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AUC;u¢ Area under the serum drug concentration-time MR AR & CHME L 72 M o SR B e[
curve from 0 to infinity iR T A

Crnax Maximum serum drug concentration e e MLV P A i B

ELISA Enzyme-linked immunosorbent assay FERE SR o0 I E

GC-MS Gas chromatography mass spectrometry A7~ N777 4 BaRohT

RIS Sodium risedronate hydrate il N =IV4 o al SRV § (i)

tis Elimination half-life EER RS EY

Tonax Time to maximum serum concentration i e ML 7 I R ) S A

BRI L2 JFRIT A N Re BT MU U DKM TH 505, HEEITA N Fu U ROEETEL
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2.7 BRRBEE

2.7.1 £PRANFHBRRVBEEY D0

2.7.1.1  EBE=RUHE
ARIHTIE, AN FurBr ) oookfy (LI, AZK) oRHERTHOZRA, ik
K ORR Hh e B T 7 T30 ONE B ] AE W 2 B R S PE R O BLIC S T~ %, i?‘:, /1’
Ny Fa RO AR T 2 BFEORELRND, 0L S REEI~IRFHOMERIC
BREORELZI RN LD, AEROH (LK, AH) Z2&0&kE53 5B i&“i‘??’ﬁw
DIEENEY TH D LB b,

2.7.1. 1. 1 08

BRIRT — & Ny r— VI E EN 5 ENAOBIKEBR THOW O IC /AL L 2.7.1.1.1-11Z5R7,
Fo, ZhboORFOWLS 423 P22 1R Lc, ENERKRERICHWZRARANZIZ, 77
tTX A NV R e R E 2320 50 mg T 5204 50 mg 880855 5,

55 1 FEERIRFER (JP16980) K OV I AHERIREER (JP18499) TiX20&% TN50 mg #iE4 v 7=,
ZOLrE, 20 mg $E1X20 mg AEIZ VY, 50 mg $21350, 100K V150 mg BEIZ W,

202 M50 mg $E% 15ET DPARRZ IR A £ (JP16980) (ZH[EIFR NG L= & X oM+
RAACARPR B - AR T ifE (AUChy) OFHMEIZZENEN31.2K 1769 ng-h/mL TH Y (&
2.7221-1 &R) , BEEIIHELGMEZ R L2, F£72, 208050 mg $E4 1523 SR
HIFRE RS (JP18499) TR D& 5 (Fal#&5) Ltk%@ AUCjy O FHEIZZENZEN33.6 %
()\963 ng-h/mL ThV (F 27222-1 ZH) , BEEIIHELAMELZ R LT, LA T,

MRS HE e Z R 2 & D, 20 mg fmé:SO mg HETA N R VRO, T _A
VT4 IIRRETHDL EEX LN,

FIE LA & [/ — AL )7 TR R R 2 T o 7oA /N R VRS & A3100 mg D100 mg & &,
FAE RO RRER T & 2 [E PN S AR G AR R BR (JA28382) THIW7250 mg £ D AW 28 R &M 1%
SB743830/003 THsd L7z (2.7.1.2.1 /)  MESERIKEER CTdH 5 SB743830/003, MF7122,
BP16331 (MOPS) , BMI16549 (MOBILE) & UfMA17903°C % [Fl—4LJ D50 % 00 mg % H
WTW5,
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x£ 2711111 BERT—AN\VT7r—COBKRARIZES T HERANE—5
I3
IR SR S . éajjr
A EE i o RBROPNE & (mg) ikt AL -
=] i}”_j% {MAIE
=2 N
ST
- PR BERE AR ZCMELZ B 10 55 1 H 77®R, 20, | FT7ER, 20mg | ..
IP16980 AL 7 Bl PR R 50, 100301%150 | &E31X50 mg §E i
FARRL B IR L PEIC BT D RAERAR | 77 1AR, 025, TR,
MF9SS3 | WU BN 05, 1512 7 s
- JRE M HLRRE B F 1T D 77K, 20, T7ER, 20mg | __
[P18499 A i 5 11 AH B AR SR 50, 100301%150 | &EX1X50 mg &% i
SRV EHLRRE B I S 1 TR, EHE | .
i II[ E\/
Ia28382 | IR W kst £ 017 100 A, Somghe | W
R HRERE 2 G E LY e
JA19761 A | EN | & Rarigr b U oakfi (RIS) xz(;SRIslz s 7 ;J ::IS g% 5%
(SR B A OIS AR ' o
SB743830/ . PR B R Al N 2o PRI 35 1T 2 B H] 50 mg &
- S %
003 AU B | st 100 00 me st | 27
; TS 2 0.5 HEHAI, 10 mg
s ; X [ 2 B3 Z
MF7148 % 1A WA | BREEEE ISR T DKy B R EOH - 10 o =
HERERR N B BT B RS A A
MF7122 % 1AH Mok | T4 TV T4 THrRFOE 50 50 mg & 5%
e
. e N S K OV R A% T BE RN e
Sope 3 i 7;}3
MF7187 H 1 HEsh VEV 3513 5 B pH | S B 10 10 mg $E =
PHRR A R R 22 1, Eﬁfx?‘ﬁﬂzﬁw ZFIER, 50, NN
BP16331 R,
(Moésg B/ | WESh | AoVE R OB B HLRRE R 1 50—100 /H **, 753 j;,k 5%
) % UEANE 1/ TAR B R SR+ 100, 150 me %
PARRIL B HURIE B 2 x5 & Lo 77 kR,
BM1654 2.5, ,
(Mmié) WIN | WA | RO S A RSN S ?mwﬁz 25mg bk, Somg | BE
DIEL VAR ’ I
7R,
MA17903 H1Mb +H WS | BMI165493K05k 0 348 [ Ot skl 100, 150 100 mg $E, 5%
150 mg
* MY KFREEFIIPARRE B IR R O PR B HRIERE ThH o 7203, BT CHRENREETH S Z L AHP L7720

TRBRESE A5 2 URT L, PARR IR A M b RN A 5 Z & & LT,
**: 50 mg /H % 1[A]+100 mg/H % 2[H]

2.7.1.1.2
g K7 —
DOSMEICOWTU FIZE#E T 5,

SHTE

B R =G E N5 ERNA ORI W - iE T LR A N Ra g
HIEMEIZT T b lERERE & L TR /R L7-, Roche

Diagnostics f1: (IH Boehringer Mannheim 1) "CTHESZ AL IMIEF L ORI A N> R a U FRiREE

HIE

RFERL) .

TOWTIIARTES A OGS H FE I

(1) MiFHA N> Ko o FREERHE

MF9853, MF7122, MF7187& (" MF7148(Z

Diagnostics 1 CHEN. S 41, [AAETHIE 21T 72,

D%, MiEFA Ny Fu U ERIEEIE MDS Pharma Services fLICRE i, [FfET
BT LMIETA N N SRR
DOHRNE ZIT > T2, AREEOJFELE Roche Diagnostics £ECHENL L7-llEIE ERIETH Y, A b

JP16980, JP18499, SB743830/003% U BP16331 (MOPS)

WS LR LTS RIS KR T

(BERHE S 5.3.1.4-1)
BIFAHMETA N Ko iR EEIL Roche
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VN7 BV UERE T L — M EA T UERBIUA R S S, EARARA— OV AF
UH— VIR A I & U7z ELISA ¥ Th 5, EEHPHIZ50~800 pg/mL Th 7=, HIE
N OVAE B ERME, BEEN-5.2~21%, FEEN20%LL T Th -7,

Q) JRHA N R m R E
(ERES 5.3.1.4-2)

MF9853, MF7122, MF7187, MF7148}% " BP16331 (MOPS) (28I DJRH A /N2 Fua i
T BEJ E %13 Roche Diagnostics £ CHEN.L 241, [A]#1: XX MDS Pharma Services f1: CHIE 21T >
776

FO#%, RIA N Ko eI EEIL AAT Deutschland GmbH & Co. KG #HIZBE i,
[A£ET JP16980 % UF JP18499ikBRIZ I 1T DR A N R UEIREEDRIE 21T > 7o, ARRIEE
DJFHE L Roche Diagnostics 1 CHENL LICHIEIE L FBETH D, & MRFBHIWNEEEYE 2 3N
L CHIMWEE L 7=, GC-MS ZHW THliERT 2 HETH D, & REHIPHIZ2.5~2000 ng/mL T
boTe, PENKONERFEMIIONTILOEEDN £ 15%LHN, HEN15%LL T THh o7,

2.7.1.2 EALXOHBREROEN

2.7.1.2.1 HAMEYENRFMEER (B ER, SB743830/003)
(ERES 5.3.1.2-1)

76451 D PR 1% R HE R A 2oV 2 51521250 mg $E & 100 mg §E D SUFI AW F ) R S5 BR 2 7 1
A —R—YEICTCEE Lz, EHMORRIT2EM E L, migiIEE 1928/ % F THILL 7=,
Z OO MIE T AREACRIEERE 2K 2.7.1.2.1-112, EYEHE T XA —X OIS HEE
B EI0%EHHX 2R 2.7.1.2.1- 11T R LT,

AUCint B T8 Crax D FHIE G5 1 B S IIE D L D0%EE X 1T, F&ErEDHEUETH 50.807° 5
125DFPHANICH >7=Z LD, 100 mg 88 (158) £50 mg & (288) DEWFMNRSEEN R S
iz,

2.7.1.2.1-1 MEFEPREILAREHS (FHOE)
Regimen A : 50 mg &t (288) B, Regimen B: 100 mg fg (1%8) B

100

—&— Regimen A
O+ Regimen B

Serum Ibandronate Concentration (ng/mL)

0 20 40 60 80 100 120 140 160 180 200
Time (h)
(5.3.1.2-1 Figure 2 % f5-44)
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= 2.7.1.2.1-1 FEYENE/NTA—F DHERXITED RSHETEE & 90%E 58 X H
RTRA—H i SHEEAE 90% 15 HHX[H
AUCnf B: A 0.94 0.87, 1.01
Conax' B: A 0.95 0.86, 1.06
AUC},s B: A 0.95 0.87, 1.03
Tonax B-A 0.00 -0.01, 0.12
t1, B: A 0.95 0.88, 1.02
1: Regimen A (50 mg §&, 28&) & RegimenB (100 mg &2, 188) OFRIEHEAHGM MO TR LT,
2: Regimen A (50 mg $&, 28£) & RegimenB (100 mg &, 188) OHFRIEDZETR LT,

(5.3.1.2-1 Table 5 Z &%)

2.7.1.2.2 BEBABEIZETIHEMENAFTTRLSEYTAIZHTEIEED
FEFRE LI-ENE [ HERREER (GBS EaER MF7122)
(EEHEE S 5.3.1.1-1)

fatFE Rk N B 2001 & %f 52 & L CAAKIS0 mg & 1AM T Tt 05 A~ 5 E OS5 C5E K
TR O BEE U0 Mg P RE(LIROIEYBIRE R T A —F 2K 2.7.1.22-11T-7, ARBRIZ,
W OB ELR RO AR O E L, #5 A TIHEGH3NRGER, &5 B TIX
B GRoEfMeR, #5 C Tl % IRRER, &5 D CIIRBELICESE, &5 E TlIR
BRIt G L L, TNHOHE A~ E DS a A4 —"—FHF 1L LT,

B G4 RERE 28 ~3FE ] O TlE, AUCh IXEIERREDOMEZR L, Chny bFRIERETH-
oo T2, BEIEG & B L TREZEREG D AUCjH LN Chax (ALK TFRRO HiLiz, K
FNISMMA A LA EZTRRT D 2 ENH LD T, BEZEETIE, BFICEENLIEA T
W2 KO ARBIOWIL DS T Bz wREMEDN S 2 BTz,

PLEXY, EREORIIOMEBRNIAFEZRAL, 7o, RAKOTITIREZRIT S Z LI
Ko TARBNOFE WIS T 2 BRFEOHBELZFERETE HZ LRI,

*® 2.7.1.2.2-1 BERABHIZHEITABAIXIIBRZICEORS LEEZDOMBREXRTILIADEE
MIENEE/INS A —4
(Ml + BEEE. N=17~20) (WF7122)
ENRS A
5 BhA #5- B : BhC: _ .
BTATE N minansi | Bl | 5105 &;ﬁ‘?&' é);;;%
e oy W o
AUC;¢ 30.86 £ 12.67 2778 +£11.33 25.87 +18.83 3.55+4.35 773 +£691
(ng-h/mL) (19) (20) (19) (17) (19)
Cnax 11.1+5.6 10.0+£4.0 13.3+9.6 098 +£1.08 215+147
(ng/mL) (19) (20) (19) (18) (20)
tn 21+12 1714 14+06 4.144.8 73+7.6
(h) (19) 20) (19) (17) (19)

(5.3.1.1-1 Table 127~Table 131 % %)
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2.1.1.3 2HRBRZAL TORRDLLE & BF

2.7.1.3.1 SB743830/003IZfH 9 5 &L

A O [E N TR G AR AR (JA28382) T L7250 mg #E1%, SB743830/003 Cfifi ] L7250
mg $EEF UL ORAITH Y, HEERAIOD100 mg $81%, SB743830/003 Tffi [ L 72100 mg &
ERI UG ORIFITH S, Z D SBT43830/00312FV T50 mg & (288) &100 mg £& (158) 1%
EWFERNCIRIECTHDH I E 2R L TND, LIz -> 7T, JA28382 TH /250 mg & (288) &
HEERA D100 mg 52 (188) HAEMTFHICFRIETH D,

AN R CERITAERNTRE ST, BRI ISCRERIEIERIC X D IRTPHRIECH D Z
EMD, RIEZORELZZ T 5 REENMENZ L1220 TS, BEIARROARIEEF A O AR 7
BREICEHEA A CTH D, iz, REOFRNE 512 X 2 BN O EERER T/ O i 7 ik h
T —H EHWT, RHEMESKYBIREMAT 2 3456 L= /58, HANE A ADRKEOE W TSRy EhhE
AT, e (HID UTRERR) |, RE, MR LT F=0 7 U7 T 0 AR ELTE
BT 52 LIRENTVEY, ZHSDA Ny Fu U BEOEK A B = X 2 OEHERTEEY)
BREMANTRE RS, AN Rue UBORYBHEBICREZITREO LT, WA TE-LE
SB743830/003 % | AIHE & & % 7=,

2.1.1.4  &EXH

1) Pillai G, Gieschke R, Goggin T, Barrett J, Worth E, Steimer JL. Population pharmacokinetics of
ibandronate in Caucasian and Japanese healthy males and postmenopausal females. Int J Clin
Pharmacol Ther. 2006 Dec;44(12):655-67.



R e 2.7.2 FRIRSEHEEER Page 1
R E/\§E100mg
(4> FAVEEF M) LK)
[ B HHRREE]

EE (B2 — L 2)
CTD O (Y~ 1V —)

7 b PR A
2.7.2 BEARIEBEE R

AR A AL



R B GE 2.7.2 BEIRSKEEEER Page 2
W AE—
i i 4
ANOVA Analysis of variance ST
AUCy¢ Area under the concentration-time curve from 0 MR KRR F CHME L 72 M I8 P B - B ] Bl R
to infinity TR
AUC, Area under the concentration-time curve from 0 | i &8I E IRf 5 S T oD ML HH R L - R b S i
to the last measurable concentration 55
Csmin Serum drug concentration after 5 minutes e 5:5531% O i H Y IRIE
CL Creatinine clearance IVTF= )T TR
CL, Renal clearance BoVT TR
CLy Total clearance EHI VT TR
Conax Maximum serum drug concentration T e L3 SR e
CTX Type I collagen cross-linked C-telopeptide [WMa =7 3G C-Tr_X7F I
CYP Cytochrome P450 F k7 v — L P450
QTc QT interval corrected by heart rate DHBECCHIIE L7 QT Rlka
R0200-5450 | R0200-5450 AN Rufg) B T LRI DORIEE S
tin Elimination half-life 1 IR 0
Tinax Time to maximum serum concentration S LT PR R B R R

BRARRBRICAE A L2 REITA N Fr @ N v LK Th 50, BERITA N Fr U BOEETRE

L7,
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2.7.2 FEREREIEER

2.1.2.1  BERRUHE

A Ruy BT B Y v aRkTY (B, AR 1200 T, ZhE TICHEM L7t MR
BHa Tz in vitro FRER K OBRIRFBRA B LL ISR A N2 B m B O B RSB R 5
TS (RIERANOEGRH R HE R .

bt MIEFTOA N Re UEBEOEAMEERIZN0% TH - 7= (invitro)

ERFI e =2 TANY Ra B3 R S neiro 7z (invitro)

t hFI 70 Yy —AhTA N Fa U2l CYP B2# (CYPIA2, 2A6, 2C9, 2C19, 2D6,

2E1KTN3A4) ZRHE Lo 72 (invitro)

o HANHRE B LI AREREFF0.25, 0.5, 13132 mg % 1358 HIME C2EIKER— T A%
HlizbtsomEFhog@ZEal T HEERTFEZ R L, REEKRO R FHEMFEIT47.0~64.6%T
bHo7- (MF9853 : EhIHEE53.4.1-1) .

o JLT7F=27UT T2 A (CLy) 7330 mL/min A S 1Z40~70 mL/min O FFE A B 5 B,
CL 7390 mL/min % #8 % 2 #ME NS AREKEH /0.5 mg ZHEIR—F ARG L L X
DR VT 72 A (Cly) KOEZ YT Z72Z (CL) 1%, CLy DK TFICEVERMEE R L
7= (MF7148 : &F¥}#553.3.3-1) .

o RHEMBEMBIREMNT CTA N N U BEOIMEREIC KX in, R, MBI, FiE (fEE &
WEHD) , CLy MOREZE (AEARAKOPEAN) OFELRGF Lz, WiE, (K&, MHERIEY
CL NEMENRRICHET 5 Z LAURENTZN, WEN L EERAICERD B 5 BT ) -
77

o JEEEPREAER, ERARRBR N OHIREBRES, A Fo VBT OERICREL RIFS VW

ERIREINTZ,

A, 12722 fHx ORBRAEREOER ] ICBWTIE, ERNAORBRKRRER CHBER A, %
B Lot K OVE HLRRAE B IS ARSI DA (DABE, AA) N hG LIBEoRmERE: & b
2, PRI S OEE T H A RPHHE CTX O RN E %10 AMICE- T+ 52 %
WD, MAT, RAORFGEREIT, BN pH ERORELZ TN EEik5,

[2.7.2.3 2RERAZ1E L COMEO L &MY 128V TIE, AAI100 mg & BEAGE O ARFKE
SRl O TR B (RIS F CHME U 7= i o B - e AR Tl © AUCyy) 23VEEELL T
HZ L, ROEEKHREICBIT 2REERIZENITHEEUL TWD Z x5,

UL EDEREIRABLEN D, AFORE - AEE L TIAAN00 mg 214 A 1O & 55
HZEREYITHD EEZ BN,

2.71.2.2 ELOHBREROEN

2.7.2.2.1 FARREBERAREIZEITSH5E I HHERKRAER (JP16980)
(EFHE S 5.3.3.1-1)
(1) FEMpEhhE
PARR 14 (R B Al N Pk 2 BRI ARHI20, 50, 10013150 mg (&RE N=8) ZHEREOEE L7
B IMIE P RN EH S 2 X 2.7.2.2.1-1, MIETREKDOIEYETE T XA — X & F
2.7.2.21-1, RPRZILEBFRIREROHER 2 2.7.2.2.1-21275R7 T,
e I3 P R FE B ERER] (Ta) 1X1.0~1205[ CEXE, LATRER) THY, WIRITESS
M T o7, AUCit MY Chax 1320~100 mg FE CTIIHEBIR M Z R L, 150 mg #TlE
100 mg #EE TO M ELLHFIEZ B 2 D8N E R LT,
B 514 T2 £ T D JR R AL R HEIER130.542~1.08% TH > 7=, Z DT0~80%L0~ 85
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(PR S L, G RSIER] £ TORT~DOREMEDOPMIIESL N TH > T2, £ DK, JRPAK
ZAUIR BRFEPRIER RSN U, IR GR 7205 £ TITHEHIIRIEE T L7,

2.7.2.2.1-1 FARBREBERAZHEICE T ERZOKRERZOMBERPREILIKEEDHRS
(F5fE, N =8) (JP16980)
o
o
8-
T © —— 20mg
A  —— 50mg
o ¢ ——— 100mg
. S- v — 150mg
-
£
(@)]
£
W 2 \V
o %
RN S A,
~ R A v
K 7 S A 5 '
iy S A v & v
Hr S A N4 S
e Q) L= /\
g _ © - = )Y
o 7 o
N
o
o |
o
T I I \
12 24 36 48
B¥fE (h)
(5.3.3.1-1 X2 %)
% 2.7.2.2.1-1 FARZRBRERALZEICE THAEREOKRSEZOMBFRREILAD
EMBIRE/INS A —4A
(E¥E = 1Z#R/RE, N =8) (JP16980)
55 AUC;y¢ Crnax Tnax ti
(mg) (ng-h/mL) (ng/mL) (h) (h)
20 31.2+13.3 9.02 +3.88 0.980 + 0.457 144+ 7.50
50 76.9+31.2 243+9.93 1.00 £ 0.472 20.4 + 4.98
100 168 + 76.5 472+274 1.19 £ 0.869 21.5+7.66
150 329 + 156 86.0 £ 46.1 1.19+0.572 23.0+6.68

(5.3.3.1-1 £ 7 &)
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2.7.2.2.1-2 FARERBERAREICETHEREORSEORPREARED MR
DR (FHfiE, N =8) (JP16980)

Rt BRRAHSREREAHESS (Mean) / (PP Population)

2.0000

1.5000

1,0000

SRR BRI ( 96)

0,5000

\ \ \ \
0 2 48 12

Time(h)

o—o—o¢ MG A== 50MG 8-5-8 100MG o—o—o |5(MG

Program: ¥SBC2002¥STAT¥Program¥F_Accum.sas / output: FAe
D;te:ZEJUNZU[M 17:28
1/1

(5.3.3.1-1 4 F)

(2) FIFHIRIG

PR IR BERE AR A P 2 KR T 'R, AHKI20, 50, 1003X1%150 mg (F#E N=8) % Hilalf%
A& 5 L72BROJRHFHHIE CTX OZALFEOHER X 2.7.2.2.1-3127R 7,

JRPHIE CTX I EAAIBHZ B W CHEERFRICHED Lz, 20 mg BECIZ 7 7B RREEE R L,
DTN LR BRI o728, 50~150 mg #ETIXA LR NED bz, JRH
FIIE CTX 1 ZEHEZ G L, &E530% (72FE#%) ICRIRELEZ R L, Z0ZEHEIT
100 mg B L 150 mg BHECRIRRE CTh oo, TORMRAITHE L2, RARIZB W TIEHR 528H
BRIZBWTYH, 77 BARBELY QIREEZFH L T\,

U bED X912, KANIHEREEOTRIIHRZIREZ R L, TORITEG280% b i L
T\,
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2.7.2.2.1-3 FARERBERAXEICETHEREOREEZDRKFBMHE CTX D

REAMEN > DELRDH#ERE (FRE, N =8) (JP16980)

IR ¢ E(RORHIHREDHESE / (PP population)
BeTHE = #IECT: (IR)

30.0 1

w00 -
\ - -
\ - o
\\ / ///
\
>
-00.01
T T T T T T T T T T T
0 24 12 168 336
Time (h)
©—e—o PLACERO A A A 20MG 808 50MG Lan ok 4 100MG < —0— 150MG

Program: ¥SBC2002¥STAT¥Program¥PDmedianl_graph.sas / output:PD3.cem
D}te:laNOV?.UOS 13:09
3/18

(5.3.3.1-1 12 F48)

2.1.2.2.2 RERUEBHEZBEZREICEITL5E IHERKHER (JP18499)

(&EE S 5.3.5.1-1)

(1) FwEhns

JRFEMEE HLRRE FB A & KPR ARHN20, 50, 1008 M50 mg (42134451 C SR Eh REZT-Afi kf 52451
IEBBE N=6D424%1) %10 ARG C4RIRER &5 Lz 1E B & O4dE B #5654 o g 5
REMCIRIREHERS 2 X 2.7.2.2.2-1, MIEFPRECAROIEMENE T XA —H %K 2.7.222-1, R

AR LR BEEYRIER OHERS 2 X 2.7.2.2.2-212~7 7,

I35 ARG L BRI B U, #5300 % XUX TRFRI 2 30 m S e i fif 2 2
L7=tk, #5120FR% IR A EOS%AMICE T T Lz, 1A &40 & 5% CREEOHE
Ba R LT2, AUChn AUCLg X T Che 1320~100 mg BE CIXAERBIA28M%Z R L, 150 mg

RETIX100 mg B F TOMEHLAIMEZ B X 5PN Z R~ LTz,

B 5. 1% 48 £ TO R P ARZALARYE 2130.407~1.08% Tdh > 7=, ZFDKI80%ILE 5:1%0~6
RERICHEME S, BEGZONEM & CORP~ORENMEDOPEIITHSC N TH -T2, ZD%, R

R BREHEI SR TR0 TN L, G481 M £ TITHRITIZIEE T LT,
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2.7.2.2.2-1 EHRMHEBHBREEFICSOVTIHAAMBRTIRREROKRELI-LZEZD
IEEERUARIBHSZOMEPRELEKREDHRS
(E#fE, N =6) (JP18499)
o
o
S —
°© T 20mg:#EkE
A& T 50mg:#EERE
o ° T 100mg:#IEE%S
S V. — 150mg:¥EIxkE
2 ® ——- 20mg4EIBEES
= A ——- 50mg4EIB#HE
£ ¢ ——- 100mg4REIEB#S
w9 Y ——- 150mg4RIEB#S
a1
¥
a0\ N Y=
B
K
H
I ——
g _ S —
o-_
o _
o
[ T | | \
0 12 24 36 48
B¥fE (h)
(5.3.5.1-1 ¥ 12.2-1 KOV X 12.2-2 &%)
+ 2.7.2.2.2-1 FEHREEHAZREREICSVTCTIHAAMRTIEREROKRSLI-ZEED
1EEBRVARI B 5O MEPREILIRKDENENRE/ AT A —4
(FE = ZERFE N =6) (JP18499)
= e MEEELS
a‘%f;ﬁ AUCinf Cmax Tmax tl/2 AUCinf Cmax Tmax t1/2
g (ng*h/mL) (ng/mL) (h) (h) (ng-h/mL) (ng/mL) (h) (h)
20 33.6+£159 | 129+£5.60 | 0.750+0.274 | 9.59+7.34 | 50.2+39.5 | 16.6£11.5 | 0.917+0.204 | 21.3+£2.34
50 96.3£60.8 | 36.5+33.9 | 0.837+£0.261 | 16.0+3.86 | 99.6+41.5 | 31.2+129 | 0.750+0.274 | 19.6 +7.38
100 288+£126 | 96.0+52.1 | 0.917+0.204 | 159+3.38 | 227+70.7 111+£96.3 | 0.750+0.274 | 16.1 £5.03
150 764 + 486 272 +201 0.917+0.204 | 17.0+4.00 754 + 415 254 £ 172 1.08 +0.492 18.9+3.15

(5.3.5.1-1 & 123-1~%

12.3-8 &%)
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2.71.2.2.2-2 REEEEHERERECSVTIHABRTIRRERZORSLI-EED
IEERERDORPRECAZRRHFHEDHR
(EfE = F#ER/E, N=6) (IP18499)

o _
N L 20
mg
T A e 50 mg T
= * - 100 mg
T v - 150 mg

1.5

Total urinary Ro200-5450 Exc. (%)
1.0

0.5

0.0
L

Time (h)

(5.3.5.1-1 12.4-1 F48)

() FIFHIE

SR HLRE B 2 xR 7 'R, AHF20, 50, 1003213150 mg (%KFE N=26, 27, 25,
2530%24) Z1H AR C4REIKERDELS LZBEORFHIE CTX OELEOHE % X
2.7.2.2.2-312R77,

PRHAHIE CTX IEAFIBZ B W THEKFICHEAD Lz, 20 mg BECIXT 7R R L,
O PR LR b o720, 50~150 mg BETITHRG-8H BIZH 50372 B 2380 5
Nice JRHMHIE CTX 1ZHEGEEZEP LD L, BHEIHRZRICRMEZ R Lic, ZO®%RLITEL
7273, 50~150 mg BECIIFE G-I A BIZBWTH, TOPRMIIT T EREEL D IKMHE 2 R
L Cui=,

D XDz, FANIHEAREEDO B RISz R 2R L, 50~150 mg #ETEZDORRITIA
A#%bFHE L T,
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2.7.2.2.2-3 BEEMBHBEREICSVTIHARBRTARIREZOZESELEZEZD
FREPFHIE CTX D SAMEMN 5 DEILEDHTR
(o, mofcEaE, N = 24~27, Per protocol set) (JP18499)

ST WERBIRERILE(W) OPRE L BAUTHEDOKBE / (PPS Poprlition)

(%) PR FEIECTX
20 -
.
-20 3
1) -
-60
80
100
-120
1 1 I ] T 1 I
2 et — ~> [y vy -
| [==] = = =3 = =
™~ o P - - ] S po - - ] po - - ] P - - ]
~ [sun] oo o -+ [mms]
= oo
¢ = =
N o AmEE A oo
—=—o— PLACEBO N = 26 26 26 25 26 26 25
—da== 20MG/IM N = 27 21 25 21 26 25 21
-m..m G0MG/IM N = 25 24 2 25 95 25 21
A= A= 10IMG/IM N = 25 25 25 25 25 25 11
re e 5IMG/ZIMN = 24 93 2l 2l ol 23 21

BERFELT LS e BEM 7 - —KBLTERERFETHEL fc , REMML THM=LLAmeRAL , MEL /i,

Progran . $2200/cdp10133/j»18419/e2e0016.52s / Qutput . egeg0086. ) dps.sasTheat
Date : 06APRIQ0S 14:01 Page 1 o 1

(5.3.5.1-1 11.4.1.1-2 7548)

2.7.2.2.3 FREBERAZYE, FAREZERLOZERUVEAREZEHEEEREICS
(+5:85\ % 1 /1+EERKAER (BP16331, MOPS)
(ERES 5.3.4.2-1)

(1) HEpshhe

PRt B Rk N 2o, PARRAL B i) £ S OV % /B HLERIE FR 3 2 eF B2 AR50, 50/100,
100X 1%150 mg (&HE N=18, 18, 36X1F36) %14 HIHIE CIRILER D& G Lol H
4% O MG R REREHEB 2 X 2.7.2.23-1, MIETREEOEYEHE T A —H 2 FK
2.7.2.23-1, RPRZEAERRIEYEMSROHER 2 X 2.7.2.2.3-212777F, 50/100 mg # (50—100 mg
B TIXIEIEIZ50 mg, 2K O3[EHIZ100 mg & Z N2kt n#&E LT,

ME FARZICRER T HEEFIC BA L, 85305~ 2R B ICESITR & EIZE LT
%, BEHI12EFRIZICITREEDS%ARNMIZ E T T L7, AUCijh 2 O Chay 1£50~100 mg #£ClX
FIEFHEIDS UM E-RL, 150mg ClIEIHAELEZB X DM ER LT,

B 5% 965 £ TO IR R ARZLIRPEI 2 130.257~0.383% £ TN ThHh o 7=, TDOKREIE
B G150~ 6o PR Sz, D, IRP AR REYRIRITECTHm L,
BG4 96E ] F CIlITHRITIFIFEE T Lz,
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2.1.2.2.3-1

Serum Ibandronate Concentration (ng/mL)

# 2.7.2.2.3-1

FARRERAALYE, FARRERLEMRVEARRBEBEREICENT
17 ARRCIEREREAREL-EESDIRBREEDMBEFRELAKREDHR

0.01 4

(FE91E, N = 18X(%36)

(BP16331)

150 mg
100 mg
50/100 mg
50 mg

LS

Time (h)

144 168

192

(5.3.4.2-1 Figure 5 F48)

FARREERAZYE, ARRFRLZERVEARREEABEREICENT
1Hh AR TIEREROKE L EDIRBRSROMBPRECKOENHE/NS A —4

(FEHiE £ FEFE BB |, T, (EPRE) (BP16331)
B hg AUCiy¢ Crnax Trnax tin
(mg) (ng-h/mL) (ng/mL) (h) (h)
50 37.5+£59.2 (16) 10.7£21.9 (18) 1.0 (18) 26.9 £23.2(16)
50/100 38.1 £21.6 (18) 11.7+7.74 (18) 0.5(18) 33.4+21.9(18)
100 84.1 £53.6 (36) 22.8+18.9 (36) 1.0 (36) 58.6 +£22.5 (36)
150 208 £ 185 (36) 49.7 £44.0 (36) 1.0 (36) 72.0 £ 15.8 (36)

(5.3.4.2-1 Table 15 &%)
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2.7.2.2.3-2 FARBEERALE FARREBROLXERVEARREHEBEREICISNT
1Hh AR TIRREROKE LE-LEDIRBRSRDORPRECAZEEBREDHRS
(F#91E, N =17, 18XI%32) (BP16331)

o
»~

o
w
|
I
|
|
|
|
I
|
|
1=

—<—— 150/150 mg
—-%— 100/100 mg
——&—- 50/100 mg
------ O 50/ 50 mg

e
-
|

o
o

0 12 24 36 48 60 72 84 96

Cumulative Urine Recovery of Ibandronate (% Dose)
o
N

Time after Dose (h)

(5.3.4.2-1 Figure 7 F#8)

(2) FEIFHIIES

PARR R R R N 2o, PRIR R B D 2o ME e ONPARRR B HLRRIE B 2 6 BRI 7 B A, AH50,
50/100, 100X (X150 mg (F£HEN=32, 17, 17, 32X*32) %14 AR CI3mERO&KS L
B JRHPMHIE CTX OZEALROHER %X 2.7.2.2.3-3127~7F, 50/100 mg BETIX1E HIZ50 mg, 2
K OBEIHIZ100 mg ZF N F v b L,

PRAFE CTX 1, #5I1HZIZT 7 2R L i LT50/100, 100K M50 mg f#ECHEEHAVIZ
BERBONRD N, KBGO TRTUITBWT, &5690 RICR/IMEICEIEL, 150
mg B TIERN— R T A Nk L T8% DI D378 BTz,

LLED X 90T, FANIH RO BRI B R 277 L, 100150 mg FETZ D)
FITEH30H % bRk L Tz,
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R 2.7.2.2.3-3 FRRBEARAZE FARKREELTUERVHARREMEBESREICSENT
1 ARRTIEREROKES Lz & EDRPFAIE CTX DI SHHEMN o DEILRDHT
(hRfE, mHofrEE, N = 17XI1E32) (BP16331)

Median and Interquartile Range
50 1
40 1 i
30 1 5
20 1 i

£1

N
o
1

N
o ©
1 1 1

75

A=~

Relative change
from baseline [%?

-80 1
.90 - . b
-100 - T T T T T T T T T T

(Bas1eline)
Day
Treatment Group +—+—+ Placebo 85+5-8 |handronate ?80mr%g

andronate 50/100 m =—2=—# |pandronate
o= |Ban ronate ?80 mg g

Program : $PROD/cdp10133/bp16331/eff.sas / Output : $PROD/cdp10133/bp16331/reports/effucrf3.cgm

Note: Abscissa scale is not proportional. No sampling was done between days 31 and 61
(5.3.4.2-1 Figure 3 F48)

2.71.2.2.4 BEBRABHRUVEARRBEEAXEIZETSEN pH LREOEEE
BRET L= e [ HEERREER (MF7187)
(EEHE S 5.3.3.4-1)
AFOEHETHLT LY Ra g M) U AKFMORANA T AT T 2 13HN
pH EFC KV K2EICHIINT 2 2 NS TNEVZ &b, KEIONAAL FT LTV F
AT DT =F VN LD EHBNGORELZRFI L7-, BN pH 24l I BRI LE%5
ZoNDT7=F Y OfE (25 mg FARNEZE30E]) 23R Lz, 728, AKFIOEESRE
HEEZONDBREOFERMEZBE L, 450 EOMEEE B 1061 K& O455% UL _E o PR e Aotk
106 Z2xt5 & Uiz, AAI0 mg OHME OG5 LT =F YV U0 F CTOMKR A 47X
ATV T 4 %R 27224-11TR7,
AR BB G160 T 5T =F DU EHFF D AUCLy DEHIE1202% THh 7= (P=0.177) . 7=
FOUPHIIC L D Z D AUChq IR EE%OH S L O TIEhnWEE2 b5, LR
>T, AAIEHWN pH % LA S 2680580 20T 256, AHOHEREOLEIX &
ZZ BT,
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£ 272241 BEBABERVEREREEBRALEICEITI2AFERTOROBSEIC
WMTBSZFOUGABOREMUINAATRASEY T4 RCIEHERR (AUC, o)
(N =20) (MF7187)

RTA—H RT A=Kt 90% 5 #H X ] P &
(7 =F VO HRAAEM, %) (%) (ANOVA)
AUC,,q (ng-h/mL) 120.2 95.6~151.1 0.177

(5.3.3.4-1 Page35DF W)

2.71.2.2.5 EBREFBJFICEITL2EDERRER (CB/EHER, MF7148)
(B E55.3.3.3-1)

IV T7F =227 07T A (Cly) 7330 mL/min K5 (#iPH13~29 mL/min) OB FEEEHEYL

(Groupl, N =12) , CL,7%40~70 mL/min (§i#42~69 mL/min) OEFEEFHLEHE (Group2, N
=8) KUNCLy 72390 mL/min 2 % % (#iPH92~133 mL/min) #EFER A (Group3, N = 14) |Z
ARFELESTH0.5 mg & HEIR — T 2 5% O MiE T RE(WIRREHER X 2.7.2.2.5-1, FEp@EIGE
WNTA—=R R 272251 T, £io, TOFED CL, & CL, OBIREZK 2.7.2.2.5-21277R7,
F7z, AAI0 mg Z1H1FER1HBKEROES L& 2O Groupl XY Group3 D HEY)BIRE -1
T A =R %EFK 2.722520TR7,

AFEIEH 0.5 mg Z H[EIR—T A5 L7ZEED Group2?® AUC¢ LMK A (Group3) D
1665 TH Y, Groupl TIFKI3ETH o7, CLiy, CL KTV, IXBEHEBEDIK FIZFEVVEME 2R L
Too BE%ABWEM £ TORBERPREMMAPEM R (fe) 1, EEMRATITSA% TH 7203,
Groupl TiF34% TH -7z, F7o, ARFEEHHF O CLIX CL, BT D Z LRI N, T,
AHKIN0 mg Z21 HHEROBEE LEBEORE21H B D AUC,y O FEIfEIX, Group3 TIE8.04
ng-h/mL, Groupl T/X19.4ng-h/mL T& Y, GroupliL Group3DHI2.4(5 Th -7z,
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2.7.2.2.5-1 BEBRAXIEEEZTEERICSITHAREIHF.5 ng ZHERBER—-35AKREED
MFRRECKRERERE (FHE N = 8~12, MF7148)

1000

—8—Cler< 30
=3 F= Cler 40 - 70
—MW—Clor =80

100

iy
E
@
=
o
5 10
U [
LY
g LAYy
m i
o : .ﬁ;
2 v
T 1| EY
[l 3 v h-"'".--.._________-_-
= . e
z  F ‘.\- e
m » "‘\vI
E x. -
e | __-‘-‘-.. "_"—---...__v
---'--.-_-_-_---.
0.1 ? —_-_-_""'—-—-—-____.
iRiy] AR R U S N I WS R—p—
0 12 24 26 43 60 T2
Time {hrj

(5.3.3.3-1 8.4 Pharmacokinetic results % F-+8)

& 272251 BEAAXSEESTEEICREIFHF. S mg £EER—FXEFEEED
EMENRE/ANZ A —% (NFT7148)

Groupl (N =12) Group2 (N =28) Group3 (N = 14)
INTA=X CL <30 CL 40-70 CL >90
AUCiys (ng*h/mL) 201 +47.5* 105 + 14.5%* 67.6+14.4
tip (h) 42.2+10.3 27.3+3.79 36.8+5.02
CLyot (mL/min) 43.6 £9.81 80.9+11.3 128.6 £27.5
V., (L) 158 £47.2 191 +32.1 410 + 105
CL, (mL/min) 17.9+7.67 489+ 152 77.0+24.2
*P <0.001 (vs. Group3) FEIE + e

(5.3.3.3-1 8.4 Pharmacokinetic results % & Z)
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2.7.2.2.5-2 Clcr & CLr ®EAR (MF7148)

140 -
v
120 |
@ Clcr <30
© Cler49.-70
100 | W Cler > 90 v
=} . b 4
é rf=0.721 v v
= 80 I
£ v
s e
&) 60 [ o v v v
o o
40 o
-
-~ v
20 °
0 L 1 1 L 1 1 ]

0 20 40 60 80 100 120 140
CLcr (mL/min)

(5.3.3.3-1 8.4 Pharmacokinetic results % titZs)

x 272252 BEBRAXGEEZBEIZEFIN0 g Z1H1E2IBRREZOKRE LEED
EMENRE/NZ A —% (NFT148)

Groupl (N=12) Group3 (N=12)
INT A—H CL. <30 CL. >90

#h51HH #521HH #H51HH #5210 H
Cnax (ng/mL) 2.58 +1.98 3.01 £2.48 1.80 +1.07 2.00 £ 1.41
Tinax (h) 0.67 £0.25 0.90 £ 0.43 0.61 £0.21 0.83 £0.42
AUCiy¢(ng*h/mL) n.a. 19.4 + 8.57 n.a. 8.04 £4.83
AUC 5 (ng*h/mL) 9.91 +£5.46 19.1 £ 8.81%** 4.83+£2.40 6.81 £4.70
t12 (h) n.a. 80.1 +28.6 n.a. 54.7 +18.0
CLr (mL/min) 15.6 +7.27 14.4£5.70 70.8 £21.5 62.8 £26.0

SEYE + RS, **P<0.001 (vs. &5 1HH) , na. : notavailable
(5.3.3.3-1 8.4 Pharmacokinetic results %t Zs)

2.7.2.2.6 FRRERLEHRICETIRER—T RIZREHER (MF9853)
(EFHE553.4.1-1)

AR B I 2 P 2 S R IS AR TR 7900.25, 0.5, 1 X132 mg (%8 N =10) % 13 [k T2/
AR —T ZA3e 5 U TR MG PARZALRIREHER 2 X 2.7.2.2.6-1, i H REIEK DK Y E)
HERT A —H % de 27226-1K% 0 fe DHEBZ X 2.7.2.2.6-2127777,

M PARZA LRI B (X al e 5 (10l B & 58F) L2 B B GRE CRIBEOHER 2R LTz, &
7o, AREEFHH0.25~2 mg FGRFD AUCiy & O 5553 % O MG P EEDIRE  (Csmin) 1L EIZ
el U728z R~ L, tpl 3 5B FEETIRIT —F (18.5~189FH) TH-7=, 7=, &
BT F TO fe 1347.0~64.6%ThH > 7=,
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FARREROZMEICE TS RER—FARSROMBPREIKRERRS
(EHE + $R#ER/E, N = 10, MFI853)

2.1.2.2.6-1

% —®—0.25mg(1 @A)
—*—0.5mg(1 [@H)
A Img(1 [EH)
—X—2mg(1 [A1 A)

100

B -+ - 0.25mg(2 [ H)
E "0 0.5me(2 W H)
b "B Img(2 [F )
2 10 - X - 2mg(2 [\ H)
=+
pis
=]
1
0.1 v —t i —
0 12 24 36 48
e 5% R Chr)
(5.3.4.1-1 [X[11.5.1% 548)
# 2.7.2.2.6-1 EARZEBRALLEICETHHEAR—FABREFOMFRREILAD
EMERENT A —4  (MFI853)
&5‘% tl/2 AUcinf C5min CLtot CLr Vz
(mg) (h) (ng*h/mL) (ng/mL) (mL/min) (mL/min) (L)
0.25 18.7+1.7 74.4+9.8 60.5+7.8 56.8+6.9 343+ 4.6 91.5+11.7
0.5 185+ 1.7 136.8+16.3 | 117.1 +£18.8 61.7+7.1 34.8+6.8 98.7+14.2
1 185+0.9 2399+22.7 | 186.2+36.2 70.1+73 439+74 111.8 £10.9
2 189+2.0 540.7+959 | 387.7+72.3 63.3+10.7 41.9+9.38 102.7+16.9

TEHME £ FEHE(RZE, N =10
(5.3.4.1-1 F11.5.1%%%)
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© 272262 BE®REBROKEICETSRER—S RBEESROREREI AR ERT
(FEE = Z#{F=, N =10, MF9I853)

80 T
0] T
o0+ | s e = -

—®—.25mg(1 [ AH)
—*—0.5mg(1 [ A)

SRR TP HEHEER ()
EAN
(=]

—A— Img(1 [81H)
—X—2mg(1 [A1H)
20 + o BFe-0.25mg(2 A1 H)
1 =00 - 0.5mg(2 [ H)
10 + "‘A"'lmg(ZEE)
1 X omg(2 [B1H)
0B } —t } } v — }
0 12 24 36 48 60 72

P 514 1 (hr)
(5.3.4.1-1 X11.52% F48)

2.1.2.3 =2HBRZAL TORROLLE & BF

2.7.2.3.1 BOF &FHBIDEYENEED LR

AFNZ, BEAEGZITHELE D SRS NIERLFIZBITER, BIRNELGOGE & R,
RN TRE SN TICREE & U TERILT 2 SERIEEE TH 5B I2omT 50, XITERY
FARBE T 5B ORERMRIERIZ L0 HOITIRTHRIE SN D B2 bid, BT Lo RS
%, BN ISR I LV BV AT, TOMEEZIHIT S, Lo T, KFOAFLME
#5425 BT, MPEYEEITIEELRMRECTH D, BIZ, ENOBBICBWT, AHlLASK
ERAOREHEE TN AIEERESETHL 2 L5, WAIORYEIEZ LB+ 5 2 &
CARBIDOHZINEDHELE N FRE & B 2 72,

Z 2T, BARANFRMEEHBRERE 255 L Lo AR X 55 NAEERRER (JP18499 ; 7
7&K, 20, 50, 1001%150 mg) & HARANPARZ B LML x5 & LT ARFKIERNAIC L D
KiEFe 5 5 (MF9853 ; 777K, 025, 0.5, 1Xi¥2mg) OFT —% % H\, KAl & ARG
HlOIYEHREZ Ll L= (3R 2.7.23.1- 1O 2.7.2.3.1-1) , MiEFREAAED AUCy,e 1E, A
7100 mg FfTI%288 + 126 ng-h/mL CEEIME + EHERZE, LUTEER) , AEERAI mg BT
13239.9 £ 22.7 ng-h/mL TH Y, AHI100 mg ITARFIEHH mg (TS T2 LWLz, F7z,
Tuax 230.750~0.917HF[E & ARFN O O WRIUIMRD TN LD, ARAF| & ARG THEHELO
M RECRREEHE 2R L. (K 2.7.23.1-2) .

