 months for 3 years were investigated in post-
menopausal women (7,808 women aged 60-91 years, of which 23.6% had prevalent vertebral
fractures) with baseline bone mineral density (BMD) T-scores at the lumbar spine or total hip
between —2.5 and —4.0 and a mean absolute 10-year fracture probability of 18.60% (deciles:
7.9-32.4%) for major osteoporotic fracture and 7.22% (deciles: 1.4-14.9%) for hip fracture. Women
with other diseases or on therapies that may affect bone were excluded from this study. Women
received calcium (at least 1,000 mg) and vitamin D (at least 400 IU) supplementation daily.

Effect on vertebral fractures
Prolia significantly reduced the risk of new vertebral fractures at 1, 2 and 3 years (p < 0.0001) (see
table 2).
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Table 2 The effect of Prolia on the risk of new vertebral fractures

Proportion of women with fracture (%) i Absolute risk Relative risk
Placebo Prolia reduction (%) reduction (%)
n = 3,906 n= 3,902 (95% CI) (95% CI)
0-1 year 2.2 0.9 1.4(0.8,1.9) 61 (42, T4)**
0-2 years 5.0 1.4 3.5(2.7,4.3) 71 {61,79)**
0-3 years 7.2 2.3 48(3.9,5.8) 68 (59, 74)*

*p < 0.0001, *¥p < 0.0001 - exploratory analysis

Effect on hip fractures

Prolia demonstrated a 40% relative reduction (0.5% absolute risk reduction) in the risk of hip fracture
over 3 years (p <0.05). The incidence of hip fracture was 1.2% in the placebo group compared to
0.7% in the Prolia group at 3 years.

In a post-hoc analysis in women > 75 years, a 62% relative risk reduction was observed with Prolia
(1.4% absolute risk reduction, p < 0.01).

Effect on all clinical firactures
Prolia significantly reduced fractures across all fracture types/groups (see table 3).

Table 3 The effect of Prolia on the risk of clinical fractures over 3 years

Proportion of women with Absolute risk | Relative risk
fracture (%) reduction (%) | reduction (%)
Placebo Prolia (95% CI) (95% CD)
n= 3,906 n=3,902
Any clinical fracture’ 10.2 7.2 2.9(1.6,4.2) 30 (19, 41)***
Clinical vertebral fracture 2.6 0.8 1.8(1.2,2.4) | 69 (53, 80y*+**
Non-vertebral fracture’ 8.0 6.5 1.5(0.3,2.7) 1 20(5, 33)*+*
Major non-vertebral fracture’ 6.4 5.2 1.2(0.1,2.2) 120(3, 34)*
Major osteoporotic fracture’ 8.0 5.3 2.7(1.6,3.9) | 35(22,45)***

*n < 0.05; ¥*p = 0.0106 (secondary endpoint included in multiplicity adjustment), ¥**p < 0.0001

+ Bvent rates based on Kaplan-Meier estimates at 3 years.
(1) Includes clinical vertebral fractures and non-vertebral fractures.

(2)  Excludes those of the vertebrae, skull, facial, mandible, metacarpus, and finger and toe phalanges.

(3)  Includes pelvis, distal femur, proximal tibia, ribs, proximal humerus, forearm, and hip.
(4 Includes clinical vertebral, hip, forearm, and humerus fractures, as defined by the WHO.

In women with baseline femoral neck BMD < -2.5, Prolia reduced the risk of non-vertebral fracture
(35% relative risk reduction, 4.1% absolute risk reduction, p < 0.001, exploratory analysis).

The reduction in the incidence of new vertebral fractures, hip fractures and non-vertebral fractures by
Prolia over 3 years were consistent regardless of the 10-year baseline fracture risk.

Effect on bone mineral density

Prolia significantly increased BMD at all clinical sites measured, versus placebo at 1, 2 and 3 years.
Prolia increased BMD by 9.2% at the lumbar spine, 6.0% at the total hip, 4.8% at the femoral neck,
7.9% at the hip trochanter, 3.5% at the distal 1/3 radius and 4.1% at the total body over 3 years (all

p <0.0001).

In clinical studies examining the effects of discontinuation of Prolia, BMD returned to approximately
pre-treatment levels and remained above placebo within 18 months of the last dose. These data
indicate that continued treatment with Prolia is required to maintain the effect of the medicinal
product. Re-initiation of Prolia resulted in gains in BMD similar to those when Prolia was first

administered.
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Open-label Extension Study in the Treatment of Postmenopausal Osteoporosis

A total of 4550 women (2343 Prolia & 2207 placebo) who missed no more than one dose of
investigational product in the pivotal study described above and completed the month 36 study visit
agreed to enrol in a 7-year, multinational, multicentre, open-label, single-arm extension study to
evaluate the long-tenn safety and efficacy of Prolia. All women in the extension study received Prolia
60 mg every 6 months, as well as daily calcium (at least 1 g) and vitamin D (at least 400 1U). At
month 60 of the extension study, after 8 years of Prolia treatment, the long-term group {n = 1542) had
increased in BMD by 18.4% at the lumbar spine, 8.3% at the total hip, 7.8% at the femoral neck and
11.6% at the trochanter from the original pivotal study baseline. Fracture incidence was evaluated as
a safety endpoint. In years 4 through 8§, the rates of new vertebral and non-vertebral fractures did not
increase over time; annualised rates were approximately 1.1% and 1.3% respectively.

Eight adjudicated cases of osteonecrosis of the jaw (ONJ) and two atypical fractures of the femur
have occurred during the extension study.

Treatment of osteoporosis in men

Efficacy and safety of Prolia once every 6 months for | year were investigated in 242 men aged 31-84
years. Subjects with an eGFR < 30 ml/min/1.73 m” were excluded from the study. All men received
calcium (at least 1,000 mg) and vitamin D (at least 800 IU) supplementation daily.

The primary efficacy variable was percent change in lumbar spine BMD, fracture efficacy was not
evaluated. Prolia significantly increased BMD at all clinical sites measured, relative to placebo at

12 months: 4.8% at lumbar spine, 2.0% at total hip, 2.2% at femoral neck, 2.3% at hip trochanter, and
0.9% at distal 1/3 radius (all p < 0.05). Prolia increased lumbar spine BMD from baseline in 94.7% of
men at 1 year. Significant increases in BMD at lumbar spine, total hip, femoral neck and hip
trochanter were observed by 6 months (p < 0.0001).

Bone histology
Bone histology was evaluated in 62 postmenopausal women with osteoporosis or with low bone mass

who were either naive 1o osteoporosis therapies or had transitioned from previous alendronate therapy
following 1-3 years treatment with Prolia. Forty-one women participated in the bone biopsy sub-study
at month 24 of the extension study. Bone histology was also evaluated in 17 men with osteoporosis
following 1 year treatment with Prolia. Bone biopsy results showed bone of normal architecture and
quality with no evidence of mineralisation defects, woven bone or marrow fibrosis.

Treatment of bone logs agsociated with androgen deprivation
Efficacy and safety of Prolia once every 6 months for 3 years were investigated in men with

histologically confirmed non-metastatic prostate cancer receiving ADT (1,468 men aged 48-97 years)
who were at increased risk of fracture (defined as > 70 years, or < 70 years with a BMD T-score at the
lumbar spine, total hip, or femoral neck < -1.0 or a history of an osteoporotic fracture.) All men
received calcium (at least 1,000 mg) and vitamin D (at least 400 1U) supplementation daily.

Prolia significantly increased BMD at all clinical sites measured, relative to treatment with placebo at
3 years: 7.9% at the lumbar spine, 5.7% at the total hip, 4.9% at the femoral neck, 6.9% at the hip
trochanter, 6.9% at the distal 1/3 radius and 4.7% at the total body (all p < 0.0001). In a prospectively
planned exploratory analysis, significant increases in BMD were cbserved at the lumbar spine, total
hip, femoral neck and the hip trochanter 1 month after the initial dose.

Prolia demonstrated a significant relative risk reduction of new vertebral fractures: 85% (1.6%
absolute risk reduction) at 1 year, 69% (2.2% absolute risk reduction) at 2 years and 62% (2.4%
absolute risk reduction) at 3 years {all p <0.01).

Treatment of bone loss associated with adjuvant aromatase inhibitor therapy
Efficacy and safety of Prolia once every 6 months for 2 years was investigated in women with non-

metastatic breast cancer (252 women aged 35-84 years) and baseline BMD T-scores between
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-1.0 to -2.5 at the lumbar spine, total hip or femoral neck. All women received calcium (at least
1,000 mg) and vitamin D (at least 400 IU) supplementation daily.

The primary efficacy variable was percent change in lumbar spine BMD, fracture efficacy was not
evaluated. Prolia significantly increased BMD at all clinical sites measured, relative to treatment with
placebo at 2 years: 7.6% at lumbar spine, 4.7% at total hip, 3.6% at femoral neck, 5.9% at hip
trochanter, 6.1% at distal 1/3 radius and 4.2% at total body (all p < 0.0001).

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
Prolia in all subsets of the paediatric population in the treatment of bone loss associated with sex
hormone ablative therapy, and in subsets of the paediatric population below the age of 2 in the
treatment of osteoporosis. See section 4.2 for information on paediatric use.

5.2 Pharmacokinetic properties

Absorption
Following subcutaneous administration of a 1.0 mg/kg dose, which approximates the approved 60 mg

dose, exposure based on AUC was 78% as compared to intravenous administration at the same dose
level. For a 60 mg subcutaneous dose, maximum serum denosumab concentrations (Cy,) of 6 pg/mil
(range 1-17 pg/ml) occurred in 10 days (range 2-28 days).

Biotransformation

Denosumab is composed solely of amino acids and carbohydrates as native immunoglobulin and is
unlikely to be eliminated via hepatic metabolic mechanisms. Its metabolism and elimination are
expected to follow the immunoglobulin clearance pathways, resulting in degradation to small peptides
and individual amino acids

Elimination

After Cyy, serum levels declined with a half-life of 26 days (range 6-52 days) over a period of

3 months (range 1.5-4.5 months). Fifty-three percent (53%) of patients had no measurable amounts of
denosumalb detected at 6 months post-dose.

No accumulation or change in denosumab pharmacokinetics with time was observed upon
subcutaneous multiple-dosing of 60 mg once every 6 months. Denosumab pharmacokinetics was not
affected by the formation of binding antibodies to denosumab and was similar in men and women.
Age (28-87 years), race and disease state (low bone mass or osteoporosis; prostate or breast cancer)
do not appear to significantly affect the pharmacokinetics of denosumab.

A trend was observed between higher body weight and lower exposure based on AUC and Cpyy.
However, the trend is not considered clinically important, since pharmacodynamic effects based on
bone turnover markers and BMD increases were consistent across a wide range of body weight.

Linearity/non-linearity
In dose ranging studies, denosumab exhibited non-linear, dose-dependent pharmacokinetics, with

lower clearance at higher doses or concentrations, but approximately dose-proportional increases in
exposures for doses of 60 mg and greater.

Renal impairment
In a study of 55 patients with varying degrees of renal function, including patients on dialysis, the
degree of renal impairment had no effect on the pharmacokinetics of denosumab.

Hepatic impairment

No specific study in patients with hepatic impairment was performed. In general, monoclonal
antibodies are not eliminated via hepatic metabolic mechanisms. The pharmacokinetics of denosumab
is not expected to be affected by hepatic impairment.
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Paediatric population
The pharmacokinetic profile in paediatric populations has not been assessed.

5.3 Preclinical safety data

In single and repeated dose toxicity studies in cynomolgus monkeys, denosumab doses resulting in
100 to 150 times greater systemic exposure than the recommended human dose had no impact on
cardiovascular physiology, male or female fertility, or produced specific target organ toxicity.

Standard tests to investigate the genotoxicity potential of denosumab have not been evaluated, since
such tests are not relevant for this molecule. However, due to its character it is unlikely that
denosumab has any potential for genotoxicity.

The carcinogenic potential of denosumab has not been evaluated in long-term animal studies.

In preclinical studies conducted in knockout mice lacking RANK or RANKL, impairment of lymph
node formation was observed in the foetus. An absence of lactation due to inhibition of mammary
gland maturation (lobulo-alveolar gland development during pregnancy) was also observed in
knockout mice lacking RANK or RANKL.

In a study of cynomolgus monkeys dosed with denosumab during the period equivalent to the first
trimester at AUC exposures up to 99-fold higher than the human dose {60 mg every 6 months), there
was no evidence of maternal or foetal harm. In this study, foetal lymph nodes were not examined.

In another study of cynomolgus monkeys dosed with denosumab throughout pregnancy at AUC
exposures 119-fold higher than the human dose (60 mg every 6 months), there were increased
stillbirths and postnatal mortality; abnormal bone growth resulting in reduced bone strength, reduced
haematopoiesis, and tooth malalignment; absence of peripheral lymph nodes; and decreased neonatal
growth. A no observed adverse effect level for reproductive effects was not established. Following a
6 month period after birth, bone related changes showed recovery and there was no effect on tooth
eruption. However, the effects on Iymph nodes and tooth malalignment persisted, and minimal to
moderate mineralisation in multiple tissues was seen in one animal {relation to treatment uncertain),
There was no evidence of maternal harm prior to labour; adverse maternal effects occurred
infrequently during labour. Maternal mammary gland development was normal.

In preclinical bone quality studies in monkeys on long-term denosumab treatment, decreases in bone
turnover were associated with improvement in bone strength and normal bone histology. Calcium
levels were transiently decreased and parathyroid hormone levels transiently increased in
ovariectomised monkeys treated with denosumab.

In male mice genetically engineered to express huRANKL (knock-in mice}, which were subjected to a
transcortical fracture, denosumab delayed the removal of cartilage and remodelling of the fracture
callus compared to control, but biomechanical strength was not adversely affected.

Knockout mice (see section 4.6) lacking RANK or RANKL exhibited decreased body weight, reduced
bone growth and lack of tooth eruption. In neonatal rats, inhibition of RANKL (target of denosumab
therapy) with high doses of a construct of osteoprotegerin bound to Fe (OPG-Fc) was associated with
inhibition of bone growth and tooth eruption. These changes were partially reversible in this model
when dosing with RANKL inhibitors was discontinued. Adolescent primates dosed with denosumab
at 27 and 150 times (10 and 50 mg/kg dose) the clinical exposure had abnormal growth plates.
Therefore, treatment with denosumab may impair bone growth in children with open growth plates
and may inhibit eruption of dentition.
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6. PHARMACEUTICAL PARTICULARS
6.1  List of excipients

Acetic acid, glacial*

Sodium hydroxide (for pH adjustment)*

Sorbitol (E420)

Water for injections
* Acetate buffer is formed by mixing acetic acid with sodium hydroxide

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.

Prolia may be stored at room temperature (up to 25°C) for up to 30 days in the original container.
Once removed from the refrigerator, Prolia must be used within this 30 day period.

6.4  Special precautions for storage

Store in a refrigerator (2°C — 8°C).

Do not freeze.

Keep the vial in the outer carton in order to protect from light.

6.5 Nature and contents of container

One ml solution in a single use vial (type I glass) with stopper (fluoropolymer coated elastomeric) and
seal (aluminiwm} with flip-off cap.

Pack size of one.

6.6  Special precautions for disposal and other handling

Before administration, the solution should be inspected. The solution may contain trace amounts of
translucent to white proteinaceous particles. Do not inject the solution if it is cloudy or discoloured.
Do not shake excessively. To avoid discomfort at the site of injection, allow the vial to reach room
temperature {up to 25°C) before injecting and inject slowly. Inject the entire contents of the vial.
Dispose of any medicinal product remaining in the vial.

