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1.5 BRXIHEROBZBERUVHEORE
F/AIT

1. [FCHIC

EHARET, BREOKTZRME L, B0 27BN R LT < ROEKRER L ER
SNTWD, FAETIE, 13005 A < VEHEFRIEICHEE L TV D EHEE SHu, milnfb
Tz oL, ZOBELITIEML  FRTRE T E T ORAERIT LA LT Tnb & ah
TW5,

FHRBEIC L2 FINE, BBELEEL, BV 250 Tad DAFOBELZKT S
WHREEMTHZEELSEDL L L BHIC, HEEZROIFERE R | ASBEHEZERS
o, HHRIEIC LD EIHNLE L THERE RIRE 2 ENMONTEY . REREITALH
BITHER B384 LT BE Tl RO T RPN A EIZE L 8D & ORER, D7l
L ZDRSFEMOIET Y R DB @m< 725 L OWEDRH D,

HHFRIETSHE O B B, BrfabRrE 2 mfl L ATEOE oMk L UGB A2 130 2 L Th D,
FEMEEH & U CRFRE, EEYRIER EMM TN LT, EXT7+ AT+ Fx— K (TLU R
rxr—h, Uk FerR—F I/ FepX—]F) [ BROTZA oS UZ/ERED 2 L —F —

(selective estrogen receptor modulator: SERM) (7 e ¥ > 7 x> NERFTT7 ) | G
e s 3 D hEE (AT Iy b—n)  ROREIFRRFLVE (T U ARTFR) 72
EDOEYIRIEBIT DI D,

EAT7 4 A7 33— ME, BKRBROEH I NI-RMUET THIME L ZRMEINRENTND
3 BB ORGP OEML TOFE ER NN RIZ 0 TIER < BIBEEORHEM D20,
FHEBB A EESED X O REELATLBETIRETLINTWD, o, BEIRFICHS5
EOKTIRAT2HLERH Y | IRAZITD < L B303BUT 2T KL DR E K UM A
D% FEIUS BT 5 72 EDRIKIN B 5, SERMIT, HERE IR ZRD Db 0D, 13T
0 R OERIRIMAR 2842 (GRS EFIRIMARIE , FiiZéfeie, R OB IRIMASIE 2 &) &5l &k
THTIEBDHDH, TATANY bR EANT T AIJEDRERH Y | MiE LT L
BE2EHBNCE=F ) 7T O0ERD L, 7 VT F NiE, Beg & IER X OHER
FHIHEZIRZRD 2 OO, FAMEITHRS T | il R LU 3 Wil 3 e
TRz Ak D2 BN H D,

I, EPFRIE ORI XV B HRIED T ITfERIELZ IR T TE 2 LI R o7, HiRE
DIET L7ZBFECBNTHRIT T LIEEAT. S OITIRFERNMEVEE TITE oIz
EPMMETT 5, Lo T, BEAFO WG O RIE R & iR D Rk 2 3kl 2 . 18R AG
T B EHID R K OB IHI R 2 /T 58 - B HBRIEIRRERLE L STV D,

2. BREXIIREROEE

T ) AT, BEMIEO b Z T NF-xB 1EMLS 214K (receptor activator for nuclear
factor-kB: RANK) VU %> K (RANK ligand: RANKL) ZiEj &35t MMllgG2 €/ 7 u—F
NMFUETHY . 7 2P = 42 L Y XenoMouse™ #effi &/ L TERL & #u7-, RANKL (ZfE
FEEME D VNIFAEM & UTHE L. BRI A & 2 i E H & O O RiTBRH AR 0 2 i 1 2 58 B
T HZRETH D RANK 247 U CTHEE IR DAL, #Re  OVEAF A FRE T2 WAHDO T A HE
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HDHAAT AT a7 (osteoprotegerin: OPG) DLz /& (OPG-Fe) #fHH L7z,
BEIIKT DT ) AT OEBERGT D120, =0 AWz A=k z Eh L7,
FWERBN =7 AP NCT ) A= T2 BRI T RE L, JRT 7 L7 F =Mk LIZRP N-
7 1 ~X7F K (urine N-telopeptide corrected for urine creatinine: uNTX/Cr) % ~—n7—& L TH
WD R ARG Lo & 2 A R OFBICERIN A MEl Sz, 7/ AT % H 1
[E], 12 % AMRAER TG LR EES T =7 A /U8 TiE, KREEE BB O &
& RERAL CHEM L 7z = st S BRIC 31 2 B iR EE O MICHEBANERZR O bz, RIS
M= ANV ERNT, 7/ A7 %A 1L 16 » HRIKER T E L7256 OME &
@ﬁgﬂa BEE, BRR, S OICERBEEGICHT 2R 2T LIZE A, T/ A

LD INBNRTA=ZOBENRD b, F o BINERH A =27 4 P i AT,
TV/%D$~%%6wHWﬁ%W&5Lt% T A TR T REICOD BTG E O

B CBIRE, KOG T DT HRBIZIOWTH LI 2 A, BEAT AT 5
F=bFN6T ) ART NN FEZTH, 26D T A= WL NRAEEMR RN L
DR ST,

EBIT, T AT MESTH huRANKL (B k&~ T Z2DF AT RANKL) %/ v 27 A v
LTEBEFSRE~ U AZKBEASEEET 2 L 7eET V2 AT, BisE & OE e
DVET Y T T DT ) AT O EZBE LTz, TOMER, 7/ A THREIZL VK
BERFEOEEIMNDFED BT BT O & OVEHrEBAL OB i EE 6 L CREE AL KT ST,
BTN OANLENEEL T b RN LRI NI,

Bl R ZE IR ER

RANK/RANKL &%, S Rfflapiae, maEH4, mMERE~DOEE RIS TND Z
LD Uk R O ) & AT AR TR O TV AR A & S IZFHMl 21T o 72, £ 72,
RIRFAET. FLAROFE, Bl aiH . I N E R ICXT 5 RANKL HEORZZIZ OV
THRFEITo 7,

RANK XO'RANKL / v 77 7 b~ D ZZTHRIEY U/RHiRRIET 5 2 &, WONTHRE R
WW’TMWK&@RMKLﬁ%ﬁLTwé’&ﬁﬁ%éhfﬁé:&ﬁ@\RMKLM%

L0 GIERIH SN D FREMEDN R SN, T A~ T OV VKR T #5385 O fE R
MG SERINIEH 2R EREM 2% LT, RANKL P& O BB L2 A REME I RIE STz,

In vitro & N —#BD in vivo & T /WIZ BT 5 RANKL [HED M #HE~DHEIZ DWW TIET—E
LIRS SN TW WS, BRI E W CRMAEFEICELN N2 LRI
Tn5,

RANK/RANKL/OPG % & M HE (IE ALK T 7 v — AMEEIREELIE) & OB %
m@?éﬁ%#%b\RM«Lm%@mﬁﬁﬁmiﬁﬁmﬁLfﬁﬁéﬁofwéﬁﬁﬁﬁ
R ENTZD, T ) AT O NV RERGRBOMEIE) G, RANKL HFIXME 25 LT
BERIESIRNZ ENRBEND,

RANK/RANKL / > 27 7 7 b~ AT, AMMOKAAEFIZ L DBAARDBBO bz D
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WERDHY, T AT OMERIZHTZ > UTHEY 2 EERENLELEZ OGNS, £,
H4FZ v T OPG-Fe X° RANK-Fc %# % 45- L C RANKL % BlE L7 B OFE R D BN A
HWICRET 2REICT 2 A~ T 2T 2B, REROILK, BlEORIE, 708k
DIRT, ARG DAL LD AR STV 5D,

RANK/RANKL & [T ARIEFAENCBMR LT D Z EAVURE TV 5 A3, RANKL # M # 5
LEGAICORROONLBRTHD, £/o, T/ 70 —FAHETHLT / A~<7 0, M
TR BE Y 2 i L CHRRRA~h IR 2 RIE T 2 SIX TR SRS . EBRICT ) A~ 7 S Pk
RIIFEAEBITLRNZ R I =7 A L EHWVERB THERINLTWDL I LD, T/
A= ZIIRIRFRENC R U CTREL RITT 2 L idRn el s b,

e MR

T AT ORENIEIFEEE LT, 7L A M =R EREFMDIAALTZ = AV 52
W IMAT IR R OVERAEB T — 2 2 JE L COMER RIS T 2 B A M L=, 7
J A<T % 03~30mg/kg CTHRIEZ F&EEG L-E 2 A, Dk, FME, DIROTEENEN,
B D WS LT, BEITER LRI A bR oTe, o, rm 12 4 AR
HHERGFMERR (5 A~7 D 1~50mg/kg = H 1 [BE F#E) T, L QT (QTc) 5\
IIMDIRE T A= FIZOWTHRFT L2 L 2 A, EENREEIIZEO NIRRT,

322 EYHHREKAER

Y UAKRDT v MZBWT, 7/ A~ 7 OFRNE 5RO S EhHEIT5 0.1~10 mg/kg D
MEHEACTHRE Th T, 72, 7 U7 70 RHMEL, EFREBICBT 2 0MARE (V) 2
HIMESNTIFE AL EDA LN EXRENTe, HERZTHRE (1 mgke) %, mEHE L
HICE G4 72 FERCIIE T /) A~ 7RI EIRE (Cpp) (EIFE L, AWEHRHRIT
VT AT86%, 7 v FT56% CTdHo7=, uRANKL ZRE L7/ v 7 A o~ AR OHALF
Fc %7K (neonatal Fc receptor: FcRn) R L7/ v 7T T A~ ATIZ VT T A XEN
ZHAI 6 KOS FER L, 7/ A~ 7 OFEWEREIZI 1T S5 RANKL & O FeRn O B E DR
e X,

=7 A PFMZBNT, T A7 OfFRN I G- RO EY B HEIT 0.0016~1 mg/kg D H &
FiPHCIEMIE CH 72, 1~3 mgkg DRI TIRIZERE TChoTe, T /AT EI=I AW
VTR T 51 O SRYENHRE £ 0.0016~1 mg/kg O FHBFIPH CIERRIE & 72> 7228, 1~3 mg/kg
D TIHIZERE CTh -T2, =27 A PN PLF ) A~ T % 0.1~1.0 mg/kg O & THi[A]
BT #E%, 85 LSRR OK 76%~95% K O 1%~3%M E AV Z TR H K OFEH 7> 5 [B]YT
Sz, 5 LEREREDREINERIT, 83%~106% T > 7, IRFEFHRED KD (75%~
97%) IXMBAREMETIE R0 o7, LIedo T, 5 SNTHFRORKE»L, Ha vEd
HWTF UHATTF R & LTEIEZ T L CHittEnz B2 bh b,
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323 HMHAER

F AT OmMERRE LT, h=r A PPV KERGEERR, KO AE
PERBR 2 KFEN A R T4 CHEIL L CEME L7z, HEEETOT ) 2~ 7 OmtEi o -0
DML U 7= M3, =27 A Pz AT Z et E3RERER I 1) 5 Bk & REAh
THILE TR LI, RERGHEERRLE LT, =0 A4V 2 A0z 2 B £ Uk
L7, 1 AMRERGEERER (0.1~10 mg/kg i 1 B TH5-& 20 NE 10 mg/kg 8 1 [B]1F
RN I2BW T, BG5S 5T 3 » H ORIEIMF, BEPRICEERFRILIAS
Niphoiz, 12 » ARERGFEMERER (1~50mg/kg A 1 [BIE THE) T, KE, S5,
IREL, L. &2 WIXERRIRER RN T A —Z | ZRGIZBEE U728 5 0 2 B3R b
7pinodz, B PIC S A EREOVVEE 1 FINET L, BIOHE 1 B2 —IREDE LE
BIZ X 0 BB 2R B D ZEIE S BT, 2D OEBIOFERILT / A~ 7ICF L
AR NP [ TRy

T ) A~ T OMEEZGRE, IR B VRS AR AR M QN A% D38 W NS RHER DORERE~ DR
BrH=IAPNVERANCHHE LTz, T/ A~ 7 13RO ZEFE~DIERICH 5 Bt %
IRERMoTED, B OaME TOMIM, &5 Lok, EEDOHEM, HARDSE
C O, BORERE, KD BORRA R EORERTPRD biviz, LLEOR
REV, T AT ITHAERK O AR O RORM Y o EHORAEITEEL 5 2 5 whetk
N DT WA SCEIIE THER SUTERE L TW B ATREME D B 5 i NICIT G- L2V 2 & )
ELTCHURERRELZITY 2 & ET 5,

T ) AT BB TR AR ETHDL LD, ICHS6 A KT A ZHEV, #Ei6iE
PERBRIZFEM L T e, £72, T/ AT BT o lE CREVEE 2 A S w2 D ICH
S6 HA KT A NZHE, TERM DT - ifEZ 7228 AJFPERBR T 5E0E L Tu7ewy, 7235,
BHEFTIZEONTWDE T —ZIZEDSE T ) A TITRBADY A7 TN i s b,

EIRE LT, T/ AT IEREARORK 150 (FOB@BERIZENTH, I=7A4 Pk
WTRAFRBEMZ R LT,
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AR T HHWNIT TR EHEIRZ TG Lz, &EHED 3.0 mgkg £ TRAFRARMENTE
DT, T/ AT, 0.03~3.0 mgkg O EFFHIZ D7 > TIHEBIEIEOEYBEREE /R L
7=M, 1.0 mg/kg & 3.0 mg/kg O TIEMEE EIXISIE A ELFIFIEM L, MLz 3 T
DOHEIZB VT, uNTX/Cr L OMILTE CTXI N7 7R i L THREIIKT L, 22 A (&%
KAEOCLA) o8 » Al (REHAEDSLE) Fit L,

50 A EOREEE BYERERE (51 4) ZxIZRE L7256 1HEER 20030148 TlL, 7/ A~ 7
?0.1~3.0 mg/kg & Hi[AI 2 TG L7z, ficm AR D 3.0 mg/kg £ TRAUF2RZAFMENRD bz,
7 ) A= 7L, 0.1~3.0 mgkg OFARFFICHTZ > T, EIBEOEYEEE A R L1273,
1.0 mg/kg & 3.0 mg/kg DR Tid, BREEEITITIT A ELBIRICHIMN LT, 50~64 %D BEL 65
LA EOBYEE ORIT, 7/ A~ 7 OFEYBREIZH G0 R ZEITFRO bk ole, TXTO
& (0.1 ~3.0mg/kg) T, 7Z7EARELEELTUNTX/Cr DA ERIKTARD HiL, £DIK
TX3.5~6 » AMFHE L 72,

EHEEDRREN e D8R (55 4) ZXRIT, 7/ A~ 7 @ 60 mg % Hilalf2 N & 5K
BN RE & T 2 3Bk 20040245 2 K hi L 72, £ OER, BEEEE LT ) A~ 7 0EYE)
R O N2 T 0 7 7 A WA RIFS RN EDVR S, BHEREREE 2 1 9 B ot L
TT ) AT OREREIIARETH D Z LRI NT,

EAT AT 33— ML HIEHEE (1FELE) BhHINEEEOMREEE Q04) %
KBRIT, 7 ) A~ THEE (15 LON60 mg HiE R F#5) ~TI0Ex, M1y v Lzgis
LRET 1T 7 A N~ BE R DR 20050241 & Efi L7=, ZOFER, T/ A~ T D
TG~ AT & EOABMEIIRGFTH Y . IMIE I L0 MEIZERRINSER O & 5 21b,
TR BT,

s

i

-0}

3.3.4 I HEER

STURH A ek E R3R20050172 Tlk, HAR AN OPARRG B HRIERE 2124) ZXRICT /7 A
~7OEEME (14, 60, XV100mg) %6 HIZ1E (Q6M) TIFEMKER THE5 L7,

T AT H120 ARG LIc R OEREE B, 77 B ARICH~14, 60, K T100 mgTH
ERAFANTEM L . KBRS AR, KBRS SE., M OBEEMIHE/ABTH, X TOHTT 7
TR LB LAEICHEMLE (WP bp<0.05, 7272 L100 mgDBEE @M IE1/3%FR< ), B
Rt~ — A — (MECTXI L CUNTX/Cr) (2T 57 / A~ 7 OhRIE, a5z
THife L7273, 14 mg QoM Tl % LG-IkE z L TR~ — 0 — oMl 2 o ca
Mole, T/ AT D60mge 100 mg TIE, B~ — B — O N5 L OVE 5 E O HEN
FICREBDNIRD Do Tc, BNENERIL, IERBOERNEIELZ R L, KF R CHEE
Tholz, BEFEREIZ60 mg~100 mgDHiFH TIXHELFIZEEM L TV 223, 14 mglt 5RET
TS OWHEN R, Z< OWBRFIIHEGEHBOK TRA CTERBEARB CH o7z, &
B, FHEEOHMARITHY . AEFROBBUN ®IKAFZ2BEARITRD o
77

SMEN DARE % B D PARR % 2otk (40640 ) 2 5b 5 & U 7o AME BB IARER20010223 (B35 & B

12
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T A< 76, 14, 30mg3» HiZ1H [Q3M] XiX14, 60, 100, 210 mg QoM T T 45) T
HQOMD G- MR TIX, 60 mgk ¥ mWHETIE, BHEESCERM~— I —ZHiE L L=
ROHERITRD 53, 60 mg Q6M &30 mg Q3M & Tik, (FIFFFLE DO FEE DI~ E
iz,
PLENS ., BARNOBREEHIREICS LT/ A~ 760 mg QQM#&Z G- Tld, & E-[HlFE% @
BFR#~—T—ZMHI L, TXTOFMOBRELEMSED 2 R’ nhote, £,
ﬁéﬁ%%ﬁ% E7a 77 A0, BEOFEMHELEE L T, WRHEEME - A& LT
60 mg QQMN B Th 5 & B X 7,

3.3.5 Il fA:ER

AR B STt BRAMG162-A-J30 113 A AR N O JFEF M HARE DS (12624) X512,
T ) AT 60 mgxZQOM T4 A &5 L ic “H BRI O RGE TH M & OV et A RN 5
T RABHERBR THY . IEERTT L Fer— 23 EBEEE LTRELZ, %
foo TIART LT TRRERGE SN T HERFIL, —EERUK TRIEERTIZEN
T, 7/ A 760mgxzQ6MTI24 Akl 5362 L, 7/ A~T7HE3361 H (7
TERNOOBAITHIZ, 7/ A~ 7 2 &K125 AixhE) £TOMOEIT- T,

HMEL, FASERWCREIE L, 11944 (57 A~ TE4124, 77 B AREE4804, T LV
Rwp— NEE24240) CHEME L7z, EEFMEE CH DHEEE YT CorsidE g $7 X IBEFHEMR
BHTOHEE) 1T 2 MEI SR, HEREYN DR L, T AT EUERE TR L
7o & & ORI O BRERAE (95% CI) 1, Kaplan-Meierf EE TT / A~ 7 HE3.6%
(22,5.8), 77 EAREE103% (7.8,13.5) THY . 7/ AT DT 7RI D EBMED
BFE S 7z (ONY— RE0.343 [95% CI: 0.194, 0.606] . grouped survival datadd @ 27/° 5 > 7 ki
p=0.0001), 7/ A< 7D T RITHT HUERMOAAR Y 2 7 HD#IT66% Th - 1=, £,
T RARECH LT, T A T HECHHMEARE T (p<0.0001) | EERGEIR Z 1 5 HERE
Ir (BRRHEARE T, p=0.0004) | Zﬂmﬁ%uhwﬁmﬂ%(wmmm)’ﬂ?éﬁ%@%
PrEAEMFIR AR Dtz BHERIEIZ X 5 E e IEHERE T2 B3 2 @380 bl
(p=0.0577) . BEMBREL LTRELET LY Frx—h 35mgQWRRH#E) 1%, #&
H2EMTHEIIHIREZETHZERROONTN, BELE, 7/ A~T % LRS00 TR
ot

—J, "HEMR T TOUEMOLEMEICHONT, 11984 (5 A~ TR4AT4, 7T B REE
48140, T L Fux— MNE2424,) TORFEFEROEBIRIT, 7/ A~ TH94.3% (448/475
%) . T T BREE92.5% (445/4814) KROT L v Rux— NE94.6% (229/2424) THY |
TRBRIE L ORFEMED B D L HIE SNTZAEFRIT. 7/ A~ T7H204% (97/4754) . 77
REE16.8% (81/48140) KONT Lo Rux— MHE22.7% (55/24244) ThoT-, EELA TR
Gx. T A~ TREL3.T% (65/4754) . 7T BAREE14.1% (64/4814) K OT L Ko x—
NEE12.4% (30/2424), 1RBRIEE ORIEMENH D EHIESINT-EELRAEFRIL, 7/ A~
THE0.8% (4/4754) . 7T BREELTY% (8/4814) KONT L Kux— RE3.7% (9/24244)

13
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Thole, WREOREPILICESTEHFFEGIL, 7/ AV TH4.8% (30/4754) . 77k
REE6.4% (31/48144) KOT Vv Rux— hiE7.4% (18/24244), 1RBRIE & OBIEMENH 5 &
HE ST RBREORER I BT HEFERIL. 7/ AV TH0.8% (4/4754) | 77X
BEL7% (8/48144) KONT Lo R x— MEE3. 7% (92424) T o172, RO FIEICE 724
ERGQT, T AT HSAL, T ERBEEOT L R x— METH24 TH Y, BRIk L
OBFHEMENR D D L HESNRBO P ILICE S T2GEERIT, 77 BREEO14 TH -7z, FEIC
BolFAERRIT, 7/ ATHEOT T REETESLTHY , IRERIE L BIEIER D D L
EINTZOIX, Wt bI24 ThoTe, UEXY, T/ AT, 78R, KOT L
Rrx— MEOEEHM T, ZEMEICKREREVITRD LR 2T,

ffe L CHEM L7120 HOHFEMPOBAERER BEERAEFEFR EICETAEFR,
FOZFOMOEE 2 GEEGZORBLEIT, 245 A0 _HERINTHLA T, FRSHEMNT 2 M
FRD LN oTc, REIFEETOT ) AT OREGIZE T, T/ AT ORE,ET a7
TANEERS DR R (A EEZEBEOY L0 iz &) 1T b h o7,
BT ) A TR G RED 12 5 A OIEFE M OHEMRE il N IEHER B O 5 A 31
245 HO _EEBRMOFBAR L FRIELS, 778 N5 OBITRETIE, 245 H D14 B XU
EHORERID HIERWETH -T2,

SEGE L LTI 2 AME S I RER20030216  (FE A O BARE L B HLIERIE B H 786844 &
HRIT, TR LU T, MG (FEFEEE) | MR T, R OURERE T
REEVE T DOIER O BIERAERICB T T ) A~ 7 ORREE WS 5 72 O3B S -1
FREPRERRER) Tix. 777 B RITxT 23R OFRRT U R 7 3 3R 2 FHHEAR B T T68%
(p <0.0001) . FEMEAREHTT20% (p=0.0106) . K OKBEE AL E T T40% (p=0.0362)
EFEE, £z, ZEMICEAL, Hx OFFEROEBRICEGHM TEWVITE S b
Mol

PbEXY, 77 A=7%, BHRERS ﬂbfﬁﬁf&%@bf%mﬂ%m%%%%ﬁ
THI LRSI, ZOMBIZNRIT, BEE, BT, Fin, KOMRIOESEE T
Lt—HL RSN, £, 7/ A< 6i77ﬁn‘kl’]ﬁ%@§’£ﬁ71:7774’/1/%/?& <
DEFVEFIRGFTHY . ARANOFHBREREOIRIFRICAD T D Z BRI,

%

14
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34 F&OH

ULEDOFERNS 77 A TIIBHBRIERF BT 2N REATHL LEX, LLTDR)
AE - IR (), M- A& () T CTREBGEARBFFELZIT) 2 & & Lk, AT, AU
ﬁmﬁ TTHLT ) A~T (BB THEEX) T ~—7 K TE 120mg OiRGEA T, A ElD
HEE & I3 R 2NE G- W&, "WATOFR S &, A 7 VRG] THEREIh TR,
ERGERLS IEOBLEN ORI T 7 RETHZ LR MWL, 177 Y 7R FiE 60 mg >
Vovpe Lz (MIRAOHFERANIZ N SV T 4V R Y U OHICT ) A7 L LT 60mg
EEATD),

H

i H
WRE4 - 77U T O TEOmg VY Y
—f& T A~ T (BT )

BRLRRIE

M- AE (B)

WE, RAZIET 2 A~7 (BEHE#EZ) L T60mg % 6 5 HIZ 1R, K T#&S
SRS

15




1.6 HEIZHFTHEAKREFICEET HEH
FIAITD

1. SETOFARVUERKREIZDOLNT (2012410 A)

T A UL BN T 2010 £F 5 7 (2 PARR R B HLERIE K& ORI B8 1T 1T 2 A VE 40
IR AL O B B8 2 J8)50E & LT Prolia DERFE4 TR ENTWS, KETIZ 2010 £ 6
AN PARRE B HLERIE 2 8 )JiE & L C Prolia D R5E4 THGE S 41, 2011 4 9 A IZFLIE K OISz
IR F5 1T 2 AR /LE CNHIRE IS O B B, 2012 4F 9 AT BB HERE 2 BIGE & LT
KBINTWD, 7/ A< 7120124 10 A £ TIZBINGES, KE, A—A FZ7 V7, KW
AA A7 E 60 ZiE x5 E ST THARZ BUS LT\ 5 (K 1-1), Prolia DRI M UCKE D
BN %2 12127 T, £72, Prolia ORI E G O RS K OCKE O BRAcE (F30) &
N OFNFRAENES I QN ARRLE B 52 A GE H 35 O IE 12 F% D Prolia @ Core Data Sheet % #Rf
T 5,

¥, T/ AR TR, RKHFEUAOEISE L LT, KET 2010 4 11 HIcBEBEZET D
[ g B OB B S5 O T [5 & i E & L C Xgeva DIRGEL T, BKINT 2011 4 7 HI2F
A AT 2R AEEEEE OB ES GREIT. B ~OBUHEE, FHEn, XX
BT DARHIALIE) O TR A BEIGE & LT Xgeva DRTEA THEFE STV D, Xgeva I3
2012 9 10 A £ TIZEINES, KE, A=A R T V7T KOARA Re &L 40 28 2 5 [E X I3H
AR Z TS LT\ 5, Xgeva OKE KR OBINOEGBANEZ K 12 12RT,

R1-1 EQEAZEIGEX (THE

R5E4 Hulak X 55 =] S 13 bk
TANT Y ROAZIVT | ZAN=T A—ARN)IT AT FT R,
XUy, VDT, /aT7FT, AAA, ATxz—TFT 2, AL, An
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ANNEXI

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 1gG2 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 at increased risk of fractures. 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 with renal impairment
No dose adjustment is required in patients with renal impairment (see sections 4.4 and 5.2).

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

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 must be corrected by adequate intake of calcium and vitamin D before initiating
therapy. Patients with severe renal impairment (creatinine clearance < 30 ml/min) or receiving
dialysis are at greater risk of developing hypocalcaemia. Clinical monitoring of calcium levels is
recommended for patients predisposed to hypocalcaemia.

In the post-marketing setting, severe symptomatic hypocalcaemia has been reported (see section 4.8).

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) has been reported in patients treated with denosumab or
bisphosphonates, another class of anti-resorptive agents. Most cases have been in cancer patients;
however some have occurred in patients with osteoporosis.

ONJ has been reported rarely in clinical studies in patients receiving denosumab at a dose of 60 mg
every 6 months for osteoporosis.

There have been reports of ONJ in clinical studies in patients with advanced cancer treated with
denosumab at the studied dose of 120 mg administered monthly. Known risk factors for ONJ include
a diagnosis of cancer with bone lesions, concomitant therapies (e.g., chemotherapy, antiangiogenic
biologics, corticosteroids, radiotherapy to head and neck), poor oral hygiene, dental extractions, and
co-morbid disorders (e.g., pre-existing dental disease, anaemia, coagulopathy, infection) and previous
treatment with bisphosphonates.

A dental examination with appropriate preventive dentistry should be considered prior to treatment
with Proliain patients with concomitant risk factors. While on treatment, these patients should avoid
invasive dental proceduresif possible.

Good oral hygiene practices should be maintained during treatment with Prolia. For patients who
develop ONJ while on Prolia therapy, dental surgery may exacerbate the condition. If ONJ occurs
during treatment with Prolia, use clinical judgment and guide the management plan of each patient
based on individual benefit/risk evaluation.



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

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).

Warnings for Excipients
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 interaction

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 drugs 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 nursing 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).
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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 postmenopausal women with osteoporosis and in

breast or prostate cancer patients receiving hormone ablation in four Phase Il placebo-controlled
clinical trials.

Uncommon cases of cellulitis and rare cases of hypocalcaemia, hypersensitivity and osteonecrosis of
the jaw (see sections 4.4 and section 4.8 - description of selected adverse reactions) have been
observed with Prolia.

Tabulated list of adverse reactions

The data in Table 1 below describe adverse reactions reported from Phase Il and 11 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), uncommon (> 1/1,000 to < 1/100),

rare (> 1/10,000 to < 1/1,000) and very rare (< 1/10,000) based on 1-year event rates. Within each
frequency grouping and system organ class, undesirable effects are presented in order of decreasing
seriousness.