LbDZ &b, AAIN00 mg A 1A S OAMWEITIARIEEHNFT mg H1EIHE 5T 5 &
EZZ b,
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# 2.7.2.3.1-1 BRANIZBIFTHIXRE (BOKE) EXRFFIHFH FRAKRES) OWERKZSEZRD
EME/NT A —FDLE (FYE = FERE)
%IJ}:FZ = Cmax* Tmax AUCinf t1/2
. H= N
(BT 5) (ng/mL) (h) (ng+h /mL) (h)
20 mg 6 12.9 + 5.60 0.750 + 0.274 33.6+15.9 9.59 +7.34
@ 15 50 mg 6 36.5+£33.9 0.837 £ 0.261 96.3 + 60.8 16.0 + 3.86
(JP18499) 100mg | 6 96.0 + 52.1 0.917 + 0.204 288 + 126 15.9 + 338
150mg | 6 272 + 201 0.917 + 0.204 764 + 486 17.0 + 4.00
025mg | 10 60.5+7.8 744+9.8 187+1.7
FEIF 05mg | 10 117.1+18.8 136.8 + 16.3 185+1.7
(MF9853) Img | 10| 1862+362 23994227 18.5+0.9
2mg 10 387.7+72.3 540.7 + 95.9 18.9+2.0
*: /f%ﬁ”li, CSmin{ﬁ
(5.3.5.1-1 3 123-1~3 1234 KO 53.4.1-1 £ 11.5.1 &%)
2.7.2.3.1-1 K& (BOH/E) EXREIHFH FIRAEZRSES) OmEDRELREKD AUC DL
[
o
o
8 —_
L EgE FHEEERE
®  BEOA TYELEERFE
o| & EIAE-EdE
= E0A:E71E o
T -
£
= _
2 g ©
= 97
£ v
8 A ®
<
S ar 8
10 o oy
e o
Ax e 6
o b ee @

MF9853 JP18499 MF9853 JP18499 MF9853 JP18499 MF9853 JP18499

025mg 20mg 0.5mg 50mg 1mg 100mg 2mg 150mg
iv po iv po iv po iv po

(5.3.3.1-1 Table 45~Table 48 } T} 5.3.5.1-1 12.3-1 %)
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2.7.2.3.1-2 & (BOKE) LAKIHE FIRANKRS) OPERSEROMEPRELE
(Ro200-5450) RED#H (Fi9fE + FRERE)

MF9853: ;£ 51l JP18499: #2001 %

s :
7 7 &
£ 5 B 025mgiv £ o ™ 20mg po
g 8 ° (1).5 mg iv g 8 $ 61386119 po
o mg Iv ‘T mg po
g@ 3 Y g@ 8 v 150 mg po
S~ S 2
Yo v
5 o 5 o
S ] S 2
o o
N N
[e] [e]
%- ~ %:- -~
I - T -
'E (ke .a (kg

3 S |

© r T T T 1 © I T T T 1

0 12 24 36 48 0 12 24 36 48
R (h) B (h)

(5.3.4.1-1 11.5.1 B 53.5.1-1 12.2-1 %)

2.7.2.3.2 EARNTOREEDLER

WA TOROAID A 1AIE G281 2R EIX150 mg TH D, TORWENREL, PARREE
FERE N Zc M, PR B 2ot ) OV % B HLERE FR A (292 A 1Rl O #& 58k a5 T/ 104
BRREER (BP16331) , W ONZPARMZ IR A2 RS & L 72 A HI150 mg o BHI AW 51
AP (SB743830/002) THEFFL T\ 5, —7, ENTIX, AA100 mg #fF N5 L
BE D S EhHE % PARRZ R A A IS %9~ 5 58 1 FHERRARER (JP16980) M ONFUR A B HLFRIE
BFITT 55 MAHER B (JP18499) THGTL TWd, Zi b OEWNADREEIKHER TR L
N7z AUCis R E Y e & & IR 2.7.232-11T/R LT,

BP16331 }2 1Y SB743830/002(Z % 1T 2 R FE UL Z N Z 36 L 726 T 5 DIZxE L T,
JP16980 5 T} JP184991%Z ALE L8 KL V6| & W #Tdh -7, BP16331D KGR LPARRZ ek
N, PARRE BB o R O RSB HERRIERT Th D, —77, JP16980D xt G 4E M IFPARE
BREFER AN ZMETH 0, JP18499 DX RAEMITIF BB HMRIERT ThoTo, LN -T,
BP16331 & OEIICEE LT, *REMNMEZHIZ D HET JP16980&L N JP18499% &+ 52 & &
L7z,

JP16980 & JP18499% (A L 72BED AUCi 13219 + 114 ng-h/mL T&» ¥, BP16331208 + 185
ng-h/mL CREETH Y (F 2.7232-1% 0K 2.7.232-1) , F7z, SB743830/00200226 + 144
ng-h/mL & b [EEETH > 72, JP16980 K& (N JP18499 D AUCi,; O fE B 1%L, BP16331 K& ¥
SB743830/002 D BIME /AT OFFHANICINE > TE Y, FRBR CTOEICE W TH KE 221330
O LN T,

Pboz Xy, AAIN00 mg BHFEO B ARN OB EIZFHY T 5150 mg £ 5-REOHEAD
BEVEROFIMWET — X 5B &R e LCHRIAT 2 2 & I1Enhe &l Lz,
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# 2.7.2.3.2-1 ERNDEERFAERICH(THEXFID AUC, R VHEEE DL
CESE + BEERZE (N) )
VA =4
N 5w/ AUCo¢ (LN i B
B = S GAE IIVT TR
e 5848 | (ng-h/mL) (kg) (year) .
(mL/min)
. 168 +76.5 | 54.3+£7.25 | 56.5+4.84 102 +17.7
JP16980 ALt M 100 mg/]
A A\ B #4 TR Bl A %t mg/po ®) @) 8) ®)
288+ 126 | 50.8+5.75 | 65.3+4.93 | 83.0+184
JP18499 R HEIERSE | 100 mg/
A A\ PR A% B MR IE R mg/po ©) ©) ©) ©)
H A A B % i HE R A Aok
1P16980+1P18499 ﬁfﬁﬁﬁéﬁkkﬁf 100 mg/po 219+ 114 | 52.8+6.66 | 603+6.52 | 94.0+19.9
S OSBARES BHLERE SR (14) (14) (14) (14)
A1 B % B Lo,
] . 208+ 185 | 69.0+9.60 | 63.3+598 | 73.5+17.2
BP16331 R B HLERE /B [0) 150 mg/
LR S 1 PO (36) (36) (36) (36)
PARRIZ BERR R Zo it
. 226+ 144 | 67.3+11.5 | 62.7+6.90 | 853 +20.9
SB743830/002 B 1Lt M 150 mg/]
PRI ARG A St e ) (72) (72) (54)
(5.3.4.2-1 Table 15, Table7, 5.3.5.1-1 = 12.2-3, % 12.1-1 KO 534.1-1 £ 7, F 5 %%)
2.7.2.3.2-1 ERSNDOEGRERFAERIZEH TS AUC,; (EHE + ZERERUVEHIE)
o
o
2 o
o
Te}
1o
- o
c o)
< 8
2 o S
- O
. B S}
)} C]
8 e 8 __©
< o
- . : ; :
- (@] (@) 5
(@] O
(@]
8 8 g
(@] (@)
o |

1 I

JP16980 JP18499 JP16980+JP18499 BP16331
100 mg po

100 mg po

100 mg po
Study

150 mg po

SB743830/002
150 mg po

(5.3.4.2-1 Appendix 56, 5.3.5.1-1 12.3-1 KO8 5.3.3.1-1 3% 34 WE)
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2.7.2.4  $5Al7EEER
2.7.2.4.1  HDERFER

AN RO QT/QTe MREIZKIZTREIZ SV TIE, BEAROARIEA S HI OE NS T A1
PR (IM16651) & ORI H O g sk 25 AR ER AR EER  (BM16550) THGETL T\ 5 (FEH A
DORGBHFERTER) o 2D OERKRHERZ 5 o ENS O RERAGE, FERRIRSUBREGE & OV
WiET—2 00, BARNEHERIEDRE IZRIEEFNF2 mg %5 F T GMEIATIE3 mg &5 F£T)
DO HEFBPHTA N o Ui BT, QT/QTe MR ZIER L2 & OFE RN 5
nTn5s,

IL\%‘

L7zl T, AANZONTH,
b ee =y T RS WA N s A A o[ T P QAT

o HHIRNIGDOHE L FERIS, AANIIEER I ICBITA,
PEEBR L 2 S ARRONERS TH DB ISo M %0,

D ECMITIRFHEIE SN D EEZX B ND,
o HARANIZAAINN mg 5 LIzFFDA Ny R U EED Chay 1%, BARANIAREEL AT mg #5
L72BED Cspin £ 0 B0 72 (FF 2.724.1-1)

PUT O#H7)» & BEExt A 8% 7E L 72 Thorough QT/QTe iR %

AR TRE# S FTICREBR L LT
AT TR TH IR T 5 B ORI &

£ 2.7.241-1 RFERZFZFHOMPBRESLEE (FHH{E)
" . = AUCinf C5mm or Cmax CSmin or Cmax Y‘DL\E@?H%}E%I‘
Al SES Tﬁﬁ-g(mg) (ng-hr/mL) AUCiu DL (ng/mL) Dt [[IE:sE=s
HAN
AFA SRS AR 100 288 1 96.0 1 JP18499
(E' fw\ ‘ 1 240 0.833 186 1.94
AEE PR | PR MF9853
oAbk 2 541 1.88 388 4.04
P4NESPN
Ay | PARRERIERE 3 571 1.98 469 4.89 MF7159
IDYNE=Q
*HEEME : MF7159 COAIIEFAN0.5 mg ZFAIRNAEE L2 D AUC, M O Cspin 265 L, 3 mg BRI G-
AUCinf&(ﬁ CSmin %*ﬁﬁ L/f:o
(5.3.5.1-1 3 12.3-3 KO 53.4.1-1 #£11.5.1 &E)
2.7.2.5 SE R

1) Gertz BJ, Holland SD, Kline WF, Matuszewski BK, Freeman A, Quan H, et al. Studies of the oral
bioavailability of alendronate. Clin Pharmacol Ther. 1995 Sep;58:288-98.



2.7.2.6  {F8%
x 27261 ENEBEREEABROEY
1RBR I F . = SETRE T A — &, B £ RS RpsE
WHES | WRORM | wmoFy s | DR | HRERE s | B &
() I (4F-fin i) (mg) AUC;y¢ Crax Ty (h) ta (h) CL, R
(ng-hml) | (ng/mL) 2 (mL/min) | ™7
312+ 0.980 +
20 s 9.02+3.88 0457 144+7.50 | 59.4+6.80
76.9 + 1.00 +
VI R PO 50 317 2432993 0472 204+498 | 59.4+9.18
JP16980 NFHIBOG | B EERIEIC X 40 PHE % S FERY A £ FRR . S350
() KOS E) | 2 BERR 05 (50~637%) MR 5 e
= * 100 | 168+765 | 4724274 119 & 21.5+7.66 | 115+39.9
0.869
150 | 3294156 | 86.0+46.1 LI9E ) 0304668 | 61.8+14.1
: : 0.572 EY . :
33.6+ 0.750 +
20 150 12.9 £ 5.60 074 9.59+7.34 | 383+8.08
Lk M7 o &
e
e~ EERIAT 50 9635 1 365339 | O8TE | 601386 | 4084828
ooty g | PEMLLBGAC L2 4 R 60.8 0.261
JP18499 S TN BAge -l gy | FERPERHERMERSE | & IAH 53.5.1-1
(HA) WEE (42134451 H 54 (59~735%) WS S R o
B RE AT T G251 % 0917 +
\BEGI DA 3104 100 | 288+ 126 | 96.0+52.1 0204 159+3.38 | 36.0+4.62
1)
0917 +
150 | 764+486 | 2724201 0204 17.0+4.00 | 344+8.17

BN P12

W LT

gl

€T a8eq
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R E/\§E100mg
CRAVA = 5ol WAPFN, &1L/}
[ B MHERE]

EE (B2 — L 2)
CTD O #E (Y~ 1 —)

7 AR A
2.7.3 FEIRHIA RN

AR A AL



R B GE 2.7.3 ERIRPIA M Page 2
W EE—
W Bt 4
ALP Alkaline phosphatase TNHY THAT 7 H—E
AUC, Area. under the concentration-time curve from 0 to ?ﬁ%ﬁﬁ(ﬁﬂﬁ [ & CTHME L 7= il PR e - ke
" infinity Fid fb A T T

BMD Bone mineral density B

BMI Body mass index JIES i B FR 4

BP Bisphosphonate B AR AR F— b

Cl Confidence interval {5 HE X [

CLEIA Chemiluminescence immunoassay AR S S S0 2 T E 1

Chnax Maximum serum drug concentration e v L P A IR B

CTX Type I collagen cross-linked C-telopeptide IR aZ =5 3BE C-TuxXTF R

DXA Dual energy X-ray absorptiometry T X R R ¥ — RNk

eGFR Estimated glomerular filtration rate HERRER RS I &

EIA Enzyme immunoassay T S 22 T A

FAS Full analysis set S UNQATSSE S bl

U International unit S =K VA

LOCF Last observation carried forward B 1@@: PIL TG B O BHIE A
ERAYRS

NTX Type I collagen cross-linked N-telopeptide [ R=a2F—F VBB N-7 e X7 F K

PINP Procollagen 1 N-terminal propeptide [ M7aaZ—57 2 N-TrX7F R

PPS Per protocol set TRBR FEHaF E @A L o354 M

R0O200-5450TV - AN R BT YT LKFI O H
IR Py % 5- B4

RO200-5450PO | — AN R s mEF R YT LK O
b #5554

SD Standard deviation PEHE (R 72

TRACP-5b Tartrate-resistant acid phosphatase-5b i%}j@ﬁﬁéﬁﬁﬁﬁ&ﬁ TART TS

YAM Young adult mean AR R

BRARRABRICE A L2 RRIZA N Fr @ N U AR TH LD, BERITA N Fr U BOEETRE

L7,
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BR
=
2,73 BEERIIATZINE oot 4
2.7.3.1  AFF IO oo 4
2.7.3. 1.1 AMEREIZ O T BEARBRBR DAEEL oo 4
2.7.3.1.1.1  JFURMEHBRIERE 234 & U238 AR SR (JP18499) ... 4
2.7.3.1.1.2  JFORMEHBRIERSE 234 & LB IR RS (JA28382) e 5
2.7.3.2 il % DFRBRIEFE D TR oo 6
2.7.3.2. 1 JFORMEERLEIE RS 25t g L U725 ARG AR ER (JP18499) oo 6
2.7.3.2.2  JFORMEEREIERE 25t L U B ISR RER (JA28382) v 9
2.7.3.3 ABRZE L CORRDEEL L FRHT oo 11
2.7.3.3.1  BRBETFGIEEI ..o 11
2.7.3.3.2  AZINERBR OBE T D FLBERTT oo 12
2.7.3.3.2.1  BIEEE (BMD) oo 12
2.7.3.3.2. 1.1 JEHE (L2-L4) BMD D X—2 T A 35 DL e, 12
2.7.3.3.2.1.2  KIEE BMD OX—=2 T A LD DZ e 14
2.7.3.3. 2.2 B R T e 18
2.7.3.3.2.2.1  JRHFHHIE CTX DR—=AT A LIPS DL oo 18
2.7.3.3.2.2.2  JRFMHENTX DRX—=RA T A L DEDEA oo 20
2.7.3.3.2.2.3  IMiEFEH-ALP D_X—=A T A U NEDZEAY oo 22
2.7.3.3.2.3  EAMEMEMEA ST (BEAFEITHEZ GT) ORAER L, 24
2.7.3.3.3 NN ET DIFEFD LI oo 25
2.7.3.3.3.1  BEAFHMERE YT 2 AT DHEIRE oo 25
2.7.3.3.3.2 TS FELAEDWEBRTE oo 26
2.7.3.3.3.3  BHEBEERT oo 27
2.7.3.3.3.4  eGFR 60 mL/min/1.73 m* ARIG O PERA ..o 28
2.7.3.4  HELERE « FEICBIT D EERIEHRDIEHT oo 29
2.7.3.8.1  BEERIME, BB 29
2.7.3.4.2  FEREHLOBEGIE DB I oo 30
2.7.3.5  ZHEOFHGE, MHEVE oo 30
2.7.83.6 BB TTRR oot 30
2. 7.3 T AR ettt 30
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2.7.3 BRERBIFME
2.1.3.1  EBRRUEREH

HHBRIEREIZHT D43 Fa i) N oLk OAl (A, KA O%hhe - 2%
LOHE - HEEZRET D720 OIS, FRMUEEHERRIERE 255 & U8 TR
(JP18499) M UVEE MAHERIRFER (JA28382) D RkAH
F DGR 2 29 BTk, BE&K

THASWTEME L= (F 2.7.3.7-2) .
BOFHBRIERERTHELA NN Fa vt ) vhak

FEsA (DA, ANIEFEHA) & EPEE U7z JA283824 fix b B /il & (& 1) 7=,

E72, JA28382D 5 HEE T & L AHIE S A O MEAH T 8161 20 2R 2 B L 7o AR A O 55 1T/

T AH B R ﬁ%(mwmn 63513%%)@mm%%%kbto&k LR IR AR HE
TESHA O 8GR 72 AGR R GERFICHR NG A Th 5,
2.7.3.1.1 AHHEFF@EICBW-ERKRABRDOHE
EE R A Zh M ORI W 2 BERER B O 2 3% 2.7.3.1.1- 11277,
= 2.7.3.1.1-1 BAMHEFMICAV-HABROBME
IR I B ER JP18499 JA28382
Tz — R ENIRE| EAbE
FHA sk LR 7 v & 2L BRI TRER AR
TR R SRR B R RO ER
20mg/1 7 A, 50 mg/1 7 H,
ik - R 100 mg/177 A, 150 mg/17 A goﬂ:g;ﬁﬂ
RO b
e 511 477 1 124 H
A 7I R/ H ARIEVESA 1 mg/1H A
w05 SEFIRN (R—TF R) &5
FT T L 305 mg BT A 610 mg
BIEEHIIES 4 3 Dy 200U 4 I D;: 400 IU
1 H 1[RLE H RO &5 1 H1[RE O &S
- 12541 396471
i (%2501 x SEE) (- FE1981] x 27f)
ONZEHE (L2-L4)
BMD ONEME (L2-L4) OKXE (Total hip, Femoral neck,
A ANEHE (L1-L4) Trochanter)
frﬁgp AJgEkE (L1-L4)
N O PHiIIE CTX ORPHIE CTX
©3i§ E”Wﬂ 7%_%;1_ Ol IE NTX ORIl IE NTX
Y Offuiif CTX Ofitj#§ TRACP-5b
i E B P B | AMiEEE-ALP O i##H-ALP
AZ O, == | AFATFINT O1fi.y& PINP
BT OBIrR4R
gk AFE

2.7.3.1.1.1

[EREFHBREBREEXNRELIZE

F'E’*ﬁ rﬂ%i@ﬁuuﬂ(nq:ﬂﬁjifi‘ F'aéﬁ‘%)j]/f K7 A4 1221 T |
742%)  (BAR%,  TERREEGFIEICBET A R4 )
G (HEEGE : 12561) & L7, 4 A, 77 &R XUIAAFR0, 50,
21|, BREOEL L, RO RERIGHEEZERICRETT 2 2 &2 BHIZ,

D T EERRAEATRE R RG2S L7,

(ZHEV,

I tEEGPRELER (JP18499)
(19994E4 H 15 H [ 3R 55
JEUR M B HLRROE R & it
100 850 mg 171 H
gﬁlﬁuX/\rJ7

AR
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HHRRIEOZWEREL,  TERIREHI A ST 2 A R T A ) (20, 88U 27 OFFHh
LOMREEHBRIEDO AT V—=2 T ~OIS I T 2 LR EHES (WHO) #FFCHE (1998)
OBWHEMEL A Lz, ASBE L, 27V —=r 7 HiIC E X o X —0ILiE  (dual
energy X-ray absorptiometry, LARE, DXA %) (2 CHIE L7ZEHE (L2-L4) B4 % (bone mineral
density, LLFE, BMD) O g% fEHTE 2N B4R N EHIME (young adult mean, LDLFE, YAM) O
—2.5SD (Hologic £ QDR % i\ 7= BMD f##{E230.714 g/em®) LAFOBE L Liz, BrEOHA
1%, THEEPEEHLRRAE O W (20004 EKETH) | #2512, Hologic 1 QDR % M7z
KB AL 0 BMD fEATIEA30.672 g/em® L FTH AT & LT,

BPEECIE, MERNIAR E Lz, &EOSE, BARER TIXERHEEEATTE L BMD 2
BT D72, BREBSEL LR LImBEE2 x5 L Uiz, 55O ZMEDIS%MBARE L
TWLZENG, FRO TFRESSEE L, ERITZT 2 o7,

BRAb eI, THRREEE IS T2 04 R4 ) It~ T, BREHCEEE KIET IR
FOBREE2Z T2 ENHHEE, BHRELEFEODLWTREZ 2T 584, DXA EICK
% JEHE BMD OJIEIZEEE A IR A2 6T 2 BEF 2R 5 & L,

AT, 6FFRILL B2, +40& (180 mL LLE) ke & HIciTVy, ARF%6045 I,

KUSNDOEE, WY T Y X RO OIER O OEER AT 2 & & Lie, £z, IRA
BO0 TR 1Ty FEETRIR X IIRIC R DA X S IcHRE Lz,

TEEMIE H X, ERRHE BRI T 204 R o4 v 28810, ARBROK G E
HMThHDZ L, BRIROEEL 255~ — 1 — (L, BWN~——) ThHDHRTH
E1HMaZ—F 8008 C-7aX7F R (LI, CTX) X BMD XV {8z AR AR R — K
(LIF%, BP) RILEMCEIGT D52 &06, JRFFHIE CTX OR—RAT A4 U hH0EE L,
BIRAIEEMNTE B 1%, 44 A B 0OEHE (L2-L4) BMD K OVEWRIN~— 7 —Th 5 1iE CTX KO
JRFMHIE T B2 T — 7 U480 N-7a X7 F K (LI, NTX) ORX—ZXT7 4 Uhb0%8bs L
7o T OMOFHMmEH X, EHE (L1-L4) BMD, ‘B O & 72 55~ —2— (LI,

B~ —Hh—) THLHMHEER-TAH ) 75 A7 74— (LI, MIEER-ALP) KOH
AT F AN DR—=RAT A N DEE Lz,

KRBT BRUSHE A ERIICHEA LR TH 5 Z LD, AW 7= 5 it 4
SEITIRBR FE G E IS Lok REM (LR, PPS) &L, KHMERH > 2GHICT —4
D FEIFI TR T2,

JRIHIE CTX, MEHE (L2-L4) BMD, IfiE CTX, SRIMHIE NTX, BEHE (L1-L4) BMD, I
EEER-ALP K ONF AT H Ny D4 A BOREEIZOWNWT, X—AT7 4 2 EREL L
HOSBOHTIZ LY, BEGREO RN T TEIE L 9S%EEXM, 77 BRI T 5 205/
TR L 9S%IEEXE AR Lz, PAEIZSE L LCHET L,

2.7.3.1.1.2 FEEMEMBREEZT TR E L-FENMEEERRR (JA28382)
TERIRRE VRSB 2 04 K74 v ) 1296V, BT B HERIE BE 258 (B EFI%k
396f51) & L7=, 12 A, AAI100 mg %157 IR O # 5 XIIARIKERFT mg 215 H121
FEEGEEARN (R—F R) &5 L, KA100 mg OANENARKTEH AN mg & A THEEMIC
FBHIRNT EERGEET D Z & & BT, ShiskILE T o & S ISR T G R TR ik
AR A S L7,
HHEREORBWIENEY, BARERMFENED T R HERIEOZ WA (20004E &k
TR ) 2R Uiz, ey, WEHE (L2-L4) BMD 2% YAM D70% (Hologic 1 QDR %
IV 7= BMD fEATIE230.708 glem®) Riii 0 B4, UTMEHE (L2-L4) BMD 728 YAM D80%
(Hologic #1: QDR % 7= BMD f#HTi7430.809 g/em?®) KiliThH v, »oMagsthEr oBEE %
BT 2BF L L, 7ed, BUHEOEEE,  HIEEEHERIEODZWLLE (20009 FE &G |
%412, Hologic 1 QDR % 1\ 7= KBEE AL EE > BMD fEFTEA30.672 g/em® ARl D B &
HANNFREE LTz, #BrE 1L, A7 U —=27FOEfE (L2-L4) BMD %A1 & L CTH/IME
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B X0 BAIZE Y AT 72,

BULYEY, B MAHERRGER (JP18499) LRk CTh o7, FRAMEHEIZIL, JP18499 & [FEkD
FEHMEIZ, 20064210 H 27 H A SE5EAE 206V BP SRERFNOIRM SCEICEKZRBIER & L CHRE
B - FHEEBER DB SN0, TAEEE - FHEERK ORI A R T D 7ol (RIER 72
HEHLE & (R BUSRT90 B LANIC i L7283, I TFELTWAHEE] 2Bl

FHEIX, JP18499T, AKI100 mg BED T T B RITxT DA E /2 A 0ME L DR HERE S iz
ZL, E£77, AHFI00 mg & AEKESF mg OIRBBIHE K OV ZhIE AR OO FLB R 5 5,
WEAGR DOAFEEH AL mg & AFI100 mg OFAZEITFRFLEZ 2 BN (2.723.1, 2.73.3.2.2.1
HZM) Z L XokE L,

AR, R, 8%, KUSOEE (ILrvvh, w723 7D EOEEOE NI R TV
UA—HF—%E) , Y7V A N ROMMOEY BB TS, SIS T, o
(180 mL) dAKE & HIZITVY, ARA%605 RIIAKLIAA O, 70 22 b R UM O HKA| D
OB AEZRT DL E LTz, 77, IRAZOODIEE TNy FETHIZDOLRWE I IZEEL
776

FEELIE B 1L, TERRFHMOGIEICET 04 T4 > #5581, 120 H B O (L2-
L4) BMD OX—RX T A b O b#FE L Lz, BIRMFHMEEE L, 1247 A H OKMEE BMD
LOER#H~— I — D=2 T A b OB, BIFERLE Lz, TOMOFMHEE & L
T, 1207 H BOMEH (L1-L4) BMD DO RX—R T A UInbDELR, FEDORX—ZAT A4 b
DEREE LT,

ARABRITIELMRR L U, AN T2 2RI PPS & L, XREUEN & - 72356121,
¥ 5% OEPME CMisE (last observation carried forward, VA%, LOCF) L 7=,

FHEMGIE B O FHMNT OFELME~—T 0%, REEHAN mg &7 78R RD120 A BOME
HE (L2-L4) BMD O X—R T A b OHEEZEACRDZETH 54.81%D1/3LL FD1.6% & 5= E L
7o AREEHAI mg D120 A HOMEHE (L2-L4) BMD DX— 2 F A v OHEEELRIT,
AR K O /AR R RER (JA19761) @ PPS @ 5 6, FHIAREGARER (JA28382) D
PRELHEZZRE L Tl L= x5 4EH (Modified PPS) (2317 5124 A H OEH (L2-L4) BMD
DR—=ZAF A U NDDELENSS53% Tho7-Z L L0, ZOEENELE (F 2.73.7-1) .
72, 77 ARD128 A B OEHE (L2-L4) BMD DOX— R F A b OHEEZL R,
JA28382 L [AIRE D BR FEM 2 x5 & L7z BP RIAII / Fu R D% I T ARRERIC
BWT, 778 RBEEO®RG36E%E (R&THAR) OMHE (L2-L4) BMD OX—ZX 7 A UMb
DIACHER0.T2% Th-7="2 L LV, ZoffizsdE LT,

BEARMEIHMI25%E Lc, 12 A B OEHE (L2-L4) BMD OX—ZX 7 A b Db
(LOCF) 22\, HERZEHREL, X=X T4 OEHE (L2-L4) BMD, X—RX 7 A
> OIffE PINP (HAMBELE) K ONR—RTF A4 OEHE (L2-L4) BMD & BP #ANIZ L5
AER O A HE L BP SAILIA OB HEREIRIRIEIC X D IRBRIER 5-BRIAAT TR LN O RINER O F
HEDAZ AN 2 B &+ BT 24T o 7215, BEEIZE (KA1100 mg BE—AHRIES A1 mg
) DIS%EHEXMAZEE L, EOEEXHE FIRENIELHERIME (-1.6%) % ERiuE, 3E
LR VN E LT,

2.71.3.2 ELXOHBREROEN

2.7.3.2.1 REFEMEHRBRERFEEZXNRE LEE DHEERKGER (JP18499)
(BRHES 53.5.1-1)
JP18499ClX, 77 BREED28%1, 20 mg HED27H1, 50 mg FED27H, 100 mg BED2641} O
150 mg BED2401 & e K OFRNT I REM (LI, FAS) & L, 77 vREED264], 20 mg #ED27
B, 50 mg HED2561, 100 mg FED2541 % DN50 mg #ED244% PPS & L7, PPS LERANSHU
ToERE R OMRBRE SO, NEBREER G5-22EBIP0F, 33 H 5L O R PHTIE CTX OB
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WIREINIR o T2T28 ] N7 T2 REET2HI 850 mg #E T2,  TRBRHICHFHEO LB B I
bolofod) D100 mg BETIHI,  [HFHMBIZEDORIEN AR Th o772 ) 53100 mg FET14]
K ON50 mg BETIHICTH -7, MHTEMOBFEEFITIE, HGHER TRE 2EWITREO bk
Mol

471 A B DR MERAE D F & &57322% 2.732.1-112R T,

JEHE (L2-L4) BMD Ti, HEO08OHTICI Y _XR—2AF A MECTHIE LT-40 A B O/ "5
EEIEIZ100 mg B £ THEERFAITHEM L, 100 mg & & 150 mg BEDOBNTII A EK AR 22880
IO LR o 7o, JEME (L1-L4) BMD [ZfEHE (L2-L4) BMD & RIEECTH - 72,

PRIPAHIE CTX TlX, HOBOIICEV _R—R T 4 AMETHE LT=4h A B O/ Fe EH5E
1%150 mg Bf £ CTHEKRMFIZHD Lc, JRPAIE CTX 1%, #58H B £ THEKAFIITHA
L7z, 17 HBIZIESH HIZHARTER L= T 1 NET HHEMNED SN0, 1REH
48 U CHEIKS LR osiikee Lz, 1yE CTX 1%, JRPHIE CTX EFREETH -7,

JRFHIE NTX, MiEEH-ALP M O AT A Dy Tk, o8 ofrick oy =271
6 TR L7247 H B O/ I, 100 mg B £ THEMEFERITHED L, 100 mg FEL
150 mg BEDRNZIT R E BN TR o 72,

W ORHMBER &, 772 REEE i LT, 50, 1005 M50 mg BEClIAE 220
LT, T eARRELE20mg BEE OMICITAEEZITRD LN T,

PLEDFERNG, FEHEHRE BT ICAK A1 HIZ1E], 40 AMRO&EG T2 Lick
v, JRPMHIE CTX &ififE CTX 1£20~150 mg #f CTHEKFO 2B DRD -, —F, R
R IE NTX, L& EH-ALP & A AT 4 J1 L3 2 1320~100 mg B TH KA IR 23380
Hav, MEME (L2-L4) BMD [3£20~100 mg #f CHEKFIITHIMNGRD i, EAZ£1100 mg
BEL 150 mg BEOMICIIREREWT e oTe, £, TXTOFMEA T, 78Rt E
20 mg # & OFICITAEEITRO b o7,
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£ 27.321-1 AHhREOEDEREDELSH (JP18499, PPS)
[eea 75w REE 20 mg 50 mg #f 100 mg #f 150 mg #%
BRERBIE 28 28 27 27 27
o B 5-61% 28 27 27 26 26
FAS Mgttt AL FH 3% 28 27 27 26 24
PPS fiiHT %} 524 FA il 26 27 25 25 24
JRPAHIE CTX DR_R—R T A LD DEE 2234+ —25.38 + —41.44 + —67.81 + —78.25 +
{bFE (%) CE&E +SD) 27.75 43.90 34.35 19.54 12.80
EANTIZ LV R—2 T 1 ETH 244.7 220.1 173.0 93.6 62.6
FE B LT/ 4 (pg/mmol CR) [202.8~ [183.7~ [142.8~ [77.2~ [51.7~
AA [95% 5 FE X 1] 295.3] 263.7] 209.6] 113.3] 75.8]
HH BHEL 7T RBEOFEE (RN F -0.046 -0.151 —-0.418 -0.592
EHEE) D7 [-0.159~ [-0.267~ [-0.534~ [-0.709~
[95% (5 HE X [H] ] o 0.067] —0.034] -0.301] -0.476]
(P fit) (0.4210) (0.0118) (<0.0001) (<0.0001)
Bt (L2-L4) BMD D27 A 22> 0.71 £2.57 1.39+£2.52 3.10£2.75 | 4.00+233 3.18 +3.03
HOEE (%)  CE¥E +£SD) ’ ) ) ) ) ’ ’ ) ) )
LSO LV _R—2 T ETH 0.6581 0.6637 0.6750 0.6801 0.6756
LT/ N EHE (gem?) [0.6511~ [0.6569~ [0.6680~ [0.6732~ [0.6683~
[95% (5 FE X [H] ] 0.6651] 0.6705] 0.6819] 0.6871] 0.6828]
KL T T ERBOELME (R 5k 0.0056 0.0169 0.0220 0.0175
) D7 [-0.0042~ [0.0070~ [0.0121~ [0.0074~
[95% 15 X ] o 0.0154] 0.0268] 0.0320] 0.0276]
(P f#) (0.2570) (0.0010) (<0.0001) (0.0008)
BIRE | fLiE CTX D_— 2T A b DR —29.65 + —3491+ —44.58 + —77.59 + —83.50 +
FRAM (%) (CF¥JfE +SD) 20.99 20.56 30.01 11.69 11.46
HH KHEL T T ERBOELME (R 5 -0.0340 -0.0931 -0.2436 —0.2881
EHE) OF (ng/mL) [-0.0940~ | [-0.1549~ | [-0.3050~ | [-0.3499~
[95%{E HE X [H] ] o 0.0260] -0.0313] —0.1823] —-0.2263]
(P f&) (0.2645) (0.0035) (<0.0001) (<0.0001)
JRIAHIE NTX D_R—2F A b D -15.12+ -14.59 + —38.04 —51.18+ —54.40 +
b#E (%)  CEEHE +SD) 43.06 37.80 43.69 24.61 2521
BHEL 7T B ARBEOEHME R/ 5k -0.015 -0.180 -0.269 -0.287
E¥ME) o7 (nmol BCE/mmol CR) [-0.117~ [—0.284~ [-0.373~ [-0.392~
[95%fE X [H] ] o 0.087] -0.075] —0.166] -0.182]
(P 1) (0.7673) (0.0009) (<0.0001) (<0.0001)
HMVEET-ALP D_— 2T A L5 DEE -1583 + —20.50 + —-37.65 —47.14 = —47.81
b (%) CEXHE +SD) 15.62 17.91 11.50 14.44 18.80
KL T T B RBEOFELME (R -0.031 -0.121 -0.217 -0.209
SEEIE) oz (U/L) [-0.082~ [-0.173~ [-0.269~ [-0.261~
[95% 5 FE X 4] o 0.020] -0.068] —0.165] —0.156]
(P fiE) (0.2310) (<0.0001) (<0.0001) (<0.0001)
FARFFHNL L DR—=RAT A NG -13.49 + -17.58 + -33.64 —42.73 £ -39.11 +
> om DI (%) (EYIf# +SD) 16.53 22.97 13.31 15.68 14.89
> 3 fi EREL T TR BEOFELME (R 5 -0.030 -0.116 -0.193 -0.164
i EHE) D7 (ng/mL) - [-0.088~ [-0.175~ [-0.252~ [-0.225~
[95% 5 HE X 4] 0.028] -0.056] —0.133] —0.104]
(P fiE) (0.3075) (0.0002) (<0.0001) (<0.0001)
Bt (LL-L4) BMD D227 ¥2: 0.87 +2.63 1.34+251 3.10+2.71 426+£226 | 4.05+297
HOELE (%)  (CE¥E +£SD) ] ) ) ) ) ’ ’ ) ' )
BREL T T BRBEOFLME (R 5k 0.0035 0.0150 0.0208 0.0207
SEHE) D (glem?) [-0.0057~ [0.0056~ [0.0114~ [0.0111~
[95% (= HE X [H] ] o 0.0128] 0.0243] 0.0302] 0.0303]
(P fit) (0.4509) (0.0020) (<0.0001) (<0.0001)

(5.3.5.1-1 10.1-1, & 11.1.2-1, #* 114.1.1-1, £ 11.4.1.1-2, & 11.4.1.2-1, £ 11.4.12-2, & 11.4.1.3-1, %
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11.4.1.3-2, % 11.4.14-1, % 11.4.1.4-2, % 11.4.1.5-1, £ 114.1.6-1, £ 11.4.1.7-1, £ 16.2-6 H#HZ)

2.7.3.2.2 REMEHEBREREZHNRE L-FENMEERKRHER (JA28382)
(ERES 5.3.5.1-2)

JA28382°ClE, AHAI100 mg FE20441, AFEITH A1 mg HE203151% FAS & L, AF1100 mg #£183
B, AFEFAI mg BE189%1%Z PPS & L7z, PPS L VR4S 7/-FLHI, JEHE BMD i ~HE
Bl (RH100 mg FE T2, AIIEHAI mg FETI36], CARERNE) , F#AF ka0 (1941, 12
B) , TREREER HRT5S%AN GF, 361) , OFHZEIERERE QF, 161]) , SRERSEHEE
AL (11, off) Toholo, EHTEMOBFE I, M TREIAREWVITERD b2 h
277,

%%@¢¢ﬁ@¢¢ﬁm“k®w%%ﬁi B GRER TR E 223 72 <, BRI o H k4]
B OB R OHERR 1IN T, WEREFTREREWT o7, PPS IZBIT R N#EE (K
F100 mg XIXEDT T ER) KOEARNE S (REERAN mg UXEDT T ER) ORHE
TWTIN B8N, ETHY, BIFThoT-,

127 H BORGPEDORED £ & &2F 2.7322-11RT, 2B, KRB O AR Bl
%#27.6.1.40%F 2.7.6.1.44-1, F 2.7.6.1.44-3~F 2.7.6.1.44-131Z~ LT,

127 H B OfERE (L2-L4) BMD D X—R2 7 A b OELR (B ZREHIE + FEUREEE)
I%, AFI100 mg #ETIE5.168 £ 0.267%, AFEF AT mg #ETIEL5.396 = 0.263% Th o7, AH|
100 mg #f & ASKEF AN mg BEOZ b= (B 2 EHMHE) D% (95%EFEXH) 1%, —0.228%
(-0.967~0.510%) TV, ZO(EFEXHE FIRMEIZIELMERIE L L7e-1.6%% Eal> T3
_k;D AAI100 mg BEDOAIKIEH K mg BEICKTT D IELMEDNRENT-,

[EME (L2-L4) BMD OX—R T A b OELFRIE, WTNOHETH4THEBELOHEML,
F£72, AAI00 mg #f & ARIKEHFI mg BEITHR G-I 288 U HRIZFERICHER LT,