A 27 gauge needle is recommended for the administration of denosumab, Do not re-enter the vial,
Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

Amgen Europe B.V.

Minervum 7061

NL-4817 ZK Breda
The Netherlands
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8. MARKETING AUTHORISATION NUMBER(S)

EU/1/10/618/004

9.  DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 26 May 2010

Date of latest renewal: 15 January 2015

10. DATE OF REVISION OF THE TEXT

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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HHE,




1.7 BEREMR—ER®

FIART TSUFPETE 60mg VUV
g;";’;ﬁ‘] 72w (BT THFAET b (RETHERL)
EAL | 3 EIFR % BIfEF
OEE | CRESE B 7 7
) | BHBERE LGS E LENE T 1 | <ENB RSB

BRI ISV, FRAES) 881 40tk 159 51 (18.0%)
CEIER (BEMEMRYE S HARHL
iz, Ebo, By s 7 4
(0.8%), R 7 ¥ (0.8%). y-GIP LR 7
) (0.8%), WME 7 # (0.8%), 8% 6 H
(0.7%) . BafAs 5 1l (0.6%) B Thotz, (K
BRI
<BRETU ST FI2HS BU L AOHEITINED
B Y o~ FhE L LAEME I 48
ERPRRERIZ BT, BREF 651 HAP 152 A
(23.3%) ICHITEH (ERBRRRTTMERN & &)
BEb LR, Ehbold, BiEEE 16 §)
(2.5%), 1B LMFE 14§ (2.2%) 4%
Téhoi, [RIERF)

AH D 10mg B 25mg, 182 BER HTNTIA
FD 25mg BIR S0mg 38 1 Bl 528 L-EN
DOEFERBRIZ BT, E2EFERE 660 |4
448 5 {67.9%) IZBERARDh, TOoER
bk, BIE =D 282 # (42,7%), EHETR
i B3 156 9] (23.6%) . BiE E0 106 41 (16.1%) .
%5 BEAE 26 B (3.9%), BEIY 25 4 (3.8%), i%Eh
HHEV 25/ 3.2%), FH 2160 (3.2%) T
Hot, EMERIETMEAEEEL, ALT (GPT)
LR 3470 (5.2%) . AST {GOT)} L& 25 Al (3.8%)
HTdhol, (B2 ERE 200845 AMHHRE, —
YARKERRE)

(% 2) BBWide, b4, MmN, MR, €
WA, WS, Mg, i~z 8
B
(H3) EMEEGOMEE, O fEm. MRS
(1 4) BB, AR, AW
{BENERERBRNEEE (2RI >
Mg O—ENRIcREENOSMERBEHE LT
2 LT BRAR i B0 O, RIS 13894 4
$ 3714 #] (26.7%) ICRIfERSRED Lh, TOFE
TRk, MHGE =9 1207 ) (8.7%). EHERAL
FLl 609 7 (4.4%), Feis B9 5574 (4.0%),
BAIEEESS 242 5 (1,7%) . AR R R B 228 1 (1.6%) .
FEEN 222 ) (1.6%) SETh o7z, (20084 4 Ak
BHHE)
(fE 5} BUERZe, QUEI. W, TS
(B 6) £IBE, B, NS
<5t REER B BR AR 4>
AFID 10mg B TR 25mg, M 2 EHR-E 2R Lz
S CEE) ofF MHE_EaMEERBicEy
T, ERMITERE 154 PP, ARHMEE 88 45
(57.1%) . EEAHHAIRRS 71 6 (46.1%) . £ Df
118 1F) (76.6%) OHFFIH U7 BNEHLAE,
WHEZRETRSO0 D b, &7 & ORRBE
BEETERVS O, FEHEBMRE 70 5]
{(45.5%) . BE 8 ) (5.2%)., %2 5 (3.2%),
RN, Mt, & S EEAE, BEES 40 (2.6%)
HThot, (EEE)
(7 7) &FH L OREREOCHEI NI OFRE L
i 87

FH O 25mg I8 2 FiR 5 R 50mg 38 1 BIf#E%E
Wit Lk CRERGR ) OB MHBE1HE
EiR BRI BV T, TR MG 367 it
166 (45.2%) WRIERA#D LN, T0Xh
b DT, EHEEE 67 41 (18.3%), B8N 21 41

(5.7%) . L2081 (5.4%) . FiB 176 (4.6%)
EThot, GRERE
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1.7 EHERZER—ER

T/ AT JH5)FTETE60mg LUYLT
;gﬁfﬂ ) 2w (MHETMEHL) THEFNET N BEFERL)
AL EAERE SRR 2
DIER % T LWAE TR 10mg25mg 0 %12 IRER,
) <EINEERERD

(1) BXRTBEEA

1)

2)

3)

4)

EH NS LIE (1.4%) : QT R, X
i, FH¥=—, LU, RRYMEA0E
SEIN Y AMENELDLRD I L
BHDOT, BEEZTHIZITIZE, B
H sz AMFENERD b o e iTi.
FAL B LEE S 2 D OffFERICH
AT, BEMFCE, A7 5o SiE
ERGRAT ALY, WL NAREEERH
fF5 2 &,

FEET - fR R (0.1%) : |EHE
7 -HBEEHERSELhA I EBED
D¢, BERHHITITY. BRERBELL
NiEeiciaREE kT34 8, BY
RMBEEITS I L,

FHI40S5F0— (EEFHD) . 7F
T4 TFF—RBhobNAIERHD
DT, WEZP 22T, BESFEDL
NIBSiciREE DL L, HH20NE
2S5k,
XEBETTRVEMKEERREBO
BN (BETHY) . KBFET
FRUSE KRBT B®SokENRH
FELDHILEEHEOT, BMERSI
TV, BENABRS L ESICiiREE
k4R Y, EYROEETI L
{(TEELIERNER] OEBE),

BN oI TerEBR i 4% 1o 3 5 BBk EER I
BT, FLMETEMntE 35 #5355 (1009%)
WEVERMATD b, FoXH b ok, sk =
834 ) (97.1%) | FEAERAT RS Y2227 41 (77.1%)
ey =10 18 45 (51.4%). FEM 176 (48.6%).
(B85 13 (37.1%), MW 124 (34.3%) % Th
oi, Ein, BEREMEELEL, Bk
8l (22.9%), ~F& o v 64 (17.1%)
BThot, (2010 48 4 A HEHA)

(£ 8) BMAFde, WiBg, A 7z, LR

e, WEERAE, MWL, TNUNE, MRS

(9 EHMHOEET

(2 10) B, fur, RS

GRS AR

sk CRE) OEEMGRIERERIC T 3K

BBV T, TERMFERRE 69 419 60 4

(87.0%) IZRIERMIEH bR, TOER LD,

REYE S0 47 4 (68.1%) . FEEERALRI 26

(37.7%) . BRI 11 450 {15.9%) . 4% 9 1 (13.0%) .

MEH 61 (8.7%) S Thot-, (FKEE

(/1) bBSinmes, Mk, @B, Hig, 17

o Lo REMRERE, R RERTE, MRS, R

(1 EXUGBEHER

1) BfE (0.2%). Wi (a—FELRATF4A
s ®&dn) (1.5%), BBEmEE (0.2%)
FOBRMAREE (2,60
oL IRERELLEDRAZENDHED
THREOREXHSICESEL, ARBRY
LB, BRER LSRN AR
EFoz b, f2d, BRECLVEETLE
STEARBREENR TS,

2) #0145k
EHEIEEIC L AFBEORBEL, S5
HhobNATRENS DD, EEOE
BT, AHRER, M2RUTEE L
v RIS A TERR (RERNE%2
AExmee/ziiy 1 » Biz 1|, LIEEE
ESEICELT) T ndinkn, B
ERORBIZ MM ERETHZ L, T,
Whohgsi (iR, ) 5 s Xh
ThBo b, TOWEELFaEEL
EEETI L, BENBH LRSS
TidiR s R L, EERLEETO L,

3) BELT LXK (0.5%)

MBI, 7F 70 T~ SEIEHE
BRUHSBESOERRT LAY —RKIGHH
bbhaZ EB8H507T, BERFSITT
VW, ZoX S RSN b Belisik
Eehicis gk L EmRnEEiTo
L,
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1.7 REEMR-EE

FIATT TSYPETE 60mg 2o
Pl 7 ) Ae7 (METHESL) =HFAET b GRETFARRL)
ERL | 5 BRTFEGOSREERAT GRETH | 4) REGLAEE ©. 00
OEE | P BRIERFICEVT, A | BARAERREORMRES (SR
(2| i SRMEEERRS DAL | EMNCE-RplE &), SRR, T
Loihs (EEREAGER. K|  HRD, DAVERS, Al DRAGER
R OTER), Bish bbb L5, BEICHL,
6) ERMGRMBEE GUEREY) : B8 | AHRS TR ORI 2 B 5 5
7 MBI D B IR B 8 B o B (RAORL, W, 105, FO%)
ZeBHHOT, \EETFTN, # HHPNIRE T, EPNCEREICH
. MR, 757, RAGOEKIROLR | BT AL BETECL, SOk 5 REE
BRI, WORARERS - b, h, ORI A E L, ML
MDD BB R, BB IET
Bk,
5) BEER GRETH =)

6)

7

8)

9)

10}

BiER (ZFMEILE, g d, BirE
iz, ¥ - A L—EERS) Bhbb
NAEZERLD, BENBEDHENEESIZ
W, a2 S 0Bl RNEETS
L,
PR tERT 2 (0. 7%

MEERAR S obNAEZ LR HBDT, &
#h, nEmh | FRIR EREESE O ML SRS
FEL. REXEDLREEAITI, B
B v b A AREE, MY CT MR U
WA AMREESEREL . AA OB EE T
Bl biima—TLRAT ¢ Aif L OB
BEUF (p-D F N OREE) BERICA
YR NERITS Tk, f2d, EMEMg
DEEFEIED 3 5 BEITIL. B %1T
Shé, BETAIL,

i dsDNA SRR D BRMEIE %4 5 W— T RAME
1EEE (0. 1%EH)

1l dsDNA FriEH e L L. BBEE. TP,
BBS0oERRH LRI ERHE. o
LAk, BE5EPLda L,
FFuErE® (3. 1%)
AST (GOT). ALT (GPT) ¥ LH%#5F
WEEERLLDIWAZILRHAIOT, BE
ATV, BELSED S hiIigeiiiE
Exhik L, #HERAERTI &,
ch#EtE s R IBTERLARSE (Toxic Epidermal
Necrolysis: TEN) (SABEASEH 1) FrBiL
FSERAEIREE (Stevens~Johnson FEIREE) (0. 1%
). BRAIBE (0. 1%k
PSR AR T ARE R RS IEIRAE (R,
AT RH LN ENHLHDT, HE
STV, REXRRDS B BECR
2k L, EBYRLBRETI L,
IFhIE MR FE (ANCA) TIBtEl &2 (38
FERBR “212)

T PR ERR (ANCA) B s
HobRAIENBAEOT, HEE+HC
vy, BRERED Lhizifeizidiis &
L, BEWRAREPITIZ &,

& o
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1.7 AR R—Ex

F/ATT 7S FETE 60mg YL

;gm ) AwT GHETHERZ) THFNES b GEETRIAL)

ERL ) BEETZ (010, F o0 VERE 014

DR £3)

(%) BEBRE, 7 u—VERERD bbh
B LRHBEOT, WEEHHTO, B
ﬁﬁ%b&ht%ﬁm@&$%$ib,ﬁ
BB RS - &

(2) TOMEORER
TROBERRS DRI ZLEHDHDT,
EEIPBDNLEEIT, BEILE TEY

12)

(2)

FE (0. 1%5&:&)

LDRERHLELRAZEBHIOT, HEY
+AITT, RENEDONEHSIZE B

B & it 5 S ORRAEE

OO RIER

L e

T2 <

WOk 5 2EHERN S Sk, EiRic
L THRnEETs = &,

RALBEEITI D &, T3 01 -
1%4LE ’ 0.1%3H 1
0.5~2%%H 0.5%%H FEFAY e 1%k
L BRI v, B [k, mmn [see, e, ww,
H m [EBR, & |% Ak w|Bm an, mE
& |aw g |FEE |BESE B (9o sExEE
e " . Wb ;z‘is*zwz;ﬁumm
Y T i;.nma.m
®
T WIE (R BB, B (WU, LRI, |GRHENE
5 Ry e B, BUE (86 BB, TR MRATEGE
# #. m:f [ . ORN, bt
2 B |® . HE. AR,
" BEN W | W (Blers
i 1), WK, (ERRkE
bl TERE, GBHETR
7 B
i WS, T |ERRE, O
7 | msaE - R, T |3 (DA, 1
L Pade. M. [BGEG. 4R, W
5 ‘ﬁ RN, B, FEDRRR.
o | AT i B, Witk |WOMEDE W
o A 1 B, W |, TS, M
L3 ] A< o3
sy | Fdt. DPIdE, W | ERinbia, DEE~ . WA
1k g5, WAaREE (A2, R, PR, ﬁﬁﬁ’ft
5 |t Bl Bk gﬁ. it
W | Wrem RIE. DR, oy
* mﬁm}m & Em GEE3
;; & | G m
mEE, %5
¥ [TRRE. | ALT (GPT) LA B len
® | y-GTP E5 AST (GOT) £8 b s,
® FEABIE iy
R
TR (7E | RO, @ RIS (7 | KER. 217
* 5. BER. ATRLS) . | K9P, SR M) B =t SR,
o o G - 7 EFE. DUN [REY, B, W
th A, : = e P
Bk, 1ITh i AR
D) ARRE L H TS BT v SWTAOE BRI :
B,
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1.7 BHERM&R—EX

—r — ~ R
F/AIT TFSUFTRETE 60mg U2D
—Bn =) 2w * FAES b GEHETARL)
P 52w (HEFERL) TF ) b TR
AR L 3 ~
st N R R
b 1
() i ] girg, FE | HaR {(vvey
# fhHEy, | B, BE.
" BIMR | R¥E, PR
(LUsug | B R, BER
L W, FIR | %, EERESE
®
ALT (GPT)
LA, AST
liid {Gom .k
[ Ao ALP I
#l, LDH L
5
WaUE, m | MSPREE, SR,
L EER, 8 |ms (amerpy
i 15, WA | ERldEFE, ~/
8 wk Yx—rF
A W ERUIRE %)
Bnmg | SRR, ~v
R @ | RV s R,
REMEE | HidRdd, he
" ), ~ES | BRI Y Lotk
. oLy | i, dpkyEis,
& SRR, A
RSB, i
FRAYEISLH, AR
AR
e, & | o FoBg, BA
bt . WMER,
" BERE, BN 5
MobEoaE, |
G, B,
o, o REE
i} RN | ETE. mi.
# #, (| — 7 ARSI
A e, ME, W |, Mg, FC
# T BRI | 0. BDNGEEE, M
EIBLE, TRHEAE
g WA, | ARG, feAA:
i B, 4 | VssEig, Y
* WL O F=isX
AF. Rl
é AFEFML, LR
Bh B8, 3 |sraFe—at
M O(ARIE | B SRS,
TEL). W | EH, RAG, T
., P, =437 2]
% I, B |8 B
0 TR MRAE | N, B, B8
ft JREL, CRP I,
HTsde, R,
SEF#, T
i, fRdE R,
fiok, TEFRRARAE,
RS
(5 12) B3RBESH D\ XA S Ol

{13) EMEREIGT. B G 1 2 A G TRELL,
2 OEMDP LTS, ERTMEERSL. BN LR
LhbbhoWhettds 5,

(i 14) TenhoEFeRos &,

M REMOER (58 Y 7+ F RSNy e RN RUER
SRR (PR, MNEY oeF) oML LS,

5 BREFE~OEE
—RRICWRE TG (SRS AR
FLTWEOT, BMINMESEORERORRICE
BL, +oR2BEETIZE,
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1.7 BRI G—ER