Table 1 Adverse reactions reported in women with postmenopausal 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"

Metabolism and nutrition Rare Hypocalcaemia®

disorders

Nervous system disorders Common Sciatica

Eye disorders Common Cataracts’

Gastrointestinal disorders Common Constipation

Skin and subcutaneous tissue Common Rash

disorders Uncommon Eczema

Musculoskeletal and connective | Rare Osteonecrosis of the jaw*

tissue disorders Common Pain in extremity

! See section Description of selected adverse reactions

In a pooled analysis of data from all phase Il and phase 11 placebo controlled studies, Influenza-like
illness was reported with an event rate of 0.006 per subject year for denosumab and 0.003 per subject
year for placebo. Although this imbalance was identified via the pooled analysis, it was not identified
via the stratified analysis which was used to calculate the adverse reactions reported in table 1. There
were no individual studies in which this imbalance was observed.




Description of selected adverse reactions

Hypocalcaemia

In two phase Il 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/l) following Prolia administration. Declines of serum calcium levels (less than

1.88 mmol/l) were not reported in the two phase Il placebo-controlled clinical trials in patients
receiving hormone ablation.

In the post-marketing setting, rare cases of severe symptomatic hypocalcaemia have been reported in
patients at increased risk of hypocalcaemia receiving Prolia.

Skin infections

In phase 1l 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]) 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
In the osteoporosis clinical trial program (8710 patients treated > 1 year), ONJ was reported rarely
with Prolia (see section 4.4).

Cataracts

In a single phase Il 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 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 with
osteoporosis and in women undergoing aromatase inhibitor therapy for nonmetastatic breast cancer.

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

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).

49 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: M0O5BX04

Mechanism of action

Denosumab is a human monoclonal antibody (1gG2) 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 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 1U) 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% Cl)
0-1 year 2.2 0.9 1.4(0.8,1.9) 61 (42, 74)**
0-2 years 5.0 1.4 3.5(2.7,4.3) 71 (61,79)**
0-3 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
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 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 = 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, 80)***
Non-vertebral fracture” 8.0 6.5 15(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 patients (2343 Prolia & 2207 placebo) who missed no more than one dose of
investigational product in the pivotal study described above and completed all study visits agreed to
enroll in a 7-year, multinational, multicenter, open label, single-arm extension study to evaluate the
long-term safety and efficacy of Prolia. At month 24 of the extension study, after 5 years of
denosumab treatment, the long-term group increased BMD by 13.8% at the lumbar spine, 7.0% at the
total hip, 6.2% at the femoral neck and 9.7% at the trochanter from the original pivotal study
baseline. Fracture incidence was evaluated as a safety endpoint: continued Prolia treatment
maintained a low incidence of new vertebral and non-vertebral fractures in years 4 and 5 (annualised
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rate of new vertebral fracture was 1.4% in both years 4 and 5, while 1.4% and 1.1% of patients had a
nonvertebral fracture in years 4 and 5 respectively). Three cases of osteonecrosis of the jaw (ONJ)
occurred during the first 25 months in the study, two cases in the de novo treatment group and one
case in the long term treatment group, all cases resolved.

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. Bone biopsy results from both studies 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 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 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

-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 menopausal and other
perimenopausal disorders, and in the treatment of bone loss associated with sex hormone ablative
therapy. 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 (Ca) 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 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 Cax, 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
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; 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 Cpax.
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.

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.
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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 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
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 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 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.

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.
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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.
Do not shake excessively.

6.5 Nature and contents of container

One ml solution in a single use pre-filled syringe made from type | 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 Prolia solution should be inspected. Do not inject the solution 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.

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

26 May 2010

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 ml of solution (60 mg/ml).

Denosumab is a human monoclonal 1gG2 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 and may contain trace amounts of translucent to white
proteinaceous particles.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Treatment of osteoporosis in postmenopausal women at increased risk of fractures. 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 with renal impairment
No dose adjustment is required in patients with renal impairment (see sections 4.4 and 5.2).

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 > 65)
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
Administration should be performed by an individual who has been adequately trained in injection
techniques. For subcutaneous use.

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 must be corrected by adequate intake of calcium and vitamin D before initiating
therapy. Patients with severe renal impairment (creatinine clearance < 30 ml/min) or receiving
dialysis are at greater risk of developing hypocalcaemia. Clinical monitoring of calcium levels is
recommended for patients predisposed to hypocalcaemia.

In the post-marketing setting, severe symptomatic hypocalcaemia has been reported (see section 4.8).

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) has been reported in patients treated with denosumab or
bisphosphonates, another class of anti-resorptive agents. Most cases have been in cancer patients;
however some have occurred in patients with osteoporosis.

ONJ has been reported rarely in clinical studies in patients receiving denosumab at a dose of 60 mg
every 6 months for osteoporosis.

There have been reports of ONJ in clinical studies in patients with advanced cancer treated with
denosumab at the studied dose of 120 mg administered monthly. Known risk factors for ONJ include
a diagnosis of cancer with bone lesions, concomitant therapies (e.g., chemotherapy, antiangiogenic
biologics, corticosteroids, radiotherapy to head and neck), poor oral hygiene, dental extractions, and
co-morbid disorders (e.g., pre-existing dental disease, anaemia, coagulopathy, infection) and previous
treatment with bisphosphonates.

A dental examination with appropriate preventive dentistry should be considered prior to treatment
with Proliain patients with concomitant risk factors. While on treatment, these patients should avoid
invasive dental proceduresif possible.

Good oral hygiene practices should be maintained during treatment with Prolia. For patients who
develop ONJ while on Prolia therapy, dental surgery may exacerbate the condition. If ONJ occurs
during treatment with Prolia, use clinical judgment and guide the management plan of each patient
based on individual benefit/risk evaluation.
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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).

Warnings for Excipients
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 interaction

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 drugs 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 nursing 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).
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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 postmenopausal women with osteoporosis and in

breast or prostate cancer patients receiving hormone ablation in four Phase Il placebo-controlled
clinical trials.

Uncommon cases of cellulitis and rare cases of hypocalcaemia, hypersensitivity and osteonecrosis of
the jaw (see sections 4.4 and section 4.8 - description of selected adverse reactions) have been
observed with Prolia.

Tabulated list of adverse reactions

The data in Table 1 below describe adverse reactions reported from Phase Il and 11 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), uncommon (> 1/1,000 to < 1/100),

rare (> 1/10,000 to < 1/1,000) and very rare (< 1/10,000) based on 1-year event rates. Within each
frequency grouping and system organ class, undesirable effects are presented in order of decreasing
seriousness.

Table 1 Adverse reactions reported in women with postmenopausal 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"

Metabolism and nutrition Rare Hypocalcaemia®

disorders

Nervous system disorders Common Sciatica

Eye disorders Common Cataracts’

Gastrointestinal disorders Common Constipation

Skin and subcutaneous tissue Common Rash

disorders Uncommon Eczema

Musculoskeletal and connective | Rare Osteonecrosis of the jaw*

tissue disorders Common Pain in extremity

! See section Description of selected adverse reactions

In a pooled analysis of data from all phase Il and phase 111 placebo controlled studies, Influenza-like
illness was reported with an event rate of 0.006 per subject year for denosumab and 0.003 per subject
year for placebo. Although this imbalance was identified via the pooled analysis, it was not identified
via the stratified analysis which was used to calculate the adverse reactions reported in table 1. There
were no individual studies in which this imbalance was observed.
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Description of selected adverse reactions

Hypocalcaemia

In two phase Il 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/l) following Prolia administration. Declines of serum calcium levels (less than

1.88 mmol/l) were not reported in the two phase Il placebo-controlled clinical trials in patients
receiving hormone ablation.

In the post-marketing setting, rare cases of severe symptomatic hypocalcaemia have been reported in
patients at increased risk of hypocalcaemia receiving Prolia.

Skin infections

In phase 1l 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]) 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
In the osteoporosis clinical trial program (8710 patients treated > 1 year), ONJ was reported rarely
with Prolia (see section 4.4).

Cataracts

In a single phase Il 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 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 with
osteoporosis and in women undergoing aromatase inhibitor therapy for nonmetastatic breast cancer.

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

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).

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.
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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: M0O5BX04

Mechanism of action

Denosumab is a human monoclonal antibody (1gG2) 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 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 1U) 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% Cl)
0-1 year 2.2 0.9 1.4(0.8,1.9) 61 (42, 74)**
0-2 years 5.0 1.4 3.5(2.7,4.3) 71 (61,79)**
0-3 years 7.2 2.3 4.8 (3.9,5.8) 68 (59, 74)*

*p < 0.0001, **p < 0.0001 — exploratory analysis
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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 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 = 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, 80)***
Non-vertebral fracture” 8.0 6.5 15(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 patients (2343 Prolia & 2207 placebo) who missed no more than one dose of
investigational product in the pivotal study described above and completed all study visits agreed to
enroll in a 7-year, multinational, multicenter, open label, single-arm extension study to evaluate the
long-term safety and efficacy of Prolia. At month 24 of the extension study, after 5 years of
denosumab treatment, the long-term group increased BMD by 13.8% at the lumbar spine, 7.0% at the
total hip, 6.2% at the femoral neck and 9.7% at the trochanter from the original pivotal study
baseline. Fracture incidence was evaluated as a safety endpoint: continued Prolia treatment
maintained a low incidence of new vertebral and non-vertebral fractures in years 4 and 5 (annualised
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rate of new vertebral fracture was 1.4% in both years 4 and 5, while 1.4% and 1.1% of patients had a
nonvertebral fracture in years 4 and 5 respectively). Three cases of osteonecrosis of the jaw (ONJ)
occurred during the first 25 months in the study, two cases in the de novo treatment group and one
case in the long term treatment group, all cases resolved.

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. Bone biopsy results from both studies 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 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 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

-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 menopausal and other
perimenopausal disorders, and in the treatment of bone loss associated with sex hormone ablative
therapy. 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 (Cpax) of 6 pg/ml
(range 1-17 pg/ml) occurred in 10 days (range 2-28 days).
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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 Crax, 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
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; 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 Cpna.
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.

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.
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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 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
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 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 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.

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.
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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.
Do not shake excessively.

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 (aluminium) with flip-off cap.

Pack size of one.

6.6  Special precautions for disposal and other handling

Before administration, the Prolia 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

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/10/618/004

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

26 May 2010

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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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

Prolia® (denosumab)
Injection, for subcutaneous use
Initial U.S. Approval: 2010

RECENT MAJOR CHANGES---------emeemmeemeeee
. Indications and Usage (1.2) 09/2012
. Dosage and Administration (2.2) 09/2012
. Contraindications (4.2, 4.3) 05/2012
. Warnings and Precautions (5.6) 09/2012
INDICATIONS AND USAGE-----------mmemeemeee e

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

. Treatment of postmenopausal women with osteoporosis at high risk for
fracture (1.1)

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

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

. 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------------meme -

. Prolia should be administered by a healthcare professional (2.1)

e Administer 60 mg every 6 months as a subcutaneous injection in the
upper arm, upper thigh, or abdomen (2.1)

. Instruct patients to take calcium 1000 mg daily and at least 400 U
vitamin D daily (2.1)

-—mmmmmmmememe-—---DOSAGE FORMS AND STRENGTHS--------------------
. Single-use prefilled syringe containing 60 mg in a 1 mL solution (3)
. Single-use vial containing 60 mg in a 1 mL solution (3)

CONTRAINDICATIONS
e  Hypocalcemia (4.1, 5.2)

. Pregnancy (4.2, 8.1)

. Known hypersensitivity to Prolia (4.3, 6.2)

. Same Active Ingredient: Patients receiving Prolia should not receive
XGEVA® (5.1)

e  Hypocalcemia: Must be corrected before initiating Prolia. May worsen,
especially in patients with renal impairment. Adequately supplement
patients with calcium and vitamin D (5.2)

. 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 (5.3)

. Dermatologic reactions: Dermatitis, rashes, and eczema have been
reported. Consider discontinuing Prolia if severe symptoms develop
(5.4)

. Osteonecrosis of the jaw: Has been reported with Prolia. Monitor for
symptoms (5.5)

. Atypical femoral fractures: Have been reported. Evaluate patients with
thigh or groin pain to rule out a femoral fracture (5.6)

. Suppression of bone turnover: Significant suppression has been
demonstrated. Monitor for consequences of bone oversuppression (5.7)

ADVERSE REACTIONS-------—--m e

. Postmenopausal osteoporosis: 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)

e Male Osteoporosis: Most common adverse reactions (> 5% and more
common 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)

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

. Nursing mothers: Discontinue drug or nursing taking into 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 (8.7)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.

Revised: 09/2012
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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)].

14 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 (5.2)].

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 rubber (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 [see 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 after the injection is given.

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

Safety Guard i
(green plastic) Window
Plunger —
Needle Cap

(grey rubber)

Finger Grip
(clear plastic)

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.

)y~ Upper Thigh
G ~

Upper Arm

Abdomen

Insert needle and inject all
the liquid subcutaneously.
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 needle 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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. i
. Y THE
Hold clear finger grip. \%,_ -

Gently slide green safety guard over NVZ _)
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 prefilled syringe
1 mL of a 60 mg/mL solution in a single-use vial

4 CONTRAINDICATIONS
4.1 Hypocalcemia

Pre-existing hypocalcemia must be corrected prior to initiating therapy with Prolia [See Warnings and
Precautions (5.2)].

4.2 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)].

4.3 Hypersensitivity

Prolia is contraindicated in patients with a history of systemic hypersensitivity to any component of the
product. Reactions have included facial swelling and urticaria [see Adverse Reactions (6.2)].

Page 6
Reference ID: 3192195



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 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.

Hypocalcemia following Prolia administration is a significant risk in patients with severe renal
impairment [creatinine clearance < 30 mL/min], or receiving dialysis. 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 [see Dosage and Administration (2.1),
Contraindications (4.1), Adverse Reactions (6.1), and Patient Counseling Information (17.2)].

5.3 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 Adverse
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 treatment 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 risk 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.

5.4 Dermatologic Adverse Reactions

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.

5.5 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. ONIJ has been reported in patients receiving
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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 should
be considered 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), 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.

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.

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.

5.6 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 oblique 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 glucocorticoids (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.

5.7 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 turnover 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 outcomes 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:

e Hypocalcemia [see Warnings and Precautions (5.2)]
o Serious Infections [see Warnings and Precautions (5.3)]
e Dermatologic Adverse Reactions [see Warnings and Precautions (5.4)]
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e Osteonecrosis of the Jaw [see Warnings and Precautions (5.5)]
e Atypical Subtrochanteric and Diaphyseal Femoral Fractures [see Warnings and Precautions (5.6)]

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.

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 Placebo-treated Patients

Prolia Placebo
SYSTEM ORGAN CLASS (N =3886) (N =3876)
Preferred Term n (%) n (%)
BLOOD AND LYMPHATIC SYSTEM DISORDERS
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Placebo
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(N =3876)
Preferred Term n (%) n (%)
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 DISORDERS
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 189 (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)
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)
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Placebo
(N =3876)

Preferred Term n (%) n (%)
PSYCHIATRIC DISORDERS

Insomnia 126 (3.2) 122 (3.1)
SKIN AND SUBCUTANEOQOUS 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 50 to 80 mL/min group, 29% of subjects in the creatinine clearance < 30 mL/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.

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 (5.4)].
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Osteonecrosis of the Jaw
ONJ has been reported in the osteoporosis clinical trial program in patients treated with Prolia
[see Warnings and Precautions (5.5)].

Atypical Subtrochanteric and Diaphyseal Fractures

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 (5.6)].

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
malignancies 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.

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
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Pancreatitis was reported in 1 patient (0.8%) in the placebo group and 1 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 Aromatase 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 IU of vitamin D
supplementation per day.

The incidence of serious 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 (Al) 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 women 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.

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:
e Drug-related hypersensitivity reactions: rash, urticaria, facial swelling and erythema
e Hypocalcemia: severe symptomatic hypocalcemia
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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

No drug-drug interaction studies have been conducted with Prolia.

8 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 discontinued and the patient should
consult their physician.

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,
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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 levels).

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 Mothers

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 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.

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 abnormalities, 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
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birth; however, axillary and inguinal lymph nodes remained absent 6 months post-birth [see Use in
Specific Populations (8.1)].

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 (5.2), Adverse Reactions (6.1), and Clinical Pharmacology (12.3)].

8.7 Hepatic Impairment

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

8.8 Males

Prolia may cause fetal harm [see Use in Specific Populations (8.1)].

The extent to which denosumab is present in seminal fluid is unknown. There is a potential for fetal
exposure to denosumab when a man treated with Prolia has unprotected sexual intercourse with a
pregnant partner. The risk of fetal harm is likely to be low. Advise men being treated with Prolia who
have a pregnant partner of this potential risk.

10 OVERDOSAGE

There is no experience with overdosage with Prolia.

11 DESCRIPTION

Prolia (denosumab) is a human IgG2 monoclonal antibody with affinity and specificity for human
RANKL (receptor activator of nuclear factor kappa-B ligand). Denosumab has an approximate molecular

weight of 147 kDa and is produced in genetically engineered mammalian (Chinese hamster ovary) cells.

Prolia is a sterile, preservative-free, clear, colorless to pale yellow solution.
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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
apH of 5.2.

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 a pH of 5.2.

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 RANKL/RANK
interaction inhibits osteoclast formation, function, and survival, thereby decreasing bone resorption and
increasing bone mass and strength in both cortical and trabecular 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
denosumab 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 resorption increased to levels 40% to 60% above pretreatment values but
returned to baseline levels within 12 months.

12.3  PharmacoKkinetics

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 after fasting (at least for 12 hours), the mean
maximum denosumab concentration (C,,.x) was 6.75 mcg/mL (standard deviation [SD] = 1.89 mcg/mL).
The median time to maximum denosumab concentration (T,,.x) was 10 days (range: 3 to 21 days). After
Ciax, 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 denosumab was 316 mcg-day/mL (SD = 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.
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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).

Drug Interactions
No drug-drug interaction studies have been conducted with Prolia.

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 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; 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 subcutaneously administered once
every 6 months, based on body weight (mg/kg).

13.2  Animal Toxicology and/or Pharmacology
Denosumab is an inhibitor of osteoclastic bone resorption via inhibition of RANKL.

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
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pathway, namely OPG-Fc, provided additional information on the pharmacodynamic properties of
denosumab. RANK/RANKL knockout mice exhibited absence of lymph node formation, as well as an
absence of lactation due to inhibition of mammary gland maturation (lobulo-alveolar gland development
during pregnancy). Neonatal RANK/RANKL 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

14.1 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
excluded 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 (radiologically-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

Prolia 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.

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 3.5(2.7,4.3) 71(61,79)
0-3 Years 7.2 2.3 4.8(3.9,5.8) 68 (59, 74)

T

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 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.
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Effect on Hip Fractures

The incidence of hip fracture was 1.2% for placebo-treated 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. Cumulative 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)
(%) (%)
I;;‘:’tﬁgebral 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, thoracic, and lumbar), skull, facial, mandible, metacarpus, and finger and toe
phalanges.

" p-value = 0.01.
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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 Bone Mass in Men with Osteoporosis

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 excluded from this study. The 242 men
enrolled in the study ranged in age from 31 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

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.
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Bone Histology and Histomorphometry

A total of 29 transiliac crest bone biopsy specimens were obtained from men with osteoporosis 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
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, 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 a 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
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.
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Table 4. The Effect of Prolia on the Incidence of
New Vertebral Fractures 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 3.3 1.0 2.2(0.7,3.8) 69 (27, 86)
0-3 Years 3.9 1.5 24(0.7,4.1) 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.

14.4 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 (Al) 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 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 12.
Lumbar spine BMD 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% CI: 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

1 per carton
1 per carton

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

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 to 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.
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Protect Prolia from direct light and heat.

Avoid 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  Hypocalcemia

Adequately supplement patients with calcium and vitamin D and instruct them on the importance of
maintaining serum calcium levels while receiving Prolia [see Warnings and Precautions (5.2) and Use in
Specific Populations (8.6)]. Advise patients to seek prompt medical attention if they develop signs or
symptoms of hypocalcemia.

17.3 Serious Infections

Advise patients to seek prompt medical attention if they develop signs or symptoms of infections,
including cellulitis [see Warnings and Precautions (5.3)].

17.4  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 (5.4)].

17.5  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 (5.5)].

17.6  Atypical Subtrochanteric and Diaphyseal Femoral Fractures

Advise patients to report new or unusual thigh, hip, or groin pain [see Warnings and Precautions (5.6)].

17.7  Hypersensitivity

Advise patients to seek prompt medical attention if signs or symptoms of hypersensitivity reactions occur
[see Contraindications (4.3)].

17.8  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)].
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Males
Advise patients of a potential for fetal exposure to denosumab when a man treated with Prolia has
unprotected sexual intercourse with a pregnant partner [see Use in Specific Populations (8.8)]

17.9  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)].

17.10 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 Manufacturing Limited, a subsidiary of Amgen Inc.
One Amgen Center Drive

Thousand Oaks, California 91320-1799

This product, its production, and/or its use may be covered by one or more U.S. Patents, including U.S.
Patent Nos. 6,740,522; 7,097,834; 7,364,736; and 7,411,050, as well as other patents or patents pending.

© 2010-2012 Amgen Inc. All rights reserved.
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JERDNEAL T A BENR DD, FEREORKT 4 v bV 273D E | Prolia 50
HikZETT 52 &,



56  KRIEBBFEFTEROKRBEEBRHOEECEEHT

Prolia Z # 5 L 72 HE T, BREOIEERUL = 3L X — M UTESMEM B ST 2385 ST
% [EEH (F6.11H) 28] , ZbOFEPIE, /IMEFE TE O BB EH KN
I ETORBEESREOH SDHEATTEIY 55, BT R 2 b WAE I 33
METCThH D, FRINLERDOEEZZ T TR WVEHRERETL LD EHNAELT
WA T2, RIFBIFRITHES. S LTV,

FEER R EHIL., BE~OBRENMFLEALEDLDIWVTE L RN HEONTEAETH D,
FEERRBEE B ITIImAMEICAECD 2 3B Y BaFINE 2 25EM M 5% 5 A /i,

BEICHi H» P X fdm & LGl H S b D RE 2 ST 2 BEN L, BENE
PRSP avTF o Rl (L F=Y %) 2P CTHo-Z R I TV o
HEEBWOnD D,

Prolia # 5-H 1%, KEEHE, MEBIEI UM, Hi- 22 TR 7R N E U= 5813
THEIBREICHEEST DL, RIBERSUI AR Ul B IR E R B s g b
L2, KRB DORZEEEHZERINT D005 i 2179 Z &, FEEMKRBEEITZEZ L
FERFIZH L TH, MMUBEOETZ R TIEREOEEOEEABIET L, VAT /X
7 4 v FEHEHIE, 8 & O BF Z LI Prolia D& G- H i A EETH Z L,

57  BERBIEEOHH]

PARRZ B HLRRIE D 2 x5 & UTZ B R ARER Cl, Prolia B¢ 5-O#ER., B~ — T — KO
BB TE Y ET U 7 0% LWIHIFR0 bivlz, ZbDOfROER
O Prolia RHI# G- O EIT 52272 > Ty, BHIIZIE, Prolia 5 CHRO b
BYUET U TN, A EEES osteonecrosis of the jaw, FEERE T atypical fractures, ‘B
PHBHEIE & Wo T AEFRRAEICHF ST HARERH D, ZNHDOFEROFAEIZEL T,
BEEE=XV L TTHI L,

6 BI{EMR

TRROBEEREWEHICOWTIEIAE TR T 2, R SCEOMOIHTHEHEH L T\ 5:
o (KB MSE hypocalcemia [Z8 R OMEH LR (75 5.258) 220

IS 70 JYYIE serious infecttion [ZH K OMEH LR (3 5.31H) &#504]

R &R ORIVER [BEROMEMR LoEE (543 #50]

THH S osteonecrosis of the jaw [ZH R OMEH EoFEE (555.5H) #2H]
KRB HE T T L ORI E B O IEERLE T Atypical Subtrochanteric and Diaphyseal
Femoral Fractures [Z&5 R O EDEE (55 5.6 ) 2 204]

PR B MR ERE THE ST % Prolia ® EZREIER L. 15587 back pain, PU/I%JE pain in
extremity. #%5'E#%J@ musculoskeletal pain, & = L 2T 1 —/LILJE hypercholesterolemia, K T8
[EEESE cystitis T 5,

FVEEHARE THAE STV 2 Prolia D T72EIEHIL, #5508 back pain, BAHiJE arthralgia,
K OVELNHER % nasopharyngitis T 5,

AR 27 & M a7 IRE AT IS0 2 7 v~ 2 —BEFRIEICEVE =
WD LT B TS SHU TV 5 Prolia O E72BIER GBI 10%LL ) 1%, BIEi
arthralgia & ONIF ¥R back pain Td 25, PUEIFE pain in extremity K& UM H 4498 musculoskeletal
pain b AR CHE STV 5,



Prolia DFG-H1EIZE - 7 EREWEMI1X. T5#08 back pain, & UMEF) constipation TdH 5,

Prolia D iiflx 4 22 &= # 7" 1 77 2 (Postmarketing Active Safety Surveillance Program) % 3%
il TRV, RITENOREOHFFRRICHETHHERENEL TWD, AT 7T 0L
FE LW EHIEL, www.proliasafety.com % L < & 1-800-772-6436 |Z THER CTX 5,

6.1 EERRBRIZ T B8 A&

FEIRARBR I ZIEF I 2 R CTHEBEN D20, 5 IEAN ORIV TH SN EIE
HOFRBLELY | MOIEAOFRAER TORBR L EELKT 2 Z L3 T3, FlRMEH
BRI A B D BIVER OISR Z B L TV S LiLZauy,

PR B B BOE D IR SR

PR B HLERIE OTRIRIZ I 1T D Proliad 22 2VEIE. 60~915% D PARE#4 e ET780844 & x5 & L
EROEEILR, EEAL, “EEMR. 77 R R TR L7, 38764121
77 %R, 38864 Z1FProlia (1[H160 mg) Z6» A Z &IZ1E TG Liz, T X TOMBRE
Zxb L. Ay T 2ATA1000 gl B, B4 I U DA1H400 UMK EERT 2 X 9B L7z,

PR ORBFRIL, 7T BREE23% (n=90) . Proliaff1.8% (n=70) TH-o7-, FEEFCME
DEERAEELORBRIT. 7T BAREE24.2%. Prolialf25.0% Ch-o7-, AEFHELIZLY
R A2 DI L-BEOBEEIL. 7T BAREE2.1%. Prolialf2.4% CTh o177,

PR % T HERIE D L MED2%LL F T S, 77 B AREEL R TProlialf T < 380 L7z
BIVER 2 T £IR7,



F1: BHBRIERE D2%LL EIZHE Z I, 2> OProliaff TOREBNR 7RI b

mho -RIVER
s Prolia 7R
A4y
w %;E’Zé;” = (N = 3886) (N = 3876)
=] n (% ) n (% )
KB LY % EE BLOOD AND
LYMPHATIC SYSTEM DISORDERS
A Ifl. anemia 129 (3.3) 107 (2.8)
D&% CARDIAC DISORDERS
BLMIE angina pectoris 101 (2.6) 87 (2.2)
L AN atrial fibrillation 79 (2.0) 77 (2.0)
EB X UBKKEZE EAR AND LABYRINTH
DISORDERS
[A]#5 P 8 F U vertigo 195 (5.0) 187 (4.8)
H &% GASTROINTESTINAL DISORDERS
- HE 5% abdominal pain upper 129 (3.3) 111 (2.9)
415 Flatulence 84 (2.2) 53 (1.4)
H BV B gastroesophageal reflux disease 80 (2.1) 66 (1.7)
2HEER L O E RPTHkE GENERAL
DISORDERS AND ADMINISTRATION SITE
CONDITIONS
RFYPEVEIE edema peripheral 189 (4.9) 155 (4.0)
4 J79iE asthenia 90 (2.3) 73 (1.9)




FERIRDHE Prolia IR

A N = 3886 =
e “eon Cacny

FRRYMAE RS & OV 4 HUEE INFECTIONS AND

INFESTATIONS
2% cystitis 228 (5.9) 225 (5.8)
| &GE Y upper respiratory tract infection 190 (4.9) 167 (4.3)
fitiZ¢ pneumonia 152 (3.9) 150 (3.9)
MHZAZ pharyngitis 91 (2.3) 78 (2.0)
1 {KIE92 herpes zoster 79 (2.0) 72 (1.9)

B X OREREZE METABOLISM AND
NUTRITION DISORDERS

&= L AT v —/VIIJE hypercholesterolemia 280 (7.2) 236 (6.1)

R RIS L ONE MRS
MUSCULOSKELETAL AND CONNECTIVE

TISSUE DISORDERS
5559/ back pain 1347 (34.7) 1340 (34.6)
VU pain in extremity 453 (11.7) 430 (11.1)
77 'B ¥ 98 musculoskeletal pain 297 (7.6) 291 (7.5)
‘B bone pain 142 (3.7) 117 (3.0)
i P myalgia 114 (2.9) 94 (2.4)
IETAEAAMES spinal osteoarthritis 82 (2.1) 64 (1.7)

