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W& 5B XX H 8 7wt
AD antiromosozumab antibodies (antidrug antibodies) (Hi 12 € Y X~ 7 HiR [Hr3k

Mokl )
AFF atypical femoral fractures (FEER KR HHHT)
AMG 785 Romosozumab (7€ Y X~ 7)
ARI Amgen Rhode Island (7 A = #tm— K7 A 7 R)
ATO Amgen Thousand Oaks (7 A Y = 4oy K4—7 R)
AUC area under the curve (HiFR N imAE)
AUCin¢ area under the curve from time 0 to infinity (FFfE 0 2> 5 MR AEFR F To bR
THfH)

AUC area under the curve over the dosing interval (1 $&5-fEIRe D HiR T EFE)
BLA Biologics License Application (ZE%)%AAFE 5
BMC bone mineral content (‘F &)
BMD bone mineral density (‘F %)
BMI body mass index ({&H#+5%%)
BSAP bone-specific alkaline phosphatase (‘B! 7 /L7 Y 7 4 A7 7 X —E)
BTM bone turnover marker (HH#Hf~—0—)
CHMP Committee for Medicinal Products for Human Use (RN [ 3K 5 & 5 4Y)
CKD chronic kidney disease (&4 % i55)
CL linear clearance (#RJZ2 Y 77 2 R)
CL/F apparent clearance (WL2xF D27 V7 Z 2 R)

clinical fracture

Cax
Ctrou gh

CPMP/EWP

CSR
CTA
CTCAE
CYP

DXA
EPPV

EU

FA

FDA

FEA
FRAX
HCP
HR-pQCT

ICH
IgG2
iPTH

ISE

ISS

v
JSBMR
MedDRA

nonvertebral fractures and symptomatic vertebral fractures (FEMEIRB T K OVE®E
PEMEMRE $T)

maximum serum concentration (Fz & fL{E iR )

trough concentration ( k7 7 J )

Committee for Proprietary Medicinal Products/Efficacy Working Party (t k&
FmZER S REERS)

clinical study report (JRBRFRFE S E)

clinical trial application (}A5R 35

Common Terminology Criteria for Adverse Events (47 75 35 413 I 55 R 1)

ciochrome P450 (5 k27 & A P450)

dual-energy X-ray absorptiometry (T /L —X FRIHE L)
estimated glomerular ﬁltratiin rate (FER R ERIR A &)
I |
early postmarketing phase vigilance (17 [EL# A7)

European Union (BERJHE &

Final analysis (& f&MEHT)

Food and Drug Administration (K [E £ 5t [ 3K i J&y)

finite element analysis (5 BREERARITIE)

Fracture Risk Assessment tool (H#T U A 7 #Hii> — /)

health care provider (EFF#EHLHE)

high resolution peripheral quantitative computed tomography (& fi# 45 5 A A4 & H
ERE A o — 2 —WEiRE

International Conference for Harmonisation ([% 3 5 35 il 3 Fi [E BE = 5%)
immunoglobulin G2 (4% 7 =7 U > G2)

intact parathyroid hormone (- > % 7 MEIHIKIRELE )

Integrated Summary of Efficacy (ff& A 2hMHEHEE)

Integrated Summary of Safety (fff& 72 aMEHEE)

intravenous (kM)

Japanese Society for Bone and Mineral Research ( H AB{AH#HIF%)

Medical Dictionary for Regulatory Activities (ICH [ElF# % 3 HFELE)
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W& a8 X3 HEE Eze,/ i
- _Agency (I - <Y )

NOF National Osteoporosis Foundation (K [E"H#LEXIE )

ocC osteocalcin (A AT AL )

OH hydroxy (B Fr )

ONIJ osteonecrosis of the jaw (3E’H 1#24t)

0SG Office of the Surgeon General (K [E A S A= FR L)

PINP procollagen type 1 N-terminal propeptide (1! ~7' 1 225 —% N K 7 1~

¥ R)

PA Primary analysis (== ZfZHT)

PD pharmacodynamics (3£ 7)%%)

PFS prefilled syringe ('L 7 4V KU V)

PK pharmacokinetic (GEAHEh%E)

PMDA Pharmaceuticals and Medical Devices Agency (%= 38 /it R SR ZR A A 1A% )
PMO postmenopausal osteoporosis (A% B HHERIE)

PMSB/ELD Evaluating and Licensing Division of the Pharmaceutical and Medical Safety

Bureau ([ 3£ /7% A% #HR)

PTH parathyroid hormone (&l F R iR 1€ )

Q3M every 3 months (3 7 A1Z 1[8])

Q4w every 4 weeks (4 J[HIZ 1[8])

Q6M every 6 months (6 7 A 1Z 1[8])

QCT quantitative computed tomography (&)= > & = — & — ki@ iRi)
QM once monthly (H 1[A])

SAWP Scientific Advice Working Party

SC subcutaneous (FZ T)

(s)CTX (serum) type 1 collagen C-telopeptide ( [ifLyF] [ =T —5 0 C-FT w7 F

K)

SMQ standardized MedDRA query (MedDRA & #5525

SOST sclerostin gene (A7 L1 AF L i#in1)

tin half-life (*f-J83)

TNF tumor necrosis factor (FEMEEEIK 1)

TRAP 5b tartrate-resistant acid phosphatase 5b (G- FEKHLIERE KR A 7 7 # —E-5b)
Us United States (CK[E)

WHO World Health Organization (SR fEFEES)

Wnt Wingless-related integration site
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1. HAFFEDOIENR
1.1 BHERE

BHERE IR T &L BREDRTEREE L, B0V A7 NHEKTHEETHS (World Health
Organization [WHO] , 2007; Office of the Surgeon General [OSG] ,2004) ., WHO [T 5% (BMD)
DI N E D25 B R ZE DL T 2 B HRRIE & B L T D, 50l EO etk odga . Bk
JEBHEDO B I OEJEY A 71X 40~50% T % (National Osteoporosis Foundation [NOF] ,2014) ., &
HFURIE X 50 5 LA E DD 15~38% 3 L TV D R AREE EORBEO—>TH 25 (Wade
et al, 2014; Wright et al, 2014; Hernlund et al, 2013) . K[E, BN, B F &, —A FZ U T K OHA
TUE 50 LA LD 2D 4400 5 ADSPHRRZ HHERE (PMO) LHEE SN TIR Y . MK 450 7 AD
BHREEEIZEZ LT\5 (Wade et al, 2014; Wright et al, 2014; Hernlund et al, 2013; Wade et al,
2012; Burge et al, 2007) ,

B HLERIE K OVEHUERIEME B T I E ISR ARl D HEARRBE L 7> TWA R, BHETHE
ML I X B R B IR A e OVARME A EORIE L 725 T 5, A DOk OB FHa DIt
IRV BHERERS ERRR TH 2B, EAUTlE D ERE~OB/HENSHEFEMICKE < Hn
THZENFEEIN TS (Khosla et al, 2008; Johnell and Kanis, 2006) , HATIIA L O &EEMEIC X
S THHEEDOBELNIML TRV, BUE, BRI 2 HIRIEDBELRITA 1280 7 A (B
300 5N, 2980 TAN) EHEE STV D (Orimo et al, 2012; Yoshimura et al, 2009)

HHBIEMEFITIIREICE > TREREE LR, HRICE > THRERRFEWAR LS,
(NOF, 2014; WHO, 2007; OSG, 2004) , KEREEAFEITEE D 5 HHI 20%13 1 FLINICIET L,
K 20% I T RIINFERER CONMELLIEL T D, MEEEZLEL LRVWEITHTIO L-VLICERICRD Z
EMTEDDITH 40%IZT E e, HEERETT, T 5 BIEREMES O (T b bERKHEARET)
IR, BEE, BRR OISR D /RN H 5, HEREITIT A ARICBWOEsEEEIio£< %
HOTERY . HEAE T OHEE AR TFE & 35BS L 70 5 ARETE T 25%., 80 mklh | ClE 43%
IZERD BN TWS (Orimo et al, 2012)

FITY 27 O L BES DR F-I2I13K BMD, BHRIEMEE T OBE, ZvaarFas ROk
G, e EndH % (NOF, 2014; WHO, 2007; 0SG, 2004) , ‘B OBEEIXE O D 55
BEFORLHRIIZY R HFO—D2>ThD, KIREFEMBEFIZOFEIOY A 71X 2.5[FIH
ML, HEARETRIITHERREIT O U 2703 5%, ZOMOEALOEH DY X7 53 2~3 fEHI1 2%
(NOF, 2014; van Helden et al, 2006; Colén-Emeric et al, 2003) , HE(AEHT#4 1 RN I 1T 5 FriffEd
FHTOFRBRITN 19%TH 5 (Lindsay et al, 2001) . Van Geel & [FHIE(E E D PARE L 2o 4140 41 %
KR L LT, BREIT GEHEARE T L OVEEMRIA ST 2 & T) ZFRITH Y X7 135K
OFHIATZOK2METHDHZ EEHALMNZ LT (K 1; van Geel et al, 2009) . T XTOHFHD 5
B 3% EMOEHE VLN, 54%05 5 FELINIZHEBL L 7=,

FVEA KRG & LT KRR 65 ClE, KRERE AL EE #r O FBL=RIE 1000 12720 3.0 41 & HE
ESALTU D  (Schuit et al, 2004) . BIOTEERTIX, KEREEAEEHr OIFIZE 3 53D 1IZBIETHIL
L7 Z EDRE ST 5D (Ebeling, 2008) ., HBIEICI T 2 KREREEALHREITIIIE LT Y A 7 280
S, F72 75 LA O KRG A EITIC LD U 27 135 (20.7%) OB (7.5%) X
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oEY AT 6
D HLHEEIZEVY (Podretal, 1995) . L7=n-> T, BUELEBHRIEOERIZEILAINERT 4 v FBED
ns &%zéo

B1 ERKREHZEC L= 50~80 MOKRIEICEITHBEHDERN R
6_

Relative Risk of Subsequent
Fracture
[
|

0 T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20
Follow-up (years)

Horizontal gray line = the risk of subsequent fracture at any time relative to the risk of a first fracture (ie, the risk of subsequent
fracture is about double the risk of an initial fracture)

Black line = the risk of subsequent fracture relative to the risk of a first fracture by year of follow-up (ie, the risk of subsequent
fracture is highest in the first 1 to 2 years after an initial fracture and remains elevated for several years after the first fracture)

Source: adapted from van Geel et al, 2009

1.1.1 Iﬁ,'fTo)/EIJE/i

AARCHHRIEITERE LRSI TWD, L, 80077 A~1200 7 A L H#HEE SN DHE
HERERE O H b, RREZIT T D DK 20%I2F X 7220 (Orimo, 2004) ﬂﬁﬁf@%%$%
(BHEEEEET) Tid, MHIERINE Y S ERROE TR, ARBOMEITIZE o TL Y BE
BIFEREEZEZ BN TS, BARICET 5 EHERIEO IR K OVEHE réﬂﬁm%% X, 1 EEO
BIRARERE (BRI VE S [PTH] LR | BEREO B RINIHEEE (CARZARE— M K&
IR = A b a7 U R Z 51e) KONEHRE X I D KO e X 2 U K RANC L 516
Wi LRnHD (F1) , £, BATEI VY b= (7)) bERERIEDKR OBISEI M &
NTW5, BHERIEOIRRIC KAWL DIEAID 5 &, B ARARR— MIEHERIEICH 2
RERTHLZENROOLNTEY, EENRFEESE LTHWONTWD, BHERIED TP & 6%
w4k74/mn$m(5$)@ . CEHRREORERIIEZNMEL D  BIEOFH MR R, 50 5%
LD BT E IR & W SR TR M & FERDIGIR 21T 9 Z LM HER ST\ D
(Orlmo etal, 2012) .
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&1 BHBRECEMRE

Category Drug® Route and Frequency of Administration
Bone forming therapies
- - o — -
PTH analogs teriparatide (Forteo®) subcutaneous injection, daily

teriparatide acetate (Teribone®) subcutaneous injection, weekly

Antiresorptive therapies

alendronate (Fosamax®, Bonalon®) oral, daily or weekly, IV every 4 weeks
minodronic acid (Recalbon®, Bonoteo®) oral, daily or every 4 weeks

Bisphosphonates ibandronate (Bonviva®) oral, daily or monthly; IV, every

3 months

risedronate (Actonel®, Benet®) oral, daily, weekly, or monthly
etidronate (Didronel®) oral, daily
raloxifene (Evista® oral, dail

SERM bazedoxife(ne (Vivi)ant®) oral, daig

RANKL inhibitor denosumab (Pralia®) SC injection, every 6 months
alfacalcidol (Onealfa® Alfarol®) oral, daily

Active Vitamin D; eldecalcitol (Edirol®) oral, daily
calcitriol (various) oral, daily
calcitonin (s®almon) (Calcitran Injection®, IM injection, twice weekly
Salmostone®™)

Miscellaneous elcatonin (various) IM injection, twice weekly
estradiol (various) oral, daily
estriol (various) oral, daily

Vitamin K, derivative = menatetrenone (various) oral, daily

Other supplements ipriflavone (Osten®) oral, daily

IM = intramuscular; IV = intravenous; PTH = parathyroid hormone; RANKL = Receptor activator of nuclear factor kappa-B
ligand; SC = subcutaneous; SERM = selective estrogen receptor modulator

2 Not all therapies listed are available in every region
Source: adapted from Baun and Russell, 2011 and Orimo et al, 2012

112 TUrAY b ATF4ohL=—X

EMERIE 2 2 Dy BRI HEREIG I E L CRAATH 30 EMFEA SN TS, =T hL
T —ET VT 7 vy R b & U COHEHER S T O R AL DI 2 BN R AR LT
D, IR NBERD B0 EE 36 1 Ak TH 7= (Matsumoto et al, 2011) , ‘B HERIEIZx 5 3 fi
HOBRIEHEE (Ve Far—F, J0Xs 72 K0T A7) 1, TRTEAOEERRT
TEHRBALE 1| FELANICHERE T U X 7 % 60~68%{K T~ & 7= (Cummings et al, 2009; Maricic et al, 2002;
Harris et al, 1999) . Z OO BEWRINHIZE L OAY RE 27 = N2 L AIRE T, HERBIT. JEHE
EEITUIEERET OV A BDEBEIER T TL2ET24 (/7 Frvf) ~34UE (Lo ke
= F AN FER—= RO RFRT T 2) BEThoT, Ledo> T, miiEih LICEE
K OEERIZEITT 5 U 27 O @y VEHRRIEGRE O 5 b—HOFHRIELE T, BUTORKIET
TNRPELND ETOHMNE LS IR ONRB R0 THL RN DD, £2T7 LR
Dx—hM ORI E Rex— e PORHEEAEARARI— MIBBREEH EEEL Ty, &
ERER T 7T e iR e BIE S 5EELATHBEETIIHRETHD, b2, 20
REOIEANZ R NG9 HEE, BRRRHCEEOK ELIZIRAT20ERH V. RHOBITAEIZ 72
9. ZOWEKEIT O BEIAKISNO LD EZEBINT 52 L IIETLNATERY, Eekbikdbls
H 30 IEEOMORNEEZIRATH LN TS, ZNUHOHKIZE VBT A7 &
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WZHE2b LT, 2O XD RERIOMEAEZRRME LTI 5 2 EnTE Ry, E&E 5T
THHREBEFCTERVBENND,

— 07, BTERARERRI L D VB0 B WIS & el U CE S K OV R A B IS UE T & D
DS, A ATRE e B TR ESE X PTH BHEUA D 1 FEICR O TV, EHERMOT VT F R
(thPTH(1-34)) 1%, “F¥ET 19 B A LIRISETHHERE T o U 2 7 2B IR S 203, &5 W1
FEETHRE2ELFHIREN TS, LENS>TT U ARTF RO A HMENEND £ TOIRE
B OB T, BEIITOR2DEE/B O T RNWEEZOND, £, T U RTF KTlEE b
WCBWCHRAEARAET 2 U A7 PRRESICEEINTE LT, KERE TN BMD N3 ik
FI/hENZ EbiEf SN TV D (BIRHBOGRERITIE 19 7 H KR TORERE TN T 2.6%

[Neer etal, 2001] | 24 77 A ¢ T ORBEE AL T 3.67% [Miyauchi etal, 2010] ) . & H1EHRT
X T U NNTF ROMEHBRERICFEEEA 2k 5 L T D EE TH, 2FERIZERE DK 12%05F
FrL, 20254 OBEE (64%) BNIRE VERIZEIT 258 L7- (Bonafede et al, 2015) , F£7=.
EARARR—= IO TUNRTF RGO EZT (FIURITF Re—KIpEELTHERTAED
—fkH) BEIL. TV TF N TIBREA M LB L i L CAIR 1H4E R 121X BMD O80E A3
WNEL 72D, XL BMD 23BN THINT S 252 Hiv7z (Miller et al, 2008;

Obermayer-Pietsch et al, 2008; Ettinger et al, 2004) , # 1 [FEHM O TV XT F SEEREE T8 0 EH R
DT VY RNTF REH L THRGOAENPD R &ERMME 72 8FE (K 18 1 ) LINICHEREIT
URA7 &K TF W7 (Nakamura et al, 2012) 25, #HHMEHOT U X7 F R EREOZEMEICEIT 5
BEPRDHNTND, ZDEHIT, BB EEIRREOBERNE A KO D72 S THWRWAT ¢
HINV=—AN 55,

T 5 & BITOMBRIED SRR T, AHRICEEROVERE 2 ELNICEEE L, o
RN D DIEBENFFCEETH LN, TO=—X I E RIS Ty, ety X~
L, A7 VB AF U ACHEE L TCIREZRET S MeE a7 > G2 (1IgG2) £/ 7 v—F 4t
KToHn, nEYASTIFIAI L AF o 2lETLHZLTE~DT 27V 27 =27 (B
DAEIE K OVE WL OHIH]) 2R L, Z3UZ K > T BMD 23 20E 7> RIEIZEEIN L B 3R A3 B9
5, BEY X~ IEH 1E (QM) &5 THRERNFESLHIHELND Z LD, BT 27 OFE
HRRIERF X L CHEECTH - RIGRORRIE L 725, Zhb0BETIE, BiTY X7 072K
T, BMD OBHE RIS & 61T, BEOERIINHIRIZ L D1 L > TEIT U A7 O T2HERF
ENDTODOFIME LR D EHME LR ESEDLRT 4y MRIELND,

12 QAEYXTT

121 RV LBRFY

A7 L a AF ATEMIIZ K > THEONIMCHEAS DS /7 ETH Y Wnt > 7 T /Ui
DAOHEHHRFTH 5, BHFMERMETOR Y Lu 2AF N2 LD Wit ¥ 7 FIUREOHIHNIL, &
EHRN X BB EZ I T 5 & LA E I X B EWRIN 2 fE3 5 (X 2; Poole et al, 2005; van
Bezooijen et al, 2004; Winkler et al, 2003) , 2 DO/ T EEE TH D5 ELIAE & O Van Buchem J7
(ENZENAT Lu AF ViE{af [SOST] DZEF L SOST DFffi— L A O KIEMFE) TiE,
A7 L aAFORMIXIIFEBETIC L > TERES@GBE LR Bif~OBFMEZ R~ &N



2.5 BRI BT A S FEAm
NS i 9

R 4TV % (Balemans et al, 2001) , A2 L' B AT L3 KA L TV D EFEVEFILIE D REHEEIK
RAF TIX, BRI, BREELOEHIEL WA ENELDLZ L1 H 5 (van Lierop
et al, 2013; van Lierop et al, 2011; Gardner et al, 2005) . —J57, SOST EEDO~T SR REED L 9
IZA 7 La AF o DOFEBLH ﬁ?ufwéﬁch:BMDiﬁm¢éﬂ RLOD &9 A DRBIT
fEbZen, ZNHDOHIRNG, A7 Lr AF UK E &R OVETRE O T & B 2K BDOIREIC
B AREDOL —5 > hOFEAE LTHRE SV,

K2 OFEYAXTIDOERERE

Sclerostin 322‘5
Osteoprogenitor : %} Romosozumab
Bone
Lining
/_\Cell
S P
,' Bone - 5 ~ ~
i Lining Osteoblasts " 3 e
“ cell /‘ " Osteoblasts 50{@
atrix
\\ New Bone Matrix 3
\
: “ Osteoclast : ‘&
i Osteoclasts ! .§-= SN
Ost i
2150 — } | = Ost ® stimulation
S0 ' steocyte © Inhibition

122 OFYAXTT

nE Y A7 (AMG 785) I, X7VDX%V’#ALT*M%EET6EMK@E%/7H
—FNAPURTH D, BTV AT ITETA = 7Tz b U, B3R X 58 REEAZR
@L\é%:ﬁﬁﬁﬂ@%@aﬁé_&fﬁ%ﬁ%%@fé(Iz)oit\B%JXV7iWﬁ
ﬁ@%?%i—?~@%ﬁ%%méﬁ\%ﬂﬂioT%WW%@ﬁTéoﬂ%ﬁ%%ﬁb%&ﬂ%
T 2727 - =727 MTEY | WG R OSE S OFENSEICHEM L, BHE&OVE R
FEMRM ELTH ﬁ)x7ﬂﬁT¢5

1.3 BERKRBERTOI S L

020 FioEE L 1988 (K3) OF—2nb, ﬂﬁ%ﬁ@%ﬁ’%wfu%yfvfﬁ
ARTHLZEZ2EBMNT D ET O ANGLNTZ, 2055 18FBRTIR, MR & OVE HRZ
XIAK BMD O PR MR . 11309 Fl &2 flAA L, vE Y X~T (n=7518) XiX7 7&R
(n=3791) Z 1[RILLEHEG Lz, 512, 380417 Lo Rar— bk, 268 BT U XTF K|
6328 BlCT / A~T e Lo, 138k (20110174) CTIXEHEIERMEEZ RIS E LTEm L,
24l T Y A~7 (n=163) XiZ7Z7kEAHR (0=81) % 1\ EEE LT,

AAANWERE 1L, 0T Y X~ 7 OEFERER 43 5 (20070337, 20101291, 20090378 &
20110174) T, BEY X~7 (0=470) L7 7&AR (n=322) ¥ 1[ELLEEE iz 792 BilRAE &
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N5, BARNERE 792 BIIZIX, BHRED BIERERE 27 0IAEENTEY . 77 R R

(20110174) TrREY X~ (0=18) XIX7 7R (0=9) 2’ 1[EL EELE ST,

BRI M D B HEREIRIEIC BT D u® Y A~ T O R L2 Rk £z B F v A,
M, Fk/ " ZF7o7 AV, BREGLT VT, KK OA—A N T VT =a—V—F 2 RO
222 DEFFEBECEIE L7 EER " HEMR, 77 AR, BEAL, —EHEER, 77 BRRERE
I FHERER (20070337) @ 24 1 HRIO EEfRHT T 5, 20070337 sBRI%, PARAE LM OB HLERIEIC
XL THEY A7 210mg D QM 12 W AR T REN T 7R LR L TRZENO>ANTHLH Z
EERTHITT A v E iz, 20070337 i BROEEHIIILL TO LB ThoTz,

o L2HAMOEHERY 7 2 ARRIGRHIIRN « FrEMEEREITORBRLEREL LT, nEY X~
T D12 B AR GHOEEE T T 2R L G 5.

o 2471 HIRIOTEBRIARM] - FBHERE T OFRBIRZFRIEL LT, n® Y XA~7 0 12 7 A M&E 5%
27 ) A~<7 (60mg % 6 7 A2 1B [QeM] ) @ 12 W ARG & 7 Z AR 12 7 A &S
%:?/xvf@nﬁﬂﬁﬁﬁémﬁﬁé’&’;Dm%yfvfwﬁﬁé%ﬁﬁfé

AREEMRGEARGE I EE I, 20070337 3RER TREAMN L7 24 0 A Mo FZAFTHIM (T720H, vE
/xv72@77t$®uﬁﬂﬁgégﬁ§5&\%@%@7/%77@uﬁﬂﬁ#aﬁ&5)
DFERNEZEN TN D, KIRERIT 36 7 H £ CTHIMENHERF SN D0 E ) NERFTT 5720127 /7 &
~7FERBEGHME 36 T H (B® Y X~ T XE7 7 R0 BWRIENHIERIC L2 15EA~GI 0 B
Tot% 24 1 AT ETHESEL TR L, BUE BT TH 2D, AEKBEHFEICE END T OMT T
BB DWW TR 5 T LT D,

BRI oM DB HLERIE DRI 5 0 & Y X~ 7 DA et HliciE, 1256k
(20070337) (ZMNA. AT D 4B EEN D,

o [ BMD DR AMEZ kG & U 7= 55 Ta A H BHPAEZRER  (20060326)

o PHRIAEHIERIE H AR N &PEZ RF5: & L7255 TIb 40 A EduPE R BR (20101291)

e TEYAYT210mg DREEHEIZOWVT, 90 mg/mL EERIA 2[E &L F&5) @ 70 mg/mL &
FERIA B3I F&E) ICRT 2L MEMEET 5, PARE B HERAE Lot 2 %t 5 & L7228 1A
77wk REER (20120156)

o LERARARF—MEOBENOLOEY XA~T LTV RTF R0 B2 5, BR%EHERE
AR E L8 HIb AT U /3T F Rt BREER (20080289)

20060326 FRERTIX 12 W Al O v € Y X~ 7 R HH%IC, 24 7 AMOEERE LY L Fe g
B 5247 9 B b B E 7o, 8 THKOE HHAHRERO L1887 1 OB O BRI, 5451
DF2HZMOZ &, 20070337 i Bk TIEFHEERE & U CTEITZM L7z, 72, 3 XToOHE T KL
OV T AHERER CILAHmEE B & U CHEME, RERE AT & OVKRERE 2855 > BMD % 3 L 7=,

FBYEOBHRIERRIZBIT 50 E Y A~ T OFIMER NZ &ML R TR BT A%, BKIN,
FTrT AV A, ARKOILKD 31 OERHEBECEM Lz —HEMR, 77 BRI, 5 FHRER
(20110174) @ 12 77 A MO FEFEHTHER TH D, 20110174 3BT, B HERIE B M4 xr R I MEHE,
RIRE AL e OKBRE FHE T O B = L —X MR EE (DXA) 125 % BMD OX—2R 7
AU MEDERIZONT, R AAMOEEY X~7 210mg QM X TG OHMMEE 7 TR Lt
BRI 2 B CT A v Sivlc, RGBS, 7E Y X~ 71X BMD ¥ &, h o5 HERiE
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BYEWEERE O et T 1 7 7 A WILPARE B HRRE LIRS L AR CH D Z LR S NZ E
5. 20070337 FBR CRR& b 7= I MEHRERE TOBITITEAT 5 R 4 B HLFRIE D F LR E ~SMd 3
é_k%iﬁﬁéﬁ%fﬁék%ztoé%’m%/zv7@PK&UPD%%ﬁﬁfﬁuwaé
&b, TOMMFEIFFL TS, AVKRBHERICIE, T OMOIRER & i o 72oic, BiEiE %
ﬁ%kLtuwﬂﬁ@igmﬁ%%@T—&%a@fwéowﬁﬂﬁmﬁ%mﬁf%%Mth
AT — 2 TR S E (CSR) DR T (FA) IC&Eh T2d (FACSR [clinical study
report] 20110174 3ER)

7Y A7 OYML e, BEME,. Eyhig (PK) . EJ)¥ (PD) K OWERE-SUSFHEEZ 5

2T D72, FEREBRE . PR AME, K BMD OB % LM (7 Ly Fax— MK D1H%
& O ATARIEHF) "k OAT— 4 OEMEENFR (CKD) BF ITMBENT P LEIRAT— 5D
CKD 3% % %150 45 THRERIR SRR (20060220, 20090378, 20060221, 20[fj0223. 20090153,
20110227, 20110253) % 73R3EML L7, E7-. RHEM PK/PD T & DL T2 & Tl L7z« B4R
M PKET /L (119384A) . HE-ISET /L (& & MEHER ORERE A O BMD H#00 & o B
Zad)  (119384B) M ONRE-FUSET L (RmEY XA~ TRELENR@H~—T— [BIM] THD 1
W7maZ =0 NREZ e ~<X7F R [PINP] KOG =5 —57 0 C-Tu~x7F R [sCTX]
A ONCIEHED BMD B9 E OREM: A2 ~9)  (119384C) , HBbE TRE, Rk, RHIIIAIE DL
FQBIE| O SVEIZ B E RIS RN L AR T 572010, [EEWERE 255 & U725 THAEDIK
FIZELe A FT7 a5 e ) 7 4 RokwriRsias offjo4is. 20ffiiso. 20jffo274.
20ffo277. 20l0197) % 5 BRINE L 7=,