TILART TSUFPETFTEGOMg UL Y
’,E’;{;“‘J ) AvT (RETFER) THAAET N GRETHIZ)
AL | 4 180 - ER - BIAF~ORE 6. TR - EH - BILRE~ORE
OFEF | () ERXREHEL TWAHEEREOCH DA | (1) EHRITEEL TV AR H S MAKR
(i) s Lz b, £, HIERRER R EOFREREREE LELE L)
WAICH LT, EERBEEfT5 L5 WX dgelcorifet+sr b, [HHEHR
M5z L, [IMpER TR, T DFEITH B REMITFET LTz, ]
iR 20 B bairE vaAl (Somgked | () HEPICERIRE LBEISOHAER
) EFRETRE LSRR, JEREOHEM, REOWTIHE ERERRO Y R NFETE
H4 IR Sthig - oim, & #oR R R T 2 EEERES VT i
., K AEOERED b, ] BET Lz e, [RFZRRERMENSY
@) BRLRIZRETIEEICIEHLE DL S HAROLFE» SERBBE E N & D
B E, [FHO L MR F~OBTI HERHD,]
FHATHBES, b b IgG FHHFICBT | 3) BULToBACRET LI LT, ShE
TR EBBEINTNS, ] BFRESTIESRFBLEFILEER L,
[t FERPA~BITTHZ EMNPEINT
W5,
5 IMNEE~OFRE 7. INRE~DIEE
EHAGER, H4AER, 3B, RN | AREIHTIESERRET LTv2y ER
R B EEMITMS L TV (AR | BBk,
ABiavy), [FREFRE LEERY LB
TR EROREBED bhi, RANKL
B R2RAETaL, Ty MTEROBRER
UHrod BRI E D Z 2 Bm &R T
??QEENKL: receptar activator for nuclear factor-xB ligand
6. EBERS 8 BEHEE

KERREE COEPSARERBEITBWT, AH
210mg (6 » Biz 1 @EE) FTORETE
EEnTwa, &ARICBWTELLRE
RIERR, FFORBEARETELLALELO
LRI CHoT:,

7. BRALORE

1) BEEK: EFMicodbiER+TA
au

BEEAr BETEMNE, bR, KBXIR
IEERIZIT S Z &,

(3) AL

1) BHF~OREHITHIERT (2~8°0)
ThHhbERILELE®. FRATHZ L.

2) BEHPIrREARDRIZEEHEM
|AETHD, EHROB\EEH T
EMEI ) UL LEREEMNN
el

@

E B A EROREREERERSEISh T,
0, RERMERERIC BT, SRR

6

Omg/m® % TR BERRABEE L 25, A

BLHIRRAT 2 B e de o fe, EERY =
FRE R RERERD, TIRRER

2mgm’ DERABRE [(TOBITETES
16mg/m® (~25mg) % 1 Mz 2 BRE) TH
=7,
AFROFFRIITH BN TV,
0. HEEDEE
Lo lt/llE.E“Fi‘:E 25/50mg 9
¥ 0.51.0mL. = U TFIER H0/25mg
=2 UAVELUFE Somg 32
1.0mL
) ®BIEE () BT
ETFicorgbyst., RFioalsda .,
(2 #5m (2) mR

1) $#58915~302MCRBICRE
L i, SRS E
TiX. FAGEMNE - K
B GR sy v TR ERNT
L,

2) EERIL, RESHETARICE
WREBTAIE, AR, A
SOEOMMTFREHSIE
DL, FRORFLHE
- TRk Y, 2l B
RAST A EMNEN LS
Ak, Lo b,

1} BREMAKEmL 2ol
b &t TARILEATS,
PEHERETEERNL
SIEEL. $3ehicRE
< XS imEILad b
TaZE, WL{REI LA
W &, RAEsESIsiEAY
HET, Bahn 10 5EE
DI 2SS,
EMEILEPHITERT 5 2
& ek, BREERLERY
® T aBAR, 2~8°CT
RAFL 6 REIELAC M+ 2
ok, RAFLISHEMEIL, &
540 15~30 R HBICR
LT &),

2
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1.7 FFEEM S —RE

T/RART JZUFTETE60mg LU
— iR i . . \ .
e 727 (GRiGFHERL) =HFZAET S (BETHEERL)
,{ﬁﬁﬁ_}_—_ 5 VIV EREE 25/50mg 3o Y
DEE 4 /V;‘::::‘L T2 AT R 10/25mg
2w ik SO0mg ~
() 1.0mL
{3) 55y (3} TG
1) FEMIENIE KRS, MIfR, & | b MEMEROLEKERES, MRS, L
AR oA, KAFFEL S T8 1) ARSI ARF 1 < THER
L, SRR~ §EEL~ DR L. S -~
WEMIfTL2R D, FE M TR b, M
HERIT, AT SR, MRl E M
i kb iemMtz k., Baed b sem BT L,
2) BIASEIBR L D5, Mo | 2) ISR 5, Biln
HHLZL, BRIMEEL hBHE B, RFTITHEL
TWa L ZA~DEN T T & = B~OERHTE
&k, Faze,
4 Toie
AL, | EHER oBFTH
b, BHIELZNI L,
B. TOihdFE 10, T OHOEE
(1) BHESERENE COBEAABRRRI | 1) FROBKRRBIL. BRTE 528 (B

BT, 10,895 il 41 41 (0.4%) THH)
R BEATENRED S, i
HiEOEEZED N2 hoTn, i,
B Y o F B L L ERNERR
BB T, e RudfiinEoES
HE» bhihol,

) FHBEOERS, BBE TR
BRIy (TERRERR) OHEBHE),

2}

@)

<

&)

SRER OIS 3 0~ 112 W 0 P OfiE) ¥ ¢,
N CiR s FRETOBR TEREN TS
v, “h bR B AR OENRS
B ORI LTV,

R ERRREIT BV T, FRREEL
(ANA) (=1:40), ¥ dsDNA HifErEEL R
TRAAPE Y GBI ESED bR
T FFREREOCHSIE. 75 RELL
BeLCHEBN L7,

k7, Vo= b FRFEEOMEY) v
FHRELZEHT, BHEERERE AR
b, EAEEEA-TAIEEEA—
T2 BN DRER U — 7 AR
TS E- 7 E THESRE L BERE
EERTHD,

HEAMC BT, BRSSP OB
BT, SR ENEE Y 7 F L
THD: B HlaGEnEdBsZ LATE
e OBERHD, LOLFAERELT
WAV T D kL 2N ATH
EAASRRlE <, PR 2 LB
By iehnote, T OHREHERIIRET
HB.
FHETv A, Ty MEOT o HHICRE
T3, PInPEEE:{L L KRS
WHAED BN, ToeBRERNFONE
VW, T, BAREREERIER ST
1,\7‘;1,\9

AHIZIBNT, AL o) veFREL
DHERIZ VT, AR TSR
STV,
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FIART

1.7 BERSA—EEX

T ) FETE60mg UL

e
T

7/ A=T (HETFERL)

TEIAET N (HEFERL)

FHE
DEE
(&)

B | —
ToiE
AR H

(6

9

WS CRUMIEME S 3 » 7 OBH 141 FlE 3
iz, 77 EARILEH 0.15, 0.45, 1.5mglkg
FHERFRNE ST 575 £ R RIEES
THEMRBRIERIh, THhIZEB L,
EHOH/E CIIEROEITEHTFL LM
TEY, FEREHCHEOWIMNI W
ECEOLRBR LN, TEIMEEE TH
528 B TR, 7T ERHT 0%
(10/33 ) . A<HI 0.15mg/kg FET 30% (9/30
#1)  0.45mg/ke T T 48%14729 Fl) | 1.5mg/kg
BT 53% (26149 ) Thote, HEHTI o
ML TEBE (NYHA DH$ME5R T~1V)
PRBL L2075 RN REEST
BEEHRBBSEG IS, WP LED
HREH LRV Eh LRI Eh
7o GBEMRMF o R ThLTh, 127
#A. 578 B Thott), BWMORBETH.
AFl 25mg 8 2 B (308 f) B U 25mg
3 ERE GRE) onFht, 5 EER
(309 4} & bl L TR BB R
BEBVVEBICH 2T, BEE 24 BOLR
LOTALIL, FF 25mg 18 2 BT 89 F
(29%). 25mg I8 3 EHEH 83 7 (27%). 7
S AREER 624 (20%) Thot, Fiofk
BREEEL. ) 25mg 8 2 ERES 554
(18%) . 25mg iR 3 EF 61§ (20%). 75
AR 44 ] (14%) Thotz, 2HFERD
WERTIE. 1123 DS AH] 25mg W 1 [EEE,
KA 25mg 1 2 B, it 7 Z e REERD
WPERIZEI M S hie B, DRE0E
{CRUOECREWT, RARER: 7%
RO TELA N0k,

7o, fho$t TNF BB W T, OF2
EROBLECRETS, 77ERA L
BBIIEDH LN L O@BERL D,
FEHTET#% OO SOV T, et
MesrEhnTiniewn,

7 B XARENE

e F LA FiE2Smeg Y P 05mL | 201581 B (1SRG

7 LA TFIESOmg ) P 1omL | 2015 5E 1 B (3 15 B

T LA TR tomg W15€E 1A (2000

=7 LV FER 25mg 2005 4 1 7 (5 20 )

L7 LB T S0mg 2 Loml 20154 1 A (BSHD

i | -
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1.7 AERHM—RKx

FIART TZUFTETE6B0mg )P
* 172 EERMDR—ERX (2)
;gﬁg EARY AT L GUETERL) 2V AvT (EETREL)
MR | LU TR FE 200mg oY oY S RO T S0mg oV ¥
i | 7TAT 5 AMERNLH T 7y —wkRaH,
B =S e
FEBE | 20124E12 A 2518 20114ETA 1R
AR
HEm { — —
47
BHEE | — -
# A
WX | BIEE, MFEERL AEdeis, B, AFEEES
i
g | BEFERLE MeE/ Zu—FAHEO Fab'lt | F) A= 7, b FIEEEERTF o T
AR | FoBHEETHY, v VAL FINFe®E /70 | HEETHERLXE F gGL £/ 7 u—F
RO ESE DL b IgGlicBmI¥Ed | ETH B,
AEHME T L— AT —Z7ENnERD, HE227 | TV A=7iE, v RIza—< (5p20)
HFEOCysBECA bFIRYV2F Lo r)a— [ RICLVEEENSD,
N (EHGFH: §920,000) B2 8FHALEVY | JULA=73, 456 B0 7 2/ BEENG
YEED LA I FHERENEEFESLTN S, 25 HE (v1 $6) 2 9ROV WOT
EAP YR SN, A4EOT I BT | I BBENEALE i) 245FT
PHERBZLE k) 19FL 209 O7T 2 JBE | HRShBIEF AT (OFR: 149,802
A bid HE (y18H) BT 1 F el 58 | ~151,064) THS,
Bourrio
HE . | AP XeT Xd0 GHEFBABEZL) 200mg Y AT (BiEFHEMEL) SOmg &F
ER
g+ | BIETY v (MW OMSSIREonERE) | BEERETHET LB Y v=F (B
R HoEREOHIEEET)
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v MAR UM ERRA—F = v MHEILE
WTLUHIEL 28, 6 B E F T 10mg/kg
~OHER TR & HEET
2 TH,ERCREFMRAORENED D
nAaAVIESI i, BTE ORI E Ok
PHBIIBRESTD L,

7B —RIEBWT, FHEOER LS
%, 258, 6 MERE L%, FREIER
RRRSRT AT L Y iATE R R TN
TAHLLE, BHRBRDENAZWEST
W, BRI E 21T - THEEMNE
BRAEWETREES D O  MhohRErE
B3z &, 2. 10mgikg ~OHHRL,
Smg/kg IZ LABEICL Y HRERH L
ni=boo, 3 BRBEREIC L SHERR
BRI SRS L RO ERNRD
BAT-BEICH LTI S b, HES
BRICHERBED B RWESIE.
DiafEEEEETI L,
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1.7 BERMR—EX

FIART T5UFETE 60mg UL
;gm FAEES b RETRRL) 4T Y ke (RETEEL)
= |1 AAERLENAEErL, ERLCBEE ) ARSI, F. ROEEaT

#
2.

BhbbnBZEMNb5, BUDE, sk,

PLEEME L &S e B 0 RIS O M AY
EBREARE XA TWRESD, Fakid
BETHIRYBRPEEORBECERTS -

b Efe, FF L OREMIE LTI
WS, EMEESEORBEBHESh TS,
EAMEREERIEAERCRNIED
Y, ThEDHREBECHHRAL,

BENEE L L EMRLE LT, B
roFHEREREE LT L Eh
AEHIOHBETIH E, Fiz, FEIO
BEIZBNT, EELREERIZL Y, M
BBERE Y22 L RHL0T, BEkE
SR TE DEREREVEMD

(FrBigEO*) L TREL, FHBSH
CRERARR L=E4nr, BEEIH
WMT2L9BHFEEFELDZE,

#: AU THFE 125mg Y 22 ImL, F— bA VP2 F—EH

FHROHBEREET 28NS, 2 b1HO
Y vwFREOERE MBI L,
i, FHllIcoWToO+SRaEL Y v~
FHRFEORBRE LOEMAERTH I &,

HE R RIER UBAR B OB R
HhbhdZ &N, AH L oM
PEITER & AT, B O R
BML|WEENTVD, FHPEHRL R
BEEIHEHITHRV L LED, R
LOWHEBHEICHLEEAL, BES
BELLILEHERLEET, BEL
DOFFMERERERZ EEHD LHEE
haguolhgstsi b, i,
FHOJEZE T, BBELEERKC
ko, HZHRBREEEAILED
50T, BARCZTOCHBETZAE
FEREUEMOY & CRE L, kH
WEHIRER SRR LBEIE.
FREICERTS I BFLEERS
ZAHIE,

2) mhEuE

O HEHE B RE
RrinsE, FURmYeE 4 &tr B fn gk
ESEORIENRBRERLbAS D
ERBHDED, THRBREERTIRY
BYSEOREICEETI L,

@ fEE
iR (BERIFER) RUMWHA R
(BEME. BOML, Vo %) 2Sirds
ERBEL, ETHALRDLATNS,
e OEBRE CREROBEELR YT
BitopBEhhibaizh, FHREE
B THBECHET a2 BRRU
Mg v b A REIIINR, A F—
Tz v ey EHERER L s Y
OB 24Ty, EENEE CT Hikss
Ik, BEBEoFTES
MBI D &, JIERBEITBVT,
FHORECHREFET IS,
Bie Eb+SRME, L S
CIRESERITODEICLY., IS
DEEE TSRS HIZ L, T,
FEH ORISR, iEERoRE
FLELT, dHERETEE Y
RAT ) S EREDREREREOBE
IZBWT, #EZEIERSENEL
izl biEEshTna,
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1.7 BRI R—Ex

FIART FSUFTETE 60mg VP
& %ﬁi% ToEET b (BEFERL) {7 Y= GRIETHEHL)
& 3)  AFRE - EET S
() (@ Infusion reaction

FEEE RS IR ST % 2 B
PAPiz 839 % infasion reaction O
L EERT 7 4 T % —RER (R
e, REEEeE, mELS, hE
BT, mERW, 57/ —¥, K%
5, B, WSS, BRENH LD
B EBRML, FANTRERIIS4
MO TE DML L ETRE20
BL, BERTELHSRBEZTS
=k, k7=, EE/2 infosion reaction 28
BB LGS, FAOREEPL
L., ByAaa@Esfio ok, (TEESR
HARMBER] OIS BRB)