IR RAREZE NERVOUS SYSTEM DISORDERS
A BRI sciatica 178 (4.6) 149 (3.8)

FEEfEZE PSYCHIATRIC DISORDERS
AHRJE insomnia 126 (3.2) 122 (3.1)

&R X O TRk EZ SKIN AND
SUBCUTANEOUS TISSUE DISORDERS

F¥Z rash 96 (2.5) 79 (2.0)
% 9 FEIE pruritus 87 (2.2) 82 (2.1)

L /L 2 U A MLJE hypocalcemia

WD KBERFIZ G 7V 3 T SED8.5 mg/dLATM (IS T L 72 #8513 7" 7 = A #£0.4%.
Proliafif1.7% Cd o 7o, BREREN IE W 22 TG VL > 7 MED e bAK) > T2 DI
Proliaf¢ 5-DFII0H#% TH 5,

ERREBR CIX, BEREREE 28 T 288 E 1T, BHEEIE R OpieE L i U<, gk v
U LMEDIK T RRE S R HMEMNFERD b, Hhx 2fREOEKEEREST 2 A d 85 55
K ERtge e Ui BRIl Mg p v v 7 MMl 7.5 mg/dL Rl SUTSEBEME DR A v o 7 A iUE
hypocalcemia 7% 5 4 Til® Hillz, T D 541, BEEFE OWBREIIEENT, 717
F=r e J VT T AS50~80mL/minfE, 7 LT F =2« 7T T A 30 mL/min RTEE,



MIEBHTRED I RN L NLI 10%, 29%., 29% Tdh->7-, ZHHDOWBRE 1IN 7 LK
WEX 2 DO ESZIT T eho T, PR EHERE D M 4550 4 2%t 5 & U 7- 3Bk
TiX, Prolia#%5- 10 HEOIMIE I L2 T AMEDR—R T A b OFEEERIT, 7 VT
F=r 7 VT F A 30 mL/min K#ET5.5%THo7=DICKH L, Z VT F=r 207
Z > A 30 mL/min YA ERECIE-3.1%TH - 7=,

HIE R FRYYE serious infection

NF-«B{EMEALZ IR Y > B (RANKL) (%, #EMAL TR OB U 2 2REk, N U > Eii
L TWbD, L2 -> T, Prolia® X 9 72 RANKL [HEFNIEGL D V) 2 7 % 5 5 Al REM:
Nd D,

PARRAE B HLERIE D £ M 7808 44 & x4 & L7 FRIRFBR Tld, SEIZE - 7 J&YYE infection D ¥
BRIT, 77 vAREE, Proliaftl b 02% CTH o7z, LU, FEESEVED HE 22 RGYE
infection DI ERIT, 7T B AREE3.3%. Prolia Bt 4.0% CTh-7-, IEE (77 BREE 0.7%IC
%f L Prolia #f 0.9%) . JR¥E (77 BREE 0.5%I2%F L Prolia £ 0.7%) . K OVH (77 &Rt
0%IZ % L Prolia B 0.1%) D EE 72 EYSE serious infection (2 X A AP S 472, DR
2% endocarditis NS SN - EBRE ST, 7T BEAREE 04, Proliaf 34 TH o7,

APt %& B9 5 2 JERGYIE skin infection (P17 erysipelas, LS cellulitis 72 &) DFEHLRIL,
Prolia BEDSm 0> 7 (777 BAREE 0.1%A0 (2% L Prolia #f 0.4%)

H Fn Lg% opportunistic infection DFEELZ L, 7T BARREL Prolia B CRIFRE TH - 7=,

BEJES

TR OERZOFEESR (FER dermatitis, 1195 eczema, FJ2 rash 72 &) DIEEHIEIL,
Prolia BENE BT . T BAREED 8.2%. Prolia BED 10.8% TH#E En7= (P<0.0001) .
IS DFERGO RN TFESIIC RN L OTIE oo Tn [BEROWH EoEE (F
5.41H) =M

ZHE BESE osteonecrosis of the jaw
BHERIE DR RER 7' 1 77 A O Prolia BT ONJ N5 ST\ D [ R O FEoE
B (FESSH) =2H]

KB #Rr T X OB E R e DIEETE T Atypical Subtrochanteric and Diaphyseal Fractures
BAHLRRIE D ERIREAER 7 1 77 LD Prolia #f CIEEM KRB E B3 #s ST 5, Prolia ®
BHBAMEN B IEERI KRG BEIrOZW £ COHMIX, HET28¥-ThoT,

JEER Pancreatitis

K pancreatitis [Z, 77 BARHE44 (0.1%) . Proliafif 84 (0.2%) THE SNz, Z4H
DHH, TTEAREE 14 LD Prolia fif4 8 44 Tld, Proliafif 1 A DT A ELEELRFRT
bolz, BAOWRE IR OBEDN H o 7o, 1RBRIER G5 FRBIE COWIMIC—E
O RNITA B IIR Do T2,

BB

R EMESE O 2SRRI, 7T vAREE4.3%, Prolia it 4.8% Th o 7=, HiF I 7-HrimE
MRS X, FE (77 BAREE 0.7%2%F L Prolia #f 0.9%) . AdHgs (77 BAREE0.2%2%F L
Prolia £ 0.5%) . M OWHE kR (7T B AREE 0.6%I2%F L Prolia £f 0.9%) (ZESET S H DT
bolz, HAMEEZ & OREBIRITHEL S LTV,



BIYEEHRIEICRB T 25 B0 iGE

B HERIE DIRIRICEIT D Prolia D2 % | FEM OENEAL —EE M7 7 R % kbR
THFTL7Tc, B 1R20408 77 8REZ, B 120478 Prolia Z 6 # H Z & 12 1 5] 60 mg D
B2, T_TOMBREN 1 Y720 5 1000mg LOE X 2 D800 IU LAk
DRFEMBANEMAT 5 L5 HEEEZ T,

AW HRIL, 7T BREE08% (14) . Proliaff 0.8% (14) Thot-, IEBIEIEOEE
BEFEBORBR L, 7T BREET75%. Proliaft 83% Th o7, HEHFELRICI AP IERT
77 B AREEN N Prolia BE CTHFILEIL 0% KL TN 2.5% CThHh -7,

FAEFHERE D5%LL EIZHA S 3, Prolialtf CORIUBL N 77 B AR LV &0 > T2 EIEH
. B back pain (77 B AREE6.7%. Proliafif8.3%) . BAHIJE arthralgia (7" 7 & RHES.8%.
Prohaﬁié %) . N OVERNKEASS nasopharyngitis (77 B AR#ES.8%. Prolialt6.7%) TH 7=,

FHE R RYIE serious infection
HEEREYYEIT T 7 EREET 14 (0.8%) (ZHE 47223, Prolia BECIEHE ShenoTz,

A
TR OEROFERS (RER, Ktbh, 35728 377 vFR D 44 (3.3%) & Prolia
BED 54 (42%) s ST,

ZHE BESE osteonecrosis of the jaw
FAE AL ONJDIEFNITHRE ST 7euy,

JEESS Pancreatitis
9% pancreatitis |37 7 AREET 144 (0.8%) . ProliafET 14 (0.8%) IZ#HE ST,

B
HHOEMEEIL, 7B RETO04., Proliaff T44 (3.3%) (S SN (RIS 3
4. FEISHIE 14) .

7V knm b‘/?ﬂ]ﬂ%ﬂﬁﬁ%mﬁfb\Z)ﬁﬁﬁﬂﬁ%ﬁ?.%%‘lliT nv 2 —PHEREEZITTVD
L BE TR Y 5 FERD OIGHR

7 R R (ADT) &%) T 5 FEHRBPERT SIS B O B O 1REIC

i7 % ProliaDZ2 &M 1%, 48~97mk D B14684 % x4 & L 7=34E M o [EFR I [F] ﬁf’ﬁﬁ;ﬂa -
B, 77 AR xR EEGRER TREM L 7=, 72541217 T 'R, 7314 121%Prolia (1[H]

60mg) Z6H H T LICIER TG Lz, T _XTOHEBRE KL, BT A% 1H1000 mg

DB, B4%DaE1H400 IULL BRI 2 X H4RE LT,

EESAFEFGOREBRIT, 77 B ARE30.6%. Proliafif34.6% Th o7z, AEFRIZL VR
Bk L7 BEOEAIL. 7T RRE6.1%., Prolialf7.0% Cdh -7,

T a2 —YiE (A) FEEZT 0D IEEBIETLEBE O B O1R#EIC
Prolia®Z2 41T, 35~845k D PRI I 25244 A %52 & L 7= 24F [ o [E B [A] ﬁfﬁf?%ﬂ:
THEM., 77 ARG CRME L7z, 1204121377 'R, 12941213 Prolia (1[H]
60mg) Z6H HZ LTI FHREG Lz, T XTOHEBRE TR L, /L7 %1 H1000 mg
Lk, B4 DaE1B400 UL, FHEET 2 X H2RE LT,



FERMAERESORERIT., 7T RE92%. Proliaftl4.7% Tho7-, AEHERIZI VR
Epzrp ik U7 BREOEESIT. 7T v REE4.2%. Proliaff0.8% CTdh - 7~

ADT % % \F TN D AN B UFAYRIE 2 5% 1T TV D FUBEE DO10%L LTl sh, 7
T B AREEL L TProliaft T < RO LAV RIVEA X, B3 arthralgia (7" 7 & HRHE13.0%
(2% LProliaft14.3%) . & #0JF back pain (777 B AREE10.5%IZ %} LProliaft11.5%) THh o7,
VUM pain in extremity (7°7 B AREET.7%I2%F LProlia#t9.9%) . M5 #5J% musculoskeletal
pain (77 & ARHE3.8%Z%F LProliafif6.0%) & ERAKRER TG SN TW\W5, /-, ADTE%
1T 2 FEERREPE R SR FB S CTIE I NFE cataracts DR BB E N E o> 7= (77 B REEL.2%
(2%t LProliaf£4.7%) . X7 /L3 7 AMUE hypocalcemia (IfiLiE 7 /L3 7 MMl 8.4 mg/dLA )

I 515 A H @EEIGEE%E ZProliafff DA TRED HLivie (77 B AREE0%IZ K L Proliaff2.4%)

6.2 THERER DO AR

Hifli% O A THE SHZEHERIE. BUEAHORERNODOHEREIZL DD TH ST
O, FEEBEOERIZRE Y D HEESPER LG L ORRBEROMESLNTRETH D LITR 57
A

K% O Prolia L I FRLOREWEH N FE S LTV 5
A B EUE S drug-related hypersensitivity reactions: 3672 rash, =2 urticaria, BH
1 ERR facial swelling, [ OVRLEE erythema
K H v 7 A SE hypocalcemia: B DREEMEIK 7 /L 7 A ILJE severe symptomatic

hypocalcemia

6.3 HERMKE

?/2v7ﬁtb%/7m~+w#mT%6 TZARERAITH D72, 5o af
@ﬁ%é BRACFERNE TV v v T EBalEEIc kY Wﬁsﬁﬁpmm@%ﬁ%
ZUT BB 1% (81134 554) BiEEPUR BEFPUER, —@MHEFUR, K ONHEL

#{Zli%‘f.z.é:f) Btk & HIE S vtz iR &2 O 72ABSRFOE in vitro ZEWEBRYE TR L 7245

B, PR &HIE S i %jwﬁﬂotoﬁAﬁ¢®%$K&5£%@%fm

Ty AN, BT T A0, IR ROZBLITRD LR o T,

EEPURDFRARITEEDORBIE R O REICRE LS EAEND, £z, FUE (THbiikz
Gie) OMRMERE R HBRIT, WETE, BIEOBRY >, A EE . GRS, R OEERE
f%%a@t&0#®%l®%@%§ﬁfwéﬂ%ﬁﬁ%éo:@iﬁ@ﬁm#%\?/x

W2 D PR DT AR A M OBAN T A UKD R AR L b2 2 L I3@Ey) Tldau,
7 EEEER

Prolia (Z B3 2 B AR FE A BAAERA R IZAT > TuZewy,

8 KRR L~ D 5-
8.1 LR
KB D VI~ DR JE 3 FEEE X

U A7 OB

10



Y TCOPTRIZHS < & Prolia Z il IZ 530 EBIRICEL 52 oBENWRH D, 1=
JAYFNTIE, T/ AT OFENREICL VIR, SEEK AR O3tk 01 D
Iz, U o ERE, BRE R KO R EIE OFT iR iz, Prolia [34E:
IHFICIIEE S TH D, GEETIC Prolia &4 ] L 72354 )% Prolia Z 4% 5t ZHEHR L 7= B 813k
IRA~DOEBAENERMENR D = & A BEITHAT L Z &,

Prolia #2 5-F IR U7 &MEICiE. T AY = U HODOIFIRFEE 7 1 75 A~OBEEZED 5
BRERIZES U IR T Y ERTAY 1-800-77-AMGEN  (1-800-772-6436) (BT 52 &,

B R 15 22

Proliaf 512 X D IR ~D BT IR P L OB CREWAEEE NG, T/ A~ T L
DE 7 a—FHRIE, FEIROETICE - TihmEE RS ERRAICH I L, IR EmE T
HIRG I TR E 725, HBE D Prolial 5- AR L 72 5A0%, #5291k L, Y ERIZ
T AL R T 5 &,

BT —

H=7 A PR OELEFFREICL Y RANK Y H> F (RANKL) OFEBLZ 6| L 728511k
B~ R (Vv 7T 7 h~TR) ZHWTT J A~ T OIRRRE~ORBLERT LT, 3K
EMZ R THEDT ) A~ 7 2 dESRMA2@E L TR PRS- Lz =27 4 P Tk, EEF O
REVRFETE, BERE N ONHHAE R D43 ik SE T DN Hitz, HARIZERD i =Z Do
AL, MR, AR, TR OMGEIY o o"fikiE, FlRERE. FREOMKT, EimksE
KT, AR & PR OB AR ENGI Ch o7, 7/ A~ 7 O REIXH A
%1y HETHEERETH -7 (BHAIMAEED 22~621%) .

HAENSAE% 6 7 A E TOREHM%G, F0OE & RE~ORBITHA LIER £ ThIE Lz,
W TE R E I IRIRTRD DT, B H~OFEREE I o T, RELOHREY
ANEIRABITRE L Ty, THEEOIBER Y U~/ NS W N FE LT, £, 14
D E SN TITEE DRI E ) S PR OFVEILE RO vz, DO RME~DE
T ETRIER . DERE O RHERA~DOBFERBORBUI D I d o 7o, BEMW O IR EIX
EFTholz, KB TIX1HE (50 mgkg) OAEfat L2772, RO NOAEL (M
PEE) 1TIRE SN o T,

RANKL / v 7 7% b~ 7 A TlL, RANKLDKIEIZLE V., BRIEY U EnEl S, i
BRI VB RENEESNZ, IERANKL / v 7 77 b~ A TlE, HEWOIL
BROFEZ S B BAE T, DRI IO TGRS T [R5 EM~DE S
(3 831H) #=H]

83 A

Prolia & FHIHHFICBITT DN E I DEIAHATH D, W=7 A VL TIET /) A~ T DFcH&
PeH5% 1 » AETRHATICT 2 A~T7mi ahe (B g i 0.5%LLF) o

2 < OHEAZIN e FOHANFHITBATTHZ & BILFOANITK LT Prolia (2 & 2 HE e FIfE
HORREMNHAHZ b, BHMATO Prolia DEEMZZE L. =A% L < IE Prolia ¥ 5
OWTI»EFRIET S L,

TR T O RHA D Prolia~DEEFZE X, RANK/RANKL Y 7' F /UG ERIK 2 KIB L T- IR~ v 2 &
W= CRHR D AR DAL L, 53 DA DMK FIZE D Z RS Tz
ZEnn, HARRE LA DWEIK TS EERSH D, LivL, iRz ®LTT /
AT HwBG L= AP LTI, BEOHABREFIXEF THY . LHDWIKRTIEA LI
Rinole, T AR TN E NGRER ST HE A D E%6 4 H IRE R O FLR 0O T3 BEAR Rk AR A

11



THRFE IR o7z, L, FUROFEE & IS OW T IREF STy [4F
REMA~DEE (F81H) #HMH]

8.4 INRA~DEEG

ProlialX/NE B TIIHELE X u7g vy, /N BSE T DProliad 22 &M M O Zh M I3 AENE S AT
20N,

FEEARAS E 2 L TRV T, Proliad#% 512 L 0 B R ICEE, ROVEHR OB
BIfl SN BZENRH D, T v MEHIEMFTIE, FadiMES¥ AR T AT T 7Y v
(OPG-Fc) %10 mg/kgbh FOHETHE L TRANKL (Proliad®ERy) #PHET S &, BlkE
Fe OV O A &7z, HESEEGR A& (60mg, 6% A Z & 1[m) XV IKE (mgke) #
B TI0R5 K OS0fE WV E (10X TS50 mgkg) DT /) A~ 7 2 #% 5 LT HEFEHORZRE T,
T AT OEBER & T 5 LB LNDMERDRFTNRD b,

FENTT ) A TGRS NI =7 4 YL Tid, B8R KE, . THEROBEE
UL iR, EMBEREIC T YRR OB E IR E IS 2580 bz, HARICHREZ
Ik L7z T8 OB REIIEHE L22S, KR OREY > EI KR AR 6 7 ARFRT
Fifoe LT\ [FRBIZSEHI~ORG (8.1 H) 2]

8.5 EEE ~DE 5

Prolia DR FRER D2 RBEH, 99434 (76%) 1X 65mkLl B, 3576 4 (27%) 1% 75 LA ET
bHol-, BHEHBREL SR E U-ERRBRTIL, 1334 (55%) 1X65mLL ., 394
(16%) X 75l ETHo7-, ZNHDEE L 65RO EE L ORI T, et XTA%)
PEIZETROONT, HEIN TV HHOREKRR TH, EimaE & EFRE O TR
ZIIMER SN T2, —EBOEEE 1B W TS MEE IS B WO ATREME IR E T 7
U,

8.6 e E

EfEEDH D HBREITH L THERSOMLIL 20,

B

T

b

FRRRBR ClX, EEORMEREDHLEE (VLT F=> - 7 U7 F 2 A 30 mL/min £
i) XITEATEZ 2T TV D EE T, KB /L3 7 AMUE hypocalcemia 258195 U X 7 235
molo, HEEDOEKRERE O D 2B TS 25 1T TV BT Prolia # & 53 2551
. XX 74 NV R EEBESTHE, IV TLARRIXTMVE (VRN R
U L) OERE=ZYV v 7RiE IS5, EEOBKEREDH 5 BE LB &%)
TWHERETIE, IVVTLROEZ I DEHSICERT LI ENEETH D [EHL
OfEH EDFEE (F5.2H) ROREIEH (F6.1H) #XM]

8.7  JTHEREREE

JITEEREIEE 7% Prolia O FEMENREIZ 5 2 5 5B 2 Mt 2 B REER I L5320 L TV 722wy,
88 FB

Prolia [3MRIRICHEE G2 2 BTN S D [FHREH~DEY (8.11H) #ZH]

T ) AR T ORI ~OBATEIZ AR TH D, Prolia D5 252 1 7= BN IR O/ 8— k
F— L BER L OVERS B A T > 123568, IBIENT ) A~ T ICIBRBEND W REMENH 5, KR

12



BADZEDY ZA7FENWEEZ HND, ProliaZHBE5EFTHY S— T —DIFIR L TW5 5
PEICK LTI, ZOBERY A7 I1I2OWTEHATAZ L,

Prolia M &4 5 OFEERIZ 720,
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1.7 RIER%
FIATT

1. RERZA—ER

7 ) A< 7%, RANK U #> K (RANK ligand : RANKL) & #%4 L. RANKL & RANK ®
MHERZHEET 2 MUt ) 7 e —F A8tk Th o, 77 VT K TIE60mg > U Pk,
T ) AT BRI E LTEAT D, 2012 4F 10 A BIfE, RANK/RANKL #2552 BHLE L |
BHERE A HISE & LT, AMCARI 5B X722, RFERZ I, E iR ER
T2 & THERIIHEERZR L, BERIESA<, B HEREZ#IGE S LT2012 4 10 A
B, EHESNTWAHAERTZ 4 AT 42— THDHT L Karfgrh b v skl (35
mg). Ve R gt bV okl (17.5mg). KOS /7 Ko Ugkfnd (50 mg) %3 E
L7z, 7o, BROTZA M UZRBERED 2L —F—ThHo 70X 7 = UERRE KON
YR T = UEERRIE. TR E X X 2 Dy EIRTH 5 T T ALY b I ONT EITHR
JRAENVEVIETHLT IV RTF R (BETHELZ) ROT UV RTF FERE L 3EE LT,

KFNOLNRE « BB, Mk« A&, LA LOEBESEDOREF 1-1 12, AR OIEF DOLHEE -
. E - &, KOMEA Lol EEZHEH T LIck 12~ 19 177,



1.7 AERSR—E

T/ART
£1-1 T/AIT (BEEFHEEZR)
— kW 4 | T AT (BT )
HR e 4| 77V TR TR 60mg U Y
LBl T N A I Rt S W I
K oW OF A A
HoE A MR
B X 4
s i | BT Z U NF-xBIEMELZAA Y 5 B (FLRANKL) b b IgG2 €/ 7 n—F
NFUETH Y | Z OB KR N EE A 72— K95 cDNA Z3E A L7 CHO Mgl & v i
EXZND, 8EOT I VEBEEENGRZ2EH (28) 20 TEO215BOT I /B
BHENOR DM () 25 F CHRSNOIMEEAE TH D,
| A & | Al T A~T (BB THEZ) 60 mg 1 mL
% RE 2 R | BEHRE
<ZhHE - HRICEE T A EoEE>
I AFOERIZHTz>Tid, BARBRMFZZODKEEELZEIC, BFHREL
DBWIDHEL TCWIBEEIRETH &,
2. BHREZETOREMROENMEIIHSL LTy (RRERA DA, THEK
A OHEBR)
M E - B & | 8% RAET A~ T (BEEFE#Z) L LT60mg %6 5 A 11, &K

59 %,

A Lo EE

(%=]

=y (KOBFITITEE L2 &)

1. ARAO R LIRBEUE OBEEIE D & % B

2. BRI UAMEDREE ( THEERERNEE] OHSH)

3. HESUIEIR L CWAAREM O H AiE N ( TEER, pER. LGS ~0
#hE|] OEER)

1. MHEES ROBEFIIIEEIZES T2 L)

1) EAALTTLAIEEZEZTBENDSHBE UKLy AMIERFKET HF
Thd s ( TEERERNEER] OEZR) | ]

2) EEOBHEREEDD LEE EHRBRI DRV, KA MEEE 2§
BENWKRH S, ]

2. EERFEARWEE
(1) FANZZ v~—7 LAY (T A7) Zatel=d, KEIEE T OEREIC
7 v~—70R5%BT5Z L,

2) EANT T AMIED S D BE L, RABEGRNAR T Lo U LEZ R T 5 2
ko

B) AABEICL VBNV T AMIENH SDONDZENH BT, DL T LR
WE4 2 D OBIURILZ G T BE OWREL O A MRAE IS U CEENC
NV ARREZ IV D ZHATDH L, o, BERBHMLOZ D% L EH
MG B Lo D MEZRIE L, MIEHHIED L2 U AMEOETHC, &g, L)
. KREEEOERICERET S 2 L, 2k, AFIOENE I FHERKRER T
I, 2TORFICH LT, IBBRHMFICERID2<E D 600mg DI LT T A
LO400IU O X 2> DA SN (TERKARER], THEEREE 0ES




FTIART

1.7 RfERMGR—E

A Lo EE

(i)

4

)

(6)

(7)

M), F7z, AANOHESM TR O BREBEITB T, EERED VT LAMUAE
BEOLNTND, ZDH 5, FEHLH DR T 7HEF ORI, PIERS
267 HUHNDOREB Th o7z,

BHBRIEDRIEICT A ha F o Rz, MmUAOERPEE L TWDLZ b dH
LZOT, WRRICEL TUIXZ DO X ) REREZET HMLERH D,

FHEE - WA BRRPH OO I ENDH D, ME SNTEFI DL < Bk
FOSHINT 2 REA R EFHLEC R PTG L TRILL TS, U A
7 RF & Ui, BRI, AL, AT a X T u A NIRRT,
AREDAREAE, ERHLEOBIEEN M B T\ D, AR OG- BlAGETIE O EEN
DOEHREBZHE L, LEIS U T, BFIC LBt lfmiz2 0, RE
ﬁﬁwﬂ%ﬁ%f%é@@%iﬁf%<i5%§¢5’k ARG IR E
HI 72 B RHLE DS BB 2R o Te BT, AFIOREEZ BT 52 &, -,
HIEN ZIFERICRD Z & Eﬂ;ﬁéﬁfcﬁwﬂ*ﬁﬁ%x 5 & R R
DAE 2 B A S ﬂbfﬁﬁm&wﬂk%if%émbLié Ll
BB L, REPNRDONHEITIE, EHICER - NEAR 2%
ZTOHEIITHEET S Z k(FEk& W%J@@%ﬁ)

AFIITE AR AR R — FREAZEHFEH L T A EBFITBWT, IESMENE
ORKMEEEET T L O KR E B OIEER GBI L2 & oREND
o TNHOMETIX, TEBFINEZ 2EBEM D 55 H A RN KRR R E
HENZB W THIBFRERRD DN TWAHELH D Z LD AAlOF 5 B1h%
WIZZ DX 5 RIERNFED BB, X RESE ATV, B R0 E 21T
rT L, Fi, ﬁ%@@ PFRNECHARENH D Z LD, Al CIERE
P & 7285800, SO O KERE DR 2 fER L. X BRE LT O 72 X,
ﬁi_ﬁﬂﬁé L, Xﬁ@ﬁﬁ B RE DOREESE | R0 7o R AT FL 23
LNTEY, 20X 5 BREGAEIC %@@ﬂ%%ﬁb_&
AHN DY DWEHE AN —1E, RRIT L (FT v I R) ZEELOT, 77>
7 ABBIE DB S 5 VI REMED B 2 AT VAR — RSN = 5 =
EMBLOTEETDH L,

Il {E
BHLEE B 2 x5 & U2 [ENE T ARRGARFRBR (23 ) T, HEH] 881 17 159

B (18.0%) \CRIVEA] (REARMAEMARE 251 HNROOLNT, ERLOIE, KD
T SAE 7 B (0.8%) . HEERE 7 61 (0.8%) . y-GTP L5 741 (0.8%) . &
mE 741 (0.8%) . 1% 661 (0.7%) . BAERE 5 #1 (0.6%) FTho7=, UKR
IR

(1

HARZREIER

1) EAHNT T AMAE (0.8%) : &8, LU, 2R M5 O RIER 2 £E 5 K
HNT T AMFENRH DN DZ ENHDHDT, BEE+DI4T7H> 2 L, ﬁw
VT AMFERRD LTS EITIZ. VY T AL OE X 2 D OMFEIC
ZC, BB, Iy a0k =T 5728, %@&@%%ﬁ
Ll _ﬁﬁ_ko

2) BEBEEN - PHEEHR (0.1%) :"*"E”f’*ﬁ%ﬁi HEHRANOODND Z &N
HBHDT, %ﬁfﬁ% SIITATU, ﬁxﬂ&bﬁght%é}:i&i—?%ﬂfﬂtﬁ“éiﬁ
L. EURMEEITY I &,

3)7%74§%v—(%ET%M:7%74?%y~ﬁ%6bm5’&ﬁ%
HDT, BEE+HIIITV, REPRO LN GEICITES A2 HIE L, #Y)
TRALEZITH T &,

4) KBEF#ET T L O KIS B o e E T WEARHEY )« KHEEE
i T RO KRB B OIEER B EE LD LB HH DT, BlgEr
+3AT, BE AR NG EICF G ERIET A0 Y WU ALE R
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1.7 AERSMm—EXR

A EoEE
(Fi =)

772k ([REAREANEE OEBR) .
5) W ERYE EERND ) BRGS0 R YE S b 5 b
NDZERbDHOT, MBEE T, B, IR, A0, RS OER
MR DRI AL, WIRAERITS = &,
@ ZDMmORIER
FROBIEM RS b - ERbEOT, BRERED LRI, ¥
S Ul E R D L,

0.5~ 1%A 1 0.5%A | AHEERH

B w5
PEER & e 1L
Hikas FREERE. AR A DN
kR | EEE. BIER Y52
[, %Gnggﬁx ALT (GPT) EXH-. | AST (GOT)

S RE 5
R ik JREE A G
Z D N S EUE

) MAMCIB VTR D S TWAEIWER O 7 H5E AR,

4. WG, ER., BRILWE~OEY

(1) R XITTHR L T D ATREE O & DI N ICIT - LienwZ & F72, iR ATHE
PRI NICHRT LI, YRR AT ) KO EYT A 2L, [(EWER TR, B
JAZHEYR 20 F 25 3 £ CAAI (50 mg/kg/d i) % G LSRR, 5
FEOEM, HAEROSEIEC O, & - HORE ., KHE D >3 H5io KB
RO, ]