B, mEY XA~7O 1RR (20110142) OFT —Z [ IAKR
AR i&@%htﬁ%ﬁmaii%gﬂkbfﬁbﬁw\@m%?i%éﬂ BT 6%
PR OV M B 5 BB A B INERIIAT Y 2 — g5 Z L L Uiz, 20110142 3BT ¥
JEDPAR R L2 R & LT28 IAH, EBiERk, —HER, 7L v Fex— MdlERTH D, K
#MD 12 W AMICEEY X~7 210 mg Z QM & T 537 Lo Rer— bk 70 mg Z 1 1 [Bl#E O #&
HL7zth, 7Ly Frx— iR T CTEETS (BHIO 12 7 ABOESIZ OV TITERILE
D) o BRIREHTA N2 RS 330 BILA_ L OWERE THR S zkim (7272 L. fllx OB IZIB W T
24 71 AR RLARE) CEREEMNT A2 FEHET S,

IEEEN TR T3,
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B3 BHOGRKENEVEHREREDARICETSIOTYV AT IDOHRERTAERFICEOHHAR

| Organization of Romosozumab Clinical Studies ‘

Phase 1 Studies

Phase 2 and Phase 3 Studies

Healthy Subject

and Bioequivalence

Comparative Bioavailability

Healthy Subject
Pharmacokineticand
Initial Tolerahility

Subject Pharmacodynamic,
Pharmacokinetic, and
Intrinsic Tolerability

Controlled Studies of Efficacy
and Safety for the Treatment of
Osteoporosis

2(.04:18

Bioequivalence of
auto-injector vs prefilled
syringe

20150

|— Bicequivalence of

120 mg/mL vs 70 mg/mL

2E.DZ?4
Pharmacckinetic
comparability following
large volume infusion

20jjo277

—— Biocequivalence of

a0 mg/mL vs 70 mg/mL

20jjo1s7

Bicequivalence of drug
substance manufactured
at ATO vs ARI

20060220
Healthy men and
postmenopausal
WOmMen

20090378
Healthy lapanese
and non-lapanese
postmenopausal
WOMen

20060221

Healthy men and
postmencpausal women
with low BMD

20jjozz23
Postmenopausal women
with low BMD previocusly
treated with alendronate
or treatment naive

20020153
Postmenopausal women
with low BMD

20110227

Healthy subjects and
subjects with stage 4
renal impairmentor ESRD
requiring hemodialysis

20110253
Paostmenopausal
women with low BMD
previously treated with
alendronate

ARI = Amgen Rhode Island; ATO = Amgen Thousand Oaks; BMD = bone mineral density; ESRD = end-stage renal disease

20060326

Phase 2a, placebo-controlled,
pastmenopausal women with low
BMD

20101291

Phase 2h, placebo-controlled,
postmenopausal lapanese women
with ostecporosis

20070337 (FRAME)

Phase 3, placebo-controlled,
postmenopausal women with
osteoporosis

20110142 (ARCH)

Phase 3, active comparator-controlled
(alendronate), postmenopausal women
with osteoporosis at high risk for fracture

20120156

Phase 3, placebo-controlled,
noninferiority (90 mg/mL vs 70 mg/mL),
postmenopausal women with
osteoporosis

20080289 [STRUCTURE)

Phase 3b, active comparator-controlled
[teriparatide), postmenopausal women
with osteoporosis previously treated with
hizphozphonates

20110174
Phase 3, placebo-controlled,
men with osteoporosis

12
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AP TORKRARZE IO S 4L
LT OikR 2 AZKGRHRE OFHlE B & LTz,
# 148 : 200197, 20060220, 20090378, 20060221, 200223
55 TUFA © 20060326, 20101291
5 TIAH : 20070337, 20080289, 20120156, 20110174
LT oz ZE &k L L,
% 148 : 201180, 20jffo277. 200418, 20ffo274. 20110227, 20090153, 20110253
55 1LAH : 20110142

14 FHAFNZBOAAHTUR

B Y X~ TR T 0 7 T MIEHEBIEIRRIC BT B T Y X~ T OREM R OFET 1
7 7 A NOFHEEATVG < T B 72012, RRT A | FHIE B ORI OWER RO RNC B LTl
&N ERESHEFERESE (ICH) HA FIA 2B LTFFA v S, BRE~ L
VX ESORHIZ S L, ICH E6 (2R X7z R3S O AR RER O FEhE 12 B9 5 Y (ICH,

1996) | WA ELHUL DO MBI R A A 2 o ZHe-> THEM LT, ¥, WTREREAITIETARE
T E OB R & OARNHHE L i a8 U CH A X o 2% /25 1o, BHSREROMRICET 2
HUBI Y R L D IEM DA A & AT, TR B HRIE OB IEOTHEIC B 2 N E 3 Z B 2

(CHMP) 2006 %4 RKZ A > (EU: CPMP/EWP/552/95 rev. 2) K OVE FLERAE K OB AR FFM 7 112 B84
5 A RZ A4 (PMSB/ELD no. 742 1999) 72 &b 5,

Eereee |
I I : 1 i e b A £

(PMDA) & OW#%EZEIC L TIEG N, MM E & O ER ik Ra R 1R L, BFICHE
9 5.

EL T e ¥ $ UL GENN EAMGEeYbE 20 || 20 [ER3G
i "E >0 =030, 20%DRY LY RUHH (i
D g caEnfFoni, ZhnsopHE . Y O > -7 5502 o0 T

BEICE ST,

B oo O o >\ C E
grmonc., IR >>07 «— v~y 275 vey 27 0 RO 72415 O 90
# et 2 o0 2 7T b ocho7, nso7r—2 R IR
gaorons (I I -

AEOBHMHTH % PMDA s oma e, N4 U= 1IN

{  JNeES® 2 EEEd 090 EUAM 00 0 [N BERNGECS- iR
niz, PMDA I 5 o502 0= 2~ IR -« <
- i s huz. Il EnsEome s L IS o 5l b
% & Uiz, MDA i [ o 5 5 o - o
shaochhd, [INGEGGso . -5 - -
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BB L, BEE TA752 - 7av=r - gt 7y —<htatd) 3
BR o - L

L PREENl UR M pEesaes |
Bose< #3% 2R 2L 507 «— Ry 2287, nEY X7 O
[ e 000 A0 Y| 2 CEESivNE NSRRI
~, zolEB T LTk, =va— 0 [JesEncna,

2. EPYEXZ(ICEY SEHETM

ifAE, 90 mymL ¥z 117 mL g a7 27 > 2 || -
V7 4 R U Y (PFS) & LTIRMETHTFETHD, Leh->T, 210mg DHEEZEEGT 5T
L2 ANETH S, TREMAIOFIET, T2 (ARD) LW EAEEZ KM L7 TRIZEY Amgen
Rhode Island (ARI) THLEIND,

1Y X< 7 FHKIEYS Y], Amgen Thousand Oaks (ATO) TLEE1 (ATO) &\ o BLETRRIZLY
G sz, v Y A~ T HEREWELS: T 0 7T AofERIE, TR 1 (ATO) . T2 (ATO)
(FEZLZ2 5 AERUR 20070337 LTV 20110174 THWOH - THE) KO 2 (ARD  (HiREH O
fEICHWON D TE) ciliEan-nE® Y XA~ 7 REORS%E REEEZEZ T 0D (FEVa—
2718 LA

W OIEBR D 7= D% S iz v E Y X~ 7 AL 70 mg/mL O v € Y X~ 7 %2 &4 S
TS (IR 1 [ATO] OF#EELETe) . PMO Zxt5 & L7285 HIAHRER (20070337 M
820080289) K OVEHLERIE B2 x4 & U255 I AHRABR (20110174) <% 70 mg/mL I PES
EHAWE (TR 2 [ATO] OiEEAETy) . TESN TV A HREANL, T2 (ARD) ORFEEIC X
% 90 mgmL o ey 2<7 % &0 P rrs cH2. sEoL oA xR
PFS O bIZTFE L TWARWY (BEY2—/L 2714 1.121H)

BLE TR, LSRR, AR OHEITE (51 7096 PFS ~, _PFS N | S
~) OEEPRHHNOWEEBEE RIS L E2HEET D201, F%REEORMZ < o
#%MLK(%v:%wzmll)o%%i%%ﬁ%7m77b@%%#%\ﬁ%%m%ﬁémt
1 Y X 7 R OISR A EEREBR CER S22 b E A FICRSE TH D 2 L 23k
WENTz, BRBF T 7 77 AT LI RMANCE T 2O FHRIZE Y 2 — v 271 1IZENT 5,

3. ERPRREEIZEY H#IETM
nE Y AT ORI T 0 7T AOT =200, 7EY A7 O PK LU PD FER 5712 6
SN THEY, PKEMEFTIGE /7 r—F stk LTTFllan BV EoTe, £, »EY
A<7 D PKLOPD T n €Y A~7 OMFEHE - HETHD 210mg 2 H 1R 12 7 A M N #&
HEEMT WD
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3.1 EVENEFRITE
3.1.1 RBEHERECETLHIEYEE

TEFEPBRE IC T Y A~ 7 0.1~10 mg/kg & BRI TG4, 0F Y X~ 7 13IERE R KB4
RLTe (BYa—/L272831.1H) , KAETIE, A0 2 V7 7 Z (CLF) OYEEH
0.1 mg/kg T 3 mg/kg D) 4 f5FED->To, MAETIE, 72V 77 A, HETHIE Lz iig i
JE (Crmax) S OWERH] 0 50 5 MEFR KR E CTOMM TiHAE (AUCn) 2SHEAPEEEIL T D 2 &
5. 3~10 mg/kg O HEEHFH T PKITHE TH -T2, L T, Coax (FHEHZ B O 1 EBLANIZTE
bivie, RTHEGOEmMAE (3. 5KV 10 mgkg) THIEH 2E Y X~ 7 HRE DL HHH (1)
X, B (plateau) FHTITK 11~18 H, y (terminal) fHTIL 6~7H TH -7z, BEY A<T 1~
5mg/kg & FEGHEDASA T T XA TV T 415 50~70% & HEE S 17z,

312 BEICEIT2EYERE

3mgkg & 4 15 (Q4W) 3 W AR THEG Lzt &, 3 AR G5HE DY Coax S OV AUCu 12 FE5
< EREIT WA 5% OBRE RO 20~36%DHINTdHh > 7=, 3 mgkg & 3 [ 54 O FHE 4750 =18
X128 HTH o7z, 2mgkg DT 3 mgkg % 438 1 A GHZIT Cuax LTVAUC ZHEEE L T2 & 2
A, PKITIFIERIE CTH > 72, BHIERIE I BMD OB #% LtEic e Y X~7 70, 140 X%
210mg & A 1 [BIERKR FHE%, 5L T Month 3 £ TIZEFIRBICEL, TEEITIDOT ) QfFR
i) Tholz, N7 7REIX 140~210 mg TlIIdsteia HEIZHAI L THM L7223, 70~140 mg T
AR BT L7,

313 EBREEZTEBICSITLEDERE

DEY AT EEDTOD, BT AT ORI VT 7oA VT 7 A THE LRneE
EBEZ O, 72721, CKD % Wnt #REE OIHNCESE L, CKD BE TIIMiEF A7 L e AF JRE
OEMBHE STV D, & TR (20110227) 1%, BEEREREICBIT e XA~T7 0D
PK. PD M OVMZEMEZ BRI 572012, RIS MO AT — 4 O CKD B U MABZET 15 2
IRAT =50 CKD BEZMRICER LT- (BT 2—/L 2725 23.11H) , 20110227 ikBROFE R
Mo, AT — 40 CKD & TITEHEEEFHERE & ik L T x Y X~ TGRS 44%8004
D ENRESNT, FRE Y A TIREET, ST LR AT — 5 D CKD B L R
BB L OB CRIRE TH - T,

FHEH] PK AT DI m € Y X~ 7 O AUC ITEHERERE S BEIERIZ ST 2 2 LAREN, A
T —3 5D CKD B TIE AUC O FRAEHDHKI 50%I5019 5 LHEE SN (o' Y X< 7 G dic
BT ZATORNEUE LT2SE) o AUC O ER (95%) 1%, 165 CARMED R S 72 10 mg/kg
B HRORKIBTERE LD LR S0%EWEHES N, vt Y AT HGORFMETRGFTHY |
EXUTRRO P IEICE > - A EERITRBD RN, LEd-> T, BHEREREE BE 2% 5
BiHEIIRETHD (B 22—V 2725 331H) |
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314 MHREEEZTEEICHSITLEDERE

BEY A TIE ) 7 a—FAHiRTHY | MR TCOREBET (F F 27 =L P450 [CYP] B
E) Ik THELRNZ &b, TREEXOEDHEAERRE (CYP HEA L OTEER) (IRZEL
EZ B, FEMEL TW e,

315 BEHEWENRE
IR G RE T NEAE -V T, SRS K UMK BMD XU B HERIE O PR % M A x5 &

L 7= FRHEM PK L ONPK/PD T 2 M L. B Y X~ 7 DU, 5370 K OV DR A B H Mz L

7o (BVa—v272%3.61H) , RHEM PK YT b EE T B2 LLFITRT,

o BEVAYT20mg ZE FEGHRONA AT XA Z )T 213m< (81%) . £ 14 H TRE
IR STz, WG B (MR AT U 7 Rl CRREE CTh o 72,

o EY X TIINAMENE R A LI RER 2R AT R, (B2 U 7 7 & [CL] ) .
FOFKMaL = A MBI aEY X7 -2 7 La ZAF U EEROSRZ N L=l T
FIRPEDO TR (BEAE N LEIERIEZ U T 70 2) 1L VHET D0, B2 XA~vT D
VT T RTRERFR L T2 D,

o 210mgZH 1 ER FEREOEFEGHIM T, A7 Lo XF D 95%@rnEY A~v7 LG L,
FEH) & DFEE DN ERITER SN TN D,

o IEYV AT O PKITMEEEMERF &K BMD MU BRI O PARE &tk & O CEITRD b
Molz, 7Ly Raxr— kXL PMO OIRERE, fint Y X~ 7 HUROIFEE (HisEmbik
[ADA] ) BMOMNR—A T A VDA 7 L AF 0%, PKITHEL 2o T2,

o KHE, Fln, M. AFE (HARAN, FEAARN) ROHFEREKIKEASERE (eGFR) 1% PKIZRET
HIEDRENT, KEOFE (7 V77 AR ONERBONST) KO eGFR O (xt7 U
TTUA) BB REL, FEXTGFR MEWIFE 0 Y A~ T OREGEEN MLz, —
7. PK/PD ET /A5, RE& T eGFR 1T 12 7 A% D BMD OHEINCIE E A EREET | (K
H 43~86 kg XIFhk % g AT — U OFEREREE O5G . BMD O NI M 22 iR & RIREEE
(£15%) Tholz, £z, NTICE FNTRIEE (43 kg Rl OBBRE UIRWE R 2E
# (eGFR 28 15 mL/min AJifi) TiX, 210 mg Z A 1 [FE 5% OHEEREEE (95% LIR) 23, 65k
TRARMENFER SN 10 mgkg T H5HOBFERERID ©ZNZEHK 60%M% O 50%K02 > 7, L7
Mo T, TNHLOHEEIHES HEREIIAETH D,

KITOHRFERIT, BHIRIEFMEZRTR & U725 HLAH 20110174 305k & OB FLERIE O PR % 201
ERGL L7 Ly Rux— R A 20110142 588 2 0 2 CREEM PK @M 2 92 L, LA T
(R T EERFT RS b,

o KM= AL MBI HIES T L OFEA K OREI S T 204 D IR Z A AT
3y 8= hAV b (BEHNEREDEIE) TF LIk, T_XTOMAE, RBRELOWREE
M<crEY X~<70PK &Il T 7=,

o BEIIHESIN TV UT FZ U ZA~DHEE (R—AT7 A OKE, eGFRIE, HAN [A
] MR OMUE TREOZEF) ROHL L 8— kX2 hOFHABER~DOILERE (R—2F
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A OIRHE, FREOMER]D) ORI, ME LT —2Ey FTEHLEET VBN THHE
RETH-T-,

o EFRPK /T A—XOEKMEZE (BCVAEIXT R/~ KX NOSHFEET29.1%, 7V
T T AT 31.4%, WIGEE T 43.6%) (X, TNETOREY AT DOPKT—X LHELSLTH
776

3.2  EHFeyFHE

A E-BMD GET /ViE, PMO & ZxtGl Li-u® Y X~7 210mg # A 1[I T 525
TRTOT—ZIZEWT, BEHER OKERE A O BMD 231 € Y X~ 7 H &Ik L TENT %
ZEEFSICEHHLE (BEY 22— 272K39) , BRI —F% L~ LT, H&E-BMDE7 /L
Mo BT Y X< 7 FE L ERE N OKRERE U250 BMD O30 L D & 03 BUR N R Sz, —&
FAED L X, 37 H 1\ (Q3M) OFeh- Lt UCTH 1[BBG L 0 JEHE N OKERE AL > BMD
B IS L2y, A—0RBEHEOH 1REI&EXO3 A 1EES B21E, 70mgZH 1[E &
210mg % 3 7 H 118]) Tld BMD OHMNIFRIRE CHH-72 (FEV2—/12721X40) , A 1EHRSD
ETVTTH L7oREHERE 226, 210 mg 13 12 7 H Mo #5325 & 20EH258 /712 BMD % ¥ 0
SHLHZENTEENT, HE-BMD KnET R OFERIZOWTIR, BV 2—/L272% 3.621H
IZFFIR 9%, BMD FEAME H OFERITE 4.3.2 HIZTRT,

BESTETVIn® Y A~ 7#EE . BTM (PINP, sCTX) K OWEHED BMD 8901 & o BIf% % i
NZFER Uiz, B L2 HE - HEOF T, 210mg & A 1R TR 52XV 12 5 H#% 0 BMD 23k
BN LTz, 210mg ZH 1 BEZ FREICEVEER~— T —ThHdH PINP B b#NL, ~N—XF
ALV L PINP I L7 b IR L o7z, BE-SET VR OFRITEY 2—L
272 % 3.6 3 HIZFER T 5, BTM afilisE B O I35 4.3.3 IR T,

3.3 HBAAEAETO—NIILEREDORE-REOELHE

AARNSEME 7 m— VR A bl U788 THRUER  (20090378) 1230 T, v Y X~ 7 3 mgkg
ARG LIEEEZOrEY AT OPK KLU PD (PINP KU sCTX OZALIZ & 2 FF-l) 1 XBAREE Dft
FEAARNEZNMEEFEAARNLECRIRE TH D Z LAV RSN, F£72, 20090378 7Bk T H A AN HEIC
nEY X< 1, 3K 5mgkg %5 L= L &0 PKIL. FHAEZKXEOIERARAEERE KRS L
72 20060220 B THE® HL7Z PK L RIFEE TH -7, 6 AR (20060326 &1 20101291) Tr
EY AT 70, 140 K OR210mg %G L7 s &, Y XA~vTDPK LU PD OHEIGT 027 7
A NVTPARBE O AARNLME L 7o — SV EWECTRBE TH L Z LR anc, B EY A~V T O E-
i7" a7 7 A MIAARNER E 7o — SUEMTHEEL TWD Z Enh, 77— AT v s
7 LIZBT % PK KU PD OFE < Ll e OMRMTHRS A A RAPEEREIC BT 52 LR TED, &5
2. ZOFBMEC LY AR EERBRE A ARANEFA~EHHT 22N TE, BT gRe L
78 AR EERER (20070337) 123175 7 v — SUER & A AR NER & O— B4R < /LT
% (35 4343 THTHRD .
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34 OEVAITOENHERVEAZICHT SR DZE

%4 o180, 20jo277. 20070337, 20101291 K Tr 20110174 FRER D HEHRH X ITBHLERE
BA) HOPK LK PD 7 — & Ol ie ki 6, 7' — VRME O HAAEHOWFRTH T
VAT DPKKOPDIIHALMTHEHEUL TWD Z EARENT, Licno> T, LHICE Téﬁ?ﬁ
PE. R PARRAR 2o THEGTHERICHEE S N2 F I OR AT  2 Mifizh AR (4.3.1 3H) (3FHRE
PEICBWTHHIFT 22 &N TE D, £, AARARMEE 7o — VR DN daﬁf’aﬁ@ PK
K OVPD OREBIMEIE, 20110174 FABRICIS T 5 7 v — VR & O BANER & o — B2 i < SFF
LT3,

35 HRERMHE
351 MFHAREEFHEREXRME

PR B HIERE M 26 B & L7280 THAH L OV T AHGRBR Tl Mgt L7723 X COHETADA O
FEHLARIL 19.9% (4289 fijth 852 i) T o7z, HURSUSITHERE D 9.7% (4289 Bl 414 f51]) Tid—
WHETHT (Tbb, RERAERRE TICREMEE Z2o72) o TRPURIIHEERE O 1.1% (4289 7
46 ) THRILL, 03% (4289 fild 11 41) iT—i@EThH o7z (£ 22—/ 5353, Integrated
Immunogenicity Report) , 210 mg Z H 1 [Fl#&5- L7 2D ADA &K ONHFI ADA OFEBLHRITIHER 2R
kﬂ&ﬁ?%@ FNZEI19.1% (3959 Bl 758 f5i)) K Tr 0.8% (3959 fiilH 31 f5) TdH -7, ADA

BOBNDHEIE. —EOWERE T Month 3, 6 XU IZRE Y X~ 7 DIREEEN RN 25%K T L
7o WREEHIL ADA IHVERERT & ADA FRPERERRF & O T Month 12 IZRIFRIE (CPEREE R D251
$10%) 12720, ADA BBVERBRE CEIER SN o T Y X~ TIRIEIT ADA [RHERRE OFFN TH
ol Fiz, RERM PKENT 26, ADA OfFHEILR T Y A~ T O PRICKERE KT S 720N T LR
iz,

HFil ADA BEPEDPAR 21X D ADA RRIEO PR B L L 0 BIREENME o7, 72720
Month 3, 6, 9 KT 12 TOHF1 ADA FEHE#ERE O v £ Y X~ 7TIREIIWV3 4 1 ADA e
HCBIERINTRERBENTh- -, 72, BT Y A~T7 OFIEIL ADA K UHFI ADA O 2%
ZATT, WBUE, RSN XX A CSEREE & ADA & OBJEMEZ R TET R BEE O v o
72 (BEVa2—1274362) , L7 ->T, ADAREELTH, ADA IR E Y X< T DOHNERN
LEMICEEBERITS W EEB b,

HAR NI T 2 AR O FIHUR DR BRI ERBR L FARRE Th o7, N—AT A %D
ﬁ%#%é%%ﬁfi 0Ty A 7RO 20.2% (302 %1 61 6) | #u%/xv7#m#%ﬁb
7o T OERICHFHURRG RS (T e hro o, PR B HLERIE 2o O B s 4R R 4K TR
iz X9z, BEEEIT ADA MR 2&)\%&2%%0)~4M1&T Lz (8¥2—/L 2725 415H)

72U, BHRRIEDPAR R B AN Lotk T uE Y X7 OEIMER LN ADA Z)>E”i.“7%&
T 2L AERTTET VRTINS TE (%‘/:L —/1 5.3.5.3, Integrated Immunogenicity Report) .

AL TOHRFERITE DT 20110142 REBROFEREZEZ DT — 2y MTES &, ARG EHER
iE e 2 )P G U728 11 K OV T AHGRBR OB D 18.7% (1166/6244 1)) (23T, 1Euﬁ@
1E Y X T EGZICHEG ADA SREL L7z, HRIPURIZ, PMO Ok Z x4 U755 I R OV 1T

/\
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FH PMO B TIT 2R D 1.0% (65/6244 %) 12 S iz, 210 mg & A 1 B 5 S iz BARk %
BHLIRIE ZMEDOFE S ADA KO FIHURORBLRITIER SR EFRETH Y . T 18.1%
(5914 5171 1072 f31]) K OY0.8% (5914 il 50 f51) Tdho7- (£ 22—/ 2745 38TH)

352 HHEBKEBRM

BHERIE B2 5 & U725 T 20110174 BABRICISIT 5 15 W H £ TOHir £ Y X~ T HUEDF
BT, MAFUR17.3% (162 fIF 28 1) | AR 0.6% (162 HlF 141]) Th-oTz, HimEy X
~ 7HRIIa Y A~ T OFME, PK XTSI EE RIF S 20 o7, 20110174 FRERITHH A
AN BARANBEOEIIE SN TR, HRABMHIZEBIT 29ir € Y X~ 7 HURDRELSE

(16.7% ; 18 Bl 3 6) (Z&HBRLFABRETH-7- (FEV2— V27358 2.12H) ., WTHOK
ST PRIPURAREL L7z AAN BT e d o 72,

3.6 #Em
RHER PK K OY PD fiffT 2 3 Do R SEEL 7 0 77 L OFERIT, WiET 5 210mg & A 1 [R5
O - HEEZBAMT T D, (RE, Flh, AR, MR ik, ZEAEORE OIS A
E%ﬁixgﬁ%élm&U¢Dﬁ 7a— VAT E AR NBRE SR, I ONT B ) CIRER T
o BETEE-LUSHNTS 210 mg 2 A 1112 4 AR TS 0 Hik- AEORRZEMITTHY
ZHUTF OO E L LT, BMD O_— 2T A Vb ONHZE R A 12 7 ARSI iRR
2L, B ~——Th 2 PINP ZibHINSE, X—2XF 1410 & PINP 23N L7 &
Wﬁkéﬁéﬁk HIRFEEN 210mg Z A 1EIC L VB o bThD, HFEHEHRETHD
210 mg & A 1 [81fz2 FH5 135 TFEEER (20060326 & 18 20101291) OFMER NZEMET — 2 02D
HHEAINTWD, BEY X 7I2iE, & FEEERBT 7 7 77 A CTHRETLT7Z 210 mg & A 1 Bl
HoRE - HEE BT Dk &R - OSBRI STV D

4.  AxhEOBIEFTE

BRI oM DB HRIEIREIC BT s u ' Y A~ 7 OaMIL, FHREE 2837 & Lz 1858 I
77 B RktiEEER (20070337) KOV7 L2 Rex— xR (20110142) DIEH, 77 BR%
HEEER (20060326, 20101291, 20120156) J O U 23T F RxFHGEER (20080289) 726 H R &4 T
W5, E£io, BHEREBMICB T 50 'Y X~ 7 OARMEIL, FERE ULHET 7 & R xR
(20110174) THREN TN D, ZIUHDIRBRIT T 7RI 24 L, ARAI O35 B L 2 )
WL T=F A v Tholz, BEY AT OERBRKIRET v MI, MEOTF 27 /L =7
= 7 MW E0E THEE 72 BMD OB, W ONSHEMR L ONGER B 3T GEHEIRE I M OVEGMEHE
KB EEGTe) OV AIZDIKRFTTHS.
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4.1 THAUDELEHEE
55 AR KR OV LAHGRBRIZ DWW CEE 1.3 TSRS, EY =2 —/b 2.7.3 55 2 HICFHMIC R T 5,
TR T A ORBITER 2 THE LRT,