@ BREBEE (BEs08H8)

A LEHE 3 B ERBBICERR
OEETHEREREGE (R, B85,
HE. BRI, TOE. FFEE
BE, WEFREEE, HHOE, WEEEW. FEW
=) phbbhdninhsd, BRE
IR REMREUE O BRICH L, +2
REERIT L, TEREAERNE
B OIS BR)

4 BiiEBROBRERREUV, ZILER
B2 _E OBl A & & T TNF 70
fEREFTHHEFTHEDREI L
Bea, RiES (SHEEES
BREOIEREDOH S BHFIT IR E
LAz & & L, BitER TR D B
REERIETIRELRE TS
BiTit, EEEHLWS ORI EE
TR TARBRBETIZ L,

5 BV o= FBE TR, KA OBEREY
ITHRNC, FERAFT oA FHHRSEAR
CoRY veFEEoERE+5
WMETHZ L, £, FHZOWTO
Tl m eV v FiIRHORERY
boEMBNERTHZ &,

6) ~=Fxw MER L HEEREERS
& BT, RHOBRBEETOW
iz, BEERRE (7 mARY %)
CERE+SNETIZE, Fi,
—F =y MR DEBREREES Y
S ORFERLESRAE L&
Hic oW TSl e AT 5098
SOEMPBBE & RIS LTS
ipilitfsE LW ERT B,

7)) RERECIE, FFOWREETORNC, BE
FOLEE (SimmEdesh) ©
R NIRRT L, ., R
DIEIRR L o ER & AFIC o0
TS egy o EMmAEEE
EOERT AL,
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1.7 BEREMS—-EER

FIARI TSUTETE 60mg YD
;’gﬁ"] FREES | (EETERL) ST Y Ry GEETERL)
= S REETER L. FAOBRETS
(%) Bl . BERFIATOR (BRS04 1R

9)

10)

11)

12)

HREHE) ofRE+-SaBEdTs D
L. Ef, BRI OWT OS5
LIMEERHEL OB R TIERORE
BA b oENMRERT DL,
BERMAL—F = v MR, ER AL
zw MRRUMER R—F = o b
T, AFOEEET SN, BER
RECER2+SBRTEIILE, &
o AENCDWT o4y A ko & I
Bra—F oy ME, WA —F oy
MEXITRERS—F v FMEIERF
D5y iR EndE - B E Lo EMAER
f%:&c
NERBE T, FHoBRETO®
i, fafE s o 7Y i oA+
SihEI Ak, £, AHICONT
D+l SRR R OER %
bHoEMRERTHZE,

I u— B E G, AROBREET
5T, BEETREREOER ot
FTAHELE, T, FHICOWTO+4S
A e e —CREROBREY
SEAFERTIZ L,

B IR 48 B O, AR DR T
17 o8, BEEEEHEOER+ o0
|/FAHAZE, F2, FHlCOWT O
S22 T & I R R S TR TR O R
FHLOEMBERTLZE.

b
£l

(ROBFICEBELENIE)

1.

2.

FHN DS LREEO TR H 5 B

&

ERRBAECRE DEREBLSEDE

ENTHD.]

(ROBEIZE/ELENI L)

L

2.

3.

T2 MEE (RURIES) OBF UE
FEELEEIEEREHB,)
BiEHEZEOBSE ERE2BRLSE
ABEREHD,)
AMORSRiFwy AhE0ELH
(e RE, FAFH v MEHE
%) ZHTIRRECHERCL D
B

DR B (BHUEILES) RUE
DEEEOHLEBE (EROBBRE
VEIEOBENRRES,)

5ot LREOBE EXREEDL
BEDZBEENEDD, ool
B 0O\ 2) BH)
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1.7 RBRMR—ER

F/2TT TSZYFEFEGBOMg VP
;gm FAFET N (RETHRRL) foT YRy GRETFERT)
T RERE ROBELERER5T5- |1 RERS ROBE-FRECRST

#HRE
DEE

(1)
@)

()
)

(%)
(6)

&)
IBUE O B ITBHE R b 5 BEF
({HEEREFRNHEE) OEER)
EEeoEBLE GrREEoRERObS
BEECHE > b7 EiEERERT RO
HHBE) (FEHEFEIME IS A TEREERT
ETERNOT, ML RS E
EHRIZIT O 2o &, BiEERORERIZ+S
wETs ] (HEEREAMNER) OE
#m)
BRI S 5 BE [BIELRHR
TEBEANESD,]
Mg D BEEED H 585 (MEER
KRB ITERTI I BLS, ] (FEKR
eBI{ER] DEBIR)
BBt RO H S RE ((HRERER
MEE) OEESM)
g ((HimE ~0ifs ] OmEER)

2. BEGEFRNEE

ey

2)

ZH & OINF i o EifThRno b,
HNTEBLE SRR E L8R
REC BT, FH /A3 S B TNF fHlo
BERSEZ T L BE TR L 29R
OHRITTREShTE LT, BIMERUVERE
RIS HE DR BRRAEHINFMAIOLIZ LD
RS BECORER L LARTH»
ot ETz, FTINF 8% o mREs b
FFNCE 0 2 HEEICI, BEEOMRE
SWTBEFOREE SRR TIZ L,
FHN B L BEE T 7 4 T
— NSRS STV A, EEEEE
RET 7 4 5% —fERNBRLEE
A, FEehicRE L9k LB 0E

T2 (TEK2RERIOEREBH).

)

2)

3

4

5)

6)

7)
8)

2)

5 &)

BB 0 B LREREDR S
B (FRRREEIE SRR S 1E
RExAL, ERaEnsckEs
B AFHEMRH A0 T, EEan
e oRBENSETEHD,]

R OBMRE (M OBAR
DHHBERCEES LV R L
BB ROH D BE) (HiEEED
LE¥EBENRHIDT, AL
v RIS EACIT D A2
¥, EEEROBRIC-HEETD
ol

AR R RN IMBEEF T8
FERUFEEEDHDBE (HilikR
BROBENDRH DD, HMEEE
RS ORETEEL. +oEEYT
5r k)

Rt i BRI D H B BA (1
e AEYRERT &N
bo, TEXABER oEBR)
EELnRS (RORRP, B4
FREEmE) ©BEXITF DREE
BoHi8E (MiERBENELTS
BEWEH D, THXRREIER] ©E
=22
FHBREEROHHBAE (TEE) 0
I 3) HHR)

FnE ([HkE~okE] OEBRE]
PRE (VRS ~0E ] OTHEBR)
EELERNER

AFT i PEESEMI T D i
F 5128 (Smgkg B EMTA AL Y
8~12 @), = ORI IERER OIEE
EETL L, £, ho £l
LMY BLOBLERTS L,
FHEITRT o TRECETS -
SRR ULy M Uik
Mk, 4w ¥ —7 = ey HEREREE Y
-2 U R EITY. BE
B CTHRESETFH &icln, &
BRROFESHERTLHZ L, IR
BEIZRWT, SHloFSCcBaeHE
TAEETE, PRl bt
2. BBy A oRESERTI S
ik, EREROEEL - SICRER
TAZE, BEORAERERFTHIHE
BRUOSEERREAEDI BT, &
HODREHNH S EMH BT S
i, BTFOWTRAOBRFIZE, K
Al & LT EoRES L= LT,
FHRERETD L,
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1.7 BRSNS

A

FIART FSYFETE 60mg 2D
%’;;B‘J TAEET b (GRETAERRZ) fr 7Y RoeT GRETHEAZ)
ERE |G FHEELASRICEELRETERZR (1) B eRE CH B aR
DEE WO, BIMERUEMMBEIIHTSEED TaMEEShABEERETHA
(Wex) RIS 7 7 F o Efo T AR E #H

BB R TR HEOC, TEO Q) REOREE FAEETeh)
BIZERTAZ L, FHTHBE

1) BEHuE @) A rF—7 oy RGP

O FFERE Sh-BE, RDESHE L b2 Y RIGRE R Y ORI
ShEELmLEERGEERTEY, T Lo, BEiEAE < BEbin B BE
B g R e 8RR LS, BB MR 1) FREAYLOREENELZETD
ENS R, REMGEEEHFRLTVWS B
BEILBVWTEDLRATVNE, BREECHE e, FEBERL, BELY RS
FEEHRVETHEYE, BRREORECSHS RIS DWW e BaE % EMATISAT S
B, HAHWHBE, BEHORREIER PEBEORBICITFoIIEREL.
At 5 BME I LT OEHEE BEFIIH L, BEREERERAL
EETHEE, BIEORRSLHEI S S (T 5w, BRERS) [T
EETAI L, E, FHEERE, 4 AP EBECHGT S X O BET
BB R TV ABRMEORRICEE BTk, B, BEOEMENHERS
TEZE, BEABILESRKR LRSI REBESRFHERE LRV L,
HREE ik LEYRRBEETI L 3) FEEEFLR TNF A FRE SR

(D$ﬂﬂﬁkﬁjoT%§L%T6+%kﬁ BEIF# T4 /AR %+ U 7 OBEX

M
@
3

)

BRUMEMLY . M REIIME, ¥
— 7z iy R L Y S g U
BRI ATV, HEWEEH CTRESHZT
Zrizkh, EBBRoOFTELERTSC
¢, BREOHEAR*> T 586 RUREER
WAL A BT, BiEOBIREN
HHEMIZERTRZ L, UTovFhn
DOBEFE, AL LTHEBBESREL
kT, FREPRETEIZLE,
IEERE R R IR M S
HEEnIEREFTIAE
EEOBER (hsEssi) 284
LB

A ¥ —7 xm sy BEERER Y AL
Y rREREROREICLY, BB
P bh nBE

gL ORBEERMEE T ORE
Fie, FHlREPL, WL AR
SO 2RI E FPICIT 5 VEE
OBBTTHoCERL, B, &
B 5 RS RE L e T 3,
FREEEY e T W E T D X
ST AL, B, BEOBRNTE
BENRBERERZRE Ly &,

ES o paRoR

4

5}

BEFERE I (HBs FEEME. 220 HBe
PR =13 HBs FUEIEE) kv,
BRIk O A NV AOEEMLNEE &
hTw3, FHREIZHEI->T, BR
oA ABROFEEHRTS
T, BEIFR A NR Sy ) T OB
F AR AR REETS
e N W g R i o R P )
=N —DE=F Y FETIRE,
B BT 7 A A OFEEMAL MRS
ERORBETTI &, B, =
NEOWEDS < I, hohEimEE
HAEb TR ZHARE UBE
HETWS,
MEEMERDELADZZ EHHD
OT, FR TS Lo, ST, Lk,
PRI RS OERAES b imie
M T ERECEB T LD
BMEICHBETS EEbic, 2D X5
SEREH BbhiBEeIn XL
b BRTER UMY CT MBS 21T
V., BIEEERAE RO ESEOR
PinBE2iTo &, EELLTARB
b — MUK BFRAR IR B W T, BE
PR R BH LEMORERAF Y
ST ERARBEENTVWE,

AR FrEg— REHEHERT LS
A, A b LEY— b RE RS
OWTHEEEL, VRS - ATy
o MR LA ETEABIERET S
Z&,
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1.7 BRI S — &

Fiz22T FSYTETFE 60mg &)L
;ﬁw TS S GRETRRL) ST Y FyeT GREFHRL)
BRL | @ 5l o< ANAI LB ERR o1/ |6 AFABETR. &0 7 F CBHER D
DEE ROBEARE SR T D, AFHRE | Bwok, k. SAORELED 2
(%) D 53T > TR A b R D A4 % T F AR ORI S B B =

2)

3

)

&)

(6)

1) HEREOBERIZ

Braze, BEAFEVANLREY VT O
BE I RS (HBs FUREME, o
HBc #TiE X% HBs FiiE M) (tAH 285
T RS, BEOHRKER & ERREHE
OBEBEE STV, BEFESOEROM
ECEETAEI L, 2B, BERRTIR,
TANAFROR S ) — =2 TIRECH
HTHo BETRBEEM LR &R
7o

A R

BERBRIZBWT, BHEEORBRERE
EnTWa (THiFRRRH DmEBH), AF
feRET AT AN, Bl
DEBRTITEB TS L,

Fhy4ETE

AR EPEOHRETIEE I » AL, &
T rF R L BT DEEN Y RS
BHBIOT, £V FF L BHERPTHRVE
L, Ef, —RCEH A SR RITRE
PRIETIEAE, FHEMOBREETS
TAEEMEES D,

A BN R B D 5 D BT AR iR S
TBEAITIE, BRI IEE IR B ORI IES
SEXerSLERELBERNREH L L
OWERHIOTTHEETHD L,
FHIE G X EEOEMOEL T
BREAERBINDS TSNS S, BEFEOR
HOBLEUCHBRRCEEL, LEIR
[V R B L1 s Rl
FHEEOREIEDBE, BEZERSE
BURERBEEFBOBESTIZ L, *
NNTiE, ERRED
MM EE L, TR EFIE
FEELEOL, RA|EICLSERE
LB SWTHREBBRL, BA¥E
ORI ETEAILEHERLELE
T, EMOERIEROL & THEETEZ
L, o, BERE%, BIWESAFICLD
BHERNEDIHIEECE CIREDHE
HEEEZKR L 22 THEERH 2B EI
i, EhicaoRsehibsE, BRO
WHT CHECRET 542 EYR LR

e

BfTHZ &,

2) EREAOVYCIREA— PP

g F - DEPEIREFIRICETENE
75 LR, ERELOVY Y IPRIT
A=AV F—RERETOLIERE
Rit+s L,

# AT RTEISmg r— b ¥z ¥—ImL O TR,

EMEE LW, hhEBTET TS
AL AF OB EE TSR
EHITDZEBTELRNESIIE. Y
ARZ AT 4y bEEECER L
LCERATAE (EU S F Ltk S
BMpERBOFNEENTETE R
‘1‘)0

7y AR AT INF BB T, F
iR (SREEIE, RehiEs,
BEWHER e s BRUSRAMER (¥
S AL—ERFE) oliRERRD
BASPELRRE I TS, 0K
BRHEBREUVEOEREEOCH DB
F~FAEMARE LRV &, REE
BAERELADBHEIZHNWTIT, HEE
RYERMRP I P2 TS DR & 4T v, 1
BB - A HMEEFTE L LT
FHEGEAOZUMER RN L, REHIT
+STBMBEFTIE

8y FARBEHIZLY mf’usmn reaction 283§
MW LIRS 5 B fo, BE) A 3EH)
i (7 Frr ) w, BIdEERLE
AL He AZ I VRINETE R TR
/7o) RRAMEEE DI IR
TELHLHITLTREL D&, /=, &
RAEBEGE (3 ALLEERIR®E) MR
TREREM L HDZ 2 G, BFI
STREAL, 5, B, TOE, F-
M TRIE, SESs, RSN LY
W, FRECERTDLOIBTTS
R EEMIGE LB E,

9) BRERERBRIC BT 5% E % 3 ER 0B
MET, B RS OEMEED
REBFEIN TV D, B ENE
B & 5 B T I o SR inlF &
WE LRSS, BIESEMSEY /F
OREBOFBHENRESD Z & HEE
ERTW3, T, FHE2EH TNF
WHIAEFER L IDRREERACE
VT, MY oS O B AR S
W|EENTHD, FENCERERT 550
B CRWA, BHERSORBHEI
BETAZ L, (THRRARE 0moS
FR)
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1.7 FEF&SA—RE