125 H B ORBEEITAES (Total hip) BMD D_X—2ZF A L inh DR CEHMHE + FEYE(R
72) 1%, AHI100 mg K OARIKIEHF mg BETENZEIN2.41 £ 3.16% K% T2.76 + 3.00% (LARE,
FIE) Tdolz, E72, KEEHHEH (Femoral neck) TIE, FNFh2.58 + 4.83%K% f2.64 +
4.06%, KEREHEZ T (Trochanter) TlX, ZiLE412.96 £ 4.29%K U3.36 + 4.24% Th->7-, K
BB DT X TOFNIZENT, BMDIZWTNORETHAT A B HHEML, F72, AKI100 mg
BE & ARIKIES A mg BI85 B 28 U COIRTRERICHER L7,

BRI ~—h—& LT, 120 HBORPMHIE CTX, RPMIE NTX K OULE TRACP-5b DX
—ATAUPLDOECEEBFL, BEK~—I—& LT, 127 H HOMIEER-ALP KON
1 PINP OR—RA T A UMD DOELFRERE Lz, JRTPHIE CTX OZ{LFE CEYE £ FEERER
7%, DIRR[RAR) 1, AFI100 mg £ T-62.80 + 42.33%, AFILEAI1 mg £ T-59.51 + 40.54% T
HoTme RTHIE NTX OZALRIT, AHI100 mg #ET-50.75 + 25.98%, AMEHHI1 mg # T
—=50.12 + 22.68% Cod > 7=, i TRACP-5b DZ LFIL, AAI100 mg # T-46.42 + 16.67%, &K
FEEGF AT mg BET-44.65 £ 19.56% Th o7, JRHPAHIE CTX, JRHAHIE NTX & T TRACP-5b
l:t, WPFNOBETHIE A BSOS L, AAI100 mg & ASEEFTHI1 mg #EI3H% 5B 28 L

ZITFRRICHERS LTz,
m{i‘ﬂﬂ‘” -ALP OZALER1T, AHI100 mg #F T-47.28 + 15.45%, AFEFHAI1 mg #F T-43.35 +
21.27% CTdH - 7=, IfiLiF PINP OZ(LHEIL, AHKI100 mg BET—68.98 + 13.95%, AFKIEH A1 mg
HET-66.66 £ 22.37% Cdh o 7=, MIEFER-ALP K OULIE PINP [ZWTNORETH 1A A B DI
DA 2R LTz, AAI100 mg BE & AL AL mg BT 5-WI 28 L QORIEREEICHER LT,

127 AR OEITRAEFRIZONTIE, FIRIMEMHELEITRAERE GEFEiITomELET) ,
SMEVEIEREMR B T AR5, BHRRIENEIERER B IR 2 et LT, FEAMEMEMER B 3% (BE
R OB L ET) 1%, AFI100 mg FETIX1.1% (2/183%1) TH Y, AIIEH A mg #F TIX
0.5% (1/189f3]) T o7, FESMEMEIEMEMR B H7 3 A ZITAAI100 mg #ETIE1.1% (2/183f1) T,
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ASREFAI mg BETI2.6% (5/189%1) Th -7z, BHIEMEIEHER T (BEHES L L TH
HINTIEHEIERETTO S b, BEaEdr, TEEY, FEBEETH) ORFAERL, AH100 mg
BETIXL.1% (2/183%1) T, ARIEEH A mg BETIE2.1% W189%1) Tho7z, WTHOBEHTIC
ONTHRAERITIKLS, W TRIGEWVIIRD b T,

uL@ﬁ%ﬁ% JESEMEE HEREIC BT, AAI100 mg BEA2 10 21, 120 AR#ES L
ToBRDONEHE (L2-L4) BMD ORI, BEIARRIE ThH o AREERAI mg BRI L TIHLMET
3@6 EWRENT, FTz, KEBE GEMES, A OERT-5) BMD OHMN#E, HR#H~—
— (RPMHIE CTX, RHAE NTX, i TRACP-5b, ILifE%HI-ALP, MLy PINP) O
ROFIHRARIIBWT, HWEMTEWVIED N o T,

x 2132221 2HREBOAMNMEBBEDF & (JA28382, PPS)

AF100 mg # ARIEVEH AT mg B
Bilgx BB 213 209
Be 54514 205 203
FASHRAT ot G256 1145 204 203
PPSHEHT 525 51144 183 189
FEIAN | MEHE (L2-L4) BMD OX— 2 T A V)b OB
i ) (R~ T + SE) 5.168 = 0.267 5.396 + 0.263
AFN100 mg BE & AIKEF A mg BEOE(LHE (O 0028
R D [-0967~0.510] -
[95%15 HE X [#]] ' '
Bl | KRIBEIEALES (Total hip) BMD DX—Z F A
2.41£3.16 2.76 £ 3.00
S Mo DUAEE (%) (FHIE = SD) 5 *
KIBEZEES (Femoral neck) BMD D _X— A F A
o OELE (%) (FHE £ SD) 2.58 £4.83 2.64 +4.06
KIEE 5+ (Trochanter) BMD MD_X— R 5 A
e OEEE (%) (TS £ SD) 2.96 +4.29 3.36+4.24
RAHIE CTX DR—R T A 7 b DB B B
(%) (TA9[E < SD) 62.80 + 42.33 59.51 + 40.54
JRHAHIE NTX D_X—2 7 A 2 in b DE(LE B B
(%) (EHE £ SD) 50.75 + 25.98 50.12 +22.68
1.3 TRACP-5b D_— 2 T A b DAL
—46.42 + 16. —44.65 + 19.
%) (T +SD) 6.42 +16.67 65+ 19.56
MIEERL-ALP DN—2 F A 36 DEALH
—47.28+15.4 —4335+21.2
%) (T +SD) 7.28 + 15.45 3.35+21.27
[iL3E PINP DR—RAF A b DEALR (%) _ _
(TH5{E  SD) 68.98 + 13.95 66.66 +22.37
HAMENEHE T I3 L3R (%) 1.1 0.5
HAMENEIEHER B T A (%) 1.1 2.6
EHERIEVEIEHER B T R A (%) 1.1 2.1
oo | MEHE (L1-L4) BMD OA= 25 A 725 DAL 4.83 +3.64 5.03+3.72
SEAfTE H (%) CFAfE +SD)
BREDODR—=Z2F 4 b0 R (cm)
—0.1+0.59 ~0.1+0.43
CF#fE +SD)

(5.3.5.1-2 10.1-1, % 11.1-1, ¢ 11.4.1.1-1, £ 11.4.1.2-1, F 11.4.1.2-2, F 11.4.1.2-3, F# 11.4.1.3-1,
# 11.4.1.3-1, & 11.4.1.3-2, # 11.4.13-3, & 11.4.1.3-4, F 11.4.13-5, % 11.4.1.4-1, Table 15.2.34, Table
15.2.35 Z%)
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2.1.3.3 =2HRBRZAL TORRDLLE & BF

2.7.3.3.1 B RER
(1) A FAFREFFA S UM oD FEYEfE oD K
/WH*HED KB (JP18499) M OV TIAHERIKFER (JA28382) DA MM R REM TH 5
PPS (28 F 5 A O #FH2RA0 R M K O 0 FEHEE O BRI S\ T, T FNE 2.733.1-1 L OF
21&ma_rﬁo
BREDVHIAERR T TP18499 TIX65.1~67.71%, JA28382 TIIAAI100 mg HE T68.81%, AERITH
1 mg BET69.3 CTdH - 7=, BT IP18499TlE150 mg AEIZ 1651, JA28382 CIIAAI100 mg A
Tofl, ARIEEHHFI mg B TP Th oz, BEFHEEREIT A AT 298G 0K HEOEIGIX
JP184997C1126.9~48.0%, JA28382 CILAAI100 mg AET32.2%, AHKEHAI mg #HT31.2%T
Holz, EHE (L2-L4) BMD DOX—Z 7 A > T-Score DEFEDFYIEIL, TP18499 TlE—3.08~
-2.86, JA28382 CIIAAI100 mg #T-3.091, AIEHAIN mg HT-3.141Th o7, BRI~ —
D —ODRFHME CTX OX—R2F A4 O FHEIL, JP18499 TlL, 4 #f T358.9~
372.2 pg/mmol CR TH YV, JA283827Tix, A#AI100 mg #£T247.85 pg/mmol CR, AN H
1 mg #£C249.41 pg/mmol CR TH -7z,
JRFHHE CTX OR—AT A OFHMED, TP18499 1 0 JA28382 TRV MEHEI A A bz, =
FUTIRHAHIE CTX OWERLSAEN R/ D Z LIC X A EHEE DRV, JRHMEEE G
TF 27 D3) OFGBMGEN R D LV O RBRT VA L OEOBFR EEZSNDN, u\

FTHORBRO R THIIE CTX [ES B &Y OB~ 4 7> (184.1 pg/mmol CR, FHFRAT £
%) +1.0SD) LA EDfiTh o7z,
ZOMOIEHETIE, FRBALOERBREORGHEICBNT, REREWIX

ST,

7ed3, AFRIFHAIOHE /IR F R

FXs) %ﬂiﬁﬁl

B (JA19761) O#ERFE T 57132.7.6.1.5.312R~ LT=,

F 2.7.3.3.1-1 AOMEEMNEERUVMOEEEDFE (JP18499, PPS)
77 B RRE 20 mg Bf 50 mg Bf 100 mg Bf 150 mg Bf
PPS fRAT G246 [ 51 5k 26 27 25 25 24
Bl %) CE¥IfE +SD) 67.2+5.38 67.7+6.1 66.8+7.1 65.1+5.7 67.6+5.8
PRI Ttk - - - - 1 (42)
ik (%) e | 26 (100.0) | 27 (100.0) | 25 (100.0) | 25 (100.0) | 23 (95.8)
wE (kg) (CEHE +SD) 49.04+540 | 48.19+4.70 | 5023+6.93 | 4949+870 | 50.03+5.69
HE (em) (CFE¥HE +SD) 151.85+4.71 | 149.10+5.13 | 150.73 £5.28 | 151.18 £6.37 | 151.72 £ 5.03
BMI (kg/m®) CF¥JE +SD) 21274226 | 21.71+223 | 22.09+2.63 | 21.62+3.49 | 21.75+2.47
PR OME () (KHEoH)
17.6+6.3 163+58 16.4 + 8.1 152+48 172+5.1
(CE¥ME £ SD)
HEEE T ORISR HilEk (%) 7 (26.9) 8 (29.6) 12 (48.0) 9 (36.0) 9 (37.5)
R—2F A OEME (L2-L4) BMD
-2.86+0.36 | —2.97+0.56 | —3.01+0.51 | —3.08+0.67 | —3.01+0.46
(T-Score) (CE¥JfE +SD)
R—2 5 A v DRRFMHIE CTX
3722+227.3 | 366.0+148.1 | 359.2£154.5 | 362.2+176.8 | 358.9 + 140.2
(ug/mmol CR)  CF¥JfE +SD)

(5.3.5.1-1 # 11.2-1 Z4%)
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& 2.1.3.3.1-2 ANOMEZHFERUTHOEEBEDORME (JA28382, PPS)

AA1100 mg #E ARFEIESH AT mg #E
PPS AT & SR 15K 183 189
i %) CEME +SD) 68.8 £ 6.94 69.3 £ 6.02
PRI Bk 6 (3.3) 3 (1.6)
P (%) b 177 (96.7) 186 (98.4)
KE (kg) CF¥E +SD) 49.45 +7.235 49.17 +6.723
HE (em) (E¥E +SD) 152.19 + 6.473 151.60 + 6.075
BMI (kg/m®) (F#E +SD) 21.33+2.629 21.40 +2.668
PR DI (FF)  (etkEooZr)  (CFEfE +SD) 18.7+7.78 19.0 £ 6.75
HEAE ST OBAER OBIE (%) 59 (32.2) 59 (31.2)

(CF¥)fiE + SD) —3.091 + 0.5824 —3.141 £ 0.5951

(F-HfE +SD)
(53.5.1-2 # 11.2-1, £ 11.2-2, £ 11.23, F 11.24 #%)

N—2F A OfEHE (L2-L4) BMD (T-Score)

249.41 + 166.362

N—=2F A ORFFIE CTX (ug/mmol CR) 247.85 + 138.780

LENEABRDERD LLERES
&5%E (BMD)

1 fE#t (L2-L4) BMD DR—RX 54 UhbDZE1E

9 AR ERIR B (JP18499) 2B\ T, AHI50, 100&%T8150 mg RET, 44 H HOEHE (L2-
L4) BMD O 7 B RFECKIT 24 BRI HER S vz,

AR IR SR (JA28382) D120 H H OREHE (L2-L4) BMD DN—Z T A 2 b DAL
(/b ) OZEOEFEXME FIRMED, FELHREL L--1.6%% EE>Tnd 2 &
£V, KAN00 mg FEOARIEELH AT mg FECKT 2 IEL MR /-, IEHE (L2-L4) BMD
OEMOHEB AKX 2.7.3.3.2.1.1-11275F, AAFI100 mg BEE OAIKEHAI mg BEE HIZ, 44 A
BT nzRd S, 120 A B £ TRl E2 g T -, mEITERGHME 423 L TTIER

BRICHERS LT=,

2.7.3.3.2
2.7.3.3.2.1
2.7.3.3.2.1.
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2.7.3.3.2.1.1-1 [E# (L2-L4) BAD DR—X S A U6 DEILEDHTR
(FH9iE = #Z#ER/E) (JA28382, PPS, LOCF)
Plot of Relative Change (%) from Baseline of Lumbar Spine (L2-L4) BMD (LOCF) (Mean +/ - SD)

Protocpl(s&: JA28382
Analysis: PPS

Lumbar Spine (L2-L4) BMD (%)
Summary Value (mean +/- SD)

10

ol

gl

-

6l

5 o o==TF

N -

3

5]

1

0l

1

0 4 6 12 -

@~ RO200-5450PO N = 183 183 183 183
<O RO200-5450IV N = 189 189 189 189

Program : $PROD/cd10133/i28382a/f_sum1mbmd.sas
Qutput : $PROD/cd10133t/i28382a/reports/f_sumTmbmd_pp_I24_pc_l.cgm
17SEP2014 15:20

(5.3.5.1-2 X 11.4.1.1-1 ZF48)

JP18499, JA28382 K% ONAHEYE S A 0 & 11 /M FH R R FER  (JA19761) 2351 D HEHME (L2-L4)
BMD D_—A T A S DELROHRS QD H, 6 H, 120H) %23 2.73.3.2.1.1-112577,

JP18499\2 8B\ C, 44 A H OAAIN00 mg BEDOMEHE (1L2-L4) BMD DX—RF A )b DZE
b CFE + SR 1%, 4.00+£233%CTHY, 7T BRI L CHEICHEMLT,

JA28382(2 8B\ T, 44 A HOAFI100 mg FEOMEHE (L2-L4) BMD D_X—Z T A b D%
bR CEBIME + HEAEFZE) 1, 332 + 3.53%CTHY, ZOfEIE, JPI8499DFEE & K& 72&E
B/

JA28382IZ8B\W\ T, 6 TN2U A B OAFEERAIl mg FEOMEHE (L2-L4) BMD OX—2 T A
VB DT CEBME + MERERZE) 1, 3.95+3.72%K% 105.34 +3.92% Th - 72, JA19761D
PPS @ 95 b, FHIFHEEKERAR (JA28382) OBEINEMWEEZ EZE L, HE LT xS EM

(Modified PPS) (Z31F HIEHE (L2-L4) BMD DO_X—R T A nb DO IR CEHE + fE3E
fR7%) 134.37 £ 3.68% K T5.53 + 446% TH Y, JA28382DX—RA T A b DR L FIRE
ThoT=,

PIE XV, JA28382, JP18499} 1 JA19761 D3FRABRIZEUNT, AHI100 mg M OASK: HH 7
1 mg OMEMHE (L2-L4) BMD AN RICHBIMEN & D 2 & 2l Lz,
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& 2.7.3.3.2.1.1-1 FIHEEKKHER (P18499) , FIMAAERRFER (JA28382) R UKRZETHIH
DFE I /MARKREER (JA19761) 1ZH S (L2-L4) BUD DAR—X S 4 U DEILRDHE
#% (4nR, 6HA, 128A) (FHfE £ BERES)

IRBRFENERT | MRATRISR - — 47 HE®D 67 H B D 127 A 8D
[ 4L ELER (%) ZE (%) e (%)
VAN 25 0.71 £2.57 — —
JP18499 PPS -
AF100 mg # 25 4.00 +2.33 — —
IA28382 PPS, AF1100 mg BE 183 3.32+3.53 3.86 £3.49 5.22+3.94
LOCF AERFEFIHN mg B 189 3.30 +3.46 3.95+£3.72 534+3.92
Modified
A19761 N .
IAI976 PPS, ARFIEF A mg B 234 — 437 +3.68 5.53 +4.46
(%) LOCF

Modified PPS DEF : AIGEHHI O I /IFEEGIRRER (JA19761) D PPS O#BAEZE D 5 5, Wit (L2-L4) [ CREFHEAE %
FROT120 A B £ CHEMHE (L2-L4) BMD i3 AlREZRAER], 22120 A B £ TIZBIT B EHE (L2-L4) BMD D_X—RZ T A )
5 DIACR D 30%ATE OIERI, M OAKNH AR AER (JA28382) & [FFEIC Hologic #HHL oI T2 4# H L < BMD HIE %
1T- TV DIER]

(5.3.5.1-1 % 11.4.1.2-2, 53.5.1-2 & 11.4.1.1-2, £ 2.73.7-1 2U%E)

2.7.3.3.2.1.2 KEEE BMD DR—X S A4 UhbDEIE

KEEE BMD DOX—2F A b O 0L, HIAHERRR (JA28382) 2\ Tikm L 72,
12 H B OKRBEEEAHES (Total hip) BMD D_X—Z T A b DZE LR CEME + FEYE(RF )
I%, AHAI100 mg FET2.41 + 3.16%, ARIEVEHFHIT mg FET2.76 + 3.00%, KB FHEE (Femoral
neck) BMD D_X—2 7 A )26 OZE(LEI, AAI100 mg #ET2.58 £ 4.83%, AFKIEHHI1 mg
BET2.64 + 4.06%, KEEEHFH#5 (Trochanter) BMD DX— A7 A b DEALRIE, AHl
100 mg #£T2.96 £4.29%, ARIFEH A mg FET3.36+£4.24% Th -7z,

KEEE BMD OX—Z T A b OELEOHR &K 2.7.3.3.2.1.2-1~[X 2.7.3.3.2.1.2-31Z7R
I, KIBEHOT R TOEMIZEBNT, BMD IZWTNORETHAT A BN LHML, £z, KAl
100 mg #f & ARSI F AN mg BTG MM 28 LU CRIZFRERICHER L=,
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2.7.3.3.2.1.2-1 KBEEELIERBMD DR—R 54 Uh 5 DEILEDHE
(FyiE = Z#ER/E) (JA28382, PPS, LOCF)
Plot of Relative Change (%) from Baseline of Total Hip BMD (LOCF) (Mean + /- SD)

Protocpl(srl: JA28382
Analysis: PPS

Total Hip BMD (%)
Summary Value (mean +/- SD)

6_
5,
4
3 - q
- -— 7 I
2_
1 4
0,
-1 1
0 4 6 12
Month
@~ RO200-5450PO N = 181 180 181 181
-G RO200-5450IV N = 189 188 189 189

Program : $PROD/cd10133/i28382a/f_sum1mbmd.sas .
Qutput : $PROD/cd10133t/i28382a/reports/f_sumTmbmd_pp_hip_pc_l.cgm
17SEP2014 15:22

(5.3.5.1-2 11.4.1.2-1 % F48)
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2.7.3.3.2.1.2-2 KEEEBZFEBWD OR—XZ 414 Uh b DELEDHF
(F9fE = Z#ER/E) (JA28382, PPS, LOCF)
Plot of Relative Change (%) from Baseline of Femoral Neck BMD (LOCF) (Mean + /- SD)

Protocpl(srl: JA28382
Analysis: PPS

Femoral Neck BMD (%)
Summary Value (mean +/- SD)

@~ RO200-5450PO N = 181 180 181 181
<O RO200-5450V N = 189 188 189 189

Program : $PROD/cd10133/i28382a/f_sum1mbmd.sas
Qutput : $PROD/cd101331/i28382a/reports/f_sumTmbmd_pp_nck_pc_l.cgm
18SEP2014 17:25

Month

(5.3.5.1-2 11.4.1.2-2 % F48)
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2.7.3.3.2.1.2-3 KERBEFE B OR—X S 1 Uh 5 DELEDHRE
(FEHfE = R#F=E) (JA28382, PPS, LOCF)

Plot of Relative Change (%) from Baseline of Trochanter BMD (LOCF) (Mean +/ - SD)

Protocpl(s&: JA28382
Analysis: PPS
Trochanter BMD (%)
Summary Value (mean +/- SD)
8 .
7 i
6 N
5 4
4
_ -
3 =T e
S R O A
2 7 e
11 e
01 c®
1
2
-3
0 4 6 12
Month
@ RO200-5450PO N = 181 180 181 181
-G RO200-5450IV N = 189 188 189 189

Program : $PROD/cd10133/i28382a/f_sum1mbmd.sas
Qutput : $PROD/cd101331/i28382a/reports/f_sumTmbmd_pp_tro_pc_l.cgm
18SEP2014 17:25

(5.3.5.1-2 X 11.4.1.2-3 %> F48)

JA28382 K UNAHR L5474 0 55 11 /TAR G AR 7k R (JA19761) 1281F 5 KBRS BMD DO_X— 2
AV OEILROHR (61 H, 120 H) 2F 2.733.2.12-11TR7,

JA28382IZHB\V\ T, 6K T2 H H OAFEESHIT mg FED KBEE BMD OX—2 7 A L InbH D
AR CEHME + EHERZE) 1%, EA2ES (Total hip) TIE2.19 + 3.00%K U2.76 + 3.00%, XEHh

(Femoral neck) Ti32.17 + 3.89% &% U2.64 + 4.06%, Hx+%} (Trochanter) Tl2.37 +4.22%K Y
336 £ 424% Th o7, JAI9761ICEBIT H6 K TN2H H B OARIEESFHI1 mg #EO KERE BMD O
NR—=2 T A nbOELFE CEHE £ BEERZ) 1%, M08 (Total hip) TIE1.73% + 3.52%
K UR2.60 +3.40%, FE#B (Femoral neck) TIE1.52 + 4.76% K% 1U82.40 + 4.70%, #s¥#B (Trochanter)
TIE2.09 £ 5.20%M% U333 £ 5.52% TH Y, WITILOEHAIZIBW TS JA2838200 BMD DX— A
TAUMNEDELFR L RKRERE NIRRT,

PLEX D, JA28382} TN JA19761 D2ERERIZI\NT, AKIEHHFIL mg D KRS BMD B n%h %
WCHBEMWERS D Z L 2R LT,
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# 2.7.3.3.2.1.2-1
(JA19761) [2HITHKREEEBID DAR—R 54 UL DELEDHR (688, 120A)

CEHE + Z#RE)

SEIMAAERERER (JA28382) RUARZEZISHIDSE I/ MAARRKRER

VAR Vs N T
AL i?gi;? file At - ;J 67 A BOZ ks | 127 A BHOZELHE
! e GUEM] . (%) (%)
5 #
PPS, AFHI100 mg 181 1.87 £2.82 2.41+3.16
e JA28382 — ‘
PN L gE SR A LOCF | ASEVEHAIl mg BE | 189 2.19 +3.00 2.76 +3.00
(Total hip)
JA19761 | PPS, s \
SR 353 1.73 £3.52 2.60 + 3.40
(52) LOCF ARFEVEH A mg B 7
aogagy | PPS: AF1100 mg & 181 1.88+£3.99 2.58 +4.83
PN LOCF | AS7E47I1 mg BE | 189 2.17+3.89 2.64 + 4.06
(Femoral neck)
JA19761 | PPS, s \
SR 353 1.52+4.76 2.40 +4.70
(52) LOGF RIS A1 mg #E 7 7
aogagy | PPS: AF1100 mg & 181 1.90 £4.22 2.96+4.29
PN e LOCF | AS7E4701 mg BE | 189 2374422 336+4.24
(Trochanter)
JA19761 | PPS, s \
SR 353 2.09 +5.20 3.33£5.52
(52) LOCF ARFEVEH A mg B 9
(53512 £ 11.4.12-1, £ 114122, £ 11.4.12-3, 53.5.13 % 11.422-1 ZU%E)
2.7.3.3.2.2 BRET—h—

ARIETIL, FOHERZE (JP18499) M OV MIAHERRFER (JA28382) 2R\ T, Witk &
HICBE LB RE~— — (RPHE CTX, JRPMHIE NTX, MiEHEH-ALP) 22OV Tik~R

60

2.7.3.3.2.2. 1

REPMHIE CTX DR—X S 4 UhbDEIE
JP18499|Z8 T, AHI50, 100&%TN50 mg #:T, 44 A B ORFHHIE CTX O 7 F & AREEZxE
T A BB DR S,
JA283821281F 5, JRHHIIE CTX OX—RA T A NG DOEEOHER Z X 2.7.3.3.2.2.1-11
T, AAKIN00 mg BER OAKERAN mg BEE HI2, 1A BPOH LR NRD L, 12
A B ETRRE L, WIS A E L UIIERERICHERS LT,
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2.7.3.3.2.2.1-1 JRPFHECTX DR—RXF A4 U b DELEDHRE
(FEHfE = F#F=E) (JA28382, PPS, LOCF)

Plot of Relatlve Change (%) from Baseline of Bone Turnover Marker (LOCF) (Mean +/ - SD)
Protocol(s&
Analysis:

Urinary CTX (%)

Summary Value (mean +/- SD)

0_

-100 1

-125 1

Month

@ RO200-5450PO N = 183 183 183 183 183
> RO200-5450IV N = 189 189 189 189 189

Program : $PROD/cd101331/i28382a/f_sumimtm.sas
Output : $PROD/cd101331/i28382a/reports/f_sumimtm_pp_tm_pc_l.cgm
17SEP2014 15:21

(5.3.5.1-2 11.4.1.3-1 % F48)

JP18499, JA28382 K ONAIEYEH A0 5 I/ MARER IR FRER  (JA19761) 2k 1T DR F#HIE CTX
DR=AFTA DL DECROHER BB H, 48 H, 60 H, 128 H) 2% 2.73322.1-11T7
7

JP184991Z3\\C, 477)% HOARHKI00 mg BEDORFAHIE CTX OR—RT A inh DELHE
CE¥IME + EERZE) 13-67.81+19.54%CTH Y, 7T BARERIKR L THRIZHD Lz,

JA28382(Z8B T, 34 A BHDOAAII00 mg BEDORFMIE CTX OR—RAT A D OER

CE¥IME + EUERFZE) 1%, —66.05 £32.48% CTH YV, Z OfElE, JP18499IIHIFHN—RAF A
Mo O (CEHE + BEERZE) —67.99+17.62%& FEETH -7,

JA28382i2F8 T, 6K N2 H H OARFEES Al mg FEDIRTHHIE CTX DRX—Z T A4 L nb
DZELHR CEHE + BEUERZE) 1%, —66.86 +32.36%K% 18—59.51 +40.54% CTd - 7=, JA197611C
BWT, 620 H HOARIRIEFAI mg FEORTMIE CTX OR—RF A )6 DR

CE¥ME + EERZE) 1, —66.91 +37.25%K% N—68.65+28.97% TH Y, JA28382MDX— AT A
YN DOELREFRBRETH -T2,

PLEX D, JA28382, JP18499 K TN JA19761 D3FERIZIUNT, AAKI100 mg M OAHE G
1 mg OJRHFFHIE CTX Z b SHELEFRICHBMER S D Z & 2R LT,
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%+ 2.7.3.3.2.2.1-1

55 MAAEREREER (JP18499) , S IMAHERPREAER (JA28382) R UAZETHHHI
DFE I /MAARKEAER (JA19761) I2HFHRPMIECTXDA—R 54 UMb DEILEDHERE

HA, KA, 688, 128H) (FHOE = ZE£RE)
1RBRFEMERE | MM ISR - r— 3BHABD AB A EHD 6% A HD 127 HHD
e AL AL (%) R (%) AR (%) ZLE (%)
o N 3M:26
A —28.27+18.99 | —22.34+27.75 — —
1P18499 PPS AM:25
AH 3M:25
. —67.99+17.62 | —67.81 +19.54 — —
100 mg A 4M:24
AF
. 183 —66.05 + 32.48 — ~70.22+28.62 | —62.80 +42.33
1A28382 PPS, 100 mg ¥
LOCF SR
zweg:;h‘t A 189 —62.85+27.95 — —-66.86 £32.36 | —59.51 +40.54
1 mg Bf
3M:375
Sy BRE S
J/;Lg;l };}Z)SéF ztgiiiifj 6M:378 —59.98 +25.42 — —66.91+37.25 | —68.65 + 28.97
2 ¢ 12M:378
JP18499 K 1} JA197611% SYNARC SAS T, JA28382IIERKEHLSI AF 4 = 2 THIE L7,
(5.3.5.1-1 ¥ 16.2-6, 5.3.5.1-2 & 11.4.1.3-1, 5.3.5.1-3 & 11.4.3.1-1 #%%E)
2.7.3.3.2.2.2 REBFFHE NTX DR—X 54 U b5DEAE

JP18499I2F T, AHAI50, 100X M50 mg HET, 47 A HORFAHIE NTX O 7 EAHREC

X4 B E R DR ST,

JA2838212 81T %, RFHMHIE NTX ORXR—ZA T A IS OBALROHEBE X 2.7.3.3.22.2-11C
RT T, AHFN100 mg BER ORIEFEHFN mg BEE BT, 1A BLOH LMD F8D 5, 12

KA B E TR L7c, M35 Wi 28 L CRIEFBRICHER LT,
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2.7.3.3.2.2.2-1 RFMFHENIXDR—X 54 UM LDELLEDHTS
(F9fE = Z#ER/E) (JA28382, PPS, LOCF)
Plot of Relative Change (%) from Baseline of Bone Turnover Marker (LOCF) (Mean + /- SD)

Protocpl(s&: JA28382
Analysis: PPS

Urinary NTX (%)
Summary Value (mean +/- SD)

0_

Month

@ RO200-5450PO N = 183 183 183 183 183
> RO200-5450IV N = 189 189 189 189 189

Program : $PROD/cd101331/i28382a/f_sum1mtm.sas
Qutput : $PROD/cd101331/i28382a/reports/f_sumTmtm_pp_tm_pc_l.cgm
17SEP2014 15:21

(5.3.5.1-2 11.4.1.3-2 % F48)

JP18499, JA28382% TN JA19761ICH1F DIRHFMIE NTX DX—RZA T A b OELROHER

B3I A, 48H, 61H, 128 H) %F* 2.733222-11TR-7,

JP1849912 8T, 44 H HDOARAIN00 mg BEDORFME NTX OR—R2T A b DR

CEHME £ EH¥ERZE) 13-51.18£24.61%CTH Y, 7T REHIK L THEICH D LT,

JA28382I2 B\ T, 34 H HOAF100 mg BEDORTHIE NTX D_X—ZF A b DR

CE¥IE + MEHERZE) 1%, —48.03+£22.80%CTH Y, ZOfHEIL, JPI18499DX—A T A LD
Ak CEEIME + HEHERZE) —53.35+£2048% L R TH -7,

JA28382(ZFB VT, 6 TN2 W H B ORI A mg BEORFAHIE NTX DRX—2F 1 inb
DAL CEHE + HEERFRE) 1, —51.05+25.20%K% -50.12 £22.68% TdH >7-, JA19761iC
BT, 6TN2H0 A HORIEFEHFIN mg BEORFMIE NTX ORX—RF A b DOELE

CESME + YRS 1%, —52.96 £ 39.37%K% (-56.34 + 34.52% CTdH Y, JA28382DX— A7 A
YN DOELREFRETH -T2,

PLEX Y, JA28382, JP18499 K 1F JA19761 D3FRBRIZEBUNT, AHI100 mg M OAIRE S 7
1 mg OJRPHHIENTX 2D ST 2 RICHBMERH D Z & 2R LT,
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%+ 2.7.3.3.2.2.2-1
D I /MAEERKREER (JA19761)

55 MAAEREREER (JP18499) , S IMAHERPREAER (JA28382) R UAZETHHHI

[CHETHERFFMENXDA—RFA4 N LDELEDHRE 3

hA, 48R, 688, 128R) (EHE = EERFE)
L e iR A et - r—_— 3STHE® 4T HHED 61 HHBD R2AAHD
AEEES | UEH ZALE (%) ZAE (%) LR (%) ZALE (%)
- N 3M:26
7R -2.62+£79.66 | —15.12+43.06 — —
JP18499 PPS 4M:25
AFI100 mg B 25 —53.35+£20.48 | —51.18+24.61 — —
PPS AFI100 mg B 183 —48.03 £22.80 — —55.64+£18.93 | —50.75+25.98
JA28382 i SR B
LOCF AR gﬁﬂ 189 —40.90 +30.79 — —51.05+£2520 | —50.12 +22.68
1 mg B
3M:377
A19761 PPS, SRYE S
J(é%%) LOSCF Zgl’?‘/ ifj 6M:378 | —50.01+3528 — —52.96 £39.37 | —56.34+34.52
- e 12M:378
(5.3.5.1-1 #16.2-6, 5.3.5.1-2 3% 11.4.1.3-2, 53.5.1-3 % 11.43.2-1 2&%E)
2.7.3.3.2.2.3 MEBEE-ALP DR—X 54 UhbNDEIE

JP18499|Z BV TAHIS0, 100 V150 mg #EC, 44 A B OIMEFERL-ALP O 7 7 2 REHIR$
BB B IR SRR S ATz,

JA2838212 81T 5, IMiEFH-ALP OX—2F A UMD OELFEOHR 2K 2.7.3.3.2.23-11
RT, AKI00 mg BEL OARIEFEF AN mg #E L HIZ, 3V HENLH LD B B, 12
A B ETRRE Lo, mAHIRGHIM A S L UIIEFEEICHERS LT,
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2.7.3.3.2.2.3-1 MBEBE-APDR—RXFA4 UMb DEILERDHFR
(FyiE = Z#ER/E) (JA28382, PPS, LOCF)
Plot of Relatlve Change (%) from Baseline of Bone Turnover Marker (LOCF) (Mean +/ - SD)

Protocol(sig
Analysis:

BALP(%)
Summary Value (mean +/- SD)

10 1

O,

Month

@~ RO200-5450PO N = 183 183 183 183 183
> RO200-5450IV N = 189 189 189 189 189

Program PROD/cd10133t/i28382a/f_sumimtm.sas
Output : $PROD/cd101331/i28382a/reports/f_sumimtm_pp_tm_pc_l.cgm
17SEP2014 15:21

(5.3.5.1-2 11.4.1.3-4 % F48)

JP18499, JA28382&% TN JA19761IZ\F 5 MG HH-ALP OX—ZF A b DELROHER

B3I A, 48 H, 61H, 128 H) &F* 2.733223-11TR7,

JP18499I2 BT, 44 H HDOAAI100 mg FEDIMIEEHH-ALP D_—Z T A B DAL

CEEIME + MEERZE) 13-47.14+ 1444%TH Y, 7T BREEIK L THERICH D Lz,

JA28382(2 BT, 347 H HDOAAKI100 mg BEDOMIFEHR-ALP O_X—2 T A )b D[R

CE¥IME + MEHERZE) 1%, —38.95+1293%CTH Y, ZOfHIE, JPI18499D_—A T A )i D
AR CEHIE + HEUERZE) —40.87£13.32% L R TH -7,

JA28382I2 8B\ T, 6L T2 H E@ﬂ@%/ﬂiﬁﬁ%’l mg FED MIHFT-ALP D_X—R T A b
DR CEHE + EERZE) 1%, —45.17+15.25%K% 43.35+2127% CThH -7, JA197611C
BT, 624 H E@Ki&%ﬁ%ﬂ mg BEDMIEER-ALP O_X— 2T A b DR
CE¥IME + FEHERZE) 1%, —41.06 £22.60%M 0—47.56 £ 16.60% TdH ¥, JA28382D— AT A

VB DELRERBRE TH -T2,
PLEX Y, JA28382, JP18499 K 1F JA19761 D3FRBRIZEBUVNT, AHI100 mg M OAIREH 7
1 mg OIMIEHER-ALP 284 S ¥ 2 RICHBIWENH D Z & 28 LT,
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& 2.7.3.3.2.2.3-1 HFIHEERKHER (P18499) , HFMAAERRFER (JA28382) R UAKRZETHIHI
DFE I /MAERRRKHER (JA19761) I2HFTHMBERE-ALP DR—X 54 U6 DEEEDHRE 3

hA, 4hAR, 68AR, 128R) (EHE £ BERE)
el ey KT XF 52 - r— 3HAEHD 4B HBED 6 HBED 127HB®
G EE S | £ EALE (%) ZILE (%) ZEAE (%) LR (%)
- N 3M:26
7R —8.02 +47.27 ~15.83 £ 15.62 — —
JP18499 PPS 4M:25
#1100 mg #% 25 —40.87+ 1332 | —47.14+14.44 — —
PPS AF1100 mg #E 183 —38.95+12.93 — —48.04 £ 14.75 | —47.28+15.45
JA28382 ’ S B
LOCF ﬁi&gﬂfﬁu 189 —35.19+ 15.80 — 4517+ 1525 | -43.35+21.27
1 mg B
JA19761 PPS, ARIEE IR A
(58 LOCE | me B 378 -32.26+17.83 — —41.06 £22.60 | —47.56+ 16.60
JA28382CiX CLEIA 5 (BN pg/l) , ZOMOFRERIL EIA & (BALIX UL) CTHIE Lz,

(5.3.5.1-1 % 16.2-6, 5.3.5.1-2 #&11.4.1.3-4, 53.5.1-3 £ 11.43.3-1 &%)

2.7.3.3.2.3 ENMEHEHAETT CIEEINBEZSY) OREE

BIFHEG AR RS (JA28382) ([ZBWC, 124 H B OIEIMENEREMRE PT343, FESMENEFEHE
B PT 3 AR K OV HLROEMEIEHEM T I 38 AR 3R1T, AFI100 mg BE & ARSKIEH AT mg BETEW
T BN T,

JA28382 K ONANER 35 0 575 T/ AR EE R 3BR (JA19761) (233 1) 2 BEFHEM & HT O A 5
B A OMELEL) BEFELER 2.73323-11I77,

JA19761TlE, MEHEICI~SEOHEMKREITZ AT 2HEBRE LR E LTEHED, JA28382L X4
LHANRR D120, JA283820H T, BEFAHERE T 26T 2HBEIZOVT, JA19761 DFER
L U7z, ARIESAI mg BEOINMEVEREE T I BEFEITOEEL &) BAERIL,
JA28382 D BEAFHEME 4T & 459 D B & [ C130.0% (0/59%1]) TH Y, JA19761D 127 A H
TIE7.9% (30/38141) T o7, 728, JA28382 T, WIFHDORETY, HEKEIrOIAERIC
BETFHER B HT O EIC L 5 —EDBIANTERD 2o Tz,

JA283821%, 1277 A H OEKE (L2-L4) BMD D_X—Z 5 A b OEbR 42 FEIMEE &
LTEY, MEHECHERE T2 AT 28BRE 255 L Lz JAI9761IZL_T, L0 FHU R
DIRNPEERE DR TIZ o722 &0, BIEARENME» -T2l EE X DD,

JA28382 & JA197611%, FHAMMIFSCREMAEIE & B2 5700, Btk a 3252 LixT&E R
WS, JA28382ITF 1T D ARIEEHFIT mg BEOBITRAERIT, JA19761DFIHARL THD,
JA19761 DFEREFIETH LD TIE -T2 EEZ D,
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+ 2.7.3.3.2.3-1 FMAEERKHER (JA28382) RUARFIFHIDE I/MABERKRHER (JA19761)
[LH T HERFHABTITORENDOFNEEHREET EIFEHOBEZST)

FAEFE (PPS)

ﬁgég% JA28382 JA19761 (&%)

PES JRFEMEE BRI RE JRFE B R A

B 50m 127 A 127 A 34
I 7100 mg # 1.1% (2/18341) — —

AFEEH A mg B 0.5% (1/189%)) 7.9% (30/381%1) 14.7% (56/381451)
BEAEMEMRB 4T TH ) | AHI100 mg F¥ 1.7% (1/594)) — —

ARIEVEF A mg B 0.0% (0/59%3) 7.9% (30/38141) 14.7% (56/381431))
BEFHEMR T T | ARAI100 mg B 0.8% (1/124431) — —

AFEIESIAIT mg 0.8% (1/13031) 0.0% (0/0f4) 0.0% (0/0f)

(5.3.5.1-2 # 11.4.1.4-1, 53.53-1 Table 2.2-19, 5.3.5.1-3 £11.4.1.1-2, £114.1.1-3 Z&E)

2.1.3.3.3  EAKEIZE T HIERDLEEK
AHETHE, HUAHERAR (A28382) OFFREINT, HMHKEMICHT DR E kT 5,

2.7.3.3.3.1 BIEHABIEZA T 5H6RSE

JA28382 D BEAFHEM BT A HER D120 H H DFNMED IR D F & &K 2.7.3.3.3.1- 1177

AHFN100 mg B, BEFHMEREIT 20 S 720 R OB & BEFHERE T2 3 2 #BE o
EHOWFNOEMTY, 120 H B OBEHRE (L2-L4) BMD K ONKBEE GEALES, A58, 51
) BMD & X—Z2 T A MENLEIMEE, 120 BoBRE~—r— (RPME CTX, BT
FHIE NTX, 1% TRACP-5b, IMiEHEM-ALP, Mi% PINP) %X— 2T A AHN B S 72,

TEARER 0120 H HOEHE (L2-L4) BMD #N%hE1%, BEFHERE 2469 5 95E,
BEAFHER T T 28 S 72 W E O VTN OEMICE N TH, AKI100 mg B & ARIEEHEI mg
BEICRE BT A LN o T2,
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# 2.7.3.3.3.1-1 BIHFEHMABHEENIDI2ZHAEODAEMUERENDE LD
(JA28382, PPS, LOCF) (FHE £+ ZERE)

%Eﬁﬁg AAI100 mg B ARIEESFI mg #E
KB BMD LI4t : 59
" . 59
- KB BMD : 58
" KEEE BMD LIStk @ 124 130
KEEE BMD : 123

S —— \\ ng:ﬂ: {LZ-L\4) BM]? ?) A 5.21+422 5.01 £4.53

NR—=R T A INEDOER (%) 4 5.23+3.82 5.49£3.62

KBEE LA (Total hip) BMD @ il 1.94 +2.88 2.50 £2.66

NR=2 T A IPEOEAE (%) pilz 2.63 +3.27 2.89+3.14

KIBEE 24 (Femoral neck) BMD 0 il 2.05+4.19 2.37+3.26

R—=2F A HDEE (%) 4 2.83+5.10 277 +4.38

KIEE#RFE (Trochanter) BMD O H 2.49+3.77 3.58+3.59

R—=R2 T A H DR (%) i3 3.19£4.51 3.26+4.51
PRHEAHIE CTX D_R—R T A VB D f —50.91 + 66.70 —49.35 + 56.03
il B 2T _ Em% (%) _ b5 —68.45+21.29 —64.13 £30.26
JRPAHIE NTX D_R—RZF5 A v D H —47.02 +28.19 —47.65+25.75
ZAE (%) i —52.52 £24.78 -51.24+21.16
L% TRACP-5b D_R—Z T A )35 il —45.12+ 16.14 —-39.32£22.27
DEAE (%) b —47.04 £ 16.94 —-47.06 +17.76
HLEEF-ALP D_R—2F A 5B D il —45.09 + 17.98 —39.84 +£29.53
R (%) 4 —48.33 £ 14.05 —44.94 +16.10
L% PINP DX—2F A N5 D H —66.05 + 14.56 —-61.07 +32.27
ZAbE (%) pilz —70.38 + 13.49 —-69.20 = 15.49