411 RBRBRTHI

PR OBPILE T, BRBUS CIBR ORI G & 70 2 BB Z KB L TR0 | BRI T FRE
72 55~90 1% DPARE L 2 (20070337, 20080289, 20110142 J2 ¥ 20120156) | 55~85 ik DA% £
P (HEREERZRABR : 20060326 %10 20101291) i 55~90 D' H IV A7 OEW Bk
(20110174) T, L1~LA4 fEEUZFHE ATRE R HEH 25 2 DLA LS U | 20l v] BE 2 KERE AL ES 2
12H5Z kL L7z, BMD (T A27) KROVEHEEIZEE 22N PR R 2 L 12 -
72o 20080289 % [k < IRBR Tl B REBNEE KT THAIOM A ITEEE & U, BAEAATNIRIRIIR
Zax e LT, 20080289 iR TII B AR AR R — MalEfl 2 xtG & LT L7-, X TOIRBRICE
U Te— i 2 Brah SE v, REMER B ST EREOBE (BHBRIELRS) . eI DRXRZ
it WS RERIRI A SRR Mg ST B RERAE, 5 SELINOEMEIEE GERAMEKEE,
S RN SUTIEREMEAE B A TR <) | B RN R E KT AN o3 2 B U,
N DEFRRR A~ DB ETh oo, TRTOIRRTREY A~ TR TR Uiz, RE,
MER UG AZ & 2 ICENT 5,
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Placebo-controlled Supportive Studies Active-comparator
Pivotal Study Pivotal Study Pivotal Study Supportive Study
20070337 20110142 20110174 Study 20060326 Study 20101291 Study 20120156 20080289
(phase 3) (phase 3) (phase 3) (phase 2a) (phase 2b) (phase 3) (phase 3b)
Study design and population
Randomized Randomized, Dose-ranging, Placebo-controlled Open-label, randomized,
lacebo-con trollt’: din alendronate-controlled Randomized. placebo- Dose-ranging, randomized placebo- randomized study of noninferiority teriparatide-controlled in
p ostmenonausal in postmenopausal controlled in’nlzen with and active-controlled in placebo-controlled | of romosozumab 90 vs postmenopausal women
p women Svi th women with oSteoDOroSis postmenopausal women with low in postmenopausal 70 mg/mL in with osteoporosis
0SICOPOTOSiS osteoporosis at high risk P BMD Japanese women | postmenopausal women transitioning from
P for fracture with osteoporosis with osteoporosis bisphosphonate therapy
Number of randomized subjects
294
7180 4093 245 (51to 54 1in eacl?cl)’? 5 romosozumab (63 if iach (118 in 70 mg/mL, 436
romosozumab; romosozumab; romosozumab; ] . - o in 90 mg/m romosozumab;
3589 b; | (2046 b 163 b 2 123 in 90 mg/mL 218 b
groups; 52 placebo; 55 teriparatide; romosozumab . . .
3591 placebo) 2047 alendronate) 82 placebo) . romosozumab groups; 218 teriparatide)
51 alendronate) group; 63 placebo) 53 placebo)

Duration of Romosozumab Treatment

12 months | 12 months | 12 months | 24 months | 12 months | 6 months | 12 months
Maximum Total Study Duration Including Follow-up
36 months® | Event-driven® | 15 months®® | 72 months® | 15 months™* | 9 months¢ | 12 months®
Page 1 of 3

Footnotes provided at the end of the table.
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Pivotal Study
20070337

Pivotal Study

Pivotal Study

Placebo-controlled Supportive Studies

Active-comparator

Supportive Study
20110142 20110174 Study 20060326 Study 20101291 Study 20120156 20080289
(phase 3) (phase 3) (phase 3) (phase 2a) (phase 2b) (phase 3) (phase 3b)
Romosozumab SC doses, treatment duration, and control
Months 1 to 24: Romosozumab:

Up to month 12:

70 mg, 140 mg, or 210 mg SC QM
or 140 mg or 210 mg SC Q3M

alendronate 70 mg PO (24 months)
QW Control:
Up to month 12: and placebo for placebo (24 months) or
Placebo or romosozumab teriparatide 20 pg SC QD For 12 months: For 6 months: For 12 months:
romosozumab or For 12 months: (12 months) or Placebo or Placebo or Teriparatide 20 pg SC QD
210 mg SCQM romosozumab 210 mg Placebo or alendronate 70 mg PO QW romosozumab 70 romosozumab 210 mg (control) or
Months 12-36: S€QM romosozumab 210 mg | (12 months) 140, or 210 mg SC | SC QM (90 mg/mL or | romosozumab 210 mg SC
Open-label and placebo for SCQM followed by romosozumab oM 70 mg/mL) QM
denosumab alendronate 140 mg SC QM (12 months) &
60 mg SC Q6M Month 12 to End of Months 24 to 36: placebo or
Study: Open-label denosumab 60 mg SC Q6M
alendronate 70 mg PO Months 36-48 (retreatment phase):
QW romosozumab: 210 mg SC QM
Months 48-72: zoledronic acid 5 mg
IV or no intervention
Page 2 of 3
Footnotes provided at the end of the table.
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Placebo-controlled Supportive Studies Active-comparator
Pivotal Study 20070337 | Pivotal Study 20110142 | Pivotal Study 20110174 Study 20060326 Study 20101291 Study 20120156 Supportive Study 20080289
(phase 3) (phase 3) (phase 3) (phase 2a) (phase 2b) (phase 3) (phase 3b)

Fracture history and BMD T-score enrollment criteria

f

BMD T-score must be
<-2.50 at the total hip or
femoral neck (lower limit

of -3.5 at total hip or
femoral neck)

no history of hip fracture
or severe vertebral or

Total hip/femoral neck
BMD T-score < -2.50 and
history of vertebral
fracture (> 1 moderate or
severe or > 2 mild); OR
<-2.00 and history of >

BMD T-score must be
<-1.50 with a history of
fragility nonvertebral
fracture or vertebral fracture
(lower limit of -3.5 at the
total hip or femoral neck)

BMD T-score must be
<-2.0 at the lumbar spine,
total hip, or femoral neck
(lower limit of -3.5)

BMD T-score must
be <-2.50 at the
lumbar spine, total
hip, or femoral neck
(lower limit of -
3.5 [-4.0 at lumbar

spine])

BMD T-score must be
<-2.50 at the lumbar
spine, total hip, or
femoral neck (lower limit
of -3.5 at total hip or
femoral neck)

BMD T-score must be
<-2.50 at the lumbar spine,
total hip, or femoral neck (no
lower limit)

2 moderate or severe
vertebral fractures or a
recent hip fracture (no

no history of hip fracture;
BMD T-score must be

no history of vertebral

fracture or fragility fracture of]

no history of
vertebral fracture or

fragility fracture or
> 2 clinical risk factors

history of nonvertebral
fracture after age 50 or

more than 2 moderate lower limit to BMD T- | <-2.50 at the lumbar spine, | the wrist, humerus, hip or . .
vertebral fractures score) total hip, or femoral neck pelvis after age 50 hip fracture for fracture vertebral fracture at any time
Concentration / Device
70 mg/mL / PFS 70 mg/mL / PFS 70 mg/mL / PFS PFS zgrrr‘;%i :;tL nf e:}‘f;hase 70 mg/mL / PFs |10 m&/mL }‘)’;89 0 mg/mL/ 70 mg/mL / PFS
Randomization type
doub:;le_: 1(12(;’5Str::rfsied > double-blind, stratified by i(z)ul;;e_l}filénri’ ?(t)rl?t(llfiiefobz double-blind (open-label double-blind, no double-blind, no
g years, age (<75 years, geographic reg UTOPS | 4 lendronate or teriparatide), uble->nd, uble-vind, open-label
> 75 years) and prevalent Latin America, Japan, and . . stratification stratification
> 75 years) no stratification
vertebral fracture (yes, no) US)
Page 3 of 3

BMD = bone mineral density; IV = intravenous; PFS = prefilled syringe; PO = orally; QD = every day; Q6M = every 6 months; QM = every month; Q3M = every 3 months; QW = weekly;
SC = subcutaneous; US = United States
2 The 24-month primary analysis period (12 months of double-blind romosozumab or placebo followed by 12 months of open-label denosumab) was followed by a 12-month open-label
extension period through month 36 in which subjects continued to receive denosumab 60 mg Q6M. The primary analysis occurred at month 24 (co-primary endpoints at months 12 and 24),
and the final analysis occurred at month 36. The primary analysis is included in this marketing application.
b The primary analysis was event-driven based on the number of clinical fractures and occurred after a median follow-up time of 2.7 years. At the time of the primary analysis, 464 subjects had
experienced a clinical fracture. The primary analysis of Study 20110142 is complete and is reported herein. The overall study is concluding due to the positive result for the primary endpoints

in the primary analysis.

¢ Primary analysis at month 12

4 Primary analysis at month 6

¢ Subjects who tested positive for neutralizing antibodies to romosozumab at month 12 (romosozumab treatment group only) were asked to return for additional follow-up testing for up to 1 year
(+4 weeks) post-administration of romosozumab.

f Other enrollment criteria included: > 2 evaluable vertebrae in the L1 to L4 region and 1 evaluable hip; postmenopausal women with osteoporosis (except Study 20060326, which included
postmenopausal women with low BMD, and Study 20110174, which enrolled men with osteoporosis); no recent treatment for osteoporosis (except Study20080289 which required receiving
bisphosphonate treatment for last 3 years with last year being alendronate). The age cutoff for eligibility criteria varied by study and was changed by protocol amendments, see Table 2 of

Module 2.7.3 for details.
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TG RMERM T B 2 32 3 ICBK T 5, PR B HERE LM 2 5 & L 2B (20070337)
TIEAHMEEE & LTI Z3HE L7z, A0 FEFMEE X 12 7 A K24 1 H £ TOMEREFHT
OFHFBL U, BT ORKGHEE B IX 12 7 H KO 24 77 A £ CORGKRE T, FEHEREIT, F5E
TRIEMEARE T, MEB I OB B SOIE N, RERE IO AT, FERFHERIEIEE . K OWE
KB OEEOFHIFEIIEB L L, BITOERFEE B IX 6 7 A £ COHRE T O FHH%
B ON2 7 A KON 24 1 H & TOBRMEREITE Uiz, ARG LEERE LT X TORBRTE
FOOIENREHGE B & U CMEME, RERE AL & OVKBRE 25800 BMD Z3Ffi L7z, B~ —72
—1% 20070337 RO Y T 227 OD—F L LTI L, hoORBRIZIS W THRMEEE & LT L
7. 20110174 3R CEHUIERIESEZ 38 & U2 B2 O FEFHEE B (X, 12 5 H R ok
BMD DR—2F A b OEEREE U, BIKEHGE B 135 D #5105 01 8 R A3 O3 7095 Ar
TOD BMD DRX—=Z2F A B DOERERE Lz, AR T BTM IZERRAIFHEHEE & L THRET L7,

FLIELOEY 2 —/L 273 % 1313 ISR Lz X D1, BimidEE ks O%ETs & B L ¢
WD ZEMMB BT A7 b BE I IRGET D & ITPARR Lot K OB O FRLERIE I K ]
BN R & R B % T T W et & 5, TN TOREGNMEETT GEMEERE T & O R MEHE B T4
) ZETREEIT, ERFHRERKRBROZ < CEEUIERFKIHMEER & LTHW LR
TWAHHEBEARFAMIER TH Y  (Black et al, 1993; Lyles et al, 2007) . FEEEHTIEMEE, L1 K OVEH
FIEICRE O RFIAMBOERJFIR & 72> T b, 20070337 5RBRTi, 12 47 H OV 24 1 ARES OB
FEIFMEEE EREL, B EY AT ORI E® Y X TEGRIZT ) A~ T ki G
HZEIZED ., BITY AT EQENOBEE IS ST, 2OoZOMREMRFT D Z LA RENE
D AR LT,

K BMD IZEH O LRV 27 KT L LTAL ML TEY, BMD O FIZEWVES DO U A7 38
K2 Z ENHIAMETRRN O RINTWD, E/o, BMD Z45E L LTEAZ L OFH Y 27 O
K ONRIBRICHRT A EE=2 ) 7352 LR TE 5, BMD OEINTEIT Y A7 OK T L FHEEA
b, BERSNEIY A7 DK TFD% < 13 BMD O X Wt EETdH 5 7=, BMD 1T BT
U A7 OIRTEZFHIT 2720 OIRERIC 20 155,

MIEHFOBERH~ — 0 — L BBE R OERINEEOMHEBEERZNEI R STV, BIMITE
RIS OB RIS OV 7 7 — h~—h—Th v | BHERIEIC3HT 2B OVE BRI BHA
PAHLNICKIRT 2 Z Db, BIM ZJIET 5 Z & TREOIRRKISMEIZEET 5 PD OF# A S
LD, RFEICHED BTM OZ1KiX, BMD OZ L LV &) 28# Téh 5 (Naylor and Eastell,
2012) , L7Z23-o T, T _TCOIEHRTBTM OZ L& FElEH & U CREf L7,
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Pivotal Studies Supportive Studies
Study Study Study Study Study Study Study
Endpoint 20070337 20110142 20110174 20060326 20101291 20120156 20080289
Coprimary Primary
New vertebral fracture (12 and (24 months) - - - - -
24 months)
Primary
Other fractures (clinical, nonvertebral, new or worsening Secondar (clinical) i i ) i i
vertebral, hip, and others)? y Secondary
(other fractures )
Percent change in BMD at the lumbar spine Secondary Secondary Primary Primary* Primary Primary Secondary
Percent change in BMD at the total hip Secondary Secondary Secondary Secondary Secondary Secondary Primary
Percent change in BMD at the femoral neck Secondary Secondary Secondary Secondary Secondary Secondary Secondary
Percent change in BMD at the distal 1/3 radius Substudy Substudy - Secondary - - -
Elzxsrgjggi%l;’lgé?%’ng g?;gj&}; re of the following Substudy Substudy Exploratory Secondary Secondary Secondary Exploratory
aQn((ji”/lz)iiicgtlevrlr(r:nnatlons of BMD (at lumbar spine or hip) Substudy! Substudy! - Exploratory - - Secondary®
QCT or HR-pQCT determinations of bone strength
(FEA at distal tibia, distal radius, or total hip) Substudy” Substudy” i i ) i Secondary®

*Note: Certain endpoints in the table are both primary and secondary, primary, secondary, and exploratory or both secondary and exploratory for the study listed, eg, BMD at the lumbar spine in
Study 20060326 can be primary, secondary, or exploratory depending on the time point and comparator. In each case only the highest level endpoint is listed. BMC= bone mineral content;

BMD = bone mineral density; BSAP = bone-specific alkaline phosphatase; BTM = bone turnover marker; sCTX = serum type 1 collage C-telopeptide; FEA = finite element analysis; OC =
osteocalcin; PINP = procollagen type 1 N-terminal propeptide; HR-pQCT = high resolution peripheral QCT; QCT = quantitative computed tomography

2 Other fracture endpoints not listed include major nonvertebral fracture (pelvis, distal femur, proximal tibia, ribs proximal humerus, forearm, and hip), major osteoporotic fracture (hip, wrist,

humerus, and clinical vertebral)

® FEA by HR-pQCT was at distal tibia and distal radius in Study 20070337, at lumbar spine in Study 20110142, and at total hip in Study 20080289.
¢ QCT determination of BMD in Study 20080289 was at the total hip only
4 QCT determination of BMC was not performed in Study 20070337 or Study 20110142

Source: Table 4 of Module 2.7.3
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il 2 DIRERDIZ & AL TlE, ZEMEZHE L, familywise error rate % ] 5%IZFR > 72, EEFEAMN
THH K OVE 3T O BRI TE H Z #0795 72912 20070337 A5 TH W 7= #tEt k%2 20070337 iR D
CSR % 8-13 |[ZHfT 5, T XTOIEBRTIL, DXA T XD BMD ORX—RAT A b DOERE T8
SAXRIKEHEE B & L7z, 20080289 3Bk Tld, MIKGHIEE B ICERI =2 VB = — & — @ik
(QCT) Ik bRV =AY v7 BMD, FHif (BMC) KOG REZRMNE (FEA) IZ X HHEE
BIREOTHE S F D72, BMD OFHIE H OfEHH I AW -Gt FiEkE2 Y 2 —1 273K 6 (DXA
BMD) K OMtEkDF 56 (QCTBMD) (2, BTM aliT8 H O I W= #iGt T2 Y = —b
2738k DFK 551CEKNT D, HET —F OFIMERITIEEY = —/L 5353 (DFE A D IHEEL
[ISE] o7z ofiitfiiratmE : Il AR OB ARBEER) TR T,

414 HIT)—THEH

AANBEE~OOEY AT OG5 2THT5 2 L2 BAE LT, 20070337 #XBRod 0 A A gBRE
£ (¥ =2 —/1 53.5.3-7 D 20070337 FABR OHEE AT E B EATE) KO 20110174 50RO H AR A
BREAER (20110174 305k CSR 45 16.1.9 THOMEGHENTFIEIE) 2R & U7 fiftr 2 %Ehii L 7=,

B OEREDEN (A U A7) BEOFHBRIERFRICB T 20T Y A~ 7 O 2B T 5
7212, 20070337 AER TILE T DONA VR T WEREDOH 7 I N—T2 ARDITA T4 ThHbHH
AFRET2 (JSBMR) 1C X AR MEHERIEDOZKIFEME (Soen et al, 2013) HFOFLHKIZIESNT
EFRLTc, RITA KT A NUXFITONA Y ZAZITEET 2 EETFH S TRV, ilEORER
ZolHLT, UTDOUAZHNFNREHRI A7 OENZ L2 THT LML AZRFThLEF
FLTW5,

- R—=R T A UREOERE BMD 73-3.3 AKjiii SD Th 5

- 2 ALl LOBRFHER BT D D

- PTEETHMEEIC K D Grade 3 (FEE) OBEFHENEIT NS D

20070337 REBR Tl EERICESWT 3 20REUED H B 1 DL LIS T58E %2 (AU 27
BeRE | L L. A U A YRR L BB SR R O E 4 KON BMD O DfERIT DU TR L
oo SDICHARANDNA Y R T R & AR NPEERE FER 2R BMD % thiig L7=,

42 AOMEEHRUR—X T4 N
421 FPAR‘EH

BPUELECHIE L7z & B 0 BRI AL & 7o e MR | ﬁ&f%m”ﬁﬁf&oton
B Y A TR 7 7 7T JMTEEIE O SR BIEE Ch o R B HERERE 2 S0, &
= CIRBRICHLZ AN B TR E BT 4« Th > 7223, £kath BR%E 7 0 7T MTIEAHA
DRFER & 72 5 BE LM % S LT A AN (BEY2—/V 2735 3.131H) |

20070337 FRERTIL, #ERF O E (573%) BAATHY ., 39.6%Nt A= 7 ZXIXT7 T
VR TH ol BEHEOFLFRIL 709 5% @ 0 55~907%) TH Y, BERHE D 31.2%HFAIUEF
275 LA EThoTz (B 2—1 273K 11) , FEERER (20070337) ZFR< 4 BRO N O#EEF
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HOREIE I TR L VRS R, Ml 2 R & . 20070337 B L [AEE CH 72 (EP2—1273%FK 13)
FEERBR LS O 7 T & AR EBR Ot B CEAHD © 68 75%) 1320070337 3R L 0 & 004 i
PMMEL . FEOMANPERE L OFENIL Y, FERABREZRS 4R TIIe A=y 7 2T T T
VRHERE OFIE (0~11.5%) NEERERL D b7 o7z, 20080289 FER D S FHniT 71.5 ik

(PH : 56~90 %) TH V., TERBRZBR M 3R B L 0 BERIAEI - 7225, 20070337 AR &
Ak Ch o7z, &RE LT, 5 IHEKOE IAARBRIZE T 2 N OFEHFRREITRE T —Th
277,

20070337 R O HERE S EN L — MR AY 70 B HLRRIE O BF L H & S L T, BHE X fd
18 3% DHIRE NN —R T A VIR 1 D FTEL EOMER BTN H Y | 21.7%DHERE 1213 45 5k LARRIZ
HHERBEITER S D Z LR ENTz, R—=AT A UREOMEHE, KERE AL & 0K 5 > BMD
T A a7 OEHEITENEN-2.72, 247 K275 TH -7, WHO BT Y A7 Gl — /L
(FRAX) 12K 2 EEREHBREMEITO 10 FFERBUER OB IITBIE T 2 X— 2 T A R
2] (BB Y A TR ORT 7 2RH) TRk TS, N—A T4 UEREOLME ) A7 K
(i, MR, ROVE = L AT m— Vi, @i, BERP UL OMmEREOREE) & 28/ T
[fEk Chd o7, DEDOYERE (6.8%) HIRBFLALLATL ﬂﬁ?f%ﬁi%@%bfwto

BERE LT, BEOR—=ZT A VORI CTHEIL T, FEICBIT2EX# I DK
Uﬁwy¢A®*§%ﬁ%\ﬁo_wﬁﬁﬂﬂiﬂﬁ%fﬁﬁ%xié%A@%i BPULHE T
BBRETE BB T O 2 20 D KOS 7 AORFIC L - THRABIZIMZ Sz, R—2 5 A
VIEORFED D b MR OW TR T Y 22—/ 2.7.3 55 3.3.5.1 HHICEEMN R T,

FHEERBRLS O 7 T £ RRHRRBRICIB T B _N— 2T A UIEOEE (AR R O E TOEY)
W Z &) IXFERBRON—2 T 4 VREOFHME &L Bktrha—8 L T\, BITOBERERO & 5 1
BB oL, FERER (7T vAREE35.0%,. 2F Y A~ 7RE354%) LR LT, FERBR AL
TR (7T AR 393%, 2FY AV TR 424%) TEProTm (BEY 22—/ 273% 14
KO 16)

20080289 #klR (GEHE REAER) Tl MATVBRE O~— 2 T A L RFOFBFRE K OBEIERE X
2 (BB Y X~ THEOT U RTF REE) TREETH -7, FEIEBBEOITIET R TOWERE
(>99%) \ZEIOBATENH Y | B OFEFEOVEHIEIX 64.6 WA ThoTc, N—A T A U
BTN T LR S I D OFERITEEERE D 97.5% Tl S v, EERENA 7 ) —
=V VHEAOZFEMIIEARARR— FOROES 2521 T, EAKRARR— b OFE)fHEHH
ML 6.2 CTh o7 (HiH : 3~274) .

N—=2 T A UREOMIEF 25 (OH) ©4 I D, AN vn, UV A% 27 FPTH (PTH) .
sCTX J ONPINP DL, BEF L O S Z2HIE Lz T X CoiRBRl chitria—E L T\ (ISE
#14-25) , ERARARR— FOFEHENOL PRI LBV 20080289 ikl TIIX—R T 1 Ik
D sCTX KU PINP fEIZMDO T X TORER LV SR> T2,

422 BHRBEBM

20110174 FHEBRTlX. 497 HlOWERE A A7 V—= 27 L, ZD5H 2450l a®y X~ 7R
(163 %) X7 7 R (8261) (ZHEIELIZEI Y fHiF 7=, 245 B 231 6] (94.3%) OFEERE DA
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BBROFEO 120 BR%5ET Lz, ZONRIZEE Y A~ TR 1526 (93.3%) . 77 & REE 79 4
(96.3%) Th-olc (EV2—/273K9) . N—ATA O NHMEHFRIFREIL 2 B Tliste
) —Tholz (FEVa2—/1273K12) , HREITT X TEMETH-T2, K (73.5%) DR
IXEATHY, 7TIVT AN 11.0%, ZOMONFED 14.7% T > 70, ARIRBROPEERE O Mt /741

E. BRI 66.1%, 77 7 AU 153 14.3%, HARD 11.0% &L KD 8.6% Th -7, #EH O
P)eEmIE 72.1 5% (FiPH : 55~897%) Tod V. #ERHE D 40.4%ITHANEFZ 75 ETH -T2,

WERF O (R, REROMEKEES [BML ) X2 M CHEECTH- 7 (FV2—1

273 12) . 1 FL AL (BERGHED 90%H) OBERFE I IATEER DA B HLRRAE AR SR 2 i H]
LTCWRnodz, BT D S3.9% B ITOBERRH Y . TONRITEY A~ TR 528%, 77
TAREE56.1% T oT2, N—AT A LFD BMD T A 2 7 O IEHETHRI-2.26, KERE ITALER T
#9-1.92 M OVKEREHE TR-233 TH Y | 2HEHTHL TH—Th o7 (£ 22—/ 273%15) .

43 AIEOER

431 &

TR MAERER (20070337) T, BE Y XA~ I 7 TR LB LT 12 5 A £ COREKREHT
DB A GBI T I ®72 (P<0.001, FHXFY 27K T 73%, 95%CI : 53%, 84%) (X4 ;
#4) . o, BAO 1FERICREY AT 25 INWHRETIE, 77887067 ) A=x7I
Bl B2 R L LT, BT Y A2 ORI 24 H £ TR L (P<0.001) |, 24 7 ARERIZES
B EIT O U A 7K TFEIT 75% (95% CI: 60%, 84%) Th-o7= (20070337 iR D
F10.1.11H) . WTFROBETH 2FEHICIET / A~ 7 2kl 5 Lz, fksiiaiEymice s Y X
Y7/ T ) AR TRETH LN MR BT OFRRBBL, 7T vR /T A TREE L TH 72
mole QEROEIHE ; n Y RA~T /T I ASTRE S 78R/ T AT
251 &



2.5 BRI BT A S FEAm
NS i 29

4 20070337 FHERD 12 W ARV 24 Hh AE TOMAKRBHOFRRRIIHTHO0EVITTD

Bt
3.0
Through Month 12 Through Month 24
[ Placebo Placebo --> denosumab
[ ] Romosozumab A Romosozumab --> denosumab

2.5
S 20
g
3
G
o
= 15
5
0
8]
c
o
=l
F 1.0

0.5

0.0

n/N (%) = 59/3322 (1.8%) 16/3321 (0.5%) 84/3327 (2.5%) 21/3325 (0.6%)
RRR (95% CI) = 73% (53%, 84%) 75% (60%, 84%)

p-value* = <0.001 <0.001

n = number of subjects experiencing a fracture; N = number of subjects in the primary analysis set for vertebral fractures; RRR =

relative risk reduction is based on the Mantel-Haenszel method adjusting for age and prevalent vertebral fracture stratification
variables

* p-values are based on separate logistic regression models adjusted for age and prevalent vertebral fracture stratification
variables

Source: Program: _
Outpu: | - Generated: [N
Source Data: _
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&4 20070337 HERD 12 hAKRUV 24 hAEFTOMGBERUVERREFOFRER ) XV I2HT S

AEVAITOEMME
Proportion of Subjects with Absolute Risk  Relative Risk
Time Point Fracture (n/N1 [%])* Reduction (%), Reduction (%), Nominal Adjusted
Fracture Category Placebo Romosozumab (95% CI)® (95% CD*¢  p-value p-value®
Through Month 12
New Vertebral 59/3322 (1.8)  16/3321(0.5) 1.30 73 <0.001 <0.001
’ ’ (0.79, 1.80) (53, 84) ) ’
Clinical 90/3591 (2.5)  58/3589 (1.6) 1.2 36 0.008 0.008
’ ’ 0.4,1.9) (11, 54) ’ ’
Placebo/ Romosozumab/
denosumab denosumab
Through Month 24
New Vertebral 84/3327 (2.5)  21/3325(0.6) 1.89 73 <0.001 <0.001
’ ’ (1.30, 2.49) (60, 84) ) ’
Clinical 147/3591 (4.1)  99/3589 (2.8) 14 33 0.002 0.096
’ ’ (0.5,2.4) (13, 48) ’ ’

n = number of subjects experiencing a fracture; N1 = number of subjects in the primary analysis set for vertebral fractures and
number of subjects randomized for clinical fractures

@ Values represent percentage of subjects with fracture in the romosozumab group and the placebo group through month 12, and
in the romosozumab/denosumab group and the placebo/denosumab group through month 24.

b Absolute risk reduction is based on the Mantel-Haenszel method for vertebral fracture endpoints and inverse weighted method
for clinical fracture endpoints adjusted for age and prevalent vertebral fracture stratification variables

¢ For vertebral fracture endpoints: Relative risk reduction is calculated from the risk ratio as 100 * (1 — risk ratio) and is based on
Mantel-Haenszel method adjusted for age and prevalent vertebral fracture stratification variables. Nominal p-values for
vertebral fracture endpoints were based on a logistic regression model adjusting for age and prevalent vertebral fracture
stratification variables.

4 For clinical fracture endpoints: Clinical fractures include nonvertebral and clinical (symptomatic) vertebral fractures. Relative
risk reduction is calculated from the hazard ratio as 100 * (1 —hazard ratio). Hazard ratio and nominal p-values for clinical
fracture endpoints were based on Cox proportional hazards model adjusting for age and prevalent vertebral fracture
stratification variables.