Q) RABEETIHAIIRAEPIESESZ L, [KFloe MNP ~DB
TIIARATH L2, & b GIEAHTICBIT T2 & MEITWD, ]

5. MNRE~OEE
IRHARER, FrAER, SLIR, $hIESUT/NRICKd 2 2 idmess LT (fF
FARBERZ2) o [KFI RS LEEHS IS BW T, B ER O RE 23R
b7z, RANKL™ %#ET D L. 7 v MHAROEKE KR OHEORE 23l &
NHZENRENTND, ]

1) RANKL : receptor activator for nuclear factor-xB ligand

6. HERG
FHBRERE 205 & LBRRBTIX, A 210mg (6 » AIZ 1 HIE) £T
DODHETEREINTND, AARIZEBWTRD bz ERIERIL, AHORKE
BTROLNTbD LR TH -T2,

7. WHEOEE

(1) WEHRE L TFEHICORMETATEZ L,

Q) WHEAL B FrESRNE, Bk, KRIBSUIEEICIT Y 2 &,

(3)  BiIALE :
1) BESOEGANIHERRT 2~8°C) FhAL=RICE LK, AT &,
2) HEPICKRIANBONDZ ENHLINEETHY | HAIDBKER DI

HEHENC ) bR E R RN &,
@) BEEHR  EHSSMAEPNICHAL TN EEHRT L,

8. FOMOEE
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HKFRIRE £ T OENIMEIR
FEA PR ERD BTz

HERIZ BT, 10,895 il 41 41l (0.4%) TAFN KT 5
. PRHUROREAITRD B o T,
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®1-2 7ZLYFOVEEF DL (35mg)

— B M 4 B | Ty Rer@ih b Uik
i3 e & | 7a Y~ v 7 E 35mg,/ R 1 L O8E 35mg
IR 98 & 4L 4 | MSD Bt A T 7 — v et
A R OE A A | 2006471 26 H
HOE A OB R| -
Hoo6l X 4 | BEE Al AEER
1 & 2V POsHMNa

H:N

HO PO, N0

A & & | 524 - 35mg
%) sE 2 R | BHRE

<BWRE -+ ARICPES DM o>
AHNOBERIC DT> TiL, ARERBEROZWEET 2 SE (1, BRI L OBE
PHEEL TV OBEEARLETH L,

Mok - B | EE, RAKET Ly Favie LT 35mg % 1ERBNIC 1A, SRR KK 180mL
EEBHIZROEGT D,

ek, HZDR B 30 5T 5T, BRE OkERL) N OIER DR
OEIRbLBET D Z &,

<Mk - HEICBEET A EoiEE>
1. FKANIKOHRTIRHT S Z &, KUSNOKAY (Ca, Mg FEDEEDFFIZE NI
RINT F—H =G, B R OMOIEA] & —FICIRHAT 5 & WU E B
THBENLD D,
2. RERORBHFT~OREROARERZK T SEL720, HONCHN~EBES
VHZENEETHS, MPITELTIZ, UTOHEREICEET D &,
) BEIRLTTFSIZay 7 1IHOK ($180mL) & & HITRHTLZ &,
2)  DEEMEEEICEE A A U FREMEN H D720, KR EZMW AT TR T
WLz Lz &,
3) AFERA%, L7 b 300 R THLZDHDORYIORELZED
BEERZDETHICR LW &,
4) BREREOTEERRTNIZRA LN &,

A Lo EE

[#2 koBFFES LRV &)]

. \EPEXIT A7 VT (REMEAREE) % 0/E 0% EIE S 256
FEOHLEBE ARAOREBBENBET S22 LICIY, BRERTICBITS
RIERRBLOMBBEMERE L 72 5,)

2. 304 EEERERILTNEZ LR STNADZEDTEARWVES (I
% - AEICEEST 28 Loz oESR)

3. EAEIORS H D VIO B AR Z R R — b REFN 6k U BEUE o BETE
DD EE

4. EHILvUAMFEORE ([EERERNER] OESK)
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1.7 AERSR—E

A EoEE
(i)

1. EEES ROBRECIEECERATZ L)

() WETHREE, AEk, B4, BB, UIEESO LM LEREND DR
FH (BRI L, BIERZ2 R 2 L0835 5 O THEBKAZ B S
TarBENRH D, ]

(2) BEELBWEREODHBE HHRBRID R LEENRTHL L TV, )

2. HEAREANEE

(1) AFNIMO B AR AR R — FREH L RIS, THEEE, RIES ORI LE
FTRSEIR 2 B & Z 3R d 5, FHSEYNICIRA LV B Tk, &8,
AMENIC EE ORITER AR T ATTREME N & 5 O T, IREICDVLWTHEE L+
SfRE L, BESELZ L, [ [THE - ARICEETHHEH EOEE) oES
)

Q) AHOFEEIZLY, EEHEEEICET2EMERABHRE SN THhDHD T, BlgEr
F43TATV, RIVEF O Sk (e T PR3, o TR DUV TR O B
WM DR EL - BALEE) ICERE L, BEICH LT, ThDHOERDS S Hbh
HAE, AFIORAEZFIE L CREEZ T L8 T2, [ [EHEHKAAR
BITER) OIEZM)

(3) BHBREORIEIZZA ha U RZ, WU OBERAEE L TNDZEbdH
HZOT, BRI LTUIZD LI RENEEETILERD S,

4) BFEIZ, BEELOL ORIV LAEERIESLZ L,

(5) AT AMIEDH D BE L. AR GEANAZ D LU AEEIRET 2 2
L, Flo, BEXIVDRZIENIFEY I D RBERFO X DRI R T AR
BEENDHBEITIE,. HODUDIBEEITI 2 &,

6) AAlZELEARARF— FREHNC L DR EZIT TWHBHICBNT, B
B B EMAN S HPND I ERND D, WS SIIER DS < NS
DB DR EER et RBHLE S R AT BE L TR LT D, U RS
HFE LTid, EHEE., (LRRE, aLFa 2T oA R, s,
AMeD R, FHEHLE OBEES N M SN TV 5D, AAIO#E G BRI O RER
OEHIREZ R L, LBEITS U T, BE ISR Ll A ERmE ), 28
B lRLE 2 TEX SRV FEE TR L2852 &, RAR G FICEE
7R RMLE N LB RS oA I IARI OREE L EE T L, £/, 0
FENZIFRICRO Z & EMNRERRE LT 2 2 & RS ZIRFCARA| O
A ZWEHERNC S L TR Z2IRLE T TZ 2RV BET A Z Ll %
BEICHOHAL, BEXROONEAICIE, BEHICHEE - niEAR 222
THEIHEETH L, [ [ERZAENEH] OHEBR)

(7) EARABAFR— FREANZELHERL TODEFIZBWT, IEIMEE D KIEE
HR 1 F R O KRR e O FEE G R REBL LIz & o®ERH D, h b
DA T, TREIAE Z DEEM 5 Hon HAnc KBRS REmE IR
THIBRDSBOD LN TWAHELH D Z D, 20X 5 RIERNPBED SN
LA, X BRESZITV., BURAEEITS 2L, £70, mfEOE TR
AEUHAREERS D Z b, FMITHEREI AR ZHAITE, RHilo
KEEE OREIRGEZHGE L, X REEZITH 2L, BEEICBETIZ L, XK
ERHZITE R E ONEES, B2 BEFT AR AN TEY | 20 L5 hiGH
WILEE e @ AT 2 &, ( TERARBWER) OHEEBR)

3. AHAEAEA

WHREE] GHRICEEST D L)

TR & ERAIEIR - BEE L | 7 - faBRE T
ANT TN 7 TR LED | KEIORABD 72 | RKFNISAMOBA 4

CEEEATHREAA LB 309 TH | (CauMgs) LxL— |
AN T BAGAEF HIRAT2Z &, EERTDIZENHD
il e 51 DT P2 L ARHD
S SATIN | W AR T S5,
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ff Lo EE
(o)

4.

mIER

ERARAER (JR%R)

ENIZHB T 5 35mg WA 35mg, #) & Smg WHI(Smg,/ H) LD S2@MED _EHE
T PR

AR I % 35mg WA 35mg M) L5022 VLM xT 5 168 515 22 41 (13.1%)
W2 28 HEDRIER DR b, ERERIFHEERECTH Y, 24 {F (LI 4
B (2.4%). BARRE 44 (2.4%). BB 3IH (1.8%). L3 HF (1.8%) H)Th
o7, Fio, BRRAMEEZEIL 168 HIF 6 Il (3.6%) IZ 10 4FRBD BTz, &
2 b DX y-GTP L5 4 1 (2.4%). AST(GOT) L4 2 # (1.2%). ALT(GPT) L5 2
T (12%) Tholz, 2B, 5% B2 H2HEORWERITRO bivehotz, UK
FRRE)

R RE A AR A A

Ze A VERTAT 642 3,162 60 247 5] (7.8%) 1T 300 1 (BRIRM A E R EE 2 & tr)
ORIWERMRRS b, BIWEARSEMEE T, Z2cBET oME B 14Fe
A 7.7% (207 B1,2,702 ), B MBS A FRE (BIZR 3 4-18) 8.7%
(40 41,7460 ) T o 7=,

LA A 3,162 B2 3T 2 E2RENERNTAE AT 34 5 (1.1%). -G
33 F (1.0%). Bl 251F (0.8%) . THILARE 16 1 (0.5%). T#i 16 f (0.5%). T
bote, [FFEAK T

RIVEF O#E L 35mg BIF (35mg, ) PR ERER M QMR & i i A o & 3t
LOEH L,

(1) BEREIEH

1) B - APENFEE  SEEE (REFL BEERBED, RiER%E (HEERH)
D AEIEE EERIDED, ATER (03%). BEOCDH A GEERP)EDR
Hobi, Bz BEND D, ). AN FEERI) 255 bh
HZENDD, BEETHITATO, BEXIGER (i, T, &, T
RIEE, W N, BRI, Mo, AERNEAR, DR ORE - BLSE) I
HERE L, 2FPROONTEAICEEGEFILL, BYRAEZITY 2 &,

2) H - +THEBREE  (HifE) B -+ TEBEE (0.3%), HifEE % (0.2%)
DL END D, BEEZTHZITITV, BIESOIAER (i, T,
g, EIEERE. OEEE. FIESARPREOREL - BE) ICERE L, B
DRDONTGAEICITBREEZRIE L, @O RAEZITI Z &,

3) FFHERERES: . (WIS SEE R D ¢ AST(GOT), ALT(GPT)D L5 %1
O ITHEREIE S BN DN D 2 LNd D D TR EZ oI TV, BEN
ROLNTLEICEES 2R L, @YRAEEZITY Z &,

4) KA T AMEQ0.09%) : &, T4 =—, LU, KRY%#%. QT LE%
ERESIRIN T T AMIERH LD ENHDHDOT, BRENERD LY
BN T DR O SRHEE G EEEETDH L,

5) FREEMER R EESEAIEAE (Toxic Epidermal Necrolysis : TEN), 2§ ¥R ARE AT
(Stevens-Johnson JEFERE) (W40 & BEHEERBE) D - op ik 2 Ry 3 ST i e
(TEN)., FZJEREHRARSE Bt (Stevens-Johnson JEMERE) SO HE 2 K EER N H
LA ENHLOT, BEEZTSITITY, BENREOLNTHEICEE
blog e i L, @EER0ELITI 2 &,

6) FHEHEI - HEFHME (0.03%) : SHHEHEE - PHEEHEANOODNLD Z &N
HDHOT, BEE DTV, REAROONHEIIIHREZ2F LT 57
EL EURAMEEIT Y I &,

7)) RIEEERF T R O KRS B S i OIEERE I R I)T D KR 5T
T RO KPR B HREOREEMFRE2LELDZENHDHOT, BRE 5
AT, BENBO NG EIIERE 2R IET 578, WERAEZIT D
&,
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ff Lo EE

(Fi )

E 1) BRERE, B THRDOONTWDEIWEM. Smg 8K (Smg/ H) OKR
BR 34 A A DS TIRO LN EEIERIC O W CITEEARF & L,

2) =ooEIfER
PIF O &S ER T EREN S S b= Ga1cid, &E529H1ET 257 LiEy)
TRALEAEITH T &,
FRESRE | SEERTD 1~ 5% 1% A0
HiLZR SRR, 1| B -LEEE. H | IER. R, BACRIE, JEE
PRLER, BET | APk HEE - M | B, DN, EEEE.
PREE, SPRE | AT WANEEESR , WAMEEE AR PR, 3
JIf <N, R, R, THI, B
%K, HIERE
I, I, HE, FHWE

PLig - B | KLBE, 1mIB

JE e
1Mk 2 1fn (AR 1 BR
s, ~€
7sa AR
), AfmEkEK
TN AN
JF ik JFHERE LA [AST(GOT) |k
5., ALT(GPT) L5, y-GTP
L5A5E
Mk BRI BUN L5

X - R | [BlERMESD E FEIED U, B

A S i
A4

R | V. AREGR

- B BIERR Y, HEmEY, W

% PIRED, BT, ARt

Kb - fh | RIRCE)

BER | MWig Y A

#t T, MmiEAs Y
7 L

[} Y L TN IRAEAR (D 2x, BARE),
WG5S TR

Z D, I Moga, PEE0E). BRI EISE,
LDH k&, # ARAE M RE B v, B
I RAFa— B0, R, Ko ARE,

1ZTY (BFEmALE, 2URE),
CK(CPK) - 5-

KT, T
1) BREHRE. WA TROONTHDEWEM. Smg BAI(Smg/ B ) DGR T
FETEME A BAETRE DA TRO D NTZEWERIZ W TIHEE R & L,
HE2) EMHNOE oy A%IZ, T, BEAERICKEZRKZT IO 2B LVE
HELELDIEDRREINTND, BB, FEALERFEERIEICLVERL
T3,

5. . PERm. RIS ~OERG
(1) &P OG5 T 2 ZEMITML SN TWRWO T, M XITEREL T\ 5
AIREMED & 2 AT, TR LSRN fErtE 2 LS &S 2 HA 1
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ff Lo EE
(o)

OHFETDHZ L, WHARRS RV, )

(2) EARARFR— b REANTEEEICTY A TN RICEIIEER~R & 1T
SNDHDT, T DAREM O H Bl A~1E, 1BFE_ EOF RN ERMZ LA
LEHMENDBHAICOARKETH L, (EFFER~DOKREREIIE 2R AR
F— FRIEHIOF G & - HIMICHET 5, EARARR— FRIEHOF LN S
IR F COMM & ARRME L OBEIZH & 2> TRy, )

(3) IO AT, AFIF G LR SEs 28, ([@ER (T M)
TT Ly FueryBAATFICBIT T2 ERmEINTND, )

INREA~DEE.

AN TS 2 AR RESE LTV ARV, U RRRBR AN 720N, )

iR 5

Wl - R AR LT AUE, R Y CERMAE, WONZ EE W LEREE (R
T MR, BER, Ha, IEES) BEATIEIIENDL D,

E T L Fa U ERE SEA0IC, 7 D WVITHBA%EOKRS %
EET D,

BIEIZXIT 2O fEIENH 2 O ClE: 2373 L Q3 b3, BFEE I8
B0, EEREREZLTESEDLZ L,

WA EoEE

ARHFAZ (T« PTP AEE DKL PTP > — F s bR L TIRAT % & 9 R4
52 &, [PTP v — FORBEAKICX Y, BHWELAI N REIERMBIZRIA L, FIZiX
BHAERZ U THRIARSOEE R GINEEZ IR T2 Z EAMEINL TN, )

SETAEA

7 F ¥~ v 7 BE35mg : 2012 4F 9 HekET (U 11 4D
Ao BE 35mg : 2012 4E 9 HikET (55 9 i)

10
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%13 Ut O EF LUDLKIDY (17.5mg)

™

Ut R @) R LKy

77k FVBE17.5mg % v RBE 17.5mg

&
N
o

Ik D 38 BRSBTSt

E=110 EH;
(5]

2007 -4 H 18 A

o |4 | (& | &

=

BIZE, A7 A EIE

B |38 |y [ [

faké

POsHNa
N | C 2 HO
. HO POsH: 2

BEA] + 17.5mg

B |12

78 | [

& b

FHBRIE, =Y =y MR

<hEE - HFUCBEET A EoEE>

FHEEOSHA

1. ARAOERIZHTZ>TiX, BARABNREHESOFBEETHREOBK L ES 255
WCEHERE L REBK SN BB RN ETE L,

2. BMARFETOREMROEMIIMSL LT,

FR—V v MEOHA
AFI ORI BTz > L, AREHRIEZRD [E Paget HOBZW L IBET A K7
A PEEBEBITESN—Ty MEEHREZH SNEBEL IR ETH L,

o

BAHLFRIE D6
W, AV E Fae @)t b o as LT 17.5mg & ERNC 18], R
i (F180mL) DKk E & HITROEEG T 5,
2B, RABD R &b 30 21FIC 72 577, KL ORI QNS Al o FEAI O % 142
BbBETDZ E,

FR—=Tx v MNEOBE
W, AV E Fe @) by o as LT 175mg & 1 B 1IE, &R o8
(B 180mL) Dk E & Hic SHBERROZEET D,
eB. WAKD I LD 30 T B9 KU ORI N O A O 0 E
BbBETDZ E,

<Mk - HEICBEET A EoiEE>
BHIZH I o> IR O M E BFIIRET D2 L,
1. KLSOEE (Ca, MgZEDOEREDHEICE W I R TIN T A —F—%ET) CRYD
DV OFA L RFFCRAT 2 & RAOWINEL T 5 03 H50T, K
%, PO EFNIIRA L, 2 2RA%BA 72 < &b 30 33k LS OB ZRET 5,
2. BHEAPLEBEWMENRE SILTWVWDED T, S H D VT T, 48 (8 180mL)
DOAKEEBIZRA L, IRA% 30 i3z b b,
3. BRERFSUTERATICRA L,
. HOFEHEERIE O RTEEMER H DO T E T2, ROTICRHAT 5,
5. RIERBOER (W NRESOINE FE, WERIHOR A, mEORRET 2 <oif
) N LN HAIITEREIERKT D,
BHBRIEDOES ROSEBEIHRETLZ L)
AFNTE 1 BIRAT A THY M—BAICRATZ2Z L, o, AFORAZ S
NEEEFE, FHIC1ERAL, 20RO UDEDTBAICKRATSZ &, 72
B, 1HIZ2ERALRZNZ &,
BX—Txy MEOGE
FEEII D72 &b 2 D AMOREYM 2B &% ELFE AN EEL LG E K]
JEIRDMETT I S NIRBEIZORITH Z &,
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FTIART

1.7 AERSR—E

A Lo EE

1.

[#R] koBFEICITHRES LRV L)

BRI T H T 7 (BEMBEREIE) %OREMIEZBE S50
EOHLHEE (KFOMBEBEPBILET S LICLD, BERTICKTS
BIVERARBROLEHRIENFEL 72 5,)

KFNDEAY 8 DD R 7 4 27 4 % — b RIEHN 5 UISBOE O BE
RO H 5 BE

KAy MED B (gD L2 T MEME T LR LS 7 AfUED
SERDB BT DB ENRH D, )

AR RELZ SEAL 8 2 WME AL 22 30 29 PA B AR TRV B
PR SUTIEIR L CW D ATREME D & D A (TiEiw, M, I E A~
51 OHEZM)

FERBEEOHLLBRE (Z VLT F=0 7 VT T2 AMENK 30mL, 5k
WOBETITHMABIE T 28200 H 5, V) ([Ep@hne] omEsm)

I HE®RE ROBFIITEEIIRETDHIL)

(M

@)

W TR B B BE IRIE, B, + EBOEE UIRERSEO EERELE R
ENDDHBRE

(AE I8 OB FE X% B LS RE IR X 2 R R oL E X TR %
nndbs, )

BEEDOH DB

(PEM A BRE S B BTN H D, )

2. HEp AR

(M

2)

€)

BEOBFICLDZINLY T L, B4 I DOEBRAATSREAIX. TV 7L
VIIEZ I DEMRT AL, HITEN—Y v MEEFIL, BRBEERE
LLTLEL TWDIDOTHERET DL &, 12120, AT T AHHEAIR IV T A
TNANIZTLA 7RV ULAERBANL, ARORNEG TSI ERHDHDT,
AR ZE 2 CRHSE2 2L, ( THEEH] oEBH)

KEEFLERA T+ A7 32— FNREFNC L DEREEZ T TWDHBEFITBNT,
PHEEETE - HEEMAN DL LN END D, WESNIEM DL BNk S
OB T AR EN L HEHLE S RFTRRICE#HE L THRILTWa, U AJIK
T LT, EMEEE, (LR, T aRTu RIBE, R, niE
DOARFEA, HRHLE OBEESN LTV 5,

AFN O 5-BRERNE D EN O EHEIREEZ MR L, MHEICS U T, BT L)
RERRAE 25T, RENSERLEEZ TELRVFEEE B I HFETSH 2
Lo ARFE G PR EA R E S SIS ARI OREE L ZE
THZ L,

T, OEENEEBERICESZ &, EHMARERREZZT 52, HEZ2EIC
AFN Ol 2 RHERTC S U CRER 2 RHLE X CE DRV BT 5 2 L

CEREEICTSOPE L, BENEDONZEAICIE. BEHIICHR - 0EEAE 2%
BToXoIciRET Lk,

AT 4 A7 43— hREFNEZEHHF L WD EEICBWT, HEIMEMED KR
Bs T T RO KRB B OIEEREI NI LI ORERH B, b
DA TIE., ZRFITE Z AHGER 2 S50 A BN REBE° BRI BT
BN ED LN TWIRELH DT 0D, DX I RIERBZRBD SN HE
W2, X RESEEITV, #URAEEZITI Z &, o, WO FEIRNET S
AReMER B D Z &b FAITIFER B I & 7256 12id, ROHAlo KRG o
FERFELZMR L, XBMRAELITO 0L, HEICBET LI L, X BRERICITE
FEOIEESE, A 2EEIT AR LN TEY . 0L 9 REAICITEy) 2
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FTIART

1.7 AERSR—E

BEEITH 2 &,

BHREOHA
BHBIEDORIEIC T R b &7 K2 MEUAOBERAESE LTSI Ebdh
HZOT, BRI LTUIZD LY RENEEETILERD S,
3. FAEAEM
OFAEE (PFRHICEETD L FENCER - IR L2V L)
WL E REPRIEIR - HEE H ik BFe - falRIA 1
KRS DEE, B FRFICIRAT D EARFID | BT 2L b
R4 A i e Codh | W ens 2 En WEFELT D,
N U NEGREY HDHOT, K%, HAD

Sl A Ay (B A, ~ | BREFHCAFIZRA L, 2
TRV L R TAI=T L | DIRA%DZRSED 3045

%) Ea Al R OB CHEH %
HIERA, SR T VAVEX I | HEERC-RALANE Y, &
g e HrEREuT5z L,

4. RIYEH

FHERE  ENOBEKRBRCE 1B Fe B> FU v AL LT 17.5mg B#h &
AT BN I T 2 ER AR R AAE O B8 2 5 e FIE R BUBEE X 24.9% (62,7249 f5i]) TH
D, BMRENWERIL 17.3% (43,7249 f) 1, ERARMBAMEREL#IL 8.8% (227
249 B) I A BT, ERFIERITE ABIE (6.0%) | [HFE (2.4%) . EIEEE (1.6%)
HLOMLEMEIR, y-GTP #0 (2.4%) . AST (GOT) 4 (1.6%) . ALT (GPT)
I (1.2%) EOFEREMAEERT Th o7z,

FHR—=Vzy M ENOBEKRBECTC1IAE IRV Re @B RV oAbt LT

17.5mg 25 SN HNZIB T 2 BEABEBE L 25.0% G /124]) THhH, D

R, T, BARPUR, REMRECTH -T2, 7. SEOBKRBRTIH 1E

Ut Ferigr b U ad LT 30mg 345 SN BN 5 BIVEH SR I

475% (29761 %) TH Y, ERBIERAIZTH (11.5%) | Ed, BIS (% 8.2%) .

SEI (4.9%) MOVES. (ERL. PEGEEIEEI, SHTEE (% 3.3%) Thol,

() HEKR72EIEH

1) B bERE - AEZEIL R P mlskge EERH) P Al
BOHEEERE) W B (BERE) P fuEk (BEEARE) P+
IGIES HEARH) P %0 LEEEEFEENRES L TWE DT, Blige 4
ATV, BEPRO ONEHEITERGE2PIET 5, WERMLEEZITH 2
Lo ([#R] . THE - ARICEET A LoER] OEBR)

2) FFHggEREE. HE (WIRBLHEEARH) P 0 AST (GOT) . ALT (GPT) |
-GTP D L\ ER-Z 4 RS, MERH b b D Z LB H DD T, B4
ATV, BRENARO SN HEIIEE S 2RI L, YR NE 21T O
L,

3) PHEEEE - HEERR GEHERH) P o WEEEET - WEEHANL SN Z
ERHBHDT, BEE 2TV, BRERRD DN GA IR AT IET S
L. WUIRMEEITO Z &,

4) KREBEEET T ROV KB B8 i O IEER G GEEARR) ® @ KigEis T
T RO KIS B@ESOIEEMFHE2E D ERHLDT, BlEr+0IC
1TV, BENRD N GEAICITBREETIET 52 WYRLEZITY Z &,
( TE#EAREANER] OHESR)

E) BIEWEH D VIIHNE D O

(032
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FTIART

1.7 AERSR—E

A ko EE
(Fi =)

(2) FofoRIfEA
DT ORWERNRD SN BAICEE G 2P ik4 575 it n@s217H5 2 &,
5%LL 1 1~ 5%A 3 1% BEEAIR
i bas BRI | B, BREE | B, HR. T | oK, 0B, IEH,
Ii . NEERL. | RERAIR, ){E, B
HIEAR (e | <O {4, + 2
L BRERE | IBR. S5, hE
i
W BUE TORE, BB | fLBE, =R, RS
% OKEMEZEET),
15 v
JH Mk y-GTP 8800, | fsp 7 /v h Vs | LDH #0
AST (GOT) 2T 7 B —EH
H4M, ALT o
(GPT) #4hn
R R, ZH. 5&9
B¢
13 A, AmERE | FHPERERD. Vv
e PXEREHE N
Kt HEN SEUR . SRR (L
HIER ). Hg, iR
. e BHE (B | AT T A
B R HiR . R 2
BIE. . S
ESLED)
Z DAl RS 1L 5y PER&, BUNHE | R B, I/ monm
m, T o | 7V o8N, IR
YRAT 7 H— (B, %) .
LR, mhy [ 1FTY, EIAE (%
N 5. W) . B,
e, MmE RS, ¥
Eh

FEIER OB X3 1X, BN T 28 HERE O BRRRB RIS <,
HREWE D D VITIME S O
5. Wk, PElw., WIIRE~OHK G

10 AR L C WD AIREME DO & D8 AT 5 L2 &,

%)

()

(DB R T 4 27 43— b RIEH &R, AR (7 v M) ITB8WT, KD
N AMIEIZ X D IREEORER EE 2 SN RO I CIZHRIEOE
LRSS N LN TN D, )

EAT 4 AT 3 — FREHNTEREICH A TN BICEHBBR~ R LK
HEN20T, TIRET DA REEDO H D A~1E, {BE OB RENGERMEEL LR
L LM ENDERICORKEET DL L,
(EHBERA~OBHEIIE AT 3 27 4+ 3 — b RER OB LG8 - WIS
b, EAT AT 3 — hRIEAIOH 10 SR E COMM & fafrtt & OB
B & TR, )
WIF O NG T2 Z L E2lT, SUEETERGTIRGEEL LTI
&,

(W (5 v b)) ~FHEBRRALENT-LE~OBITA DT NTHED 5T
%,)
6. /NRE~DEE.