FIART TSYUTHETE 60mg )P
;;";:B" TAFET b (EETER) frT YRy (BETFERL)
AL 10) AN~ D ABEREA 5 B
DEE b b MOIRAEETH Y | 25,
(%) FANCRT B PENEE SR D - &

Mdbs ([EHTHIE] OIF | 28], B
RBRRICBWTHEAZHT gD
BEAE DR S BAERIE, FEARE
£ ENR 2T BEICHEA, infusion
reaction OBHRBLVVEARIZH Y, F
fo. ZFN O R IREE ORHEREL 2B
BmiAHoh, MARENETLEZR
FCRBDROEHOTEERSHS, A
B, ¥A0BERRIZBWT, A b
L — MEORIETHE O RS E
BT BE T, AN A
EOELRR RN,

11) FHHR SR I — T A BRTE BB 5
ML, &5ITH dsDNA PifsiBd: & 72
STEBEE, BEEFIETEIE K
HEEEIZ L Y # dsDNA HiiE o Btk
BUN— AR ER A b 5E
WHRERTIZEREBS),

12) FHEFRE L-BFIZBWC, MRS
BEXIIHRER L OoWENR L
B, BEABATEARRS ORI
HERTHZ L,

13) FHETFTAZET b (HETFHERL)
ORI ThRENT k., WA TEREL
e 7 TR E S E LRI
BT, EBHlEEHeH TNF A1 7
AEE7 N BETHRL) offR%
BERRITBRE TR CL IR
OBITTRER TR b, WMIYERT
BB EE ORBRBRE F St
#INF R o4z L 25557
BETOIRBRL A THIoT, &
To, AH e Lo EHRAIOHFRIZoW
THEMRE AR L Ty
WOTHBERTLC &,
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17 RERMM—EE

TSARRT FSVFEFEBOmMg VY
;ﬁ“ FASET b GRETRAL) HvT Y E T (GRETERL)
ERE 14) A#HNT, BERTRBICBWT Y HKE
DEE B BEHICIRINL T A, v 2 F—
(frx) T3y 7 ORRIGC I RE TS T+

FEXSDU VRO, WiETHE
OIS ER RN 30T DA I, RE
BAoREICL v RERTRERE SR
R e EE LA ST v o BIER
ENeborHAWTRESRELD
T, FoaHEEThH SENEE
BFEHS (EDQM) OFEICEET
BIEMEBHAENTHD, &biz, W
BIRTORLHE L LT, TSEGHE
DEETHLT VA EEEREL
BaTRELT, MBERU RS IR
5 (BEMKED) XL TRAS
B ARER 2 B HIRANAT I M L T B,
i, BRIBREORNTERTLT T
A=Ff—uw T T 4 —NHE
U N ARG A A R T
LN, O A VA SIBME R ER LT
Wa, i, Zh b OF NI TR
FVAFEAXBRELBAZ L
Bt ainic, BREMNCT ) 3 EH
FRERML, 88%ICTY A EA
BFEESRTWVED L&, BN AAE
BV TREOEZESERHITT 57
BIANBHITHWAT T AZ T
v METEEL. BEThLHIZ LEM
WLTWE, FHROF/EIZEY TSEA
E Rzl 0BETTEL. 20
CEME, FRICLS TSERBOY R
FEEHTENEOE#EA DR BN,
BEIREY AV EERICHERELEEN
=%, TOEELREORSEIZBETS
wEE LB BE~RBTLIZLE
ERTAHL,

) MERERS (ME7A7 I,
GRME., VR eTA ., TR
FFURTZ =), MR UM
B ESsS (BERNkSRY: &
FRLOOLTOT I /RO
FF VIR LTS
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1.7 FEE&E—HE®

F/ARATT FSYUTETE 60mg UMY
;'g% FRAEET b EETRBE) £y T U EseT (BETEREL)
ERE |3 DFER 3. BIfEM
DEHE *V;jjzgfﬁ;ﬁms <HKBREE TCORG>

() F 1 o7 BRI ER 250mg v 7 BT 125mg ERTEEINAEBEESY v=F, Fa—
A—idyvarp—int | | f ~eFm v MEIC L S EEAERE &
YERORE < ERE RS>

< BRI >
ERnBERBIIENT, 8
HEEFEE A B 223 4 186 Y
(83.4%) CHMER (REMERIEH
REE4a0) ¥Bveht, &
eEEMIL, EEIMBRE 6 f)
(34.1%) |, ESEDRAE 24 )
(t0.8%) , M3 20 (A (9,03},
RIET D5 I (6.735) , MRME 13
i {58%) HChot, i,
ELRERTARMIL, Yo
ERME4 28 4 (1206%) , MEL
Faef (10.7%) , AmERKIA
26 F (31,7%) . ALT (GPT)
nzodd (9.0%) , @EMET 14
il (63%) , R pmIREYE 3
) (5.8% HThote. ORIE
B % T

D AWTREE L

iE2) 5, RS, RS D
<TREMENAEE (ZREE)

[FI P RS PR BBk o0 1 i A 30
1A (6 # A} lodsvve, F
s 5o Ak 51 B
(52.5%) . AiREMEREA
Fe 42 BE 59 0 35 £{50.3%)
SRR bR, £
RWERE, AT S RET
i, EXHESER 10 H
(169%) , AW 5 &
(8.5%) , DEAIEH 5 &
(8.5%) . AREREREHA
BRI, LSUERD 14
{723, 7%) , FiE 4 $9{6.8%),
HmE 4 F (68%) HTh
of.  (FREBRYETD)
<HBNERAEMICETD
EMERARRNAE (2P0
* >

TR I JE B L Ao e A1) AR
R (AR ke,
A TEATAT S S AE ] 3,988
i 614 (1 (15.4%) ITWHE
HIMER bhfe, EheglfE
Aix, kLEHioski 47 §
(1.2%) , #edRlisE 39 o
(1.0%) , "FWEXR 35 9
(0.9%) , AP 35 §
(0.9%) , AT 34 9
(0.9%) HTHhot, (2013

>

AR 1= M U o Ll AR It
(PR TkvT, 4k
ARATRF AR 5 3,985 (Rish 614 )

(15.4%) CRHEMARRD o

fo, BAMEMIY, Esilios
JE 4714 (1.2%) . fRAREE 39
F101.0%%) , SEE L 35 5Y(0.9%),
RMge 35 61 (0.9%) , AMEHIZ

3447 (09%) HTdhoi, (2013 | 4F3 AKEIR
13 BB <TABERR>
<Rk

A B R B 00 T W A 30D
M le w B BT, &
AR 736 A 204 B
(27.7%) , FNSPEMEIR
#hat 721 Fd o210 W
(29.1%4) ITBIEMARD S
hte, EREEMT, &#
#HETIX, TR 16 H
(2.2%) , LAHMRR 15§
(2.0%), #K% 13 {4 (L.3%5),
ARMEAMNAESRT
ik, 29 B (40%) , T
Hre B (2.2%) , WE XM
15 6 (21%) §Thots,

eSO ZHUE BB BRI R
T, REHEIEEa S 1,085 P
1,620 f# (s2.2%) (SRIfEM (48
ERIERAR AT HEBHS
oo, ERBHERMILEHE 195 ¥
(10.0%) , ML 118 {7 {6.0%) ,
ERGESR 03 B (4.8%) |, FE
thabEL 9044 (46%) , T T2
1 (3.7%) , e B (35%) ,
AUIEISE 63 (3.2%) H'Tho
fe.  (FIBIET)

2B RE O HHS)
WAOMERLSRSO 5 5
3 B (% SIEPFERIR 1,650 §))

CRIBW X T)
BT, BETEOTHRR
e DS WSSt | SR, S

LArsss) 3, 77 oHp
oAl S oMK T LY
FBH LI (RHZENT
9.8%, FHEHRTET) . &K
TS RETIED S ¥
(>1,0%) X, FEMEDEV
(2.1%) , HUE (1.8%) , W
[E (L2%) THot, 15%ETFT
01%E EEbotygyl, Eh
[E, mEESR, BT
MW IEDy, By, BN, &
EiE, PENK, BEUE, % DEME,
FE, MR ThoT,

B SRS, RRRkY
HF TR EPAE A B SR T
MO EREEORILY
AL~

FREAEE 3 DN AU T
FORPEEOHERIZLD
v,

5 de, BEER, BAITMETRHESS, TREHEE
%, IBERA—F oy b, HERA-F
zy MERUDERS—F -z rEEE
DoBREE BT, AFRRESRE 1,022 4
. BHERMERE Rk 889 4
(87.0%) Thbv, FTOXRHOGMEEIE
4% (23.5%) . T (10.7%) . 5 (8.8%),
B (5.1%), MELER (5.1%) % Tho
oo -, EREEREEEEETIX ALT
(GPT) HiMn (9.4%). AST (GOT) i
Ar (7.2%). LDH#0M (6.6%). @R (R
) (5.6%). BmERENM (5.3%). B
i (5.2%). y-GTP M (5.1%) E<TH
ol T, A TERESAZEGHY v
I, F oG, R, SREMERHES R O
REE 2 2 ST BRARBRER T, A A
Hxnic 5,780 Fid, BlERASMRE S hE
DL 3,128 Hl (54.1%) CHH, ToER
HOE, BB (9.2%), KR (9.1%),
RE (5.6%). Bls (5.6%) HEThot,
(BEE~N—F = v M, BEREAN—F
v FRR LR —F = v EEEE - %)
FIRNEE)
frs, BN TERE SN INEFIs X+ 5 B
BB T, AFABRE SR 16 0P, B
ERAEE SN0 11 6] (68.8%) T
0, HER (6.3%). BiF (6.3%) EHTh
oz, (IR OBAENETEE - BhRIBIN0E)
< FRERHE OFIE >
B ) 2 F: (B BERREATE IC B T,
7,522 PR 1,850 # (24.6%) iCBIfEM A
EEN, ERHORRBE 3.6%). ®iE
(2.5%) . BEA (2.5%). 1ETY (1.7%).
s (1.6%) SEThotr, (BHEERTH)
R e ARSI R T, 764 7
172 B (22.5%) IRIPERARE SN,
EbOREAMIEI L (3.9%), R
(2.5%) . BAEW (1.7%). Figasii
(1.4%), #ebEE (1.2%) Thot, (B
I T )
g O— 9 ERBNRTE R UMEEER
AR IZ BT, 3,762 St 901
(24.0%) KEHERMREE XN, i
OIXFFA (2.8%), BUH (2.2%) . Blzkik
W (1.7%) . B8 (1.5%) , PEOE ERE (1.3%)
Th-oit, FRIEKRTRE)
BB A HEEARSRECSY
T, 557 iR 103 ) (18.5%) (ZEHERM
HEEhi, EhboREAIED Bk
(6.3%), 8% (1.1%) CTh-oiz, (FIER
T )
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FIARIT

1.7 EERMR—EE

FSUTETE0mg LY

— it
20

TRFET b GREFARL)

A7y &< (HEFHERL)

fER L
DEE
(Hex)

(1)
1

2)

3)

BRATEER
EEAELE: ROE (0.1%), Mk
(1.0%), ¥dide (0.4%), FPEEE (0.1%
S, Rt (0.3%), SFXH 1.2%),
m=Ed (0.1%kH), BEBTETH (0.1%
) HEOWEBLBBE LRI L
MHEHDT, BEORER--FICHREL,
REBED B, BEPILED
EWERABETSZ L.
BREUBEE: vavd, THF7245%y
—HES (0.1%3RM) RUMBME, RS,
MEOL N S O B BEER H Hbh b T
LRHEIOT, BEER+FITITY, ZOX
5 ARG BWEIESITIEES iR
HEd kL, WE2RBEITIZ &,
FAZtER S (0.4%) : MEMEBAERSELD
NAZENHBOT, B, wE, RRE
D MER SR I AR L, EEAE
B HREESERE, Bl L S B
AR, WOER CT MR DR Y A REE%
FEEL, FROFEEZPIETSELBIC
e B EITH 2k, BB, BIEMM%E
DD LS BEC, EMHANCMRE
Tokdy, gETRZ L,

{1)
1

2)

3

4

BXEER

W REAREY) . MuhiE, Mg
(= a—E AT 1 AHde2&ir).
HEILE, Mg, BiRgE (M 257
TRk RS BRSO
LfE (AFRARBIMETZSE) MHbbb
haZrBba30TREORERS
SITEBL, REFEDLLhEESI
W, EEPUESoEyaaBE2iTo o
LB, B EaEADOLE L.
BREICL B LD Thol,

fEE (EEARED) . FHEREICLB
BHEORER, BE5AbLH bR
LEFAEMEAS B B b, FERE o BEm i
bk, FER S, MRRUEEL
M AR A EMNY (BEMAH% 2
# BFEIIWEEARREY 1 » Bz 1[H, LA
Bl ESECR DT i n i
LY. #EEERkoRRic-HalvEY
HI &, FEI, BhsaEEE (BERL MOmE.
Ymifiss) bh bbbl &3HD
ZEMB, FORRELHSHEELE
WMBEITIZ L, BESEL OIS
AlTidEE 2k L, BERAE T
5o &,

B4 infusion reaction (JEEEFE
B0 vawd, TF7 4 5%~
fEdk (PEUEERRE, S% o, mEL
A, MEET, &M, 57/ —¥,
EEEEAE, R, BWARESOEMAZE
1B, HE#RB LR A ERB S,
HH 2 infusion reaction BFER L72if
Hlid, FEloREERIEL, @Y
MAEZRITHI &, T, FRBEOE
{Z#, infusionreaction MFEHIM 2T
EEIERIRR (7 FL+) e, BliE
BRRAECH, Bl 2 ¥ 3 VAR
TERFI)7 %) PRBOERN
TEHLItmiaEHOs & T, &E
FRBL. BERTEHLTL2LREAREY
T2 &,

FRBAEEB (AEBERBAE D) . BiSHESR (&
FEMEELE , R 8, HNTETFRtiZe
¥T - A L-EERS) Bbbbh
BrLénBD, BREBELLNES
i, B ERIET 24 VBT AE
BITI T &,
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1.7 BHEREMS—R%

FJART FSUTZETE 60mg L)
;"g“’ FAZET b EFRBL) £y TR e HETRRL)
ERL 5 WEERE REFHEY) - MRE
DRE Bt 5 bID = & 2B DT,
(%) e, woR. PR RS ORISR

6)

7

8

9

10)

Rie+aicEzE L, EESRLLR
T, EehicflELy . NS
AL, ¥ CT B Ol H =
WESLEREL, FARUVA ML
FP— bNFIOREERETREE
Q=2 —F AT 4 A L O
BlgsEE (B-D b r0RES) %
ERANBEORLABEITIE,
i35, MHEMEREOCHEREREOD DB
FTrr, EHMCERETI AL,
HBEETAZ &, EERERDIEE)
DI 4) BR)

FrERser® (BRBEREAED) ; AST
{(GOT}, ALT (GPT). y-GTP, LDH
Boo%E Lo ERE 5 TR E 2
HobhaZ tRbr0T. BES
T+ iTe, BREXRBRHOAEE
(i s 2t U, B A0EET
5rk,

BREBEE RERWED) . B
MEEGE (3 AR ERERK) ARIE
TAAHEELHZZ b, BET
AL, BB, BE, £ O,
F - EWmENE, WS, RS AR
BLEHE. THRERIIET L)
BRTAREENZHEEED D
*,
I dsDNA IE DL 24 5 L—T
AVHERR (BERHEY) @ i1
dsDNA FriFsBik(b L. PRSI, 5
B, EBESoERMLbbAS Z
ERHB, ZOLIRBER, B
A+ sI L,