¢ Based on a combination of fixed sequential and Hochberg testing procedures which includes the co-primary and select
secondary endpoint comparisons and are to be compared with a significance level of 0.05

Source: Table 10-1 and Table 10-2 of Study 20070337

0EY XA 7ET T EAREHE LT 12 A £ TOBRKEITORBEL 36%K T ZE72 (95%
Cl: 11%, 54%) (P=0.008 ; & 4) . T XTOWERENT /) A= TITBAITL, 2EY A~ TR TIEE
TERI72 s 24 1 H £ CThegR S iz (K5)

BRI H Td 52 Do FIrOFBIR, G A7 OEK T, W4 B Lo PAEL ORIER
AP GZ4T2%6) #RKSITTRT, mﬁﬁif@%%%ﬂﬁ®n%yfvfmiémﬂuxﬁ

TR (25% [95% CI : —5%, 47%) ) I3FeEF 3 Tl 72> (P=0.096) , FEMHER BT n
%yfvfmiémﬁﬂif®mﬁ927ﬁT$(%%[%%O&%@%%])@%EL®PEM
0.020 THE CH -7, ZLEILI O IER T Tl o7 (P=0.057) ,

mwﬂﬁm®#wwﬁ%&w%fﬂﬁ®ﬁﬁﬁﬁ_owfﬁﬁkﬁ@ﬁ®ﬁﬁﬁxE¢%@w
BAL, @ b HUIBGEITIRBR BIR D IR B P ORI A KT T Z E PR INTz, 2O
HAEFIZOWTH 434 THELOEY 22—/ 2735 333 HTELET 5,

HARNYEERE OF Pk RILH 4342 HTELET S,
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B 5 20070337 :RERICH 115 24 hAF THOERKEINODRBEREE

6 —
------------- Placebo (N=3591) s=ee=ssmnn=es - Placebo --> denosumab
Romosozumab (N=3589) =—————— Romosozumab --> denosumab

Patient Experiencing Event (%)
w
1

0 -

Placebo (n=)| 3591 3316 3134

Romo (n=)| 3589 3317 3148
Placebo->dmab (n=) 3037 2955

0 6 12 18 24
Study Month

Romo->dmab (n=) 30|50 29|68

N = number of subjects randomized

n = number of subjects at risk for event at time point of interest

Source: Program: | N REEEEEEEEEENN
Output: | G - Goneraicd: |
Source Data: _
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£ 5 20070337 RERIZEFTD12HARV 24 hBETOZFDMDOEIRSA T/ BHRHIL—TD)
21T B0V TIOEDMNE

Proportion of Subjects with Absolute Risk Relative Risk
Time Point Fracture (n/N1 [%])* Reduction (%) Reduction, = Nominal Adjusted
Fracture Category Placebo Romosozumab (95% CI) % (95% CI)  p-value®® p-value!
Through month 12
Nonvertebral® 75/3591 (2.1)  56/3589 (1.6) © ?81 4 (_52547) 0.096 0.096
Major nonvertebral®  55/3591 (1.5)  37/3589 (1.0) © ?61 2) (—23356) 0.060 0.096
New or worsening 1.26 71
vertebral® 59/3322 (1.8)  17/3321 (0.5) (0.76. 1.77) (51, 83) <0.001 0.096
Hip® 13/3591 (0.4)  7/3589(0.2) © 8% 6) (_3§678) 0.18 0.18
Major osteoporotic® 63/3591 (1.8)  38/3589 (1.1) © 291 5) (104060) 0.012 NA®
Multiple new/ 0.24 89 R
worsening vertebral® 9/3322(03) 173321 (<0.1) (0.05, 0.43) (13,99) 0.0 NA
Placebo/ Romosozumab/
denosumab denosumab
Through month 24
Nonvertebral® 1293591 (3.6) 96358927 g 2“; 0 (3223) 0.029  0.057
Major nonvertebral®  101/3591 (2.8)  67/3589 (1.9) © 3111 8) (9321) 0.009 0.096
New or worsening 1.86 74
vertebral® 84/3327 (2.5)  22/3325(0.7) (1.27. 2.46) (58, 84) <0.001 0.096
Hip® 22/3591 (0.6)  11/3589 (0.3) © 8‘(‘) 7 (—45076) 0.059 0.12
Major osteoporotic®  110/3591 (3.1)  68/3589 (1.9) © 5122 0) (163854) 0.002 NA*®
Multiple new/ 0.48 94 R
worsening vertebral® 17/3327(05)  1/3325(<0.1) (0.23,0.73) (56, 99) <0.001 NA

n = number of subjects experiencing a fracture; N1 = number of subjects in the primary analysis set for vertebral fractures and
number of subjects randomized for other fracture endpoints; NA = not applicable

Major nonvertebral fracture includes fractures of the pelvis, distal femur, proximal tibia, ribs, proximal humerus, forearm and
hip. Major osteoporotic fractures include clinical vertebral fractures and fractures of the hip, forearm and humerus. Except for
except major osteoporotic fractures, fractures associated with severe trauma or pathologic fractures are excluded.

2 Values represent percentage of subjects with fracture in the romosozumab group and the placebo group through month 12, and
in the romosozumab/denosumab group and the placebo/denosumab group through month 24.

bRelative risk reduction is calculated from the risk ratio as 100 * (1 — risk ratio) and is based on Mantel-Haenszel method
adjusted for age and prevalent vertebral fracture stratification variables. Nominal p-values for vertebral fracture endpoints are
based on a logistic regression model adjusting for age and prevalent vertebral fracture stratification variables.

¢ Relative risk reduction is calculated from the hazard ratio as 100 * (1 —hazard ratio). Relative risk ratio and nominal p-values
are based on Cox proportional hazards model adjusting for age and prevalent vertebral fracture stratification variables.

4 Based on a combination of fixed sequential and Hochberg testing procedures which includes the co-primary and select
secondary endpoint comparisons and are to be compared with a significance level of 0.05

¢ Endpoint was not part of sequential testing strategy; therefore, p-value adjustment is not applicable.
Source: Table 10-2 of Study 20070337

20110142 FBRIZIB W THIMEDO EEFHIE B IX, 24 77 A £ COHERE AT OB F B OV ZFAT
W ORGSR E 3T GEHER ST R ORRRHEAEHT) OFBLE L7z (20110142 53U 5 8.8.4.1 IH)
Hochberg {EICES ZEMZBE L, FEFHMBEHE % 0.05 OF EAKE (G THE L7
(20110142 75k 55 8.8.6.1 H)
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24 H A ETOFBRHEKER

HEY A< 7 210mg QM 12 4 A f#5- & Z ki< 7 Lo Frx— |k 70 mg QW 12 U H [ 5
I 7Ly REr— MRS Bl U CETRIMER BT ) 2 7 2 F B 50%IK T S (k) 27 =
0.50. # v Atk =048, ML PE <0.001, % 6) .

x6 BMEOEEFMIEE : 24 hAFTOFBRHEABINOFREER
(HAEBFTOETEMRTHRER. LOCF IZ & 5#H5E)

(20110142 X ZEfEHT)
Alendronate 70 mg QW/ Romosozumab 210 mg QM/
Alendronate 70 mg QW Alendronate 70 mg QW
Statistic (N =2047) (N = 2046)
Incidence, n/N1 (%) 147/1834 (8.0) 74/1825 (4.1)

Risk Comparison Estimates

Absolute risk reduction (%)?

Point est (SE); (95% CI) 4.03 (0.78); (2.50, 5.57)
Risk ratio®

Point est (SE)®; (95% CI) 0.50 (0.14); (0.38, 0.66)
RRR (95% Cl)° 50% (34%, 62%)
Odds ratio®

Point est (SE)®; (95% ClI) 0.48 (0.15); (0.36, 0.64)

Nominal p-value < 0.001

Adjusted p-value < 0.001

BMD = bone mineral density; Cl = confidence interval; LOCF = last observation carried forward; N = Number
of subjects randomized; N1 = Number of subjects in the primary analysis set for vertebral fractures; Point est
= point estimate; QM = every month; QW = weekly; RRR = relative risk reduction
Positive values for absolute risk reduction and values < 1 for risk ratio and odds ratio favor romosozumab.
aBased on the Mantel-Haenszel method adjusted for age strata, baseline total hip BMD T-score (<-2.5,
> -2.5), and presence of severe vertebral fracture at baseline
b SE represents the standard error of log (risk ratio).
¢ Calculated from risk ratio as 100 x (1 — risk ratio)
¢Based on logistic regression model adjusted for age strata. baseline total hip BMD T-score), and presence
of severe vertebral fracture at baseline; p-value based on score test
¢ SE represents the standard error of log (odds ratio).
Source: Table 14-4.1.1 and Table 14-4.1

JREERRAT N DL 24 0 H E COFBMERE I ORBIRIC—H U CRE RN RSNz, R L
JERZES (20110142 FBROEK 14-4.1.2) | IKOMHTIGEN (20110142 3 BRDFK 14-4.1.3) KV}
TRBR LS @A LI T B (20110142 38BR D 14-4.1.5) IZHES S BEMT T, (A
FROIBIFRN R ORI G O, FEMNTET L TN—R T 4 VRO & (20110142 3RO
SAP 4.6 X TN 16.1.9 HHIZEF) ZfE 2 I UIFRFICHER, =€ Y X~7 12 7 S &£l
< 7Ly Rrx— b 12 AMEEIZ, 7Ly Raxr— MU 24 7 A 8 5- & bl U CRlkle i 7275
PR AR LTz (20110142 RERDFE 14-4.1.8) . MW L72¥ 77— (20110142 3Bk 55
8.83.91H) IZBWT, mEY A7 2 HMKELGEZNICHS T Ly Frx— k125 A &5
—H LB A2 R Ly §HMl L 72— 2 T 1 U (B, _X— A T A VRO BEEREREITO4
e, N—R T A CREOBEAFMEARE . ANFE, Hilk, N—RX T A VREOMEHEO BMDT 227, ~
— AT A O KRG ITALE, KEVE DO BMD T A 27, ~N—Z 5 A FidD BMI, FRAX % =
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T 55k LA EOIEMER BT, P T T o7 A Y Axth T T T A Y LSO ZE DR T
OHIER) DT _XTOY T/ N—FT, vV A~7 /Tl Raxr— MEOFRT Ly Rax—k
STy Raxr— R MELD BELTHD Z ERNA y X bR ENTe, 77— LIRHEE O
HAERZRGE L1256 O PEIL, N—R T A VRO RERE A, KERE ZEH 0O BMD T A =2 7 j]
OYVT 7 N—7 (Z DY 7 J)L—7"CliX Gail and Simon ¥ € TERIZZ AAERIZAD b o7
20110142 FRER D 14-4.127) %FRE, TXTOVT I N—7"T0.05 K ThH 72 (20110142 55k
DF 144121, 3K 14-4-1.23~%K 14-4.1.31 LK 14-4.1.34)

ERER B HT

TR E TIZ, BRBFIT 23 LR 464 Bl &, rE Y X~ 210mg QM 12 4 H [#]
&ﬁk%hmﬁ<7vyPn*—k7m@anwHW&5 X, T Lr Rexr— MEJRE Bl L C
BB GEHERE I R OBRHER ST ) A7 2 B2 2T%K T S8/ (F5%4% PH <0.001, #
7

K7 AYOMOTEFMER : TEFRTE CORKBEITORER
(RRDFBITHRER. 20110142 EEREFHT)

Romosozumab
210 mg QM/
Romosozumab Alendronate 70 mg QW
Alendronate 70 mg QW/ 210 mg QM/ Vs,
Alendronate 70 mg QW  Alendronate 70 mg QW Alendronate 70 mg QW/
(N =2047) (N = 2046) Alendronate 70 mg QW
Clinical fracture through primary analysis
Subject status
Number of subjects 2047 2046
With fractures - n (%) 266 (13.0) 198 (9.7)
Hazard ratio @ - - 0.73
SE - - 0.09
(95% CI) - - (0.61, 0.88)
Nominal p-value - - <0.001
Adjusted p-value < 0.001

BMD = bone mineral density; Cl = confidence interval; N = Number of subjects randomized; QM = every

month; QW = weekly; SE = standard error

Hazard ratio < 1 favors romosozumab; SE represents the standard error of log (hazard ratio)

@ The hazard ratio estimate is based on Cox proportional hazards model adjusting for age strata, baseline
total hip BMD T-score, and presence of severe vertebral fracture at baseline.

Missing values for clinical vertebral fractures are imputed by carrying forward the last nonmissing

postbhaseline value prior to the missing value.

Source: Table 14-4.2.1 and Table 14-4.1

JREERRIT N D i%%ﬁifmﬁfﬂﬁ(#%%ﬂﬁﬁwﬁf%%ﬂﬁ)@%ﬁ%:*ﬁbfﬁ
[ 72 DR ST, FEMATREAUZ I DEREIT U A7 O 27%K FiX, 1R EE 5 A
U 72T B O ST 2 S e EfAT C— & L CB Y, 2O Ot CHEELAE 412 iﬁﬁ
(ZHIIE L7258 O — FEE 0.72~0.74 OFPH T, B8 Y XA 7O MEA TV (20110142 3
BRoDF 14-423, # 14-42.5) , BatLi=V7 27 L—7 (20110142 3Bk 5 8.8.3.91H) BT, =
Y AT 12 0 AMEE &K 7T Ly R r— MEEIZTEERITE T B LRI R L2 R
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L. #Hli L7= =2 T A VDY 7 TN —T O EHfENIE T, nE Y A~T7 /T Ly Kax—
MEOHRT L FrRr—h /7Ly Rex— MELD BL TERLTWD Z &2 95% 1 — Rk
MHRENT, ZEEMICET S PEIZTT0.05 % Ell-> Tz (20110142 RBRDFK 14-4.3.19~
< 14-43.29 KTV 14-43.32)

432 BMD MOFHfIIER

4321 FARELH

20070337 RERCTlX, BEY A~ TI 7 TR L HER LT 12 7 H £ CHEME, KBRS & UK

B D BMD # B s w7 (R8) . RAVARMOrEY X~ T HFHGI2 X0 M, KikE
ITAEER M VKBRS ZEHE T BMD D _X— A 7 A D DL, THEH 98.9%. 94.1%K T 90.0%
DWEBRENZHLNT=DIZH L, 77 BRBETIE 53.0%. 52.5%&% N 51.9%DHBRE T 5 iz
(20070337 BR DO F 14-4.4.501, 7 14-4.4.502 KL OV 14-4.4.503) , JEHECIX, vE Y A~ T &G54
BRED 92.4% (77 2REETIX9.3%) TI2AHETIZBMD BR—R T A b7l &b 5%
MU, #ERED 68.4% (7 Z7BAREETIL09%) Tidd/ad &b 10%880 L7,

BEY AT ST ) A TRECIIMERE, RERE AL & OVKRBRE 215800 BMD (3 24 77 H & THlkie
LCHIL, 77®AR/ 7 A~T7H L LT BMD OEMMAHEEF S N7, 24 7 ARRSICEBIT S
BMD O R—R2F A UL DEALRIL, BV AT /T ) ASTHTIIT TR/ T A~ ThEL
g L CHEFICRE D72 (FS) .

R—R T A CRFEOHEHE, BMD KUK IZ 2300 53 BEHE & OVKBRE T T BMD DX — A
TAUNE DRI B LIZBGENRD b,

x 8 20070337 REED 12 hARU 24 h BB RIZH TS IEH, KEBEMEEUVUKEREIEIRD
BMD IZxt9 20EY XTI TDEMME

Least Squares Mean (95% CI) for
BMD Percent Change from Baseline by DXA
Placebo/ Romosozumab 210 mg QM/
denosumab 60 mg Q6M denosumab 60 mg Q6M
(N =3591) (N =3589) Difference
At month 12
Lumbar spine 0.4 (0.2,0.5) 13.1(12.8, 13.3) 12.7 (12.4, 12.9)
Total hip 0.3(0.1,0.4) 6.0(5.9,6.2) 5.8 (5.6, 6.0)
Femoral neck 0.3 (0.1,0.5) 552,57 524.9,54)
At month 24
Lumbar spine 55(.3,5.7) 16.6 (16.3, 16.8) 11.1(10.8,11.4)
Total hip 3.2(3.1,3.3) 8.5(8.3,8.7) 53(.1,5.5)
Femoral neck 2.3(2.1,2.6) 7.3(7.0,7.5) 49 4.7,5.2)

ANCOVA = analysis of covariance; BMD = bone mineral density; DXA = dual-energy X-ray absorptiometry; N = number of
randomized subjects; Q6M = every 6 months; QM = every month

2 p-value < 0.001 for all comparisons; Based on ANCOV A model adjusting for treatment, age and prevalent vertebral fracture
stratification variables, baseline value, machine type, and baseline value-by-machine type interaction, without adjustment for
multiplicity

Source: Table 10-3 Study 20070337
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BMD ORI HHERS 2 5l T 2 72 OICHFRNCHE L2 7 A2 T 4 O—EB L LT, 6 WAKD
18 7 AR RIZH1T D DXAIZ LD BMD DRX—R T A U N DEALEEZFM LTz, X—AT A4 VKW
Q6M (2 BMD % #F i L 72§ & Cld, o Y X~71% 6 B ARLE R OZENLUEDOWTN OIS T
JEHE, KBRS AL & KBRS ZEH D BMD % 77 &R & el L CHEICHEM S, vty X~v7
BHGHM K NZEOZROT ) A~ 7 {GaR I S BMD OHMN2GRD bt (X6) . 67 AR
® BMD [ZH B2 7T 7R & OIRRZEIINERE TIX 9.4%, KBEEITALHEECTIlE 4.3%, KRG HEHCIE
3.6% T oTo, 12 ARERO T T AR & OIRIFEZAETMIMETIE 13.3%, KRG IEALE TIE 6.9%., KER
BEHATIESI% ThHoTz, BEY AT NDT ) AU BT WHREF LT T8RN LT /A
~ TNYI ) B2 R L i L7 & & O BMD O30T 24 I AR THHMERF S, 7T BRED
FEITIEHETIX 12.6%, KEREITALER Tl 6.0%., KEREZEH Tl 6.0% T - 7=,

PRI oth st B b L= EERBR 2B < 777 B AR B (20060326, 20101291 & T) 20120156)
TiX, mEY A>T HEEGIT 6 7 H KON 12 B HREACCIERE, KRG AL & KRG #5 > BMD %
7T R L L CHRFERICAEICHEIN S (B 2—/1 273322, #23, #24) . 20060326
FRERCIX 3 0 A FEAL T BMD 8IS BTz, 12 7 A B OIEHE,  RBRE AL 55 & OVK R B 350
®D BMD OX—RAF A InbDEACRIZEBIT LT 78R EvE Y AT OV ZEIL, 77 R
RER DA DO fRHT RIS (20060326, 20101291 T8 20120156) TIXZNEH 13.4%, 4.6% K%
44%ToH-o7=DIZx L, 20070337 SHER TILZNEI 12.7%, 5.8% K N 52% ThHh o7 (EVa—)b
273%322.101H) , HARGSEERRAE (20060326 %10 20101291) Tix, BMD OEINTEER K& O
REKFNTH Y 12 7 ARSI S @O 2R L7ZOIRW T ORI T nE Y X~
T210mgHETh o7 (FV 22—/ 273K 25 KD 26) , 70k, 20060326 iR Clx~—2A 7 1
IKF D BMD 23 JAfi 72 M A A2 DY, ML A DT B DIZIF 50%2VEHFRIE CTh - 7=
o D& H1220060326 FHBR TITN—R T A VIREORHEIZEZN D o721 b BT AL
BMD ORX—2 7 A 2 inD DEALE R ONT 7 1R L ik L7z BTM OZ ki, 20060326 55k & B HLE%
E A D T e fHA NNV T B DOIRBR CIRIFRE CTh 5 Z LR Enie (BFV2—/v 2735 3.2.5H)

E AR AR R — NGB0 R 2 TR 2 /A A4L72 20080289 #BR T H ., € Y X< 7
12 7 A OB HIRIZH720 BMD NS E 72 (F9) . Z OO 7 F & 3R x5k R ERIZ L
HANNBNT EARZARL— M OO R WHEERE L0 00K o 7o, 1RIERED & 2 gRE 12
F 53T BMD OGHEDE N T, B AR AR R — MEGZITE IR Z Bih L 78R Tk
TRIRWEBRA & Hile L C BMD OMA D722 Z N E TOMEE — &K LT\ 5
(Ettinger et al, 2004; Miller et al, 2008; Obermayer-Pietsch et al, 2008) , DXA (Z & % BMD (24 H 7=
OEYRAYT ETVNRTF ROEL, WELETRXTOHMMT—E L TRAFZNICAETHY . 1
Y AT OHBEN TV (P<0.0001)  (F£9) .

H AR AWEERE O BMD 1355 4.3.42 THTELET D,
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Lurnbar Spine Taotal Hp Fernaral Neck
---#-- Placebo(M=61) ---#-- Facebo (NEB2) - # -- Haceho (N=62)
b —e— Romosozumab (NEBS) ——=e—— PRomosozumakb (N=EE) —— PFomosozumab (N=BG)
E *® Flacebho --> denosumab - Flacebo --> denosumalb » Racebo --* denosumakb
ng 20 * Fomosozumab --* denosurmak ) - Fomos oz umakb --* denosumalk - Fomosozumak = denos umak
g p=0.007 & all timepoints _— 1 p<0.001 & all timepaoints p=0.007 at al timepoints
S +
o
=2
g T 1
5 - _ * _—
E L ]
i : = _ AL
E . +- * -
& ) — [ + *
- - ___I. -
_5 -
] ] | I | | | ] I I I I I I I
a B 12 18 24 1} B 12 14 24 a A 12 18 24

Study Month
BMD = bone mineral density; Dmab = denosumab; N = Number of randomized subjects enrolled in the lumbar spine and proximal femur DXA substudy with values at baseline and at least
1 post-baseline visit; QM = every month; Q6M = every 6 months; Romo = romosozumab

Point estimates, 95% confidence intervals, and p-values are based on ANCOVA model adjusting for treatment, baseline value, machine type, and baseline-by-machine type interaction. P-value
is for difference in treatment effect.

Missing values are imputed by carrying forward the last non-missing post-baseline value prior to the missing value and within the study period.

source: |
Ourpu: | (D:tc Generated: [ND
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&9 20080289 iHEED KEREELIEBD BMD (12 W AET) RUKBREAGA. KEBEEHESRUV
BEHDOBMD (6 HARUV 12HARR) ODRX—XFA4 UMb DEER

Teriparatide Romosozumab
(20 pg SC QD) 210 mg QM Difference
(N=209) (N =206) from

Percent Change From Baseline LS mean (95% CI) LS mean (95% CI) Teriparatide p-value
Primary endpoint

Total hip BMD by DXA N1 32

through month 12 0.6 (—1.0,-0.2) 2.6 (2.2,3.0) (2.7,3.8) <0.0001
Secondary DXA endpoints

Total hip BMD by DXA at nel1A 3.1

month 6 0.8 (-1.2,-0.4) 2.3(1.9. 2.7) (2.5,3.7) <0.0001

Femoral neck BMD by DXA 11 e 32

at month 6 1.1 (-1.6,-0.5) 2.1(1.6,2.7) (2.5,3.9) <0.0001

Total hip BMD by DXA at ncino 3.4

month 12 0.5 (=0.9, -0.0) 2.9(2.5,3.4) (2.8, 4.0) <0.0001

Femoral neck BMD by DXA s 3.4

at month 12 0.2 (—0.8,0.4) 3.2(2.6,3.8) (2.6, 4.2) <0.0001

Lumbar spine BMD by DXA 3.8

at month 6 3.5(2.9,4.0) 7.2 (6.6,7.8) (2.9, 4.6) <0.0001

Lumbar spine BMD by DXA 4.4

at month 12 544.7,6.1) 9.8 (9.0, 10.5) (3.4,5.4) <0.0001

BMD = bone mineral density; DXA = dual-energy X-ray absorptiometry; LS = least squares; QD = daily; QM = every month
Source: Table 28 of Module 2.7.3

4322 BEHRBESME

BHIERIE BIEZ 6 L L2 20110174 3BR Tk, 0T Y A~ 713 12 4 A CTOMEMRE, KRERE T
NEER M VKB 35300 BMD % 77 R Ll L CHEICHMESEZ (F10) , n Y X~ 7ICk
577 /AR E K L7z BMD O FRNCA BRI, 6 W AR THLRO BN, 6 7 AKRT
DIEREAEITIEHETIZ 8.7% (P<0.0001) . KEREITALESTIE 1.4% (P<0.0001) | KREREHHEE Tl
1.3% (P=0.0033) TH -7z (20110174 7Bk D CSR EEMET [PA] DFE 10-4 LV 10-5)
BHLIERIED A AN BIED BMD 1355 4342 HTEERT 5,
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£ 10 12K ARRICEITSHBMD DR—X 54 UhbDZEIEE (ANCOVA)
(AAMEDEERFTHRER. LOCF)
(20110174 5RBR D 12 5 A By X Z/FHT)

Romosozumab
Placebo 210 mg SC QM Difference from
(N =282) (N=163) Placebo®
Lumbar spine BMD percent change from baseline at month 12
n 79 157
LS Mean (SE) 1.2 (0.5) 12.1 (0.5) 10.9 (0.6)
(95% CI) 0.2,2.2) (11.2, 13.0) (9.6,12.2)
p-value <0.0001
Total hip BMD percent change from baseline at month 12
n 79 158
LS Mean (SE) —0.5(0.3) 2.5(0.2) 3.0(04)
(95% CI) (-1.1,0.1) (2.1,2.9) (2.3,3.7)
p-value <0.0001
Femoral neck BMD percent change from baseline at month 12
n 79 158
LS Mean (SE) —-0.2 (0.4) 2.2(0.4) 2.4(0.5)
(95% CI) (-1.0,0.6) (1.5,2.9) (1.5,3.3)
p-value <0.0001

ANCOVA = analysis of covariance; BMD = bone mineral density; DXA = dual-energy X-ray absorptiometry; LOCF = last
observation carried forward; LS = least squares; N = Number of subjects randomized; n = Number of subjects with values at
the time point of interest; QM = every month; SC = subcutaneous(ly)

2 Based on ANCOVA model adjusting for treatment, baseline DXA BMD value, machine type, machine type-by-baseline DXA
BMD value, baseline testosterone level, geographic region (stratification factor), and using a variance structure allowing for
heterogeneity between treatment groups.