(5.3.5.1-2 3 11.42.8-2, 5.3.5.3-1 Table 2.2-3, Table 2.2-7, Table 2.2-11, Table 2.2-15 Z &%)

2.7.3.3.3.2 75 UL E D#ERE

JA28382D 7555 A/ LA BRI 120 H B OFIMEDEAE D £ & A& FK 2.7.3.3.3.2- 1177,

AAI100 mg BEIE, TSR OWERE OEM & 75 EOWERE OEMHOWTNOHEMTY,
1271 H B OIgEME (L2-L4) BMD, KERE GEALE, FHE, $#575) BMD ZX—RX 7 A ED
ogmEE, 127 BoEE~—»— (RPAHIE CTX, RHHMIE NTX, mi5 TRACP-5b,
MEER-ALP, & PINP) Z#X—R T A AMEN LD SH Tz,

AAI00 mg BEIZRBWTC, EEFHEEE 012 A B OEHE (L2-L4) BMD EEMzhFix, 755%
Helili DWEERFE, TSI LL EOBERE O WTHOEMIZBW TR TH -7, Fo, 75 Lo
WERE OLEMTIE, WL bR LR DWHRE N DB TH 57208, AHI100 mg D124 A B
DIEHE (L2-L4) BMD HEANZhHIE, ABEEF AN mg BEONE L 0 RV 27~ LT,
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# 2.7.3.3.3.2-1 O@FEKm LULEANDI2HABDEDERBED T EH
(JA28382, PPS, LOCF) (FiyfE + EERE)
i (%) AF(100 mg B AREEFG AN mg B
75 A3 138 156
% KEEE BMD LISt : 45
7500
) KIEH BMD : 43 33
o JEHE (L2-L4) BMD O 75K 5.46 +£3.75 5.25+3.84
e BEFEAHE H TR (L2:L4) BMD ¢

R=RAT A PHDOEAE (%) 750 1 451 +4.46 5.77+4.34

KIEE LA (Total hip) BMD @ 75K i 2.69+2.92 2.66 +2.93

NR=ZAT A U NHDELR (%) 750 1.51+3.72 3.25+3.31

KRS 4% (Femoral neck) BMD @ T5AH 2.83+£4.84 2.62+3.93

N—=2 T A InHOELE (%) 750 F 1.77 £4.78 2.76 + 4.68

KR #5745 (Trochanter) BMD 75AH 3.13+£4.18 3.28+4.19

NR—=RAF AU NEDOELFE (%) 7504 F 243 +4.65 3.74 £ 4.51
JRHHIE CTX D_R—A2AF A Vb D 75 A3 —-62.50 + 47.07 -61.26 +37.44
_ B EAbFE (%) 7504 —-63.71 £22.57 -51.25+52.74

A O TATE H 7 -

JRHFFHTE NTX O_X—R2F A Vb D 75 A5 —51.59 £24.38 ~50.49 +22.16
EAbE (%) 750 F —48.16 + 30.52 —48.37 £25.32
1fL.3& TRACP-5b D_X—Z T A 5 75 A5 —48.28 + 16.78 —45.64 + 19.40
DOEALFE (%) 750 —40.71 + 15.10 -39.96 + 19.92
MIEFHR-ALP D_X— 25 A B D 75HK5i —48.07 + 14.64 —44.58 + 16.81
EbE (%) 750 —44.85 +17.68 —37.53 £35.32
Mg PINP D_R—ZF A D 75AH —70.11 £ 13.07 —68.27 + 16.55
EAbHE (%) 750 F —65.53 £ 16.03 —-59.05 +£39.24

2.7.3.3.3.3

(5.3.5.1-2 #11.4.2.8-7, 5.3.5.3-1 Table 2.2-4, Table 2.2-8, Table 2.2-12, Table 2.2-16 % Z&%%)

BIERERE

JA28382D B4 D12757 A H DHMEDOGE D £ L HEFK 2.7.3.3.33-11T7R7,

AFN100 mg BEIE, &Mk, BYEOWTNOWEBRELHETE, 120 A HOMHE (L2-L4) BMD,
KBEE GIEACES, 4G, #a1-50) BMD Z-X— AT A AENLEMNEE, 120 H B oFRHE~
—H— (RHFMIE CTX, JRHAMIE NTX, IiF TRACP-5b, Mi&EHEH-ALP, [M{& PINP) %X
— AT A MENSED ST,

AHNI100 mg BEIZHBWTC, EERMEEE 0120 A B OfEME (L2-L4) BMD EEMzh i, ik,
BHEOWTNOWREEHICB N TCHLRETH 72, £, WEEE b BHEBRENDVETH -
70N, BUEWEERE DL T, AHI100 mg BEO124 A HOERE (L2-L4) BMD B RI1x, A
FEAEFHIN mg BEOZNF L v RV A2~ LT,
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£ 2.7.3.3.3.3-1 BLADI2HABDEMNERBEDE LD
(JA28382, PPS, LOCF) (FHE £+ ZERE)
pEBI AF1100 mg B AACTEATA
1 mg B
B 6 3
Bk KBEE BMD LAt ¢ 177
At SR BMD : 175 186
A ] Hz‘*éj’ﬁ (‘L2-L4) BMD (é 5‘3‘% 443 +3.23 6.30 £2.00
NR—2 T A D OEFE (%) Lok 5.25+3.97 5.32+3.95
KIEFUTAES (Total hip) BMD @ Bk 1.69 +3.48 0.64 + 1.48
NR—=2F A InHOEFE (%) Lok 244+3.16 2.80 £3.01
KBEE 2# (Femoral neck) BMD O Bk 0.44+4.17 228+ 1.56
R=ATA U DEDOELER (%) Lok 2.65+4.85 2.65+4.09
KIBE#E+%5 (Trochanter) BMD 0 B 2.28+2.83 -0.79 +£2.39
R—=RF AP EDOEAE (%) 7 2.99+4.33 3.43+4.23
FRIETE CTX O_R— AT A B D B —-67.91 +10.86 —24.07 + 8.57
Bl ST A5 ‘ 2‘515% (%) _ Lk —62.62 +42.99 -60.09 + 40.61
FRPAHIE NTX DR_R—RZF5 A Vinb D B ~29.38 +30.45 —43.63 + 14.05
ZAE (%) ek ~51.47 +25.60 -50.22 +22.80
M.iE TRACP-5b D_X— 25 A ik T —40.22 + 11.87 —6.95+21.45
DI (%) Lk —46.63 £ 16.79 —45.25+18.98
MIEERL-ALP DN—Z 5 A b D Bk —33.94 +8.99 —29.85 +20.47
ZAFE (%) M —47.73 £ 15.44 —43.57 +21.27
L% PINP D_R—ZF A b D Bk —54.42 +7.44 —39.93 +33.84
EIE (%) M —69.48 + 13.86 —67.09 +22.00

(5.3.5.3-1 Table 2.2-1, Table 2.2-5, Table 2.2-9, Table 2.2-13, Table 2.2-17 % hZE)

2.7.3.3.3.4  eGFR 60 mL/min/1.73 m*kE DR E

AREITBNEDS E PR TH 2 2 D, HEFCRERAEEE (LI, eGFR) MR O£
31T 2B MEABF L7-, eGFR {RME D HNEIZ60 mL/min/1.73 m*KiliE L, ~—ZFA
? eGFR {360 mL/min/1.73 m*Aili / PA 243 1 THEEF L7,

JA283827D eGFR fEA360 mL/min/1.73 m’*Kiifi, /LA EBID120 H HOFSMEDREIED £ &%
# 2.7.3.3.34-1125R”7,

AF1100 mg BEE, eGFR {72360 mL/min/1.73 m>Kiifi DR DO & 60 mL/min/1.73 m*LL_E
OWFTHOEFTYE, M (L2-L4) BMD, KERE GIACHS, S, #55) BMD &—X
TA AE G, BRE#~—T— (RPMIE CTX, JRPFHIE NTX, [MjE TRACP-5b,
Mg EA-ALP, M{E PINP) % X—2 T A AMEN WD SH T2,

TEMIEE O 12 A H OBEHE (L2-L4) BMD HIIZEIX, AHKI100 mg B & A E 5 A
1 mg BEOWTHORES, eGFR 2360 mL/min/1.73 m* K ¥ O #BRE DHE T eGFR A
60 mL/min/1.73 m*LL EO#ERE OEM L VKL R A AR Lz, AFI1 mg B & AL R H
1 mg FERIOMEME (L2-L4) BMD HAIZNRIC K E 2@ W TA BN Do T2,
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F& 2.7.3.3.3.4-1 eGFR 60 mL/min/1.73 mKi&E LU ERIZEFTH12H AEDEMMERBEDNF &

& (JA28382, PPS, LOCF) (FHfE + RERE)

eGFR AF(100 mg B AHEESHI mg B
60A il 25 20
(ke 601 I- jcfﬁg% BMD LISt ;158 169
KEE BMD : 156
I ] Hﬁ““f@ﬁ SLZ-Lfl) BMD\O;) 605!%‘2?5 4.16+4.22 493+3.13
R—RF A5 DOEE (%) 6014 5.39 +3.88 5.39 +4.01
KIBE AT (Total hip) BMD @ 60T 2.22+2.58 229+1.78
NR—R T A INHDEHE (%) 6014 2.44+325 2.82+3.11
KBEE #E  (Femoral neck) BMD 0 60T 3.16 +£5.43 2.10+3.07
R—=2 T A U DEDELE (%) 60L) 1= 249 +4.74 2.71+4.16
KB #5738 (Trochanter) BMD @ 60T 2.81+3.77 3.17+2.39
R—=RATA U DEDELE (%) 60L) I 2.99 +4.38 3.38+4.41
JRIPHHIE CTX DR—Z 5 A b D 60T -61.92 +27.10 -31.09 +71.06
B 2T : %Mz% (%) _ : 601;L‘J_‘ —62.93 +44.32 —62.88 £ 34.07
JRPAHIE NTX D_R—ZF A b0 6041 —47.26 + 34.99 —37.75 +29.49
ZAbE (%) 601 I —51.30 +24.35 —51.58 £21.38
i3 TRACP-5b D_X—R T A L) 604 Tifi —38.80 + 20.08 —41.89 +£22.25
DEAE (%) 6004 | ~47.63 +15.80 —44.97 +19.26
MIEFR-ALP OX—ZF A B0 60A it —44.58 + 16.99 —32.59 +44.18
ZAbE (%) 6014 —47.71 +15.21 —44.63 + 16.44
3% PINP D_R—RA 5 A inbD 60T —62.99 + 16.55 —51.98 + 50.49
ZALFE (%) 6024 I —-69.93 + 13.31 —68.40 + 15.58

(5.3.5.3-1 Table 2.2-2, Table 2.2-6, Table 2.2-10, Table 2.2-14, Table 2.2-18 % &%)

2.7.3.4 #EREL - BEICET SBRKFEROEN

2.7.3.4.1 kEfER k5=

AAENX, BP RO &GRANOBEGHELZW O T2 & TREAMEZEI L, HFEMkERZ5GE
THZEEAMELT, A 1@@&5%&%?%%&75%&) BN T& 72, MBI HRIE
TRIRER L UCARAID A 1E#E 5 RIF BB AGR STV D, ERNICBWTHRBEICA 1R O# S
@ CARZEIEH A1 mg S OAAI100 mg OB ED i, ARIFHFI mg 1TEEICAFR ST
W5,

R HERIE R 258 & LT, AFI100 mg NEEAGEDOARKEFAI mg &~ THER
IZH BN & ARGEET 2 AR R (JA28382) % FEffi L=, TORE, TEIEEHA
ThAH120H B OMEME (L2-L4) BMD OXR—Z 5 A b OB (F/h EHE + g
AAZ) X, AAI100 mg BETIES.168 + 0.267%, AFEEHRAI mg # TIEL5.396 + 0.263% T -7,
AAKI100 mg #f & ARIEFEFAI mg BEOVHME (/b R FHMHE) O (95%EFEXH) |
—-0.228% (-0.967~0.510%) TV, ZOEFHEXMHE FRMEIZIELTERIE & L7--1.6%% L=
STWNWAHZ L LD, ARIEFEFAIN mg BRI T D AHKI100 mg FEOIEL N RS-, BEMHE (L2-
L4) BMD DOX—RA T A UinDOELRIE, WTFoORETH4L A BIZIZ#EinL, A#A/100 mg
B & ARIEES AN mg BEIT G- MM 28 U UZIZRRICHER L 7=,

* 72, KEREIEAE BMD, KEREHEEH BMD, KEREiE % BMD, BWIN~—h—TH5
JRIFHIE CTX, SRPMHIE NTX M OMLIE TRACP-5b, ‘BB ~—H—Th 5 MiFEHH-ALP K
OMILE PINP 12X L TH, TNENDR—RAT A b OERIT, AAI100 mg #E & AFKE
FHAI mg #EC, EHHMAZEL URIER CHEEEZ R LT,

FEOMEME D HERB I X OFEMER BT DFARIZONT S, AAI100 mg B & ABETH AT mg
BET, KRERENIRDoT2,

PLEX Y, ARFN00 mg @A 1EIFEEIE, RIEFHF OF I/MAHERRE JA19761) 12\
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2.

2.

2.
1)

2)

3)

4)

2.

TEAT AN 2 2R L7 AN A mg o H 1E#5- & RAEOARMENETE 5 60
LEZNTE,

1.3.4.2 HBEBHARVEEZOBESIE

ERFERR N BB DRI ANA 4T _A TV T 41k 2 BFEORERER (MF7122)
(2.7.12.2 ) 1ZBWT, MR RICHIEE Le5E, BHERERRERH S 1~3REH O
BHET, AUCi KM Cog 1 ZIFIERERTH o7z, £, BATEG &L TREE G D AUCiy
KO Coax [CH S NRIBODRRD BT, LEN-T, AFARAOKBET LR, &K%, &)
OREBRICIRA L, 7>, BAZONIRFLZBET L ENEE LW EE T,

71.3.5  HhEDHEHK mEMN

5 MLAH G R 5ER (JA28382) 2R W C, AAI100 mg FEDONEHMHE (L2-L4) BMD K OVKHRE
BMD (%127 2720 Rz gL, Zozh5iE, BEAGROAIEEH A1 mg #EIZ K UERR
MINZH BT, £, BR#~—F— (RPHIE CTX, JRFFHIE NTX, i TRACP-5b,
Mg EA-ALP, & PINP) (X, "—R2 T A VX THLLREDZRL, ZOBREEES
IHID RIIAKERNFN mg BEE RRRECTH Y, 120 HH E T L=,

F72, BAGROARIEEHA mg 1X, TOF N/IAERRBR JA19761) 1IZBWT, ZhEMN3
FEMRHET D 2 LR STV D,

WS TIE, RSB EHERIERSE 255 L LB IAER R (BM16549, MOBILE #&B#,
53.5.1-4 /) TR, HIZ BMI16549 Dk fialik T 2 FHMb AHERKHER (MA17903,
53.5.1-5 ) T3HEM, AFSEMICHIZY, BHEBREBE IS L TAAI00 mg L TM50 mg
AR ORE L, BHE (L2-L4) BMD ¥R NEMICO D FiT 5 Z L AR L TV
%I,

L7z o T, ARANTEMICOIZ 0 RNk d 5 Z EnWifF T 5,

1.3.6 SEXM

=G R IE AR O R — A X— 0 U VAR U BEl mg, AR T AEHEl mg OFEHREE
(2008410 H 8 H ) . http://www.info.pmda.go.jp/

HHBIEDO I LR A T A L 20114ERR, T FHRERIEODBW, D. HNAH~—»—Hl
E, BHBIED T LRI A BT A ANERE B RS, 74 7 YA = AR, p28-30.
Reginster JY, Adami S, Lakatos P, Greenwald M, Stepan JJ, Silverman SL, et al. Efficacy and
tolerability of once-monthly oral ibandronate in postmenopausal osteoporosis: 2 year results from the
MOBILE study. Ann Rheum Dis. 2006 May;65(5):654-61.
Miller PD, Recker RR, Reginster JY, Riis BJ, Czerwinski E, Masanauskaite D, et al. Efficacy of
monthly oral ibandronate is sustained over 5 years: the MOBILE long-term extension study.
Osteoporos Int. 2012 Jun;23(6):1747-56.

1.3.7 {+8%

#£ 2.73.7-1  ARIEEEHAOF T/MFEEGERFER (JA19761) OFHFE L = x} % 4E M (Modified
PPS) BT HEHE (L2-L4) BMD DO_X—Z T A )b DR

#£ 27372 FEIREAE MR DK
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& 2.7.3.7-1 XRFEIHFOE D/MMEERRHER (JA19761) DFRELF-xtREM (Modified PPS)
[CHTEHEH (L2-L4) BID DAR—R 54 U LDELE

tsumim_mpp_y_bd_lp_b1 Summary of BMD Relative Change from Baseline by Scheduled Visit Over 3 Years (LOCF)
Protocol (s) : JA19761
Analysis: Modified PPS

Parameter
Scheduled Time IBN 0.5mg [IBN 1mg RIS
Statistics (N=241)  (N=242)  (N=225)

BMD L2-L4 (%)
MONTH 6
n
Mean
Std Dev
Median
Minimum
Max imum
95% CI Upper
95% Cl Lower

MONTH 12
n
Mean
Std Dev
Median
Minimum
Max imum
95% Gl Upper
95% CI Lower

MONTH 24
n
Mean
Std Dev
Median
Minimum
Max imum
95% CI Upper
95% CI Lower

MONTH 36
n
Mean
Std Dev
Median
Minimum
Max i mum
95% CI Upper
95% CI Lower
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" - B EidER s N v BRI | i .
it T i B 5 5% =1 E-
Zan #
I | JP18499 7| MR | R | AL TIRAR/IHARD | 2825 | 4B A | 137125 1/126 Bl | s b 471 H BoRS
W AR 27> x| RERE | Re, 20 mg/17 AfERN 27/27 ~ | JEME (L2-L4) BMD | #fiiE CTX
53.5.1-1 VAV (A R, 50 mg/17 &0 27/25 B | 25D 0 F
B IEhhE 100 mg/ 177 A #%&1 26/26 55ik LA E
150 mg/11 A% N 26/24
I | JA28382 22 | %Mk dE | RRMER | A, 100 mg/17 AR | 205/177 | 127 7 | 422/396 9/363 Bl | eseEL b 120 A B o
W AR FZ x| RERE | etk Il mg/1WHR—F X | 203/184 ~ | B (L2-L4) BMD | # (L2-L4)
53.5.12 VAV (A Bl | YAM70%KiE, & | BMD
HiR 2L YAMB0% A
230 e 55 L AT BEAE
HY
55k

BN P12

W LT

Eltl“]
K

F (e B LH

43 a8eq
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R E/\§E100mg
(A2 FBVEF M) o LK)
[ B HHRREE]

EE (B2 — L 2)
CTD O #E (Y~ 1 —)

2.7 PR
2.7.4 BRIRAYZE2NE

AR AN AL
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W EE—
W& &5 S 4
APR Acute phase reaction SRS
BP Bisphosphonate E AR AR — b
BUN Blood urea nitrogen mH R FEEFR
Chnax Maximum serum drug concentration S i PR
Ch min Serum drug concentration after n minutes # 5 n 53 % O s R IEMIEE
C0G3007 - Roche tHEERBMAET A R 7 A >~
eGFR Estimated glomerular filtration rate HEFLR BRIACIE I 5
MedDRA Medical Dictionary for Regulatory Activities ICH HEEREHEHFE
PBRER Periodic Benefit-Risk Evaluation Report EARR 7 ¢ b - U R 7 FHiiEE
PT Preferred term FAGE (MedDRA DS5PEJE)
QT QT interval QT [Mik&
QTc QT interval corrected by heart rate DAECCHEIE L7z QT RBg
R0O200-54501V AN Fu g R T LKF ORI
P G- 84
R0O200-5450PO AN Ru g )UK OREA
Eiaen valll
SMQ Standardized MedDRA Query MedDRA #F#ER &
SoC System organ class #EBKIFE (MedDRA D5HEE)

BRI L7 JFRIT A N Re BT MY U DKM TH D03, BEEITA N Fr U ROGETE

L7,
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2.7. 4 BRRRAIR £

2.7.4.1 EEZ~DERE

2.7.4.1.1 BIENZEMIMAE R VR 2ROl

(1) ERRREBR OB
AN Rr U@ MY vaokin (LR, A3K) ofko#l (B, AA) OEN T L7
BIRRBR O —E A2 £ 2.74.1.1-11T77,
FEER 022 2ME DR/ IE, AFIOMFANEE S5 JF T HRIERE 255 L L% 0
GIREER (JP18499) K OVBIIAHRGARER (JA28382) ZFH /=, F£7-, AFNITTHE IR IR
DOFERANEESND Z LD, ZEEEE L CHA LIEANERRRD 5 5, ARG EHRE
BE G & LT AKI A B G550 FH A ERARRER (BM16549, 24E[H]) K OV Ofikfe itk
G4EM) TH HHENMb FHEFEKAER (MA17903) H&5E L Lz (F 2.74.1.1-2) ,

& 2.7.4.1.1-1 XHODERNHERHAZ —E

R4 FA v KGRE | FebIH - & %A Pk
et €S TR i [ 5-#% AF Al {5
(&R 5] 4
55 TARERIRRURR (HAlm] | bR i mE R | PARRRGRRR | IR 7IE R 8
#5) g —EmE MR | AL 3= 20 mg 3
JP16980 [5.3.3.1-1] Br 50 mg 3
100 mg 8
150 mg 8
5 T FR S PR 3ER ik IEm T v | FEAMEE | 40 A 7oA UENHA) 28
JP18499 [5.3.5.1-1] Z oL “HEMR | RIELE | /AN 20mg (18114 A) 27
P AT A ] b A 50mg (1E/14A) 27
B 100 mg (1[E/14 A) 26
150 mg (1[E/1%5 H) 26
5 LA BRI 3Rk Sk LR 7 > | FARTEE L | 14F
JA28382 [5.3.5.1-2] Zofe CEHER | BRERE | A&O - 100mg (IEVI%A) 205
AT HE R bt ARIGESFA | .
5 ER— 5 % A1 mg (11177 1) 203
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£ 2.7.41.1-2 REUFMNSEL LI-BNERAR—Z
B4 FHA pE il P 5300/ Ak HE 27 4
TR BRI 0 % P 5% 2 1 1
[&RE 5] #
55 TIAH i PR 3R sk I 7 | PR%EHRE | 280 50/50 mg (50 mg % 3 396
BM16549 (MOBILE) VAL & | B H2HM/14A)
5.3.5.1-4 kAT RER
: ! ;;figﬁﬁﬁ 100 mg (118/14 A7) 396
150 mg (1[21/14 1) 396
25mg GHEH) 395
5 1M b A8 AR R ER % ek LW — | AR EHRE | 34RO 358
(BM16549DHkGERER) | B SR ATRE | BE (BM16549 | 100 mg (1[al/177 A)
MA17903 [5.3.5.1-5] ] LR LEbET
361
54F) 150 mg (1[81/14 A)

Q) ZERVEOFHM %

JP18499 Tl a5t 7 DRI T4 15H £ T, JA28382 TIIWIE& 540> HIREIK T
e (D7 & b IR 51428 H) ETICRB LI-AEELAYINE LT, £7-, JP18499
Tl% MedDRA/J Ver.8.0%, JA28382TClE MedDRA/J Ver.15.1% W CHEAZE (PT) THEHS
G LT,

2.7.4TlX, FEAREYIZ JP1849912 oW\ T 1, JA28382 L [A U MedDRA/J Ver.15.1 Ttz CTH
FFLTERERERT,

BEFRZDOI D, L, HEIZORBIBZENDH DHFESR, R XATZHEITIC AR ST AR
W OIEENVE L SN HFR, BEE O UIEEREE - ER2Cmsbo) |, EE
WZORMBDBENDOHHHES, LRI TEETH L HR (ZOMOEZMIZEKIREE)
BIRIC BT D REORB IR E 2 EELAEERER L LT,
HEFEZOTEIELIL ), [HEE) RO TRE | O3 THIE LT,

TRERIE & DR FEBARIZHOWTIE, 4B THEZITY, [TBEZR L) Do ThFn»ich
Dy, THREMEDH V] KON 12550 ) CHIEESNT-AEFES %2 [REBRPGETERWE
LG L L7z, 7o, JA28382TCIX, KIREIMRIZIESRAI KL O O A D FNF IOV THIE
STV, AEFEROEICBWNTIE, Z62o00¥ED 5 HEFHEM DR V] E 2
Y

HAFIZOWTIL, JP18499TlE, [[HIfE /MR |
KON TFE1E | DA4EEPE T, JA28382Clx, [[HIE] ,
[REME ] RO T3] OSEME TR L7,

M/ L= BIEDH Y |, TREIE ]
Mg, TEELENBREEHD ),

AHEFROEFRERIL, RO, BIME, IR (% IR e MER e 4515
x 100) TRL7, AEFRROEFHIB VT, F—#EE CTH—FL PT) MNEREIFE L
HalE, ToOFERZIMEE L, BEETIRbEVH O, KERBERITR S BEENED R HIE,
FERFHTRFL O R WIRY b RO THEGF Lz, FR—#BRE TH-o THLRRLIELROLE
X, TNENOFRZIZHOWTHEIMEZ L LTI Ko7,
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IR AE L 5 25 8h1X, F. Hoffmann-La Roche L (LLF&, Roche 1) FERMAEHT A KT A
(COG3007, Versiond.0) % FEIZA/EAR X U7z AR F 2 fif 8 o A8 Bh JLUE & F O CREA L 72,

2.7.4.1.2 2T EERKR

(1) ARG 512K
5 M ARERRAUER  (JP18499) Je OVERE AR G IR 3R (JA28382) D &2 AT Xkt G ol 5 A &
2.7.4.1.2-11Z7"F, JP18499 T, FHIfFITRZRIREBRMEN IR THEE I, ZaMEICE T o815 -
WA BT b I M S N BB, TA28382CIE, EIHT HIBBREAS 1 ET b 4% 5 SN 4R E
MRS & LT,

& 2.7.4.1.2-1 FIEERKRER (JP18499) RUFEMABERKREAER (JA28382) @

T2 MR R B
BHHE 7t o5 MARRRARFER (JP18499) AR AR ER (JA28382)
47 A 14
LAMEfRHT R G | SETHI LA X G451 55 T

7R 28 28 25 - -
20mg # (1E/14 H) 27 27 27
50 mg B (1E/14 ) 27 27 25 - -
100 mg # (1[E/14 H) 231 26 26 205 177
150 mg # (1[E/14 ) 26 26 24
HESAN mg B (1E/14A) 203 203 184

(5.3.5.1-1 [X10.1-1% 0% 11.1.2-1, Jto_53512 X10.1-1 e OV 11.1-1 KV &%)
(2) FEHIFM RO 5%

JP18499(Z 81T AR DO 5 M O 52K 2.7.4.1.2-212, JA28382IZ51F HIRHRFIED
BERERIOE S, BEKRERE, RSPELOEGREE 27412312071, B, Znb0

GIRRER CIIm GO AR ICEKBIZZTHO 120, TREN4THBROIERE T
MR & L CTHEI LT,

JP18499 D X e 5 WM IZ A BET113.4~122.3H, EHHEGRIZLEETI8.81~100%TH Y,
BEGRERNCIE WX e o 72, JA28382 D e AL, AAI100 mg K& OARIEES AT mg
B (LI, FINE) CTFENEI333.08 L UB44.2H, FEHEEGRITZNZFN98.78% K% 1098.87% T
HY, WEEEWILAR o T2,

= 2.7.4.1.2-2 FIEERKREER (JP18499) IZH T HBREDKREHERVEEE (Safety)

dmilad_spt Extent of Exposure to Trial Drug (SAFETY)
Protocol (s) : JP18499
Analysis: SAFETY Center: ALL CENTERS

PLAGEBO PO 20mg/M PO 50mg/M PO 100mg/M PO 150mg/M
N =28 N=2 N =27 N =26 N =26
Duration of Administration(days)
Mean 117.4 121.3 118.2 122.3 113.4
SD 20. 39 2.67 9 99 2 45 32.19
Median 122.0 121.0 0.0 122.0 122.5
Min-Max 23 - 129 115 - 126 82 - 128 118 - 127 2 -129
n 28 217 26
Compliance (%) of Administration
Mean 98. 81 100. 00 100. 00 100. 00 100. 00
SD 6.299 0. 000 0. 000 0. 000 0. 000
Median 100. 00 100. 00 100. 00 100. 00 100. 00
Min-Max 66.7 - 100.0 100.0 - 100.0 100.0 - 100.0 100.0 - 100.0 100.0 - 100.0
n 28 217 27 26 26

n represents number of patients contributing to summary statistics.

The patient who was administered unknown dose in 50 mg/M group was summarized as a patient

who was administered the prescribed dosage.

DM11 08MAY2014:19:37:31 (1 of 1)
(5.3.5.3-1 Table 2.3-1 % 5#8)
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F 2.7.4.1.2-3 FIHERKRAER (JA28382) ICHTHABBREDRERHFFNDEIE, RBEREE,
BREHAMKRVOIREE (Safety)

dmilad_sp Extent of Exposure to Trial Drug
Protocol (s) : JA28382

Analysis: AS SELECTED Center: ALL CENTERS
SAFETY

R0200-5450P0 R0200-54501V
N = 205 N = 203
No. of PO Administration
12 170 (82.9%) 177 (87.2%)
1 6 (2.9%) 8 (3.9%)
10 1 (0.5%) 1 (0.5%
9 1 (0.5%) -
8 2 (1.0%) 2 (1.0%)
7 2 (1.0%) 1 (0.5%)
6 2 (1.0%) 1 (0.5%)
5 1 (0.5% 1 (0.5%
4 4 (2.0% -
3 5 (2.4%) -
2 6 (2.9%) 4 (2.0%
1 5 (2.4%) 8 (3.9%
n 205 203
No. of IV Administration
12 170 (82.9%) 177 (87.2%)
1 6 (2.9%) 8 (3.9%
10 1 (0.5%) 1 (0.5%
9 1 (0.5%) -
8 2 (1.0%) 2 (1.0%)
7 2 (1.0%) 1 (0.5%)
6 2 (1.0%) 1 (0.5%)
5 1 (0.5% 1 (0.5%
4 4 (2.0% -
3 5 ( 2.4% -
2 6 (2.9%) 4 (2.0%
1 5 (2.4%) 8 (3.9%
n 205 203
Cumulative Dose of Administration (mg)
Mean 1082.9 11.2
SD 297. 62 2.62
Median 1200.0 12.0
Min-Max 100 - 1200 1-12
n 205 203
Duration of PO Administration (days)
Mean 333.0 344.2
SD 90. 82 79.59
Median 365.0 365.0
Min-Max 8 - 374 3 - 373
n 205 203
Duration of IV Administration (days)
Mean 333.0 344.2
SD 90. 82 79.59
Median 365.0 365.0
Min-Max 8 - 374 3 - 373
n 205 203
Compliance (%) of PO Administration
Mean 98.78 98. 87
SD 5.514 6. 700
Median 100. 00 100. 00
Min-Max 50.0 - 100.0 28.6 - 100.0
n 205 203
Compliance (%) of IV Administration
Mean 98.78 98. 87
SD 5.514 6.700
Median 100. 00 100. 00
Min-Max 50.0 - 100.0 28.6 - 100.0
n 205 203

n represents number of patients contributing to summary statistics.

Percentages are based on n (number of valid values).

Treatment duration between first dose and last supplements intake is calculated.
DM11 17SEP2014:18:31:19 (1 of 2)
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dmilad_sp Extent of Exposure to Trial Drug
Protocol (s) : JA28382
Analysis: AS SELECTED Center: ALL CENTERS

SAFETY
R0200-5450P0 R0200-54501V
N = 205 N = 203
Compliance Category (%) of PO Administration
25 < 50 - 1 (0.5%)
50 < 75 3 (1.5%) 2 (1.0%
75 - 202 (98.5%) 200 (98. 5%)
n 205 203
Compliance Category (%) of IV Administration
25 < 50 - 1 (0.5%)
50 < 75 3 (1.5%) 2 (1.0%
75 - 202 (98. 5%) 200 (98. 5%)
n 205 203

n represents number of patients contributing to summary statistics

Percentages are based on n (number of valid values)

Treatment duration between first dose and last supplements intake is calculated
DM11 17SEP2014:18:31:19 (2 of 2

(5.3.5.1-2 % 12.1-1 ZFiB)

2.7.4.1.3  ABRMZEHOADKTEHFERVZTOMORE
o ARERRRABR (JP18499) R UV UARERIARTAER (JA28382) I, 974U b UM HLERE &
BB e LIEBRRBRTH o7z, 25 OERKRER O BV RER O A O #EEH 1 F
PEZnEhER 27471 0F 274720201 Lz, MRBRIZEWT, #ERE O AN DR Z0
FRPE I3 GREH TRIDEWIT R o 1o, E72, REMEMITIGER O N DREHFRRES, A
INPERERT T RN &AL L T,

2.1.4.2 HE=ER

2.7.4.2.1 EEEZROMEM
5 I AHEGE R R BR (JP18499) K OVEIIAHIGIERBR (JA28382) ICBIFAFAERELOEKN =N
FNE 2.7421- 1 OF 2.7.42.121R-7,

(1) 265 DAERARER (JP18499)

HERGORBERIL, 778K, 20, 50, 100%T150 mg B (LI, RIE) <, ThZh
82.1% (23/28%1) , 70.4% (19/2741) , 59.3% (16/2761) , 88.5% (23/26%1) K 184.6%
(222603)) THY, TTEREEEEARBFECRKE BN T o Tz, KEEBRNGETE A
WEERSORBIRL, THTN28.6% (828%1) , 222% (6/2761) , 222% (6/2741) ,
34.6% (92663]) }21%69.2% (18/26%1) T&HV, 150 mg FEDRBRIZT 7 v REEL B L TF
Mo TNy, 20~100 mg BEIL 7 7 B AREE L K& 2B WL 0o 72,

HIEENSEOFERRIY, 77 2R HEO20] (MEMEMER, JIEE) , 50 mg FEO14]
(BF) , OS50 mg O] (FFER) ICRO b, ZaubON, 50 mg FEOFRIFE M U150
mg FEOTFERIR I, 1RBRE L ORREBRPGE TE W EHE ST,

I 72 AREEO I (BEMEER) | mebazhto ZTOMOEERAEFEERIL, 77
BARRET2HI34F (REE~ V=7, JREYE, ITRETE) K020 mg BECIHIME (IR TE) 806
Niz, L EETLEERAERRIL, #ﬁf?ﬁ%ﬁ%&@%ﬁ%%m BSEZr L) EHESNT,
BHEHFIEICEST-HEERIT, 77 BRHEOIHIKLTS50 mg BEOIFNIFED b=y, Wi
TREREE & ORI RBIfRIT TRE# 2 L) L HESNT,

(2) FEIFHERARER (JA28382)
HERGZORIRIL, AAI100 mg B T85.4% (175/205%1) , AREEFHI1 mg BET87.2%
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(177203%1) , RERBIRDEE TE WA EFFRROREIRIT, AH100 mg #ET22.9% (47/205
B, ARIEHAI mg B TI8.7% (38/203%31]) THh-o7-, AEFFRKL K EBEIRNEE TE 7
WA EERORBLRICHE TR E R2ENI 2D 5T,

FIEE NS E O ERFLORBEE, AF100 mg FETL0% (2/20561) , AIFEEFHHI mg &
T0.0% (0203%1) Tholo, ZNHON, REBEBRPGE TCERWEEDOAEFRIIIF (F
TBEREOIREREAOAUE) THoT,

LR NI, ZOMOERELRAEEFLOBERIL, AKH100 mg #f T4.4%

(9/205%31)) , AEFEHAIN mg #ET3.0% (6/203%1) ThHhotz, ZHHON, KEBEHENGET
TRWEERAEFEFZIIAAN00 mg FHEOIH (A RES K OB EBERO20E) (2RO LT,

WHEPICE S T-AEFRORBRT, K100 mg FET2.0% (4/20561) , AEKEH A mg
FET2.0% (4/203%1) Tholz, HEBBEABETCERWVWRERILIZE TG ERGEORELFE
%, ZFNEN2.0% (4/20561) KT1.5% (3/203%1) ThH -7,

EEOHERS, BERAEERRROKGHILICE>T-HERERIZHOWVWT, A#HI100 mg &
& ARFEEFFN mg BETHRIVRIZH S 7RE NI o T,

& 2.1.4.21-1 HEEROEH (IP18499, Safety)

77 B RRE 20 mg Bf 50 mg Bf 100 mg #f 150 mg B¥
N =28 N=27 N =27 N =26 N =26

FERR 23 (82.1%) 19 (70.4%) 16 (59.3%) 23 (88.5%) 22 (84.6%)
K RBHE NG E T . . . . .
X T E g 8  (28.6%) 6 (22.2%) 6 (22.2%) 9 (34.6%) 18 (69.2%)
%giz REDA 2 (7.1%) 0 (0.0%) 1 (3.7%) 0 (0.0%) 1 (3.8%)
R RBHR NG E T
TRVEEENRE | 0 (0.0%) 0 (0.0%) 1 (3.7%) 0 (0.0%) 1 (3.8%)
EoREFRES
EE G EFS 2 (7.1%) 1 (3.7%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
KR BAR MR E T
ERVEERAE | 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
5
BHHIEICES T . . . . .
g 1 (3.6%) 0 (0.0%) 1 (3.7%) 0 (0.0%) 0 (0.0%)
K RBHR DR E T
XRVEETIEIC | 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
Eol-fFERER
A 1 (3.6%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)

(5.3.5.1-1 & 13.2.2.1-1, # 13.2.2.1-2, * 13.23-1, F* 13.2.3-5, £ 13.3.1-3, & 16.3-11, 53.7.2-2 &£V
e
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& 2.1.4.21-2 BEEROER (JA28382, Safety)

Overal |l Adverse Events
Protocol (s) : JA28382
Analysis: SAFETY

Adverse Event Category R0200-5450P0  R0200-54501V
(N=205) (N=203)
Any AE 175 ( 85.4% 177 ( 87.2%)
Any drug-related AE 47 ( 22.9% 38 ( 18.7%)
Any Severe Intensity AE 2 ( 1.0% 0 ( 0.0%
Any Severe Intensity drug-related AE 1 ( 0.5% 0 ( 0.0%)
Any Serious AE 9 ( 4.4% 6 ( 3.0%
Any drug-related Serious AE 1 ( 0.5% 0 ( 0.0%
Any AE leading to withdrawal 4 ( 2.0% 4 ( 2.0%

from treatment

Any drug-related AE 4 ( 2.0% 3 ( 1.5%
leading to withdrawal from treatment

Any Serious AE 1 ( 0.5%) 0 ( 0.0%
leading to withdrawal from treatment

Any drug-related Serious AE 1 ( 0.5% 0 ( 0.0%
leading to withdrawal from treatment

Any AE leading to Death 0 ( 0.0% 0 ( 0.0%

Any drug-related AE 0 ( 0.0% 0 ( 0.0%
leading to Death

Program : $PROD/cd10133t/i28382a/sumael. sas
Output : $PROD/cd10133t/i28382a/reports/sumae0_sp. out
17SEP2014 15:21 Page 1 of 1

(53.5.1-2 % 12.2.1-1 % FH4B)

2.7.4.2.1.1 LB KK A NDHBEEER
(1) 25 DAERARER (JP18499)
1) FBEBENEWAERER

WT N DORETHRIENS%U E QHILLE) ThoTtAEFRSZOLE %, KREBEFRICE
2.7.42.1.1-11ZR7,

WTNDOOREORBLE N b @ oA EFEERIE, KWIEE (778K, 20, 50, 100N
150 mg #£C, TN TN28.6%, 22.2%, 14.8%, 30.8%K%TN19.2% : LIKE, [FNE) , TH (10.7%,
7.4%, 7.4%, 154%}1%30.8%) Tho72, WWTRERNE DS TZAERES (WO
THBEN10%LL E GHILLE) 1 1%, FEE (10.7%, 0.0%, 11.1%, 15.4%&OM1.5%) , 5A
B (7.1%, 3.7%, 7.4%, 7.7%%TN92%) , I ~7 7V 77 0 (0.0%, 0.0%, 3.7%,
15.4% ) ON15.4%) , C-RUSHEE M (0.0%, 0.0%, 7.4%, 11.5% Kk O11.5%) , % ek
(3.6%, 7.4%, 3.7%, 3.8%&% M11.5%) , MEHAPIE (3.6%, 3.7%, 11.1%, 7.7%K 13.8%) ,
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MM (3.6%, 0.0%, 7.4%, 0.0%M N15.4%) , B (7.1%, 0.0%, 0.0%, 3.8%K111.5%) ,
FEEL (0.0%, 0.0%, 7.4%, 0.0%M N5.4%) , HEAERER (0.0%, 0.0%, 0.0%, 0.0%K% O
11.5%) Thote, 77BAREELER LT, TH, 9, B, WEH, REN, B gL
13150 mg BECRBLENE L, Eio, MF 7 47V 7 BN C-RONMER AN, 100%
O'50 mg BECHBLRNEmN T,

Flo, WTNDORETRBELEN10%LL E GHILLE) THoZREBERNGETE RWAE
ERIL, TR (7.1%, 7.4%, 7.4%, 11.5%K%026.9%) , FEE (0.0%, 3.7%, 3.7%, 0.0%MK O
19.2%) , M7 47V 778 (0.0%, 0.0%, 3.7%, 11.5%&T11.5%) , B (0.0%,
0.0%, 0.0%, 3.8%K% O'1.5%) , WEH- (0.0%, 0.0%, 3.7%, 0.0%K T811.5%) , ZE#E (0.0%,
0.0%, 3.7%, 0.0%} '11.5%) Tholz, TNHLOREREBEREE TERVEESFERIE, o
P 5HE & bl LT 150 mg BECHRBLEN @ o T2,



®27.421.1-1 WIRADETERENNULTH SO HBEEFFRAVEARBENBETELRVEATERODEST (UP18499, Safety)

Adverse Events and Related Adverse Events with an Incidence Rate at Least 5% in Any Group
Protocol (s) : JP18499
Analysis: SAFETY

Adverse Events Related Adverse Events
Placebo PO 20 mg/M PO 50 mg/M PO 100 mg/M PO 150 mg/M Placebo PO 20 mg/M PO 50 mg/M PO 100 mg/M PO 150 mg/M
N=28 N=27 N=27 N=26 N=26 N=28 N=27 N=27 N=26 N=26

Adverse Event No. (%) No. (%) No. (%) No. (%) No. (%) No. (%) No. (%) No. (%) No. (%) No. (%)
SIREE# 8 (28.6) 6 (22.2) 4 (14.8) 8 (30.8) 5 (19.2) - - - - 1 ( 3.8
T 3 (10.7) 2 (1.9 2 (1.4 4 (15.4) 8 (30.8) 2. (1.1 2 (1.4 2 (1.4 3 (11.5) 7 (26.9)
SEE 3 (10.7) - 3 (11.1) 4 (15.4) 3 (11.5) 1( 3.6 - - 2 (1D 1( 3.8
BBfE 2 (1.1 10387 2 (1.4 2( 1.7 5 (19.2) - 1037 1( 387 - 5 (19.2)
me7 4 JY /5 o8Em - 1( 37 4 (15.4) 4 (15.4) - - 1( 37 3 (11.5) 3 (11.5)
C—RISHEEBEM - - 2 ( 1.4 3 (11.5) 3 (11.5) - - 2 (1.4 2 (1.7 2 (1.7
Bk 1 ( 3.6) 2 (1.4 1( 37 1( 3.8 3 (11.5) - - - 1( 3.8 3 (11.5)
FEERA 1 1 ( 3.6) 1( 37 3 (11.1) 2 (1.7 1 ( 3.8 1 ( 3.6) - - 1( 3.8 1 ( 8.8
LR 1( 3.6) - 2 (1.4 2 (1.7 2 (1.7 1( 3.6) - - 2 (1.1 1 ( 3.8
Mgt 1( 3.6) 2 (1.4 - 4 (15.4) - - 1( 37 - 3 (11.5)
Bl - 2 (1.9 2 (1.4 1( 3.8 1 ( 3.8 - 1037 2 (1.4 1 ( 3.8
ESKEH] 2. (1.1 - 1( 3.8 3 (11.5) 1( 3.6 - - 1( 3.8 1 ( 3.8
FEL - - 2 (1.4 - 4 (15.4) - - 10387 3 (11.5)
e 2 (1.1 1037 1( 3.8 1( 3.8 - - - - -
LISE R 1( 3.6) 1037 - 2 (1.7 1( 3.8 - - -
& - - 10387 2( 1.7 2 (1.7 - - 10387 2 (17 2 (1D
B 1( 3.6) 2 (1.4 - 1( 3.8 1( 3.8 - - - 1( 3.8 -
O % - 2 (1.4 - 1( 3.8 - - - - - -
R 2 (1.9 - - 1( 3.8 - 1037 - - 1( 3.8
s 2 (1.1 - 1037 - - 1( 3.6) - - -
HEARIE B2 AS 3¢ - - 3 (1.5 - - - - -
FHEHEL - 2 (1.9 - 1( 3.8 - - 1037 - - -
HEian - 1037 - 2 (1D - - - - -

& - - 2 (1.1 - - - - 1( 3.8
fEIE 2% - - - 2 (10D - - - - - -

=3 - - - 2 (1D - - - - 2 (1.1
Investigator text for Adverse Events encoded using MedDRA version 15.1.
Program : $PROD/cd10133t/t18499a/aerate. sas / Output : $PROD/cd10133t/t18499a/reports/aerate_spt. out
09SEP2014 18:26 Page 1 of 2
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Adverse Events and Related Adverse
Protocol (s) : JP18499
Analysis: SAFETY

Events with an Incidence Rate at Least 5% in Any Group

Adverse Event

Adverse Events

Related Adverse Events

Placebo PO 20 mg/M PO 50 mg/M PO 100 mg/M PO 150 mg/M Placebo
=28 N=27 N=27 N=26 N=26 =28

No. (%) No. (%) No. (%) No. (%) No. (%) No. (%)

PO 20 mg/M PO 50 mg/M PO 100 mg/M PO 150 mg/M
N=27 N=27 N=26 N=26

No

(%) No.