EWA MRS GREEFHED) R
MmERERAD, M/ R, Bl ERERL,
WRIERI A, MERRARESERE, M/
R EEER S b bRA &M
HEOT, BEEHTV. BE
BEH LN EASIIREE2 P
L., WL REeTe oL,
WA RRATAE (BEAEARRAED) ¢ M
FRRAEEM B b b A Z ENHE D
<, WA, HHRM. CK (CPK) L
A, APRURFIF e LR
EEL, oL EEELEDL
NI sE i L, EA
MBETH L,
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1.7 BHEEMS—RE

FIARART TSYFPRETEGOmMg UL
—A%H . . N s . .
ot T ET R (fifEFHERL) A7 V=7 (BEFHEEE )
fERHLE | (2 TOHBHER (2) FOHMEIER
DEF | RO X D RBERSH bbb BEa, ER | RIEERANED EREBERE, 521
(&) | U CHEEZOEEITHI - L, THREEWRNBFITOIZ L,
ﬁ | o 3261 1%k fg“
N ok | oo~k o 1% giﬁ;;)ﬁﬂ o BLE | swuskil n
E W | PEENE | SR, ik | 3%
v, RES | R, mERE. | MR
i Fﬁﬂﬂ‘l’ y WA mORREE | b, mEeE, ok | B
& I, i HRE, WEE T | B
. BIRIRAD, " MEERERIE, K
Y gD, ] . ke, BB
Y B3k, . FRERT—. B
# SRR # e
S i e 8 . BEEsRg,
Py < ® THRAE, T, ik
£33 B, 5 om, Wil
" W, RS | SR, 9o | R FTRE, HEEG,
) kb, WEIRRE | U6, IRBCRAN, Sifl. HUR (RS,
4;* # CRERME® | A, RitE A LN
B wE), K | Kk T At AR
#® Za—usF Wl (SR | Y oEigE. MME. | ik
= SiERG, | WEMAE, Vs | fEm
wEds, A | 2N, s, | AAET BEKER | B, Jsm |
L B, M HMTHR, B, mym 0o | pmE, BEkmmE, | M
SRt RN AMeb, | EMERHUMSE, ST | tse
= EMEEmE | OB, TR AR Eﬁ””ggmﬁﬁgm e
v, I e ;
7 Y v AR, F
& MELR, ;| 3R, B 5 FeIRdah, Bhatk
| EIEF, | IR IERIE, 2 th g, 7I5—¥
#® IE, @hif Ty, kRN T mim, IR,
G wEQMM, FAT
LR | ek Rdn | SWINR, M | mImeiem Iy, so—n
W (R RIRERS, R | TR, RO b, BRI LY
mop SRS | W, RS | A, A &, meiE, U
® |, ER| W TLAX AERAEENT (U1
B | nostE, | —1tas% Y 2rs3iRY, Y el
TR 1, T BETRARINR,
(T IRERIIN, Y v
st HihR. CRP MM, ~
aWE | B, T, | WETR 7T | REERS Try Yy bk
s, A, O, W | B BE 2T, W | hE FE. et
R, Wik, i, S, LR L EAIE, (R, AR, TR,
# PG, MEAT, | T, Mg, g IREEE, # | M8, DI
2 WRZE WHE | BFtEfeRs, # . OREE | #OBOE. DFE,
# 8, Ry — | WESHE, S F LR, R 5
7, MR I gife S
&, B, B LG o ARREE) B
DASMZE, mill | PFRE, | ReMEE, OURESE | MR
g g | B | &EEE, | K Rilih, BigE, | 1E6
mE GB | Marmsm B | med X%, | Bhiiaw || | weRoAsE | Bk, RB. BEE | Wi
E, W, | SEN, NE | RereE, 20 | B # (wen [m@pees, | meommxmen |
& | s | d, #meE | e MR & | o, i Hige | Wbk B, Pa0,ETF.
RS ] FiRfR, 2 | Rdommn KL-6 i#i7
TRE, Amik | §m, 25T " ALP 19 AL, RFge. Mg
HiMEh e, | E ] g6, IR, #HEY
oS e A
% AL, A | W, B | R BR | GRS, | BER, HIRER,
# 735 4, AN g | @ | REFEY | Biraammi, o
4 # 2 |w [meer (R oovrr=uag
#* B |, |rmem | mhoees
Rit |18 BUN | —&uosin, Mk
= ggg’ A W |
o3
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1.7 BHERHHE—Ex

-k — A -
FIART TSYPETE 60mg 22T
— B ek 2) YTV R GRETAHRL)
P At b fa-FHi % AR ¥ A
AL i’§ N sapll | WEE 19 ?%
%61 o o4l <
DEM o omEtk | oo~k ovaki | WETY L Svi i
(BE&) T L | meL. T | L. ®
£l I, HIAE. | P, W
BOSMIEG | SRR, SR & R, U | femings, B
1, MRS, B | B WEWH, # [E A T
] RO, | RO 1, MHEA B
# PR, A, WER
H BUN ifi#n, B iL. Bt %
R #, LM
&, 7 17 . K,
F= 0, R il i, W
hE ;'g HYy—F W
Wi Y A | R, f . 1B
@ g, mpFE | avaro— HARFRER,
" T, B2 | Amm, R Mg, WA
VAT EoA | #, mA ) U . LT
A Al 4] Eﬁé th ;Egiéﬁﬁﬁ
ALT (GPT) MGIE, A B L. i, n
ifin, AST HI—F, @ By, nEA
o i, | eroars . M o
W G, | o, M . P38,
R IRAETE, mep £
FahYER ar e | aae s | aem, e,
77 F—El dit | o (MR | RREm
MR EEN 3 .
;’;‘ &(2??@%’% PR | Mg, wAr | % domecm,
" HE, S, BIE, WpLE, | BREddE, | IRER, 2
{# B shIE SR B, B
g | PR | ~nszod | Wiensx, |47 4 ﬁ*’fﬁ‘ gﬁ)‘:‘ﬁ fﬁmﬁﬁh;‘}f
i AR RE | ARG AL | = R Phers, | s, W | L, MWD
" s, R *f’ji,,; e | sem | e, W
" =y e se |G, | ik, ki
: 5 | BEFE RERIS, M
RER B | 8% kg | & HlEE, . &
® B, R, G | 0, WE, W EF.f ElE, THE
5 1E7 base—, | M, BT ek L4t —HER g
o HATRAE b, ISR, B H7E)
. T GEM i
i) A OATED S RIEA O HHIEFRH # . Eesani
5 #HE, N
4 TRERE, £
At i
HEBE 51
)
gk, RE
BESE. AR,
BB, B
Pisk, I,
BRERCLIR, 2
] 0. MR,
FHMIG, BE
L I,
MY, TRB
foh, HIK
1. PR
%
i, EheE
HE VY, o,
B EFiREG (5
Bies) . JER Ry
(AT, @
e, SERYE)
MG, 5 | DORRANE, W | s
# T, ST | e
5 HL W
i R, .
i B, FEIE
4 . BHEALYS,
CPK 0, i
B, S
g
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1.7 BRERAMGE—EE

FLART TSYTHETE60mg LUUD
P 7AFE7 b GEFARL) AT Y RyeT (REFRRL)
#ERE = 1%Lk . Ll
DER o S%ElE ey %45 =1’~:)9!“

(&) HEW | vAmR | GmraFY | e
IKEME B (AR | >, R | ®R
(i #iss, 6 | [Rge, MR | 712
DNA & |~z | @l ¥4 b |5 ¥
WHE, | AT AMugLa { eh
£ wan | xwrm | afmEe | S
g P40 | Ml v | RSy | Has
W e | = R JeREE {4 F—
EIE, | E) B, [ v rasre | on
i | S YT (R
R P ol
R 2y
TrawhA
ﬁnﬂ
Bzl WRM. Mo
Fo—il |, WEHER
& A N P THE
W BB, TR
o — i
P RUTY
U FHh
F ma, m | mel, 9
. B | T4 wpe
&, HH. | K mmER
B, 95 | e, FHUNA
. MR | . RN,
GhflitE | ReBsiny
HELEE | (AT
' VERE, &4y | JniE RIS,
& MR, IR | BESTORRAR,
AW | e, AR
ML RER | B R,
1) BEaE, fkm
M, thoiek
b, TEPH
L VER
—WE, Kl
B
B H O SEEE (L7REEER ¥ T M MNSRIZ - S I L,
W1} B, BRI S AR SOREORY
DERVAHEHIOWTIE., MEFHE L,
TE2) ARESE TR BERII VT, R
B DM IE-S SRR R L,
4, BiE~OHS 4. EEHETE~0ES
IR T AEBERETLTVWS — I G TRMEE (e
OC, BEOREEZ+SITHRBLAEBLHE %) BETLTWED T, BRESD
tREL, BENELEETAI L, BIEHOoRRICER L, +oifgs
752 &,
5 IR0 - R - BEIBE~0O8S 5. MR - EWR - IBABE~ORS
() ERUIFHRL TWATEEEOLIEAN | () EESEHEL THhARHEEOR 3
i, B toaHMLRERES LA LH) WA AR EOFRENERES
WENIGGcoRr&ETHZ L, [EED EELD MM SN BEIC ORI
OFEIZMT 2R SMEITREST L Tz, 4528, (RAHREIC L 5 ERMS
BoER (7 FRUDHF) EBOTE AR EM S h Ty (3
ReolEREEERED LTS, £, At b INF o R THERHNE
B ERCRESREE (VAT BTERWEY), Flt, w7 R TNFe
300mg/kg, T » bR 2T 200mg/kg) EfiT o fiEREICLY U RE
ETHRAFMEIZED RN, B BAWTHEMINFEL T, #BEE
& 200mg/kg (& hIZ 10mg/kg #5 LIci & 1, B, BREHEIBH LT
DEHWBER (AUC) © 11D AUC) T iz ]
w MEHAERICE SREROFMRRRD S
nTwa,l
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1.7 BERHR—ERE

FIATT TSUTFHRTE 60mg “Uod
gﬁﬁ FAEES b (RETFRRL) 4T Y RveT (RETERL)
EHE Q) BHhoAZE, BiLePlLERsz L, (2) AFNTBEEBER S S & OWENS
DEE LB 08 5 12 17 5 22T L T B. FioT, AEDREYEYZBE
(%) v, TMERR (59 k) CAREIDILT I DI IR I 51T, IBHD U =

B.

BAABBH LA TNS.]

INRE~DRS
ARSI T RS R U I R L
Tz (ERTOERBRBREZN),

27 Al IER 250mg

AV T H R 125mg
>V oL/
A1 T BT 125my

7. HERERRIZRIETEE
ARIAEIAE LT b
AEFIHLTVWD, Fia—
ABLKEME (GDH) HEA
Wi RE T b
ABRIERRCEEES X,
FWeonEEi LD bR T
FRARHB L NEEEN
Ths, #fEHREERTH
Sk oaEEOWMEICL,
N h—AOBERRITLE
DEEHA D D WA ME
BUBREHIERA LA s

L,

S oA 82 r ¥ —1mL

8 ARENER
(1) BRAE: FRUTEA

ERCEAT-Tad s 1.2 F i
LTWRNEADT S A
H=FITNL YL ERG
18~21G OEHEE
T, FR L AL TERED
1omL @ B EsHAK (R
RAERAEE S WH) T
WS,

8 EKFosLraozy

P TETHY » TN
L, dhBEHEESY S
—ARTHRT S,

* iEpgER A AeoRR

AL, 1234 T A%
7= 0 toml @ B FENMA
A (BB b
JRY #o5A T OB
T THAD LS

PRRRATS (20 DML 672
(RSB T A o EbiemBTIE,
T AR LA T 7)  HEROERRBART

&l

7. ¥R LR

(1) BEMH: AL TE
HiconERTFsE,

(2) |HEW:

1}

2

(3) BEH:

1

3

LEMCERIIELT
Bk,

Bz, WEHhEA
iz LV WRBTH S
L, g, Be~
HEDFHTHD, R
BREANED LR
AR, A L
ek,

FESHIBIL BT, B
%, LRmEEs T,
R — @GR~ DB L&
LT N {1}
7 A2EER L, MR

&, Rl BR0LD
R L

&,
AR 1 R R A
BL, HERLZWD
-

THRBESFREN DS, TS
F BT SRICHEERNETH
>

@) BRB DM, BB S5

6.
{1

@

2)

e, (BEHPORECETIREMERT
FRESL L TuWhen, )

INREADES

N8 oo Bt
ENERRBRIZEN T, 1 BRBoL
Bz s ERRBRFG LR TV
Wiz, ZhbOBEFI AR .LOF
HHERERE A LES LHETEh D
BoeosrBE L, BHERORBRICTS
EETLZL,

JINEGRS o0 AL LA A}

ARET T A ESHIIREL LT
2 (ERREREDS R,

WALOZERE

WERR: FHIIEY M oYy
FV—DA T2 T g E— (RTF
YA X123 70T #ANTH
543z ¢&,

BERBERURSEE: AT
WER & LTORAW, KT - MR
s Lipv o &, ARSI L
A TRETDEHOEL, hOE
., BikELBELEVWIE (FF
SRS S ORA S h B ERNET
LESEEHAER IR TWSED),
Fie, BRI 2BRLLEE M TR
AT s L,
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1.7 FARM & —Ex

F/ATT FTSYFERTFE 60mg Y0P
;g}:‘*@ AT GRETFRRL) STV R T HETFHRL)

FH # VLT Tk 125mg 2, 6 WORELE, ThETOR
DEE Ve o T SRR 250mg #]’f:i;;%‘?i‘]/ﬁmg £5.-C infusion reaction 735D bR AT
(Frx) Ao fof P B len AT, AR R BT AR R E

» PNEMERETEVE -

@
3]

2

3

G}

SIERL, AT AT
BEPIZiREECED
[ i1] -t ol
BTa, RLTRLLE
&, FERERE Y RER
wok,

Sed M Linst, WL

HHHBWEIRAIL

TAPTEHTIERLT

kD, BMHE

O, BEHLENE

DEWAZETHD (W

T, B, RapEinis

bOREH LW

Lls

WK

i i e a3
¥1100mL LB EHi
B R A FR IR TR
+35,

® hemLwARKER
FeRUE 100mL & AR
sy SRR b
&, 254 T DR
LR LR (AT
s 2 Rl
20mi., 3 AGEEL
30mL, 4 ADBEIL
dmi) EHER-ST
L,

* FRIZEGEhi=
Ya—ilESmL
TLWRNEROT 1
AsidF T i)
SR 18~21G Dk
MELERINT, Hoig
T DGR T AR
2w FRIEH Pz
ARIRIZEAL, R0
gty s,

HREC AR FCEE

Mz BT

L&, BT RITES

AEEd s hi i s

PR ER LA &,

HRETE NN

FHIE (il HRE

FEAVREFTHE

ik, 2~25°C TIRAF L,

24 MBLRICHIBT 2

k).