NS A 2 AMEIRRESE LTV AR (B HRER D VY

@)

€)
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1.7 AERSR—E

ff Lo EE

7. RS
(1) e - R

we=) BRI 0 MIEH AT AMET L 8 S ¥ AMEORER « B D 5

DONARREELRH D,

2 uE
W22 D720, ZAihA A &/ T 2HlBA S 5 VT4 Lz 8535,
Flo, RWNERAZRET LOICHEREZET D, LEIDSL, I T A
DOFRAN TR 55 DOUE 54T 9,

8. WM LorE
SRR A Iy
PTP G235 OFANT PTP — bWV L CTRAT A L5 HEETHZ &,
(PTP > — hOFEEKIC LV . BEWELAI A EIEREA~FA L, XA EB 2
L CHEBIAR ZOEERAINEZ PR T2 2 ERHEINTWD, )

BRI A T NAVEE17.5mg : 2012 4E 9 AET (B8 12 R

~NF o bEE17.5mg : 2012 4E 9 A (55 9 fi)
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1.7 RfERMGR—E

T/AIT
£1-4 =/ FOUEKIIY
— B M 4 | I ek
i 5t | BT A 50mg, U J1 LR 2 PhE 50mg
BIEIR E R A4 | T AT T ARIERA S LB IR TR A
OO A B [2000FT7H1H
HOEAEE R -
BooOHl Xy | BIEE AR
5 i 2V (iLj&; _OH
(5 e
f\m
F A & & | BEA - S0mg
% hE 2 R | EHRE
<@hig - FICBET S EoiEE>
1. AFOHEAICHTZ > TE, BRBFRBFZRODWENES 2251, Bk
DBWBRHEEL TWHIBREENGRLETH L,
2. BB TOREMROE I L TR0,
M i M & | @, AR Fa U iBgkfw e LT 50mg & 4 #1118, EZRRICHoE (0

180mL) DK (Kb FH) L& bicRkn&ks54 5,
2B, RABD R EH 30 M2 BT, BB OKERR) IO KA D%
AEIRLEET S Z &,
<Mk - HEICBEET 2 EoiEE>
BHIZH 2> IR D K2 BFITRETHZ L,
(1) AFNIA CUIRDEE) TIRATS Z L, KUAOEE (Ca, MgEDEHE
DFFICEWI R TN T 4 —X—%5T) | BRYKROMOIER & —RHICRAT 5
L MINEGTAZENBDHDOT, EKE, BYIOKERNCRA L. »oRA
#%A72< & 30 MIKUSN DA ZRET D,
Q) BEEVRAI~ORIEROMREEZK T IR 5720, ELNICHNA~EBES
BHZENEETHD, WAL T, UTOFEIIEET S L,
1) FEREERE O RTRENEN B 5 DT, AFI 2 A0 T O CE» LD
LW Z &,
2) 4y (B 180mL) DK (kb F£#H5) L & BITRA L, IRH% 30 i
iz bz &,
3) BERFXITERANCRA LW &)
3) AANT 4B I ERATAEATHL O, RAENRNEIICEETHZ &,
ARENIORAZSNT-HAE, BRIC1ERATSZ &,

ff Lo rEE

(%

%

= (RoOBHEIFELE LW &)]
ﬁjﬁﬁi’%ﬁzﬂ VX7 T UT (BIEMAERREAE) 0 RE Wi 2 BT S D REE
Db DHEE [(AFOREBRBNAEET D Z LI2LY ., BRERIICBT DEIE
FARROEHENEL 725, ]
Q) AR EAERZ30 L ERI LTS ZEDTERVEE
3) EANIDRS & DI O B AR AR R — b RIAN 5 LB BEUE O BETEFE D
5 BE
@) EAHNLT Y AMIEDBRE LIIEH LS 7 DMEMET UK S L > 7 A fLRE OSE
KRBT D2EBZNRH D, ]
(5) FEETFIRE L CW D O H D A (M, iR, RHEE~0&S )
DIEBHR)

R

—~
—
~
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FTIART

1.7 AERSR—E

A ko EE
(i)

1 EHEEE ROBFICITEEICESTD L)

(1) WeETHEEE, ®Ex, B, FEBX, UXERBSFO EMEERENH 5 E
FH [ BRI U, FRSER 2R3 2 &35 2 O CHRMEEZEL X
TrBENNH D, ]

(2 EELRBEFOLLIEE [HHENELET I BELANH D, ]

2. BEREARNEE

(1) EHMEFCET2B8ERARE SN THNDIOT, INLOERID bz
BAE, ABRORAZFIEL CREE2Z T L 2BETHZ L,

Q) BFHBREOREICZA habF v RZ, MBUAOERMBEEL T2 b dH
LZOT, BRI LTUIZD LY RENEEETILERD S,

(3) AFEHEZIL, MIFI LT MEMETT LR8N H 572D, MIEH LD
ADOEBCEZR L MBS LT ALY T AKRREX IV D 2T 5 2 L,
L. IS AR HEIN O N TN, TAI =T A, TRV LEHR
BHNL, RKEOWINEZ T B Z EnHDDOT, RAKAE2EZ TRASESZ
Lo (THEMER) omESR)

4) AHEEGLEARARF— FREANC L DEFREZT VDL BEHFICBWT, H
B HEEHAR S DbND ZENb D, WiESNTIER DS AL %
DFEEICK T 5 IR EER 2o i BHLE - R FTERIC BE L CRILL T D, U A
K& LT, BEEEE., (LPRE, aLFaxTaf RiE, BERE.
AMeDO A, FHEHLE OBEES N MO N TV 5, AAIOE G B MERTIL O RER
OEIRREZ FER L, LEIZIG U T, BFICK LE 2R REZ2% ), R
MR EHLEZ CE LRV BFEETETBL X285 2 &, AHEEHICRE
7R RMLE N MBI RS> e A ICIARI OREE L EETDL L, £/, 0
ENETFRICRDOZ &, EMRIEREZ S5 2 & WA RICAS D
A& HwEHERNC S L TR Z2IRLE T TZ 2RV BET A Z Ll %
BEICHOHAL, BEABOONHEICE, BEBICHER - oS R 222
TEHEIITHRET D L,

(5) EARABRAFF— FREANZEMHERAL TODEEFIZBWT, IEIMEE O KIEE
57 T RO KR B OFEERN TN RE LI oRERH D, 21D
DA TIE., SBRFIHAE Z DA S Hor A Al REERLRA S IR0
THIBRDZBD LN TWAHELH D Z D, 20X ) RIERNPFED LN
LAITIE, XBMRAEELITV, BURLEZITY &, Fo. WEEO B I
AEUDHREERD D Z b, FAICIHEERIEI MR & 2HA 1T, KKHllo
KEEB OREREZ B L, XRREEITO 2L, EHEICHBETZ &, Xk
ERHCITE R E ONEES, B2 BEFT AR AN TEY | 20 L5 hiGH
(A ESE R A U= o =

3. HHEAMEA

PERAEE HRcEETAZ L)

EF % BRERRERR - HEE 51 By - falR T
KU DEEL, FIRFIZIRA 2 EARAID | RENIZAM A 4

FRCARLSPARMO L O 72 | MR B L 52 08% | v LKz KT
BT LEHREY NRHLOT AFORM | 22 EnHDHD
LG A A (v h k| BOR<EB305TER | T HHTLLER
NITAYT L, TI=U L | OEYCEAN R IR | AOBINAZKT S

%) EA A ALk > BELZRE | ¥5,
IXRTIADEZ I ALK | 52k,
Fife 751 5
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FTIART

Bn
I

*

F

1.7 RIER%

ff Lo EE
(o)

I11EH
R E TORKRBRIZI T 25 228 B9 30 61 (13.2%) (ZEIEH (FERMRAEMD
B 2E&t) NEOLNTE, ThbOiXE - EEATE s 51 (2.2%) . 185w 3 %
(1.3%) . B&3H (13%) ROTABIVEKRAT 7 XZ—EEAD 36 (1.3%) %&<T
ol

h
Haol

(FKEREF 1 2011 4E 7 A)
(1) HEKRZEIWEA

1) EMMEERE  + HBIBEE (04%) . HiEE GEERAY ) Zo L
{LEREENRDH HbNDZ ERHHDOT, BlEs 01T, BERBHLN
S EEEPIET A, BMUIRNEEITI Z L,

2) GHEHEE - GHEERS  PEEEIE - SRR BEEARY ) Rebbid
ZERBHLOT, BELETSITITV, BENEO ONIZGAICITEE 2R IR
T 5L, WEURLEERITY 2L,

3) KRBT T R OSEA KM E B OIEERE « KEE iR T R OEALR
PEE B oER G GEERRAY ) 24E05208H50 T, BEE
IIATV, BEDFBO SN BAICITEEZPILT 57 Y, BWURAEEZIT
9z,

(2) BEXRZRIEA (GEID)

) &H LT AME : LD EARAR R — FRFEANBN TR, 77 =—,
LU, RN, QTIEES I KLY U AMIENRH Hbivd & O
ENHDHOT, BEEHHIATV., BERRD ONGA TS 2L,
WU ALE AT H 2 &

2) FFRSRERETE . BH  fhoo B AR AR 3 — N RIEHNTE W CEE R FHEREREE,
HEIERH HbD EOWENRDH D DT, BEE 2TV, RESRD L
LA EEEPIEL, EUR0EEZITO 2L,

(3) FofthoFEIEH
WORERNH LoD ENHLHDOT, BENED LN-HSITITERES
HIET 57 POy R0NEEIT 2 L,
1~ 5% 1% i BERE R B
W HCE BB, O, T LAF M
FEE %
Vi bas B MR, | WA T | EM, TR AL, PR
M, B2 i HIEAR R BRCRIR, 0HNZ%,
AEL, OB, W, Do
BEIA
1 B iR AR ERED I
AR . HEREEIN
JFFli AST (GOT) L&, ALT (GPT)
E&H. y-GTP £&H, vY B
VER TNANDIVERRT 7 H
—Y k&, LDH E&

T ik BUN L& R EH, 7V
TF=rFH

B | TABVKRRAT mH By A, CK

F 72— (CPK) L& il - BA&9% (B4

fiifE . AR, AR, DU
VR N i )

Rt L UL, BRI 9D F 0,
F SR
T DA Mg, =L AT m— LEN,

BiE, BEt. mlsiEdk, &
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FTIART

1.7 AERSR—E

ff Lo EE
(o)

B, e ER Py vk
S Y D | B TR
BN

) 1mg K OGRS £ CTORERARBRBE XX AR E IS RO - o HE

AR E LT,
5. 4T, EEW. BImE~0#EE

(1) IR
DRI SOTIEIRE L T WA FTREME O B B If ARG LW &, [ B RFB AR
F— bREAI L FRE, AR (T ) ICBWT RV Y AEIC X B0
WEFEEORE R L E 2 SNSRI O I N HAERDIR FHERA BT
%.]

DB AR AR — b RIEANTE HEICE Y A NI ZRICEH MR~ R 2 R S
N5OT, IIRT D RREMED B Dim A ~I1%, JBIFE LOFRMENERMEE £ 5 &
SN AL AICOBREZEET B L, [RFWEBE~OBRHEIIE AT AR R — b
RIHKIOFE -8 - HIFNCAEET 2, EARAKRR— FREAOH L) HITEE T
OB & fERE & O BIE TR 52 T/, ]

(2) IR BILP ORI, AAFE G PEELEP s L, [(BEW (9

v 8 ~EGLEGE, AFPICBIT T2 BN RENTWS, ]
6. /NRE~DEHE.

AR, HrA i, S, SR SO NI B 22 LT, (B

R 720N,)
7. BE®Y

FER AR T AfiE, EETECERE (AR, oo, gEk, 5L, T
HIEBS) NRIET D AREERD D,

B RN A2 DT, 2B A 4 2 a8 T 2HBR &S 5V IEFL a5
By Fio, RENGEA 2 BB 2 2DICHEREEZEET D, 2B, KLy T A
MIEIZIEM BN S U T, By T LOFFIRNE 5EDONE 21T 5,

8. WM EoE
HRHANAZ AT - PTP A3E DAL PTP > — R B HY B L TR % & 5 fgE+
5z &, (PTP ¥— hOREEKIC LY, HWSAI A EEREA~TA L, BT
FHEEZ U CHBIARSOEERAGIEZIRET LI EBHEIN TN D,)

T4 A

R T AEE 50mg : 2012 4E 6 HckET (55 4 hR)
U J3 VIR BE 50mg 1 2012 4F 6 A (55 4 FR)
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FTIART

1.7 AERSR—E

x15 S0FX%L 71 UERIE

— B M 4 | TuxvT o ERE

i 5t 4 | =B R Z%E 60mg

iR Rt 4 | AR —T 4 U U —kkath

A RO A B | 200441 A29H

HoE AN R

BoOH X 4 | RFEAEI

LI O S/ O on

(0]

O\/\O

o & & | BEA - 60mg

2 he 2 R | PR EHERE

M & A & | @F, JeXxr oy VEBEE LT, 1 H 1 HE60mg 2R O&59 5,

O ko EE

[
L.

2 (ROBHITITELS LI &)]
GREREFIRIMARAE . i ZEARSE . MM IR M ARE S O R IR MARTERRIE D H 5 BH
XITF DR & %5 B [RITER & U TR MARZERAE (REREHIR AR E |
BHIEARIE . MABERIRIASIE 2 5 30) AMESNTRY., 20k ) hBHic#
595 INODMERNDEEST D Z NS (TEERERWERE] KO TH|
ER ) OIEZBIR),]
EWIRERRE (g EIEY. EMZHN%E) cbomE [TEERLARME
B omEsR]
LU VIRESREGER O B [AEFEREOBE ITHIRMEEREL L Z Lo
TWEDOWENRH D, ]
TG SR L C W D FTREE O & Dt A R Q% Htm [[ikhs, pEls, 1% Hlim
FEAOEG ) OmEBH]
AHND o % LiBHUE OBEER O & 5 B

I HE®RE ROBFIITEEIIRETDIL)

()
2

€)

NFEE D & % B [t LTnawy ( TRyERE) omEBm) | ]
BOZA ba B CHEERE Y 70D RiE (>500mg/dL) OREAE
DHLHEE [(AFRHICEIVME RN 7)Y REABREONDZERH LT
O, MIE Y 7V EY REOE=X—%(T) 2 L, ]

BEEDH HBE [LEMITHL L TRy ( TEyBikE oEBR) | ]

2. BERAANER

(1

AFNORRAC XY, FIRMARZERE QRITFIRMARAE, MERAE, IR
BIEZETe) NHLOLNDIZLENHDLIDT, IRO LD RIERND bbb i=HE
G EFRIETHZ &,

Flo, BEITH L TL, RO LD RIERVPRD GNIIGAICITE BICEMEIC
MHRT DL, HOELUDUBHATLZ &,

SR TR - IR, RO MR RE, B, R, SR EESE
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FTIART

1.7 AERSR—E

Ao EE
(Fi )

(2) FRMARIEARIE (FEHFIRMARAE, M2ERE, MEEIRLAAEL 5T) O U A
BN ERT D0, RAENIRE IF&EEY, RPIZHNE) (ICAS 3 Bl
WIEARAIORHZ R I L, ERICHITARRICAR D ETIHESEHA L v
to

B) BHEOINTTLKRDY/ T H I D OBEBBREN 5 TROVEAIE, Ly
UL/ UFEH I D EENERMRT O L,

3. AHEAMEA
PEREE HRcEET A2 L)
EF % BRARAERR - HEE T B - fERIA T
(S g % ) o ARENOMFRESNMETT | RFR 2L AFF I

IV AFT I

50

WAE S, HIEERD D

ORI EDNMETF T2 2 &
BEISENTWS, Z0fh
DfaEA F 2 Z MR D
W H RO ATREME 2 &
bbb,
RN

7=V U RbuEEmLA
o7yl

7 ka0
PREEIRTND, K
BNz L DB EOH M S D
WIEHT DR, 7'r b
VE VIR AR ERELS T
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AST (GOT)  L-aspartate aminotransferase (glutamic TARTEXUBET I ) F v A7 27 —F
oxaloacetic acid transaminase) (NI vt ufig s o273
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AUC area under the serum concentration-time curve 1375 R — R AR T m S
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BSAP bone-specific alkaline phosphatase BRITNVH VKRR T 7 4 —F
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IgG immunoglobulin G wE a7l G

NIH National Institutes of Health 7 AV F ESTE AT
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SD standard deviation T Y A 7

Tonax time to reach maximum serum concentration T 1o L 775 VP e A R R

TNF tumor necrosis factor NEE AP R 1

y-GTP y-glutamyltransferase Y-INEINNTFT AT 2T —E
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BE1.6% (95%C1:0.8,34), 77 EAREE3.7% (95%Cl:2.3,6.0) THYH, 7/ A~ TR
TEHIMIHEERRBO e (r 77 7 BE p=0.0577) (& 1-1),

3MEMTOT 7 A~ Tk EEO MR B PT3AEFR (3.8% [95% CL:2.4,6.1]) 1%, 24D
“HERBITTORERLFERICEN T, £2, ZOMOFHFORERIL, K5 2FE
BOFBIRAEFRN D RE RELERBO N7,

12 7 -~~~ Placebo (N = 480)
— Denosumab (N = 472)

10 7

Incident of Fragility Vertebral Fracture (%)
(o]
|

0 T T T
0 6 12 18 24
Study Month
Num at Risk
Placebo 478 478 445 420 397
Denosumab 467 467 440 428 409

N = Number of subjects in the analysis set

1-1 Kaplan-Meier #E[= & % R2EMA TR REROHR (ERSE I HHEER)
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F1-1 BHBEBRZBCETLIFETHOREE (%) (ERE I HHER)

= 2T 7SR Y — REUE) A2 H Y
BIRAERY BIRAERY b 9
(95% CI) ! (95% CI) (95% CI) p K
HEAR AT 467 (2.23,.65.8) 478 (7.81,0i33.5) (0.125,43.606) 0.0001
HRMEEE 467 (1.22,%1.1) 478 (6.3?'16 1.6) (0.125,68.521) <0.0001
e RV 5T W 0aam B 4a109) (0062, 0.520) 00004
iﬁgﬁf@ 467 0.4 478 25 (o.o;)éf [ sy 00124
TEHEH T 472 (2.3,'16.5) 480 (2.3,'16.5) (0.521 i(,)(f926) 0.9951
ii&gf%;ﬁ o m (0.81,.63.4) 480 (2.5,76.0) (0.1(;'2?,314 0ss) 00577

n: FREAT KT Gk BRE AL

a) 24 » AW Kaplan-Meier #EEMH (2 HERLL EOMERBEH 2 FR< ). 24 » H £ TOMRBEAEE Q HEL Lo
HEARE4T)

b) N — R Q HEHELL EOHER BT 2 BR<) . U A7 (2 HERLL EoHERE$T)

o) 7T ERELT ) AT O, HERE TR OB HIMEME 1L, grouped survival data D 2 7 F U 7 REIC
THE, WRHEAE TR OB MERIEIC X 2 ERIFHHEEITIE e 7T 7 BEIC TR, 2 HEERSL o RS
P71 Fisher’s exact test |2 CHiH,

d) FRMERE P SOIBEAAHE B ST O ME . (EZRFGIEE )

e) BHEE. BlmE. TolE. SHE ﬂ@*ﬁ MEHE, HFE. 58, KOBEEBR S TOFH

) B, KREE., KB (ZREEER) . 8HE - e, s (2R, fiis

R YIIEYES
T A7 60mg6 » HIZ 1Bl 2EMBETHREIZED ., 7/ A 7137 78R L ik
LC, #IEAERE S (BEHE [L1-L4], REREIACER, K ORIRE SEEIEHR G 3 » A%,
BB AL 1/3 1385 6 » A1) 2 b 5-WIM 2@ U CRgERIC , Wi e XTI E B %
FETHTRXTCOWMMOBEEEZAEICHENI S (TXTORERH, JEHAL &
HIZp<0.0001), &5 24 h HEOBBEDON—ZAF 4 b0 E{3R (SD) 1%, E
HEL1-L4 TiX 9.12% (4.13) . KEEE IO Tl 4.63% (3.30), KRB EEE TIE 4.00%
(4.45), M OBEE =M 1/3 TIL0.50% (2.89) Thotz (¥ 1-2), /-, T/ A~T
MRRE T O, 5 3EROBBEDOR—R T A b OE(LFE (SD) 1X., IEHE (L1-L4)
TIE 11.03% (4.988) . KARE ITALHES TIE 5.26% (3.559) . KBEE SHER TIE 4.80% (4.924) |
BEEEAL 1/3 Tl 0.87% (3.001) TH 0. 3 4EMklE L7 B & ERMAED i,
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x1-2 BHBESRRICETARE24 HARDR—RS4 6D
BEERLEE (%) (BRE N EHER)

F ) AT IR TR EDE

I AN a)
W M o> = mE oD (95% CD) P
JBEHE (L1-L4) 441 912 (4.132) 424 0.08 (4.164) 9.04 (8.49,9.60) <0.0001
R AL 464 463 (3.295) 468 —1.09 (3.284) 5.72 (5.30,6.14) <0.0001
KGR S 464  4.00 (4.449) 468 —1.11 (4317) 5.11 (4.55,5.68) <0.0001
BEE AL 1/3 447 050 (2.893) 451 —1.82 (3.850) 2.32 (1.87,2.77) <0.0001

FIRATT ek G i R 4

At ME (FT7ERET ) A~ T DOHER)

BRE~— I — kT 55 5%
T/ A7 60mg6 v HIZ 1 [Hl 2EMBETHREIZED, BRN~—I—Th 5 ME
C-7 u X7 R-I (C-telopeptide-1: CTX1) (ZH#EIE G- 1 5 HENSLFEIZ, HoOFRkE
MK T L7z, BER~—I—THHrEHT VIV KRAT 74 —E (bone-specific
alkaline phosphatase: BSAP) [LIfiLi CTX1 (25| EfWV TG 1 » H#E22 6 3 » HZIZH
7D FEWNC, ORFRANCART Lz, i CTX1 K OYBSAP (X7 7 AR L L, W
FTULIBRBRIERGET N TORER R THRICET Lz (f{E CTX1 #EZ, BSAP W
NBHFRERTp<0.0001) (£1-3), £/, 7/ AT OBRH~ -V —ITxT22%
I BE3IFER BRSNS Z LIRS NT,

x1-3 BHBEREICETEARE524 HARDR—RS4hoD
BRET—D—ZE (%) (BERE I HEHER

F AT TR p fiE®
n Hr i (DU 557 ) n HURfE (WAL REEE)
1Ly CTX1 470  -62.98 (-76.14,-45.16) 478 —12.93 (-35.05,12.06)  <0.0001
BSAP 470 —52.63 (—61.42,—41.78) 478 —12.90 (-26.27,3.49) <0.0001

n: fEAT S AR BRE S
a) Wilcoxon DIEFFIIRE (7R ET ) A~ T DHEK)

LU EDRRRGRERAGRT & 0 . ARV EHRRIEICK L THIRER TH L Z LavRanizZ L
MNB, KAIDOYEE - 2R (R) 25 L1 HD X D ITRIE LT,
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2. BiE-RAE (B) RUZOHRERRL
21 RE-HE (B)

W, AT/ A~T7 (Bis#ix) L T60mg % 6 » AIZ1E, KT
B59 5,

22 R&E-HE () OFRTRAN
BHIRIEICKT 57 /) A~ T ORE - HEE, LTORMERE, EHS%RE, Aot
UﬁA%fu774w’ﬁd% (60 mg % 6 » HIZ 1 [BIZ TG E&RE LT,

75 AR #Ea E R IC B W C LR B HRIERE ST/ A~ 7 % 14,60, & T 100 mg
@%g?6mﬂ;1@\ﬁz@ﬁ@&?&ﬁb\ﬁmi\ﬁé@\&om%ﬁm@%@ﬁb
7o FEFHMEEE T HHEE 12 » AR OBHEREE D= T A U N OERITT /) A~
TONWTHORAREICBWTH T 7R L CHRICHM L (T id p<0.0001, %

FPEFER) . 512 v H RO KRBRE AL, KBRS S, K OBEE A0 1/3 1280 Th,
TIRRELR L TT ) AT TIXEEENGEICHEMLE (Wb p<0.05, 727251
100 mg RED BB mALE 1/3 O'BHBE [p=0.054] Z%<) 2. AERCHEIZIHMBE TIZR o
7oo BREH~—F— (fiF CTX1, uNTX/Cr, BSAP, XT'0OC) IZXfT 57T / A~T7 DR
X, B G A2 L CEHE L7214 mg TIE5-RME (6 » A) L CTBRH~—
T —O & 3 CHEFFT D Z LN TET, ThEEAE LT, BEMBOK TIEIZEL O
PERE CIMIER T ) A~ 7 RENERRERIARE ChH o7, 60mg Tk, 5% 1 » A
PUNIZHIER T 7 A~ TPEFEDS Cona (T3 L7t 00K 30 H TR L7223, & EHE (6
B A) OEBOK2 » A TIEIETT /2 A~ 7REOIEENEE D . RANKL ~OfEE 3
FMLBRNWEBZONHREETIKT L, —JF, iE CTXL 1%, &5%7 0 (&5%AEGE
flfiF) 72~ & b KEN 23380 S v, £ O RITIG R 208 U T < #EFf S vz, g
CTX1 OIENE, MiEHT 7 A~ TIREOW RPN EE 2RI EIE Lisd 722, #5 6 » A
%O FT7 7RRTH0720M0E CTX1I DK TR (-57%~-74%) DMEFF S v, 7eds. EHE
B TIR I 2 U CRHEM N2 R L2 Z v, &5 (6 4 H) ORBOR2
A AICIiE CTX1 OMFAEE LT, MHEE 2 ORI L CBEE R B4 RIE S e
EEZ BN, 7B, 60 mg LN 100 mg Tik, BACH~ — 1 — O KNG K OVE %5 B o 1Y
MFRICKEREBWVTRD N2 holz, T/ AT % 14, 60, KON 100mg DFHET6 » H
W1 EE TR L EORBEMEIMARGTH Y . AFEFLORBUCH BT 72 BRI
TR B otz (77 A~ 7 14 mg #f: 94.3%. 60 mg #f: 87.0%. 100 mg £f: 94.1%., 77
B AREE 90.7%) .