(%) No. (%) No. (%)

2%
Rt 2
e

2 (1.1

. 2 (17
2 (7.1

2 (1.7

Investigator text for Adverse Events encoded using MedDRA version 15.1

Program : $PROD/cd10133t/t18499a/aerate. sas / Output : $PROD/cd10133t/t18499a/reports/aerate_spt. out

09SEP2014 18:26

Page 2 of 2

(5.3.5.3-1 Table 2.3-3 % f548)
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2) HIEEERIAEFSR
HIEENOAERFRORBELE 2.7.6.1.3.6-312~ LTz,
WTNOETHLAEEREROL IIRE X THEETH -T2, BEOHEFERIT, 7°*7~th¥
D26 (BN, IRSE) , 50 mg BEO 1] (FEJE) K ONS50 mg BEO 1] (FERE) 1278
Doz, BRI E OR BRI, 77 RO R L YR EEL TR L], 50
mg FEOTEFEIL TAMREMEDH D |, 150 mg HOEHWIX [Z0d V) LHESNZ, 723, W
FREBL 4R BIZ, HEHmIZ7H BICEIE L,

3) RBIFFHIRIA EFSR
JP18499ITFRERWIMI 234 A CTH - 722 &6, BB O EFRIIEF Lo T,

(2) FHINFHERARRE (JA28382)
1) FREHENENAERES

WFNNORETRBLRD 2% @HILLE) ThomAEHEROENEZ, KEBROAHER
(23 2.7.4.2.1.1-212"7,

WD ORETRELENS%L E (1MFILLE) Tho-AEFEGE, SMHER (KF1100 mg
#23.4%, AFKEHAIL mg #£30.5% : LR, [FNE) , 9559 (10.7%, 11.8%) , 15 (8.3%,
6.4%) , ERMERAFIE (5.9%, 2.0%) , iR (2.0%, 54%) Thole, TNHLOFEFS
DB, ARAIN00 mg B CARIEEF A mg BE L 0 BBLE RSN L@ T HERERIT -T2,

RN EE TERVAEFEFERIZONT, WINDLOHE THEIENS%U L ThoT-AE
FLRII o To, BBLFEN2%LL E @HILLE) THoTAEFRIL, WTORE TORBLFE
DEWWIEE, HEE (4.9%, 4.9%) , BEHEIR (2.9%, 3.0%) , SYEHIEIL (2.4%, 2.5%)
BRI (2.4%, 1.0%) , A (0.5%, 2.0%) THo7,

HEFEGEOREBEENGTE CTERWEFERZORBIEO LRI IB T, ARAI100 mg FEL
ARFEEHFI mg BEZH D RE NN o 72,



R ENEE

2.7.4 BRIRAY 22N

Page 15

& 2142112 WINMIDBETRREENDLULTH S -FEERRVERE R
BETELVHEEROKE (JA28382, Safety)

Adverse Events and Adverse Drug Reactions with an Incidence Rate of at Least 2% in Any Group

Protocol (s) : JA28382
Analysis: SAFETY

Adverse Events

Related Adverse Events

R0200-5450P0 R0200-54501V R0200-5450P0 R0200-54501V
N=205 N=203 = N=203

Adverse Event No. (%) No. (%) No. (%) No. (%)
BIREE X 48 (23.4) 62 (30.5) - -
HERE 22 (10.7) 24 ( 11.8) 10 ( 4.9 10 ( 4.9
P 17 ( 8.3) 13 ( 6.4) - -
ESKEE 8 ( 3.9 10( 49 6 ( 2.9 6 ( 3.0
ERMEREEE 12 ( 5.9) 4 ( 2.0) - -
&l 8 ( 3.9 8 ( 3.9 1 ( 0.5 1( 0.5
EiZES 9 ( 4.4 6 ( 3.0 1 ( 0.5 -
A 4 (200 11 ( 54 1 ( 0.5) 4 (2.0
G1EPE 9 ( 4.4) 5 ( 2.5) 2 (1.0 -
= ME 8 ( 3.9 5 ( 2.5) 1( 0.5 1( 0.5
B E % 8 ( 3.9 5 ( 2.5) - -
R 2¢ 7( 3.4 6 ( 3.0 - -
]l 4 ( 2.0) 6 ( 3.0 - -
[EXR 6 ( 2.9 4 ( 2.0) - -
ARG 5 ( 2.4) 5 ( 2.5) 5 ( 2.4 5 ( 2.5)
LESERTE 7( 3.4 3 ( 1.5) 1( 0.5 3 ( 1.5
S 7 ( 3.4) 3 ( 1.5) - -
HERER 6 ( 2.9 3 ( 1.5) 1 ( 0.5
ERR 7( 3.4 2 ( 1.0 5( 2.4 2 (1.0
OB fa 5( 2.4) 4 ( 2.0) - 2 (1.0
HE 2 6 ( 2.9 3 ( 1.5 - -
T SaERkE 4 ( 2.0 5 ( 2.5) - -
BT/l 3 2( 10) 6( 30 - -
FEMEHEL 6 ( 2.9 2 (1.0 - -
& it 3 ( 1.5 5 ( 2.5) - -
BERERMEKRE 2 (1.0 5 ( 2.5) 1 ( 0.5) -
HERE 2 (1.0 5 ( 2.5) 1 ( 0.5 2 (1.0
BRE 2( 1.0) 5( 2.5 - -
FUILX S % 1 ( 0.5) 5 ( 2.5) - -
ElEREHFELY 1( 0.5 5 ( 2.5) - -
ANY Ny AR 5 ( 2.5) - -
ERR)—7 - 5 ( 2.5) - -
i R BRIEG 5 ( 2.5) - -

Investigator text for Adverse Events encoded using MedDRA version 15.1.

Program :
18SEP2014 15:26

2) HIEERIAEFSR
HIEER DA EFROFBIELE 27421131277,
BESEE DR, THEERONEE EHESNICAEFEZORIRT, KH100 mg FHFTENE
1183.4%, 9.8%M M1.0%, AIFEHAII mg HETENENSS.2%, 8.4%KLTN0.0%THY, 1A
EOREFRITREIFEETH T,

BEOEERRIT, AAI100 mg BEO2H234 (141
K OREREAIZONTIE, BRI E DREBEBRPETE ST,
X, TRBRIIM R 3

b,

BB R

B o S R

E73)
i

e

iz,

R EB R

$PROD/cd10133t/i28382a/aerate2. sas / Output : $PROD/cd10133t/i28382a/reports/aerate2_sp. out

Page 1 of 1

(5.3.5.3-1 Table 2.3-4 % f48)

x 2742113 EEENAEERERE (JA28382, Safety)

K OSRER A, 11 B )

&)

EREER it BHEFR (355 T =
B | B % MR BB % MR BB % RO BB % TR
AF1100 mg #E 205 175 854 455 171 834 426 20 9.8 25 2 1.0 3
K;‘i&/ﬂi\%‘fﬁ” 203 177 872 473 173 852 453 17 8.4 20 0 0 0
1 mg #f

(5.3.5.1-2 Table 15.3.1-7 k%)
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3) FBIRHIRIA EEG

HERHRLOPPERFIICONWT, BB Z3 0 H Z LX) D HE5F LB o FESF
GRBBLR 274211417 F, £7o, BIARFHMAELINA T L ICRUI 72, RN OF
EHEGOEH 2 E 2.7.47-31TR LT,

HAEFRROFBBFEIX, ROO3TAM (556530 HH) BAAI100 mg #T47.8%, &K
HITHFHI mg BET54.7%THY, TOH, 2BABETDI~6, 6~9%N9~12H H D30 H
M ORBERIT, AFI100 mg #ETILENZEI20.5%, 15.1%&L 5.1%, AHEHFI1 mg B TlxZ
NZN11.5%, 152%K%U8.0% Th -7z, MfEE LifIDO3H HBORIRIK, ZO%DKID
AMORBLRLY @iz,

AFN100 mg BE & ASKEGHHI mg BEZ BT 2 RBRE B O EFLRIRIT, K037 A M
M OZFDOBOEID AR TREETH Y, WEHCKE ZRENIR -7,

& 2.1.421.1-4 RERPRNOEEERAEEE (W5, JA28382, Safety)

50 0-3M 3-6 M 6-9M M -
AF1100 mg £ kS 205 195 185 178
FE BG4 98 40 28 9
% 47.8 20.5 15.1 5.1
B4 153 95 113 93
ARIEVEF A mg B %K 203 192 191 187
FBLFIEL 111 22 29 15
% 54.7 11.5 15.2 8.0
FEEAF L 179 104 112 78

(3% 2.7.4.7-3 ZiZ)

2.7.4.2.1.2 T

JP18499\2 8\ C, 7' Z v AREEO 1] CRIEMMEEIC L DT RHME Sz (R 2.74.2.1.2-
1) . AERIWREEAOZRICHESS bDEEZ LN, HUAERKEGIZ XY —HIZEH I
DRIENUE L= Z b, BRARERYYEICERT RN E 2 bz, £, ZOFER
XA D GBI AR THBRBL L7 Z Lnh, [RBRIE L OREERIT B/
L) CHESNT,

JA28382IZ BV THE LT D b Lo T2,



x21421.271 RTICESF-FEFEER—E (JP18499)

BRI P14

EGIES  AZMEE (ke) BEER AEER RERY XY RBRYH -0 BEF ERBR ARE BRED &R
#AI—F £ HRK(om) CRFELHE MedDRAJ pt HEkEs BERRS iSTEIE DNE FE
®’5% PRI ni i
42 H 41.0 =K fEie 121HE 28RHH - BE VL& BEZL L L RKEE
PE315 18% 141.2
PLACEBO =it

FIE % FEEMERE 12288 29HE - BE FW BEELL L XL RT

(5.3.7.2-2 #i4%)
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2.7.4.2.1.3 TOMDEELEESER

JP18499 K TN JA2832 TR LN EHERAEFR LA El) O—EEK 2.742.13-1%
OFE 274213220 F, £72, 2GR L LIAGEERBR CROONT-EERGEREROD
—& &, AWEmEZEIERER (SB743830/003) 133 2.7.4.7-412, HMAHEGARFER (BM16549,
MOBILE) 3% 2.7.4.7-51Z, ZH10b AHEEARFER (MA17903) 133 2.7.4.7-61Z R~ L7,

ek, EWNE 1 HERRE (JP16980) M OSEEE L LT-Z OO ERIRRR CIXERE

RAEERZ IR LN T,

(1) 265 DAERARRER (JP18499)
HERAEERIL, 77RO BN~V =7 R OIREREE 021, K T4
ZHFRESE) , 20 mg BEOIENZ 1 (IREg ) RO bz, WTNOFEHFEFERBIRERIEL DR
BRI TEEAR L) LHESHT, £, WTFhoFESd MEE k) SRSk,

(2) EIFHERARER (JA28382)
EERAEERIL, AFI100 mg BETIFNI (4.4%) , ARFEFFHI mg FECoBloft (3.0%)
OB, ZHHON, AAI100 mg #EOMZK QF1) LSME, WITNNLOEETIH DOIHDRE
BThol, £z, REBERPEETERWVWEEZLRAEFRIE, AFI100 mg FEOY: A RERE
IO EBR (f2F) Tholo, FHAREEROBFLRBRIL, TRBREIME PRI HER I

776



#* 2.7.421.3-1

sael0097_2 al| EELAEESE—ERBEANCHEBELE-EEES%%22L) / (ALL Population)

ERGRESER—

& (JP18499)

*&Eﬁ%ufﬂzﬂﬂ ’fiﬂll BR(m) HEERZRA CRFEEEE &4 BifE - &OHE E—VBEE Ak
—F —o¥ )L AE (ke) FSEESLEN
J"WJ%’? Eﬁ“ (5%) "5 LR
PE315 g 141.2 i 25 14 B ik 2R P 25 4 i ¢ BE) SRS ¢ BE F£8A10ADMEIZEITH X — ‘F?’&EE L=z
42 ] 41.0 ) & mE B L ECA, LS YRR TEHORMEETIENRD Bh’Ca*S
18 PLACEBO ) ERSE ET Y, $$%Ii?&'§§%@ﬁ0)$.l Ho< %@&%i%h
) S RAE % 5. X, fUERIREICLY —BIEFERIC Hﬂia)iﬁb‘%l%
B ERHEEHR LizZénn, BREATCRREICERT 2TRENNER
bh,%ﬁ%ﬁ%&%1vﬁ%otbb®%ﬁt&6:
EMDEABRELORRERETLEHBT L. HBAEF
BEEDET, BUNDLRIE, ABRICHELTELE
IDLEEZD.
PM310 LM 146.0 REE T REETE (FMER) #H) 5iE B RRERELEINLDEKRTHY, AREREICLYE
106 | | 42.0 ) [Efp BEEA L LG ELRBOONTNC EMEARBREEVEFIEL
63 20mg/1M ff) IRBE T & EIk - 2373 = BBEAREELIE-OSAENERICEIEERL
HEERELE
PM315 ﬁ'fi 153. 2 HEALZT BEALZT ) = BB A B2 BEANLZ=ZTIE QOE'FW#‘B@%@'C&E%%&‘—?I &Y
102 60. 8 Y ARBAL=Z7 BEHZL Bt@Eoond, ARBEREGEL. FHOLOARL
61 PLACEBO gg;ﬁ;{&:ﬁ 188k EDESAEDERICKYEELFIBTLT-.
DB AUNERE BE HAERETHIBILI I C, SFRIBEEADEKEMNEA
BEEAL L Honf-. TOETOERESH, SARFAKREIEL YRR L
[m18 .8k TW=EEZ oM, FEWEBFITELYIRAR TIIE
EOEWNMEETHI b, BRELOREBERIE
HWEHIET .
PS314 Z M 150. 7 FFiEE FiES ) 415 hEE AEZOBRERRAIZOVWTITERZBLD L S TOHEREEL
68 [ ] 40.9 fEaLxTo BEEHL BREHDVIFHHETHIFAILLF1IDIED
65 PLACEBO — JLIMEE [EIk g 2373 RREFRNER SNARELOREBFRITGEL EFIBTL
) HERIRZE -. FEZFEIRAKREICEY 11 4HICEEFREZEL
T‘?ﬁ‘ﬁ@ﬁAST ALT ALP GAMMA—-GT
P T—BILOEHREZTVVHERLE. M9 22
iUHE%I#u%%%ﬁ%ﬁbtﬁ10/25tﬁﬁ
Program : $PROD/cdp10133/jp18499/sael0097. sas / Output : $PROD/cdp10133/jp18499/reports/sael0097_2_all. jI8
11APR2006 9:43 Page 1 of 1

(5.3.5.1-1 # 13.3.1-3 & FH48)
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& 2.7.421.32 EEGHEEEZR—

ae08ser_ap Listing of Serious Adverse Events
Serious Adverse Events

Protocol (s) :

ALL

JA28382
Analysis: AS SELECTED

Center: ALL CENTERS

Treatment: R0200-5450p0 100mg/M: N = 213

& (JA28382)

CRTN/Pt. No. Age Sex Weight intensity Day of Duration Relation Relation Outcome Treatment Discontinued Discontinued
Adverse Event yr kg Onset in to to given or Dose r Dose
Verbatim Term days Trial Trial for AE Adjusted (P0) AdJusted(IV)
Treatment (P0) Treatment (1V)
251235/1010 17 F 51.1
R P RERMERGR MODERATE 332 21 UNRELATED UNRELATED RESO — NO SEQUEL YES NONE NONE
Comment : 17!97’3‘0)@%75‘@.1%7 LE=t£DT, ,uﬁﬁ%td)l%&ﬁﬁﬁ&b
TEfR* R MODE UNRELATED UNRELATED RESOLVING YES NONE NONE
Comment: EEHLUE 1#FU)|—JEEUEJL\ 2&#}*5&;‘ HE’EE %%I £BBDEEALN, RBRELORRBEREL
RO FODREICKDAIEEHEBLBEIETERL
251235/1058 88 F 41.6
it ¢ TEM% MODERATE 215 28 UNRELATED UNRELATED RESO - NO SEQUEL YES NONE NONE
Comment: tﬂﬁ“&v‘éﬁﬁ( FYBHMICRERE RELELOEEZLRBELIORRBEFZELGL
251379/1418 82 F 52.8
Bk ETHEBE SEVERE 372 ? UNRELATED UNRELATED UNRESOLVED NO NONE NONE
Comment : STAGEN&UDJE"_IJE‘%#%% %$1$(iiéﬁﬁﬁﬁ§ BEYBELTWEEHEITE, ERRRRR— kI
ERANLEZT wﬁ?ﬂ:% FFEEFERICCL, BABRBOFTHETHEBEERBABITLIZEEZ. @ #
LLEELRLE #'I%ﬁ?’éo
251819/1314 76 F 39.0
B A fE* BARE (ZR) MILD 230 127 UNRELATED UNRELATED RESO - NO SEQUEL YES NONE NONE
Comment: MERICKDELLEBZZAONZI20, ARBELOREREFRILEEL L LHIEF L,
251819/1369 70 F 43.5
FERY—T* FEN )— 7’0)E1|: MILD 293 36 UNRELATED UNRELATED RESO - NO SEQUEL YES NONE NONE
Comment: 7 Eﬁ%?x’—i-ﬁﬁ BRI S FER) —TOFMEHDON TSI LMD, m%ﬁ%&@%ﬁaﬁ%lifﬁﬁﬁbk*ﬂ&ﬁb
T.o FERI—TFIE; %ﬁ%ﬁ# AMEUEDHTHY ., BBENELLLEZ OND=O. BRELORRBRITEER
L &L=,
251819/1528 12 F 48 1
PlME* iy MODERATE 339 ? UNRELATED UNRELATED UNRESOLVED NO NONE NONE
Comment: FEEEEIEZE. ?&%ﬁ%lﬁlﬁ@ill £BEDEEZOND-OEREBERIEEEL L & L,
Investigator text for Adverse Events encoded using MedDRA version 15.1.
CRTN = Clinical Research Task Number (center no.)
* Ser|ous adverse event
'?" = At least one date is missing or invalid.
AEO8/AEQ1 17SEP2014:18:43:09 (1 of 3)
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ae08ser_ap Listing of Serious Adverse Events
Serious Adverse Events

Protocol (s) : JA28382

ﬁEflySis: AS SELECTED Center: ALL CENTERS
Treatment: R0200-5450p0 100mg/M: N = 213

CRTN/Pt. No. Age Sex Weight intensity Day of Duration Relation Relation Outcome Treatment Discontinued Discontinued
Adverse Event yr kg Onset in to to given or Dose or Dose
Verbatim Term days Trial Trial for AE Adjusted(P0)  Adjusted(IV)
Treatment (P0) Treatment (1V)
252385/1133 63 F 72.5
3 AtRpEE* ARE AR 88 ? RESOLVING YES NONE NONE
Comment: 11ﬂ|3x75\b0)L$W§‘Clil§—T—E’J#IJIiFﬁT_I 'Cibé
BERE R ABHTL 143 ? POSSIBLE POSSIBLE RESOLVING YES DISCONTINUED  DISCONTINUED
253555/1110 75 F 36.3
it e iiti ¢ MODERATE 114 37 UNRELATED UNRELATED RESO — NO SEQUEL YES NONE NONE
Comment: FHZIEVAIILAREFHIFHMERLEICLZE0THY ., ARELORRBELL,
255521/1107 14 F 63.3
D B8 55 A PNEE 3 MILD 170 64 UNRELATED UNRELATED RESO — NO SEQUEL YES NONE NONE
Comment : 1%' I %Hi?ﬁ\ﬁ%(&ét(i%zl <LM=8 ﬁﬁﬁf(il%ﬁﬂf?li&b‘t#ﬂﬂ‘ﬁ@'é EEIHICEENAKE
CHEBEFEZIZCL, F=, 10-&/9"&#_17«)%@(%‘)&1{{7‘— =2 EMB. ,uﬁﬁ%?"fﬂ&lwméﬂ K&EL
BBEFEALNIZL, BERKEEH > ARSIATE Y BB EH =L EX bh b, L EUKAER
ELORRBERITBEVEHIET S,
Investigator text for Adverse Events encoded using MedDRA version 15.1.
CRTN = Clinical Research Task Number (center no.)
* Serious adverse event
"? = At least one date is missing or invalid.
AEO8/AE01 17SEP2014:18:43:09 (2 of 3)
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ae08ser_ap Listing of Serious Adverse Events
Serious Adverse Events

Protocol (s) : JA28382

Analysis: AS SELECTED Center: ALL CENTERS

ALL
Treatment: R0200-5450iv 1mg/M; N = 209
CRTN/Pt. No. Age Sex Weight intensity Day of Duration Relation Relation Outcome Treatment Discontinued Discontinued
Adverse Event yr kg Onset in to to given or Dose or Dose
Verbatim Term days Trial Trial for AE Adjusted(P0)  Adjusted(IV)
Treatment (P0) Treatment (1V)
251380/1434 86 F 47.2
REARNEx i B g e R W Z MILD 59 85 UNRELATED UNRELATED RESO - NO SEQUEL YES NONE NONE
Comment: fN&HIZ 14:L\%IEL,T_&% naf-HEEZL
251381/1320 nF 50.0
B AfEx BAfE MILD 90 64 UNRELATED UNRELATED RESO — NO SEQUEL YES NONE NONE
Comment: BRI L > XD -8
251381/1336 63 F 47.4
R I KRR 2+ R I KRS 2 MILD 301 12 UNRELATED UNRELATED RESO - NO SEQUEL YES NONE NONE
Comment: SHHECHIKRGEEEICKZIEENKRETVEEZ DNz, ARREOEAEEN S L RRBERITEL,
251441/1203 63 F 44.5
EAThfE* EE MODERATE 198 26 UNRELATED UNRELATED RESO — NO SEQUEL YES NONE NONE
Comment: ELNPBRIGETIONNTTEEHLE-CENRREEZ., REBFEZEEL.
251798/1393 68 F 48.4
BEREFREEEUGITAI* HFRHERER MODERATE 61 26 UNRELATED UNRELATED RESO — NO SEQUEL YES NONE NONE
Comment: WFIERERIFMERIZHE S FHFOMBETICHVERL, BRICESLavI TR FLARSASEI YEEL
3 DEEZONARRELORRRERITE L LHETT 5,
251817/1321 69 F 48.0
B E . AiEE RGBT MODERATE 282 UNRELATED UNRELATED RESO — NO SEQUEL YES NONE NONE
Comment: DFEFTWCERFEIL. FEDOVWIEARRTHD A, n‘:‘%ﬁi &Z%‘Iﬁﬂ, BOFIKICEEDZ L EFIBT 5,  (ERfE
BFHEWAL)
Investigator text for Adverse Events encoded using MedDRA version 15.1.
CRTN = Clinical Research Task Number (center no.)
* Serious adverse event
UGITA=Upper Gastrointestinal Tract Abnormal
AE08/AEO1 17SEP2014:18:43:09 (3 of 3)

(5.3.7.3-3 ZF48)
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2.7.4.2.1. 4 TOMDEELEESER
WHEPIRICEST-AEFESR, KB It BP ZEATHEETREAFEFELTH D LML
EhEE, SMEWINOR, BREE, KV y AME, SEEEE, EERKMREFT, OEME &
W7 T 7 4 7% —ICHET2HEFRIZONTREHT D,

(1) HERILICEST-HEES

JP184991Z BT, HEHILICEST-HEFRIX, 77RO (HFEE) KOS50 mg #f
O (+HBEE) ICRO LN, WTNOFES LRI - OREEMRIE TBE#EZR L) &
HE I, £, WLy TEIEBE ) DHER ST,

JA2R3UZB T HH G ILICE ST A EFROEH 2 FK 274214 1R LT, EEHEPIECE
ST-HEFREZOFRIRIL, AAI100 mg BET2.0% (4/20561, 54F) , ARIEHFIT mg £ T2.0%
(420341, 4fF) THY, MEETEWVITR»o, INLOAEEFRSRT, AEKEFHF mg #ED
15 (itige) DIOMTIRBREE & ORERBEBNEE CE RV EHE SN, 72, AAI100 mg BED
1B UREREA) % BrEIREBRI I BIE TR PR3 fedd S v 7,

F 27.421.4-1 BERUEICES-FEBEROEKE (JA28382, Safety)

aellw_sp Adverse Events Leading to Withdrawals
Protocol (s) : JA28382

Analysis: AS SELECTED Center: ALL CENTERS
SAFETY

Body System/ R0200-5450P0 R0200-54501V
Adverse Event
N = 205 N = 203
No. (%) No. (%)
ALL BODY SYSTEMS
Total Pts with at Least one AE 4 ( 2.0 4 ( 2.0
Total Number of AEs 5 4
: 2 HEEL L TERSILIOK
Re
Total Pts With at Least one AE 1 ( 0.5) 2 ( 1.0
SEERIG 1 ( 0.5 2 (1.0
Total Number of AEs 1 2
BPFEL L UHFERE
Total Pts With at Least one AE 1 ( 0.5) 1 ( 0.5
BHRE® 1 ( 0.5 -
fifi 2 - 1 ( 0.5
Total Number of AEs 1 1
RES L UR THBEE
Total Pts With at Least one AE 2 (1.0 -
Z 5 FEfE 1 ( 0.5) -
=5 1 ( 0.5 -
Total Number of AEs 2 -
BGEE
Total Pts With at Least one AE - ( 0.5)
LT EEERTE - 1 ( 0.5
Total Number of AEs - 1
BB LURKES
Total Pts With at Least one AE 1 ( 0.5) -
KREER 1 ( 0.5 -
Total Number of AEs 1 -

Investigator text for Adverse Events encoded using MedDRA version 15.1.
Percentages are based on N.

Multiple occurrences of the same adverse event in one individual counted only once.
AE11 17SEP2014:18:47:06 (1 of 1)

(5.3.5.1-2 % 12.3.1.3-1 #148)
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(2) EESHILERE
—RAIIZ, BP RIEAIOREOEE TIL, BEFITIERZ & T EEEAE 2T DEITEH
BREIND END, EMELEREICEET A EERLOREPERICEEST 2 FERS
WZOWTENEIRG LT,

1) BT EEREEICEET A ERESR

A EEICREET A ERFRICONVT, £ 2.747-7NR LT-EAE (PT) #HWTE
L7,

JP18499 K TY JA2838212 31T 2 LifE b E R FICHET I AEFLOEHF L ZNENE
2.7.42.1.42K% VK 2.7.42.1.4-412, KNEBMENEE TE WV EME(LEREICEET > HESF
SOEFEZTNTNFER 2742143 0FK 2.742.14-512-7, F7=, JP18499 K TN JA283821C
BT D EHMEEREICEET IHEEERO B2 TN ENE 2.74.7- 15K 0FE 2.7.4.7-161
R~LUTE,

JP1849912 W\ T, EENHLEREICEE T 2 A EFEFRORERIZL, 77 €A, 20, 50, 100
K50 mg BE (LA, [FE) T, THEh143% (472851, 4fF) , 11.1% (327641, 54F) ,
29.6% (8/27f1, 914) , 26.9% (7/26f5, o) JKU23.1% (6/26f5, o) Tho7z, 77 &R
B L LEE U CTARAIS0~100 mg FEORBLRILE N> 7228, BEREBTRE B NIRRTz,
RERBHREN G E TE 720 EEELEREEICEET 28 EFRFLORBRIL, TNENT.1% (2/28
B, 24F) , 3.79% (12761, 24F) , 11.1% G761, 41F) , 11.5% (32641, 31F) K U019.2%

(5126f, M) Thotz, FHGFILIZEST=HEFEGL, 50 mg OB (- FEEEE) 12
RO BV, NEROEELITEEC, RBRIE L ORI ERMFRIT TBEA L] CHEShE, &
BRAERZIIRDO N -T2, iz, EHMHEREICEET 26 EFROEIEELIT, 50
mg FED1FNCFRD Lo (PEE) DSMIT X TRECTH -7,

JA28382IZ8B W T, LRI L EREEIZREE T 528 FHLORBRIL, AH100 mg FETI12.2%

(25/205%1, 314F) , AREFEHHI mg BET.9% (20/20341, 251F) THol=, KEBRNEE
TE W EH L EEEICEES 2 A FFRORIRIT, AAI100 mg #T2.4% (5205641, 6
), ARIEFEHAI mg BET3.0% (620341, 71F) Thoto, LHEVHCEREICEEE T L A%
FLE R OREBEROGE TE 20 BEAEREEICREE T 20 FEFROBERIT, WiECRIC
EWIE R o Te, EHILIZE ST FGUE, ARIEEHFN mg BEO 15 (EIEER) 1IZ780 b,
IR R IC R SR Sz, EERAHEFRIE, AEFEHAN mg Ho14] (B /@t
BB IZRRD Lz GEMIE, 2.7.4214Q)02)2H1) , EHHLEREFICEET L HEEEZD
IR, AFI100 mg FEOIFNZFRD bl BIEkEE (FEE) KOARIEKERAIL mg #EO 14
IZRRD DL B RE VR R (REE) DSMNE, TR TRETH T2,
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£ 2.7.421.4-2 EEHLERZICEET 2HEEROEE (P18499, Safety)

aellgasb_spt Upper Gastrointestinal Tract Abnormal (Broad) (SAFETY)
Protocol (s) : JP18499

Analysis: SAFETY Center: ALL CENTERS
Body System/ PLACEBO PO 20mg/M PO 50mg/M PO 100mg/M PO 150mg/M
Adverse Event
N =28 N =27 N =27 N =26 N =26
No. (%) No. %) No. (% No. (%) No. (%)
ALL BODY SYSTEMS
Total Pts with at Least one AE 4 (14.3) 3 (11.1) 8 (29.6) 7 (26.9) 6 (23.1)
Total Number of AEs 4 5 9 9 9
BREE
Total Pts With at Least one AE 4 (14.3) 3 (11.1) 8 (29.6) 7 (26.9) 6 (23.1)
IS ER A% 1( 3.6) 1037 3 (11.1) 2 (1D 1( 3.8
& it 1( 3.6) - 2 (1.4 - 4 (15.4)
Ei - 2 (1.4 2 ( 1.4 1( 3.8 1( 3.8
LR EE 1( 3.6) 1037 - 2 (1D 1( 3.8
B - - 137 2 (1D 2 (1D
B#% 1 ( 3.6) - - 1( 3.8 -
BERDRIE - - - 1( 3.8 -
T iRIBES - - (37 - -
HIERR - 1037 - - -
Total Number of AEs 4 5 9 9 9
Investigator text for Adverse Events encoded using MedDRA version 15.1.
Percentages are based on N.
Multiple occurrences of the same adverse event in one individual counted only once.
AE11 07NOV2014:10:36:19 (1 of 1)

(5.3.5.3-1 Table 2.3-5 % f48)

®2.7421.43 ERARNEECELGVLEHILERETICHET IFEERDOEE
(JP18499, Safety)

aellgasb2_spt Upper Gastrointestinal Tract Abnormal (Broad) Related to Trial Treatment (SAFETY)
Related Adverse Events
Protocol (s) : JP18499

Analysis: SAFETY Center: ALL CENTERS
Body System/ PLACEBO PO 20mg/M PO 50mg/M PO 100mg/M PO 150mg/M
Adverse Event
N =28 N =27 N =27 N =26 N =26
No. (%) No. (%) No. (%) No. (%) No. (%)
ALL BODY SYSTEMS
Total Pts with at Least one AE 2 (1.1 137 3 (11.1) 3 (11.5) 5 (19.2)
Total Number of AEs 2 2 4 3 7
BREE
Total Pts With at Least one AE 2 (1.1 1387 3 (11.1) 3 (11.5) 5 (19.2)
B - - 1037 2 (1D 2 (1D
Bl - 137 2 (1.4 - 1( 3.8
& it - - 137 - 3 (11.5)
EER AR 1( 3.6) - - 1( 3.8 1( 3.8
Bk 1( 3.6 - - - -
HIERER - 1( 37 - - -
Total Number of AEs 2 2 4 3 7
Investigator text for Adverse Events encoded using MedDRA version 15.1.
Percentages are based on N.
Multiple occurrences of the same adverse event in one individual counted only once.
AE11 07NOV2014:10:36:18 (1 of 1)

(5.3.5.3-1 Table 2.3-6 % F548)
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F 2.7.421.4-4 EEHELERZICEET 2HEEROEE (JA28382, Safety)

aellgasb_sp Upper Gastrointestinal Tract Abnormal (Broad) (SAFETY)
Protocol (s) : JA28382

Analysis: AS SELECTED Center: ALL CENTERS

SAFETY

Body System/ R0200-5450P0 R0200-54501V
Adverse Event

N = 205 N = 203
No. (%) No. (%)

ALL BODY SYSTEMS
Total Pts with at Least one AE 25 (12.2) 20 ( 9.9
Total Number of AEs 31 25

BlRlEE
Total Pts With at Least one AE 25 (12.2) 20 ( 9.9)
LREERE 7( 3.4 3 ( 1.5)
& nt 3 ( 1.5) 5 ( 2.5
BRE¥RMEESR 2 (1.0 5 ( 2.5)
B & 4 (2.0 2 ( 1.0
HE{&B;F‘H&.L 4 ( 2.0) 2 (1.0
BE5 2 (1.0 3 ( 1.5
il 2 (1.0 2 ( 1.0
BRU—7 1 ( 0.5) 2 (1.0
BBORE 3( 1.5 -
%+:?Eﬂ%;§% - 1 ( 0.5
%B%IE% 1 ( 0.5) -
EEEER 1 ( 0.5) -
(i3 1 ( 0.5 -
Total Number of AEs 31 25

Investigator text for Adverse Events encoded using MedDRA version 15.1.
Percentages are based on N

Multiple occurrences of the same adverse event in one individual counted only once.
AE11 07NOV2014:10:31:09 (1 of 1)

(5.3.5.3-1 Table 2.3-7 % 548)

x 2742145 ARERIEECELHVLEHLEREICEET 2FEEROEH
(JA28382, Safety)

aellgasb2_sp Upper Gastrointestinal Tract Abnormal (Broad) Related to Trial Treatment (SAFETY)
Related Adverse Events
Protocol (s) : JA28382

Analysis: AS SELECTED Center: ALL CENTERS
SAFETY
Body System/ R0200-5450P0 R0200-54501V
Adverse Event
N = 205 N = 203
No. (%) No. (%)
ALL BODY SYSTEMS
Total Pts with at Least one AE 5( 2.4 6 ( 3.0
Total Number of AEs 6 1
BN
Total Pts With at Least one AE 5( 2.4 6 ( 3.0)
LREERE 1 ( 0.5 3 ( 1.5)
B#% - 2 (1.0
5E5 1 ( 0.5 1 ( 0.5
il - 1 ( 0.5
BREYRMEESR 1 (0.5 -
B0 RIE 1 ( 0.5) -
BElEE 1 ( 0.5 -
S AR AR % 1 ( 0.5 -
Total Number of AEs 6 7

Investigator text for Adverse Events encoded using MedDRA version 15.1.
Percentages are based on N.

Multiple occurrences of the same adverse event in one individual counted only once.
AE11 07NOV2014:10:30:29 (1 of 1)

(5.3.5.3-1 Table 2.3-8 % f48)
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2) BIERERICREET 25 ERESL

BEEAIROER B 5 A EFER LR 2.7.4.7-8i:/? L7 PT #JHWTEEEF LT,

JP18499 Tl AIERIBERIZBIHET 2 A F HGIIB O bR h o7, JA283821281F 5 RiE
WOERICEE T 2 A ERLOEH R 2.7.4.2.1.4-6 T, Fio, REARUERICEET 5
EELD-EEFK 2747115 LT,

RIEANEER I B9 5 A EFROIBLRIE, AFI100 mg FETL.0% (220561, 204) , A
AN mg #£T2.5% (520341, 5MF) THY, ZHSOFEHRSO PTIT T CHEEW M
RHRTH-o 7o, AREFHFI mg BEL L C, BENMERICBEE T2/ ERZORERN
AFN100 mg # TEvMEIE e o 72, BEERAFFRIIARERHAI mg OB b,
ARFEGITIRBRA Y ERT L 0 KRBERIIEE S, BRI TRICEE MR Iz, £, BHE
ENRESEOREZITRD Lo T,

& 2.7.4.2.1.4-6 RERFERICEETS2HEEROER (JA28382, Safety)

aellgas_sp Upper Gastrointestinal Tract Abnormal
Protocol (s) : JA28382

Analysis: AS SELECTED Center: ALL CENTERS
SAFETY
Body System/ R0200-5450P0 R0200-54501V
Adverse Event
N = 205 N = 203
No. (%) No. (%)
ALL BODY SYSTEMS
Total Pts with at Least one AE 2 ( 1.0 5 ( 2.5
Total Number of AEs 5
BREE
Total Pts With at Least one AE 2 (1.0 5 ( 2.5)
BREYRMEEE 2 ( 1.0 5 ( 2.5)
Total Number of AEs 2 5

Investigator text for Adverse Events encoded using MedDRA version 15.1.
Percentages are based on N

Multiple occurrences of the same adverse event in one individual counted only once
AE11 17SEP2014:14:45:50 (1 of 1)

(5.3.5.1-2 % 12.3.1.3-3 #148)

(3) =MEHIIL (APR)

AELEGZLT XTOEFRGH BP REAOMREGHIT, W7, FE, EIE, HiWm, P
JREDIERNEIRT L2207 H 0, HEAMIT APR I A > 7o U WEREER & FEER TV 5,
Roche LS W TV B HEHEIZHEVY, APR OFR[REMEN®H D PT Z VA T v 7L, ZiILH DN,
BHHIALAN (B5HE2ET) 183 L, BB (FEE o) 287HLA CGEEA %
&) OFEG % APR BRHER & UCHER L, 7ok, £FHTHW PT 133 2.74792R" LT,

JP18499 Jz T} JA283821Z 317 %5 APR #RIENR O EF Z E N ZF K 2742147 K O E
2.7.4.2.1.4-9\2, NEGEATETE 72 APR FRIEROEFH 2N E 2.7.42.14-8K V%
2.7.42.1.4-1012779, F£7=, JP18499% TN JA28382(28iF 5 APR RRJIERD —E A, FhETh#E
2.7.4.7-18 % V% 2.7.4.7-191Z/R LTz,

JP184991Z28 T, APR HRIEMRDFBIZIX, 7R, 20, 50, 100% 150 mg #ET, Zi
Zi3.6% (12861, 118) , 7.4% (22761, 21F) , 7.4% (222761, 51F) , 11.5% (32661, 5F)
K N53.8% (142661, 231F) THY, FEBRNGETE /0y APR FRIEROFHEILRZ, Fi
TN3.6% (12801, 11F) , 7.4% 2761, 21F) , 7.4% 22761, 57F) , 11.5% (3/26%1, 5fF)
MK O50.0% (13/26f51, 22fF) T o7z, APR FRIER L OKRBIRN G E TE 720 APR ERJEIR
DIEBLFIL150 mg FETE N T2D, EOMOBETIEH L REW T o7, APR FRIER D
5, BERILCESTF-FHRBITHDO LN o7, F1-, 1FLAED APR EHERITERETH
D, EEED APR EEEIR LS50 mgﬁim{ﬂ (BEJ%) &S50 mg BED 16 () IS8 b7,
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JA28382(Z8\ T, APR ERJEIRDFBLERIT, AAI100 mg HETI1.2% (2320561, 281F) , A
HIEHA mg BET11.8% (24/203%1, 301:) Tho7=, F7-, KEBBRNGE TE 7220 APR £
JEIR DO FHLFRIL, AFI100 mg BET10.7% (22/205%1, 261F) , AHEIEFHIT mg B T10.3%

(2172031, 271F) ThH->7-, APR FRIER L ORI FEEARDGE TE 720 APR ARIEIR DR Bl
WZTRE CIEVIT 2o 72, WTIORETS%EL EREL L7 APR ARIERIZ R o 72, Wi
DEET2%LL EFEBL L 72 APR FRIEIRIE, T (ARH1100 mg H£3.4%, ARFEEHH1 mg
3.0% : LIRE, [FIE) , SIS (2.4%, 2.0%) , R (24%, 1.0%) , B (1.0%,
2.0%) KO (0.0%, 2.0%) THotz, APR FRIERD 9 B, BHHIEICE > FRIT,
AFI100 mg FER ARG HIN mg BFEOZNZENIBNZRD iz, 1T& A ED APR BRIER T
RETHY, BEENEEOFRIIRD ONRN-T,

JP18499 K Y JA28382IZ81) 2 &K GBI D APR FRIER DFRBIE AL FK 2.7.42.1.4-11 L OFE
2.7.42.1.4-1212777,

JP184991Z 3\ T, I 5-RF D APR FRIEIR DFELRIX, 7 F7 &R, 20, 50, 1004 T150
mg & (LK, [FIE) T, ZHTN0.0%, 7.4%, 7.4%, 11.5%K%150.0% T o7, TDOH%ITH
FECHRILEOL FEANFRO B, &EDO3TH BRGFFEORIRIT, 3.8%, 3.7%, 0.0%,
0.0%} '8.3% T > 7=,

JA283821ZHB VT, FIEHEGHOBBEN K HE <, AAI100 mg BETIET7.3%, ARIEEHHFI
1 mg FETIF94%ThH o7, ZD%, 1 HBERERFTIIZENEN35%KU3.1%, 20 HH&E
B CIZENTN2.1% K N.6% L, HGE2ERDICHONTHA L, 57 HHUKEOE 5D APR
FRERFEH R, WTFNOREHZBWTH0.0~1.1%Th - 7=,

WTHORBRIZIE W TS, RIEEHHF & RIS, RFE 5RO APR BIEROFBTRIL, F)
M % TE<, ZO®BRIMETT AN Hivl,



& 2.7.4.2.1.4-7 APRERFER (BREEIBLINICHIE, HRIWHARMIITHLIRA) OFKE (JP18499, Safety)

aellapr_spt Acute Phase Reaction -Like Symptoms (SAFETY)
Protocol (s) : JP18499
Analysis: SAFETY Center: ALL CENTERS

Body System/ PLACEBO PO 20mg/M PO 50mg/M PO 100mg/M PO 150mg/M
Adverse Event
N =28 N=27 N =27 N =26 N =26
No. % No. % No. (%) No. % No. (%)
ALL BODY SYSTEMS
Total Pts with at Least one AE 1( 3.6) 2 (1.4 2 (1.4 3 (11.5) 14 ( 53.8)
Total Number of AEs 1 2 5 5 23
— i - SHWES L UREHEOR
HE
Total Pts With at Least one AE - - 1( 3.7 1 ( 3.8) 8 (30.8)
- - 137 - 4 (15.4)
B - - - 1( 3.8 3 (11.5)
AR - - - - 2 (1.7
Total Number of AEs - - 1 1 9
HERRE S VEEHERBES
Total Pts With at Least one AE 1 ( 3.6) 1037 - 3 (11.5) 5 (19.2)
hE 1( 3.6 - - 2 (1.7 1( 3.8)
SRR - - - 1( 3.8 1( 3.8
BiE - 1037 - - 1( 3.8
T - - - 1 ( 3.8) 1( 3.8
FEERE - - - - 1( 3.8
Total Number of AEs 1 1 - 4 5
HEREE
Total Pts With at Least one AE - 1( 3.7 1( 3.7 - 5 (19.2)
1EPES - 1037 137 - 5(19.2)
Total Number of AEs - 1 1 - 5
BaEE
Total Pts With at Least one AE - - 2 (1.4 - 4 (15.4)
Mg At - - 1( 37 - 3 (11.5)
B - - 2 (1.4 - 1( 3.8
Total Number of AEs - - 3 - 4

Investigator text for Adverse Events encoded using MedDRA version 15.1.