BEH: AMErYa—
riAEEE Ry

PERSTEBLLZN

L, RO Izid i

PRECD D LAHD,)

Py a—rlRBEEn

e P MeTHE

LR lE®Ey o

-

3)

4

BWTooeBTED, RIEL., s

PRI 1 RS2 0 Smgikg & BE

TAHREERELI VI (EBERRBRIC

BOTRESER W),

F o, ATTRERD & HE LB

infusion reaction 2388 L AT

3, RELAEORE T, AR E

EneTicikstaz L, TBERE

AREE) oEe), THEXALRER

DIF 3) B

BEEE AHITHASERLTSD

& (VFEMRYE 3 BRCINIC R 5Bl %

+a5oE,)

o ThRFTE ) —ARBTHRL
Jetg, 21-G HAVREE B IZHIWE
HEERWT, 1254 770
10mL & B RiEH Ak (RRAHEE
WIELHERT) 2HHhCEATS
it (FORIZEERE AL
ATFAER LW E,)

o A T AREE SRS LB
IZHERR L, PERRMEIL 5 ARATRET
Aok, GiEEANRERETABE
haiebaid, P LTHLCIRES
3, ERFEIR D BERnZ L)

o FBAMH DT, BEREOMERE
LT, EE&HoHERARVIEE
BLTEY, ikl oeEHED
WETEELI ERB AN, HE
HioEERRy, (B, B, T
DOOREFRO-LOMERL
vz e,)

o B O OFEME B PRERT
bianZ &k,

FRAE: BEOEEBELS Y CHE

Lo MEER % A ATRAY 250mL., {FEH

25kg AW O /NRIEAT 50mL, 25kg BLE

O/NRIZH 100mL @ B BAEBRAIEE

RHERTHZ L. (F R oS

e FAEAER LA O E g

HRWwWZ e, BREEAERT

FRTOBEIT, BRRERHRICEA

L. BInoBELEHICfFos &, HR

BoA4 27 )+ 7REX. 04~

dmg/ml £ T B2 &,
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1.7 ARG —RE

FIART ISYFPETEGOmg U
)
Pl TrAEET N UEFERL) 427 RY~T BEFHRL)
R +1 :/::’/‘T'Lf.Ti{ 125mg 8. FOHOEE
DEE AL 7 SRREM 250mg ﬁv;_y;;;";;m 1) A ORI, B TR 62 BRI (1
(&) o b Ve S #mL &) £v, AT 10280 28
8. fO0xE 8. TOiOEE ETOMWMTEEENL TS, Fi,
() AMoRERBRIE, BT | () ANoBERRE, BERT -
1377 % 8 (&Mamo;& 139 m? ;E@Mllﬂ 3~ AANOERE A BT 5 e AR
M 1.0~451 » RoR 20 2 AOYRE) T, & g 2 )] T
i) ¥C, iﬁ&l-ic'rt 42.9 Serkilz x4 (SEN0 p}ﬁ‘}ﬁii - A% T ;@Fﬂ?%m SH
%A (&;ﬂmmﬁayﬂﬁn z~sv;w;i ﬂ;‘w&ﬁ) ) na, ZhbOMEE xt#ﬁfﬂ@&
19-~719 # A i) = M TREEATED, = 1) | iy WA,
OMMBCHEM S AT b DMINE B FMO RS f SIS L’:t + :
9, :mwwm;mﬁzf: LA SR TR IR 2) 150@'@]0;271‘([§7;6ﬁ1§3@ 5 o Mt
AR DRI SO tE LTwai, RenBE (ZREHER 5% T T,
RERE LTV, (2) AN © DU EE 8 N - L
@) FRNAES COUBER | ElbhTNE, NijjA MR SR TIVIV E>%};-\ 77
HRLRTHS, () AAURLE, ARHT D ERBRUEA 5. 10mgkg 2 HE., 28
Oy BFIB S, ARTHT RERRESNET EMS o o) N
ML S5 = £ 455 5. [PEEERERIT =T, #. 6 1@1;4». 3 ERE LE&&‘#;ZE;
B, HABERBRICENT L5 MEROVLRIB AT FERER A TR Ui, ZOEE, 1
M E LCRE SR Nz 46 (6% , 5 . . -
B, AL SEMETo | @R 168 BETOHMKE ﬁﬁ* FEIZ 10mp/kg BT W TLRE
MR Y O~ A0 3,085 {EERIE 112 $1 15 0 SER TR E R OB R RIS b
iV vTARMIC R B4 {13.4%) Tdhod, WAHE . ™ N
ORMETEL Rz | GRS (G TGRS L DMENH D, HJE?E‘E& 28 MR
A, BEMMDGHkEY BT, BB o SN, 10me/kg #ET 37, Sme/ke
HI% 3,877 fAh 187 Y SEMESR I 684 (th 16 ) o =
(4.8%), FE BT RI2oP IE (2.3%) , BpERE 168 HTIHORCERBDLON, 77 ;_: A
LIl 331 B AR A% TOMKBIERI 0§ HTRRCHIR N, . ER
# 43 H RO M kRS T : .
2 1,888 Bt 103 £ (5,5%6) f/kwié%&;b%miﬂﬁl; Bz & 5 ABER, 10mp/kg BE 51 F9
Chot, ®iz, FEHIT Bk DREIRE 5T AR 114, Smg/kg BESOFIRIH., 75 F
feeEh oo 48 Ml 22 iz v (TEEGRRLH: DIER) . -
P RITEESIES BT | () < 5 R OBATHRE (8 RO SHWTH-T, EHIT, 1
wa, EFERNET, 5/ 20, 65 R TF 200mpkg Ei%OEGIZB T BT,
B4 p ok g T, H 84 W00 M 88 . e
PR TE G0, 15 | RN RTFRE) BT, 10mg/kg BT3B TH Tz DITH L,
PHE GRS 3 4R XL W R UHET 5 A DL R~ S AT :
ERTEBEAEOIER | BIOREN Lt smgfke #&0?7 FHTRENT
#8231 P 33 1 (14.396) ENTWE, hLMIED 4FlThoT,
hY, RENEETHS RIS, U ARAMY 3) FHliTE FRUF /8 P TNFa
72,25 i 8 B I P AR iEE A NA R T ALY A - = -
ERBBERTIS. i, | A ARG DHTHERERAL, Ty PO =S
SISO L SUR AT & D IFHANTRER STV oA FALEO— R ERIC A
Wil & RILT oM TIL B, -
v, (8) HAMZ BT, JC TR NEWIHED TNFa RS LAV, Z
@) 7Y AOAALERS (3 DR AT Eh Tz =¥y, A% A Bk =g b
S35t 20, 65 1 200mpfkg o o AL R R A B A ?T\ B, BARERRERLESNT
O 1B, 46 5415 A 88 TSI R AN
MM, BFRE) sslT, (PML) %% L7t 4 BN TITDR B v F BB LR
U B E - T 2D I o SR B, i -
BEEORER LR BWE | 6 eayeyepaab bt #L UHIREREREBICBNT, 71
FhTns, =RLbED Ap=acy VBRSO Eh b 10mg/kg 15 SN BET
BAICIT, ¥R B I PEIRIT oV T, A .
4,px&Uv¢szg34 LT, - &, 3mg/kg FREESNZBEIVLE
PR A D AR A % eI O SETEEIT A
EBAEO BRI A >
B, [ = e
(5) BAICENT, IC O % 5) EEAREBANIC BT, RH & MSMRTRIE
ORIIHBIBEL TV
& DRI I OREIER L ORIz 3
SHERWRE (PML) & B L 2 rIRESE LTy (i
T3 LI e A R £ (o 48 .
wEncng, PGB 220N,
(&) FME S 7T AATEDOY
i~y o AHIRE O
ORI T, etk
TLTHRN
I g H L IHER MR 20154 12 B (3118
BOE AL ST ARk R 250mg 064 H (7R
AL T RTE 125mg ¥ U o w164 A (BsiR
RER . e
FL LT RTFHE Rimg A— s | 20165848 (3R
Pz F Femlml
fii& - -

52




1.7 BRI AE-ER

F/ATT TSUTKETFE 60mg Yo
¥ 1.7-4 FHERHS-ER @)

;gﬁ@ FEY hv7 (RETERL)

BEFR4 | v = I PP T 20mg 3V 2 0.4ml

t a3 SO T 40mg &V 2 0.8mL
b= 3 FPH T 40mg 3V > 0.4ml
E = 2 3P T 80mg >V 3 0.8mL

eid | ¥Rt
TRERE RS KIBEA B
AB E=3FHTFiEomg v yoaml | 200%E7HLA
b = I 5% TFE domg 3 3257 0,8ml 200844 A 16 B
t oo 3T T 40mg &Y 2 0.4mL 201665 17 R
ka3 FHTE 80mg & ¥ ¥ 0.8mL 2016F6 A17TH
BiFE | —
£ A
BHEE | —
F£h
HBIE | Adpekild, WK OFSERR
5
WEX | e bAE P TNFe®/ S u—FARETHS
< HAHE |G OBEH (1) RUNEE () 2o—
HDNADRBRICL N F ¥y A=A BAFT—
MBMIBCHEESNS 4SIRAOT I /B
(C2191H3]95N5340575815; f}%ﬁ' 49,318.95, C Kﬁi’l‘%
DOV P BEBRELTHEHO
Ca191Hi304Nsg20677815; 73 F 11 49,190.78 &)
LS EME2HTFE M4BTI BBE
(cmnH;sosNzgzOngSﬁ; SF i 23,407.82) b
AR 2 TR LAY
A [T e Bl
= B TTMTEOng | BHR (LT 40 | THY Ler (B
W e 0 4ml Kl sy ETFHHL) 20mg
bz S PR TR4mg | EHA L0 | 72 4w (B
1 237 0,8ml Firy i) ETR ) A0mg
b S FRFrEdmg | BHW(TLT4n | THY LT (R
&Y i 04mL kil i) TR 40mg
Ex IZRTHESmg | ENA(FL740 | 7FV AT (B
Y 2 0.8mL Koy i) EFRRL) R0mg
Zhak - Ea2SETE20mg &) o2 04ml
HE BEFaR CHRA+o2 Filks

Z BB 2 R T S EFAE S R IEBARIR

Ea2SSHEFiE4Omg &1 w3 0.8mL
ka3 35K TFE40mg &Y > 0.4mL

B Y v =7 (BEOMERREOHIEEE

ir)

BETF T 3R TR 4372 T ROAA
BAHICR, BITEELAR

MREMERHES

ZEMICIEEME 2 B 5 B AR R O %
BENAN—F xw ME
PEEIBEEOEDRES S 70— o
TR B O (TR CHEFRT4

TRBRIZIRD)

I UL HE O WEE KIS R O (BETER
RCERA+RRBEITRD)
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1.7 BEEMR—ER

FIARRT TS TETE 60mg )P
4523;% FHY heT (UETFEHL)
ZhiE - Ea=SHETE80mg &S 0.8mL
ZhiR Y =57 (EAfOMEHREOMHEEE
(Bex) | 22)
B THRAT 2R TRES
SRR, PIEEMNER
T M
BER—F v A
P T OEBMIc S A m— W0
TARH A B USSR RE (BB RTHRER+42
BAITRS)
A W TUE oW BB de D TE R (BRTRIE
FECBHRTSIRIBEICRS)
ee-h | BEU T F
BIZBE | () FAOBERBE, RAELTEEAETHRESR
M43 ‘oMY YT FRECBETLCL, =
R 2L, MSoMENAROERARNETHE
ORE ENIABFIZHLTHE, RUITFEIZLS

BBEEATIMBETCLERTELN, BEFO
HA PSS HEBRLELT, BEOWRE
EFML, FHOHEROLESFRE W
THIE.

@ FFNETAFET+ (RiETFHEERL) DA
HfTbinz g (EERERNEE 0XS
).

BNMYRE VB ESTEE S

(1) A< &t | A ORFORSRE (S
RS THaRBESELNT, B
PRI (BSA) @ 10%LL Ric R B84
BETHEIE.

(2) Bt RS X XBEER 2 F T 588
BEFTHI L.

T TE

BEOEFICEWT, BEEREE GERT s F

MRS ERSE) I X 5 RBEREIToTh, &

BICERT 50 b R BRIER AT A STk

B4Rk,

ZMEHIERE SRR T ISR

BEDEFRICBNT, SR b 1HIORY v

FI CEMMAIZR) BT W RERET

2T, EBICIEET 580 LR EEERARS

BEIHRETIZ L. &R EE SRR

ZoWT, Y ERICHT 2 E St R UdE et

MREZ L TWhiznissh, £RERBEEL, £H

kB EEROESICRETHZ L.

BEBA—r oy b

BEOEBICENT, BEFHRHRE (AFnA KX

ITAEAISE) IC L AW EAREREEIToTh,

ERIrEETIHLMRERERER LSS

B|ESBILE.
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1.7 AERZAH—HE

FIATT TSYTETHE 60mg YL
;ﬁéﬁ’” 7Y sed (BETFERZ)
e | ¥ O—9&

ZhEtiz B
W+ A E
B lok
B
()

BEOTRFE IS T, RMEFHE, tho Stk (5-
FI)HYFABEE, AFuA R, THEFFT
V%) BRIz LHEORERET-Th, EBIZ

BETSH LN RERERERAIG|R ST

B k. B, HMERREREA L ToTRE

FRBELERLTI L.

BB &

() BEOHBRIZBWT, oBMRE (ATr
A4 F, T¥EFFTV %) Hiz k5808
WEIToTh, ERICEET 585 s lE
ERPRLIBATRETHI L, REL, &
F X0 b ainihoii TNF AN L SR ES
ERT S L [EBHNERBRRICBO TEEF
@B @1 >TH3/EAFOTAR T
TIERBEEORIEbENTWRY (T
FRRRAY) oEBR)).

(2) WSS REIME I TWizni, 8%
EERELRNWIE.

Hik -
A&

EaESHETE40mg 2 >3 0.8mL
EaESETEA40mg & U 2 0.4ml
EaESHETE80mg 2l > 0.8mL
s D F

mH, RARTFY A=7 (BEFHRERL)
LT 40mg F 2T 1B, ETFEE+TS. 72
B, $RF+SAEES, 18 80mg £ THET
x5,

Burw R VR e A8

BE, BARETSY AT (BEFER L)
L LTHIEN 80mg FETEML, Bl# 2/
1|, 40mg #ETEHT. 28, DREF+2
ABAITid | B B0meg = TR TE S,
SRR

FEE, MACRTFY LAY (BETHEAZ)
ELT40mg 2T 1 B, FTFEETS. &2
B, HEFFS0EE, 1E 80mg = THET
&5,

EaSSEFE20mg Y 3 0.4mL

ko =S5ETFE40mg &1 2P 0.8mL

Eo 2 SETFF40mg &V P 0.4mL
SIS ERER AT I E SRR A
B, ¥V AT (BETFHRERR) LLT,
R 15kg BLE 30kg RGOS 20mg &, &
B 30kg LLEOEAIT 40mg & 28I 1[E, BT
BMT 5.

bEa 2SR TF40mg &) »d0.8mL
ExSSEFE40mg &Y w2 0.4mL
ExESHETESmMg Y2 0.8mL
BERA—FzviE

WE, RARIIETH) AT (BEFERL)
& LTHIEC 160mg %, FIEHEE 2 BRA%I
20mg B TIEST2. MERSE 4 AMEIE
i, 40mg 2RI 1 @A, ETERTS.
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1.7 BERSR—EX

FIATT

TS5 )F7HETE 60mg &Y

LR A

M

—fieéy
£

TE) A=T (BETFHEBER)

RiE -
(fex)

Ea 2 SHETFE40mg &V > P 0.8mL

rRe L |

WBE, RACRTYY AT (GHETFRIER)
& LTHIENT 160mg %, MERES 2 W%
30mg #ETHEHT. MEZS 4 BEEZELE
i, 40mg 28ic 1 E, EFFERTS. 4235,
FhEMRESE LBk 1 E simg im BT
%,

E2XSETE40mg &4 > 0.4mlL

Bz 2S5 TE80my <Yy 0.8mL

S 0—iE

BE, BAQIRTFY AT (BEFERR)
L LTHIENT 160mg %, #IEIRE 2 BB
f0mg #ETEHT 3. WEEE 4 BEE%LE
i, 40mg 282 10, ETENTS.
EaxESETH40mg &) 22 0.8mL
EaxSSRTFE40mg &1 0.4mL
bEx25ETESmMg 1> 0.8mL

BETE AR

BE, BARET Y a=7 (BETHEIRL)
& LTHEIC 160mg %, IE®RS 2 @F#IT
0mg #HETFENTS. NERE 4 BEAELE
1%, 40mg % 2Wic 1@, RTFEHTS.