SMEN DR B O PR Aot & it & L7 s A & Rl (7 A~ 7 6,14,
30mg & 3 » AIZ 1 [EI30T 14, 60, 100, 210mg % 6 » A2 18148 » H & F#E) TH IR
DFERPBO BN TS, 60mg 6 » H 1 [EIHEEG L 30mg3 » HIZ 1 FHREG ORRITFERE T
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ol Enb, BEOFEMZEZE LT, T60mg % 6 » HIZ 1 [BIE F#&5 ) 2R LT,
PLEOFERS . EWNE NARBR TIL, 7/ A~ 7 OKRHESERE - HE% [60mg % 6
B AW 1 EE T#RE) & LT,

EINES AR B Praffiak B oV T IR MARERE T/ A~ 7 60mg & 6 » HIT 1
B2 TG LA L 2 e 2 et Uiz, EEFIIE E Th 5 Kaplan-Meier HEE 2 X 5 24
B A O RFEMEMRBEIT AR (95%CD 1L, 7/ A~ THE3.6% (2.2,5.8). 77 AR 10.3%
(7.8,13.5) THV ., 7/ AT OT 7 VRICHT H2EEMESRIES iz (N — FE0.343
[95% CI: 0.194, 0.606], grouped survival data D& 77 > 7 f&E p=0.0001), 7=, BH~
— % — (% CTX1 XU BSAP) 1%, RHOWUERR THLT /) A~ T7HEEE 1 5 Atk
GLTRTORR T 7R & L TR T L (RS Tp<0.0001), BH~—
A — ORI 2 U TR Sz, AFEFRITT / A~ TRHET 943%, 77 B AREE
T 92.5%I, 1RBRIE L DEREMENH D L HESNTAEFEFRLIL, 7/ A THT204%, 7
T EARBET 16.8%ICHI LTz, FHELOEBRKNEELITWT NG W CRBRETHY .,
TI)ARTORENET a7 7 A M T T 'R ELRREREWVTRD D oTz, 3 HER
TDT ) A~ THGREOHEIR BT AR (3.8% [95% CL:2.4,6.1]) 1%, 24EM 0 —EHEHRY
TORERLFRIEN -T2, | FEEEGICE DB O R (FEFREHED
O EETe) FEO LN TVRY, SLIZEEET e 7 7 AT TEREDKRE
IREVITERD BTV,

DEXY, 77 A7 L LT60mg% 6 5 AIZ 1A, & FHEGE2ARUERTEARFTHICE
JOHELERE - AR L,
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3. FALDOIEE () RUZTOFRTERRL

K 3-VICAKOMER EOIER () kOZEORERILE ~T,

AROMER EOERE (%) 1% [ERAERLEA SCEOTLHREFEICOWT) CERR 9 4 4
H 25 BAF SIS 606 7). [ EIRMIR CEOTLEHEFEIZOWT) (CEAR9IHF 4 H 25
A 382285 59 %) . TERFRAEIRSOMEH EoFERREEHEICOWT) CER9IF4 H 25 H
i S35 607 7). TEREAEZS ORMCE LD MEH EOEE] FEHEEHO Q&A IZOW
TJ CER 9 4F 6 H 30 BT FRsig 2RSS R i = 3 Gl E A HEE=R) | KO 1=
FEHEIES ORM CER T MEH EoEE] FHZEEO Q&A IZ2WWT (2?0 2)) (Fk 12
7 H 4 AR FEER EALERZERRERRE Y, FEER B & O R R
BRARE ., W ONCEEEOERICEE D& | BRE LTz,

£3-1 HALOIE () RUZORERML (1/4)

SHES A% E AR L
[#£2] (ROBHIZIFERELAEWI L)
1. RFN ORI HT UIBBUE DO MEERE D & 5 B 1. IO CEICHE T TRE LT,
2. AN T AEDBRE (THEEZREARWER ) OESM) | 2. AFIZRGICEVmEDI LY T AMEDIK T
3. WER ATIEIE L CW D FREMED B B m AN (TR, PEfR . NEZDAREMERD D120, BEFET
FHImE~ORE ) OESR) — % v— b R OSEEDOIRM SCGEE BB
BE LTz,

3. BIFEBROBEENS ., KB O~
HIZ LY AT PR ENT-T2DRE L
72

<3hEE - HRICBEETIFEHR LOEE>

1. AANOBEHIZHTZ> TiE, BARFREFZODWEESE | 1. #@EICHHRE &L 2 Sz B3 IR
BB, BHRIE L OB HEE LT\ EBE XIS PEASND L IEEBEZRTZOREL

L35k, 7=

2. BHERE TORE R OEIMEITHESL L TRy (R | 2. BARANBMEEE ORGSR ES N DT
R D 720, TR ] OEBM), HDHIDERE LT,

(EAEDIE]

1. BEHRE (ROBEIZIZEEICHZRET B L)
() BALVY U AMIEEZEZTRBZNAOH D EE KL (1) AFIFEIC X MmiFH Lo MMEDIK

VU AMIENERT BTN NH D, ([HE R EARNE TR BAREMENRHY . BT
& OmEBMm)] LAMIEEE ZFTBENDH 5 BE~D
(2) EEOBKEREO S 2 BE (ARSI D2V, K BHITERZET D ORE L,
TN AEEAE - TBEALRH 5] (2) EEOBHEREDH 5 BERBITE

ST TVARMBHREOBETIZ, &
LT DD RIS O FWIERE & VS
5 T OWMEEENMIK T LTV 5 AIEE
MHRH Y ARD LT T AMIENE Z D
HREMEN H DTt L,

2. BEEREARNEE
() AANEZv~—0 LRy (T A~T) Z&Eteiz (1) EETET—Z V= F2SBITREL

O, ARG OBFIITT v~ — 7 OREERT D 2
tO
Q) &AL Y ASEDBH D EHFIL, ARG Es L | (2 Q) ARBGICLY MG H T AME
ST Sy DIKTFREZ AR D 5720, w¥T
BeF— 5 o= N ROBEROWN T B L 55
ZRRE LTz,
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% 3-1

FERLDIE () RUZORERL (2/4)

H

—
HS=

TH

 E AR AL

2. ERREXRMEE

(3)

(4)

(5)

(6)

(7)

(BEE)

AREEGIZX VRNV T AMIERH b D Z &N
HHED, AN T ARREZ I D OEBERNE S
BEEORER ORERRAREICE T CHElc LYY
LAROEX IV D EMAET L L, Fo, BHEHREY
FOZED% G EMIC G Ly MEZRIEL, M
WRHIED LY T MEOEEC, B, Lo, KEY
MEOERICEET D L, B, AFIOERNE I
THEERABE CTlx, £ ToBFICH LT, BRI
AR EH 600mg DAL T LR TN40010 O
IV DB ENT (TERARRWER], TERERE)
DIESMR), 1o, KAlOWATIREZ O BREREITB Y
T, EEREINLVC T AMENRBH N TND, Z0D
55, FEHH AR TE EMOFEEIE, WIREES
57 HUNDOREETH -7,
BHERIEDORIEIZT A ba U RZ, LSO FER
DL TWAZELHDHOT, IHRICEL LI D
LORBREZZBETHILERD D,

S BB EMAN DL DN R D, WiE
SITSEBI D2 < DR E DOFRE KT D IR IEA 72t
BB LR AT CBEE L CRAL TS, URAZRA
F& LT, EEE, LEEE, avFaxTad
RYGHE. FURBRIER:, AR AL, wRMLE OB E
ERMBN TS, AFOE5BRERTIE D PEN O & #L
WML, MBS U T, BT Lt 2
Bz, REMLEELEL TEOMRVFEEET
BLELOBEST L L, RAIRGHITRER 70 iR
BENVEIZ 7e o T2 AIE, ARIOKRESEEEET D
k., Fm AERNZBRICHEOZ L, T ER
BREZZT2Z &, WRHZZRHIARFI O 2 =
FlilC S o L CREMN 2 ERMLEIZ CE 2RV BT 5 2
Ll CRREICH I L, REPRO NS AI
X, BELICHEE - NEAREZZR2 T2 X0 IEET S
& (TERZREIEM] 0ESH),

AFIUIE AR AR F— N REAZREHERL T D
BF BT, JEAMEME D KRB T & QWAL K hE
BEBRHOEETEN NI LI EOWRERH D, =
NHOHETIE, BeFhHiZ 2808M» o5y A
BN ROBEER S A EB AR I B W THITERTE 23388 BT
2WMELHD D, REIOEGFBEZRICZD LD
RIERARD SN THAITIE, X BRES ATV,
IR 2479 2 &, o, mAEOEHrnE LT 5 H
MRS D Z s, FAICIEEMEI SR -GS
W2, BOHU O KRG OFERF 2R L, X iR %
1To 78, EEICEETSZ L, XBRERICITEE
BoORESE, FEOREGRITAAALNTEY, 20
L0 RGAIITHEY R LEETTO &,

KRAEND Y o DEFE D N—=1T, REKRITL (FT7 7
R) BELeDT, TT v ABBUEDMERED D VI
FREMEDHAESITT VAR — SN R A2 0
LHOTHEETHI L,

4) BHOBMNLELZSBITRE LT,

(5) AAFIF Gz L0 | BABEEEAFEE LT
Wh T8, HHEOUA CEE BT
E LT,

(6) AFIXIT B AR AR I — FRIEHITIH
EREMNREHE LI EORERH D
e, FIEOIRMNIEE S B IEH
E LT,

72
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1.8 HXE ()

F/AIT
%31 FRLDOIE () RUZOHRTIRM (3/4)
2% B EAR L
3. BIEA

BHRIE B E At % L L= EWNE IARERRBRIC BV, | EPRES LB RRBR R RS S Rl L
T 881 1T 159 51 (18.0%) IZRIVER (ERRMA S | 72,
EEte) NEOONT, ERbLOIE, KLY T AME 7
B (0.8%). ¥ 7 H1 (0.8%). y-GTP & 761 (0.8%) .
B 7 61 (0.8%) . #8956 51 (0.7%) . BIE 5 1 (0.6%)
EThol, KK

(1) EERRBRSAEZ b L IR E LT,
1) AFEGIZX Y, KD T AfE

(1) EXLEER
D KAy AME (0.8%) @ &8, LU, KA %%

SEDEERER Z LRI LS 7 AMERSH Hbilsd = &
BHHOT, BIEE2+0I24T5 2 L, BAVT Y AE
DD LNTHEAITIE. AL T ARV EZ I D O
FIThIz T, BAFIZIL, VLT A0S E % 6
T 57 L, WY ALE 2 EHNIITH &,

2) BEEWEI - BE R (0.1%) : BEE B - EE B
RVBHLONDZ ENHDLOT, BEEHDITIT, 2
WORRBD ONTHEEIZIIEEEZ P IET 5L, @Y
BEITHZ L,

3)) T4 7xy— (BHEAWEY) 774 T7Fv—
DHLOLNDEZERHDLDT, BEEL STV, B
DD LN HGAICITRE 2 PIE L, MY e L& 21T 5
&,

4) KRB iET T RO KB B i s O JEERVE I (5
FEEARBHW)

KRB R T R OSENL KR E B OIEER G2 £ T
HZENHBHOT, BEEHIITV, BESRD LR

B DHOID RN B D T2, 23
T — & v— b RO DRSS
HFExBEITRE L,

2) RFFEICTL Y, FEHERE - HE
BERDBH L TWDH 120, T
T =X v — b R OSEE OIS CE
SBEIVTRE LT,

3) BEFET—Z—bEbEIC
L7,

R N T

E

%

4) RBEEHET T R ONTAL KRR E B s
DIEERE P AFEHL L7z & OFED
boZ b, REFET—F—
kB OHER D IRAT SCE 2 BB ITBOE

HAICEEEERIET 52, MURMEEZIT) Z &
(TEHEELREANEER ] OHESM),

5) EHERLEBRYGE (BHEARWD)  BEERGEERSD 5)
FIEEIEN S 5D ERH DD T, BIEE /71T
1T, FAR, BEIR, &9, BEEOERBFEO b=
BT, WYRAEEZITS 2 &,

L7,

BEPET—F v — b L ITRE
L7,

(2) ENE I ARG R B AL 2 2% 10 8%
E LT,

(2) Z0oEIER
TROBEHPH LN ZENHLOT RENBOLLN
HEICiE, SEIOS CERLEEZTT ) 2 &,

0.5~ 1%Alifs 0.5%Ad | BEHEERBHY
& MTRZS
B wn e I
HIb#R RS,
AR AW
%
E AR | . BRI | TOAW
Jhik y-GTP |5, AST (GOT)
ALT (GPT) L | b5
L
S ik JREE H Btk
Z D =il W) UE

) MM WTERD S TWAEIWER O 7 58 AR,
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1.8 HXE ()

F/AIT
%31 FRLDOIE () RUZOHRTIRM (4/4)
HEER R EAR L

4. 1w, ER. BRALBE~OERS

(1) 34 XOTAER LTV D RIREE D & 5 i NI I8 5 L7
WZ b, Fie, WRFTEEZem NITRE LCIR, Y0 ZeakE
EEITH EOWRES L2 L, [EERTIE, it
¥R 20 H 2S00k E TAK (50 mg/kg/4 #) % &
HUTchER. FEREOENN, WA R 053 itk 58 L o BN,
B OB KR L Ei O RBRERD B, ]

Q) FHBICHEET AEAI IR e TS5 2 &, [K
Hor FEHF~OBITIIRATHSMN, & b 1gG X
FLHFICBITT D Z ERHE STV D, ]

(1) Pz R4 AmrERBRic e
W, FEFEDOHIN, AR D4y ifutk 5E
COHEM, & - wORE KHEY )
HORBENRBO LN ENLBRE
L7,

() RAED e A FICBITT o0 E D
MIIAHTH LM & M rmn 7Y
AT HICBATT D 2 L v &
NTNDTENORELT,

5 NREADEE

R AREN, AR, LR SISO/ NRIS S 5 et
VERESL LTy (BEARERD 20N o [RAZ 5 L 7o i
PITEN T, B RERO R 23580 Sz, RANKL ¥
FHETD LT v MHAROERE RO O/ H 23 mf] S
N5 ENREINTND,]

#£) RANKL : receptor activator for nuclear factor-xB ligand

INREE RIS L LR R i LT
WZ & FHlY VISR DB IEEERO R
W, 7 v MEAERICEKIT D RANKL OLE
WZAE S B O ECE & OV O A O B 23
EENTWLIENLRE L,

6. BERE

HHERE RS 255 L L BRRBRTIX. A% 210 mg (6
AW I EEE) ECOHETHREINTWD, AHREICE
WTRRO BT ERERIT AR OERBRHAE TR b
D LAk TH T,

60 mg % 2 5 M &% v 72 BRI R
WCHESERE L,

7. BRALDEE

(1) B¥EBRE : L TEHICORMERT S Z L,

(2) |EEAL : 2 FiEghE, Bk, KEESUIIEERICATS 2
b

(3) RIALE :

1) BEA~OBREGANIWBRE (2~8°C) TrHLERICKE
L7t AT 52 &,

2) HEFICRIBBBOLNDZENHIEINEETH Y | I
FOEKE B T DICES RIS I bRid %
Wiz &,

(4) HBER: SR IMEPICHIA L TOWRNT & 2R
THZ L,

(1) (2) (@) EHAEREIBT DK
HEE LTRELE,

(3) BRINTTRREF OB BB E A b
EICRE LT,

8. THDEE
AR £ TOENIMEGR BRIV T, 10,895 #ilH 41
Bl (0.4%) TAHARANZXT DHEAPURDTED BT,
HRIBUR D FEEAEILRD DR Do T2,

[ENAOBRIRABRZ b L IZRLH LT,
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4. BEXM—E

NIH Consensus Development Panel on Osteoporosis Prevention, Diagnosis, and Therapy.

Osteoporosis prevention, diagnosis, and therapy. JAMA. 2001;285:785-795.

Pries, RN, BRIk, i, HARBRETS FHREZHRERTEZE S, FUSMEEH
SIEDZWELYE 2000 FEECGETH. B AT H TS MEEE 2001;18:76-82.

PriREERE, BHRIED P EIRETA RIA4 MNEREESHR. BHRIED TIH 1B TA
RZ A2 2011 5ERR. A4 7% A > AHR. 2011.
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5. BRfFIXE (¥)

[ A 3R AT SCE O FEREREIZ D\ T CFERR 9 42 4 A 25 B 385826 606 75) | (=
P E ISR SCEOFEREEIC DWW T CERR 9 4 A 25 BT 3EZHE 59 5) . ERMAE
O EOEERSEEFEICOWT) CERR9F 4 H 25 AfF 3EHEH 607 &), [EHRAEZL
FOBWASCER O MERA EOREE ] FRilEFEO Q&A I DOW T, (KRR 9 6 A 30 HAF F5
A AR SRS R 2 AR R SR AR AR SR) . RO TR T O IR SCE Oy T
M EOEE] STHEEEO QQA ITHOWT (D 2) ] (PR 1247 H 4 BT FBERg E4AE
3L A R 22 e SRR ITHEV, AifRe [1.8.1 Zh6E - 2R () R OVE ORRGEMRM) ., 11.82
e HE () ROZ0REMRI), Wiz 11.83 FH EOEE () KOZ OB EMRL)
EEEZ. LFO LY ICIRMSCGE (8R) Z21ER LT,
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E FEIFRANKLE / 7 O— FILHiE8E

H AERIE 5 i 70 J3

Bp DL SRR 2 ~

[EMEmERR, BIE. N5 ¢ AERER

8 T THRAE
{EFIHARR | @312 2R Ol TR
WICHHT 52 L,

7’5V PuTE60mgovsy

ARBES
3 i AN #
BR 5% Bd 48

201045
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AFNO—i% s JAN) X, 7/ A~7 (Bis##22) (Denosumab (Genetical
Recombination)) & U THRIE 4L, [EH GO —KAIA TR OWT ) CERL 21 42 H 23 S 3
BHEAFEE 0223004 75) (T TEA SN,

FEIFR—fedn (INN) (2

DUNTIL, p-INN List 94 (Vol.19, No.4, p323, 2005) % #& T r-INN List

56 (Vol.20, No.3, p211,2006) (Z denosumab & L CH## S 7=,

JAN: H A%
w4

AERH  BAA

H
Ny

INN:

ATEH

T ART (BAn TR Z)

Denosumab (Genetical Recombination)

T AT, Bia Rz e e R TNF U H > RA—/R—7
7 IV =AU =11 (b MEEMRSEET) £/ 7 r—F 40
KTH51gG2 ThH, 7 / A~ 71X, CHO Mz L W FEA S LD,
T AT, AR EOT IV EEERENL R D HE (y28) 247
TR EHOT 2 BEFEIEN S5 L (e 81) 2 97 TR S
NoREX R (418 §150,0000 TH D,

Denosumab is IgG2, a recombinant human anti-human TNF ligand
superfamily member 11(human osteoclast differentiation factor)
monoclonal antibody. Denosumab is produced in Chinese hamster ovary
cells. Denosumab is a glycoprotein (molecular weight: ca. 150,000)
composed of 2 H-chain (y2-chain) molecules consisting of 448 amino
acid residues each and 2 L-chain (k-chain) molecules consisting of 215

amino acid residues each.

denosumab

1) Recommended INN: List 56, WHO Drug Information Vol.20, No.3, p211, 2006.
2) EFEHO—RIEAFRIIOWT, FEEFAIRE 0223004 5 (CEpL21 42 H 23 H)



WHO Drug Information, Vol. 20, No. 3, 2006 Recommended INN: List 56

International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 56

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. WId Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9)], the following names are selected as Recommended International
Nonproprietary Names. The inclusion of a name in the lists of Recommended International Nonproprietary Names does not
imply any recommendation of the use of the substance in medicine or pharmacy.

Lists of Proposed (1-91) and Recommended (1-52) International Nonproprietary Names can be found in Cumulative List
No. 11, 2004 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES:
Liste 56

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org. mond.
Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9)] les dénominations ci-dessous sont choisies
par I'Organisation mondiale de la Santé en tant que dénominations communes internationales recommandées. L’inclusion
d’'une dénomination dans les listes de DCI recommandées n’implique aucune recommandation en vue de [I'utilisation de la
substance correspondante en médecine ou en pharmacie.

On trouvera d’autres listes de Dénominations communes internationales proposées (1-91) et recommandées (1-52) dans
la Liste récapitulative No. 11, 2004 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmaceéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS:
Lista 56

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucién
EB15.R7); 1969, 173, 10 (Resolucion EB43.R9)], se comunica por el presente anuncio que las denominaciones que a
continuacion se expresan han sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas. La
inclusién de una denominacion en las listas de las Denominaciones Comunes Recomendadas no supone recomendacion
alguna en favor del empleo de la sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-91) y Recomendadas (1-52) se encuentran
reunidas en Cumulative List No. 11, 2004 (disponible s6lo en CD-ROM).
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Recommended INN: List 56

WHO Drug Information, Vol. 20, No. 3, 2006

Latin, English, French, Spanish:

Recommended INN

DCI Recommandée

DCI Recomendada

Chemical name or description; Molecular formula; Graphic formula
Nom chimique ou description; Formule brute; Formule développée

Nombre quimico o descripcién; Férmula molecular; Férmula desarrollada

alcaftadinum
alcaftadine

alcaftadine

alcaftadina

amibegronum
amibegron

amibégron

amibegron

11-(1-methylpiperidin-4-ylidene)-6,11-dihydro-5H-imidazo=
[2,1-b][3]benzazepine-3-carbaldehyde

11-(1-méthylpipéridin-4-ylidene)-6,11-dihydro-5H-imidazo=
[2,1-b][3]benzazépine-3-carbaldéhyde

11-(1-metilpiperidin-4-ilideno)-6,11-dihidro-5H-imidazo=
[2,1-b][3]benzazepina-3-carbaldehido

CigH21N3O

CHs

ethyl {[(7S)-7-{[(2R)-2-(3-chlorophenyl)-2-hydroxyethyllamino}-

5,6,7,8-tetrahydronaphthalen-2-ylloxy}acetate

[[(7S)-7-[[(2R)-2-(3-chlorophényl)-2-hydroxyéthyl]amino]-
5,6,7,8-tétrahydronaphtalén-2-ylJoxylacétate d’éthyle

[[(7S)-7-[[(2R)-2-(3-clorofenil)-2-hidroxietilJamino]-
5,6,7,8-tetrahidronaftalen-2-ilJoxilacetato de etilo

C22H26CINO,

H OH O
) N. O\)J\
H
cl
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antithrombinum alfa
antithrombin alfa

antithrombine alfa

antitrombina alfa

apadenosonum
apadenoson

apadénoson

apadenoson

human antithrombin-IIl from the milk of transgenic goats

(glycoform alfa)

antithrombine-IIl humaine extraite du lait de chévre transgénique

(glycoforme alfa)

antitrombina-Ill humana extraida de la leche de cabra transgénica

(glicoforma alfa)

C2191 H3451 N5830656818

HGSPVDICTA KPRDIPMNPM
PEATNRRVWE | LSKANSRFAT
LSISTAFAMT KLGACNDTLQ
FFFAKLNCRL YRKANKSSKL
ISELVYGAKL QPLDFKENAE
VIPSEAINEL TVLVLVNTIY
KADGESCSAS MMYQEGKFRY

MVLILPKPEK SLAKVEKELT
PRFRIEDGFS LKEQLQDMGL
DLYVSDAFHK AFLEVNEEGS
TFKANRPFLV FIREVPLNTI

CIYRSPEKKA
TFYQHLADSK
QLMEVFKFDT
VSANRLFGDK
QSRAAINKWV
FKGLWKSKFS
RRVAEGTQVL
PEVLQEWLDE
VDLFSPEKSK
EAAASTAVVI

IFMGRVANPC

* glycosylation sites
* sites de glycosylation
* posiciénes de glicosilacion

TEDEGSEQK I
NDNDNIFLSP
ISEKTSDQIH
SLTFNETYQD
SNKTEGRITD
PENTRKELFY
ELPFKGDDIT
LEEMMLVVHM
LPGIVAEGRD
AGRSLNPNRY
VK

methyl trans-4-{3-[6-amino-9-(N-ethyl-B-D-ribofuranosyluronamide)-
9H-purin-2-yl]prop-2-ynyl}cyclohexanecarboxylate

trans-4-[3-[6-amino-9-(N-éthyl-B-D-ribofuranosyluronamide)-
9H-purin-2-yl]prop-2-ynyllcyclohexanecarboxylate de méthyle

trans-4-[3-[6-amino-9-(N-etil-B-D-ribofuranosiluronamida)-9H-purin-
2-il]prop-2-inil]ciclohexanocarboxilato de metilo

C23H30N606
NH,
(0] NZ N
HaCu. S
(e} X N
=z N
H Cs H (0]
3
N o
OH OH
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aplavirocum
aplaviroc

aplaviroc

aplaviroc

avosentanum
avosentan

avosentan

avosentan

axitinibum
axitinib

axitinib

axitinib

4-(4-{[(3R)-1-butyl-3-[(R)-cyclohexylhydroxymethyl]-2,5-dioxo-
1,4,9-triazaspiro[5.5]undecan-9-yllmethyl}phenoxy)benzoic acid

acide 4-[4-[[(3R)-1-butyl-3-[(R)-cyclohexylhydroxyméthyl]-2,5-dioxo-
1,4,9-triazaspiro[5.5]undéc-9-yllméthyllphénoxy]benzoique

acido 4-[4-[[(3R)-1-butil-3-[(R)-ciclohexilhidroximetil]-2,5-dioxo-
1,4,9-triazaspiro[5.5]undec-9-illmetil[fenoxi]benzoico

C33H43 N 306

N-[6-methoxy-5-(2-methoxyphenoxy)-2-(pyridin-4-yl)pyrimidin-4-yl]-
5-methylpyridine-2-sulfonamide

N-[6-méthoxy-5-(2-méthoxyphénoxy)-2-(pyridin-4-yl)pyrimidin-4-yl]-
5-méthylpyridine-2-sulfonamide

5-metil-N-[6-metoxi-5-(2-metoxifenoxi)-2-(piridin-4-il)pirimidin-
4-il]piridina-2-sulfonamida

Ca23H21Ns05S

o)
\\ /
N_ S.
| X NH OCHjs
>z o)
HsC N7 |
NS
| X N o
NP2 CH3

N-methyl-2-({3-[(1E)-2-(pyridin-2-yl)ethenyl]-1H-indazol-
6-yl}sulfanyl)benzamide

N-méthyl-2-[[3-[(1E)-2-(pyridin-2-yl)éthényl]-1H-indazol-
6-yl]sulfanyl]benzamide

N-metil-2-[[3-[(1E)-2-(piridin-2-il)etenil]-1H-indazol-6-il]=
sulfanillbenzamida
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bosutinibum
bosutinib

bosutinib

bosutinib

brecanavirum
brecanavir

brécanavir

brecanavir

CZZH18N4OS

4-[(2,4-dichloro-5-methoxyphenyl)amino]-6-methoxy-
7-[3-(4-methylpiperazin-1-yl)propoxy]quinoline-3-carbonitrile

4-[(2,4-dichloro-5-méthoxyphényl)amino]-6-méthoxy-
7-[3-(4-méthylpipérazin-1-yl)propoxy]quinoléine-3-carbonitrile

4-[(2,4-dicloro-5-metoxifenil)amino]-6-metoxi-7-[3-(4-metilpiperazin-
1-il)propoxi]quinolina-3-carbonitrilo

Ca2sH29CI2N503
HaC
3 N/\
K/N\/\/O N\
HaCO Zen

HN jCEOCHs
cl cl

(3R,3aS,6aR)-hexahydrofurano[2,3-b]furan-3-yl
[(2S,3R)-4-[(1,3-benzodioxol-5-ylsulfonyl)(2-methylpropyl)amino]-
3-hydroxy-1-{4-[(2-methyl-1,3-thiazol-4-yl)methoxy]phenyl}butan-
2-yllcarbamate

[(1S,2R)-3-[(1,3-benzodioxol-5-ylsulfonyl)(2-méthylpropyl)amino]-
2-hydroxy-1-[4-[(2-méthylthiazol-4-yl)méthoxy]benzyl]=
propyl]carbamate de (3R,3aS,6aR)-hexahydrofuro[2,3-b]furan-3-yle

[(1S,2R)-3-[(1,3-benzodioxol-5-ilsulfonil)(2-metilpropil)amino]-
2-hidroxi-1-[4-[(2-metiltiazol-4-il)metoxi]bencil]propiljcarbamato de
(3R,3aS,6aR)-hexahidrofuro[2,3-b]furan-3-ilo
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capeserodum
capeserod

capésérod

capeserod

casopitantum
casopitant

casopitant

casopitant

Ca3H41N3010S;

5-(8-amino-7-chloro-2,3-dihydro-1,4-benzodioxin-5-yl)-
3-[1-(2-phenylethyl)piperidin-4-yl]-1,3,4-oxadiazol-2(3H)-one

(8-amino-7-chloro-2,3-dihydro-1,4-benzodioxin-5-yl)-

5-
3-[1-(2-phényléthyl)pipéridin-4-yl]-1,3,4-oxadiazol-2(3H)-one

5-(8-amino-7-cloro-2,3-dihidro-1,4-benzodioxin-5-il)-
3-[1-(2-feniletil)piperidin-4-il]-1,3,4-oxadiazol-2(3H)-ona

C23H25CIN4O4

()
HoN \O\f

N’N
Cl N

(2R,4S)-4-(4-acetylpiperazin-1-yl)-N-{(1R)-1-[3,5-bis(trifluoromethyl)=
phenyllethyl}-2-(4-fluoro-2-methylphenyl)-N-methylpiperidine-
1-carboxamide

(2R,4S)-4-(4-acétylpipérazin-1-yl)-N-[(1R)-1-[3,5-bis(trifluorométhyl)=
phényl]éthyl]-2-(4-fluoro-2-méthylphényl)-N-méthylpipéridine-
1-carboxamide

(2R,4S)-4-(4-acetilpiperazin-1-il)-N-[(1R)-1-[3,5-bis(trifluorometil)=
fenilletil]-2-(4-fluoro-2-metilfenil)-N-metilpiperidin-1-carboxamida

CaoH3sF7N4O2
CF;
o) —\ H
N N=— (|:H3
HsC — N_ _N
\ﬂ/ > CF4
O H CHs
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celivaronum
celivarone

célivarone

celivarona

cevoglitazarum
cevoglitazar

cévoglitazar

cevoglitazar

darapladibum
darapladib

darapladib

darapladib

isopropyl 2-butyl-3-{4-[3-(dibutylamino)propyl]benzoyl}-1-benzofuran-
5-carboxylate

2-butyl-3-[4-[3-(dibutylamino)propyllbenzoyl]benzofurane-
5-carboxylate de 1-méthyléthyle

2-butil-3-{4-[3-(dibutilamino)propil]benzoil}-1-benzofurano-
5-carboxilato de isopropilo

Ca4Hy7NO,

HaC
CHj

N\/\/CH3

(2R)-1-{[4-({5-methyl-2-[4-(trifluoromethyl)phenyl]-1,3-oxazol-4-yl}=
methoxy)phenyl]sulfonyl}-2,3-dihydro-1H-indole-2-carboxylic acid

acide (2R)-1-[[4-[[5-méthyl-2-[4-(trifluorométhyl)phényl]oxazol-4-yl]=
méthoxy]phényl]sulfonyl]-2,3-dihydro-1H-indole-2-carboxylique

acido (2R)-1-[[4-[[5-metil-2-[4-(trifluorometil )fenilJoxazol-
4-illmetoxilfenil]sulfonil]-2,3-dihidro-1H-indol-2-carboxilico

Ca7H21F3N206S

N
o
O~
07 “ch,

N-[2-(diethylamino)ethyl]-2-(2-{[(4-fluorophenyl)methyl]sulfanyl}-
4-o0x0-4,5,6,7-tetrahydro-1H-cyclopentapyrimidin-1-yl)-
N-{[4'-(trifluoromethyl)biphenyl-4-ylimethyl}acetamide

N-[2-(diéthylamino)éthyl]-2-[2-[(4-fluorobenzyl)sulfanyl]-4-oxo-
4,5,6,7-tétrahydro-1H-cyclopentapyrimidin-1-yl]-
N-[[4'-(trifluorométhyl)biphényl-4-yliméthyllacétamide

N-[2-(dietilamino)etil]-2-[2-[(4-fluorobencil)sulfanil]-4-oxo-
4,5,6,7-tetrahidro-1H-ciclopentapirimidin-1-il]-N-[[4'-(trifluorometil )=
bifenil-4-iljmetillacetamida
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CasH3sF4N4O,S

(@)

N o)

F Na N
Y

s H

H N._-CHs

O CFy

30\/

dasatinibum
dasatinib N-(2-chloro-6-methylphenyl)-2-({6-[4-(2-hydroxyethyl)piperazin-1-yl]-
2-methylpyrimidin-4-yl}amino)-1,3-thiazole-5-carboxamide

dasatinib N-(2-chloro-6-méthylphényl)-2-[[6-[4-(2-hydroxyéthyl)pipérazin-1-yl]-
2-méthylpyrimidin-4-ylJamino]thiazole-5-carboxamide

dasatinib N-(2-cloro-6-metilfenil)-2-[[6-[4-(2-hidroxietil)piperazin-1-il]-
2-metilpirimidin-4-ilJamino]tiazol-5-carboxamida