Source: Table 20 of Module 2.7.3

4323 FTARTOHORERIZEHTSH DXAIZL S BMD DEH

DXA IZ & %5 BMD OFHfiiL, AR B HLRRIE O 2ot e OVE FLERIE O BYERERE 23t 4 & LT84k

D FRBR CIEHE X ORI E AL 22 AT o7z, fam e LT, BMD IZERBR TG 6 7 ARFAT
WML THRY, TOEINIE12 7 H £ Tk L7, BMD OIINIIHE TRHTH VD . @D b7
ME7 78R (EAKRAKRR— NOFEHBO RS MR O g5 TRl KO T V87 F K

(B AR AR — N OEHRED & 2 s CRril) & Hl L TREHFRIICAEE CTh o 72, ki
1B 21T 9 B TlL, BMD O E PIINHIEKIC X DERICU D EA 2% b 24 W A ETRDH
Nz, vy X< 7 HEKEL5IHIEE O BMD OZ(LICOWTIE, TENF 4354 HE O
4353 TRk T 5,

BMD OX—2A 7 A b DEALERIL, N—R T A VKD BMD M MEgERE (20070337 RO
14-4.5.40~3% 14-4.5.42) OFRBHEHERE (20110174 3EBROE 14-4.1.1) L0 LI -72 2 A2 K
L. 20070337 iR T € Y XA~ 7 25 UTc et o 7575 20110174 588k O B HEgBiRE L0
bREDNoT, 2770, WiBRICEITH BMD DR_R—ZF A b DELREIZFERETH Y, o7
TRREELEOE Y X~ THEDO BMD OX— 25 A 2D DAL B O ZE T3 T O L HIEAL TR
FHEICAEE T T- (BEV2—27353226H) . LIR->T, _X—RAF A UKD BMD IZ1Z
PEZEN I B T8, BMD ISR D20 50% 20110174 508k D BAEGEERE & 20070337 3B D MR A
TIHFRBETH T,
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4324 FRBEEERRELETIRTOBERIZHEITS QCTIZL% BMD DEH

20060326 K TX 20080289 #hlER CREAM L 72 JEHE & OKEREITALE O QCT 12 L 5 BMD X, DXA I &
% BMD Of R & —E L TEY | 77 BAR ITFHGIEE & i L Tr £ Y X~ 7THEOWRE L
BB D BMD ISR EANCA BN L. (B2 —/1 2735 3.22.111H) , 20070337 i#Ba T
I, BEE UL B BN G OWERE I D QCTICL 2 BMD 2 2 Y A~ 7 L 7T R Tk LZ &
ZAHHRBETRD RN Toh | EEAEO4E BMD &k OBEE BMD OBER#M (12 %
ARER) 12z, REE (6 W AKON2 7 ARER) OBRE RN T ZEREEL X TrEY X+
TRETRO LT,

4325 BRERUVEEOMmIER

HIREEDFEAMIL, QCT X HR-pQCT IZ L 2 EIZH-S< FEA # V7o, 20080289 #HR Tl ANk
BTN ORI 2 6 4 F KOV 12 1 AR U ERREHBIE E & LT, 20060326 585k TIXARBRE T ALES
T OMEMEDOFEAM 2 12 J7 A I #5200 post hoe it & LC. MONT 20070337 5BR CIE S E ALl M OV
FEAOFMEZ 6 W, 120 H, 18 WA K24 W HKSICY T AL T 4 O—Bg &L LTHIEL
72 QCT Z 72 FEA IZE S HEEBEREDR—R T A b OBLRIT, BHE (FT7 R &
) . MOKBEF A (T V8T F REORT 78R L lR) O RS Kk OYERE RO N7 Tr
TY A THTHEICENTEY, vt Y A< 7k 2 HEEEREOHE LM RR S iz, R
B CIEHEE B TR E OBRE R INTRD b ofe (B 2—/v 27383241 5H) |
Bz 22 B TER % OVE & & fHl 3 2 B ik P& O %7 2 % 7 1 1320070337, 20060326,
20080289 K& U} 20110174 FABRIC & & £4L TV, PARRE B HLERIE O 2o M J OV HLERIE O T MR
DOMFIZBNT, BT A~ T &b LIoRE OB REN D, WTNORRTHE
WER VE-EIZER THD I ENRO LN, BT Y AT DMRE. BaREREE L
BRHEIE 2 R T AT RIZERO BN o Tz, THORERICOWTIEE Y 2 —/V 27358 3242 THIZTHRE
w5,

433 BRBEOIFFEIER
4331 FARELH

OE YA IIBICH L TCT a7 /v 2727 haprl, BE Y A~ 7 HE X INERSZICE
B~ —74— (PINP, AAT AN [OC) , BT NAVHY 7427 72— [BSAP] ) 38
M+ 2%—5TERIN~—I— (sCTX & ONEABRRPUERER 2 7 7 % —8-5b [TRACP 5b] ) KT
L. PINP O KON M O R ORIz D72 2655 210mg QM 224/ — FTRHO L (X 7)

o 20060326, 20070337 } Uf 20080289 7l TIIXIHRAEE (77 B AR UIFEE) ([Tl mEY A~ 7
THRNT—WED, D OMEKFED & DB~ — I —O¥EINAFRD iz, 20070337 7R T
NI F~— 7 —OHINE, 14 BB £ TICREMEICEL, TOHBN—R2 T4 AT TET
Lz, 2BABESOBREY A~ T RO EHR~ —I—fEIX7 7R X TRETH 72, B
R~ — 7 =% 12 W A OB GEHEICHZY v Y A~ T ERGEIIGE R L, #5HESKIChz5
BIERIERZ BT 5 DO TH -7, 20070337 RBER CTlx, T X CTOHBRENT ) A~ 71290 Bz
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Sz 13 7 A L0 % OIEEHmOMKGIEIN T, PINP ODX—R2 T A )b OZALRO F il
OEY AT )T I)ARTRHEE T TR/ T ) AT HETREETH-72 (£ 22—/ 273
¥ 3.23.11H) .

M7 EBEZEDPINPDAR—RSA4 UM DELRDHERE, B RIER VML #EE
BTMRUNAFI—h—DHY TRAE T 1+ DEMMEOBRTHRER)
(20070337 FREXR D 24 5 AR D E ZAEZMTHARD)

---@--- Placebo (N=62) ---@- - Placebo/Dmab 60 mg Q6M
—@—— Romo 210 mg QM (N=62) ——@—— Romo/Dmab 60 mg Q6M
o 2004
£
]
%
m 150
1S
g
&
g 100 H
o
I
o
- 50 4
C
o
=
[
o 0
-50 j
s
Pla/Dmab(n=)| 62 58 58 54 56 55 53 55 54 51 50 50
Romo/Dmab(n=)| 62 57 57 56 56 55 56 56 57 55 57 52

BL 014 1 3 314 6 614 9 12 13 18 2

Study Month

BTM = bone turnover marker; Dmab = denosumab; P1NP = procollagen Type 1 N-terminal propeptide;
Pla/Dmab = placebo/denosumab; QM = monthly; Q6M = every 6 months; Romo = romosozumab; Romo/Dmab =
romosozumab/denosumab

N = Number of randomized subjects enrolled in the BTM and Biomarker substudy with a baseline and at least 1 postbaseline
reported result for the parameter of interest

n = Number of subjects with evaluable data at the time point of interest
Source: Figure 10-3 of Study 20070337

B~ —H =N 5~ CTERIN~—H—ThH D sCTXIHMETFL, ey A~T DT 27
oo T =7 MR LT RN A DT, 20070337 ERO B E VY A~ TEHCEIT D sCTX DKk
DAX T OB T LR (BT 14 AR IZRBO BV, 12 WARRTIET 78R LD bIK
EZAER LT e (X8) o H&EHTO sCTX 1RO 1 7 HHICHR bED L, 3 7 AR TIEIEN—
ATAVETRSTHIC6 WH ETHERD L, 120 AR TIER—AT A L0 HIEIHER S
TV,

PR Lotk 2 b5 & U7 F B RAER (20060326 %11 20101291) Tik, ‘BEHK~—H—
(PINP, BSAP, OC) DO KDL AUC (20101291) (FHEKGHITH 720, BRI~ —
T1—Td 5 sCTX DA BRI -T2 (FV 22—/ 2725 3.141H) , T/hbb, nt Y X~
7 210 mg QM $5-1% 140 mg QM & Hig U CTHIZAKOIEEIZ L 0 iRVEEZ KT T 08, HEIKFH
IR 72 D BRI OIMHIZDRIT /2N 2 L AR S T,

PARR L LobE 255 & L7250 AR M OV T ARG BR O R IR S HRTIC 351 D BTM O SICBE9 5 3%
HZRARER A E Y 2 —/V 273 5 5. 1.1 HITRT, BRGROEEROKRELMIZIH T2 BIMIZZhE
I 4354 H ROV 4353 HITRT,
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8 XRREZELEDSCTXDA—RFA U LDEILEDHTRE, PRIER VS EH
BTMRUNAAI—D—DYTRE T 4 OBEMNEOBHIXRER)
(20070337 EXER D 24 H AR D X EAZHTHAMD)

---@--- Placebo (N=62) ---@--- Placebo/Dmab 60 mg Q6M
—@—— Romo 210 mg QM (N=61) ——@—— Romo/Dmab 60 mg Q6M

-40 -

Percent Change from Baseline

-60 4

-80 -

Pla/Dmab(n=) 62 58 58 54 56 55 53 55 54 51 51 49
Romo/Dmab(n=) 61 56 56 55 55 55 55 55 56 55 56 52

Study Month
BTM = bone turnover marker; Dmab = denosumab; Pla/Dmab = placebo/denosumab; QM = monthly; Q6M = every 6 months;
Romo = romosozumab; Romo/Dmab = romosozumab/denosumab; sCTX = serum type 1 collagen C-telopeptide.

N = Number of randomized subjects enrolled in the BTM and Biomarker substudy with a baseline and at least 1 postbaseline
reported result for the parameter of interest

n = Number of subjects with evaluable data at the time point of interest
Source: Figure 10-4 of Study 20070337

4332 BHHRESM
20110174 BTl B~ —7—Tdh 5 PINPIZ T Y X~ TRETHERLTHN L, 1 7 AR

HTCEEEICEL-%, 6 T HRESETIRIZER—ZA T VBEE TR (FV2—/1 273K
13) o 1 D AEEKR O3 B AEEICEBIT D PINP DR—RF A b O bR () 1%, kA

TREYASTHOLINT 7 ERELY bABEIZKRE o7z (P<0.0001) , 12 7 ARERIZHIT S
PINP DR—A T A Vinb OB LHE (Ffif) 1%, v Y A~T7#E (-19.7%) OFNT T BREE
(-6.2%) LV bHEEIT/NS ol (P=0.0032) , BRIN~Y—H—ThH5 sCTX 1%, =mEY A~ THE
TESREIET L, 1 DA CRIEMEISEL, Z0% 2 ARRSE T 7 eREEL 0 HIKEE
MEFFL7 (BEV=2—1 273 14) , 12 W ARERIZEIT D sCTX DX—R2 T A b D2 EZE (F
PfE) 1ZrEY XA TRET278%, 77 EREETO0.7% ThH 7=, 1 AR (P<0.0001) . 6 7 H
i (P=0.0001) KON 12 7 AKES (P<0.0001) (281F 5 sCTX DR_R—RZ T A )b DZELER (i
fE) IV A THOIFN T T ERELY bARIK» -T2 (BEV 22—/ 27353232H)

434 HYITTL—THBITOEH

4341 WERESEHZK

TERE B Tb 5 BRI S HERIE LM (20070337) (2815 12 7 H KON 24 1 H £ TOHMHME
%ﬁﬁ@%ﬁ%ﬂ%?é#ﬁ&w—7%ﬁfm\D%YXv7mﬁ%%i@ﬁth~X74V%
P (FEfn, BEAAHEREIToAEE, AFE, Mk, X=X 71 VROMHEDO BMDT 227, N—2X 7
A D RERE AL K KBRS B0 BMD T 2 217, ~N—2 5 A ;D BMI, FRAX A =17,
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55 LA EOIEHER B TR, MEsatEE ) IChhrb o —BE LT e, RERIS, BEHEN VKBRS T
AERD BMD DX —2 7 A b OEALRIZET 50 7 7 V—T s, _X—2ZF A VgD BMD
TAa7, kOIS D5, mEY X~ 7 13— E L TBMD 2N &E25 2 EARENT
o:h%@#?ﬁw—°rﬁién%yf7f®ﬁ@'i 2E Y XA 7 DR B HRRIE LMD
72 BF NI D BMD O K& OHEAE P O FBUIHIZ I & 5 WRetE 2 R LT b,

%@%@%ﬁ?i\kﬁﬁok% LALER D BMD OZ{b=R1TALK & 2 O3~ T OHIK TR T
HO, BEY A TIINT IO T HHEFHICHEIC BMD 8N Ew7 (£ 2—/1 273
% 3.3.51H) , BIREEMGE B OIEHEAREITIC OV T, 20070337 3ER TRl L 7= E I3 HRI1T Y
HHREY RS (FER TR, 77 BREE 2.1%26 L PRI 3.5%) . 7 7 v—T7 s L 5
B & MU OB R Z BEAERBFR O bivlz, FK/ T 7 7 2 U7 (20070337 a5k D #E{F 2 (L AL
D 43.0%% Hb D) TiX, YO 12 7 AR T 7 B REETRO SV IEMEREITENMEL (1.2%)
. BEY X TEE (1.5%) ICXDIFEREITROK IR bNRhoTz, B, K/ 77
7 AU J1T FRAXIZ X 24t 10 LI FEBLT 2 B G HLERAE B 3T & OVKBR B S35 B 3 O e
FITED -T2, T, IROVBMD T A a7 0b b3, XK/ T77 07 AU I OxRERO
BPTU A7 BTRED BIRNZ L A2 L Tz (20070337 3REREE 10.1.2 1H) , FEHEARE ST O FEL
FNEV@mhroTe (FT7BAREET27%) OOk (FK/"Z7 7 AV LS OFEMTILFE
% U A ZIRTF RN 42% (95%CI : 11,63, 4 H 10 P0.012, posthoc i) Th o722 Lhvn, BRR
BEHEBRIE LTI E Y X~ 72 L0 IEHER BTN Lz 2 VR STz,

20070337 FABR O A I EFEARIA H O MU I DWW CIEE Y 2 — L 273 85 3352 TH TS ST
5o

BHERIERME (20110174 38) OFZEFHIEE (12 7 HREARIZE T D IEHE BMD OX— 25 A
WHDOEALE) OV T I N—TfiMrE . OV T 7 — TR A OWTENE Lz : A (65 kR
. 65l b)) | Bl (75w, 75 RCA ) | Husk (R ZT U7 AU AR, JEK)
BIOBERE (HY, 72L) RKORX—=ZAT A IRFOBHEBMD T 227 (3LLF, 3#-25L0F,
2.58) , BBV AT OHHMEIL, BFLIER—RA T A VIRORHEOFR T B L T\, Fiz,
FHEIBHEB ICOWTHH LT _RTOH T/ —F T, €Y XA~7 210 mg QM X T 51375
TR &bl UC 12 4 A RER OIERE BMD % st #lc A Eicck®E: L,

BMD [Z%}9 220513, 20110174 FERD F % & 20070337 RERO L CTRIEETH H Z &b,
20070337 iR TR HALIZE ISR T 20 RITEHREFHETHH LN D L BEMIIE I b,

4342 BARABBREEE

BHERIE O PR B AR NGRS (20070337 388R) (Z361T 20 BUHEMR B Hr DI BL=RIE, 12 7 HIEA
TERETY A TEHT17% Q3761F 441 | 77 BREET3.7% Q435F 96  (FHxIY 27K
T55%) . 24 WAREROBREY AT /T ) AR TRHT 1%, 778R/T ) A TET45% (
FIxEY) 27K F 63%) Thotz (EV=2—/L273K38KLNE39) . ZoORREFEKIC, ToOMtho
FIFHIEEIZOWTH, BEY AT (2 WARR) XInEY X~7 /7 ) A~7 (24 1 K
) EERGESNTE AAAESRE O NMBEE (77 R T T BR/T ) A~ TR O HARA
B L0 b RBRITRD o7 (FV 22— 273K 40) . T DO HARANBEERE T D HHIHEE
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BT R OZE DO FHITH SN TR G REF OFEBIR DML, FRBROPERE EH 2RO/ R L —

B LT\, 20070337 ikRo> H AR NGRS Tl »E Y X~ 7 3EHE (B AE=14.9%) . KERE

AR (IR E=4.8%) ROKIREHE (GHE=4.6%) TO 127 ARFEO BMD # 7' 7R &

i L CA BN S 7= (P<0.001) . BMD O#NIE. T XTOHARAEERE RNT ) A~ TI2BIT

BD12~24 B HIZBWTHL T I8R /T A TREL R L THEFF S (B 22—/ 2733 41)
Z OFERIIEREEARERORR L —BH L T,

20110174 FREROHHEIED B AR N BHEERE (0=27) Tk, vE Y X~ 71312 7 H RO EHE
BMD %z 77 A & i L THEICHM S E72 (RFEAE=11.8% ; P<0.0001) , [FfRIZmEY X~7
1% 12 B A WSO KBEE UL E K KRB B4 D BMD %2 7° 7 &R & Hele U CHIIM S B 72238, [RTA5R
O HARNBHYEERE T 2O OFEE B OFEH A A BN EZ T 2 +o 2 i e o
EDD, FEEFEICERREIMNEA LR 5T (BEV2—)1 2735 33.721H)

4343 BAANBEBREEHCHRESEAEAKO—EMH

20070337 #ER D A AR NBERAE O & 0 BHERE T, BRIRE 4T R OFRHER BT DR BRI
TERBELHBR L CrEY A~ T (12 WAFRR) T, 7788/ 7/ A TR L TrEY
A= /T ) AT Q4 AR TERTFLEZ E2 RSN (BFV2—/273FK38, £39 K&
VFK40) , Fl2, BEY AT 2G5 S BARANEERE CIIMME, RERE AL & ORBRE 28
DOBMD N7 Z7EAREH L THEICHMLIZZ E RSl (BEVa—/1273%41) , Lizho
T, 20070337 #BR TREWO HAVIZBITITKT 580813, PARBEEHIRIED A RALETHHEOND &
HHINCEZ DD, S HIT 20110174 RERO B AN BHEGLERE 1307072 (0=27) 3. BARANF
PR N RIMEDRE R IR BE L R ORR ML T—EHEL Tz (FY=2—/12.73
% 3.3.7.21H) ,

4344 JSBMRODEHICE DI EROREEEDOEWVERIZHT 5B
414 R LI L OIS, BITofEREOE Y (g U R 7) BHRIERE TCOrE Y A7 0D
HBWMEEBETT 5720, B oAV 27 OREHEZEERTER LT L7z, 20070337 3B D /A
U A7 YBRF IR T DR BT ORBIRIL, RIVABETOREY X< TRHET0.6% (1083 f
F 760 . TTRARBET3.4% (1070 B 36 4511)  (FHxH U A7 KT 81%) . 24 WHHETORE
VAT /T ) AT THET 0.8% (1085 B 9 ) | 7T BAHET 4.7% (1072 Filh 50 61))  (FAXEHY
ZTAET 82%) Th-olo, TORREFERIZ, AV A7 HBRE T ORERE 7 & OIEHEAR B 4 D &
BRI A~T7H (12 WS ROn®Y X~7 /7 ) A~ TR (24 1 AWER) O 3%t
B (TT7ERBELOT T78R/T ) A~THE) L L TR»-72 (B =2—1273%51) , [FF
BRCNA Y 2R D5 O DENIEIIHBRELFRIRDOKI 3 530D | ThoToh, ZORERITHRE
M2k E—H LT,

20070337 FRERD A U 2 7 WERE TIE, 0F Y X~ 71% 12 7 AR OERE GEEAE=14.9%) .
KERENLES (TEHRFAE=6.9%) MOKBREEE (BFAE=6.1%) ® BMD # 7 7 AR &g L TH
SICHN & (P<0.001) . BMD O¥IINI TR TONA U R T HERENT ) A~ TITBITHD 12~
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24 W RICBNWTH T TER /T ) A TR & L CHER Sz (P<0.001)  (EY=2—/1 273
#52) . BARAD A U RZYWERE TH LT 12 7 A KO 24 1 AR OMERE, KRS AL & O
KR ZEHH O BMD BN A A AR E SRR 2R CRO DN EFRECH L Z LRSI
(BEV2—/V273%53) , L7zh-> T, 20070337 RERD /A U A7 YipaE CTREod b= BT xt
T LKL, B OMBRIEDOEOARANOHAREGELETHELND EAHICE R bILD,

435 OFEYVAYIEREHEIZEITHEDMNE

4351 BEHEFOOEV AT IOEMMN

FERBRRE 7 0 7T MORT B, vE Y A= 73T T OMBHIFEAIERALO BMD Z HI S+,
BTM OHEE N O A HALD K 5 ITH R Rt UERIZ 6T 5, ZOREER, BREL#EnsEg
Tt A7 Z2BEEIR T SE 5, 2D ORERITPAR S B HERE oMk, B HERIE S, BMD 2MEfED
PERFE . B AR AR — MEREZ AT 285RE SULFIT OB 2 A3 2 LEgiE 2 x5 & Lz
WTFIOERICEWNWTHE—H L TWD, 29 LEEUEEIIRINIEO 51T Y . BMD A5 3 7 AR
TEABICHESNIED, BITY 227 OIET 12 4 HEEICERD S i, BRIINHERIC X 5150
)0 & T bR LT,

TRXCOBRRTIXFER~Y — =0T 25— CTERN~—T—ITK T L, KFICL ST =27
Ve 77 ML TWe, BIMIZH CHlflZ R L7 b DD, BMD ORI 7280 & & OfE S
ECTEIY A7 DR TE2RT 7T —21L 12 W HEORGHIM A8 L TrE Y X~ 7 OFIMED
T5ZEEREMTTND,

0 E Y X 7 ESMRICB T 2B OV TEE Y 2 —/L 273 55 5.1.1 IH TS RETT 5.

4352 HWEAETPOOEYAXAIIDEMMNE

20070337 FABR Tl 2FERICHEE (BT Y A~TRHLOT TV REE) TF ) A~ 72K 5 L7112
LB VFERICREY A~ 7 25 LI #RE CIEAeE R i T O HEA B 3T O BT 58 B
BNT TRz 8h LB Ll LT otz QERDEREIKIInE Y X~7 /5
A TRE S, TIRR T ATRE 251)

BEY AT RGHOT ) A~ T OG5 X0 MERE, KBRS T & OKERE 2855 > BMD
OHIINE 24 WA ETHHELTZ (BEP 22— 273K 19) . [FIERIZ 20060326 ER TR E Y X~ 7 D
BHEGZIZY VUV Rr VBRI ERG- SNTBTIE, YL e U 5 mg OHEIR G220 BMD 134
RENCHERF S 4L, v Y A~ TR EZRITERINIGIREZ i 535 Z LIk 2 rE Y X~ 7 Ofk
72~ 7 v EBRFERBRTHRO bz, 2 Y A~ T7 OO BT 25 DV T
ﬁ%y1~»g7w%ﬂ2@%ﬂ%@ L, 2ok 12wﬂﬁmm%/zv7&5’i0%%%

BTV AZPMETLBMD N5 2 & C, 7/ AR I L EIY A7 DR TR5| &k & 5
%ﬂ%’)f:&)@%%#“@% HTEHERBLTND,
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4353 KREHREPOOEYAITITOAM

0E Y X~ 7 2k U CEWRINHIREIC X 2 HER 21T WG, BMD KU BTM IZXT %
0EY AT OFMEIRSETHD EEZ D, ZHUIH T U FFRE (Heikkinen et al,
2008) . 7 U T F K (Lederetal, 2009) . A%+ #F 7 (Langdahletal, 2012) NOVF J A~7
(Brown etal, 2011) OFIEIZ KV FRO HAVDHIRIEDFEE 2 & B LFEG LRWERIORE R E —F L
TV, —HT, BREICHRYVIAEND Z L THRPFHt T 2 EARZAR R — k&R TH 5
(Black et al, 2006) , SEHERIERFDOF R HH 2 €2 = —/L 2.7.3 5 5.2 HIZER T 5,

4354 BEREHEMPOOEYITIOEMDME

20060326 BT 12 W HMDO 7 I8 REBEHGHRICRE Y A~ T2 HEE (eE® Y X~7 /78R
S BRI AT RITTTER,/ TR,/ v/ A~TOIEF) Lzt A, RIOBE) X<
B 5T 2 O & [FIRR O MEHE BMD OEMNATRD Hivlz, 12 W AROT ) A~ 7854 T,
36~48 I HRElO 1 & Y A~ 7 i G SOS UCTHEME BMD 238N L7273, £ O¥INZh T2 Th
0. PIEEGERT 78R I T AT ONTNUOEETS (@Y A~7 /7 ) AT /o
VA2 T NE S TR T AT S a® Y A~ T ONEF) JEHE BMD O¥ANINERD Hitl-, 2%F
VA< 7 &G (36~48 7 A) DIEHE BMD O 7 RN 50 B2 7-#RE T b
B0 TZHY BMD OX—2F A 3B ORI e BN R A O 48 F1 A BN T3 A ¥ 5 U 7= pkid
DI BRFEN- T (F11) . BMD ORI ZAOHERS (3 5 530 1 A KRB 7 50 e OVK R 38
HTHRRO BT (20060326 BRI 10-15 K& ] 10-16)

11 OFYXAYIBEREICHEIT5iEH BMD DM
Mean Percent Increase Total Percent
in Lumbar Spine Increase in Lumbar

BMD During Months  Spine BMD from
Treatment Group 36-48 Baseline

Subjects transitioning from placebo

all romosozumab/placebo/romosozumab 13.1 15.9

romosozumab 210 mg QM/placebo/romosozumab 12.7 17.6
Subjects transitioning from denosumab

all romosozumab/denosumab/romosozumab 2.9 17.3

romosozumab 210 mg QM/denosumab/romosozumab 2.8 22.1

BMD = bone mineral density; QM = every month
Source: Modified from Table 10-10, Study 20060326 CSR

WTNOBETHrEY A~ T HEL 36~48 W H) IZKIELTHEER~Y—I—03 ML=, 77
TR DG HIRICAT L2 gBRE Tk, SIS PINP M8 I19 25— 5 CsCTXIXEF L.,
W TG 0 E Y X~ 7 ORI GE E ROl L TR b, T A~ T REHIC
B GHIEICRAT LIoiRE <k, 7/ A~ 7 &5 HIFIZ PINP KO sCTX (FBEIZH LT
2. FEGHIRTIZ PINP L OV sCTX VXN TAVBIRZ I L, 42 W H £ TIZR—A T A MHEITE
L7z, ZHUHDOHERFE TILPINP 2848 1 A (BHREHIMTE TR) £ TX—ZX 7 1 % Eal> Thkse
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LCHIM L, sCTX X 48 7 AR RIUTIERN—A T A VEAEMERF L Cedy, UIR—ZA T A fEL Y
LV EETH -T2,

T HE, 2 AAMOT T EREGIH T Y A~ 7 HEGZICED bt BTM 021k &
O'BMD O#iNE, 1FHOREY A~ TR GHR EFARE TH Tz, T/ AT HENLREY X<
TEREICU 0 B 2 RO R G o BMD BINERIZ T T R b o' Y A~ T EKR S0
BATHE L0 bR o722, 4& TR (T72b b5 TR OREH7Z2 BMD X, 7/ A
~ T HEEHROOE Y A T HE G THALNTZ BMDIEO SN T 7 v Rk 5% 0T Y X~ 7 Hih
DIEL Y b EhoT,

5. Z2MOIETM
51 AEYATITESE

AARHFHE T, v Y A= 70 8BRBKICENTrEY X7 (0=7518) XL 7R
(n=3791) %7 < &b 1 EFRG ST EEREERE K OVEHLERAE 33K BMD O PR 2%
11309 ffil, WONZ 1 HBRICENTrEY XA~ T (0=163) L7 TR (0=81) =47t b 1EEK
ﬁéntﬂﬁ%ﬁ Pk 244 B 2 G e KRR 2 BT — 2 R— A DT — Z &Rt L U TRl L 7=,
N FIZH NAHEOE N HRBRICBIT 20 Y A~ T 137 7R 2 &5 S -MH
@%ﬁéunmm\w TNZE T AH 20110174 3R OB FERAE F 1M 244 Bl DT — Z 1T - 7o L RNERE
MizRLi2bDTH D, HREENE 10314 HIONFRIZEARRSE ZotE %2 5t 5 & L7z 2505k
(20070337) (2B B BHIERIERSRE 715761, 7 L > Fax— bxtRRER T OB HEZ B 2040
(20110142 3BR) . B AR AR — MERIENOBAT LB HERIERRE 218 51 (20080289 7Ek) |
B BOMERE 353 61 (20060326 7:5R) . HARDILTITON -GBS T 2 B HEIE H A AERE
2524511 (20101291 #BR) M OFELPERBRITHHA AN T B HLERIEBLBRE 294 5] (20120156 3BR) 2375
Fhi,

A A AWEBRE (23 2 R I21E 20070337 75RO PRIR 4 B HLERE Zok: 489 f5] (m & Y X~ 7R
24551, 7T AREE 244 1) | 20101291 FRER O PR B HLERIE Lotk 252 1 (v Y X~ TRt

189 f5l, 7 Z&AREE6341) | ZF 1FH 20090378 5Bk O ELFE 72 PARR % & 24 ) (m &Y XA~ 7 #E

18 6l, 77 &AREE6651) KU20110174 5BR DB HERIERNME 27 6] (mEY X~ THE 1841, 77 &R
FEOWI) MNEENT, BEICET 2BMEREL T 2 —/L 2745 1.2 HICHET 5.