Hik-H
BiZE
b e
AL
DEE

() FHORERBCHE > T, EFRERCE
WU, BTEMC L5, EFOEREOCER
Db L TERELTH T L. AT L STEHM
Bate, EAMc LY ERANRY - HrEnB
FizonwTik, BEEELAETHS (BB
REANER] OEEE).

(2) BESIENBIEELXD L. Fi, HE
PEURREME, EMRECH DM (5,
5, B, EREEOWA), EROBMIIZZ
ERLAEWZE (MERLOEE) 0WEER).

(3) BEI Y T FRUSEBEFHERIIEVWT, K
Nz & DIRMREIL, EWBESMAIG 12
BLAIZEBNS, 12 BLNICHEREENE
LRARWIEEIR, BIEORIEHE OM L
WicEEFIZE. T, HMEZT-TLE
RBELNBWES, HECHITHE O
PHBEEETDHD L.

(4) BWEMEEUHESEEESRIIBVNT, £4
Wk BIBRR ST, MR EA, G 168
AL shsd. 16 BLAIZAREESELR
VSR, BAECHERRHEOMRAHEK
FETDHZ L. £, BT CLHERN
BHhiWEE, REOEIEHBEOMEEEZ M
HicEETo L.

(5) ZMICEIME LR 2 EESR RS
W, FFICL2HREENRG, BYRE
Btsd 6 12 WERCE LS. 12BLIRIC
RIEUGREB LNZWEER, RECTERE
BOMKFHECEETS L.

56



1.7 BEEHR—EX

FIRATT

FSUTETE 60mg U

>

P

—fRAY
BT

7EY A= (BRIEFHEKE)

Rk H
B’izBY
A )
{ER.E
DEE
(#&)

(6) BEAN—Fz v MRIZBWT, 12BEAIC
BEERRER R PiREIRT R L A5G RS
BRRWVEEIE, FAOMFIEEO M EMEE
WEIcEETLE.

(7 7 e— Bt T, ZHIz L IR IGIL,
BEREMENS 4 AMAIZE NS, 418
R CERIEER- PRSI REK L 2 ERE
GRELRRWES T, AHORREDN
BEEIRNL, MoBFE~0WE: EE
FTHI-E. E£i, 30mg ~DOHIEE, 40mg i
LABRTHRIIBH LN OO, HElER
EPCHRENAEB LEBREFICHLTITS -
L. B0mg IZHE L THEENE LAV
&, AROBSIREO L PHEICEE T
A&,

(8) WEEABIICBWT, FAI E B IEHRER
b, EERERE, L S EDNIIEBEND. 8
TS CRRER PRSI AS I LWL
DRUBYERBLRAVESE, SRR
ik A b,

) FRNz1EREREPERTHL.

1. FFPFESIC LY, B8, ME KhEEESD
BROEMERUVEMEROHI-ARESL L
CIFEAEMEESRTEY, AR EORE
B LM TEAELS, BEEEORELE
HEhTW. FANERETASELIER
ThLNDEHED, ChoolHEEEHI+
SERAL, BENAERL-CLEREELALE
T, ARLoBEHEEAEERGEE EES L i
Shigaicorgsddie. £ F#Hl
OREBICENT, BEHOEMERICLY, BH
HEERERELCLEAHILIOT, BRERKO
HIEAES AR ERIERE U EMO TG
HobETHEAL, FHBREEICHERIR
BLEBSIE EARICEET LSBT
CEBESEZA L.

2. mEEGE
(1) BRTBEE

BummiE, Mk, RESEREEECATMRAE
SEFOHGHABLEABEShTND
b, +HTHRRE TSN EEREORE
LB+ L.
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1.7 AR A —ER

F/ART TSY7ETE 60mg )P
;ﬁw FHY hvT GRETERL)

e ©) B

(%) ARSI (SRS R UTHOMER (BT,

Y EE) 2EUHEERMNEEL, FUib
BHohThg #ERORELEECIRERD
BELRVELOS TN H D18, RFHE
EifI->THZCEAT 3 +2aMBRU
80 X MR ICANZ, A F—T Ay
WEHBEBRIEYANLT ) o EIEREESFL,
WEME CT REF AT &IzkY, i
BEOERERETLIO L. T, BEOBR
EYEICE, AEEREORSELELT, &
FlERETEIE. YRLD ) UEREOR
EAEEOBEFITE LT, BSHR T IS
MEHOR=ALBEIRh TS,

. BRIEE (BRMEWES) OEEER - @

B Eowm-ARES L JIEEIEN, KA
FEOCRINFERTAH M- OBENED.
R B (S HEHIEES) RUTORERE
OhIBECEIBELELIEEL, LM%
BEEIBELRREZETIEEIRET
LBt HEERRREORTELEREY
HUE, +AUBRETSI L.

. B e FBETCR, FRIOERETSW

iz, PELEETADIRVOTFESOHER
E+AMETIOLE TR FHIZOLTO
&AM E Uy FAROESRE L OEMR
MEHL, BHERS5OBEL TOFRERO
HETHATLOE.

C BEMERERUEIESEBOBETE, X

FlOAMET S, REOSSIE (B4
BBEZEET) OERNETACERTS L.
EROANEBRER SEM L FROBERA~
OHBIZONWTHATHMERT HEMED
WEQL LERET AL BERSOHRES
ChoOEMOBREROL L THEAT LS
&

I AT, AROREET ST,

BAFAMR (GERT A4S FIEMKBEES) O
ERE+ABETSC L. T FHIZOL
TO+A M RERER OB RS
HoBEREL OEMNMERAL, BEREDB
SLFOERBEROL L THEATLH &,

. BRAETICERAE S AT S EFE R SRR 4

DOEETIE, REOERETOIWIZ, i<
EHI1RORI I TFESOERE S IE
Faho k. T, ERICONWTOHSLER
EEEMNSEREMTRAROBRREL DES
MEEL, ACBRESEOBSLFOEHRERD
L& TCHERATDHCE (MNEE~DEREIDR
B
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1.7 EERMA—EE

FLART TSYFTETFEGOmMg VoY
;;‘;’;F"J FHY hvs GRETEML)

= |5 BEEA-Fiv I WCE FHOBRER

E) | SENT, 2704 FXEREHSHEOER

E+DMBTHE, Ff, BHIZOLTO
+oLABEBENAR—F v MEAROE
Bx&HOEMMERL, BEREOBELE
OCEBEBOLETERT A&,

0 YO0—RTH, FHOBRBEETINC, ¥
gk AFO0AF, REBTANSOGER%E
+AMETHIE. £, XHIzoWTO+
SEHMEL S O~ URAROBRRE E DES
HMERAL, BER5S0BSEFOEREHRD
HLETERTHI L.

10 B ABETE, XHOBBETSUIZ,
ATRA FRIIGEHHEFEOERE S
BFILZE T, FHITOLWTO+HTH
B &R R AR OB E L DEMAME
BL, BEHESOBELTOERERDL L
CHERATLI L.

(ROEBFZFBELLENIE)

1. BEABRIGE (BDES) oBf DERLE
LEErB8FhBH5.]

2. FhEEgECBE BEREFBELIESBTH
Bs.]

3. AFHOESH LIARECHEREOH S BE

4, [REDER (SRMT(CES) RO OBEERE
DHHBE EROEBREVELORBEAN
H5.]

5 S oftEbFLEoBYE BEKELELEELE
Fhidha. ]

ER LD
B

1. MERS (XoBFICIRECRESTIL)

(1) BYEDBETEMEREDbN I BE &
Flidsa e 2 BT 2EA2F L, EEL
REGEC ST E L SRRSO T,
TR AE AR ERARETHS ((E
BEAEANEE] 0HZR).]

(2) FECREEME (B0 REEBo s B
FHR UL X R LEBIAR RO H 5 BFE)
(FEZEMLEEIBThBHE50T, 0
B X i & FWAICIT 5 A &, REEE
RogBictarEtTssr ((HELRLER
B OIESER). ]

(3) BpiERBEPRAIMESFTIBERY
FREOH 5 BE HiEBREOBELN
Halh, HEERBESOMEZFEZREL,
+HEETAZ L ((ABLRERMER ©
). ]

(4) EHEAMPES GRERELD, BERREY
MmeEy oBE L+ EEDHSME (I
TERBAELTEBERESHD (TR
OIRBE). ]
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1.7 BEEDR—RE

F/ART FSUTFTETE 60mg )P
;g*":’ 7Y hvT (HETERL)
FRE |6 WEEREORERD S5 BE (RN
DT AWEYRIERTELEHISE (TEHER)
() DEBHE). ]

(6
0,

s (B ~0fs) OEEMR)
bRE JPRE~0RS ] OHEBR)

2. BEGRFMNEE

(M

@

©)

FENL, MAERERSERET 5 TNFu
(M FER T o) O &BEEM: AT 50
T, BMERANT S EERERICEEY R
FEIEERED. FOHEEORE
BEL T, +4r7aBgsiTy, BHEDTE
MOWBEIC T TS L. £, @EdC
BEEMRE S BE LB, Wz
BER B 2T, BEYERIY bR
TEBELHTRIETTIIRESPIETEE
L. O£ SRR L YL OB LEET
A&, Fi, BERHLTYL, B, E
BEEDR D D bREESITE, FehicE
RECHSBTA I SRETAZ L.
FF) 2-E TP TNF MH 0 BERRT, B
Y bR B oD FRA AT o0 REERAH AL A6 RE T
L, Mot oBENES. Ei
Y o=wF0l s Rt EEREROD
LB IR F E RIS S L
&, MUESCHEMY L AREEDY X2 BE
EAEIENEINRTWAS, %72, HLINF
A 2 EA L/ DRRDBERACBWNT
b, B oSO EEEESAEE SR
TWa, & & ORRRBFHTAER RN
2, EMlEEoRBEEEETLSIL
(TERBRRESE) OAEBM), FHREII%L
STRTOBRHE (Ko, SEmEHOoRN
P& 5 D B BH it PUVA FHE 21T
TR0 H HERBE) BT, R
EIREEBEOFTELRETL, REPLER
AT S = &
FERE DBLI e CIE R OURTE L R UL
DIEENREH DD, FHORERIKI >
THEEICET 552 MR R OIS X Bk
HEiomz, A F—7 oy R
Y~y ) SIS RTINS
CTHRESELTIsic kY, HERREoF
EATETL L. BEOREREEYS
BERUERBENEDN S, #
HORRERNHLEMCHETETS L.
PTFTowFhroBFiziE, FRELTE
oA B RS ERERETS
L.
1) MEmEfemdE ol SR T S
MEESNLSBREESTARE
2) EHEOBREE MgZesesh) 257
LBE
3) A F—7 xv ey BEERRR Y A~
7Y rRERESORIIIC LY, AR
A Bbh b B
4) FERELOBREEMELT 5B
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1.7 AEERMNR—ER

F/RART TSUTZHETE0mg LY
;fga@ ¥ hvT (REFERL)
AL iz, EEARESL L EEEMRENSR
DI FirBOTHE, Y02 Y R CHBETE
() LRATEMNLAZOTERTA L. £

@

&)

(6)

Q)

7=, FHIOBERIZH T » THERIREDY
APRRT 4w FPEEECRETHI L.
AFHE RO Y ~AY ) VEITEORER
EftoBEICBNTh, REEEDMESE
BhbbhbZ b hicwn, £H@ER
FRMER X AR S 0l El e b & FE ARSI
TFoiptigoRBic+-oEETaZ L.
BEFITH L, BEOEESEDLR S (4
et Ak, REM, RIS EReHiT
FHRECHEKETALIBRATA L. 28,
EOE R & 2 A h e AR 2 RE
L2gwnz &,

AFl & Etedl TNF %) % %5 v/ B 2T
BT NRE S )T OBE IS
(HBs $LJRf&H:, A0 HBe $i6X 13 HBs #
EHME) ITBWT, BEFRYALADEH
FEerEsoh, an2Ebissh
T3, FAREICHEYE-T, BEFRY
ANABROBEERER TS L. B AT
KA AE )T OBEIIEERRE
A AR ET BEEE, FFSaREe
oA nARw—d—0T=F ) I EF
5 Y, BEIFH YA A ADRIFEELOK
EREROBRICEE T, 2B, &
NEDWMEDE 1E, thof@EimdlfERE
Lo HREE LEBRECEETWS
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1.12-2-1 B4 FTRP—K

BRI BE
54 b = mEMM  REAE it T

. I
4.2.1.1-1 Temporal changes in bone erosions, RANKL and TRACP- [&41- 23
5b in affected joints and sezum of Lewis rats during
progression of adjuvant-induced {males) or collagen-
induced (famales) inflammatory acthritis
4.2.,1-2-% Rat OPG-Fc. Collagen-induced rheumatoid arthraiis (CLA) [H# ERE
efficacy model in the mt
42§ 1.2-2 NON.GLP FINAL REPORT AMENDMENT NO. OF 2%+ BEAE
4.2.1.1-2-3 FINAL REPORT AMENDMENT NO 02 [EIEDS (R
42.11-3  Effect of RANKL inhsbition by OPG-Fe en systemse asdd [EE X
local bone Joss and bone erosions in Lewis rats with
blished adjuvant-induced {males) or collagen-induced
(females) inflammatory anthritis
4211.3 Compansen of ants-resorptive (RANKL inhibition by OPG) [EE2) [

and anti-inflammatory (anti-TNF-o and anti-IL-1) freatment
clfects on paramcicts of bone Joss and sSystemic
infl m adjuvint-induced and coll
arthritis medels {AIA and CIA}

Tist

L £h] AL LBRIR
431-1 Kostenuik PJ, Nguyen HQ, McCabe 3, et al. Denosumab, a futly human monoclonal antibody 10 RANKL, inhibits bone resorption and inereases BMD
is knock-in mice that express chimeric (murine/human) RANKL. J Bone Miner Res. 2009,24(2):182.95

4312 HKostenuik PJ, Smuth 8Y, Joletie J, et sl Decreased bone remodeling and porosity are associated with improved bone strength in ovaricctamized
cynomolgus monkeys treated wilh denosumab, a fully human RANKL antibody. Bone. 2011,49:151-61

4313 —RREEEARKY O~ FoEsl I0H ) e TN A BT A 22014 AF 1 AV 2 —3E, 2004
A43.1-4 TH) o~ FROBEFEFECETANA FI4 ) D007, BAFIAHBO2I700 % (FREIsE2A178) |

43.1-5 Simonet WS, Lacey DL, Dunstan CR, et al Ostecprotegenin a novel scereted proten mvolved in the regislation of bene density. Cell $997,89(25.309-
19

43.1.6 Bucay N, Saros: |, Dunstan CR, et al. esicoprotegerin-deficient mice develop early onsel osteoperosis and arterial calcification. Genes Dev.
1998;12(9):1260-8

4317 Stolma M, Adamu S, Ominsky M, ¢1al, RANKL is 4 marker and mediator of locat and systemic bone loss in two rat madels of inflammatory arthritis. J

i 2005  1756-65

4318 Stolina M, Schett G, Dwyer D, et 41 RANKL inhibition by osteoproteperin prevents bone Joss witbout affeciing local or systenne inflammation

parameters in twe rat arthritis medels: comparison with anti-TNFalpha or anti-IL- therapses. Arthtis Res Ther. 2009,11(6) R187
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