C22H26CIN;O2S

CHs O
G
h

CHg

Cl

denagliptinum
denagliptin (2S,4S5)-1-[(2S)-2-amino-3,3-bis(4-fluorophenyl)propanoyl]-
4-fluoropyrrolidine-2-carbonitrile

dénagliptine (2S,45)-1-[(2S)-2-amino-3,3-bis(4-fluorophényl)propanoyl]-
4-fluoropyrrolidine-2-carbonitrile

denagliptina (2S,4S)-1-[(2S)-2-amino-3,3-bis(4-fluorofenil)propanoil]-
4-fluoropirrolidina-2-carbonitrilo

C20H18F3N30
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denosumabum*
denosumab

dénosumab

denosumab

dexamethasoni cipecilas
dexamethasone cipecilate

cipécilate de dexaméthasone

cipecilato de dexametasona

diaplasininum
diaplasinin

diaplasinine

diaplasinina

immunoglobulin G2, anti-(human tumor necrosis factor ligand
superfamily member 11 (human osteoclast differentiation factor))
(human monoclonal AMG162 heavy chain), disulfide with human
monoclonal AMG162 light chain, dimer

immunoglobuline G2, anti-(11°™ membre de la superfamille des
ligands du facteur de nécrose tumorale (TNF) humain (facteur de
différentiation de l'ostéoclaste)), dimére du disulfure entre la chaine
lourde et la chaine légére de I'anticorps monoclonal humain
AMG162

inmunoglobulina G2, anti-(miembro n°® 11 de la superfamilia de
ligandos del factor de necrosis tumoral (TNF) humano (factor de
diferenciacion de osteoclastos)), dimero del disulfuro entre la
cadena pesada y la cadena ligera del anticuerpo monoclonal
humano AMG162

Cé404Ho908N 172402004850

9-fluoro-11p-hydroxy-16a-methyl-3,20-dioxopregna-1,4-diene-
17,21-diyl 21-cyclohexanecarboxylate 17-cyclopropanecarboxylate

21-cyclohexanecarboxylate et 17-cyclopropanecarboxylate de
9-fluoro-11p-hydroxy-16a-méthyl-3,20-dioxoprégna-1,4-diéne-
17,21-diyle

17-ciclopropanocarboxilato 9-fluoro-11p3-hidroxi-16a-metil-
3,20-dioxopregna-1,4-dieno-17,21-diil 21-ciclohexanecarboxilato

C33H43FO7

1-benzyl-3-pentyl-2-{6-[(1H-tetrazol-5-yl)methoxy]naphthalen-2-yl}-
1H-indole

1-benzyl-3-pentyl-2-[6-(1H-tétrazol-5-ylméthoxy)naphtalén-2-yl]-
1H-indole

1-bencil-3-pentil-2-{6-[(1H-tetrazol-5-il)metoxi]naftalen-2-il}-1H-indol
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dilopetinum
dilopetine

dilopétine

dilopetina

disomotidum
disomotide

disomotide

disomotida

dutacatibum
dutacatib

dutacatib

dutacatib

C32H31NsO

CHs

2-[(2-methyl-1H-pyrazol-3-yl)(thiophen-2-yl)methoxy]-
N,N-dimethylethanamine

N,N-diméthyl-2-[(RS)-(1-méthyl-1H-pyrazol-5-yl)(thiophén-2-yl)=
méthoxyléthanamine

2-[(2-metil-1H-pirazol-3-il)(tiofen-2-il)metoxi]-N,N-dimetiletanamina

C13H19N30S
@s
\ H ?H3 and enantiomer
oy, Semmromer
\N’N\
CHs

[186-L-methionine]melanocyte protein Pmel 17 (human
melanoma-associated ME20 antigen)-(185-193)-peptide

[186-L-méthionine]protéine Pmel 17 du mélanocyte humain
(antigéne ME20 associé au mélanome humain)-(185-193)-peptide

[186-L-metionina]proteina Pmel 17 de melanocitos humanos
(antigeno ME20 asociado al melanoma humano)-(185-193)-péptido

C47H74N16014S

H—lle—Met— Asp—GIn—Val—Pro—Phe—Ser—Val—OH

N-({2-cyano-4-[(2,2-dimethylpropyl)amino]pyrimidin-5-yl}methyl)-
4-(4-methylpiperazin-1-yl)benzamide

N-[[2-cyano-4-[(2,2-diméthylpropyl)amino]pyrimidin-5-ylJméthyl]-
4-(4-méthylpipérazin-1-yl)benzamide

N-[[2-ciano-4-[(2,2-dimetilpropil)amino]pirimidin-5-iljmetil]-
4-(4-metilpiperazin-1-il)benzamida
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eltrombopagum
eltrombopag

eltrombopag

eltrombopag

eprodisatum
eprodisate

éprodisate

eprodisato

fimasartanum
fimasartan

fimasartan

fimasartan

Ca3H31N,O

H3C\N/\
k/N N.__CN
Y

H
N N e,
o HN CHs
CHs

3'{(22)-2-[1-(3,4-dimethylphenyl)-3-methyl-5-oxo-1,5-dihydro-
4H-pyrazol-4-ylidene]diazanyl}-2'-hydroxybiphenyl-3-carboxylic acid

acide 3'-[(22)-2-[1-(3,4-diméthylphényl)-3-méthyl-5-ox0-1,5-dihydro-
4H-pyrazol-4-ylidéne]diazanyl]-2'-hydroxybiphényl-3-carboxylique

acido 3'-{(22)-2-[1-(3,4-dimetilfenil)-3-metil-5-oxo-1,5-dihidro-
4H-pirazol-4-ilideno]diazanil}-2'-hidroxibifenil-3-carboxilico

Ca25H22N4O4

Had CH,

propane-1,3-disulfonic acid
acide propane-1,3-disulfonique
acid propano-1, 3-disulfénico

C3Hg06S:

HO3S._~_SOsH

2-({2-butyl-4-methyl-6-oxo-1-{[2'-(1H-tetrazol-5-yl)biphenyl-
4-yllmethyl}-1,6-dihydropyrimidin-5-yI})-N,N-dimethylthioacetamide

2-[2-butyl-4-méthyl-6-oxo-1-[[2'-(1H-tétrazol-5-yl)biphényl-
4-yllméthyl]-1,6-dihydropyrimidin-5-yl]-N,N-diméthylthioacétamide

2-({2-butil-4-metil-6-oxo-1-{[2'-(1H-tetrazol-5-il)bifenil-4-ijmetil}-
1,6-dihidropirimidin-5-il})-N,N-dimetiltioacetamida
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fosaprepitantum
fosaprepitant

fosaprépitant

fosaprepitant

fospropofolum
fospropofol

fospropofol

fospropofol

gabapentinum enacarbilum
gabapentin enacarbil

gabapentine enacarbil

Co7H31N,0S

(3-{[(2R,3S)-2-{(1R)-1-[3,5-bis(trifluoromethyl)phenyl]ethoxy}-
3-(4-fluorophenyl)morpholin-4-yljmethyl}-5-oxo-4,5-dihydro-
1H-1,2,4-triazol-1-yl)phosphonic acid

acide [3-[[(2R,3S)-2-[(1R)-1-[3,5-bis(trifluorométhyl)phényl]éthoxy]-
3-(4-fluorophényl)morpholin-4-yllméthyl]-5-oxo-4,5-dihydro-
1H-1,2,4-triazol-1-yl]phosphonique

acido [3-[[(2R,3S)-2-[(1R)-1-[3,5-bis(trifluorometil)fenilletoxil-
3-(4-fluorofenil)morfolin-4-iljmetil]-5-oxo-4,5-dihidro-1H-1,2,4-triazol-
1-il[fosfénico

C23H22F7N406P

dihydrogen (2,6-diisopropylphenoxy)methyl phosphate
dihydrogénophosphate de [2,6-bis(1-méthyléthyl)phénoxy]méthyle
dihidrégenofosfato de [2,6-bis(1-metiletil)fenoxi]metilo
C13H2105P
HO OH
o~ Yo
CH; O CHs

HiC CHg

(1-{[{(1RS)-1-[(2-methylpropanoyl)oxylethoxy}carbonyl)amino]=
methyl}cyclohexyl)acetic acid

acide [1-[[[[(1RS)-1-[(2-méthylpropanoyl)oxy]éthoxylcarbonyl]=
amino]méthyl]cyclohexyl]acétique
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gabapentina enacarbilo acido (1-{[({(1RS)-1-[(2-metilpropanoil)oxi]etoxi}carbonil)amino]=
metiljciclohexil)acético

C16H27NOs

H

LA
H,C > and enantiomer
¢ \HJ\O () H CO,H et énantiomére

enantiémero
CHy y

goxalapladibum

goxalapladib 2-{2-[2-(2,3-difluorophenyl)ethyl]-4-oxo-1,8-naphthyridin-1(4H)-yl}-
N-[1-(2-methoxyethyl)piperidine-4-yl]-N-{[4'-(trifluoromethyl)biphenyl-
4-yllmethyl}acetamide

goxalapladib 2-[2-[2-(2,3-difluorophényl)éthyl]-4-oxo-1,8-naphtyridin-1(4H)-yl]-
N-[1-(2-méthoxyéthyl)pipéridin-4-yl]-N-[[4'-(trifluorométhyl)biphényl-
4-yllméthyllacétamide

goxalapladib 2-[2-[2-(2,3-difluorofenil)etil]-4-oxo-1,8-naftiridin-1(4H)-il]-
N-[1-(2-metoxietil)piperidin-4-il]-N-[[4'-(trifluorometil )bifenil-
4-illmetillacetamida

CaoHaoFsN4O3

incyclinidum

incyclinide (4aS,5aR,12aS)-3,10,12,12a-tetrahydroxy-1,11-dioxo-
1,4,4a,5,5a,6,11,12a-octahydrotetracene-2-carboxamide

incyclinide (4aS,5aR,12aS)-3,10,12,12a-tétrahydroxy-1,11-dioxo-
1,4,4a,5,5a,6,11,12a-octahydrotétracene-2-carboxamide

inciclinida (4aS,5aR,12aS)-3,10,12,12a-tetrahidroxi-1,11-dioxo-

1,4,4a,5,5a,6,11,12a-octahidrotetraceno-2-carboxamida
C1gH17NO7

OHO

O“‘ N
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indantadolum
indantadol

indantadol

indantadol

ipilimumabum*
ipilimumab

ipilimumab

ipilimumab

iratumumabum*
iratumumab

iratumumab

iratumumab

larotaxelum
larotaxel

2-[(2,3-dihydro-1H-inden-2-yl)amino]acetamide
2-[(2,3-dihydro-1H-indén-2-yl)amino]acétamide
2-[(2,3-dihidro-1H-inden-2-il)aminolacetamida

C11H14N20

H
N
NH,

immunoglobulin G1, anti-(human CTLA-4 (antigen)) (human
y1-chain), disulfide with human k-chain, dimer

immunoglobuline G1, anti-(antigene CTLA-4 humain), dimére du
disulfure entre la chaine y1 et la chaine « de I'anticorps monoclonal
humain

inmunoglobulina G1, anti-(antigeno CTLA-4 humano), dimero del
disulfuro entre la cadena y1 y la cadena « del anticuerpo monoclonal
humano

CG47ZH9972N 173202004340

immunoglobulin G1, anti-(Tumor necrosis factor ligand superfamily
member 8 (CD30 ligand)) (human monoclonal MDX-060 heavy
chain), disulfide with human monoclonal MDX-060 light chain, dimer

immunoglobuline G1, anti-(8°™ membre de la superfamille des
ligands du facteur de nécrose tumoral (TNF) humain), dimere du
disulfure entre les chaines lourde et Iégére de I'anticorps monoclonal
humain NDX-060

inmunoglobulina G1, anti-(8" miembro de la superfamilia de ligandos
del factor de necrosis tumoral (TNF) humano ), dimero del disulfuro
entre la cadena pesada y la cadena ligera del anticuerpo monoclonal
humano NDX-060

CeassHogaoN 1682019925 38

1-hydroxy-9-oxo-583,20-epoxy-7f,19-cyclotax-11-ene-
2a,4,10B,130-tetrayl 4,10-diacetate 2-benzoate 13-{(2R,3S)-3-[(tert-
butoxycarbonyl)amino]-2-hydroxy-3-phenylpropanoate}
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larotaxel

larotaxel

lisdexamfetaminum
lisdexamfetamine

lisdexamfétamine

lisdexanfetamina

lodenafili carbonas
lodenafil carbonate

lodénafil carbonate

carbonato de lodenafilo

(-)-7,12a-diacétate, 1-benzoate et 4-[(2R,3S)-3-[[(1,1-
diméthyléthoxy)carbonyllamino]-2-hydroxy-3-phenylpropanoate]
(1S,25,4S,5E,7R,8aR,9aS,10aR, 12aS, 12bR)-2-hydroxy-5,13,13-
triméthyl-8-oxo-1,3,4,7,8,9,9a,10,10a,12b-décahydro-2,6-méthano-
2H-cyclodecal[3,4]cyclopropal4,5]benzo[1,2-bloxéte-1,4,7,12a(12H)-
tétrayle

4,10-diacetato 2-benzoato 13-{(2R,3S)-3-[(terc-butoxicarbonil)=
amino]-2-hidroxi-3-fenilpropanoato} de1-hidroxi-9-oxo-5p,20-epoxi-
7B,19-ciclotax-11-eno-2a,4,10B3,130-tetrailo

CusHssNOq4

(2S)-2,6-diamino-N-[(2S)-1-phenylpropan-2-yllhexanamide
(2S)-2,6-diamino-N-[(1S)-1-méthyl-2-phényléthyllhexanamide
(2S)-2,6-diamino-N-[(1S)-2-fenil-1-metiletillhexanamida

CisH2sN30

H N
N
> WNHQ
H

CH; 0

bis(2-{4-[4-ethoxy-3-(1-methyl-7-0x0-3-propyl-4,7-dihydro-
1H-pyrazolo[4,3-d]pyrimidin-5-yl)phenylsulfonyl]piperazin-1-yl}ethyl)
carbonate

carbonate de 2-[4-[[4-éthoxy-3-(1-méthyl-7-oxo-3-propyl-6,7-dihydro-
1H-pyrazolo[4,3-d]pyrimidin-5-yl)phényl]sulfonyl]pipérazin-1-yl]éthyle

carbonato de bis(2-{4-[4-etoxi-3-(1-metil-7-oxo-3-propil-4,7-dihidro-
1H-pirazolo[4,3-d]pirimidin-5-il)fenilsulfonil]piperazin-1-il}etil)
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masilukastum
masilukast

masilukast

masilukast

mavacoxibum
mavacoxib

mavacoxib

mavacoxib

C47He2N12011S;

V\N/\l O\/CH3 CHj3
L :
S =
A Y
O O HN N/
\
o) CHs

3-[(2-methoxy-4-{[(2-methylphenyl)sulfonyl]carbamoyl}phenyl)=
methyl]-1-methyl-N-[(2R)-4,4,4-trifluoro-2-methylbutyl]-1H-indole-
5-carboxamide

3-[2-méthoxy-4-[[(2-méthylphényl)sulfonyl]carbamoyl]benzyl]-
1-méthyl-N-[(2R)-4,4,4-trifluoro-2-méthylbutyl]-1H-indole-
5-carboxamide

1-metil-3-[(4-{[(2-metilfenil)sulfonillcarbamoil}fenil)metil-2-metoxi]-
N-[(2R)-4,4 ,4-trifluoro-2-metilbutil]-1H-indol-5-carboxamida

C31 H32F3N3058

0 CHs
y
S

\ O

Iz

4-[5-(4-fluorophenyl)-3-(trifluoromethyl)-1H-pyrazol-1-yl]=
benzenesulfonamide

4-[5-(4-fluorophényl)-3-(trifluorométhyl)-1H-pyrazol-1-yl]=
benzénesulfonamide

4-[5-(4-fluorofenil)-3-(trifluorometil)-1H-pirazol-1-il]=
bencenesulfonamida
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nilotinibum
nilotinib

nilotinib

nilotinib

nimotuzumabum*
nimotuzumab

nimotuzumab

nimotuzumab

obatoclaxum
obatoclax

obatoclax

obatoclax

C16H11F4N302S

S
4

FiC

4-methyl-N-[3-(4-methyl-1H-imidazol-1-yl)-5-(trifluoromethyl)phenyl]-
3-{[4-(pyridin-3-yl)pyrimidin-2-yllamino}benzamide

4-méthyl-N-[3-(4-méthyl-1H-imidazol-1-yl)-5-(trifluorométhyl)phényl]-
3-[[4-(pyridin-3-yl)pyrimidin-2-yllaminolbenzamide

4-metil-N-[3-(4-metil-1H-imidazol-1-il)-5-(trifluorometil )fenil]-
3-{[4-(piridin-3-il)pirimidin-2-illamino}benzamida

CZBH22F3N7O
CF3
o} X
PP
=
Hsc\(/]“ N \f A
= N
N CHy NF

immunoglobulin G1, anti-(humanized mouse monoclonal hR3 31
chain anti-human epidermal growth factor receptor), disulfide with
humanized mouse monoclonal hR3 k-chain, dimer

immunoglobuline G1, anti-(récepteur du facteur de croissance des
cellules de I'épiderme humain), dimére du disulfure entre la chaine
B1 et la chaine k de I'anticorps monoclonal de souris humanisé hR3

inmunoglobulina G1, anti-(receptor del factor de crecimiento de
células de epidermis humana), dimero del disulfuro entre la cadena
B1y la cadena « del anticuerpo monoclonal hR3 humanizado de
raton

CesssH10082N172602056S 40

2-{2-[(3,5-dimethyl-1H-pyrrol-2-yl)methylidene]-3-methoxy-2H-pyrrol-
5-yl}-1H-indole

2-[2-[(3,5-diméthyl-1H-pyrrol-2-yl)méthylidene]-3-méthoxy-2H-pyrrol-
5-yl]-1H-indole

2-[2-[(3,5-dimetil-1H-pirrol-2-il)metilideno]-3-metoxi-2H-pirrol-5-il]-
1H-indol
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ocrelizumabum*
ocrelizumab

ocrélizumab

ocrelizumab

oglemilastum
oglemilast

oglémilast

oglemilast

olaparibum
olaparib

olaparib

olaparib

Ca20H19N3O
HsC
v
A~ N7 CHs
i H
OCH,

immunoglobulin G1, anti-(human CD20 (antigen)) (human-mouse
monoclonal 2H7 y1-chain), disulfide with human-mouse monoclonal
2H7 «-chain, dimer

immunoglobuline G1, anti-(antigéne CD20 humain), dimére du
disulfure entre la chaine y1 et la chaine k de I'anticorps monoclonal
de souris humanisé 2H7

inmunoglobulina G1, anti-(antigeno) CD20 humano) dimero del
disulfuro entre la cadena y1 del anticuerpo monoclonal 2H7 hombre-
ratén, y la cadena-k del anticuerp@ monoclonal 2H7 hombre-raton

Cea94Ho978N171802012S 46

N-(3,5-dichloropyridin-4-yl)-4-(difluoromethoxy)-8-[(methylsulfonyl)=
amino]dibenzo[b,d]furan-1-carboxamide

N-(3,5-dichloropyridin-4-yl)-4-(difluoromethoxy)-8-[(methylsulfonyl)=
amino]dibenzo[b,d]furan-1-carboxamide

N-(3,5-dicloropiridin-4-il)-4-(difluorometoxi)-8-[(metilsulfonil)=
amino]dibenzo[b,d]furano-1-carboxamida

C20H13CI2F2N305S

/CH3
HN—s
10

(y°
cl
0 /lN
0
FN\
H
)\ Cl
o

4-[(3-{[4-(cyclopropylcarbonyl)piperazin-1-ylJcarbonyl}-
4-fluorophenyl)methyl]phthalazin-1(2H)-one

1-(cyclopropylcarbonyl)-4-[2-fluoro-5-[(4-ox0-3,4-dihydrophtalazin-
1-yl)méthyllbenzoyl]pipérazine

1-(ciclopropilcarbonil)-4-[2-fluoro-5-[(4-0x0-3,4-dihidroftalazin-
1-il)metillbenzoil]piperazina
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orvepitantum
orvepitant

orvépitant

orvepitant

ovemotidum
ovemotide

ovémotide

ovemotida

ozarelixum
ozarelix

ozarélix

C24H23FN4O3

(2R,4S)-N-{(1R)-1-[3,5-bis(trifluoromethyl)phenyl]ethyl}-2-(4-fluoro-
2-methylphenyl)-N-methyl-4-[(8aS)-6-oxohexahydro-1H-pyrrolo=
[1,2-a]pyrazin-2-yl]piperidine-1-carboxamide

(2R,4S)-N-[(1R)-1-[3,5-bis(trifluorométhyl)phényl]éthyl]-2-(4-fluoro-
2-méthylphényl)-N-méthyl-4-[(8aS)-6-oxohexahydropyrrolo=
[1,2-a]pyrazin-2(1H)-yl]pipéridine-1-carboxamide
(2R,4S)-N-[(1R)-1-[3,5-bis(trifluorometil )fenil]etill]-2-(4-fluoro-
2-metilfenil)-N-metil-4-[(8aS)-6-oxohexahidropirrolo[1,2-a]pirazin-
2(1H)-il]piperidina-1-carboxamida

CS1H35F7N402

CF3

[264-L-valine]melanocyte protein Pmel 17 (human
melanoma-associated ME20 antigen)-(256-264)-peptide

[264-L-valine]protéine Pmel 17 du mélanocyte humain (antigéne
ME20 associé au mélanome humain)-(256-264)-peptide

[264-L-valina]proteina Pmel 17 de melanocitos humanos (antigeno
ME20 asociado al melanoma humano)-(256-264)-péptido

CusH71NgO14

H—=Tyr—Leu—Glu—Pro—Gly —Pro—Val—Thr—Val—0OH

N-acetyl-3-(naphthalen-2-yl)-D-alanyl-4-chloro-D-phenylalanyl-
3-(pyridin-3-yl)-D-alanyl-L-seryl-N-methyl-L-tyrosyl-N°-carbamoyl-
D-lysyl-L-2-aminohexanoyl-L-arginyl-L-prolyl-D-alaninamide

N-acétyl-3-(naphthalén-2-yl)-D-alanyl-4-chloro-D-phénylalanyl-
3-(pyridin-3-yl)-D-alanyI-L-séryI-N-méthyI-L-tyrosyI-Ne-carbamoyl-
D-lysyl-L-2-aminohexanoyl-L-arginyl-L-prolyl-D-alaninamide

221



Recommended INN: List 56

WHO Drug Information, Vol. 20, No. 3, 2006

ozarelix

paquinimodum
paquinimod

paquinimod

paquinimod

parogrelilum
parogrelil

parogrélil

parogrelilo

N-acetil-3-(naftalen-2-il)-D-alanil-4-cloro-D-fenilalanil-3-(piridin-3-il)-
D-alanil-L-seril-N-metil-L-tirosil-N°-carbamoil-D-lisil-
L-2-aminohexanoil-L-arginil-L-prolil-D-alaninamida

C72Hg6CIN17014

CHs
NH,
HsC C' 3H

DAIa DPhe DAIa Ser— Tyr—D Lys D-Ala— Arg—Pro—D-Ala-NH,

N,5-diethyl-4-hydroxy-1-methyl-2-oxo-N-phenyl-1,2-dihydroquinoline-
3-carboxamide

N,5-diéthyl-4-hydroxy-1-méthyl-2-oxo-N-phényl-
1,2-dihydroquinoléine-3-carboxamide

N,5-dietil-4-hidroxi-1-metil-2-oxo-N-fenil-1,2-dihidroquinolina-
3-carboxamida

Ca21H2:N203

= N
OH O \©
HsC

4-bromo-6-[3-(4-chlorophenyl)propoxy]-5-[(pyridin-3-ylmethyl)=
amino]pyridazin-3(2H)-one

4-bromo-6-[3-(4-chlorophényl)propoxy]-5-[(pyridin-3-yiméthyl)=
amino]pyridazin-3(2H)-one

4-bromo-6-[3-(4-clorofenil)propoxi]-5-[(piridin-3-iimetil)=
amino]piridazin-3(2H)-ona

C19H15BrC|N402
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pazopanibum
pazopanib 5-({4-[(2,3-dimethyl-2H-indazol-6-yl)methylamino]pyrimidin-
2-yl}amino)-2-methylbenzenesulfonamide

pazopanib 5-[[4-[(2,3-diméthyl-2H-indazol-6-yl)méthylamino]pyrimidin-
2-yllamino]-2-méthylbenzénesulfonamide

pazopanib 5-({4-[(2,3-dimetil-2H-indazol-6-il)metilamino]pirimidin-2-il}amino)-
2-metilbencenosulfonamida

C21H23N7O2S

CH,
N NN
Y
N|  N—CHs
HsC 7
—s CH,

o= ~
& “NH,

relacatibum

relacatib N-[(1S)-3-methyl-1-{[(4S,7R)-7-methyl-3-oxo-1-(pyridin-2-ylsulfonyl)=
hexahydro-1H-azepin-4-yl]lcarbamoyl}butyl]-1-benzofuran-
2-carboxamide

rélacatib N-[(1S)-3-méthyl-1-[[(4S,7R)-7-méthyl-3-oxo-1-(pyridin-2-ylsulfonyl)=
hexahydro-1H-azépin-4-yllcarbamoyl]butyl]benzofurane-
2-carboxamide

relacatib N-[(1S)-3-metil-1-{[(4S,7R)-7-metil-3-oxo-1-(piridin-2-ilsulfonil)=

hexahidro-1H-azepin-4-iljcarbamoil}butil]-1-benzofuran-
2-carboxamida

C27H32N406S

rilapladibum

rilapladib 2-(2-{[(2,3-difluorophenyl)methyl]sulfanyl}-4-oxoquinolin-1(4H)-yl)-
N-[1-(2-methoxyethyl)piperidin-4-yl]-N-{[4'-(trifluoromethyl)biphenyl-
4-ylimethyl}acetamide

rilapladib 2-[2-[(2,3-difluorobenzyl)sulfanyl]-4-oxoquinoléin-1(4H)-yl]-
N-[1-(2-méthoxyéthyl)pipéridin-4-yl]-N-[[4'-(trifluorométhyl)biphényl-
4-yllméthyllacétamide

rilapladib 2-[2-[(2,3-difluorobencil)sulfanil]-4-oxoquinolin-1(4H)-il]-
N-[1-(2-metoxietil)piperidin-4-il]-N-[[4'-(trifluorometil bifenil-
4-illmetillacetamida
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CoH38FsN303S

F ¢
CF3

N
o
“CH,

rolipoltidum

rolipoltide protein derived from two major allergens of Cryptomeria japonica
pollen: Sugi basic protein (Cry j 1) and the polygalacturonase
(Cryj2):
(Cry j 1-(213-225)-peptidyl)-L-arginyl-L-arginyl(Cry j 1-(108-120)-
peptidyl)-L-arginyl-L-arginyl(Cry j 2-(191-209)-peptidyl)-L-arginyl-
L-arginyl(Cry j 2-(88-107)-peptidyl)-L-arginyl-L-arginyl(Cry j 1-(80-95)-
peptidyl)-L-arginyl(Cry j 2-(75-89)-peptide)

rolipoltide protéine dérivée de deux principaux allergénes de pollen du cédre
du Japon, Cryptomeria japonica, la protéine basique Sugi (Cryj 1) et
la polygalacturonase (Cry j 2) :
(Cry j 1-(213-225)-peptidyl)-L-arginyl-L-arginyl(Cry j 1-(108-120)-
peptidyl)-L-arginyl-L-arginyl(Cry j 2-(191-209)-peptidyl)-L-arginyl-
L-arginyl(Cry j 2-(88-107)-peptidyl)-L-arginyl-L-arginyl(Cry j 1-(80-95)-
peptidyl)-L-arginyl(Cry j 2-(75-89)-peptide)

rolipoltida proteina derivada de dos de los alérgenos principales del polen del
cedro de Japén,Cryptomeria japonica : la proteina basica Sugi
(Cryj 1)y la poligalacturonasa (Cry j 2) :
(Cry j 1-(213-225)-peptidil)-L-arginil-L-arginil(Cry j 1-(108-120)-
peptidil)-L-arginil-L-arginil(Cry j 2-(191-209)-peptidil)-L-arginil-
L-arginil(Cry j 2-(88-107)-peptidil)-L-arginil-L-arginil(Cry j 1-(80-95)-
peptidil)-L-arginil(Cry j 2-(75-89)-péptido)

Css1Hss7N 169013654

MKVTVAFNQF GPNRRVFIKR VSNVIIHGRR IDIFASKNFH 40
LQKNTIGTGR RWKNNRIWLQ FAKLTGFTLM GRRLKMPMY1 80
AGYKTFDGRR VDGITAAYQN PASWK 105

romidepsinum

romidepsin (1S,4S5,10S,16E,21R)-7-[(2Z)ethylidene]-4,21-diisopropyl-2-oxa-
12,13-dithia-5,8,20,23-tetraazabicyclo[8.7.6]tricos-16-ene-
3,6,9,19,22-pentone

romidepsine (1S,4S,7Z,10S,16E,21R)-7-éthylidene-4,21-bis(1-méthyléthyl)-2-oxa-
12,13-dithia-5,8,20,23-tétraazabicyclo[8.7.6]tricos-16-ene-
3,6,9,19,22-pentone

romidepsina (1S,4S,10S,16E,21R)-7-[(2Z)etilideno]-4,21-diisopropil-2-oxa-
12,13-ditia-5,8,20,23-tetraazabiciclo[8.7 .6]tricos-16-eno-3,6,9,19,22-
pentona
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rotigaptidum
rotigaptide

rotigaptide

rotigaptida

sapacitabinum
sapacitabine

sapacitabine

sapacitabina

C24H36N406S;