52 REMOFHE

1E Y X~ 7 OERBET R OSEEE 7 a 7 7 A v, BERIEER OB 7 7 A5, FEE
R OEERBF 7 1 77 AR COBERBERIT CITHBIN RO 7 4 — Ry 7 (fH 1) 1I2E3%,
A EEL KR OEIRRA T — ¥ OIEER IR IS O Z2 M OFHE 6 F2hi U7, IBINO A EEGHFMm
(23T, FIREZRRR Y BEE @ ICH EA S BLHIHEESE (MedDRA) FEHERIZRSL (SMQs) A/ L
72 SMQ R TE 2 WEAIX, 74 Y = 40 MedDRA MiFZiE &M L=, 30 L 7= BANfET
(ZBT 5 EMEREE Y 2 —/L 2745 L1A3 I T 5, FEMTRREARE Y 2 — /TR
T 5,
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PR B HRRE LRI BT 2 uE Y XA~ T OREMET a7 7 4 Wid, EIEIT 25 L7 EE 2
77?$ﬁ%%mmﬁ%(mmmn)&Um@4ﬁ%@?—&%uT@kﬁwﬁébtﬁéﬁ%ﬁ
SFRAE % VTR L 72,

o 12 UAMEDT T RARE PMO ZEMMITHRER : PARZ LM 205 & L8 T KO 1
FAEABR (20060326, 20101291 K TX20070337) @ 3 :RERICBWT, MEESIZEID M1 b, o®
VA7 210mg QM X7 TR E /D7 L 1 EEG SN, 12 0 AO 7 7 2R %t
B PMO 2 MEFRHT SRR CTlk, 20080289 K TX 20120156 BAIX M 70 2 A, xR T
R (N TN E AR AR — MG LT U 3T F Rt REE SO TIRER IR S 6 77 H [#]
DH) ZHNTWDEDOFA Lisvy, Lo, 2 b OIRBRIT, PMO Z2&VEMNTSREM (T
i) IZEH D,

o PMO ZEMMITHSRER : PIRMS A2 %I L U728 T SUIS THFEER (20060326,
20101291, 20120156, 20080289 }2 U*20070337) @ 55 ERDWF AN IV THEAEZIZEI D 17
i, BV X~v7 (HEROBEEIMDRW) X7 78Rzl &b 1 REG S8
Bk, PHRG Atz s L8 WAL O MO T ToER, EHEkEGT —2 0o
HEOREY AT 2EZDHILIZLY, ZOT7 =%ty MhbrEY X~ 7 O KIRENS
bivd,

HALRRIE S BFdnE Y A~T7ORENET 0T 7 A VX, LLT O G O EFITHE
w\££ﬁ77t$ﬂﬁ@ﬂumﬁ%(NMMM)@?—&m%dwfwéo
o  BMEMHBRELM : 20110174 HBRICB W TEIELIZE D 1 b, vBE Y X~7 210 mg QM

XIET T 'R E DR LS 1 EERG IR,

H AR AWEBRF AR 13 B AR AR 12 IS < RO FENT SR (B AR AR & A A 73k
BRICHESL) BB, BRAEBREOREMT a7 7 A V& B HERIE O AR Lotk K OB D2k
W7zt 7 a7 7 A L EHEETE 5 K91, 2D OfRNT I REMIZ DU C L VAT & f
0IRUEM LTz, £z, ﬂﬁ@ﬁ@ﬁwmw(n4)x7)%ﬁ%f%% N5 R BT} TVl & i I
72812, 20070337 BR DL BMEMAT R G D 5 HA U 27 HEHEIZONW TS, HEL M
BT 40 3 LS L7z,

LM D 72 D OfRHT R S EFA O EHRICET 2 BNME R A€ a2 —/L 274 55 1.1.4.2 HIZ
T %,

53 ZR&MOHER

531 2FFEEZRRVUEBHIKRONLIBEEER
TARTORBRERFHERESRE

12 5 ARIO 77 2R % R PMO Z2 M R &M (n=7384) IZHBW T, BE Y X~ T REOHER
FHD T84% K VT 7B REED 719.6%ICHEFHNRO LN, EELAEFS, RBREEEGHIEY
IXIRBROFIEICE > - HEFRW NI E A EFRORBHARIL, v Y XA~ THLET TR
HCRBETH- - (EV2—L274323) .

0T Y XA THEILT T B AR T 10%U EICRO SN AERSIL, RIREE (nt Y X~
THE13.2%, 7T BAREE 123%., LLTEIE) . BETE (12.7%. 11.8%) M OMSERE (10.3%.
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10.5%) Tholz, LT, AFFROME IR GHM CRRE ChoTe, 77 vABEL LT
BE Y A T RETHBLRN 2% U L@ T AEFLIT R0 -7 (FV 22—/ 2745 21.1.1H) ,
BB EBEHEOH D AEFRORBRIL, vt A~ T 163%, 77 BRI 13.6% Th o7,
0E Y XTI T T B RBERET 1.0%LL LICRD SRR EBEO H 5 A EHRIT, B

i (REY A THE1.9%, 7 78R 1.7%., LLTFEIE) . RS (1.5%. 1.0%) . iR

(1.2%. 0.9%) . ESHEAILIRE (1.2%. 0.9%) . TESEBAALEE (1.0%. 0.1%) K OMRIAEHZ
(1.0%., 0.9%) Thol- (FEV=2—/N274%21.1.1H)

PMO%Aﬁ%ﬁﬂﬁﬁﬂ(Fm%)f X, BEWIMICTHIE L AEELOEBRIIONT, B

WCRE T A AT SN ot (BP2— 2745 2.1.1.2H) . BEEOBERIZOWVWTD
%ﬁ%%3ﬁ . FE AT Y 2L 272 (2HT B,
BARADREEBRBESRE

12 1 A D 77 2 AR5 PMO 22 MM R O A AR NS (n=615) TiX, nEY XA~7
BED 80.2%., 77 BARHED 75.9% A FEFLNRD bz, EERAFEFS, BRI G X%
BRROPILICE > T A EFGWNIHIC B S TAFFEROFKBRIL, n VA THEE T 7 2R
TRBRETH -2 (FEVa2—/L2.74%K24) .

0 Y AT HEILT T B ARBERIET 5.0%L ISR b A ERGIL, RIFER (€Y X~
THE29.9%., 7T BAREE23.1%, LATREIE) . BFEE (94%. 6.8%) . 1HFL (6.8%. 6.5%) . #15
(6.5%. 6.2%) . EIEMEBIEIE (5.8%. 4.9%) KOHEME (5.2%. 5.9%) Thotz (F¥Va—/b
274%28) . BIL T, AEFROHEIIRGHMCRBE Ch o7, 72721, SIHIHR K O
X7 7R L L TrE Y XA T TREED 2%, E&mro7- (1SS # 14j-6.2.1)

BREBEREBEHEOH DAEFRORBERIL, 0t A~ THEK6.5%, 77 vREES59%TH -
Too BEY A THEXITT 7 B RERET 1.0%LL EICRD DN TIRBRE L BE O & 5 H EFRIL
FEMEDEV (BEY X2 TEE1.0% B3] . 77 8REE0.0%, LLFREIE) | ESEAAEE (1.0%
(3611 . 0.0%) MOVESEER (B#E1.0% 361] ) Thotz (FV2— L 2.74%
2.1.131) |
BHERHRESRE

20110174 35 (n=244) <TiE, 12 7 A& GHIMICeE Y X~ 7D 75.5%, 77 2RO
802%ICHEFLNBO b, BEELRAEFL, BRERETILICESTEAEELKROBIZE-
THEEROBBRIL, ML TrEY AT HET T ERHTRBEE CTH7- (FV2—12.74
#25)

0 Y AT HEILT T B ARBERIET 5.0%LL LSRR S A ERGL, RFELE (n€ Y X~
THE21.5%, 7T BAREE272%, LLTEIE) . HEE (74%. 4.9%) . @it (74%. 62%) . B
T (6.1%. 7.4%) . B84 (5.5%. 1.2%) . BIEIR (4.9%. 8.6%) . ALEIC X D% (4.9%.

7.4%) . HATE (1.8%. 6.2%) KOWEHE (1.8%. 6.2%) Th-olz (FVa2—/274%29) .
TYRRBEE L Tt Y A~ T RECRIEEN 2% U L@ HEFSR (FEAE) 2L FIOR
R

o WM (BmEYA~THET4%., 77 BRE4.9%, LLTFEIE)

o [EF (5.5%. 1.2%)
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o EJRMERAEIZ (4.9%. 1.2%)

o BMERNZMIERIE (3.1%. 0.0%)

o A UTNTUPRREE (3.1%. 0.0%)

o Jiik (3.1%. 0.0%)

o  EMIE (3.1%. 0.0%)

o VEFHALERE (2.5%. 0.0%) (EYa2—/L 2745 2.1.1.47H)

20110174 FRBR D H A ABERE (0=27) TiE, 12 7 AR SHMP o EFRROLREHRERT, o
B A TRHET8%. 7T BAREEI%N TH -7, AARANEIREIZHIT HHEBRAFFROFIR
FNTNORERETSH 11.1%TH Y | IBRERGEHILICE > A EFGE UL E > T FEFELRN
B LI HARAPERE 1T 2otz (B 2=/ 274525 . WENLOREGEE T2 HILL ETH
HINT-AEEGIL, RAFAK (2T Y X~ 7 38.9%, 77 BAREE222%, LLFRIIE) | )
(16.7%. 11.1%) . WHEHAZK (11.1%. 0.0%) . MEEME ESOERYE (5.6%. 22.2%) MUOVRHE%R
(0.0%. 222%) Thol=, HEHREGREOWBREL Do T- ('Y X~ T HEn=18, 77 R
n=9) Z&MnbH, ARAEREICOVWTHEFLORIURLHEGHM THET 2 2 LIZR#ETH
5, AARNPERE CIXIERIE L BEH 0 Ll S A ERFGIIRE SN o (EVa—
2745 2.1.141H)

532 %IT

TRTOFABRR R HERESRE

12 71 A D 7" 7 & ARk PMO Z2 B MEfRAT et G I 31T 2 4k 7384 15l o> 5 HIEL 1 53 44l
(0.7%) Toholz, BEY AR TEEGZZIT PR ITIHB VT, FETIE 2961 (08%) Th-o7z,
0 Y X T RED 2 FILL EICRD BNTIRICE > A EHERITIE, MoEMEFAY Qo) | OfF
2 Q4 ROMORESNARWIEL (6 Bd-otz, FEICE - il EMES AW IR bz
P 401, WP GRS SIS & > 72, 1 BRI OBEERZ A L, 1 33Em
FHBOZERE A L (2 b OWREIC OV TUTET Y 2 —/b 2.7.4 55 2.1.4.4 T CHEMICHR
T5) , 7T EREGEETIE, T 246 (0.7%) ThHotz, 2HILL BB LTI ESTF
FRERGL, DI, POOE, IMIERE (& 26) ROMORFE S RVET F) Bdo
T2o IR L BIEDH DI E ST A HFEFRIIK KRG 1HITh o7 (B Y A~ 7T HOE R
MARSE, 77 B REEDOZHRIE URIKAH] ) . 127 ABO T 7 & R% R PMO 22 2R ot R4
THE SN TR TORICE S T-FEFS % 1SS 14-6.2.9 IZ58# 7 5, FHKIE, Zh b DOIEERIC
AN BN THIRE RN ONWT FEINDER & —F LTz, FECICBET 2204
TV a—/L 2745212 HIZEHT D,

BARAADOHREEEFHRBESRE

12 71 A0 77 & ARk PMO 22 EVEfT e AR 100 B AR AR 615 61D 5 5 20070337 #ER
THEY A7 210mg QM % & Fih Shiz o 5o A A AWEHRHE T 1 FORICE - - EF R
(D S MMOFE) 2FB Lo, REGITRBRIE L B L L Hran (£E¥a—1
2748 2121H)
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BHERHRESRE

PV HRIEER OWERE 244 1D 9 B, FITE - - A EFERIT 3 HITHRE S, NiRiZeE Y
A< TRE2B] (12%) « 77 BvREELH] (1.2%) THY ., TXTRIEBROERYO 12 7 ARICHBLL
Too TRBRIEEL B H O Lol S FGT e o (B 22—V 2745 2.121) |
20110174 FERTIL, FEICE S A EFEFRMRBD bz HARAPBRE 1L o7z,

533 EELBEEER
TARTORBRERFHERESRE

12 7 AIO 77 2 AR5 R PMO Z MM R (n=7384) TliE, BEY XA~ T HEOHRE O
9.5% M T T B ARRED 8.8%ICHE LA HFRERNWME SN, nEY A THXIIT 7 B RFERART
PERE D 0.5%LL FICRD DN EELRAEFZIIME (€Y AT 0.5%. 77 R 03%)
DHTIhoT-, BRI BHL O LW SN EHERAEFRORBIEIL, 0E Y X< T7H 04%,
T REE04% Th oo, BT Y AV TRHXILT T B REERERT, 26U ERE Sh - EELRAE
HLTEMEBRE (0T Y XA~780.0%, 77 BRI 0.1%K0) OHTHo7z (TP 2—/L 274
¥ 2.13.11H)

PMO A VEMRAT X BAER (n=8226) (Z351T 2 MEBEHIMIC CTHIE L - B e A EHFLORELE
(100 N4 720) 1%, 2B Y A<TRE100 N, 77 8FREEIT N ThHoTz, vE Y A< TREXIX
7T R ARBERET, 100 AMFEY720 0.5 ALL BIZERO b EERAEFERELRIINME (nE' Y XA~ T
05 N, 7T EBRFE03N) OHLTHoTz, BRELEEDH DT X TOEERAEFZOGELIM
ICTHIE L7ZRBIR (100 NMEY720) 1%, v Y A~ TREE 7T BRBEREOWTRICB VT
0.1 ARiiliCh o7z (F¥2—/L 2745 2.1.321H).

BARAORERFHRESRE

12 1 AR O 77 £ A% PMO L MEMRIT A G O A A ANPERE (n=615) TiX, nt/ X~7
BREDO 176 (5.5%) . 77 BREED 206 (6.5%) ([ZBWT, bl Ly 1o EERGESES:
PGS, BEY A THXIT 7 AT, 20100 L TlE SN EERAERERIIA
Wi (mEY X~ 7826 [06%] . 77 2REE46 [1.3%] ) MOEBHBEEE (nty X~7
FEOHI [0.0%] . 7T BREE2H] [07%] ) ThHotz, IRBRELEEDH Y LS h - HBERAE
FROBHFIL, 2T ATH0.0%, 7 78R RE03% (1#l) ThHholz (FEV=2—/1274
%2133

BHERHRESRE

20110174 FRERA(K (n=244) TiX, R VA EFTORERERAFRELRITIE Y X~ THE21 4]
(12.9%) . 7ZEAREE106] (123%) Tholo, WTNOORGHT2HINL ETHESNT-AF
FHRIDOAEIME Ol T, EnEhet Y A~T78 26 (12%) . 77 2REE 06 (0.0%) Th
Sl WTNOELGRETYH, 1278 ETREBEEBEHO S 5 HERAEFEERIIWE SN ihoTz
(BEV2—/L274%21341H) ,

20110174 RER O B AR ABERE (n=27) TiX, R WA ETOERELRAEERIInEY A~ T7HE 24
(11.1%) (AT « N=F YV« RUA MEGFRELXOMESER) | 77 2R 16 (11.1%)
(DB R) CThoT,
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534 ZTOHOEELEEEZR
HOHMLORDTAT A =BT A EFZRVEERAEFROENZET 22—/ 2.74

# 35 (12 7 AM DT 7 2R R PMO 2Rt REM) | £ 22— 274536 (12 AR O

77 2R xR PMO Z R MEMRAT R GEE O B R AERE) K OVE Y 22—/ 2,743 37 (BHEEHERE

M) ([CHRHT D, UTOAEEL DT I —0ENEZEY 2 —/L 2745 214 THIZFEH L, 3R

LT TV —%2RKEY 22— VBN TRIRT 5,

o BEOHEABII-BTAIEEES Y, A/ Lo AFUHELRREEGEOH D EEES (KL
VU LMAE) . A7 LuAFUHELEETLEEZONDIAEFS BEE) IIEGHMIC
A7 a2 FRELHEL TV AEEFSR (BBMREEE, BHRE) | T RE 7

B —FAGURBEOG HEHSG GRBUEFSR, TRIALEUS) OB W 3B O F &
% (GEEEE [ONT] KROYEERKEEEYT [AFF] ) & L ORLT,

o JEEHESEN -0 (TNF-o) 50T 5 IEMHEBOBEREA AT 5 UTH SRV HBRFIZB W T
TNF-o L BT 2 & EX ONOAFFR (FV2—/V 2745 2.1.47 HIZFLH)

o DMEFRLUEINTEFER (TP 2—/L 274521522 HIZHH)

5.3.4.1 @BUE

o€/ 7 a—F APk, 0Ty X~T1E, 7T 7 4 7% 0 —WHELE G TmBUE KR & B
HLTWDAREERD D, AT =4 DEFHL E 2 —IZESTIE, @BEUEIn€tY X~
WICOWTHEERBFESNZY A7 EEBEZLND,

TRTOFABE R HERESRE

12 1 A D7 Z 2 A% B PMO LM et R4E  (n=7384) (ICHB W T, WBUEICBIED H 5 A
EELNO T Y A THT6.7%, 77 BREET69%ICBWTHE SN, EELRAERFRIL. £
NEN02% (WFd 20070337 ik, TREsl) KON0.1%KETH o7z (FY2—/1 274335
) o WTNDOEERECBWT 1.0%LL ERFLZHRIRBOATH-T- (BT A~ TRHE1.1%
. TTEARRE09%) o WBUEICEIED & 5RO A EERORBRIL, FNEN 0.6%K T 0.5%
Thole, HHERGOPIRICE T2, WREUEICEEOH 2 A FFRORBRIT, ThEN 03%K
U 02% Th ol MBROPILIZE > TCEBEUEICBEE O & 5 A FFROFEHRIL, WL S 0.1%AK
WCholz, IRBRIEL G 2 ALINICHRIL L BBUEICBIEO & 5 75 FEIIWBRE D 1.3% (2E
VAT KN0.9% (77 BARHE) TRIEL, KE5H#2~THTIE, £ 1.5%M T 1.0%TH
-7z,

PMO ZRMMANTRISREIZ BT DRI, L T 12 7 A O 7 7 2R xR PMO 22T 5 5
B (B 2—L 2745821421 LREETH-T-,

20070337 RER CTIL, KERAZBZDEERAFFRL TH LIBBUEDHBIE (7Y X~ 7# 74
[02%] ; 7Z7BFRBEOH] [0.0%] ) ICBWTEEY XA~ TRHEE 7 7 2R CREBNRZED B,
FEERAEFZR THILIRE (RGMWRE, ABERE, BOIREE) THLARBIWRRD bz, =
JBRIZ Je OV A wﬁ%ﬁiéntonﬁViﬁﬁTW@@&nka &R 7 T 2 REED S5
ZinoTehy, FEFI LAV OFERIC KD | MUISAHEKF- 237202 &b rE Y X~ 7 L ORIERERA
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RE ST, Day247 @ W AREROEE 1 H#) [ZrE Y A~ THICB W CIEEE R L AL
LS &Sz, nEY AT REICEET L7 77 4 7% =130 ol

WHIEIZBIE D H 5 A EFFLIL. ADA IHFI ADA OFELAMbTnE Y X~ T L 778K
HCHLCRBE ChHo7z (EVa2—/1274%K62) .

BARADREEBRBESRE

12 1 AR D 7 Z 2 AR5 PMO 22 BMEMRAT e SRR O A AR N#EERE (n=615) TiZ. WHUEIC BE
DHLIFEFRIIOE Y A~ TRHE94%, 7T VREE 24% THRE SN2, D) LEERAHERS
e Y X~ T7HO 16 (03%) (RBREEE R L Sl shie, IREFHENRREZ 2 b
T LT —PERER) THE SN (FY 22—V 2.7.43 36 KT CSR 20070337 % 12-8) , &Y
A< TREXNLT 7 B RBERERONTNNICEB N T, HARAMERE O 1.0%LL L THE S\ suE i
BEOH HEAFELEY 22—/ 274K 3ICENTDH, R BV AYTHOLEN T 7 BRHELD I
BURNE Do TORBUEICBED H 2 A HFFLRIIFKE (1.9%. 03%) . 7 LT —HRER (0.3%.
0.0%) . 7 L —EIREER (0.3%. 0.0%) . BEFE (0.3%. 0.0%) MOEAER (0.3%.
0.0%) Thol-, HEFZOBEMELER (1.6%, 2.0%) . 7 LAF—HEER (1.0%., 1.0%) K&
OEFHZ (1.0%., 2.0%) DOFEBIRIM L THREHM CRIRRE Ch 7oy, U7 T B RO 150
RErol, AFFLOFRREIE Y AT 0.6%, 77 2R 03%ThoT, RBRER G
IEIZE 5 7R BUEIZBED & 5 A HEFROBBIRITIZNZN 0.0%, 0.7% TH o7, BBROFILIZE
STHERFGZOBHARIIZNLIN 03%, 0.7%Th o7, R H% 2 B LANICHRE L 7= @8E0E 1
BlLED & 5 EHRORBRIZZNTIL 1.6%, 2.6%TH V| IR H#% 3~7 BN TIZENZE
N23%, 1.6%ThHotz (EVa—/V 2748 21421H)

EHEICBED & DI L BEDO H 5 A EFLRIT, v Y AT HTIIWE Shinolz, 7
FEARBETIRRBRIE L EEDOH 5 H5 & LT, 3E0FESR (B2, W2 K ORENEE) 234 161
(0.3%) T s4ufz (97T 20070337 #BR)

BHERHRESRE

20110174 38 (n=244) TlE, 12 7 H £ TORBPUEICBED H 2 A EFROFEBET, €/ X
Y TR O T T EARHET49% Th o7, WBUEICEED & 2 HERAFEFRITRE SNhoT
(BEVa—/N274%37) ., WINOOHRGHET2HILL LICHE SNEZFRIIWBIZOARTHY, 1
TR TEEOH (0.0%) . 7T EREE2H] 2.5%) Thotz (FV=2—/V274%40) . 21F0i#
BUEIZBIED & 5/ EFFL (7 LV PR ER L S GEESOS) (TR L Bifd 0 &)
Wrsil, ZhEneE Y XA T7HO 1§ (0.6%) THEINE (E¥2—/1 2745 2.142H)
20110174 FER O B AR ANBERE (n=27) TlE, WBUEICREEO S 5 G HFFRIInEY XA~ THE2 6
MM%>\77tfﬁ1m(n1%)fﬁiéhto%%%k% B ) L S 7z b oiE iR Do
77

5.3.4.2 GEGTER{IRIE
TRTOAREREHERESHA

12 7 A D77 A %HR PMO Z2MENT R GER (n=7384) Tld, AEFEFL OIS S
X, BB Y X~ TRES52%, T BREED 2.9% T o 1=, EHEI e COEERFERLRII )
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ofc (BEVa—/L274K35) . WTNDPOEEGH T 1%L EOFEFGIIES AR (m €/ X
~ TR 7%, 7T EAREE1.2%, LLFFEIE) & OVESEAALEE (1.4%., 0.2%) Thoiz, HEHFEAL
OGS COREEFRIIIZEALENRE TH T, BEOFZIIFHNBMEROA THoTz (REY X
< THROT T REEE 16 , RBRIEEG P IRICE > AEHER TH 5 EFEA SO FEBLR
X, FNEN0.1%K DY 0.1%AK0 T o 7o, BANIERFALSIL A FE BT 2 F TORFE O H R fE
X, BEY A7 TI10H, 7T7BARFET62.0 HTHo7z, TEGEINLSIE ORI O oy id,
nEY A7 C30HM, 77EART60HMTH-T,

PMO Z MM BEEMIC I 1T D5 5E. L T 12 7 A D7 Z 2R % PMO 22 MR X 5
R ERRETH-72 (FVa—/L27452143H) ,

BEERTH HEFTAGIE. ADA DREEICO b LT, I RBELY bty X~ 7RI
BOWTEMEEICRESNE (FV2—1274%62) ,

BAADREEERBESRE

12 7 A7 Z 2 AR B PMO £ D H AR AHEERE (n=615) TlX, AFFROEGSIALRISIT,
0E YA THE32%, 77 ERHE13% ThoTo, EELHBISNTZ DI RN-Te (E¥Va2—b
274%36) . WINDOOFEERET 1%L, EOFHFFERIL, TSI ('Y AT 13%, 7
7B REE0.0%, LAFRENE) | HEEEAAHM (1.0%, 0.0%) . FEHEAER (1.0%, 1.0%) KO
HEALZ SRR (1.0%, 0.0%) Th o7z (BEV2—/L 2745 41) o VESERAIS T~ TR
XITHEETh o Tz, 1RBRER G I TR ILICE > e A EFL TH D SRS T2 >
720 NS OGANREHT 2 £ TORMOPREIL, ey X~7HT77.0 B #iPH : 1.0~
1170 H) . 77 RBETI15.0 B (#iPH : 1.0~42.5 B) Th oz, TEFTEALES ORI o g
fllx, B EYA~7T60H, Y7EARTISHTHo- (FEV2—/V2.7452143H)
BHERHRESRE

20110174 FRERTIL, 12 W H £ TOESNINT, 2B Y A THEOHF (5.5%) . 7 7B RHE
36 3.7%) Th-oTe (FVa—/N274%K37) . WITNLOFKERET 2 HILL LITHBL L 72 iESEAL
RS GEARGE) 1%, EHHNER (Y A~ THE2.5%, 77 BAREE0.0%, LLTEE) | R
PEATBE (1.8%. 1.2%) KR OVESFHBALZ 9 FEK (0.6%, 2.5%) Tholr (EVa2—1274%£42)
TR SO T R TR TS CTH D . FE LW SN2 b DI o T2, AL S
BB LT BRE Tl RANCERDEILT 5 £ TORFMO PR, vty X~ 7O BT
290 H (#iPH : 1 ~290 H) . 77 REEDO3IHIT20H (FipH : 2~8 H) TH o7z, HEFALE
OFeHM O IEIL, mEY A~ 7B T35 H (P : 1~124 H) | 77 BRHETI120H (F
:6~15H) Tholz (F¥ 22—/ 2745 21431H) .