Percentages are based on N

Multiple occurrences of the same adverse event in one individual counted only once.

AE11 17SEP2014:20:10:05 (1 of 1)

(5.3.5.3-1 Table 2.3-10 % F#E)
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& 2.1.421.4-8 EREFRIPBEETELVAPRZRIR (RSHRIALUNICHIR, RBRHMITTALA) OKET (P18499, Safety)

aellapr2_spt Acute phase reaction Related to Trial Treatment (SAFETY)
Related Adverse Events
Protocol (s) : JP18499

Analysis: SAFETY Center: ALL CENTERS
Body System/ PLACEBO PO 20mg/M PO 50mg/M PO 100mg/M PO 150mg/M
Adverse Event
N =28 N=27 N =27 N =26 N =26
No. (%) No. (%) No. (%) No. (%) No. (%)

ALL BODY SYSTEMS
Total Pts with at Least one AE 1 ( 3.6) 2 (1.4 2 (1.8 3 (11.5) 13 (50.0)
Total Number of AEs 1 2 5 5 22

FERRE S VESHRES

Total Pts With at Least one AE 1 ( 3.6) 137 - 3 (11.5) 5 (19.2)
AREES 1( 3.6) - - 2 (17 1( 8.8
kR - - - 1( 3.8 1( 3.8)
BE - 1037 - - 1( 3.8
= ERE - - - 1( 3.8 1( 3.8
ZEERIE - - - - 1( 3.8)
Total Number of AEs 1 1 - 4 5

:EEQ - EEEES L UREHELOK
Total Pts With at Least one AE - - 137 1 ( 3.8) 7 (26.9)
LR - - - 1( 3.8 3 (11.5)

- - 1387 - 3 (11.5)

BRI - - - - 2 (1.7
Total Number of AEs - - 1 1 8

BEREE
Total Pts With at Least one AE - 1( 3.7 1( 37 5 (19.2)
1:PE - (37 (37 - 5(19.2)
Total Number of AEs - 1 1 - 5

BEEE
Total Pts With at Least one AE - - 2 (1.4 - 4 (15.4)
&t - - 1( 3.7 - 3 (11.5)
Bl - - 2 (1.9 - 1( 3.8
Total Number of AEs - - 3 - 4

Investigator text for Adverse Events encoded using MedDRA version 15.1.

Percentages are based on N.

Multiple occurrences of the same adverse event in one individual counted only once.

AE11 17SEP2014:20:11:30 (1 of 1)

(5.3.5.3-1 Table 2.3-11 % F548)
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& 2.7.421.4-9 APRERER (BREEIBLINICHKIE, HRIBHARIITHLIR) OFKE (JA28382, Safety)

aellapr_sp Acute Phase Reaction-Like Symptoms
Protocol (s) : JA28382
Analysis: AS SELECTED Center: ALL CENTERS

SAFETY
Body System/ R0200-5450P0 R0200-54501V
Adverse Event
N = 205 N = 203
No. (%) No. (%)

ALL BODY SYSTEMS
Total Pts with at Least one AE 23 (11.2) 24 (11.8)
Total Number of AEs 28 30

FERRE S VESHRES

Total Pts With at Least one AE 11 ( 5.4) 14 ( 6.9)
EHERE 7(C 3.4 6 ( 3.0
ESKIEH 2 (1.0 4 (2.0
A - 4 (2.0
HEREE 2 (1.0 1 ( 0.5
mEKE 1 ( 0.5 1 ( 0.5
B 1 ( 0.5 1 ( 0.5
mERRIE - 1 ( 0.5)
EEIE - 1 ( 0.5
Total Number of AEs 13 19
:Eﬂ% - EEEES L UREHELOK
Total Pts With at Least one AE 12 ( 5.9 7(C 3.4
SHHRE 5 ( 2.4) 4 (2.0
2 R 5 ( 2.4) 2 (1.0
FEL . 1 ( 0.5) 2 (1.0
AV IINITUTHESE 1 ( 0.5 -
Total Number of AEs 12 8
BEREE
Total Pts With at Least one AE 3 ( 1.5 1 ( 0.5
FLEPH 3 ( 1.5) -
FEMEHEL - 1 ( 0.5
Total Number of AEs 3 1

EpE e

Totai:Pts With at Least one AE - 2 1.
Eib - 2 (1
Total Number of AEs - 2

(=X=)
==

Investigator text for Adverse Events encoded using MedDRA version 15.1.
Percentages are based on N.

Multiple occurrences of the same adverse event in one individual counted only once.
Adverse Events are excluded where at least one date is missing or invalid.

AE11 17SEP2014:14:45:12 (1 of 1)

(53.5.1-2 % 12.3.1.3-4 #1H#)
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& 2.7.4.2.1.4-10 AREFEAETETELVAPRKRIER (RE5®RIBLUAICHEKIR, RBTHBIETALIA) DK (JA28382, Safety)

aellrapr_sp Acute Phase Reaction-Like Symptoms Related to Trial Treatment (SAFETY)
Related Adverse Events
Protocol (s) : JA28382

Analysis: AS SELECTED Center: ALL CENTERS
SAFETY
Body System/ R0200-5450P0 R0200-54501V
Adverse Event
N = 205 N = 203
No. (% No. %
ALL BODY SYSTEMS
Total Pts with at Least one AE 22 (10.7) 21 (10.3)
Total Number of AEs 26 27
FERRE &S UHEESARES
Total Pts With at Least one AE 10 ( 4.9 13 ( 6.4)
SEbE 7( 3.4 6 ( 3.0
ESIEH] 2 (1.0 4 (2.0
A% - 4 (2.0
HEEE 1 ( 0.5 1 ( 0.5
B 1 ( 0.5 1 ( 0.5
HEERKE - 1 ( 0.5)
EREER 1 ( 0.5) -
ZEERIE - 1 ( 0.5
Total Number of AEs 12 18
:ﬂ% - 2RBEERS I TREEHADIK
RE
Total Pts With at Least one AE 12 ( 5.9) 7 ( 3.4
SRS 5 ( 2.4) 4 ( 2.0)
BRI 5 ( 2.4 2 (1.0
FEL 1 ( 0.5) 2 ( 1.0
A VIV UK E 1 ( 0.5 -
Total Number of AEs 12 8
HEREE
Total Pts With at Least one AE 2 (1.0 -
BEYE 2 (1.0 -
Total Number of AEs 2
[==N:]=} z%ﬂi
Total Pts With at Least one AE - 1 ( 0.5
Eib - 1 ( 0.5
Total Number of AEs - 1

Investigator text for Adverse Events encoded using MedDRA version 15.1.
Percentages are based on N.

Multiple occurrences of the same adverse event in one individual counted only once.
Adverse Events are excluded where at least one date is missing or invalid.

AE11 17SEP2014:19:29:13 (1 of 1)

(5.3.5.3-1 Table 2.3-12 % F548)
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= 2.7.421.4-11

= 2.7.421.4-12

M) ORBEDHR (JP18499, Safety)

a5 1A HHE 2% A H 3WAH
7T AR 0.0% 0.0% 0.0% 3.8% (141)
20 mg 7.4% (241) 0.0% 0.0% 3.7% (161)
50 mg Bf 7.4% (2f1) 3.7% (141) 0.0% 0.0%
100 mg #f 11.5% (3%) 3.8% (15) 0.0% 0.0%
150 mg Bf 50.0% (13%1) 8.3% (241) 4.2% (141) 8.3% (24)

(5% 274720 %#4%)

M) ORBEDHR (JA28382, Safety)

BERER SR O APRFER (RE5E®RIBLUAICHKER, HEBHBETAL

REBRER SRR O APR FRER (RE5®RIBLUAICHKER, HEBEHRETEL

1 HH

Al 5-

2% A H

3 AR

4 HH

5UHH

#1100 mg Bf

7.3% (15%1)

3.5% (761)

2.1% (4431)

1.6% (3%1)

2.2% (441)

1.1% (2#1)

AR AN mg B

9.4% (19451)

3.1% (6f1)

1.6% (3%)

1.0% (2%1)

1.0% (24)

0.5% (161)

6% H H 74 H B 87 A H 9% H H 104 A H 1177 A
AF100 mg B 0.5% (141) 0.6% (14i) 0.0% 0.0% 0.6% (141)) 0.0%
AR A mg 7 1.1% (2%1) 0.0% 0.0% 0.0% 0.0% 0.0%

4) BhEsE

BESICHES A EFRICO

JP18499 } TR JA28382I2 B\ T, B &

(5) 1&H T ALSE

JP18499 }7 TR JA283821Z33\NT, (KA /L 7 AMLSE N ONMITE /7 L S w7 Al B gy

CBE T 2 A EFERIT

(3 274721 2%%E)

wf %274TmKﬁLtPT%%wT%%Lt%%,
um 78:0) %%Liﬁiﬂo 71:_0

EENIFED D

nipmnoiz,

(6) FHEBEM
PRI BT A ERRICONT, F 2.747- 11U L7 PT ZWTHES LR,
JP18499 } TN JA2838212 8\ C, THEEEIICHE ¢ 2 A ERERITRD LN o T,

(7) FEER KRG 7
FEERRBEE BT EE T A ERHERIZONWT, £ 2.747- 121K L7 PT ZHWTER L
FEHL, JP18499 K TN JA2838212 8T, FEEM KRB BITITRED Lo T,

(8) LA AME)
DHEMENZ BT 5 FEFRIZONT, £ 2.74.7-131TR L7 PT ZHWTEER LT,
JP18499Cix, L FEAMENCBIE T 2 HEFEFRITIRD LR o7,

JA28382IZ 81T 2 LEMEN BEHE T 5 H EHROEH 2K 2.7.42.1.4-1312~ L, LEMENC
B#ET A EELO—EA2E 27472212 LT, JA28382I2BWT, DEMENCE#ET 54

ERERLORIRIT, AH100 mg #ETL.5% (3/20561, 3M) , ARIEAEFAI mg #CT1.5% (3/203
B, 30F) Thok, HHOWN, K100 mg BEOU (LFEHD) ZRRBFEAEETS 4
WEHIE SN, £z, DEMENCEE T OAFEFERIITITRETHY, HELNEEDOE
% Dlh@%ﬂfgbxofg_o
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£ 27421413 LDEMBICEET 2HEEROEET (JA28382, Safety)

aellaf_sp Atrial Fibrillation (SAFETY)
Protocol (s) : JA28382

Analysis: AS SELECTED Center: ALL CENTERS
SAFETY

Body System/ R0200-5450P0 R0200-54501V
Adverse Event
N = 205 N = 203

No. (%) No. (%)

ALL BODY SYSTEMS
Total Pts with at Least one AE 3 ( 1.5) 3 ( 1.5
Total Number of AEs 3 3

DEEE
Total Pts With at Least one AE
IDERE .
Total Number of AEs 3 1

HERES
Total Pts With at Least one AE
SUTEE
FREIARTEILAE
Total Number of AEs

ww

[
~~—
oe:

(&3]
N

N —= =N

Investigator text for Adverse Events encoded using MedDRA version 15.1.
Percentages are based on N.

Multiple occurrences of the same adverse event in one individual counted only once.

AE11 17SEP2014:19:30:17 (1 of 1)

©) TF7 4% —

(5.3.5.3-1 Table 2.3-18 % f548)

TFT7 45X — T T AHEERFRLIZHOVT, MedDRA %k %2 X, (Standardized

MedDRA Query, LA SMQ) (L WHhH L7z PT (3 2.7.4.7-14)

CHEEFL7A/E R, JP18499 K

NJA283RIZBWT, 7T 7 4 TF o —|CHETIAEFERITRD LN o7,

2.7.4.2.1.5 HENXITEERFENESERDEN
() AHFR

JP18499 }z TN JA28382D B HIK/FE (SOC) BIDH EFLRBHREZNZNEK 2.7.42.1.5-1

KO 2.7.42.1.5212R 7,
JP18499I2FB T, AEFRORIRN I b &N -T2 SOC I3,

BEEE] (77 'R, 20,

50, 100X Tr150 mg #ET, ZHEN35.7%, 29.6%, 37.0%, 38.5%M 1N38.5%) Th-ol=, D
fl, WTFNOBETHREEN0%LL FTHo7- SOC 1%, [RYWERS X OEALE) , [HE
KRB L O AMmRESE ), THRARREE) , [2HEESIORERITRE] THREARAE)

U, S UMM RO MRS KO PRI )

Iipilds, MEhEs K OMERR

£ (REE] Tholzy, ZNHDOHN, 7T BAREEL L TWTNORETIRILEI10%

PLEE Do 72 S0C 1%, [EYWER L OFAHRE] (100 mg &)

[ B B R d6 & OVl Btk

B (100 mg %) , [2FEELIOESRTEERE] (150 mg ) , [EEKRHEAE] (100

mg B TN50 mg BF) THY, APRICK A EERORBNEE
JA28382IZ BT, AEFHRORARNEK L E»->72 SOC (17,

LTWDATREMEDNE 2 BTz,

[EYYIE 3 L OV A HUE |

(AFA1100 mg #E46.3%, AITFHAI mg B45.3%) Thotz, T DM, W ORETIHER

B10%LL ETH -7 SOC 1%, [HEkkRdl KO GHBEES]

TEBREE ,  TEE, &+

wRIURESOHE] , TERRET) , TRERS KOS MRS, RS, [
e« 2HEEL LOCRGHMORE] Thol, WO SOCIZOWTH, AHI100 mg ff &

AHIESFF mg FEOFEERICH L BT R - T,
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# 2.7.4.2.1.5-1 SOCRHIDEZTERDEET (JP18499, Safety)
saet0046_2_safety B2 ENEAHEREBANASERAEFHRREMICRE LI-EEER%ST) / (Safety Population)

FENFESL Ro200-5450po  R0200-5450po  R0200-5450po  R0200-5450po
Placebo (%) 20 mg/IM (%) 50 mg/IM (%) 100 mg/IM (%) 150 mg/1IM (%)
=28 N=27 N=27 =26 =26
No. (%) No. (%) No. (%) No. (% No. (%)

L2HEER 23 ( 82.1) 19 (70.4) 16 ( 59.3) 23 ( 88.5) 22 ( 84.6)
BEEE 10 (35.7) 8 (29.6) 10 ( 37.0) 10 ( 38.5) 10 ( 38.5)
BEAE B & UFE RIE 9 (32.1) 9 (33.3) 5 (18.5) 11 (42.3) 5 (19.2)
MERRE L UVEERRBES 6 (21.4) 3 (11.1) 4 (14.8) 9 ( 34.6) 8 (30.8)
HRREE \ 4 (14.3) 5 (18.5) 4 (14.8) 4 (15.4) 6 (23.1)
LEBEEL L VIREBTHERE 3 (10.7) 2 (1.4 3 (11.1) 1 ( 3.8) 9 (34.6)
BRIRRE 1 ( 3.6) 1( 3.7 2 ( 1.4 4 (15.4) 5 (19.2)
5=, ¢§B$Uﬂﬁ@fﬁff 3 (10.7) 2 (1.4 2 (1.4 2 (1.7 3 (11.5)
ﬁ%ﬁ&u:&?ﬁﬁﬁﬁ% 5 (179 1037 2 (7.4 - 4 (15.4)
FREE. s & UHERES 3 (10.7) - - 3 (11.5) 1 ( 3.8)
RfpEE 1 ( 3.6) 137 - 3 (11.5) -
RHELUXERE 1 ( 3.6) - 1037 - 1 ( 3.8)
BB LURBES - 1( 3.7 137 1 ( 3.8) -
FREREE 1( 36 1( 37 - - -
R, BUSLIUEMTHAOEHEY 1 ( 3.6) - - 1( 3.8 -
(BB IUR)—TEED)
meEEE - - 1037 - 1( 3.8)
EH L UREES - 1(C 3.7 - - -
AHES - - - 1 ( 3.8)

Output : $PROD/cdp10133/jp18499/reports/saet0046_2_safety. jp8
Adaptation from output saet0046_2_safety

(5.3.5.1-1 % 13.2.2.2-1 %#4%)

& 27.421.5-2 SOCHIDEEERDEST (JA28382, Safety)

aell_sp Adverse Events
Protocol (s) : JA28382

Analysis: AS SELECTED Center: ALL CENTERS
SAFETY
Body System R0200-5450P0 R0200-54501V
N = 205 N = 203
No. (%) No. (%)
L2HEER 175 ( 85.4) 177 ( 87.2)
R £ & B RE 95 ( 46.3) 92 ( 45.3)
MERRB L UVEEHERBES 72 ( 35.1) 72 ( 35.5)
BHEE 49 ( 23.9) 42 (20.7)
BE. PR LUVLESHHE 34 ( 16.6) 34 (16.7)
HRREE 24 (11.7) 19 ( 9.4)
REH I UVETHEES 24 (11.7) 18 ( 8.9)
RfEE 18 ( 8.8) 22 (10.8)
—fg - £HEEE LTS HHOKE 21 (10.2) 16 ( 7.9)
kR, M3E & UHtRES 6 ( 2.9 16 ( 7.9)
meEEE 10 ( 4.9) 6 ( 3.0
HEB L UREESE 3 ( 1.5) 11 ( 5.4)
ERRIRE 4 (2.0 7( 3.4
IDEEE 8 ( 3.9 2 (1.0
BB L UREKES 7 ( 3.4 3 ( 1.5)
AHES ) 4 (2.0 6 ( 3.0
B, %’E@Q:Uﬁﬂzzﬂﬂo)ﬁiw 2 (1.0 4 (2.0
(BRELIUVRY—TEED)
FFEEREE 1 ( 0.5 3 ( 1.5)
KRB LUFREREE 1 ( 0.5 3 ( 1.5)
REREE 1( 0.5 3 ( 1.5)
EBRBELVIERESE 2 (1.0 -
R ibEE 2 (1.0 -

Investigator text for Adverse Events encoded using MedDRA version 15.1.
Percentages are based on N.

Multiple occurrences of the same adverse event in one individual counted only once.
Adaptation from output aell_sp

(5.3.5.1-2 Table 15.3.1-2 % hZ5)
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Q) HERBEENABECERWEEESR

JP18499 } T} JA28382 SOC HIDKEREN B E CE R WA EFGBIAR LT NENE
2.7.421.53% V% 2.7.42.1.5-41277,

JP1849912 B\ TC, RRBABNRGBE TERWAEFROBIEN Kb >72 SOC 1%, [H
BEE ] (77 %R, 20, 50, 100&% 150 mg BT, ZNLH10.7%, 11.1%, 14.8%, 19.2%
KU26.9%) THoio, TOM, WTFNNDORETHRIEN10%LL ETH-7= SOC 1%, [fEH
B ISR, [2FRESIOEERIEE) , (BRRE) , [HhERkEE
Tholz, TNHDOWN, 7T BRFELHEL TWOTNADORETRIEN10%LL L& 7> 72 SOC
X, THBREE) , HEHEersXOEeMEESs , [2HEER IO ERTEE]

(HREREEE ] T, W H150 mg HETR > T2,

JA28382IZ8B VT, KRBRMNEE TERVWAFTHREZORILEN R b EN-72 SOC 1%, [
HHSRE X OV A MRS ORAI00 mg #£9.3%, AIEIEHAI mg ££10.8% : LIKE, [FIE)
Thole, WNTREAENRENST-OIE, [« 2HEZEB X OBEEHMLORIE]  (6.8%,
4.9%) Toh o7z, WTHLD SOC IZOWTH, AFI00 mg B & ARIESHIT mg FEOFEBLRIC
BH & IiE WV T e oo 7z,

F 2.7.4.2.1.5-3 SOCHIOARERMNEETETLHVEEZTERDEST (UP18499, Safety)
saet0048_safety BBENIEMELRLANEIERFKIRFIZ / (Safety Population)

FENFESL R0200-5450p0  R0200-5450po  R0200-5450po  R0200-5450po
Placebo (%) 20 mg/IM (%) 50 mg/IM (%) 100 mg/IM (%) 150 mg/1M (%)
N=28 N=27 N=27 N=26 N=26
No. (%) No. (%) No. (%) No. (% No. (%)
2HEER 8 (28.6) 6 (22.2) 6 (22.2) 9 (34.6) 18 ( 69.2)
BEmEE 3 (10.7) 3 (11.1) 4 (14.8) 5 (19.2) 7 (26.9)
FERRE L UESHRES 2 (1.1 1( 37 1 (37 4 (15.4) 6 (23.1)
2HBEEL L UVEREFHARE 1 ( 3.6) - 1( 3.7 1( 3.8 8 (30.8)
BRERIRE 1 ( 3.6) 1( 3.7 2 (1.4 3 (11.5) 3 (11.5)
HREREES - 2 (1.4 1(C37 - 5 (19.2)
REH & VK THsES 2 (1.1 - - - -
BPEE & VEAE RIE - - - - 1 ( 3.8)
REBE L UXRERE - - - - 1( 3.8)

Program : $PROD/cdp10133/jp18499/saet0048. sas
Output : $PROD/cdp10133/jp18499/reports/saet0048_safety. jp8
Adaptation from output saet0048_safety

(5.3.5.1-1 £ 13.2.2.2-2 %)
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& 2.1.421.5-4 SOCRINDARBREABTETELVEETERDEST (JA28382, Safety)

aellrel_sp Adverse Drug Reaction
Related Adverse Events
Protocol (s) : JA28382

Analysis: AS SELECTED Center: ALL CENTERS
SAFETY
Body System R0200-5450P0 R0200-54501V
N = 205 N = 203
No. (%) No. (%)
LHEER 47 (22.9) 38 (18.7)
MERRE L UVEESHEBES 19 ( 9.3) 22 ( 10.8)
— % - 2BEEL L VIRSHMEIOKEE 14 ( 6.8) 10 ( 4.9)
BIREE 6 ( 2.9 8 ( 3.9
&EH&U&"T%H%&E% 3 ( 1.5) 1 ( 0.5
BEES L UHFERE 2 (1.0 -
mEREE 1 ( 0.5 1 ( 0.5
BE. PESSVLESHHE 2 (1.0 -
HRRES 2 (1.0 -
ERRERE 1 ( 0.5 1( 0.5
NEREEN S - 1( 0.5
RpE=E 1 ( 0.5 -
IDERES 1 ( 0.5 -
BB LURKES 1 ( 0.5) -
RN ibfEE 1( 0.5 -

Investigator text for Adverse Events encoded using MedDRA version 15.1.
Percentages are based on N.

Multiple occurrences of the same adverse event in one individual counted only once.
Adaptation from output aellrel_sp

(5.3.5.1-2 Table 15.3.1-4 % KZ5)

2.7.4.2.2 EREEEROXEIZCKL DA
ARG R RER (JP18499) KM OVEEIAHEGARFER (JA28382) 1ZBIT 5, LK UIZEDMOE
ERHEEREGONRE, ZNFN2.7.632.1K%TU2.7.63221ZR LT,

2.7.4.3 BERERIREE DT

fife R AR A A1 B 55 A8 1L, Roche fHEFRIE AT A KZ A > (COG3007, Version4.0) % JEIZVERL
S AU T- B AR AR A B B A Y S & O TR L 7,

728, HUAEEARRE (JP18499) K UV NIAHEGARRER (JA28382) 2B\ T, JRBREIT (4
) EARIC X 0 BEEG &OHI S A7 AR R A E%izmz;@ﬁbto

2.71.4.3.1 BERBREEEELH

5 T ARERRERER  (JP18499) K OVES ARG KFABR (JA28382) (2351 5 COG3007(Z4E U 7= f)
EIC LG LR AR E EEBOER L, ENEThER 274723 K 2.7472412R~ L
776

JP1849912 VT, WI N DORETHRILENS%LL ETH > R R L%, JRIEML
itk (771K, 20, 50, 100% 150 mg #ET, £NENT1%, 11.1%, 7.4%, 7.7%K O}
7.7% : VIR, [FINA) , & ek (7.1%, 3.7%, 3.7%, 11.5%K&103.8%) KON -7 % I v
KT AT 2T =8N (7.1%, 3.7%, 7.4%, 0.0%&07.7%) THoTl-, WITHOHEE HA
HIEEL 7T B AR BEORBLRITRE REWI R Do 72,

JA28382I2 BT, WTNNDORETHRIRNS%LL ETH - =R R AR A8, -7
ZINKT AT 2T B (RAI100 mg ££5.9%, ARIETHAI mg #£4.9% : LIE,  [FIE)
KL OREMGENE (5.4%, 5.4%) Tholo, WTHOHEHE HARA100 mg #f & AIEEGHHI1 mg #f
DFEBLRNZRFITEMEI R o T2,

Lk, JP18499 K Y JA283821T 3V T, ASHIFHE TR A I A8 2 5 Z &) O R BLR I3 54|
ﬁ p:u&bﬁoniﬁﬁ”)f_o
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2.71.4.3.2 EBELGHRRKBREEOHR

%ﬁ%m%@#%%%@ﬁ@ﬁT@ém%wwV?A@&Umk)Vﬁ,EULW%A@E
BECTHLMES VT F = AMEROMTIRFERMEOHERE 2, 5 DK (JP18499) |
2.7.4.7-25, SHIFHEGARRER (JA28382) 3% 2.7.4.7-261Z/R LT,

(1) Ao AMUGHREE~— b —
) IfiEA sy MMl (FEIEAE)

JP18499Cix, AK|#ECHE-8H EGZFH%{ZET?E’J@E[L?%ﬁ/I/“/?Afﬁ@ﬁTﬁVfEhf:z’ﬂ, z
O T I B TR LOTHY, 1A BICIXIZIERMEICE Lz, JA28382TiX, AAI100
mg BEM OARFEEHHI1 mg BE L 1% 54/ W@iﬁ%mﬁ#oto
2) IMiFY Ml

JP18499 T, AAZIRETHEG-8H BICHEKFN MG Y MEOEM/AME T 235880 H 72723,
WA TR D Z L1372, £, IKTFRET 2Mm b o7, JA28382TlE, A#I1100
mg BEN OAREEHAI mg BEE & ICRG M PRI mE Y S EOBED (-0.06~-0.07
mmol/L) A HALTA, ARIEFFEHF O I /MMAHEERRER JA19761) OARIEEHHFT mg FET
KON EFREETH Y, BRAICEICIEEE R B TliE o,

(2) BHEREICBEE T B R A
JP18499 ) TR JA28382 T, W TN DEEICB W TH I EMM R IcZ®3IIA N -7,

2.7.4.4  NAZLYA, BAHMFRRUVREEICEET StOBEREE

2.7.4.4.1 mE - kA
I FRER RSB (JP18499) N OV TIAHEG K EER (JA28382) 1B\, IEKXORIFIZOWN
T, WP b K ERIEE 22 2 Z@TRD S o7,

2.7.4.4.2 HEX
AFKD QT/QTe MMBIZ KIF T AL TN T 5 7= OEEHE, BEAGEOARIKEF Al mg DEKR
$%%K%&%ﬁf%@,ﬁ$kﬂﬂ%ﬁ$% IARSRIERAR mg &5 F T (S CIIASKE
FHAI3 mg 5 £ T) LEXICEEET, QT/QTc MRAILE LW ENMRINLTVD
BHTOEMARETZ v b« VR3S (PBRER) OF —% 1 v 7 il (NMEMM4
H) % TIZ Roche #HZRMET —F X=X (ZEBI N7 —F ZHVY, QT/QTe ML R 12 B
ﬁéﬁ%%%ﬁ%bf,%%%@K%E%H@$%%&E%K,Mmmm(wmlmSMQ
“Torsade de pointes/QT prolongation” M (X7 U —7F F 2 MEIZ L W RFT L7 (5.3.6-7) .
FESL, 3060 FEHM L, ZHHDOWN3BIT QTe IR (L& xQTﬁ%EE)#ﬁiéht%Q@
DTS ARIELIS D ZHAEK F- 03380 AL, ARIEELBHNICEE L TWD QTe [MFRIER (2B
THAEEZEFLIIRD N0 o T,
L7eMRo T, ARIEEBFEHEMENEETERVEENZ QT MIRIEE OMEEIZE(bIZR, &K
N QT MRIERICHE L 72\ 2 LR Iz,
£/, AHIN00 mg ZRAKRG LIEEEORFERZAROMIETIRE (Cow) 15, AFETSHIL
mg % RN G U720 MIEHFIRE  (Cspin) & VIRV L5, AKI100 mg X QT/QTe Rl
B ERIEE W EEZLNT,
7pd, HUAHERARREY (JP18499) K OVENIAHERAFER (JA28382) 1ZH W\ T, DLEXMRAIX
Fhifi LT,
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2.7.4.5 HHLGEEERARVKRETIZE TS E2H

2.7.4.5.1 ARMEER
IR EER (RS, (R, MR, BHEERE) 1o\ T, B IFHEEERER (JP18499) TIX&RE
DBEE D 7otz Z L e, BIFHERRE (JA28382) IZHBWTOHMGT LT,

(1) HHnjll
1) 75100 EoyksRE

] (75K, b)) OFEFROEFHER 2747271 LT,

JA283821Z8\\N T, 755k LA EOBERF 1L, AHI100 mg FESSH, ARFEIEH AT mg 3641 TH -
oo HEFRROBIEIL, AAI100 mg BEMOAREEHAIT mg BET, TSEAHSIZNEN
84.7% (127/150%1) K& 188.0% (147/16741) , 75w LL L3 E N E187.3% (48/55%1) K
83.3% (30/36f5]) TH YV, M CHICKE BTN STz, TSmATM T L TTSmLA LTI
BUERRS%LL B o T FERIE, SHEEKR (ORAI100 mg BEDTSmA T21.3%, 75 T
29.1%) , mILE (KHI100 mg BEDTSAT T1.3%, 75mLL ET10.9%, AIEH A1 mg BED
TS A T1.2%, 75 1 T83%) , Mt (AHEITHAIl mg BEDTSIAN T1.2%, 75m%2A E
T83%) , 7 L X —PEfEMRS (AIIEHFI mg BEDOTSEEAT T0.6%, T5mLL ET5.6%) T
HoT,

2) /hR
IR %G & U RIRRBRIE, AR OERWTIICB W TS FE L TR 5, RERIT
QAN

(2) ==

RER] (50 kg A, PAE) OFEFEFRROELFH LR 2.74.7- 28T LT,

JA28382IZ8\\ T, 50 kg A OHERFE 1L, AAI100 mg FEL1961], AFKER AT mg FE11641 T
bole, AFFRORBRIL, AHI100 mg #E & OAREEFFIT mg BT, 50 kg KR ZhEi
86.6% (103/119%]) I 1'87.9% (102/116%1) , 50 kg LA EXZIZF4183.7% (72/86%1) KX
86.2% (75/87%1) TV, WRECTHRITEWII R > 72, 50 kg LA EIZx L CT50 kg AR TREHE
MS5%LL Ef o Tm 5T, SIEEER  (ARAI100 mg BEDS50 kg LA ET19.8%, 50 kg Al ©26.1%)
Thol-,

(3) R

BLNOFEFROEHEFEK 2.74.7-29R LT,

JA28382123\\ T, FHHAERF X, AAI100 mg M OARIKIEHF1 mg B TENLENTHI KL T4
Bl Thotz, AEFZORBFIL, AF100 mg FEL OARIEEZGF A mg BET, BERE
NENTLA% (5/761) K TR100.0% (4/461) , ZPERSZLE485.9% (170/198%1) K 1°86.9%

(173/19961]) Todh-7-, BHEBRE IV TH-T-b DD, LHERE L L THEFS
DFRBRICRKE 7EWTI R W E BT, £, BRI ICE T, EEENEEORES
GROEERAEFRIIRD LN -7,

4) BHEEER
18 ML B HEE O 2 W B UE IS 3 W THER R ER (KSR & (eGFR) KR FOHEAE L ST 560
mL/min/1.73 m* ARl L NFE N L THB LA EFLOEFE2F 274730107 LT,
JA28382/28 T eGFR 60 mL/min/1.73 m* Kl OHBRE 1L, AAI100 mg BEK OA ST H 1
mg FE CENZEN2THI K ORI ThH o7z, AEFZOIBERIL, AH100 mg B OARIETHH
1 mg BET, eGFR 60 mL/min/1.73 m* K3 € Z492.6% (25/27641) K 190.5% (19/2141) ,
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eGFR 60 mL/min/1.73 m*LL L3 EE484.3% (150/178%1)) 2 1%86.8% (158/182%3) TH v,
MRECHRITE VT2 D > 72, eGFR 60 mL/min/1.73 m*2A |- X ¥ eGFR 60 mL/min/1.73 m>#{if T
FEHLERINS%LL B - - FRIT, AHI00 mg B TIIETEMERIE (eGFR 60 mL/min/1.73 m’
LI FT5.1%, eGFR 60 mL/min/1.73 m* A0 T11.1% : LAKE, [FIE) , e (0.0%, 11.1%) ,
Pt (7.3%, 14.8%) , FEMED EW (2.2%, 74%) , SEILE (2.8%, 11.1%) , AEEEHHI
mg FECITRIATAR (29.7%, 38.1%) , EXGEESE (1.6%, 9.5%) Th-olz,

2.7.4.5.2 HSNEMER
A ET,

2.7.4.5.3 EYHEEEH

WWENREIZOWNWT, A RN Fav@idEE e MNFF M7 a— 24 PAS0T A VA L& |
BT, Ty MO F Fra—LA PASOREFE LN Enn, SRR D 5 3EWHH BIE
HiZ7enweE2 o5, BiZ, IBFRERENTOMFEER L OFBEIXERNZ b, 41N KR
VERDMB O IRA L B & B B AREMITIR VY, £, ANV Ru oL, AR T, R
TR E LTENLHRE SN D, A 30 R U fRodeiRikiL, o3y otz 354 25 BE
O XGRS R B S E R0,

— T, AN RO UBRIISMES A A (DA A, 8, ~ TR A, TS = L)
LKA TERT D 2 ENBHDHDT, SMA 4 2 EH T DB T &Y & R AH 2 AR
T 5 ERFOWINUTIKTT D, ZDOZ &b, RFEORAMED HHAEEH] OHIZLL T2
L, EEMREEZITO,

DFRER (FHICERT S Z L)

KA % RIARSER - HFE 15 W - fabRIE
KESDEEL, & (FriC | KRR Z D 72 < & b 60 | AFNTZAMEE A 42 & dk
FRACAHB DO XD @ | FRERORBYSEANEZ | 2R T D LB H L0
T LG AREY) BHC- IR L2V E 5, BT, RRRICRAT 2 & AH
ZWEA 4y (Ao y | BERETFLIL, DR AR T EE 2D,

L, Bk, v TRV UL, T
V=T LE) AR
IXRTIAY EX I A
HlERAl 5

2.7.4.5.4 W FIFRUVERILR
(1) HTbm
AT AR RBRICBWN T, HIRT v h~DOA RN Fa UREGIC L0, HEERICR®EL
T oy Wb K OVREEW) O JE PERISE - 338D DTz, IR T v b CIIERARICR IR~ H v
U MO IO MR T T MRENMET T 5, BP RIEANTME ML OIEELZ IR L, B
LOINT T LEEFET L0, FEINMEICLER SRy ARG ST, ot
PR KM OV USRI L 7= R DR ERIE C AR S D LR ST 5,
F7, AFOERREBRIZB W TG ~OF R IT 72 <, BRI L TN Lhb,
AFNIIT SUTIFIRE L T D ATEEM D B D If NITIFEE LT R&E L EZ D,

(2) #=F il
BAFDOT v MHCA N N vigEaR—F A% G Lz 25, #5220 B ICITAT A~
DA N Fa A BOBATRFRD BV, AR B REIR B XM R E L 0 & <, 24514
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WZRIFRFE & 7p o T- (RIETESHI O AR FEREE R
t FOANTFICARFPBBATT 208 9 NIAATH L0, RILTOLMEIL, AHIHEG T3
ArhibTrRxLrEZLD,

2.7.4.5.5 BEkE

EEH GOV TG L TZen,

ARENDARFEFET —F > —F (CDS) KOBEAKGROARIEFEFAI OB CEICHEL, KF DR
f3cEO &G OWEIZUTE2EHE L, HEEMREZT,

(D) e < Rk By e s (B A, oo, fREx, 5K, RS , Biryy
LISE, KV CERIME, K~ 27 %S 7 AMIENFEIT D AN S 5,

(2) JL i RINEMZ D72, FAUTHEBA 2 & 5T 5, EICxT 250G
BRPEDR S 2 DO TIEM:- 275 L iR bd, BEOLEERZ L TWnDH I L,
WEZIN T, AT UL, VU, w7330 LEEHT 5 A OFNRN
B5%2179,

728, BUNFEERREB (JP18499) 2R\ T, AHI150 mg (A1E], 44 AR) F TOIRME
TR SN TV D,

2.7.4.5.6 EWYEFA
HEHEH 25 S 3 LB Z N5 PRAIEMIZIERKRBRICB WD TRO 5T, AH KA
FHIWER D OARNARAAEIT e E B X BT,

2.7.4.5.7 HRERERUVRBER
AR RER (JP18499) TIXIAMMIK T# 160 B UK, HSITFHRERER (JA28382) Tl
TRIEE T LA OB RIER OB EI3IT > TB 5 F, BEBUER & O BKEZRIZ DWW Tt L T
W, L LR D, 23 EARRER L OVESME R RIS W T, BEBUE R & OV BkE 5
ERBT MG XN LD, KA, KBEEG R ELRH O RIREM X2V E B 2 T,

2.7.4.5.8 HIEELZRUBBIREICHT 2EENTHHEEDES
—EEHERER T, ~ U A~03 mgkg HIEIREPEN TG T A REEE B OB D3RO b
L, ARFNT KD PARESR A~ OREITRRD Do Te (RIS A O AGE R FEREE R
F7o, FIREARRE JP18499) KUV IIARKRAKGRER (JA28382) (28T, HENVHEEK O
PAEREI T 2 B2 RITT LB A HND, XTI O E ICBE§ 2 A5 F5133%
SY A /EEoY
PLEXY, AHI7 B By HOES N OB RTS8 2 araett, ROUEMBERE DR E 2 R85
HAREMEIZIR WV & B 2 T,

2.7.4.5.9 BINEERKHEREE
AFHI50/50 mg (50 mg/ H Z38f5¢2 H [ TEF100 mg) , 100 mg & M50 mg A 1[E14# 50 55 MAHER
R BR (BM16549 : MOBILE #& B, 5.3.5.1-4) , W ONC BM16549 O 3 4E [l O fik fot 3 BR
(MA17903 : 5.3.5.1-5) O LZEMERAEIZ OV TLL FIZiR~< 5%,

(1) ARG AR B (BM16549 : MOBILE #&%5%)
FERIRSE (SOC) BIAEHFERLEIER, WINLORETRERINWAETHT-HESR
GRONTIPORETC2HILL ERBL L - EBE R A ERROEH %2, TENE 2.7459-1, #*
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2.7.45.92% O\FE 2.7.4.5.9-3127~7,

BMI16549 DA EHREGIHRIT, ML L7225 mg # HAEETT6.5%, A 1EHH 5 D50/50 mg,
100 mg } M50 mg BT, Z4L21179.0%, 80.3%K%1V80.1%TdH Y, 2.5 mg i H & AHKI A 115
FHREORBBIRICK E RIENT R o T2,

SOC BIDEF Tl b BBLE N EmN - T-0%,  TRPERS L OFARE] (2.5 mg # AR
36.5%, AAIH1EIEGH£33.6~36.9%) T, IRWTRBLRENEGWIEIC THHE#K R X O GH
kbR ) (2.5 mg L HEE28.1%, AKIH 1A GHE32.1~35.6%) , [HEEE] (2.5 mgEA
H32.2%, AHAIA 1E#% 5-7£29.5~32.8%) Th o7,