N-acetyl-D-tyrosyl-D-prolyl-(4S)-4-hydroxy-D-prolylglycyl-
D-alanylglycinamide

acétyl-D-tyrosyl-D-prolyl-(4S)-4-hydroxy-D-prolylglycyl-
D-alanylglycinamide

acetil-D-tirosil-D-prolil-(4S)-4-hidroxi-D-prolilglicil-D-alanilglicinamida

Ca2sH3gN7Og
(0]
u Y Gly—D-Ala—Gly-NH,
o N
D-Tyr—D-Pro—
>— yr—D-Pro—N - OH
HaC

H

N-[1-(2-cyano-2-deoxy-B-D-arabinofuranosyl]-2-oxo-
1,2-dihydropyrimidin-4-yl}hexadecanamide

N-[1-(2-cyano-2-désoxy-B-D-arabinofuranosyl)-2-oxo-
1,2-dihydropyrimidin-4-yllhexadécanamide

N-[1-(2-ciano-2-desoxi-B-D-arabinofuranosil]-2-oxo-
1,2-dihidropirimidin-4-il}hexadecanamida

C26H42N4O5
(0]
NH
NZ |
HO o~ N
(@)
NC
HsC

OH
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simotaxelum
simotaxel

simotaxel

simotaxel

sitagliptinum
sitagliptin

sitagliptine

sitagliptina

1,7p-dihydroxy-9-oxo-5p,20-epoxytax-11-ene-2a,4,10pB,13a-tetrayl
4-acetate 2-benzoate 10-cyclopentanecarboxylate 13-{(2R,3R)-2-
hydroxy-3-(isopropoxycarbonyl)amino]-3-(thiophen-2-yl)propanoate}

12b-acétate 12-benzoate 6-cyclopentanecarboxylate et 9-[(2R,3R)-
2-hydroxy-3-[[(1-méthyléthoxy)carbonylJamino]-3-(thiophén-
2-yl)propanoate] de (2aR,4S,4aS,6R,9S,11S,12S,12aR,12bS)-4,11-
dihydroxy-4a,8,13,13-tétraméthyl-5-oxo-
2a,3,4,4a,5,6,9,10,11,12,12a,12b-dodécahydro-7,11-méthano-
1H-cyclodécal[3,4]benz[1,2-b]oxete-6,9,12,12b-tétrayle

12b-acetato 12-benzoato 6-ciclopentanocarboxilato y 9-[(2R,3R)-2-
hidroxi-3-[[(1-metiletoxi)carbonillJamino]-3-(tiofen-2-il)propanoato] de
(2aR,4S,4aS,6R,9S,11S,12S,12aR,12bS)-4,11-dihidroxi-4a,8,13,13-
tetrametil-5-oxo-2a,3,4,4a,5,6,9,10,11,12,12a,12b-dodecahidro-
7,11-metano-1H-ciclodeca[3,4]benz[1,2-bJoxeto-6,9,12,12b-tetrailo

C46H57NO1SS

(3R)-3-amino-1-[3-(trifluoromethyl)-5,6,7,8-tetrahydro-5H-
[1,2,4]triazolo[4,3-a]pyrazin-7-yl]-4-(2,4,5-trifluorophenyl)butan-1-one

7-[(3R)-3-amino-4-(2,4,5-trifluorophényl)butanoyl]-3-(trifluorométhyl)-
5,6,7,8-tétrahydro-1,2,4-triazolo[4,3-a]pyrazine

7-[(3R)-3-amino-4-(2,4,5-trifluorofenil)butanoil]-3-(trifluorometil)-
5,6,7,8-tetrahidro-1,2,4-triazolo[4,3-a]pirazina

C18H15F6N50

F
F
H NH,O
N%N\N
F K/N %
CF3
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sontuzumabum

sontuzumab

sontuzumab

sontuzumab

sotirimodum
sotirimod

sotirimod

sotirimod

stamulumabum*
stamulumab

stamulumab

estamulumab

tadocizumabum*
tadocizumab

tadocizumab

immunoglobulin G1, anti-(human episialin) (mouse monoclonal
HMFG-1 y1-chain), disulfide with mouse monoclonal HMFG-1, dimer

immunoglobuline G1, anti-(épisialine, spécifique de I'épitope
APDTR) ; dimére du disulfure entre la chaine y1 et la chaine légére
de l'anticorps monoclonal de souris HMFG-1

inmunoglobulina G1, anti-(human episialina) dimero del disulfuro

entre la cadena HMFG-1 y1 monoclonal de ratén y la cadena ligera
HMFG-1 monoclonal de ratén

2-methyl-1-(2-methylpropyl)-1H-imidazo[4,5-c][1,5]naphthyridin-
4-amine

2-méthyl-1-(2-méthylpropyl)-1H-imidazo[4,5-c][1,5]naphtyridin-
4-amine

2-metil-1-(2-metilpropil)-1H-imidazo[4,5-c][1,5]naftiridin-4-amina

C14H17Ns
HsC
CHjy
HsC N/\<
N
/N | X
pZ
NS N,

immunoglobulin G1, anti-(human growth differentiation factor 8)
(human MYO-029 heavy chain), disulfide with human MYO-029
A-chain, dimer

immunoglobuline G1, anti-(facteur 8 de croissance/différenciation
(GDF-8 ou myostatine) humain) ; dimére du disulfure entre la chaine
lourde et la chaine A de I'anticorps monoclonal humain MYO-029

inmunoglobulina G1, anti-(factor 8 de diferenciacion del crecimiento
humano) dimero del disulfuro entre la cadena pesada de MYO-029
humano y la cadena A de MYO-029 humano

Ce33oHo748N 167201998848

immunoglobulin G1, anti-(human integrin allbp3) Fab fragment
(human-mouse monoclonal C4G1 y1-chain), disulfide with human-
mouse monoclonal C4G1 k-chain

immunoglobuline G1, anti-(intégrine allbf3 humaine), disulfure entre
la chaine y1 et la chaine k du fragment Fab de I'anticorps
monoclonal de souris C4G1 humanisé
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tadocizumab inmunoglobulina G1, anti-(integrina humana allbB3) disulfuro entre
el fragmento Fab de la C4G1 cadena y1 del anticuerpo monoclonal
hombre-raton, y la cadena k del anticuerpo monoclonal hombre-
raton C4G1

Ca2107H3252N5620673S 12

QVQLVQSGAE VKKPGSSVKV

talotrexinum
talotrexin

talotrexine

talotrexina

telaprevirum
telaprevir

télaprévir

telaprevir

DIQMTQTPST LSASVGDRVT
ISCRASQDIN NYLNWYQQKP

SCKASGYAFT NYLIEWVRQA
PGQGLEWIGV | I'YPGSGGTNY

GKAPKLLIYY
RFSGSGSGTD
DDFATYFCQQ
GTKVEVKRTV
SDEQLKSGTA
PREAKVQWKV

TSTLHSGVPS
YTLTISSLQP
GNTLPWTFGQ
AAPSVF IFPP
'SVVCLLNNFY
DNALQSGNSQ

ESVTEQDSKD
LSKADYEKHK
LSSPVTKSFN

STYSLSSTLT

E—— |
VYACEVTHQG
RGEC

TVDESTNTAY

NEKFKGRVTL
MELSSLRSED TAVYFCARRD
GNYGWFAYWG QGTLVTVSSA
STKGPSVFPL APSSKSTSGG
TAALGCLVKD YFPEPVTVSW
NSGALTSGVH | TFPAVLQSSG
LYSLSSVVTV |PSSSLGTQTY

ICNVNHKPSN TKVDKKVEPK
SCDKTH

2-{[(4S)-4-carboxy-4-(4-{[(2,4-diaminopteridin-6-yl)methyl]=
amino}benzamido)butyllcarbamoyl}benzoic acid

acide 2-[[(4S)-4-carboxy-4-[[4-[[(2,4-diaminoptéridin-6-yl)méthyl]=
amino]benzoyllamino]butyl]lcarbamoyl]benzoique

acido 2-[[(4S)-4-carboxi-4-[[4-[[(2,4-diamino-6-pteridinil)metil]=
amino]benzoillamino]butillcarbamoillbenzoico

C27H27 N 906

)\\N

HoN

o}
NH N
N X N
| H
~
N

H COH

O  CO.H

(1S,3aR,6aS)-2-[(2S)-2-{(2S)-cyclohexyl[(pyrazin-
2-ylcarbonyl)amino]acetamido}-3,3-dimethylbutanoyl]-
N-{(3S)-1-cyclopropylamino)-1,2-dioxohexan-
3-yl}octahydrocyclopenta[c]pyrrole-1-carboxamide

(1S,3aR,6aS)-2-[(2S)-2-[[(2S)-cyclohexyl[(pyrazinylcarbonyl)amino]=
étyllamino]-3,3-diméthylbutanoyl]-N-[(1S)-1-[(cyclopropylamino)=
oacétyl]butylloctahydrocyclopenta= [c]pyrrole-1-carboxamide

1S,3aR,6aS)-2-[(2S)-2-[[(2S)-ciclohexil[(pirazinilcarbonil)Jamino]=
acetillamino]-3,3-dimetilbutanoil]-N-[(1S)-1-[(ciclopropilamino)=
oxoacetil]butilJoctahidrociclopenta[c]pirrol-1carboxamida
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tiplasininum
tiplasinin

tiplasinine

tiplasinina

tramiprosatum
tramiprosate

tramiprosate

tramiprosato

transferrinum aldifitoxum
transferrin aldifitox

transferrine aldifitox

CasHs3N7Os

H3C
o}

)
N | H <
NS c H

’ H<:> )

2-{1-benzyl-5-[4-(trifluoromethoxy)phenyl]- 1H-indole-3-yl}-
2-oxoacetic acid

acide [1-benzyl-5-[4-(triflorométhoxy)phényl]-1H-indol-
3-ylJoxoacétique

acido 2-{1-bencil-5-[4-(trifluorometoxi)fenil]-1H-indol-3-il}-
2-oxoacético

C24H16F3NO4

OCF,4

3-aminopropane-1-sulfonic acid
acide 3-aminopropane-1-sulfonique
acido 3-aminopropano-1-sulfénico

C3HgNO3S

HaN_~_-SO3H

a conjugate of the precursor of human serotransferrin (siderophillin)
with a primary amine group used to form an amidine with
(4-iminobutane-1,4-diyl)sulfanediyl[(3RS)-2,5-dioxopyrrolidine-
1,3-diyl]-1,3-phenylenecarbonyl and forming an N-benzoyl derivative
of a primary amine group of diphtheria [550-L-phenylalanine]toxin
from Corynebacterium diphtheriae-(26-560)-peptide

précurseur de la sérotransferrine humaine (sidérophilline) dont
une fonction amine primaire est liée par une fonction
carboximidamide (amidine) au pont (4-iminobutane-
1,4-diyl)sulfanediyl[(3RS)-2,5-dioxopyrrolidine -1,3-diyl]-
1,3-phénylénecarbonyl lui-méme lié par une fonction benzamide
a une amine primaire du [550-L-phénylalanine]toxine diphtérique
de Corynebacterium diphteriae-(26-560)-peptide
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transferrina aldifitox precursor de la serotransferrina humana (siderofilina) en el cual
una funcién amina primaria esta ligada por una funcién
carboximidamida (amidina) al puente (4-iminobutano-
1,4-diil)sulfanodiil[(3RS)-2,5-dioxopirrolidina-1,3-diil]-
1,3-fenilenocarbonil ligado a su vez por una funcién benzamida
una amina primaria de la [550-L-fenilalanina]toxina diftérica del
Corynebacterium diphteriae-(26-560)-péptido

C:5992H9317N1641(:)1834863

NH-CRM107 44 epimer at C*

et I'épimére en C*
o y el epimero al C*

TENH,= MRLAVGALLV CAVLGLCLAV PDKTVRWCAV SEHEATKCQS
FRDHMKSVIP SDGPSVACVK KASYLDCIRA | IAANEADAVT
LDAGLVYDAY LAPNNLKPVV AEFYGSKEDP QTFYYAVAVV

KKDSGFQMNQ LRGKKSCHTG _LGRSAGWNIP [ 1GLLYCDLPE

I T 1—

PRKPLEKAVA | NFFSGSCAPC ADGTDFPQLC | QLCPGCGCST

LNQYFGYSGA FKCLKDGAGD VAFVKHSTIF | ENLANKADRD

QYELLCLDNT RKPVDEYKDC HLAQVPSHTV | VARSMGGKED

—_—

LIWELLNQAQ EHFGKDKSKE FQLFSSPHGK | DLLFKDSAHG

FLKVPPRMDA KMYLGYEYVT AIRNLREGTC PEAPTDECKP

VKWCALSHHE RLKCDEWSVN| SVGKIECVSA ETTEDCIAKI

MNGEADAMSL DGGFVYIAGK| CGLVPVLAEN YNKSDNCEDT

— —_—

PEAGYFAVAV  VKKSASDLTW| | DNLKGKKSCH| | TAVGRTAGWN

IPMGLLYNKI | NHCRFDEFFS| | EGCAPGSKKD SSLQKLéMGs

GLNLCEPNNK | EGYYGYTGAF| | RCLVEKGDVA| | FVKHQTVPQN

—_—
TGGKNPDPWA | KNLNEKDYEL | [ LCLDGTRKPV | EEYANCHLAR
I—’r_l

APNHAVVTRK | DKEACVHKIL |RQQQHLFGSR |VTDCSGNFCL

FRSETKDLLF | RDDTVCLAKL |HDRNTYEKYL GEEYVKAVGN

LRKESTSSLL  EACTFRRP

* glycosylation sites

* sites de glycosylation
* posiciénes de glicosilacion

H,N-CRM107=  GADDVVDSSK ~ SFVMENFSSY HGTKPGYVDS ~ 1QKGIQKPKS

GTQGNYDDDW KGFYSTDNKY DAAGYSVDNE ~NPLSGKAGGY
VKVTYPGLTK VLALKVDNAE TIKKELGLSL TEPLMEQVGT
EEFIKRFGDG ASRVVLSLPF AEGSSSVEYI NNWEQAKALS
VELEINFETR GKRGQDAMYE ~YMAQACAGNR VRRSVGSSLS
;
CINLDWDVIR DKTKTKIESL KEHGPIKNKM SESPNKTVSE
EKAKQYLEEF HQTALEHPEL SELKTVTGTN PVFAGANYAA
WAVNVAQVID SETADNLEKT TAALSILPGI GSVMGIADGA
VHHNTEEIVA QSIALSSLMV AQAIPLVGEL VDIGFAAYNF
VESIINLFQV VHNSYNRPAY SPGHKTQPFL HDGYAVSWNT
VEDSIIRTGF QGESGHDIKI TAENTPLPIA GVLLPTIPGK
LDVNKSKTHI  SVNGRKIRMR CRAIDGDVTF CRPKSPVYVG
NGVHANLHVA FHRSSSEKIH SNEISSDSIG VLGYQKTVDH
TKVNFKLSLF  FEIKS
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tucotuzumabum celmoleukinum*
tucotuzumab celmoleukin

tucotuzumab celmoleukine

tucotuzumab celmoleukina

velaferminum*
velafermin

vélafermine

velafermina

verpasepum caltespenum*
verpasep caltespen

verpasep caltespen

verpasep caltespeno

immunoglobulin G1, anti-(tumor associated calcium signal
transducer 1 (KS 1/4 antigen)) (human-mouse monoclonal huKS-IL2
heavy chain) fusion protein with interleukin 2 (human), disulfide with
human-mouse monoclonal huKS-IL2 light chain, dimer

immunoglobuline G1, anti-(transducteur 1 du signal calcique associé
aux cellules tumorales humaines), dimere du disulfure entre le
peptide de fusion de la chaine lourde, de 'anticorps monoclonal de
souris huKS-IL2 humanisé, avec l'interleukine 2 humaine, et la
chaine Iégére de I'anticorps monoclonal de souris huKS-IL2
humanisé

inmunoglobulina G1, anti-(antigeno 17-1A humano) dimero del
disulfuro entre la proteina de fusion de la cadena pesada del
anticuerpo monoclonal huKS-IL2 hombre-ratén y la interleukina 2
(humana), y la cadena ligera del anticuerpo monoclonal huKS-IL2
hombre-ratén

Cr812H12114N204202406Se0

fibroblast growth factor 20 (human recombinant CG53135)

facteur-20 de croissance du fibroblaste humain recombinant
(CG53135)

factor 20 de crecimiento de fibroblastos (recombinante humano
CG53135)

Ci1047H1632N306030255

MAPLAEVGGF
RSAAERSARG
PDGSVQGTRQ
MNDKGELYGS
TGRRYFVALN
PELYKDLLMY

LGGLEGLGQQ
GPGAAQLAHL
DHSLFGILEF
EKLTSECIFR
KDGTPRDGAR
T

VGSHFLLPPA
HGILRRRQLY
ISVAVGLVSI
EQFEENWYNT
SKRHQKFTHF

GERPPLLGER
CRTGFHLQIL
RGVDSGLYLG
YSSNIYKHGD
LPRPVDPERV

60 kDa chaperonin 2 (HSP 65 from Mycobacterium bovis strain
BCG) fusion protein with L-histidylprotein E7 from human
papillomavirus type 16

60 kDa chaperonine 2 (HSP 65 de Mycobacterium bovis souche
BCG) protéine de fusion avec la L-histidylprotéine E7 de

papillomavirus de type 16 humain

60 kDa chaperonina 2 (HSP 65 de Mycobacterium bovis cepa BCG)
proteina de fusion con la L-histidilproteina E7 del papilomavirus

humano 16
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vicrivirocum
vicriviroc

vicriviroc

vicriviroc

vorinostatum
vorinostat

vorinostat

vorinostat

Cas59H4860N8100965S 16

AKTIAYDEEA  RRGLERGLNA  LADAVKVTLG  PKGRNVVLEK
KWGAPTITND  GVSIAKEIEL  EDPYEKIGAE LVKEVAKKTD
DVAGDGTTTA  TVLAQALVRE  GLRNVAAGAN  PLGLKRGIEK
AVEKVTETLL  KGAKEVETKE QIAATAAISA  GDQSIGDLIA
EAMDKVGNEG ~ VITVEESNTF GLQLELTEGM  RFDKGYISGY
FVTDPERQEA  VLEDPYILLV  SSKVSTVKDL  LPLLEKVIGA
GKPLLITAED  VEGEALSTLV ~ VNKIRGTFKS = VAVKAPGFGD
RRKAMLQDMA  ILTGGQVISE  EVGLTLENAD  LSLLGKARKV
VVTKDETTIV ~ EGAGDTDAIA  GRVAQIRQEI  ENSDSDYDRE
KLQERLAKLA  GGVAVIKAGA  ATEVELKERK HRIEDAVRNA
KAAVEEGIVA  GGGVTLLQAA  PTLDELKLEG  DEATGANIVK
VALEAPLKQI =~ AFNSGLEPGV ~ VAEKVRNLPA  GHGLNAQTGV
YEDLLAAGVA  DPVKVTRSAL  QNAASIAGLF  LTTEAVVADK
PEKEKASVPG ~ GGDMGGMDFH  MHGDTPTLHE  YMLDLQPETT
DLYCYEQLND  SSEEEDEIDG PAGQAEPDRA  HYNIVTFCCK
CDSTLRLCVQ  STHVDIRTLE DLLMGTLGIV ~ CPICSQKP

(4,6-dimethylpyrimidin-5-yl){4-[(3S)-4-{(1R)-2-methoxy-
1-[4-(trifluoromethyl)phenyl]ethyl}-3-methylpiperazin-1-yl]-
4-methylpiperidin-1-yl}methanone

1-[(4,6-diméthylpyrimidin-5-yl)carbonyl]-4-[(3S)-4-[(1R)-2-méthoxy-
1-[4-(trifluorométhyl)phényl]éthyl]-3-méthylpipérazin-1-yl]-
4-méthylpipéridine

(4,6-dimetilpirimidin-5-il){4-[(3S)-4-{(1R)-2-metoxi-
1-[4-(trifluorometil)fenil]etil}-3-metilpiperazin-1-il]-4-metilpiperidin-
1-iljmetanona

CasH3sF3NsO;
CHj
HiG HH y—O
N

Ny_CHs NS

( X CF4
| CHj,
N .= N

CHy O

N-hydroxy-N'-phenyloctanediamide
N-hydroxy-N'-phényloctanediamide

N-hidroxi-N'-feniloctanodiamido
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zibotentanum
zibotentan

zibotentan

zibotentan

zotarolimusum
zotarolimus

zotarolimus

zotarolimus

C14H2N203

~

OH

N-(3-methoxy-5-methylpyrazin-2-yl)-2-[4-(1,3,4-oxadiazol-
2-yl)phenyl]pyridine-3-sulfonamide

N-(3-méthoxy-5-méthylpyrazin-2-yl)-2-[4-(1,3,4-oxadiazol-
2-yl)phényl]pyridine-3-sulfonamide

N-(3-metoxi-5-metilpirazin-2-il)-2-[4-(1,3,4-oxadiazol-
2-il)fenil]piridine-3-sulfonamida

C19H16NsO4S

(3S,6R,7E,9R,10R,12R,14S,15E,17E,19E,21S,23S,26R,27R,34aS)-
9,27-dihydroxy-10,21-dimethoxy-3-{(2R)-1-[(1S,3R,4S)-3-methoxy-
4-(1H-tetrazol-1-yl)cyclohexyl]propan-2-yl}-6,8,12,14,20,26-
hexamethyl-3,4,9,10,12,13,14,21,22,23,24,25,26,27,32,33,34,34a-
octadecahydro-5H-23,27-epoxypyrido[2,1-
c][1,4]oxaazahentriacontine-1,5,11,28,29(6H,31H)-pentone

(3S,6R,7E,9R,10R,12R,14S,15E,17E,19E,21S,23S,26R,27R,34aS)-
9,27-dihydroxy-10,21-diméthoxy-3-[(1R)-2-[(1S,3R,4S)-3-méthoxy-
4-(1H-tétrazol-1-yl)cyclohexyl]-1-méthyléthyl]-6,8,12,14,20,26-
hexaméthyl-3,4,9,10,12,13,14,21,22,23,24,25,26,27,32,33,34,34a-
octadécahydro-23,27-époxy-5H-pyrido[2,1-
c][1,4]oxazahentriacontine-1,5,11,28,29(6H,31H)-pentone

(3S,6R,7E,9R,10R,12R,14S,15E,17E,19E,21S,23S,26R,27R,34aS)-
9,27-dihidroxi-10,21-dimetoxi-3-{(2R)-1-[(1S,3R,4S)-3-metoxi-
4-(1H-tetrazol-1-il)ciclohexil]propan-2-il}-6,8,12,14,20,26-hexametil-
3,4,9,10,12,13,14,21,22,23,24,25,26,27,32,33,34,34a-
octadecahidro-5H-23,27-epoxipirido[2,1-c][1,4]oxaazahentriacontina-
1,5,11,28,29(6H,31H)-pentona
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Cs2H79N5012

* Electronic structure available on Mednet: http://mednet.who.int/
* Structure électronique disponible sur Mednet: http://mednet.who.int/
* Estructura electronica disponible en Mednet: http://mednet.who.int/
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AMENDMENTS TO PREVIOUS LISTS
MODIFICATIONS APPORTEES AUX LISTES ANTERIEURES
MODIFICACIONES A LAS LISTAS ANTERIORES

Recommended International Nonproprietary Names (Rec. INN): List 21
Dénominations communes internationales recommandées (DCI Rec.): Liste 21
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 21
(WHO Drug Information, Vol. 35, No. 5, 1981)

p. 4 delete/supprimer/suprimase insert/insérer/insertése
docusatum natricum natrii docusas

Recommended International Nonproprietary Names (Rec. INN): List 54
Dénominations communes internationales recommandées (DCI Rec.): Liste 54
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 54
(WHO Drug Information, Vol. 19, No. 3, 2005)

p. 253  suprimase insertése
epoetina zeta epoetina dseta

Procedure and Guiding Principles / Procédure et Directives / Procedimientos y principios generales

The text of the Procedures for the Selection of Recommended International Nonproprietary Names for Pharmaceutical
Substances and General Principles for Guidance in Devising International Nonproprietary Names for Pharmaceutical
Substances will be reproduced in proposed INN lists only.

Les textes de la Procédure a suivre en vue du choix de dénominations communes internationales recommandées pour les
substances pharmaceutiques et des Directives générales pour la formation de dénominations communes internationales
applicables aux substances pharmaceutiques seront publiés seulement dans les listes des DCI proposées.

El texto de los Procedimientos de seleccién de denominaciones comunes internacionales recomendadas para las sustancias
farmacéuticas y de los Principios generales de orientacién para formar denominaciones comunes internacionales para
sustancias farmacéuticas aparece solamente en las listas de DCI propuestas.
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Denogumab, a Fully Human Monoclonal Antibody, QCITEI A
4.2.1.1-1  has Selective Effects on Human RANK Ligand and _ Amgen ~ i
Human Osteoclasts ZEH
Effects of Denosumab (AMG 162) on Bone Mass and QCI’EEI)EJ
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Effects of Denosumab (AMG 162) on Bone Mass and_ ot 2(.£Elﬂ
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Knock-in mice ’ QEH
A 6/12-Month Subcutaneous Toxicity Study of AMG 2(.£Elﬂ
42.1.1-4 162 in the Cynomolgus Monkey with an Interim Kill _ ~ L/
after 6 Months and a 3-Month Recovery Period QEH
AMG 162: A Monthly Subcutaneous Injection 2(.%)5]
42.1.1-5  Osteoporosis Prevention Study for 16 Months in the _ ~ EL ]
Cynomolgus Monkey QC.EEIﬂ
A 12-Month Osteoporosis Prevention Study of
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42116 6-Month Alendronate Pretreatment in the - 2C.£Elﬂ FH
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Comparigon of Two Anti-Regorptive Therapies
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RANKL Antibody) on Murine Fracture Healing '
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A 6/12-Month Subcutaneous Toxicity Study of AMG 2‘31)3
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472129 Vehicle on Tumor Development in a Hormone and _ et al. Amgen - T
Carcinogen Induced Model of Mammary ’ 2(.£Elﬂ
Tumorigenesis -
Effect of OPG-Fc¢ on Tumor Burden and Osteolysis in_ " QC.'EEl A
4.2.1.2-3  MDA231-F11Luc Bone Metastasis Model in Female o - € Amgen ~ L/
Athymic Nude Mice, Prevention Setting ) QEH
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The Effect of Tamoxifen and the RANKL Inhibitor
Osteoprotegerin (OPG-Fc) on the Growth of MCF-7 _ 2(.£Elﬂ =
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AMG 162: A Monthly Subcutaneous Injection 2(.’31)5]
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4.2.1.2-17  on Tooth Eruption and on Bone Density, Geometry, ’ Amgen ~ LA
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A Single-Doge Subcutaneous Administration of AMG
162 for Cardiovascular and Respiratory Evaluation in

Cynomolgus Monkeys
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Method Validation of an Enzyme Immunoassay for
AMG 162 To OPGL in Cynomolgus Monkey Serum
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PARTIAL METHOD VALIDATION OF AN
ENZYME LINKED IMMUNOSORBENT ASSAY
FOR AMG 162 IN CYNOMOLGUS MONKEY
SERUM
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4.2.2.1-3

METHOD VALIDATION OF AN ENZYME
LINKED IMMUNOSORBENT ASSAY FOR AMG
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METHOD VALIDATION OF AN ENZYME
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Pharmacokinetics Report for “A Single Doge
Pharmacokinetics Study of Denosumab (AMG 162)
Following Intravenous Administration to Male or
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Pharmacokinetic Study of Denosumab (AMG 162) in
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A Single Dose Pharmacokinetics Study of
Denosumab (AMG 162) Following Intravenous
Administration to Male or Female FcRn Knockout
and Wild Type Mice
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42.2.2-4

Pilot Pharmacokinetic Study of AMG 162
Administered Subcutanecusly or Intravenously in
Male and Female Sprague-Dawley Rats
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4.2.2.2-5

Absgorption, Distribution, and Excretion in
Cynomolgus Monkeys Following a Single

Subcutaneous Administration of “T-AMG 162
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A Single-Dose Intravenous and Subcutaneocus
Pharmacokinetic and Pharmacodynamic Study of
AMG 162 in Cynomolgus Monkeys
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Quantitative Whole Body Autoradiography of
Cynomolgus Monkeys Following a Single
Subcutaneous Administration of “-AMG 162
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Absgorption, Digtribution, and Excretion in
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Enhanced Pre-Postnatal Toxicity Study of AMG 162
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