20110174 FER D H AR AR Tl 12 W A £ CTTBHF (12 W A~15 T A) 12, AEFS
Tob D EFEANLSOSTRE D B o7z,

5343 KA LIMGE

Y X~ 7 ORI L0 BIERIEER OCREEAIRAEDT=D D T v 7 A OFEHINOfE
BT, BB YA 7TEEIMBEI LY Y AMEDIKR T ERE L TWAZ LAURIBINS, 55T
—ZZESTIE, BT AMSEITEELRBEESNTZ) A7 EEX BN D,
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TRTOFABE R HERESRE

PARR L M2 %G & L7238 THAE B OV AR 2R Tl m € Y X~ T HEIC %wf&ﬁlﬁﬂ%
ETIL, TATIUMHEMEI LS T DEON—=ZA T A L DOEAROHFRIEICE LT (EYa—
JV2TA4F32H) , 12 0 AMO T T ARG R PMO eV SEMIC B\ T, FEFSE
FEMYE (CTCAE) Grade3 VL b (7.0 mg/dL Kiiii) DT V7 I A IEITE B LY 7 MEDIK FAED
LNT=DiX, 77 EAREELH (01%KGM) « 2B AT OFITH -T2, 77 I UHIEMED
N LOFKRIE T2 CTCAE T Grade 1 DL EOWIRE ORBFEIT, v Y XA~ T 04%, 77k
RE0.1% TH o7z, BTV AT HETIEAT VT I UMIEME VY 7 LJRFED 7.5 mg/dL A & 72
ST WBRE XN e o o, IIE S VYT MMED CTCAE Grade 2 DK T &7k L7Z BB DI HL=R 1T
BEY AT 02%, TR0 1%ARM TH Tz, vE Y A~V TRETIE, MiED VT T MMER
Grade 3 XX 4 IZIK T Lo 133O b T, 77 B AREECIRMIE v 7 AMEN Grade 4 IZIK T
Lt%%%#l%;@%ﬂto%Vﬁﬁfﬁﬁw/?Amfﬂ LD B IV R T Eﬁ@ﬁ@r
KAV T AIE 2 588 U 72 13 e o 7, 8 AR KR OV AR 77 & A % BRRER 12
B EGERE 7384 BID 5 b, HEELTHHIEA N T AMIENRD SNT-HBREIL. vV XA~v7
BECT 1A (0.1%K5) . 77 BRBETIZ ORI TH-T-, AFRIIFERE THH- T,

PMO ZZ & VEfRNT R REEMIZ 31T D5 R, L T 12 8 ARO 7 7 &R x5 PMO 28R < 5
LHAORER (£ 2— 127458 21411H) LIZERTTHoT,

20080289 FERIZISUNT, #BRE 145178 Day 48 |~ Grade 1| DI /L w7 AMUSEZFEHL L, (R O
BIEOHEFR L ICIERERAEEFL L LT DEEEEDI VY T AfiE]  GEARE - Kby
7 ASE, Day 48~57) & L CHUE &7z, 20070337 iABR i, EEDORBEERE, BAERE . KON
ESEDFIREZ AT 57 7 B ARG5S 1 IS, BAMEEEEIC X 2 ABEHITE A LD A
FER OV MBI FED B, KAV w AMEIZEE L, ZiubOFRE, 1BRIE L B L &
Wy X7,

20070337 ARABRICIE, BT T AKROEH I D O AAFE L Hice £ Y X~ 7 210 mg FE#% 5
LTcBRDIR A V> 7 MSE (T V7 X RIS 27 /L3 ™ MMl 7.5 mg/dL Kl & EF) OFBLFED
FBEHONIT D200 INT T LY T AZT 4 3], Day 1412, WEGHEEOWTILOHER
FIZBWTHMH LT MEEITRD OGN hoTz (B =2—/V 2745 3251H) |

55 14H 20110227 #BRIC IS T, REEEHERE 8 Bl )k NA T — 4 O CKD #BRE IIAT—T 5D
MEFENT 2 %4 % CKD #BRE 4 8 lloxt L, &Y X~7 210 mg WM G S, mighLs
U LMEITEHEREREE (R T —2 4D CKD I AT — 5 OMiEHENT 2345 CKD) #5E Tk
RERTF Lz, @BEICHRE SN AEFLRIL. EICAT— 5O CKD #HREIZHB T DKL
VAMIECTH T (FVa2—/V 27458 51.61H) , BB 0 AMSEITERERERETH 72, PTHD
RABEPED EBRAIHEIN &3R8 B AT,

BARADREEEHRBESRE

12 1 A D 7 Z 2 AR5 B PMO 22 B MEMRAT S RAEEH 0 A AR NBEERE TlE, 77 I URE L
TAEN T LR3I ARR TR T L (v Y A~ T7RETIE 1 0 AR CRAMEICEIE) | 2Dk,
9B HETIIRIER—RAT A AMEIZEE LT-, 77 2 UHIES L v MMEA CTCAE Grade 2 DL E
ThHolWBREIX, BTV AT OB, 7R 1H (03%) THYH, WTNOELGEICH
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—RATAUNHD2 7 L— RUEOZEGITRD b ote, THAT I VHIER LT T LAHBR—R
TAUNPHRKT 7 b— RULHET L72BRE ORBEIL, =T Y A~ 7# 03% (14 ; Grade
) . 77EREE00%THoT (FEV2—/L 2745 321H) |

12 7 AMO 7 7 2R B Tl PARBEHRIEDO AARANLHET, AEFERTHLIEI LD
AMIEFRRD e ote (BT a—/L 2743 36) .
BHERHRESRE

20110174 38R (WeBrE R H1 4 %&UB&A%%%)T T TAT X UAHIENTE VT T AMEH
1 AR THOTNUETL, 2 UAETIRER—AT A MEICEE L, B®Y A< T D
1%(#H$A)Ti A7 J—= 7 WFZ CTCAE Grade 0 TH 727 VT I UHHIED VT T ME
s okBils (Day 181) 121X Grade 312K N L7= (PA CSR 20110174 5 1272 L E Y 22— )L

274%32@)0

20110174 3R Tix, 2 VA ET (F¥V 22—/ 274K 37) XTEHHIT (120 H~150H) I
WTHOPEREICH, AEFGE LTURI LY T AMSETRD Hivienoiz,

534.4 FEEIRIE (ONJ) EHIESN-FR

BRAGEMHIER O IR, BEERESRD LTV D, BT Y X~ 7L, BRIIHTEE
(BTM 7' 1 7 7 A )V J OVE AR B B IVl R RER T T — Z IC K W R E ) &5 T =
T e T2V "NERTAD, ONJIZuEY XA~ 7 OEEREFHY 27 LEZ2 55,
TARTORBRERFHERESRE

12 1 AO 77 AR5 B PMO 22PN R (FERDVHE DX TR0 72 20101291 78R
RSN TlE. BIRRICHIE Sz ONTEFIA 2 E Y X< 7 RET 1 ENZERD b, 7T B REETIE
0B THoT (Y 2—/V274%35) . AEFNZ, ﬁﬁ%r%ﬁﬁédﬁ®x42AEkﬁﬁf
HY ., EEOIBBNEN TN, ZHIEEbRVWEROFRFEHHANEEL e, iz
20070337 RBROIEEMRT ) A~ TR EHEPICnE®Y X~T /7 ) A5 TEICBWT, murm#
I STz, AL, BHERE, BRELOEEEZET 5 oA LETHY . 1EROR
EY AR TEEGEK T LT, 77 A~ 7 1E#% 5 (Day 435) . ONJ Z%0E L7, BE LU
ﬁi@#ﬁ“@@ﬁ*%%bfwt(mmmwﬁﬁ%um3@>oHK?@K%%$%@%K$%
BHI7K #i (BLA) MER S TG, kO X TOIRBRICIW T, ONJ &HIE S V7 AE ]
iéa_3m@@\w¢n% BERILE N 20110142 B CRO LN, 205 B ANOWERE D
ONJ X, 7 V¥ Fex— MMEHEOIEEmBIRY, 22 7 H KO 28 B HREAIZEBEL L, &9 1HIXT
Ly Fax— hoIEERBIBTICT Ly Rex— hof&hd ik LIZER T, IR 2 F%ICT 7
A~ 7RG EBME L7221 ONT 3 %BL L2, 2/ 5 BISMZ ONJ &fIE SN 7o FLRITFER O H AL )
o (B a2—/L274%21491H) |

BARAORERFHRESRE

12 71 A0 77 & A% IR PMO 22 EPEfFT e AR 100 B AR AR Tid, ONJ & HIE S 7 SEf]
M%EMEﬂot(%/a—wQ74§%)omi@ioa\NWMﬂﬁ&@n%yf77ﬁ®
ARG Clx, —EERYIM®% (77 A~ 7 &LHMT) (2, ONJES] 1 FI3VHEE Shiz (&
Va—)L 2745 2.1.491H) |
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BHEARESRHE
20110174 FHBRTlE, WINOHEREIZH ., ONJ EHE SN FRITBD N hoTn (B 2—
V274337

5345 FEBRKBEER (AFF) LEIEIN-FZR

H I HER O IR, FEER KRR EEIARO LN Z ENMbNTND, BEY X~
X BRINENENE (BTM 7’1 7 7 A VR OVE AR D B 15 O AR T — Z 12 L 0 R
END) BELeTaT N7 2V NeATH-0, AFFIIn T Y A~ 7 OEBERFEER Y A7 L
Ex bbb,

TARTORBRERFHERESRE

12 7 AO 77 2 AR5 . PMO 22PN R (FEROHE BTN 72703 > 72 20101291 75k
EERSE (20101291 FBR TIIAHFHFR TH L KREEHOREZR L] ) TiL, AFF &HHIE SN TER]
NuEY A TRHETIHICRO LIV, 7 ERBETIT O THo7e (FEP2—1274FK35) . 2
D AFF X, BE Y RX~7 3.5 7 HREGHRIZRIE L Z & KOVEBRBAAETIC & Pz i Bk O
BN -T2 &b, A7 V== ZIRICE X XV D MEAETE o 70 Z OHRE CTldkedsrEF4:
THDHAREMENFE ST (B 22—V 2745 21481H) ., HATOAKGEHZEDRIIZ BLA 2MERK
ENTHD, MR OTXTOIBBRICBW T, AFF LHESHIERIZS I 7HH Y. Zhbix
fkwe D ERR L S 4172 20110142 R TRO b Tz, 7THIF 1 HlZBRENTRBERIET Lo Frx
— M R 20110142 BBROIEE R T L > M x— Mk 58I FICFE 0 Hiv, BB E TORFH
X HE RGBT 502~1360 H TH > 7,

BARAORERBFHRESRE

20070337 FER TlE, WITND B ARAYERE IZH . AFF L HIE SN HRITRD bR o7 (£
Va—/V2743K36) . E7o. 20101291 iR (FROHEMTONRoT) TiE, AHEFLTH
D RKBEE BT OBREILZ R o7,

BHERHRESRE

20110174 RER TlE, W OWERE I H. AFF S HESNEFHRIIRO N7z (Y a—

v 2.74%37) .

53.4.6 BEIE

2 Y X+ 7 T O EEF RN RIL BMD K OVERE D K CTh 523, nE Y X~ 7 #5121
BRE GRREIZRERE) OWBENY A7 B35 EEZLND, HERMREEZ M e iEL, @#
PEEAGAE K OF Van Buchem J5 O R T b 5 INZ2RE B DO ~T o BEE R ORI LT U b B A 2
S50 TlE7Zevy (Gardner et al, 2005 ; Beighton, 1988)
TRTOFABERHERESRE

12 1 A7 Z 2 A% B PMO LMt ef R4 (n=7384) Tlid, W EEICBET 55 HFHR
X, BEY A THET05%, 77 ¥RBHET08% ThHoTe, ZOWT AV —ICBITLEERAESR
BT, FNEN01%KRMBR D 01%TH -T2 (FEP 22—/ 2745 35) , WEIEOHEFS PT (3%
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SR TIRER L TH Y . EBIEETH o MR OMREES | IiehEs R O EE CE T D
FHRIIOWTHMBETIZIER U TH -7z,

PMO ZEMMATRISEIZ BT D8RI, L T 12 7 A O 7 7 2R xR PMO & ffAT % 5
EMOERLIFIEF L ThoTm (FP2—/2.74%21455H)

WHAEIZ L > T EH I &) ke L TIMREansd v, #EHm FE, L OTUEXIIHER &
DVITHRROZE R ENEGEND EBEZBND, 20070337 RBRICIT, WBRE 498 il & %15 & 9 58
RYTAZT 4 2 @Zble, N=AT7 A VREOMEORIRIT, vty A~ THEL T 7 R CRIE
EThHY ., FHMERE I OR—R T A inEOFEEC LV L 2 A, 12 7 AR R ORE)
DEED FHEAZONTREY X~ TREE 7T ERARORICAEEIRO bNAad o7 (EVa
—L 27455 4271H)

BAADREEERBESRE

12 1 A D 7 Z 2 AR5 PMO 22 BT R O A AR NBRERE (n=615) TiX., AHEFRL L
TEEREE, 2EY A THE32%, 77 ERHE2.6% CTROONTZ (FVa2—/12.74%36) . 2O
N7 TV —IZBTLEERAEFZIROONT, BRI LEED V L HE Sz b D ho
Tmo WEIEOHEFSR PT RERIL, BB TREE CTH-7- (FV2—/V 2748 2145MH) ,
BHERHRESRE

20110174 FRBRCTIL, 2 VA E T (VY a—/V 2745 37) XTBHHF 127 A~15HA) 12,
W E D FEGIIFED B o T,

5.3.4.7 ZERIEREETAE

BT O SCHRIC KAUE, A HEY Wnt 3 7 T VAR X B EIE OHERF B 2 R LT, Zofk
& DR B TE OREFICER L LIFTEINNH L Z ENEMFTOLNTND, A7 La AT
EBIEIECE IZRBLL TV DA, BIEIOREEEHERFIZ B 1T 2 FNIAHTH 5, BIMEREEED T -
BT T LVICEB W T, Scl-Ab (FTA 7 L 2 F UHUR) 13, BEEHE 210mg QM @ 7 5D &
(mg/kg #15) FCTTPHBE ICHFEZHMIEN, FOESICHEHBICITEEL LTS ehoT
(Roudier et al, 2013) (FT=2—/L 2625 343 HIZEL) |
TARTORBRERRFHERESRE

12 7 AIO 77 2 AR5 R PMO Z2 BN R M (n=7384) Tld, MWEHREHETRD LN
TAHERROEMERBEEIEX, v€ Y A~ T8 7.9%,. 77 8RB 8.7% T, MEOWERE OEIAIT
FRETH-7-, BEELAEFRII. TNTN02%K D 05%ThHo7Tz (FV 22—/ 274%£35) ,
20070337 FREROLTEAEBTIIE Y 7 A ¥ 7 ¢ Tld, AEFEFROLBMEBEHELX, nE Y X~ 7
17%. 7T REE120%ThH o7 (B 2—/L 2745 2.1461H)
BARAORERFHRESRE

12 71 A0 77 & ARk PMO “Z MM SRR O B AR ABERE (n=615) TiX, AHFEFROL
TEMEREEX, BT Y X~THE11.4%, 77 REESI% Th o7z, BEERAEELIL. ThTh
0.0% K% 0.7% Th o7z (EL=2—/12.74336) . 127 AEDO T T £ R% R PMO Z2 &Mt <t 5
HLHICEENTND, BARANEZMEZ XIS & L7258 TAH A EHPATRZERER O 20101291 38 (n=252)
Tt AEELOLREBEIEDRIRIL, 77 vREE (0.0%) SHELTrt Y X~ 7R
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(6.9%) TE<, MHABIITESLEHE L (70 mg B 1.6%, 140 mg £ 3.2%, 210 mg £f

15.9%) o L2 L. 20070337 R ERD H A ANHERE (n=489) Tix, EMEBEEDRBLRIL, nE Y
A~ THEST%., 77 EREHE6.1%THY, MEECHBRE ChoTz (Va2 —/L 2745 2146H) |
BHERHRESRE

20110174 BRI, 12 W A £ COREFFEROERIEBEEIEIL, MG T49% Tho7z, Th
SOWERE DT HANTW RN ol (B2 —/L 27452146

5348 EMEE (EMXIIHMATHES)

DI OIEBHERE S OB CTA 7 L 2AF U ORBPRESNTNDLN, BUEDE ZAH, A7 L
0 AT OFME LR - OBEE S RTDET AT, 2. RN EEAE XX van Buchem
B T ORBEBROHNNITE S TORY, BBV SUIFEM A 2 B 3 2 A FHG O
TlE, 12 0 AMO T Z &A% PMO 2 VMR R AL O PR % o MR 4R, 20110174 FRER O

B EHERIELR, KO A ARAERE T, BROICEKRO G 2FTITEES bnhole (FVa—
V2745 2.1.441H)

5349 ARBEKERICIE-HEEZR
TRTOFABE R HERESRE

12 1 A0 7 Z 2 AR B PMO Mt et R4 (n=7384) Tlid, IRBREER G P IICE-72F
ERELN, nE® Y A THOWRE D 2.9%, 7T BAREHD 2.6%ICBNTHRE SN, BEY X~
THART, BB G ILICE > T SHEOFEFERERIIMUER ('Y A~TH02%, 77 &R
BE0.1%A0, LAFFENE) | BRI (0.1%., 0.1%) KO (0.1%., 0.0%) Th-olo, IRERIK S
HH D EHEE S, DONTIRDOEGEED 02%L0L FICHBL Lz, IBBRERGHIEICE-ST-FES
R0, WESE (2 A~ T8 02%, 77 2 AREE0.1%A0, LA TFREIE) RO EHE (0.1%%
i, 02%) OHTH-T-,

PMO LM GAE (n=8226) TiX. 1RBRIEH G- ILITE - o A HEFROREE IR THIE
L7388 (100 NFEY720) 1L, B Y A<THET30AN, 77EFRHET28 AThoTe, BEY
A~ THEARIZ B THREE RIS THITE L 72881325 100 AFE2720 02 ALLEToh - 7o ARGE
X, Me—, UBR CTho7- ('Y X<~THETO02 A, 7T EREETO.1ARMb . b DM
IR LB 0 LT SN (B 2—/274521.4101H)
BARADREEEHRBESRE

12 1 AR D 7 Z 2 AR5 PMO 22 EVEMRAT e REE IO A AR N#EERE (n=615) TiE. 1GHEER G-
IEIZEST-HEEGN, 0T Y A TRED 2.6%, 77 BRHED 39% THESNTZ, mEY AT
BERARULT T R REEARR T 2 BILL_EOTRBRERE: 5 1k Eokﬁ%%%@\“%F(D%/xv
TELH [03%] . TR [1.0%] ) OATH-o7z (FEP2—12.7452.14.101H) , |
BRIE LB S D LTSN, IBBEREPILICE T AEFLRIL. Y A~ TR 201
(0.6%) . 7T ERBE4H] (13%) TRO LA, RRELBEEH Y L Si, 2o, 2610 E
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DOIEFRIER G IEIZE > T AEFEFRIT, W (Y X716 [03%] . 7724246
[0.7%] ) OIHTH-Tz,

BHERHRESRE

20110174 FER TlE, WEREREHILICE ST AEELR, v Y A THO 56 G3.1%) . 77
RO 1] (1.2%) THE SN (B 2—/274%521.4.10H)

20110174 R THEF RO T2 DI 52 f 1k U7z B AR AR 1TV o Tz,

535 DMEFREHAESNESZR

20070337 &

20070337 &R (n=7157) TiX, LA L HE SN FELLOEE A EFLOOME FLR L f
FEENTF-ELORRRT, “EEHHMToOrEY X~vT7HE T T ERBECREE L vE Y
A= 7R 05%, 77 BAREE04% [LUTFFIE] ; EERAEFS  1.2%. 1.1%) THV ., 24 THZ
TOOEY AT /T I)ASTRLE T TR/ T ) AT HTHRERE EC : n® Y A~ Tkt
0.9%. 77 EARRE0.8% [LATNFEIA] ; EELRAEFSR : 23%. 22%) Thol,

20070337 #RER D B A ABERE T, DIEIE & HE SN FROBHRIT *Etﬁﬁﬁ¢&w
24 T H £ TOEBERET1L0%RIGE CH-T-, HEREE %%@um£$ﬁk#mémt$ﬁ

Eﬁ%%*in%/xv7ﬁzmﬂm%)\77t$ﬁlm(w%)\mﬁﬂifiu%/17
T/ T ) A= TEE3H (12%) . T T EAREE 1G] (0.4%) TRDO LIV, EOFEBFETWTHORH]
LW CRBEThH- T2 (FYV2—/V274%5215221H) |
20110174 H&&

20110174 3R (n=244) Tl LMEIE L HIE S NIZFRIT, v Y XA~ TR 161 (0.6%) . 7
FEREE LG (12%) TRH O, TORBRIW G CRRE ChoTlz, BEERAEEFROL
MAEFEG L ESINTFLRIL, v EY ATHE8H] (49%) . 77 EHREE2H] (2.5%) TROHLN

7o ZOFERORIZIE, DMEREBREZET HH5E OMEE L O ERTHEOZNFE L T
DA[REMEN D D, ?§3§§?ﬁ>wu&5?)%Lf_ﬁg%%%féﬁﬁlﬂ‘iiﬁ><37L7; . 2D OFFENT OFFEFUZ IR A
ol

20110174 FRER O B AR NSRS (n=27) TlE, EERAEFGOOME FHR T MEE & HE S
NEFERIIRD LN o7 (B 2—/V 2745 215221H) ,

20110142 H&&

20110142 &R (n=4054) TiX, 2 W AMO_HEBRHIMIC, BEERQOMLERAEFFRLHESN
THEBORBRT, oY A~ THE25%, 7L Fox—  E1.9%Tholz, UTOEERAE
FE (BBER) pPHE ST, DELFER ('Y X~ T7HE 0 08%., 7 L Fux— ME : 0.3%.
LUFRNE) | MdifE =8 (0.8%. 0.3%) . DAL (0.2%. 0.4%) . FEEBEMRINGT AN (0.1%,
0.2%) . MATFEM 2 EI 2V R ERMFESR (0.0%., 0.1%A0) , —EERBIMIC, OmE L
CEHE SN ELORBIR T, BEGHECREE Th-7- (REY XA~ THE: 08%, 7L Fax
— MEE : 0.6%) .

FEMEHTHIFIC, BEEROMERAFEFR L HE SN FROBRREIRIL, n Y RX~v7 /T
v Rex—ETL%, Ty RaXx—h/ 7Ly Rax—  E68% Th V., LML L HIE S
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FHERI, BBV AT/ T VL FrRr— R METIE33%, 7L Raex—F /7L > RFex— b
Tl 3.4% THiE Sz,

% 1 FEEBR (20110142, 20070337, 20110174) (Z350) 5 EF LM E 2 A HEFES (MACE ;
Major Adverse Cardiac Events) #A I E (BB, BEEROAFEIESUIMAEFIE 2 LIME RAEH
FHLHESNTAEES) ICBIT 5 BMHTTIE 12 7 H £ TO MACE ORILE[TaE Y X~
HEOXE (7R L7 v Frx— ) BETENZN 13%, 09% Th o7z, FRBRIZEBNT
DHFRZE & HE ST FRORBLIFEIL 20070337 B CuE Y X~ TR 03%, 77 EAREE 0.2%,
20110142 AR C &Y XA~ 7R 0.8%., 7 L Fur— ME 0.2%, 20110174 iR T &Y X~ 7R
0.6%., 77 EREE0%THY, BzEh & HE SN FHRORIBLEX, 20070337 kB TrE Y X~v7
B 02%, 77 BAREE03%, 2011012 B CrE Y X~ 78 0.6%, 7 L2 R x— Mt 0.3%,
20110174 R CTrE Y X~ T HE 1.8%, 7 7RI 12% Th o2, (FV2—/L2747%
2.1.5227H) |

536 EEBREEODEETER

HEEG L PFS 73A 2 L oftR%E 5 ko 1 Qoffjo197. 200274, 20ffo418.
20f 0277, 20110227) CULsE L7z, ERMEEEOEEHRR TEBIIARL, HREOTIICE 7=
FEGNIZ2 < FEEBIG 2o T, T8 ABEOAEFEERDIT L A LT, Grade | DIESHFIALRIE T
ol (FVa2—/1 2745 2.1.11 ),

537 BREKBEICKSFEEU/NA ZILYA

TRTOFABE R HERESRE

BEL T, BRI X 2FHE (B - fid B b emd, miiromd) (X2 &, BRRIICEEZ

0E Y AT OEBIRO LN (B a—/L 2745 3TH) , Hx DIBBRICEBIT 531 X )v

YA AT ORI R OSBRI ML, DA%k, (RIE. AREL O BMD WML ERBE Tlie € Y

A= IR EE RN N2 LR anie (B 2—/v 2745 4H) . LLFOFEO%E

EEY 22— 274G 3ELOVEAHEIRL, —HOhT Y —IZONTDEREY 2 —/LITR

R

o RN=XTAUMLDOMIEI N T LOEN, WAV TLARPEZ I DH T A RO
H AT L Hce T Y X~ 7 210 mg FIRIEE S LB Lo 7 A IIE O FEBLSR O R 2 B &
DT DTeODINY T WY TAZT ¢ (5 5.3.4.3 HIZFLHE)

e iPTHKORH ALY T LY T ALT ¢

o U

o TIURVTUL

e HysLaw AT D & B2 HLHIEN

o SN (ADAs DFEH)
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o TIRARLUNT1R2HAMDOREY X~ T7 5 NEEOBBIRICRIT T RE L TG 2B
TALT 4 (5 5.3.4.6 HIZFEH)

e BMD 2SEENIH KT % e 2 FEAl 3% BMD OfET
o  EEMEBIEEY T A X T ¢ (55 5.3.4.7 THIZREEL)
o N—=RATAUNLORIENIREDE

BAADREEERBESRE

12 1 A 07" Z 1 AR5t B PMO 2P et AR O B AR NBRBRFE 123517 5 BRI ATRE R 1%

12 71 A D7 F B Rt PMO 22 &Mt 4 M 4k ié#%&ﬂ%f%otohfm
AAMEAITRD SR oTn (B2 —/L 274831, H32H)
BHERHRESRE

20110174 R TIL, T AT I HIIEA VT DMEDRRFE )Nl OX T NS iPTH OV /L
HY T AT 7 X—BOREMMPReE Y A~ T ORERBEZRICGRD LN, Y XA THTIE, Y
> OREILD BRBO OV, 12 AR THN—AT A LV EfEZ R Tz, T OMODMmIGE
(B TE B K O R AT B 121, B SR TR IR o Tz, Ao Z P A 1T
X, BGREMICBE 2 2ITR b o 72 (PACSR 20110174 25 12.7 3H)

20110174 3ER O A R AR ORERRE T 07 7 A0 (Fl : B 75 iPTH, V) I&, #Bk
FHEMBROTa 77 AN ERETHST (B 22—V 2745320, #5331, §341H) .