HERELOI L, DTN OFETHILEN10%L, ETH -7 F4L, milt (2.5 mg #H i
12.4%, AFIA 1R G#£10.9~13.6%) , HILARE (2.5 mg #H#E7.8%, AAIH1EER5#7.8
~10.1%) , BAEIR (2.5 mg#H HEE7.3%, AKIH BB GRE7.6~10.1%) , 5% (2.5 mg# H
BE7.1%, AFIA1EER5E7.6~10.1%) THY, BEENS%BLL ETho - AHEEGL, SIHTE
K, A7 0, B, TR, EEEYE, SR, so L AT ue—VildE, EREREEE,
REXRKEONUEFCTH - T,

BELRAEEEROY D, WTHORETI% 46)) LLERE L-350%, 2REBEEE (2.5
mg 3# H #£0.0%, 50/50 mg #£1.0%, 100 mg #£0.3%, 150 mg #£0.5%) Th -7z,

& 2.7.459-1 SOCRHIDAEZFTERFER (BM16549, Safety)

SOC 2.5mg 50/50 mg 100 mg 150 mg

A A1E AllA A 1[E]

N =395 N =396 N =396 N =396

No. (%) No. (%) No. (%) No. (%)
BB 302(76.5) 313(79.0) 318(80.3)  317(80.1)
JRYYIE B K OV A i 144 (36.5)  133(33.6) 146(36.9)  134(33.8)
B R R 8 OV A kLR P 111(28.1)  141(35.6)  127(32.1)  138(34.8)
H Gk 127 (32.2)  117(29.5)  130(32.8)  128(32.3)
il 63 (15.9) 57 (14.4) 65 (16.4) 56 (14.1)
MR REE 59 (14.9) 45(11.4) 64 (16.2) 57 (14.4)
B5E, hEB L OWE S HE 48 (12.2) 56 (14.1) 43 (10.9) 54 (13.6)
—fi% - RHEER LOR G OREE 34(8.6) 35(8.8) 46 (11.6) 45(11.4)
M, BERIs K OMERRRE & 27 (6.8) 25(6.3) 26 (6.6) 33 (8.3)
R#tE L O mE 32(8.1) 19 (4.8) 32(8.1) 25(6.3)
FphlEE 25(6.3) 23(5.8) 32(8.1) 27 (6.8)
FERG ¥ & OV Rk & 20(5.1) 26 (6.6) 24 (6.1) 27 (6.8)
Do 24(6.1) 25(6.3) 24 (6.1) 23(5.8)
MR et 23 (5.8) 19 (4.8) 24 (6.1) 28 (7.1)
BB LIRS 20(5.1) 16 (4.0) 21(5.3) 14 (3.5)
EB LUK KESE 11(2.8) 12 (3.0 12 (3.0) 18 (4.5)

B, BB IOSEMAHOBAY (i 4(1.0) 14 (3.5) 15(3.8) 11(2.8)
BLORY) —T%ETe)

AR X O Rk E 7(1.8) 8 (2.0) 12 ( 3.0) 6(1.5)
PN 43 i i 5(1.3) 5(1.3) 14 (3.5) 7(1.8)
JH B A R 7(1.8) 5(1.3) 8 (2.0) 9(2.3)
B AR R A 4(1.0) 10 (2.5) 7(1.8) 6(1.5)
SfE R E 6 ( 1.5) 7(1.8) 6(1.5) 3(0.8)
MEE LY v REE 6 (1.5) 6(1.5) 5(1.3) 5(1.3)
SRS L OWRHLE 3(0.8) 3(0.8) 1(0.3) 3(0.8)
JeRKPE, FHEMER X O E 1(0.3) - 2(0.5) 1(0.3)

MedDRA Ver.15.1 (5.3.5.1-4 Table 66 % hZE)
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£ 274592 WFhHDETEREENANULTH -HEEROEE
(BM16549, Safety)

HEFRGZAL 2.5mg 50/50 mg 100 mg 150 mg
HH A1l A 1A A 11E]
N =395 N =396 N =396 N =396
No. (%) No. (%) No. (%) No. (%)
& 1L E 49 (12.4) 45(11.4) 54 (13.6) 43 (10.9)
LR B 31(7.8) 34 (8.6) 40 (10.1) 31(7.8)
ESENE 29 (7.3) 40 (10.1) 35(8.8) 30 (7.6)
I 28 (7.1) 40 (10.1) 34 (8.6) 30(7.6)
EUHTH A 38 (9.6) 23(5.8) 29 (7.3) 26 ( 6.6)
A TN W 27 (6.8) 32(8.1) 18 (4.5) 26 ( 6.6)
s 21 (5.3) 20 (5.1) 20(5.1) 26 ( 6.6)
T 21 (5.3) 21 (5.3) 19 (4.8) 22 (5.6)
T 18 (4.6) 18 (4.5) 18 (4.5) 20 (5.1)
SEYR 21 (5.3) 10 (2.5) 17 (4.3) 20(5.1)
&L AT — LIE 22 (5.6) 11 (2.8) 15(3.8) 18 (4.5)
PR B Sk e 13 (3.3) 18 (4.5) 17 (4.3) 17 (4.3)
T B HE 12 (3.0) 17 (4.3) 12 (3.0) 22 (5.6)
KB R 20(5.1) 11(2.8) 18 (4.5) 12 (3.0)
uslisara 8(2.0) 17 (4.3) 13(3.3) 22 (5.6)
(X 11 (2.8) 17 (4.3) 8(2.0) 18 (4.5)
RS 15(3.8) 7(1.8) 13(3.3) 14 (3.5)
FREME D F 7(1.8) 11(2.8) 15(3.8) 10 (2.5)
bReL 7] 7(1.8) 10 (2.5) 12 (3.0) 11(2.8)
IR SE 6(1.5) 8(2.0) 12 (3.0) 10 (2.5)
A TN PR 2(0.5) 8(2.0) 11(2.8) 14 (3.5)
ISR 8(2.0) 15(3.8) 4(1.0) 7(1.8)
RIE VLSS 8(2.0) 10 (2.5) 11(2.8) 5(1.3)
[ R 10 (2.5) 5(1.3) 3(0.8) 15(3.8)
H PR 11(2.8) 5(1.3) 9(2.3) 7(1.8)
I - 6(1.5) 5(1.3) 13 (3.3) 7(1.8)
A 12 (3.0) 5(1.3) 4(1.0) 9(2.3)
[B]fEtE D F 7(1.8) 8(2.0) 5(1.3) 10 (2.5)
i 2 10 (2.5) 5(1.3) 5(1.3) 8 (2.0
Jifi 2 8(2.0) 4(1.0) 9(2.3) 7(1.8)
95 7 6 ( 1.5) 6 ( 1.5) 8 (2.0) 7(1.8)
BF 5(1.3) 6(1.5) 7(1.8) 8 (2.0
77 AT 4(1.0) 7(1.8) 7(1.8) 8 (2.0
A BRI 7(1.8) 8(2.0) 7(1.8) 4(1.0)
w2 8(2.0) 7(1.8) 5(1.3) 4(1.0)
BIBR 5(1.3) 3(0.8) 9(2.3) 4(1.0)
A R 3(0.8) 2(0.5) 8 (2.0 8 (2.0
1 3 4(1.0) 9(2.3) 4(1.0) 2(0.5)
B e 4(1.0) 8 (2.0) 4(1.0) 1(0.3)

MedDRA Ver.15.1 (5.3.5.1-4 Table 67 % h%)
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& 274593 WFhHhDHTHILULER L-EELEEETROEET (BM16549, Safety)

HEHELLY 2.5mg 50/50 mg 100 mg 150 mg
HH H1lE] A 1E] H1lE
N =395 N =396 N =396 N =396
No. (%) No. (%) No. (%) No. (%)
EIEBUFIE 38(9.6) 54 (13.6) 55(13.9) 45(11.4)
fiti g% 3(0.8) 1(0.3) 2(0.5) 2(0.5)
A LT 2(0.5) - - 1(0.3)
DARAE 1(0.3) - - 3(0.8)
Co i FE 1. 1(0.3) 1(0.3) - 2(0.5)
SR ZE 2(0.5) - 1(0.3) -
DA ED 1(0.3) 2(0.5) - -
BNk - - 2(0.5) -
PN e - 2(0.5) - 1(0.3)
PR - 1(0.3) 2(0.5) -
I B ENE - 4(1.0) 1(0.3) 2(0.5)
e I 1(0.3) 2(0.5) - 1(0.3)
5 ¥ 1(0.3) 2(0.5) 2(0.5) -
Jiti JEA I - - 2(0.5) -
KaJm - - - 2(0.5)
MedDRA Ver.15.1 (5.3.5.1-4 Table 85 ZI4ZE)

(2) BMI16549DfikfeakiR (MA17903)

BM16549% 5& T L7 #BR# 2% LT, 100 mg #E & 150 mg FEIX[FAHET, £/, 2.5 mg e
50/50 mg FEIZHT7212100 mg #E X 1E150 mg FECHEI O fHT B, 34ER DMk R 23 SE6E < vz,

MA179031Z3\\ T, SOC BIFEEFLBIR, WTNNOFETHRIAEI 2% ETh - FE
FHLERRNTNNORET2HIU ERBL L - EHERGEFROEH L, ZnEhE 2.7459-4,
#* 2.74.59-5 V% 2.7.4.5.9-612777,

SOC BIDOEFH T L BILENE -T2 DL, NEYYEB L OEFABRE] (100 mg #£40.5%,
150 mg #£41.8%) T, WWTHRILENSEWIEIZ THEH-RE L O A MRS (100 mg B
37.4%, 150 mg B£34.6%) , [HEFEEE] (100 mg #£19.6%, 150 mg #£28.3%) Th -7z,

HEHEHZDI L, WTENDLORETRERBRNI0%U ETH - 2HRL, &ilE (100 mg £
12.0%, 150 mg #£13.9%) , SMHZEZK (100 mg £#£12.8%, 150 mg #£11.1%) , % (100 mg
#£9.5%, 150 mg ££10.0%) TH Y, FHENS%L ETH--AEFHSLT, Bfim, Sl A
T r—/VISE, ZIHEREIE, FREGEYE, KEXR, AWK, A 7AW, UEgRE, Hb
REKOEEEED ENTH T2,

HERAEFEZROY L, WTIIOORTI% 46]) LLERBLL-E50%, BRHEEEIE

(100 mg #£1.1%, 150 mg #£1.4%) , LFHEZE (100 mg #£1.4%, 150 mg #£0.3%) , FoOME

(100 mg #£0.0%, 150 mg #£1.4%) KOVEREEHEHT (100 mg F£0.3%, 150 mg #£1.1%) Th

ST,
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& 2.7.459-4 SOCRHIDEZFTERFEEE (MA17903, Safety)

socC A AFH
100 mg 150 mg
H 18] A1\
N =358 N =361
No. (%) No. (%)
EFEBFIK 291 (81.3) 285 (78.9)
JEYYE RS L OV A BUE 145 (40.5) 151 (41.8)
B ks & OV G LRk b 134 (37.4) 125 ( 34.6)
B RS 70 ( 19.6) 102 ( 28.3)
1 pE 56 (115.6) 73(20.2)
BE, PER L OWLESDHE 67 (18.7) 53 (14.7)
Rt RIS 43 (12.0) 50 (13.9)
R LU E 48 (13.4) 41 (11.4)
AR P 37(10.3) 40 (11.1)
MER s, MaERds & ONEhRRRE 42 (11.7) 24 (6.6)
b gailies 26 (7.3) 27 (17.5)
Hi L OBk REE 23(6.4) 30(8.3)
—i% - REREE X OGN R EE 28 (7.8) 23 (6.4)
Lol 23 (6.4) 23 (6.4)
FERE ¥ X OV TR 15(4.2) 29 ( 8.0)
B, Bl X OSEHAR oAy (% 19 (5.3) 18 (5.0
BLORY -7 %5T)
Bk L IR RS 20 (5.6) 15(4.2)
AR R L OHLERE 13 (3.6) 19 (5.3)
W5 AP 15(4.2) 10 (2.8)
JHREE R B 8(2.2) 7(1.9)
g% R bEE 5(1.4) 5(1.4)
B AR AR A 6(1.7) 4(L1)
MiEER LY v REE 6(1.7) 3(0.8)
JeRME, FRMER X OB EIEREE 3(0.8) 1(0.3)
SRR X R E - 2(0.6)
FLSERE - 1(0.3)

MedDRA Ver.15.1 (5.3.5.1-5 Table 26 # k%)
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& 274595 WIFhHDETEREEANULTH -HEEEROEE
(MA17903, Safety)

AEHERL AH AFH
100 mg H 18] 150 mg H 18]
N =358 N =361
No. (%) No. (%)

5 I 43 (12.0) 50 (13.9)
BHEES 46 (12.8) 40 (11.1)
I 34(9.5) 36 (10.0)
A &iive 32(8.9) 32(8.9)
E oL AT u— LIiE 30(8.4) 23 (6.4)
TN B EE 23 (6.4) 29 ( 8.0)
R B IE G 22(6.1) 27(7.5)
REX K 24 (6.7) 22(6.1)
Sl 20 (5.6) 17 (4.7)
A InT W 22(6.1) 15 (4.2)
ulisara 18 (5.0) 15 (4.2)
T LA B 14 (3.9) 18 (5.0
[AIHAPE D F 13(3.6) 18 (5.0)
RS 12 (3.4) 14 (3.9)
A phRE 9(2.5) 16 (4.4)
Ik 17 (4.7) 7(1.9)
Tk 10 (2.8) 14 (3.9)
R RGE Y 13 (3.6) 11 (3.0)
B3 bk 2% 8(2.2) 15(4.2)
B A& TR 13 (3.6) 9(2.5)
fifige 9(2.5) 12 (3.3)
R 7(2.0) 12(3.3)
{EF 13 (3.6) 6(1.7)
WHEE 25 10 (2.8) 8(2.2)
Il R e g% 8(2.2) 8(2.2)
FEED E 7(2.0) 8(2.2)
B 8(2.2) 7(1.9)
GIEpL 5(1.4) 10 (2.8)
FPR BB B A T 9(2.5) 5(1.4)
AT 4(1.1) 9(2.5)
LR IN IR 3(0.8) 8(2.2)
GiREE 1(0.3) 9(2.5)
R ATIE 8(2.2) 1(0.3)

MedDRA Ver.15.1

(5.3.5.1-5 Table 27 #h%E)
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& 214596 WINIhDOBETHILULRRLE-EEGCHEEETROEH
(MA17903, Safety)

AEERLY A AH
100 mg 150 mg
A1E A 1[m]
N =358 N =361
No. (%) No. (%)
B3 BB 68 ( 19.0) 70 ( 19.4)
L B E 4(1.1) 5(1.4)
O AR IE 5(1.4) 1(0.3)
BeLE - 5(1.4)
J& BAEEE T 1(0.3) 4(1.D
H Pk 3(0.8) 2(0.6)
FEgE T 3(0.8) 1(0.3)
R 3(0.8) -
Ly 2(0.6) 1(0.3)
iR - 3(0.8)
Iy iiysaliih 2(0.6) 1(0.3)
fiti g 1(0.3) 2(0.6)
BEEE T - 3(0.8)
Ji9r 2(0.6) -
KENRFB7E 2(0.6) -
A &iv - 2(0.6)
A E 2(0.6) -
TREDER R A2 2(0.6)
N 2(0.6)
i B B 47 2(0.6)
e 2(0.6) -
JRIREE - 2(0.6)
RIS - 2(0.6)
MEE I D R 42 2(0.6)
MedDRA Ver.15.1 (5.3.5.1-5 Table 33 %A &%)

2.7.4.6 mWRET—42

2.7.4.6.1 REFFHEOERNHERERT—42

AFEJEFFNL, 201346 H 28 H A HHLERIAE OBhEE - 2h R CHRERFE AR 2 it L7z, F5E

(201348 H29H) b O L eMEESHE (20E) OFAE R L T (201446 H24H)
oo ies:, [.-<5-7-.

B DL VR ERIWE L (GR20E) OFHARNN (2013412325 H ~2014476 H 24 H) il
P T IR AR O (LARE, BEHS) 1S U-RIER - IYMEIT63 65 CTh - 7=,

INHOW, BRGEBAA LA 3MELL R IS U RIVER - YW1, R, R, AR
PR, IR, I/ NREORD R OSSR EEAE Tdh o 7. 9T, FEN, 15 PR M O 12 > T,
APR &L EZ DN DIEFIZRE, AIIEEHAIE O S22 B 2 R4 A FEERIL R o7, 1L
INREIE AN DN T, SRR CHEREIE N D7 <, FEMAETOER S H 5728, 5l &k
SEMBERICEET L L & Lz, BHBELIZOWTIE, ERNL Y X7 FHEFHEIZBWTE
BRRFEINTY A7 L LTNDHY, SIEHRERBRNEZTFHRTHZ L & LT,

VI b, AEERESNT-EIWER « BWIE G A 7 b AT F O LM SOV THRET LT FE R,
EH AL Y A 7 & BRG] OV SCE O SGETH O - 72 R MR HTE O B T2 &Hlr L7z,
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2.7.4.6.2 #BNBITATHERET—4
() EHWHR_XT7 v b+ U270 (PBRER No.1057976, #H&HIM : 20134E6 H25H ~
20144F6 H24H)

Roche fL23MERL L7251 PBRER (28T, AIMOEPEHEAH (19964F6 H25H) M H A
PBRER D7 —% 1 v 7 % corso Rt et A as i A ossasicoss
FEDRBER) Thoi, BHgEsEm e, Baeesnasssoiiil A GRR
Z&te) THY, Fiz, A PBRER OHEWIM P OHEEM HEES (HBIKRRE &) 138
B coor.

A PBRER O HIMHIC, EHBREMEK CHE SN -aEFRIBI6M4THY, ZnbD
WNOSOEMNEE A EHFG L LT s, ERFEFLIT SOC BT WIIEIZ, -4
HlEERS KOG OREE ] 10114 (EERFEFEGITI12214) , [HEKRR LA
RRESE) 878 (EEAFEFLITI84M) , THBEE) 47 (BEELRAFEFELIT2MH) T
Hoto,

A PBRER (ZBWT, FHIlBHLNT_NET 0y MO A7 EREFG L7/ R, ~x7
4 b DRTONRT U AZBHFTHY, K274y b VRITOTa7 7 A MIEITR N
LEZ LN,

Q) HMIRBICBT > EELREESRS

20144£6 24 H % TIT Roche L2 MTF — 2 R— A | CEBEINT-BELRAEEREEK 2.74.7-
3UNCR LTz, £72, SOC PR ZFK 2.74.62-11TR7, 2B, A7 —HX |(ZITEERERBR & OVE
BT DT R TOFESITBNWTHESINTZERNEGEND,

INETIZ25 4O EERAEFRORELRHY, ZNHOW, NEEEGEN TH0 | Lf
Wr SN - EERAEREGILS, TS0 ThH o7, RRBEEN (v L sn-EERAGES
ZDH L, 100LL EfENH 72 SOC 1%, ZWIAIC [HiE#5E LU aMskEE) , T—
% - EHEEL LOREHAORE] , THEEE) , [hRESE) , HEE, PEBLY
ESOHE] ,  TPElkEs, MoEids X OMEhRRET ) , [EYYES KO ARE] ,  LOEESE]

(R g L O TRk,  TEeEmA) , Tm&EREEE) , TEM, BB X OEMAHO
A (FERBLORY —7%25T) |, MBI OREREE) Thol,
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+ 2.7.4.6.2-1 EELHEEEZROD SOC AIEF (2014F6H24HR )
socC (KSR B R

HY A<H 2L AR R HREt
B # R KOS A ik ke = 1267 1078 762 775 3882
—f% - R EER LU GO REE 1084 1084 764 368 3300
GE, hEl X OWEADHE 276 765 971 973 2985
H ke 962 667 757 255 2641
B, EMERS XOSEHAHOSAY (% 113 211 1648 62 2034
Jak LR —7 2 E&Tr)
PR R b 343 351 712 117 1523
Ol 197 239 948 82 1466
JEYYE R L OV AR dUE 204 270 875 96 1445
MR ER, MERs K ONERR RS 209 194 591 74 1068
i e 56 92 107 502 757
& s 145 129 323 40 637
B R AR A 170 133 104 44 451
-3 PSEON A ik 190 114 80 64 448
REB L O EEE 105 81 203 16 405
MiRE LY R BEE 45 46 283 14 388
BB L ORI P E 98 88 173 22 381
SRS X O R LE 56 120 90 88 354
AR e 67 103 131 35 336
JHHRSE R 46 44 201 8 299
AR B L O ERESE 15 13 203 10 241
G R E 62 51 18 23 154
i LUK EE 18 17 47 6 88
o7 WA 13 16 54 3 86
BRI 4 8 5 4 21
SR, FiRMER X OB E 5 2 8 15
R, PEMRR X OVEES O IRE 3 8 11

5750 5919 10058 3689 25416

MedDRA Ver.17.0

2.7.4.6.3 WHREICETSZTDHODEZELEETER

(5274731 Q%)

ENIZBT D AT WHH O T oz EMWm e (5521]) K& O Roche LD £ 7@ PBRER ™

T—XF 1y 7R THDH20145-6H24 H £ TIZ,
BEhi=r—% =M\, SaFEx, EERKIBETEI, DEMEEOT T 7 0 7% —0%5E

RO THIET L 7=,

(1) EWNIZH T 2ERRDN

HE5H UL Roche fhZetET —# X— R |4

LRLAH A AL T £ T (201348 29 H ~2014426 H 24 H) ICAIE R R G- S 7o B ERIE
ax . e s, EEERIEEEE, 7T 1 TR 3B ER S, JE
ER KRG BT BB SOV T, 34T 2 B ERGEOERIT RN - T,

g T comigro w3 <Y, o BP REHIOH
B L OTIEARNEEZ BT, 77, Roche AZE4aMET — & _R— 2% FWCEM L=
FHBEE (1.9/100,00001) & FRTEWIT R o T2,



AN A 2.7.4 BRIRAYZE Page 50

siRErm s TE o774 3 v—oxBEE B <5 Y, Roche 22
BT = N— 2% HWTHER I U7 AR ER AN BT 2 3B (1.8/100,000041) & FrlZiEW
ARl

HEEEKROT 7 4 7F—1%, REOEEMLY R 7 FHFEEFEICBWTEERFEIN
VA7 L, WASCGEORERKRLRIVERMICEE LBEICEEEAZ{T> T\ 5D,

(2) Roche thZ2&MET — % R— 2|2 BT LRI

S OWT, FEEEO RO & 5 A EFS (Crude report) D RFEWME L4644 T
bot-, Myt (JEPIIR ~201456 024 ) (CRER B G S B HLERE B IR
B e S, SEEE (Crude reporting rate) 131.9/100,00041 & Bt Shiz, 72,
sgpgmoxRmEsashcs g sHaNE (IlED I - IEV R o

(Crude reporting rate) %, 1.1/100,000%1] T&H - 7=,

T 7 4 T7F T —IZ2 T, MedDRA SMQ lanaphylactic/anaphylactoid shock conditions (/i
%) J KO [Anaphylactic reaction (BE3%) | Z W TR L7AER, B CARFNIX7H], A
HERANINBOWMENR D - 7=, FHEHIF T (19964E6 H25H ~20144F6 H24 H) ITAEKN L X
ni-miiE Ol N &t s, SEEEE IIARHI730.02/100,0000,  ATEVE A3
1.8/100,000051 & i S 7z, 72ds, ARIEFEGHIOAGRHPFERFERHI I 2 AWM (199646
A~V R E) oRsusEE R, A5#1430.03/100,0000, A% FEE#732.7/100,0004 C
HoT,

FEER KRG FITCOWTIE, FEERKBEEHTORREEDOH 5 HEFES (Crude report) D
PREHRE XIS TH o7z, FAEHFH (199646 A 25H ~2014F6 H24 H) ICARIENR G I
i Ol N &S, BBEE (Crude reporting rate) 13:0.44/100,0001 &
B EN, A, AREEREHOKRPFHFEEHC R0 2 WAEHH (199646125 0 ~ =D
A . H) O3TIBEE (Crude reporting rate) %, 0.15/100,0004%1 T - 7=,

LAFEMENZ DUV T, MedDRA SMQ [supraventricular tachyarrhythmias| CTHZE L7-fbER, AR
csilomEnH o7, WEMET (lEDPID ~201466 A240) ARG ShcE
i ol N & HE S, JEBEMBE (Crude reporting rate) 131/100,00041 LA T

(0.0003%) rEHEn, 72dp, AEEaHoRRPHEECET 2REHH (JED
Al ~ eV e %805 (Crude reporting rate) 1%, 1/100,0001LL F (0.0003%) ©
HoTz,

Uk, BEEEE, FEEBLKREEYT, ODEMBILR T ;T 4 T — ORBUHE KA L L
TIEL, REOLEMET a7 7 A VIZEE T2 T2,
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0dm10002_safety BED

= 2.7.4.7-1

AOffREtFr%FE (UP18499, Safety)

&5 / (Safety Population)

R0200-5450po
20 mg/1M (%)
N=27

R0200-5450p0
50 mg/1M (%)
N=27

R0200-5450p0
100mg/1M (%)
N=26

R0200-5450p0
150mg/1M (%)
N=26

FH# (5)

n 28 27 27 26 26

Mean 66. 9 67.7 67.4 65.7 67.8

SD 5.7 6.1 7.3 6.4 5.6

Median 66.0 67.0 67.0 65.5 69.0

Min-Max 57 - 84 58 - 84 56 - 84 55 - 81 59 - 80

55~647i% 10 ( 35.7) 9 (33.3) 11 ( 40.7) 11 ( 42.3) 9 (34.6)

65~74m% 16 ( 57.1) 16 ( 59.3) 12 (144.4) 13 (50.0) 14 ( 53.8)

15~84i% 2 (7.1 2 ( 7.4 4 (14.8) 2 C 1.7 3 (11.5)
T4 3

Eilis - - - - 1 ( 3.8)

x4 28 (100.0) 27 (100.0) 27 (100.0) 26 (100.0) 25 ( 96.2)
K =E (ke)

n 28 27 27 26 26

Mean 48.43 48.19 50.70 49. 47 49.93

SD 5.66 4.70 6.98 8.53 5.47

Median 47.60 48. 60 49.90 49.70 48.75

Min-Max 40.1 - 64.2 40.9 - 57.8 38.3 - 64.2 31.4 - 63.8 38.4 - 60.2
& (cm)

n 28 21 27 26 26

Mean 151. 48 149.10 150. 60 150. 83 151.19

SD 4.86 5.13 5.12 6.49 5.24

Median 150. 55 149. 50 150. 70 149. 55 150. 50

Min-Max 141.2 - 164.2 140.4 - 162.1 140.5 - 164.8 140.0 - 165.7 142.0 - 166.0
BMI (kg/m"2)

n 28 27 27 26 26

Mean 21.10 21. 71 22.34 21.72 21.87

SD 2.28 2.23 2.78 3. 46 2.43

Median 20.55 21. 64 21.97 21.38 21.75

Min-Max 18.0 - 28.6 17.7 - 25.8 16.2 - 28.2 15.6 - 29.2 16.9 - 27.2
BAED A &

=) 2. (7.1 2 (1.4 1( 387 4 (15.4) 3 (11.5)

L 26 (92.9) 25 (92.6) 26 (96.3) 22 (84.6) 23 (88.5)
Program : $PROD/cdp10133/jp18499/0dm|0002. sas / Output : $PROD/cdp10133/jp18499/reports/odml0002_safety. jp8

10APR2006 13:07

Page 1 of 1

(5.3.5.1-1 % 16.1-3 ZFi8)
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odm|0003_safety BEDE = (A% EIMSE) / (Safety Population)

R0200-5450po
Placebo (%) 20 mg/IM (%) 50 mg/IM (%)
=28 N=27 N=27

R0200-5450po

R0200-5450po
100mg/ 1M (%)
N=26

R0200-5450po
150mg/ 1M (%)
N=26

Bl R O AR (F) (Xit)
n

2 2 2

Mean 17.2 16.3 16.9

SD 6.3 5.8 8.3

Median 16.0 17.0 16.0

Min-Max 7 - 36 5-29 5-35

104 Kl 3 (10.7) 3 (11.1) 5 ( 18.5)

10 Ll E 24 (85.7) 21 (71.8) 20 (74.1)

FERKRNE 1.0 3.6 3 (11.1) 2 (1.4
BRI ()

5 7 (96.4) 24 (88.9) 25 (92.6)

7L 1( 3.6 3 (11.1) 2 (1.4
FERERRM (2 15)

5 1( 3.6) 3 (11.1) 2 ( 1.4

TL 27 (1 96.4) 24 (188.9) 25 (192.6)
P B RERR AT (2 14)

5 - 3 (11.1) 2 (7.4

7L 28 (100.0) 24 (88.9) 25 (92.6)
BAREAIARILE VAR (Xit)

5 - 3 (11.1) -

7L 28 (100. 0) 24 ( 88.9) 27 (100. 0)
BARRERARILE VIARE (Xit)

] 4 (14.3) 4 (14.8) 1037

TL 24 (85.7) 23 (185.2) 26 ( 96.3)
YEYREIE (ZtE)

0= 2 (1.1 1.( 3.7 -

1~3[E 22 ( 78.6) 17 (63.0) 18 ( 66.7)

4B E 4 (14.3) 9 (33.3) 9 (33.3)

BHEORILE VAREE (BiE)
7L

I croTN
NO— o

wW W ~
—~
0 —
oo —
| oo
NSl

26 (100.0)

26 (100. 0)

S CI~IN
(ST

10 - 30

N
—_
(= =N
o

o

—~
(=]

o
==
A

o~

N
QN
—~
o
=X=]
oo

N

N w
—~
oo —
N
==
A

25 (100.0)
25 (100.0)

( 68.0)
( 32.0)

[e-XN]

1 (100. 0)

Program : $PROD/cdp10133/jp18499/0dm|0003. sas / Output :
10APR2006 16:56

$PROD/cdp10133/ jp18499/reports/odml0003_safety. jp8
Page 1 of 1

(5.3.5.1-1 % 16.1-6 ZFi8)
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& 2.7.47-2 AOMETFRIEME (JA28382, Safety)

dm11_sp Demographic Data
Protocol (s) : JA28382
Analysis: AS SELECTED
SAFETY

Center: ALL CENTERS

R0200-5450P0
N = 205

R0200-54501V
N = 203

Sex
MALE
FEMALE
n

Age in years
Mean
SD
Median
Min-Max
n

Age in years Category 1
< 60

60 -< 70
70 < 80
80 -< 90
n

Age in years Category 2
- 65

65 <
n

Age in years Category 3
<75

1% -
n

Weight in kg
Mean
SD
Median
Min-Max
n

Weight in kg Category
< 50

50 -
n

Average Height in cm
Mean
SD
Median
Min-Max
n

BMI in kg/m**2
Mean
SD
Median
Min-Max
n

Natural menopause?
YES

NO
n

7 ( 3.4%)
198 (96. 6%)
205

150 (73.2%)
55 (26. 8%)
205

49. 56
7.353
48.80
31.0 - 72.5
205

119 (58. 0%)
86 (42.0%)
205

205

192 (97.0%)
6 ( 3.0%
198

4 (2.
199 (98.

203

65 (32.
138 (68.

203

167 (82.
36 (17.

203

49.19
6. 754
48.30

35.0 - 78.

203

116 (57.
87 (42.

203

196 (98.
3 (1.

199

0%)
0%)

1%)

9%)

5%)
5%)

n represents number of patients contributing to summary statistics

Percentages are based on n (number of valid values)

Previous osteoporosis drug means treatment history of osteoporosis drug other than bisphosphonates
within a year before first trial treatment administrati%?. £ 9
of 2

DM11 17SEP2014:18:33:55
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dm11_sp Demographic Data
Protocol (s) : JA28382
Analysis: AS SELECTED Center: ALL CENTERS

SAFETY
R0200-5450P0 R0200-54501V
N = 205 N = 203
Oophorectomy?
YES 6 ( 3.0%) 3 (1.5%
NO 192 (97.0%) 196 (98. 5%)
n 198 199
Time since Menopause in years
Mean 18.8 19.0
SD 7.79 6.84
Median 19.0 19.0
Min-Max 5 -49 5 - 37
n 185 180
Time since Menopause in years Category
10 22 (11.9%) 16 ( 8.9%)
10 - 163 (88.1%) 164 (91.1%)
n 185 180
History of Gastrointestinal Tract Resection
YES 1 (0.5%) 5 ( 2.5%)
NO 204 (99. 5%) 198 (97. 5%)
n 205 203
History of Bisphosphonate Treatment
YES 43 (21.0%) 50 (24. 6%)
NO 162 (79. 0%) 153 (75. 4%)
n 205 203
Previous Osteoporosis Drug other than BPs?
54 (26. 3%) 63 (31.0%)
NO 151 (73.7%) 140 (69. 0%)
n 205 203
BPs History / Prev. Osteoporosis Drug
YES, YES 9 (4.4%) 20 ( 9.9%)
YES, NO 34 (16. 6%) 30 (14.8%)
NO, YES 45 (22.0%) 43 (21.2%)
NO, NO 117 (57.1%) 110 (54. 2%)
n 205 203

n represents number of patients contributing to summary statistics.

Percentages are based on n (number of valid values).

Previous osteoporosis drug means treatment history of osteoporosis drug other than bisphosphonates
within a year before first trial treatment administration.

DM11 17SEP2014:18:33:55 (2 of 2)

(5.3.5.1-2 Table 15.1.6 ZF48)
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# 2.7.4.7-3

Adverse Events by Time Period (New Onset)
Protocol (s) : JA28382
Analysis: SAFETY

Treatment: R0200-5450P0 ; N = 205

RERHANDEETEROEE (%, JA28382, Safety)

Body System/ Total 0 —< 3M 3M —< 6M 6M —< oM oM -
Adverse Event No. (%) No. (%) No. (%) No. (%) No. (%)

No. of Pts in each period 205 205 195 185 178

ALL BODY SYSTEMS
Total Pts with at Least one AE 175( 85.4) 98 ( 47.8) 40 ( 20.5) 28( 15.1) 9( 5.1)
Total Number of AEs 455 153 95 13 93

BEEES & UFERE
Total Pts with at least one AE 95( 46.3) 32( 15.6) 16( 8.2) 30( 16.2) 17( 9.6)
SIREE K 48( 23.4) 15( 1.3) 9( 4.6) 14( 7.6) 10( 5.6)
Bl 9( 4.4 6( 2.9 - 1( 0.5) 2( 1.1)
HRE % 8( 3.9) 1( 0.5 3( 1.5) 20 1.1) 2( 1.1)
Rt 2 7( 3.4 1( 0.5 - 5( 2.7) 1( 0.6)
SEXR 6( 2.9) - 2( 1.0) 20 1.1) 2 1.1)
MK 58 2% 4( 2.0) 1( 0.5 1( 0.5) 20 1.1) -
OfEAJLRR 4( 2.0) 2( 1.0) - - 20 1.1)
L SERE 4( 2.0) - 1( 0.5) 20 1.1) 1( 0.6)
A ILRAEB B 3( 1.5) 1( 0.5 - - 2 1.1)
WA % 3( 1.5) 1( 0.5) - 2(C 1.1) -
B % 2( 1.0) 1( 0.5 - 1( 0.5) -
it 2¢ 2( 1.0) - 1( 0.5) 1( 0.5) -
8% 2( 1.0) - 1( 0.5) - 1( 0.6)
Bl S pE 5 2( 1.0) 1( 0.5 - 1( 0.5) -
ALY 1( 0.5) - - 1( 0.5) -
A LR 1( 0.5) 1( 0.5 - - -
YA A TS X% 1( 0.5) - - - 1( 0.6)
NE % 1( 0.5 - - - 1( 0.6)
e RERR % 1( 0.5) 1( 0.5 - - -
e PN 1( 0.5 - - - 1( 0.6)
[UE R 1( 0.5) - 1( 0.5) - -
FA R T4 IEEE 2 1( 0.5) 1( 0.5 - - -
ETRRE 1( 0.5 - - 1( 0.5 -
BERE® 1( 0.5 - 1( 0.5 - -
pay-i=t 1( 0.5) 1( 0.5) - - -
R B R 1( 0.5 - - 1( 0.5) -
FHifE 1( 0.5) - - - 1( 0.6)
BEE 1( 0.5) - - - 10 0.6)
e 1( 0.5 1( 0.5 - - -
Total Number of AEs 119 35 20 36 28

Investigator text for Adverse Events encoded using MedDRA version 15.1.
Percentage is based on number of patients in each time period.
Only the first onset is counted for multiple occurrences of the same adverse event in one individual.
Any difference between the total and sum is due to missing investigators assessment of onset date.

Program :
030672014 16:06

$PROD/cd10133t/i28382a/aesum. sas / Output :

$PROD/cd10133t/128382a/reports/aesum_sp. out

Page 1 of

—_

2
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Adverse Events by Time Period (New Onset)
Protocol (s) : JA28382
Analysis: SAFETY

Treatment: R0200-5450P0 ; N = 205

Body System/ Total 0 -<3M 3N —< 6M 6M —< 9M M -
Adverse Event No. (%) No. (%) No. (%) No. (%) No. (%)

HERRE L UREHEBES

Total Pts with at least one AE 72( 35.1) 32( 15.6) 18( 9.2) 10( 5.4) 12( 6.7)
EHiBE 22(10.7) 11( 5.4) 40 2.1) 5( 2.7) 2 1.1)
ER B ETIE 12( 5.9) 1( 0.5) 5( 2.6) 3( 1.6) 3C 1.7
FAgE 8( 3.9) 6( 2.9 1( 0.5) - 1( 0.6)
MEREE 6( 2.9) 2( 1.0) 2( 1.0) 20 1.1) -
MRk 5( 2.4) - - 2( 1.1) 3(C 1.7
RS 4( 2.0) 1( 0.5) - 2( 1.1) 1( 0.6)
ESEIEN 3( 1.5) 1(C 0.5) 2( 1.0) - -
PR e 3( 1.5) 1( 0.5) 1( 0.5) 1( 0.5) -
k] 3( 1.5) 3( 1.5) - - -
Faﬁﬁ'ﬁ@ﬁ 2( 1.0) 1(C 0.5) - 1( 0.5 -
IR 2( 1.0) - 1( 0.5) - 1( 0.6)
HEEE 2( 1.0) 2( 1.0) - - -
J8 (Bl e £ BE AR AiE 1% B 2( 1.0) 1(C 0.5) 1( 0.5) - -
EREE M 2( 1.0) - 1( 0.5) 1( 0.5) -
BEEE % 2( 1.0) - - - 2 1.1)
=B B B AE IR E 1( 0.5) - - 1( 0.5) -
BRERE 1( 0.5) - - - 1( 0.6)
BRAR 1( 0.5) - 1( 0.5) - -
BEET ) Y F 1(C 0.5) 1(C 0.5) - - -
T ERREE 2% 1( 0.5) 1( 0.5) - - -
A 1(C 0.5) - 1( 0.5) - -
TR A2 S 4 R B AE 1( 0.5) - - - 1( 0.6)
EREREEREE 1( 0.5) 1( 0.5) - - -

% 1(C 0.5) 1( 0.5) - - -
BIRR SRR 1( 0.5) 1( 0.5) - - -
BER 1( 0.5) 1( 0.5) - - -
AR 1(C 0.5) - - - 1( 0.6)
RS 1(C 0.5) - 1( 0.5) - -
Total Number of AEs 91 36 21 18 16

Investigator text for Adverse Events encoded using MedDRA version 15.1.

Percentage is based on number of patients in each time period.

Only the first onset is counted for multiple occurrences of the same adverse event in one individual.
Any difference between the total and sum is due to missing investigators assessment of onset date.

Program : $PROD/cd10133t/i28382a/aesum. sas / Output : $PROD/cd10133t/i28382a/reports/aesum_sp. out
030CT2014 16:06 Page 2 of

—_

2
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Adverse Events by Time Period (New Onset)
Protocol (s) : JA28382
Analysis: SAFETY

Treatment: R0200-5450P0 ; N = 205

Body System/ Total 0 -<3M 3N —< 6M 6M —< 9M M -
Adverse Event No. (%) No. (%) No. (%) No. (%) No. (%)
% 8 ﬁE
Total Pts with at least one AE 49( 23.9) 20( 9.8) 11( 5.6) 12( 6.5) 6( 3.4
S 8( 3.9) 2( 1.0) 3( 1.5) - 3C 1.7
LREERE 7( 3.4) 1( 0.5) 4(C 2.1) 20 1.1) -
EEes) 70 3.4) 3( 1.5) 2( 1.0) 2( 1.1) -
B 4( 2.0) 3( 1.5) - 1( 0.5) -
T 4( 2.0) 1( 0.5) 1( 0.5) 1( 0.5) 1( 0.6)
S AR A% 4( 2.0) 1( 0.5) 1( 0.5) 1( 0.5) 1( 0.6)
BED R 3( 1.5) 1( 0.5) 2( 1.0) - -
wE 3( 1.5) 1( 0.5) - 1( 0.5) 1( 0.6)
& it 3( 1.5) 1( 0.5) 1( 0.5) 1( 0.5) -
EZib 2( 1.0) 1( 0.5) 1( 0.5) - -
BREFRMES 2( 1.0) - - 1( 0.5) 1( 0.6)
BES 2( 1.0) 1( 0.5) 1( 0.5) - -
BRh)—7 1(C 0.5) - - 1( 0.5) -
BIRES 1( 0.5) 1( 0.5) - - -
EmEEg R 1( 0.5) - 1( 0.5) - -
AN% 1(C 0.5) 1( 0.5) - - -
ORNEZIE 1( 0.5) 1( 0.5) - - -
A 1005 - 1005 - -
ESJNEE] 1(C 0.5) - - - 1(C 0.6)
% 1( 0.5) - - - 1( 0.6)
L 1( 0.5) 1( 0.5) - - -
[P 1(C 0.5) - - 1(C 0.5) -
RERE 1( 0.5) - - - 1( 0.6)
ElpR)—7 1(C 0.5) - - - 1(C 0.6)
B 1(C 0.5) - - 1( 0.5) -
Total Number of AEs 62 20 18 13 11
BE. PESLVLEESHHE
Total Pts with at least one AE 34( 16.6) 10( 4.9) 8( 4.1) 10( 5.4) 6( 3.4
s 17( 8.3) 6( 2.9) 3( 1.5) 4( 2.2) 4( 2.2)
FREl 4( 2.0) - - 4( 2.2) -
s 4( 2.0) - 1( 0.5) 3( 1.6) -
EERE 3( 1.5) 1(C 0.5) 1( 0.5) 1( 0.5) -
Dlﬁnﬁéaf% 1(C 0.5) - 1(C 0.5) - -
BB 1( 0.5) - - - 1( 0.6)
7$F§ﬁ§§E BAE 15 B 1( 0.5) - 1( 0.5) - -
fEIEEBG 1(C 0.5) - 1( 0.5) - -
| 1( 0.5) - 1( 0.5) - -
EHEEEH 1( 0.5) 1( 0.5) - - -
Cip k3 1(C 0.5) - 1( 0.5) - -
BEH 1( 0.5) - - 1( 0.5) -
RIE o 1( 0.5) 1( 0.5) - - -
¥ ARES 1(C 0.5) 1(C 0.5) - - -
EEEH 1( 0.5) - - - 1( 0.6)
Total Number of AEs 39 10 10 13 6

Investigator text for Adverse Events encoded using MedDRA version 15.1.