54 HFHLTBEEHARVRKIEIZETAIREN
541 IARNTORAREREHAZESRE

12 1 AIO 77 5% R PMO 22BN REE M 2 W 7ol (65 ATl 65 %L b 5 75 %R
lii. 75 %A B) \ZBET 2T =T TIc LD . BAEFESDEREH CRBE TH D Z LIRS
Nz (B =2—/V 274555131 , 120 RO T T 2R 5 PMO 22 PRI s 585 M & v 7=
A (A, FEAN) KTV T 7 —TiTc L0, AEFEEN AT CRETHL 2 LR
RENTe (BVa2—/V 27458 5.14H) , 127 ABO T Z 2RI PMO &Mt 54 M5 % A
W2 BMI =400 (225 kg/m? AT, 22,58 26 kg/m? LA T, XX 26 kg/m? i) 7 7 v — T &
D, HEFZLOBIRILI, BMIVT 7 7L —7MEkNa €Y A< T7/EE TR CRIEECH- -
(%9;~»QJM%M5@)O%Iﬁﬁ%(%ﬂ%ﬂ)ﬁ@%ﬁ@%S%&@X?%y4®CMD
XUFAT—2 5 DMLIRENT &2 %9 5 CKD #ERE S 8 fl e xiZ & L CTiThi, BHERER EiRE 1
Héu%yfvfmmgPD&Uﬁé@uowTﬁﬁLtoXT~v4@cmmximM W%E#
HAT—V 50 CKD #RHE TiX, v Y AT HREICLD | EEHEERE LY iEL LS T MMED
KREET L, iPTH OUMEEOAIREMN LV KED o7, ZHHDOEDIZE A CIT—iBMET
0. BBRIETETICRN—AT A MEICR -T2, 12 0 ARO 77 2R x5 PMO 2 2 VEfRHT <t 546
[ 2 AW R IC L A7 70— cld, u®' Y X~ 7ok LR o3E FoEic—8 L
I — NI BT B0t (BY 2—/V 2745 52.11H) , 20080289 iR IZEB VT, B AR
ARF— MRIED OBAT LTEERE IR 2 A FFROMEIT, ML TRIBFEERE L RRETH
o (BEVa—/L 2745 5220H) . 0E Y A~ T iBERE O R K OB 525 D RN
DWTITHAER 2 (B 2—/V 2745 55H) . & T LEE HERBOHE ORI —ZIT X
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O, AERTHEHLREmHRE (10 mgkg TG & TS mgkg kx5 £ TCOHE) £T, vEY
AT DORENET T 7 7 A MTHFRARETH D Z L BRI,

542 NAY)RY&EH

20070337 iERIS 1T . HATOMEBRMENmWEERE (A U X7 BERE) 25 414 THOFLHO &

SV ICHFE LTz, AFHSR, BEELAERS. HICE->AHEHFER, HLORBRIRESFIRcE-7
BEREZORBIRIZESL 20070337 RERD A U R 7 BERE ORI e L MR R TIE, N U R
IHTIN—TTrEIASTORENT 0T 7 4 WZEITERD b oTe (FV2—/12.74
#70) . AV T I7N—TOREEZORERIIEREEHACKRORERALLFERETHY (FEV=2—
JV2743K23) | BBV A TRET T EARBETHLRBE CTH -T2,

543 HBARAOHBREBHERESH

(65 AT, 65 kLA b s TS RN, 7S kLA ) BT AT U — T AT OFERTIE, A
ARANGERE T, T ICBE LA EFEFROEBLROMAL, nEY A7 ORENET e 7 7 410
TR L DT T 7N —T T OZITRD b otz (EVa—/L 27445 5.1.35) . BMI =4
fr (19.8 kg/m? LA, 19.8 18 22.3kg/m2 LA T, XIE 223 kgm? i) ([Z LD AEFHOY T 7 — TR
W, 12 7 A0 77 2 AR5 B PMO MMt st LA O B AR NRE 2 VW CHM L=, AF
FHOREBRIL, BMI 19.8 8 22.3 kg/m? LA F OWERE (0F Y X~ TR 88.2%., 77 B AREE 77.0%.
LLFIEINE) MO8 22.3 kg/m2 B OBEERE (81.6%. 83.2%) & Lb#i L CT. BMI 19.8 kg/m? A F O E
THROLIED» -T2 (723%, 67.7%) . BRE (BEY X~T78) KOANRE (HWE5E) X, BMIAHE
WHEBRE T X0 EHEE ISR Hive ([ BMI19.8 kgm? L F TR E Y A~ 7/ 4.5%, 77 &R
E5.1% [(LLFENE] . BMI19.8 #8 22.3 kg/m? LA R T 5.4%, 8.0%. BMI 22.3 kg/m?# T 10.7%.
6.3% ; HPNFE : BMI 19.8 kg/m? L F T 3.6%. 0.0%, BMI 19.8 #8 22.3 kg/m? LA F T 1.1%, 1.8%. BMI
223 kg/m? T 6.8%, 6.3%) . T OMOAFEFZOREIRIZIL BMIIZEE L7 A13E8D b e
Sl (BYV2—/V 2745 5151H)

544 &5

BEHEG R Z L IHHE L25E, 12 0 ARIO 7 T 2R %R PMO 22 & PEMRAT % 24 M o Lotk
BT OAEHFEFLOBIE (2T X~ THE184%, 77 BAREE79.6%., LLTFEIE) 1%
20110174 AR OHHEIED BYEIZI T DI BLE (75.5%. 80.2%) LFRRE TH-o7z, HERAEHEH
& IR G IRICE S A EER R OICE > T-AEFEZORBAR YL, KM oOnE® Y X~
BELOT 7R CRBE Ch 7o, BIThk b SHEICHES DN AEFRRITAWHEEEL (125
A DT Rxt R PMO Z VT s B E AT E Y X~ 7R 13.2%. 7 F B AREE12.3% [ THE
JIE] . 20110174 3ER OB HAERIAE D FH T 21.5%, 27.2%) Tholo, IRBREKLBEHESH V LB Sh
A ERROBBIRIL, K2R E Lz 12 7 AMO 77 'A% PMO 38R O it i 5RO gk
DI, 20110174 RO FHIREDOBEL W moolz (FP=2—L 2745 5.1.11H) |
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545 HBHAAEREEHLSHBREEALZAO—EH

AARNERE RH TOAFEFROBEEN A EFZOMEIL, #HREEARETROONZ D
DLEETH ST, BARANEREELEHAICK T 0T Y AT OREMET 2 7 7 A VL, #EBRE L
BRIZBITLTm T 7 ANV EMLT—ELTEY, BRAPEEBRELH THIZIZRD SN L2MED
MREIZ 22 Do T,

55 BOEVAYIORIBERUVBRE

20060326 RO 12 7 A m € Y A~ 7 i 5HIE 36~48 W H) 128 W\WT, KREGH LT
HEY A7 HIBBRRICBI 2 AFFROBIET, ML CRRE T, BEGHICBITLIH
EREGORIEIL, 7€YY AT T 84.3%, EFGHT.0%Tho7z (EVa—/b

2745 2.1.7H) ,

56 RELEMFAZE

20060326 FERD 24 1 HE OB (48~72 7 A) IZBWT, AEFRKOEELAEFZIT
TIRIEREIZE D (1T DI BRE OZ NI 72.5% K DN 15.7%, ' L K a UG5 E O 83.9% K&
Uhm%ukwfﬁ%éﬂkoﬁ%%%;i@ﬁﬁ%&ﬁ¢i&@%ﬁ%¢ibk%%ﬁiw@ﬂ
ST, TBERIRLBIED B HIEICE > T2 FHLIT Y L R o VERRE & EIEBEREO WIS HERD H LR m
ofc, BEY A TSR T, AFFLORBBARIZEO CTHEKRFNRERITRD bhikhoTe
(BEY2—/L 2745 2181H)

57 HMRIZEITHHEREZFERRER
AR, WTFHOSELERFEHO-OICeE Y X~ 7 %2 )5E LTV,

58 HAERW

HEY AT OREMGE, BEY A TRHRERT 2% EORBART, 2o, 2 HBOTZ
T R KR PMO e MERHT R SEMIC B W T T T v R LV b T Y X~ 7RO 75 S TR
LIEAEFRSEMET2 2L ICkoTHLMNMI L (BFV2—1274%30) , TNHOHERDIE
EANETRE~PEETHY  IBBROPILICES T, RICZOEMCTREINDI DO THD, B
TV A2 THERERO BARANLMEICB O T 2%, EORBRTHRA L -AEFROEN 2TV 2 —)L
274 F 3R T, BHBRIEOBMEEZ R E L7277 2% 20110174 368 C 12 7 H £ ClZHHE
B (W0 GHT4FILLE) ISRO NI ERRE, HREERSE KO H RAERE £
FICHOWTEY 2—/L 2.7.4 % 29 (-7,

59 EXERREUERRVTYRIVER

AR T H0E Y AT OLEEMN) AV EEHTLLE2ZERNE LT, HiEIL, o2/ X~
TOHREOLEN T =R ) T D OBE R ER AR A2 A LTV, ek
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WX, BUWEAIE®R., 2 ex—va VRG/ERESROA o7 v POREGHRE . EFRETR
PR 3CHERTE M OV EVEIC B DS CORFEIG R OUUE, #ERR K OoPTIciE D M), Ehich
Do MEDYV A7 ala=r—rare LUMIEIIRE Y AT OEER Y A7 Ti#H s
%o BIOERESZAMEESIEEN TR EERESCER SRS E EN D, ZNODERLE
SIS LV RSN SN D FT- R E SN ) A7 By 7TV idsHi & i, wEE e
D BN BT I R B AR RPRR SN D, TN L L2 EHRE I L > THRES N D,
KV FELWERMS LB EIC OV TIEEERR Y X7 EHEHEE (Y 2—/V L11) (ICF#ET
Do

6. ANFRXTq4vwbEYRVICEAT R
6.1 JAEIZTDOWLT

LR OREMZ T2 —/L 273 OF 1313 IR Lz &80 | HHIRICHE B L OVERE %
I EE, BICR T 208 %2 b2 b TIRRIEICH T 5 =— X dMc ST 67, 2k
R0, UTEI) A7 OBEWEFICL > CTEETHS, BTV AvTiE, A7 LrAF
ZPRET D2 LT Lo T, B OMRER OVERIX OS] (5 433H) EWHFICHT 5727
e 2T 2 bR L, FORE, BMD Z I o RE SHMESE (6 4 HUWIZAE) . i
J OKEREIEAERIC IV T FEA IC K A HEE B REAYGET D ($4325H) , SHICREY AT
(2 X 0 RO OB BN L, B S R OV SRS SE S A, BRI Y R 7 MK
WD, Y X T IIHBERET 28 LB HEBRIERFEE ChH Y . HEHL 12 7 A LINIZE
RMICHNEE R TERAITH D Z & RO TIIEAZOREHHORBABE LTS Z &
EEEL, FEEEIER T Y XA~ T 2B OERED S OVEHRERE ICREGET 22 LR RETH D
EFEZ D, AKRHFE T, 20070337 B TR LA ME R L EMEN, B ofEmito s
WERE (HARDHA RZ A > [Soenetal, 2013] FOFLMICESNTER) BV THELNLDL LA
HIZEZ 6N D,

62 A~"RxTJq4vb
1E Y X~ TR R EBE P IS R 2 AR O FRERIR~R 7 ¢ » ME, BE->2E 7 BMD
DG B O TN EES S HEM BT R OERIR 4T GEHEA BT R OYEGIEOHER S 2 &) DU A
7 DWW, WONCEEHEE (A 1) MENRTH D, BHRIEOREICBIT 2 2E Y A~ 7 DX
27 4w M, @O RBEENERZICT VA &N, +0RRHII0O®H 57T 2 R IRRBRE )
FHS RGO T R TEFOLWIKRT — 2 "y r— U CRENTZ, REKREE T 077 MBI
LE MRS MAHRBROT —2 13— B L TH Y, ENEEERTH 2 5IT OMEBRIED & PR
B MR Lo R OV HRIE BB kT 5 2 e TE D, T—HIiE, B EY AT DR
7 4w MIBET AU TF O E ki a AT T b,
BHURI DiEL (20070337 BHER)
o BEYVATIX, HARBEMBRIEDLMET, 77 BARELARTI12H A £ TITHBMHEAREITY 2
7 EABEICER (713%) L, B Y 227 ORI 6 7 AR TREICH LN Th o7 (XY 2
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I 46%) o 12 7 ARERCHOLITZEIT Y 27 OWAIX 24 1 A £ TR L, W& GO
PR DB RIGNEIEE (7 A~ 7)) ~BAITHD 24 51 ARETY 27 WD RIZ 715%7 - 7=,
WREE BIZT ) A TG S keI P CTid, BB 1ERICT Z ARG an
PBRE & R TrE Y A~ 7RG SN ERE CHBMERE T ORBUID o7 (T 1
REE: 250, v Y A~TRE 5P

- B OB WINEI S L OV TR R & X T, B Y X IR L KRE R AR ST
FHRT Y A7 b A m L, &5 VEDNICRRICEIT ) A7 #EBEE5 2 L2k, BEfF
DM E ERIDZAY v FeblebTEExDH (BE43.1H)

- BTHHEAREITICEA L i, s, AFE, b, JA§E/RX—A T 4 BMD T Z 22 7l NIHE
EHT. FEHERE I UM BT OB 2 AT 2R E 72 &, Rt LI —2 T 1 4
PEDOFTXTOHT 7N =780 T, WREDRIT—EB L TWe (Y 27 EDRIZ, 77
EREIVbREY AT, TR/ TIAST LY REY AT ST ) AT TREMN
~72)

o BEVAYTIX12HAETIC, WK GEGEME) B A7 ZBEEICEB (36%) L, mi#&h
BENT ) A~ TITBATH:. mﬁﬁif@%ﬁﬂﬁ®mﬁjxﬁﬁ)ﬁi%%f&oto
RAABETOREY XTI ié#%wﬂﬁ@)xaﬁw$iﬁﬁm CHETIE RS, 20
FEFIL. BRI TIEHEA TP RME LS | FRC IR EROZ Wik (kT 7 7 A
U ) CTRHUZIFHERE TR M- T7e 2 & _?/i.“éhtk%‘x %ﬂ%ﬁo BIV R BNLD &
Sz ootk (hKZ 7T AV DL OV T T N—TITBT D IEHERE IO T T
ﬁ\#%%%ﬁ%ﬁﬁﬂﬁ&ﬁﬁﬁ%ﬂbkﬁﬁﬁ<\ﬁﬁ917@¢$iﬂ%f%ok(%
H E®D PEIX0.012, posthoc) (554341H) ,

ZOMDZ A T OEY (FERIEHEMEIT, REREEAE G, FEREHBRIEMEETT) DR
R, FrHMEEEITROBRAETT e B LEmEz xR L, B A7 Ene Y A~ 7HLE R
TR T ST A TR BEE (X5 RBEL NS TR/ F ) 2~ THE) L L
TI&EMMo T,

B DONA VAT HERFED 12 WA K24 B A HETOBYRIRIL, vV A~T78H (124
) ROmEYX=7 /7 ) A~ 7/ Q40 H) OFBXER (X7 HELNT Z78R/T
A~ TRE) LWL T B L Uo7z,

AARN LRI ZR T 5 12 W A RN 24 7 A B E COBIOLFMEER ORBIHEIX, vE
A=THE (120 R) ke®YX~T /T A<THE Q4B H) OFPRBEEE L T—&
LTI o7z, L72di> T, 20070337 kR O#ERE S HRIZB O BT B ikt 2 0%
X, FRGEHREDO AARANLETHLELND EAHEMICEZ LD,

B RO DFEL (20110142 B

o FEFHMmIEHAE

- TLryFRoax— b HEMBELEELT, rEYA~T7 O 2 ARMBEG#ICT LY Rex—F
D12 1 ARG E21T o 2B CTlE, 24 7 A £ TOFBMEARE ITORBFEN 50%, AEIZIKT
L7z (B 227 =0.50, 4> Rt =048, fEHFAp<0.001, #6) .
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- ACABIDEEREITREICE S L, Ty Faxr— MHEMBEL LT, —rEY AT D
12 7 AMEERZRICT Vo Rax— h &85 LTI, B8N CORREIT (AR
KR OFEHEMR) OFBLEIN 27%. AEICIKRT L7z (WIEFE 2 p<0.001)

BMD Dk &

e BMD OfEHIL, I KOS NIHAT 7 AR5 EaE (20070337, 20101291, 20060326,
20120156 & TN 20110174) 2R T—EHL T\, 2EY X~7 210 mg QM B 512 K 0 | JEHE,
KR VTALER K OVK RS 2875 T 0 BMD 28 BEE 1IN 5 Z L AR &, %@%%im%yf
~ 75 R (20060326 ERICIHBWT I B A H) IZRDOBNT, vEY AV THEEFE T4,
WHIHISRIC AT L3RBTl BT & BMD BUIMEHER Sz, S 6amL 7z
(20070337 } TN 20060326 7k5%)

o RXN—RTAUHFOBMDT A7, 4, @%Xi%ﬁ%ﬁbf 1E Y R T IEME X OV
BRE AL O BMD & — B LTINS W7o, #UsBRINfRNT L7256 NEHER OSKBRE AL
BMD@%%@i\%ﬁ%?*gbfkm\¢~T®%ﬁfﬂ%/177iBMD%ﬁﬁ%Kﬁ

SICHIIN S5 Z LAV RENTE, 20070337 RERD BT DA U 27 WelrE (A U A7 Yl
%I ERKLOBEARANDANA Y 27 5RE) T, oY A~ 7137 78R & LT 3T
NTTI12 7 AREE O BMD 2 H EICHNESE7, 3_XTONA Y RTPRENRT ) A~ THE
BT (IR2AANPG24AET) b, BBV AT /T IARTHTIET 78R T/ A
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Effect Short Description Unit Placebo Romosozumab Uncertainties/Strength of Evidence Reference
Rapid onset of action to reduce new . Study
th 12 (p <0.001 22 (1.8 1 21 (0. . . E
fmon ® ) /N (%) 393322(1.8) 6/3321 (0.5) and multiple new/worsening vertebral fractures 5C
Reduction apparent 26/3262 (0.8) | 14/3265 (0.4) Lower fracture incidence for romo vs placebo in high
at month 6 (p = 0.056) riskf and Japanese
Persistence of effect®: Study
New vertebral fracture: month 24 n/N (%) 84/3327 (2.5) | 21/3325(0.6) Additional analyses support month 24 results 20070337 CSR
(p <0.001)
Risk reduction for other fracture Study
types: 20070337 CSR
Clinical (month 12, adjusted p = 90/3591 (2.5) | 58/3589 (1.6)
9 0.008)
< | Fracture Clinical (month 24, adjusted p = 147/3591 (4.1) | 99/3589 (2.8)
§ Risk 0.096; nominal p = 0.002)*
= Reduction Nonv:ﬁzgii(g;?zti BZ(,)ggj)usted 753591 (2.1) | 56/3589 (1.6) Nonvertebral fracture result was potentially influenced
Nonvertebral (month 24, nominal p 129/3591 (3.6) | 96/3589 (2.7) by low nonvertebral fracture rates in a high-enrolling
—0.029)° region (Central/Latin America).
. /N (%) Posthoc subgroup analysis showed positive results

Major nonvertebral (month 12,
nominal p = 0.060)
Major nonvertebral (month 24,
nominal p = 0.009)*

Hip (month 12, nominal p = 0.18)
Hip (month 24, p = 0.059)*
Major osteoporotic (month 12,
nominal p =0.012)

Major osteoporotic (month 24,
nominal p = 0.002)*

55/3591 (1.5)
101/3591 (2.8)
13/3591 (0.4)
22/3591 (0.6)
63/3591 (1.8)

110/3591 (3.1)

37/3589 (1.0)
67/3589 (1.9)
7/3589 (0.2)
11/3589 (0.3)
38/3589 (1.1)

68/3589 (1.9)

for nonvertebral fracture in rest-of-world where
placebo nonvertebral fracture rate was closer to
assumed rate for sample size calculations.

Footnotes and abbreviations are on the last page of this table.
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4% 2 BHBREABRDEZOHOOEVYATIOMER (FBE)
Effect Short Description Unit Placebo Romosozumab Uncertainties/Strength of Evidence Reference
Month 6: Month 6: Lumbar spine and
0.4 (LBS) 9.7 (LBS) Consistent results for BMD in supportive placebo- proximal femur
. . 0.4 (TH) 4.7 (TH) controlled PMO studies substudy in Study
. 0,
. 'Rapld onset Of?.CtIOH. .LS mean % -1.3 (FN) 2.3 (FN) Significant BMD gains as early as month 3 in 20070337 CSR;
Significant BMD gains at month improvement
- Study 20060326 SCE
6 and month 12 from baseline . . .
: . Month 12: Month 12: Consistent increases in BMD at month 12 regardless of
(p <0.001 at each site) (location) . ) )
0.4 (LBS) 13.1 (LBS) baseline BMD T-scores, age, and geographic region
0.3 (TH) 6.0 (TH) Significant BMD gains in high risk” and Japanese
0.3 (FN) 5.5 (FN)
"§ Persistence of effect: LS mean % Month 24: Month 24: Study
E Sienificant BMD eains at mlonth 24 improvement 5.5 (LBS) 16.6 (LBS) Consistent results for BMD in supportive placebo- 20070337 CSR;
< | g (0 < 0.001 agt cach site) from baseline 3.2 (TH) 8.5 (TH) controlled PMO studies SCE
g mpr:’Ye‘ p =9 (location) 2.3 (FN) 7.3 (FN)
= n;;;d];n BMD gains comparable to initial Mean % 13.1 (LBS) Study
| & p improvement ’ Greatest overall BMD gains seen with continued active 20060326 CSR
= treatment after 12 months of NA 5.2 (TH)
S b months 36 to treatment (romosozumab/ denosumab/romosozumab)
= retreatment’ . 5.4 (FN)
= 48 (location)
Significant BMD gains in subjects LS mean % Study
previously treated with i rovemer(; ¢ Teriparatide: | Romosozumab: 20080289 CSR
bisphosphonate against active frorr)n baseline M6: —0.8 Mé6: 2.3 -
comparator (teriparatide) (p < (total hip) M12: —0.5 M12: 2.9
0.0001 at each time point) P
0, . .
Significant BMD gains in men with .LS mean % Month 12: Month 12: . . L .
osteoporosis (p < 0.0001 at cach 1mprovem§nt 1.2 (LBS) 12.1 (LBS) Significant BMD gains at month 6 (earliest time point Study
sitc) ’ from baseline —-0.5 (TH) 2.5 (TH) evaluated) at each site 20110174 CSR
(location) —0.2 (FN) 2.2 (FN)
Page 2 of 5

Footnotes and abbreviations are on the last page of this table.
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4% 2 BHBEABRDEZOHOOEVYATIOMER (FBE)
Effect Short Description Unit Placebo® |Romosozumab® Uncertainties/Strength of Evidence Reference
Incidence of adverse events All: All:
potentially related to hypersensitivity % 245 (6.9) 242 (6.8) | 12-month placebo-controlled PMO safety analysis set:
during 12-month double-blind period n (%) Serious: Serious:
g p NP e incidence comparable between groups (placebo, 6.9%;
(Study. 2007Q337) 0(0.0) 7(0.2) romosozumab, 6.7%)
Exposure-adjusted ! ncidence of Rate per AlL All: rash only adverse event in > 1% of subjects (placebo,
adverse events potentially related to 100 patient 7.6 7.7 0.9%; romosozumab, 1.1%)
hypersensitivity (PMO safety analysis P Serious: Serious: NI, e
years similar incidence of recurrent events (placebo, 0.5%;
set) <0.1 0.2 b. 0.6% Study
Hyper- Incidence of potential InJ romOS(;zzuma ’th. ) %) b trolled PMO safet Ivsi 20070337 CSR;
sensitivity? hypersensitivity events reported sgt' apanesel~-month placebo-controfie salcty analysts SCS, Study
<2 days after any dose of IP (12- n (%) 32(0.9) 48 (1.3) R . . 20110174 CSR
month placebo-controlled PMO incidence higher in placebo group (placebo, 12.4%;
safety analysis set) romosozumab, 9.4%) . .
Incidence of potential rash was the only adverse event in > 1% of subjects and
° hypersensitivity events reported higher than placebo (placebo, 0.3%; romosozumab, 1.9%)
% >2 and < 7 days after any dose of IP n (%) 38 (1.0) 54 (1.5) Incidence qf potential hypersensitivity events in men with
S (12-month placebo-controlled PMO osteoporosis was 4.9% in each group.
& safety analysis set)
= - -
) Albumin-corrected serum calcium .
. Median % : .
after initiation of romosozumab (12- h " 00 99 No decreases grade > 3 in romosozumab group in the SCS:
month placebo-controlled PMO cm?)IIlliel '(11 ' ' 12-month placebo-controlled PMO safety analysis set; St d’
safety analysis set) grade 3 decrease in 1 man with osteoporosis 20070 ;; 7yC SR:
Subject incidence of maximum No values < 7.5 mg/dL at day 14 in > 1600 subjects Stud ’
postbaseline decrease in calcium of n (%) 5(0.1) 14 (0.4) (Study 20070337) 2011017 4yCSR'
CTCAE grade > 1 (ie, below LLN) Subject with a low calcium (grade 1) on day 48, had a Study ’
Hypo-. Subject incidence of CTCAE grade o 5ol 70 nonserious adverse event of symptomatic hypocalcemia 20080289 CSR
calcemia > 2 decrease in calcium n (%) (<0.1) 0.2) (study days 48 to 57) (Study 20080289)
Romosozumab administration in Contraindication for subjects with uncorrected
. S h; lcemi
stage 5 CKD (requiring hemodialysis) ypocaicemid o . . Study .
oses a greater risk of developing NA NA NA Recommend calcium monitoring for subjects with stage 20110227 CSR;
P hypocalcemia 4 and stage 5 CKD CDS
' Administration of calcium and vitamin D
Page 3 of 5

Footnotes and abbreviations are on the last page of this table.
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f18% 2 BHBREABRDEZOHOOEVYATIOMER (FHE)
Effect Short Description Unit Placebo® |Romosozumab*® Uncertainties/Strength of evidence Reference
Incidence of positively adjudicated o < Cases of ONJ or AFF had confounding factors;
ond ONJ (Study 20070337) n (%) 009 2(=0.1 Evaluation in ongoing studies continues
2 cases of positively adjudicated ONJ in ongoing
blinded Study 20110142 (during the open-label Study
AFE Incidence of positively adjudicated " ) 000) Lo ALN phan), occurring at month 22 and month 28, 2007033C35 CSR
AFF (Study 20070337) ° : : respectively , o
4 cases of positively adjudicated AFF in ongoing blinded
Study 20110142 (during the open-label ALN phase) with
time to onset of 502 to 1020 days after initiation of IP
No bone thickening observed in monkeys dosed for
6 months at exposures 93-fold clinical or dosed for
= Macroscopic findings of thickened 12 months at exposures 22-fold clinical
g bone were observed in rats dosed NA NA NA Clinical observations, macroscopic and microscopic CDS; Nonclinical
z L . . . .
= > 10 mg/kg for 6 months and examination of brain, spinal cord, optic nerves, and overview
§ > 3 mg/kg for up to 98 weeks sciatic nerve did not reveal any adverse consequences of
> increased bone mass in the rat lifetime pharmacology
% study.
s Adverse event preferred terms for hyperostosis were
E similar between treatment groups, as were events under
S Hyper- the high level group terms of spinal cord and nerve root
ostosis disorders, cranial nerve disorders, and hearing disorders
Incidence of adverse events in the 12-month placebo-controlled PMO safety analysis
potentially related to hyperostosis All: All: set. SCS: Stud
(based on sequelae seen in 29 (0.8) 19 (0.5) In the audiology substudy of Study 20070337, no 2007 03: 37 CgR'
sclerosteosis and van Buchem n (%) significant difference in average change in hearing was Stud ’
disease®) Serious: Serious: observed between treatment groups at month 12. 2011017 4y CSR
(12-month placebo-controlled PMO 5(0.1) 1(<0.1) In the Japanese 12-month placebo-controlled PMO safety
safety analysis set) analysis set, the incidence of adverse events potentially
related to hyperostosis was 2.6% in the placebo group and
3.2% in the romosozumab group.
No events of hyperostosis were reported through month
12 for men in Study 20110174.
Page 4 of 5
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Footnotes and abbreviations:

AFF = atypical femoral fractures; ALN = alendronate; BMD = bone mineral density; CDS = Core Data Sheet; CKD = chronic kidney disease; CSR = clinical study report; CTCAE = Common
Terminology Criteria for Adverse Events; FN = femoral neck; IP = investigational product; LLN = lower limit of normal; LBS = lumbar spine; LS = least squares; M = month; MedDRA =
Medical Dictionary for Regulatory Activities; NA = not applicable; ONJ = osteonecrosis of the jaw; PMO = postmenopausal osteoporosis; QM = once monthly; romo = romosozumab; SCE =
Summary of Clinical Efficacy; SCS = Summary of Clinical Safety; TH = total hip

The 12-month placebo-controlled studies included subjects who were randomized and received > 1 dose of romosozumab 210 mg QM (N = 3695) or placebo (N = 3689) in the phase 2 and phase
3 studies 20070337, 20060326, and 20101291. Studies 20080289 and 20120156 were not included in this pooling because they involved a different patient population or duration (alendronate
pretreatment in Study 20080289 and only 6 months duration in Study 20120156). These studies were, however, included in the PMO population.

The PMO population included subjects who were randomized and received > 1 dose of romosozumab (any dose or frequency; N = 4485) or placebo (N =3741) in 1 of the phase 2 and phase
3 studies (20070337, 20060326, 20101291, 20120156, and 20080289). For this analysis set, the 6-month data from 20120156, 12-month data from 20101291, all data from 20080289, 12-
month data from 20070337, and 24-month data from 20060326 were used to summarize selected safety endpoints. This dataset provides the maximum romosozumab exposure by including all
phase 2 and 3 studies, longer-duration treatment data, and all doses of romosozumab.

2 In Study 20070337, subjects received romosozumab or placebo in a double-blind manner for 12 months. At the month 12 visit, all subjects transitioned to open-label denosumab for an
additional 12 months. Therefore, month 24 results reflect treatment with either romosozumab/denosumab or placebo/denosumab.

b Subjects received romosozumab from baseline to month 24, placebo from month 24 to month 36, and romosozumab 210 mg QM from month 36 to month 48.
¢ Incidences pertain to the first 12 months of double-blind treatment period, unless stated otherwise.
4 Treatment-emergent adverse events potentially related to hypersensitivity were identified using a narrow search/scope in standardized MedDRA queries.

¢ Hyperostosis is considered a potential risk with administration of romosozumab because hyperostosis is a sequela of sclerosteosis (genetic absence of sclerostin) and van Buchem disease
(reduced expression of sclerostin). Negative effects of the disorder(s) include facial palsy, hearing impairment, and syndactyly. Heterozygous carriers of sclerosteosis have high BMD without
clinical sequelae (van Lierop et al, 2013; van Lierop et al, 2011, Gardner et al, 2005).

fHigh risk refers to subjects in Study 20070337 who were identified as being at high risk for fracture by meeting 1 or more of the criteria outlined in Section 4.1.4.
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