Percentage is based on number of patients in each time period.

Only the first onset is counted for multiple occurrences of the same adverse event in one individual.
Any difference between the total and sum is due to missing investigators assessment of onset date.
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Adverse Events by Time Period (New Onset)

Protocol (s) : JA28382
Analysis: SAFETY

Treatment: R0200-5450P0 ; N = 205

Body System/ Total 0 -<3M 3N —< 6M 6M —< 9M M -
Adverse Event No. (%) No. (%) No. (%) No. (%) No. (%)

MEREE
Total Pts with at least one AE 24 11.7) 11( 5.4) 7( 3.6) 4( 2.2) 2( 1.1)
BEfE 9( 4.4) 3( 1.5) 4( 2.1) 1( 0.5) 1(C 0.6)
FHEDHEL 6( 2.9 3( 1.5) - 2( 1.1) 1( 0.6)
R 4TER 2( 1.0) 1( 0.5) 1( 0.5) - -
& FHIRE 2( 1.0) 2( 1.0) - - -
E— b HRE 1( 0.5) - 1( 0.5) - -
FEBIAEIR B 1( 0.5) 1( 0.5) - - -
ey 1(C 0.5) - - 1( 0.5) -
FIREERE 1( 0.5) - - 1( 0.5) -
ARELESHFE L 1( 0.5) - 1( 0.5) - -
K= 1 —Aa/NF— 1( 0.5) - 1(C 0.5) - -
IR HR 1( 0.5) 1( 0.5) - - -
Total Number of AEs 26 1 8 5 2

EESLUETHEES
Total Pts with at least one AE 24(11.7) 8( 3.9) 4( 2.1) 5 2.7 7( 3.9
B5 6( 2.9) 3( 1.5) 1( 0.5) - 2( 1.1)
5 3( 1.5) - - 2( 1.1) 1( 0.6)
Z S 2( 1.0) 1( 0.5) - - 1(C 0.6)
BHEIRKES 2( 1.0) 1(C 0.5) - - 1(C 0.6)
HeTs 2( 1.0) - 1( 0.5) 1( 0.5) -
ZTOEMRS 1(C 0.5) - - 1( 0.5 -
A RZER B 1(C 0.5) - 1( 0.5) - -
BAE 1( 0.5) - - - 1( 0.6)
57 1(C 0.5) 1(C 0.5) - - -
s 1( 0.5) 1( 0.5) - - -
REIRTERR IS 2¢ 1( 0.5) 1( 0.5) - - -
PR R RS 2% 1( 0.5) - - - 1( 0.6)
BT 1(C 0.5) - - - 1(C 0.6)
RIERZIE 1( 0.5) - 1( 0.5) - -
EHEERD 1(C 0.5) - - 1( 0.5) -
=5 1(C 0.5) 1( 0.5) - - -
Total Number of AEs 26 9 4 5 8

— % - 2BEEB L VRS OKE
Total Pts with at least one AE 21(10.2) 14( 6.8) 1( 0.5) 5( 2.7 1( 0.6)
ERk 7( 3.4) 4( 2.0) - 20 1.1) 1(C 0.6)
SR 5( 2.4) 5( 2.4) - - -
fasE 3( 1.5) 1( 0.5) 1( 0.5) 1( 0.5) -
A VIV UFHERE 2( 1.0) 2( 1.0) - - -
&R A R % 2( 1.0) 1(C 0.5) - - 1(C 0.6)
7 AEBBGIAEAR 1( 0.5) - - 1( 0.5) -
2 1( 0.5) 1( 0.5) - - -
KRR 1(C 0.5) - - 1( 0.5) -
Total Number of AEs 22 14 1 5 2

Investigator text for Adverse Events encoded using MedDRA version 15.1.
Percentage is based on number of patients in each time period.
Only the first onset is counted for multiple occurrences of the same adverse event in one individual.
Any difference between the total and sum is due to missing investigators assessment of onset date.

$PROD/cd10133t/i128382a/reports/aesum_sp. out

Program :
030CT2014 16:06

$PROD/cd10133t/i128382a/aesum. sas / Output :

Page 4 of

—_

2



R E G 2.7.4 BERMNZ M

Page 60

Adverse Events by Time Period (New Onset)
Protocol (s) : JA28382
Analysis: SAFETY

Treatment: R0200-5450P0 ; N = 205

Body System/ Total 0 —< 3M M —< 6M 6M —< 9M oM -
Adverse Event No. (%) No. (%) No. (%) No. (%) No. (%)
IR[ES
Total Pts with at least one AE 18( 8.8) 4( 2.0) 4 2.1) 7( 3.8) 3 1.7)
IRFEIE T 3( 1.5) - - 2 1.1) 1( 0.6)
ARAE % 2( 1.0) 1( 0.5 - - 1( 0.6)
HEIE 2% 2( 1.0) - 1( 0.5) - 1( 0.6)
BAE 2( 1.0) - - 2( 1.1) -
BRAE 2( 1.0) - - 1( 0.5 1( 0.6)
7 LILF—1E IR & 1( 0.5) - 1( 0.5) - -
AERX 1( 0.5) - 1( 0.5) - -
IREZ1¢ 1( 0.5) - 1( 0.5 - -
AR Ay 1( 0.5) - - 1( 0.5 -
FRIEH M 1( 0.5) 1( 0.5) - - -
BREREREE 1( 0.5) 1( 0.5 - - -
RN fE 1( 0.5) - - 1( 0.5 -
£ 1( 0.5 1( 0.5 - - -
Total Number of AEs 19 4 4 7 4
mEESE
Total Pts with at least one AE 10( 4.9) 5( 2.4) 1( 0.5) 20 1.1) 2( 1.1)
SmE 8( 3.9) 4( 2.0) 1( 0.5) 2( 1.1) 1( 0.6)
LRI E 1( 0.5) 1( 0.5 - - -
K HEENARE 1( 0.5 - - - 1( 0.6)
Total Number of AEs 10 5 1 2 2
IDEREE
Total Pts with at least one AE 8( 3.9) 3( 1.5) 2( 1.0) 1( 0.5) 2( 1.1)
L EHE) 3( 1.5) 2( 1.0) - 1( 0.5 -
TER 2( 1.0) - 1( 0.5) - 1( 0.6)
BilMiE 1( 0.5) - - - 1( 0.6)
1D EA SR 1( 0.5) 1( 0.5) - - -
EiF 1( 0.5 - 1( 0.5) - -
Total Number of AEs 8 3 2 1 2
BH L UREBES
Total Pts with at least one AE 7( 3.4) 1(C 0.5) - 3( 1.6) 2( 1.1)
R IERERE 3( 1.5) 1( 0.5 - 1( 0.9 1( 0.6)
RE#ER 2( 1.0) - - - 1( 0.6)
FREE 1( 0.5) - - 1( 0.5) -
BEpttER 1( 0.5) - - 1( 0.5 -
Total Number of AEs 7 1 - 3 2
MR e, MWEE & UHtRES
Total Pts with at least one AE 6( 2.9 1( 0.5 1( 0.5) 1( 0.5) 3C 1.7
7 LILX—140REE % 1( 0.5) - 1( 0.5) - -
FLILX—48% 1( 0.5) - - - 1( 0.6)
1% bk 1( 0.5) - - 1( 0.5 -
FER fEE 1( 0.5) 1( 0.5) - - -
BHEFUR 1( 0.5) - - - 1( 0.6)
8% 1( 0.5 - - - 1( 0.6)
Total Number of AEs 6 1 1 1 3
Investigator text for Adverse Events encoded using MedDRA version 15.1.
Percentage is based on number of patients in each time period.
Only the first onset is counted for multiple occurrences of the same adverse event in one individual.
Any difference between the total and sum is due to missing investigators assessment of onset date.
Program : $PROD/cd10133t/i28382a/aesum. sas / Output : $PROD/cd10133t/i28382a/reports/aesum_sp. out
030672014 16:06 Page 5 of 12
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Adverse Events by Time Period (New Onset)
Protocol (s) : JA28382
Analysis: SAFETY

Treatment: R0200-5450P0 ; N = 205

Body System/ Total 0 -< 3M 3M < 6M 6M -< 9M am -
Adverse Event No. (%) No. (%) No. (%) No. (%) No. (%)
wmEE
Total Pts with at least one AE 4( 2.0) 1( 0.5) 1( 0.5) - 2( 1.1)
ERAE 2( 1.0) - 1( 0.5 - 1( 0.6)
ISR 1( 0.5) - - - 1( 0.6)
#5 D4EIK 1( 0.5 1( 0.5) - - -
Total Number of AEs 4 1 1 - 2
RREE
Total Pts with at least one AE 4( 2.0) 1(C 0.5) - 20 1.1 1(C 0.6)
EAHET 1( 0.5) - - - 1( 0.6)
mn/dRECE A 1( 0.5) 1( 0.5 - - -
A LN 1( 0.5) - - 1( 0.5) -
R o i[5 14 1( 0.5) - - 1( 0.5 -
Total Number of AEs 4 1 - 2 1
EB L URBES
Total Pts with at least one AE 3( 1.5) - 2( 1.0) - 1(C 0.6)
ElERtEHFE LN 1( 0.5) - 1( 0.5) - -
BB 1( 0.5) - 1( 0.5) - -
WM EER D FE LY 1( 0.5) - - - 1( 0.6)
Total Number of AEs 3 - 2 - 1
EBERBLVIEESE
Total Pts with at least one AE 2( 1.0) - - - 2( 1.1)
FaRY—7 1( 0.5) - - - 1( 0.6)
B4 RT3 AR AR KAE 1( 0.5 - - - 1(C 0.6)
Total Number of AEs 2 - - - 2
RN BEE
Total Pts with at least one AE 2( 1.0) 1(C 0.5) - 1(C 0.5) -
BKBR M RE 1K T AE 1( 0.5) 1( 0.5) - - -
HEREMERIRER 1( 0.5 - - 1( 0.5 -
Total Number of AEs 2 1 - 1 -

Bk, 'u1$3:3ct0u¥ﬂz_ﬂﬂo)¥ﬁ$% (Eha
BLUKRY—T %

Total Pts with at Ieast one AE

B

SRR EEY

Total Number of AEs

FREREE
Total Pts with at least one AE
ZEMERTESR
Total Number of AEs

s & URBEE
Total Pts with at least one AE 1(
BAURR 1(
Total Number of AEs 1

REREE
Total Pts with at least one AE

1¢(
ZEHMETLILE— 1(
Total Number of AEs 1
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Investigator text for Adverse Events encoded using MedDRA version 15.1.

Percentage is based on number of patients in each time period.

Only the first onset is counted for multiple occurrences of the same adverse event in one individual.
Any difference between the total and sum is due to missing investigators assessment of onset date.
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Adverse Events by Time Period (New Onset)
Protocol (s) : JA28382
Analysis: SAFETY

Treatment: R0200-54501V ; N = 203

Body System/ Total 0 -<3M 3N —< 6M 6M —< 9M M -
Adverse Event No. (%) No. (%) No. (%) No. (%) No. (%)

No. of Pts in each period 203 203 192 191 187

ALL BODY SYSTEMS
Total Pts with at Least one AE 177( 87.2) 111( 54.7) 22( 11.5) 29( 15.2) 15( 8.0)
Total Number of AEs 473 179 104 112 7

BERES L UFERE
Total Pts with at least one AE 92( 45.3) 38(18.7) 18( 9.4) 22( 11.5) 14( 7.5)
SIREE & 62( 30.5) 22( 10.8) 13( 6.8) 11( 5.8) 16( 8.6)
B b % 6( 3.0) 4( 2.0) - 2( 1.0) -
Rk 2% 6( 3.0) 4( 2.0) - - 2( 1.1
AYanyg s —gk 5( 2.5) 1( 0.5) - 3( 1.6) 1( 0.5)
sl 5( 2.5) 2( 1.0) 1( 0.5) 1( 0.5) 1( 0.5)
ESUE R 5( 2.5) - 1( 0.5) 3( 1.6) 1( 0.5)
SEXL 4( 2.0) 1( 0.5) - 2( 1.0) 1( 0.5
K 58 2 3( 1.5) 1( 0.5) 1( 0.5) 1( 0.5) -
kB D 3( 1.5) 2( 1.0) - 1( 0.5) -
ALY 2( 1.0) - - - 20 1.1
OREANJLR R 2( 1.0) - 1( 0.5) 1( 0.5) -
MR MREEL 2( 1.0) 1( 0.5) 1( 0.5) - -
ME % 2( 1.0) 1( 0.5 1( 0.5) - -
MEEE 2( 1.0) - 1( 0.5) 1( 0.5) -
D 1( 0.5) - - - 1(C 0.5)
DAL A B 1( 0.5) - - 1( 0.5) -
NE% 1( 0.5) - - 1( 0.5) -
BT 1( 0.5) - 1( 0.5 - -
SHE| SRRk 1( 0.5) - - 1( 0.5) -
WA % 1( 0.5) - 1( 0.5) - -
FHE 1( 0.5) - - 1( 0.5) -
REHEE 1( 0.5) - 1( 0.5) - -
BiAJLRR 1( 0.5) - 1( 0.5) - -
hE % 1( 0.5) - - 1( 0.5) -
fiti 2% 1( 0.5) 1( 0.5) - - -
RIS EHERE 1( 0.5) 1( 0.5) - - -
1R TEE] SR ¢ 1( 0.5) - - - 1C0.5)
Total Number of AEs 122 4 24 31 26

Investigator text for Adverse Events encoded using MedDRA version 15.1.

Percentage is based on number of patients in each time period.

Only the first onset is counted for multiple occurrences of the same adverse event in one individual.
Any difference between the total and sum is due to missing investigators assessment of onset date.
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N = 203
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Only the first onset is counted for multiple occurrences of the same adverse event in one individual
Any difference between the total and sum is due to missing investigators assessment of onset date

Investigator text for Adverse Events encoded using MedDRA version 15.1.

Percentage is based on number of patients in each time period.

Program :
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Adverse Events by Time Period (New Onset)
Protocol (s) : JA28382
Analysis: SAFETY

Treatment: R0200-54501V ; N = 203

Body System/ Total 0 -<3M 3N —< 6M 6M —< 9M M -
Adverse Event No. (%) No. (%) No. (%) No. (%) No. (%)
BE. FEBLUVLESHE
Total Pts with at least one AE 34(16.7) 8( 3.9) 11( 5.7) 8( 4.2) 70 3.7
e 13( 6.4) 4( 2.0) 4( 2.1) 2( 1.0) 3( 1.6)
HmsEl 6( 3.0) 1( 0.5) 2( 1.0) - 3( 1.6)
2R BYMRIE 5( 2.5) 1( 0.5) 4(C 2.1) - -
EEE 3( 1.5) - - 1( 0.5) 2 1.1)
Esapile 2( 1.0) - - 1( 0.5) 1( 0.5)
BRI 2( 1.0) 1( 0.5) - 1( 0.5) -
SMS R TR EDAE IR B 1( 0.5) - - - 1( 0.5)
285 1( 0.5) - - 1( 0.5) -
FEW 1( 0.5) 1( 0.5) - - -
FEEHER 1(C 0.5) - - - 1( 0.5)
SHEEER 1( 0.5) 1( 0.5) - - -
BEH 1( 0.5) - - 1( 0.5) -
BB 1( 0.5) - - 1( 0.5) -
BAcpgE 1( 0.5) - - 1( 0.5) -
FARES 1( 0.5) 1( 0.5) - - -
sk 1(C 0.5) - 1( 0.5) - -
Total Number of AEs 4 10 1 9 1
IRfEE
Total Pts with at least one AE 22( 10.8) 5( 2.5) 7( 3.6) 8( 4.2) 2 1.1
BAE 5( 2.5) - 3( 1.6) 2( 1.0) -
T LIILEX—tEiEE & 3( 1.5) 1( 0.5) - 2( 1.0) -
AR5z 18 3( 1.5) 1( 0.5) - 2( 1.0) -
IRFEIR ST 3( 1.5) 1(C 0.5) 1( 0.5) 1( 0.5) -
HR Bz 2% 2( 1.0) - 2( 1.0) - -
HEIE 2% 2( 1.0) - 1( 0.5) - 1( 0.5)
EDHRHEAE 1(C 0.5) 1(C 0.5) - - -
RIS PE A R ME 1( 0.5) 1( 0.5) - - -
AL 1( 0.5) - 1( 0.5) - -
miEEE 1( 0.5) - - 1( 0.5) -
AR m 1(C 0.5) - 1( 0.5) - -
REMES 1( 0.5) - - 1( 0.5) -
LAB A 1(C 0.5) 1( 0.5) - - -
REBERNE 1(C 0.5) 1(C 0.5) - - -
ENEE 1( 0.5) - - 1( 0.5) -
FRHILHE 1(C 0.5) - - - 1( 0.5)
Total Number of AEs 28 1 9 10 2

Investigator text for Adverse Events encoded using MedDRA version 15.1.

Percentage is based on number of patients in each time period.

Only the first onset is counted for multiple occurrences of the same adverse event in one individual.
Any difference between the total and sum is due to missing investigators assessment of onset date.
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Adverse Events by Time Period (New Onset)
Protocol (s) : JA28382
Analysis: SAFETY

Treatment: R0200-54501V ; N = 203

Body System/ Total 0 -<3M 3N —< 6M 6M —< 9M M -
Adverse Event No. (%) No. (%) No. (%) No. (%) No. (%)
MEREE
Total Pts with at least one AE 19( 9.4) 70 3.4 4( 2.1) 4( 2.1) 4( 2.1)
1P 5( 2.5) 1( 0.5) 2( 1.0) 1( 0.5) 1(C 0.5)
Lt 3( 1.5) 1( 0.5) 1( 0.5) - 1( 0.5)
RRILERM 2( 1.0) 2( 1.0) - - -
,? FEDHEL 2( 1.0) 1(C 0.5) 1( 0.5) - -
THE 1( 0.5) - - 1( 0.5) -
1‘H§n$1t2‘ﬁEJhﬂi?¥ 1( 0.5) 1( 0.5) - - -
R SRR 1(C 0.5) 1(C 0.5) - - -
FREIARTELAE 1( 0.5) - - - 1( 0.5)
EBIEIR B 1( 0.5) - - 1( 0.5) -
EEE 1(C 0.5) - - 1( 0.5) -
i’fﬁﬁrﬂ%ﬁ 1( 0.5) - - 1( 0.5) -
HME B 1( 0.5) 1( 0.5) - - -
2&'3515?}172232 1(C 0.5) - - 1( 0.5) -
IR 1( 0.5) - - - 1( 0.5)
Total Number of AEs 22 8 4 6 4
EES L UETHEES
Total Pts with at least one AE 18( 8.9) 9( 4.4) 4( 2.1) 4( 2.1) 1( 0.5
B5 \ 3( 1.5) 1( 0.5) 1( 0.5) 1( 0.5) -
T UIILF—1E RS % 2( 1.0) 1( 0.5) 1( 0.5) - -
BT 2( 1.0) - 1( 0.5) 1( 0.5) -
TEAb 1 R RS 2 2( 1.0) 1(C 0.5) 1( 0.5) - -
5 2( 1.0) 1( 0.5) 1( 0.5) - -
RIEERZHEE 2( 1.0) 1(C 0.5) - 1( 0.5) -
EMRPT 2( 1.0) 1(C 0.5) - - 1(C 0.5)
TOEMRD 1( 0.5) 1( 0.5) - - -
7 hE—HEEX 1( 0.5) 1(C 0.5) - - -
BAE 1(C 0.5) - - 1( 0.5 -
87 IR 1( 0.5) - - - 1( 0.5)
HFIBE 1(C 0.5) 1( 0.5) - - -
Total Number of AEs 20 9 5 4 2
— % - 28BEES L UBREILOIKE
Total Pts with at least one AE 16( 7.9) 11( 5.4) 2( 1.0) 2( 1.0) 1( 0.5
AMHRE 5( 2.5) 5( 2.5) - - -
IR 3( 1.5) 1( 0.5) - 2( 1.0) -
ERK 2( 1.0) 1( 0.5) 1( 0.5) - -
SESTERGIAERR 2( 1.0) 2( 1.0) - - -
FEL 2( 1.0) 2( 1.0) - - -
BERK 1(C 0.5) - - - 1(C 0.5)
fasE 1( 0.5) - - 1( 0.5) -
g &R A~ iR =% 1( 0.5) 1( 0.5) - - -
SESTERIRESE 1(C 0.5) - 1( 0.5) - -
SESTERGIE TR 1( 0.5) - 1( 0.5) = -
Total Number of AEs 19 12 3 3 1

Investigator text for Adverse Events encoded using MedDRA version 15.1.

Percentage is based on number of patients in each time period.

Only the first onset is counted for multiple occurrences of the same adverse event in one individual.
Any difference between the total and sum is due to missing investigators assessment of onset date.

Program : $PROD/cd10133t/i28382a/aesum. sas / Output : $PROD/cd10133t/i28382a/reports/aesum_sp. out
030CT2014 16:06 Page 10 of 12



AN A 2.7.4 BRIRAYZE Page 66

Adverse Events by Time Period (New Onset)
Protocol (s) : JA28382
Analysis: SAFETY

Treatment: R0200-54501V ; N = 203

Body System/ Total 0 -<3M 3N —< 6M 6M —< 9M M -
Adverse Event No. (%) No. (%) No. (%) No. (%) No. (%)

PP ER. MIERE & UHERRIES

Total Pts with at least one AE 16( 7.9) 9( 4.4) 3( 1.6) 4( 2.1) -

FLILEF—4H8% 5( 2.5) 2( 1.0) 2( 1.0) 1( 0.5) -

1% ik 3( 1.5) 1( 0.5) 1( 0.5) 1( 0.5 -

O RENREE R 3( 1.5) 3( 1.5) - - -

== ) 2( 1.0) 2( 1.0) - - -

T LILX—4RIS R 1( 0.5) - - 1( 0.5) -

R AR B SR IF O E 1 3% 1( 0.5) - - 1( 0.5 -

SERREL 1( 0.5) 1( 0.5) - - -

BHERET A 1( 0.5 1( 0.5 - - -

Total Number of AEs 17 10 3 4 -
i & VRS

Total Pts with at least one AE 11( 5.4) 3( 1.5) 4 2.1) 2( 1.0) 2( 1.1)

ElERtEsHFE L 5( 2.5) 2( 1.0) - 2( 1.0) 1( 0.5

Hig 3( 1.5) - 3( 1.6) - -

EEB%%E 1( 0.5) - 1( 0.5 - -

EfE 1( 0.5) - - - 1( 0.5

BRI EEREH F LY 1( 0.5 1( 0.5) - - -

Total Number of AEs 1 3 4 2 2
RRRE

Total Pts with at least one AE 7( 3.4 4( 2.0) 1( 0.5 1( 0.5 1( 0.5

Eéfﬁ#)%?i/hiyxjxi— 1( 0.5 1( 0.5 - - -

g0

y—JILE ISR TS—EEM 1( 0.5) - 1( 0.5 - -

RELR 1( 0.5) 1( 0.5) - - -

mELS . 1( 0.5) - - 1( 0.5 -

mey L7 FoRRARFF—E8EM 1( 0.5) 1( 0.5 - - -

e kY Sy FiEm 1( 0.5) - - - 1( 0.5

IDERS TE S T 1( 0.5) 1( 0.5) - - -

R o I F5 14 1( 0.5 1( 0.5 - - -

Total Number of AEs 8 5 1 1 1
mERESE

Total Pts with at least one AE 6( 3.0) 3( 1.5) - 2( 1.0) 1(C 0.5)

BmnE 5( 2.5) 3( 1.5) - 1( 0.5) 1( 0.5

IR 1( 0.5 - - 1( 0.5 -

Total Number of AEs 6 3 - 2 1
wmmE

Total Pts with at least one AE 6( 3.0) - 2( 1.0) 3( 1.6) 1(C 0.5)

RERGE 3( 1.5) - 1( 0.5 1( 0.5) 1( 0.5

TREE 1( 0.5) - - 1( 0.5 -

=5 1( 0.5) - 1( 0.5 - -

fh3 289 1( 0.5 - - 1( 0.5 -

Total Number of AEs 6 - 2 3 1

Investigator text for Adverse Events encoded using MedDRA version 15.1.

Percentage is based on number of patients in each time period.

Only the first onset is counted for multiple occurrences of the same adverse event in one individual.
Any difference between the total and sum is due to missing investigators assessment of onset date.

Program : $PROD/cd10133t/i28382a/aesum. sas / Output : $PROD/cd10133t/i28382a/reports/aesum_sp. out
030CT2014 16:06 Page 11 of 12



AN A 2.7.4 BRIRAYZE Page 67

Adverse Events by Time Period (New Onset)
Protocol (s) : JA28382
Analysis: SAFETY

Treatment: R0200-54501V ; N = 203

Body System/ Total 0 -< 3M 3M < 6M 6M -< 9M am -
Adverse Event No. (%) No. (%) No. (%) No. (%) No. (%)
B, lﬁ?bJ:U#‘f'ﬂ]TEﬂO)%ﬁE% (Fha
BEURI—TES
Total Pts with at Ieast one AE 4( 2.0) 1(C 0.5) 2( 1.0) 1( 0.5) -
IREE D BIEFT £ 1( 0.5) - 1( 0.5) - -
qaflkﬂ%d)ﬂ'li%ﬁi% 1( 0.5) 1( 0.5) - - -
BREmME 1( 0.5) - 1( 0.5 -
&EEIE%&E% 1( 0.5 - 1( 0.5) - -
Total Number of AEs 4 1 2 1 -
FFREE REE
Total Pts with at least one AE 3( 1.5) - - - 3( 1.6)
FFREE 1( 0.5) - - - 1( 0.5)
AERART 1( 0.5) - - - 1( 0.5)
ZEUERTER 1( 0.5 - - - 1( 0.5
Total Number of AEs 3 - - - 3
BB L UREBES
Total Pts with at least one AE 3( 1.5) 1(C 0.5) 2( 1.0) - -
SRR 4 BERR 1( 0.5) - 1( 0.5) - -
BER 1( 0.5) - 1( 0.5) - -
BEMREE 1( 0.5 1( 0.5 - - -
Total Number of AEs 3 1 2 - -
REBLUREREE
Total Pts with at least one AE 3( 1.5) - - 1( 0.5 2( 1.1)
IEEEEE 1( 0.5) - - - 1( 0.5
BRI 1( 0.5) - - 1( 0.9 -
FEPRIA 1( 0.5) - - - 1( 0.5
Total Number of AEs 3 - - 1 2
RERES
Total Pts with at least one AE 3( 1.5) 1(C 0.5) - 2( 1.1)
EHETLILE— 3( 1.5) 1( 0.5) - - 20 1.1)
Total Number of AEs 3 1 - 2
IDEREE
Total Pts with at least one AE 2( 1.0 1( 0.5) 1( 0.5) - -
IDEHE) 1( 0.5) - 1( 0.5 - -
f*ﬂ'a#l’:ﬁfﬁ’rér 1( 0.5) - - 1( 0.5 -
LR 1( 0.5 1( 0.5 - - -
Total Number of AEs 3 1 1 1 -
Investigator text for Adverse Events encoded using MedDRA version 15.1.
Percentage is based on number of patients in each time period.
Only the first onset is counted for multiple occurrences of the same adverse event in one individual.
Any difference between the total and sum is due to missing investigators assessment of onset date.
Program : $PROD/cd10133t/i28382a/aesum. sas / Output : $PROD/cd10133t/i28382a/reports/aesum_sp. out
030CT2014 16:06 Page 12 of 12
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x 2.1.47-4 BRNEYEHNRFERRICETLIERLGHAETERDO—E (SB743830/003)

ae05c_s Listing of Subjects with Adverse Events by CRTN/SubjectNumber with Actually Received Treatment
Serious Adverse Events

Protocol (s) : GS83003

Analysis: ALL SUBJECTS Center: ALL CENTERS

N = 76

Adverse Events From Time of First Drug Intake

Adverse Event Onset between Time of Very First Drug Intake and Study Day 9999, Time 23:59

CRTN/Pt. No. Age Sex Weight Intensity Day Duration Trial Treatment Time after Relation  Outcome Treatm. Discont.
Adverse yr kg of in 0 e Last Dose to Trial given or Dose
Event Onset days Actually Received Scheduled Days days hh:mm Treatment Adjusted

Visit on TT

1/0108 59 F 71
BLOOD CREATINE MODERATE 21 20 IBANDRONATE 2X50MG SESSION 2 1 6 0:00 REMOTE RESOLVED NO DOSE
PHOSPHOKINASE INCREASED* MCDIFIED

CRTIN = Clinical Research Task Number (center no.)
* Serious adverse event
AEQSC 12NOV2003:15:31:28 (1 of 1)

(5.3.1.2-1 Table 8 % F#B)
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ae0l s Listing of Patients with Adverse Events by Trial Treatment and CRTN/Patient Number

Serious Adverse Events On Treatment

Serious Adverse Events
Protocol (s) : BM16549
Analysis: SAFETY

Center: ALL CENTERS

Treatment: Ibandronate 2.5mg daily; N = 395

2-Year Analysis

Adverse Event Onset between Time of Very First Drug Intake and Study Day 9999, Time 23:59

x 21475 BAENHEEBRHRICBSTLI2ERELCHEEERO—E (BM16549)

CRTN/Pt. No. Age Sex Weight Race Intensity Day of Duration Relation outcome Treatment Discontinued
Adverse Event yr kg Onset in to Trial given or Dose
days Treatment for AE Adjusted
32313/6021 74 F 51 CAUCASIAN
URINARY INCONTINENCE* MODERATE 323 262 UNRELATED RESO - NO SEQUEL NO NONE
DEPRESSION* MODERATE 541 5 UNRELATED RESO - NO SEQUEL YES NONE
32314/8701 78 F 46 CAUCASIAN
HYPOTENSION* MODERATE 265 4 UNRELATED RESO - NO SEQUEL NO NONE
ANXIETY* MODERATE 282 ? UNRELATED UNRESOLVED YES NONE
CARDIAC FAILURE* SEVERE 314 385 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32314/8722 74 F 65 CAUCASIAN
PNEUMONIA* MODERATE 478 10 UNRELATED RESO - NO SEQUEL YES NONE
32314/8725 78 F 79 CAUCASIAN
COLONIC POLYP* MILD 99 2 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
POSTOPERATIVE ABSCESS* MILD 113 3 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
CHOLELITHIASIS* MODERATE 150 3 UNRELATED RESO - NO SEQUEL NO DOSAGE
MODIFIED
32314/8742 61 F 60 CAUCASIAN
MELAENA* MILD 26 36 POSSIBLE RESO - NO SEQUEL NO DISCONTINUED
32314/8768 68 F 49 CAUCASIAN
CONCUSSION* MODERATE 521 2 UNRELATED RESO - NO SEQUEL NO NONE
32314/8769 72 F 65 CAUCASIAN
CUTANEOUS LUPUS MODERATE 16 34 UNRELATED RESO - NO SEQUEL YES DOSAGE
ERYTHEMATOSUS* MODIFIED

CRTN = Clinical Research Task Number

(center no.)

For processing, missing TT end date and time are replaced by TT start date and time.

* Serious adverse event

'?' = At least one date is missing or invalid.

Time window for early withdrawal pts up to month 23 is from 1st drug intake up to the maximum of the

days or the last menthly dose date plus 45 days

AE01 23FEB2005:17:25:15

last daily dose date plus 15

(1 of 27)
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ae0l s Listing of Patients with Adverse Events by Trial Treatment and CRTN/Patient Number
Serious Adverse Events On Treatment

Serious Adverse Events

Protocol(s): BM16549

Analysis: SAFETY Center: ALL CENTERS

Treatment: Ibandronate 2.5mg daily; N = 395

2-Year Analysis

Adverse Event Onset between Time of Very First Drug Intake and Study Day 9998, Time 23:59

CRTN/Pt. No. Age Sex Weight Race Intensity Day of Duration Relation Qutcome Treatment Discontinued
Adverse Event vyr kg Onset in to Trial given or Dose
days Treatment for AE Adjusted
32316/5525 57 F 80 CAUCASIAN
ENDOMETRIAL HYPERTROPHY* MODERATE 613 101 UNRELATED RESO - NO SEQUEL YES NONE
32316/5526 76 F 43 CAUCASIAN
ACUTE MYOCARDIAL SEVERE 132 12 UNRELATED RESO - NO SEQUEL YES DOSAGE
INFARCTION* MODIFIED
MYOCARDIAL ISCHAEMIA* MODERATE 658 10 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32316/5555 70 F 67 CAUCASIAN
ATRIAL FIBRILLATION* SEVERE 45 6 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
LOSS OF CONSCIQUSNESS* MODERATE 391 10 UNRELATED RESO - NO SEQUEL NO DOSAGE
MODIFIED
ATRIAL FIBRILLATION* SEVERE 715 4 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32319/8168 62 F 64 CAUCASIAN
UMBILICAL HERNIA* MODERATE ? UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32319/8217 69 F 62 CAUCASIAN
CHRONIC SINUSITIS* MODERATE 702 6 UNRELATED RESO - NO SEQUEL NO DOSAGE
MODIFIED
32320/8398 61 F 50 CAUCASIAN
MYOCARDIAL INFARCTION* LIFE THREATEN 180 ? UNRELATED DEATH YES DISCONTINUED
32323/5132 65 F 64 CAUCASIAN
HYPERTENSION* MODERATE 712 ? UNRELATED UNRESOLVED YES NONE

CRTN = Clinical Research Task Number (center no.)

For processing, missing TT end date and time are replaced by TT start date and time.

* Serious adverse event

'?' = At least one date is missing or invalid.

Time window for early withdrawal pts up to month 23 is from 1lst drug intake up to the maximum of the last daily dose date plus 15

days or the last monthly dose date plus 45 days

AEQ1 23FEB2005:17:25:15 (2 of 27)
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aell_s
Serious Adverse Events On Treatment

Serious Adverse Events

Protocol (s): BM16549

Analysis: SAFETY Center: ALL CENTERS
Treatment: Ibandronate 2.5mg daily; N = 395
2-Year Analysis

Listing of Patients with Adverse Events by Trial Treatment and CRTN/Patient Number

Adverse Event Onset between Time of Very First Drug Intake and Study Day 9999, Time 23:59

CRTN/Pt. No. Age Sex Weight Race Intensity Day of Duration Relation  Outcome Treatment Discontinued
Adverse Event vyr kg Onset in to Trial given or Dose
days Treatment for AE Adjusted
32326/4515 74 F 60 CAUCASIAN
ACUTE MYOCARDIAL LIFE THREATEN 260 6 UNRELATED RESQO - NO SEQUEL YES DOSAGE
INFARCTION* MODIFIED
RECTAL HAEMORRHAGE* SEVERE 350 5 UNRELATED RESO - W. SEQUEL YES DOSAGE
MODIFIED
32328/2160 62 F 67 CAUCASIAN
BIPOLAR DISORDER¥* SEVERE 577 18 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32331/2010 59 F 49 CAUCASIAN
GASTRIC ULCER* MODERATE 112 78 POSSIBLE RESO - NO SEQUEL YES NONE
32332/2756 74 F 57 CAUCASIAN
PNEUMONIA* SEVERE 282 77 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32332/2764 60 F 75 CAUCASIAN
BACK PAIN* SEVERE 129 2 UNRELATED RESQO - NO SEQUEL YES DOSAGE
MODIFIED
32333/2808 77 F 70 CAUCASIAN
PNEUMONIA* MODERATE 364 12 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32335/2903 70 F 60 CAUCASIAN
CONJUNCTIVITIS BACTERIAL¥* SEVERE 538 ? UNRELATED UNRESOLVED YES NONE
CRTN = Clinical Research Task Number (center no.)
For processing, missing TT end date and time are replaced by TT start date and time.

* Serious adverse event
'?’ = At least one date is missing or invalid.

Time window for early withdrawal pts up to month 23 is from 1st drug intake up to the maximum of the last daily dose date plus 15

days or the last monthly dose date plus 45 days
AEQ1 23FEB2005:17:25:15

(3 of 27)
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ae0l s Listing of Patients with Adverse Events by Trial Treatment and CRTN/Patient Number
Serious Adverse Events On Treatment

Serious Adverse Events

Protocol(s): BM16549

Analysis: SAFETY Center: ALL CENTERS

Treatment: Ibandronate 2.5mg daily; N = 395

2-Year Analysis

Adverse Event Onset between Time of Very First Drug Intake and Study Day 9999, Time 23:59

CRTN/Pt. No. Age Sex Weight Race Intensity Day of Duration Relation Outcome Treatment Discontinued
Adverse Event vyr kg Onset in to Trial given or Dose
days Treatment for RE Adjusted
32336/3002 74 F 88 CAUCASIAN
TACHYARRHYTHMIA* SEVERE 350 9 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
CARDIAC PACEMAKER MODERATE 407 15 UNRELATED RESO - NO SEQUEL NO NONE
MALFUNCTION*
DACRYOCYSTITIS INFECTIVE* MODERATE 434 136 UNRELATED RESO - W. SEQUEL YES NONE
32336/3009 77 F 54 CAUCASIAN
PELVIC FRACTURE* SEVERE 169 90 UNRELATED RESO - W. SEQUEL YES DOSAGE
MODIFIED
ARTHRALGIA* SEVERE 228 31 UNRELATED RESO - W. SEQUEL YES DOSAGE
MODIFIED
32337/3076 69 F 69 CAUCASIAN
DERMOID CYST OF OVARY* SEVERE ? UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32338/3505 74 F 50 CRUCASIAN
CELLULITIS* SEVERE 716 25 UNRELATED RESO - NO SEQUEL YES NONE
32340/0560 79 F 73 CAUCASIAN
MELAENA* MODERATE 27 10 UNRELATED RESO - NO SEQUEL YES NONE
32342/4558 67 F 62 CAUCASIAN
COLON CANCER* MODERATE 465 94 UNRELATED RESO - W. SEQUEL YES DOSAGE
MODIFIED
32348/8545 76 F 55 CAUCASIAN
UROSEPSIS* MODERATE 481 27 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED

CRTN = Clinical Research Task Number (center no.)

For processing, missing TT end date and time are replaced by TT start date and time.
* Serious adverse event

'?' = At least one date is missing or invalid.

Time window for early withdrawal pts up to month 23 is from 1st drug intake up to the maximum of the

days or the last monthly dose date plus 45 days
AE01 23FEB2005:17:25:15

last daily dose date plus 15

(4 of 27)
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ae0l_s Listing of Patients with Adverse Events by Trial Treatment and CRTN/Patient Number
Serious Adverse Events On Treatment

Serious Adverse Events

Protocol (s): BM16549

Analysis: SAFETY Center: ALL CENTERS

Treatment: Ibandronate 2.5mg daily; N = 395

2-Year Analysis

Adverse Event Onset between Time of Very First Drug Intake and Study Day 9999, Time 23:59

CRTN/Pt. No. Age Sex Weight Race Intensity Day of Duration Relatiocon Qutcome Treatment Discontinued
Adverse Event vyr kg Onset in to Trial given or Dose
days Treatment for AE Adjusted
32355/1208 67 F 54 CAUCASIAN
VASCULAR PSEUDOANEURYSM* SEVERE 21 5 UNRELATED RESO - NO SEQUEL YES NONE
32361/1117 62 F 51 CAUCASIAN
COLITIS ISCHAEMIC* SEVERE 468 ? UNRELATED UNRESOLVED YES DOSAGE
MODIFIED
32364/9224 62 F 50 CAUCASIAN
PANCREATITIS* SEVERE 147 37 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32368/9021 76 F 52 CAUCASIAN
GASTROOESOPHAGEAL REFLUX SEVERE 571 ? UNRELATED UNRESOLVED YES DISCONTINUED
DISEASE*
32368/9062 69 F 54 CAUCASIAN
IRON DEFICIENCY ANAEMIA* MODERATE 540 100 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32368/9072 68 F 59 CAUCASIAN
CORONARY ARTERY DISEASE* MILD 653 8 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32368/9073 69 F 60 CAUCASIAN
PULMONARY TUBERCULOSIS* MODERATE 60 56 UNRELATED RESO - NO SEQUEL NO DISCONTINUED
32368/9088 68 F 66 CAUCASIAN
INTESTINAL OBSTRUCTION* SEVERE 200 <=1 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
BREAST CANCER* SEVERE 231 5 UNRELATED RESO - W. SEQUEL YES DISCONTINUED

CRTN = Clinical Research Task Number (center no.)

For processing, missing TT end date and time are replaced by TT start date and time.
* Serious adverse event

'?’ = At least one date is missing or invalid.

Time window for early withdrawal pts up to month 23 is from lst drug intake up to the maximum of the last daily dose date plus 15

days or the last monthly dose date plus 45 days
AE01 23FEB2005:17:25:15

(5 of 27)
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ae0l_s Listing of Patients with Adverse Events by Trial Treatment and CRTN/Patient Number
Serious Adverse Events On Treatment

Serious Adverse Events

Protocol (s) : BM16549

Analysis: SAFETY Center: ALL CENTERS

Treatment: Ibandronate 2.5mg daily; N = 395

2-Year Analysis

Adverse Event Onset between Time of Very First Drug Intake and Study Day 9999, Time 23:59

CRTN/Pt. No. Age Sex Weight Race Intensity Day of Duration Relation Outcome Treatment Discontinued
Adverse Event yr kg Onset in to Trial given or Dose
days Treatment for AE Adjusted
32368/9348 73 F 65 CAUCASIAN
EVENTRATION PROCEDURE* SEVERE 498 18 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32368/9361 68 F 71 CAUCASIAN
EMBOLIC STROKE* SEVERE 625 87 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED

CRTN = Clinical Research Task Number (center no.)
* Serious adverse event

Time window for early withdrawal pts up to month 23 is from 1lst drug intake up to the maximum of the last daily dose date plus 15

days or the last monthly dose date plus 45 days
AEQ1 23FEB2005:17:25:15

(6 of 27)
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ae0l s Listing of Patients with Adverse Events by Trial Treatment and CRTN/Patient Number

Serious Adverse Events On Treatment

Serious Adverse Events

Protocol (s) : BM16549

Analysis: SAFETY Center: ALL CENTERS
Treatment: Ibandronate 50/50mg monthly; N = 396
2-Year Analysis

Adverse Event Onset between Time of Very First Drug Intake and Study Day 9999, Time 23:59

CRTN/Pt. No. Age Sex Weight Race Intensity Day of Duration Relation Outcome Treatment Discontinued
Adverse Event yr kg Onset in to Trial given or Dose
days Treatment for AE Adjusted
32303/0103 69 F 6l CAUCASIAN
LOCALISED OSTEOARTHRITIS* MODERATE 524 122 UNRELATED RESC - NO SEQUEL YES NONE
32303/0106 79 F 72 CAUCASIAN
APPENDICITIS PERFORATED* SEVERE 236 15 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32307/7552 67 F 64 CAUCASIAN
ENDOMETRIAL CANCER* LIFE THREATEN 398 107 UNRELATED RESO - W. SEQUEL YES DISCONTINUED
32310/2554 69 F 61 HISPANIC
RIB FRACTURE* SEVERE 577 33 UNRELATED RESO - NO SEQUEL YES NONE
32313/6032 69 F 53 CAUCASIAN
RADIUS FRACTURE* MODERATE 174 50 UNRELATED RESO - W. SEQUEL YES DISCONTINUED
32313/6033 70 F 82 CAUCASIAN
TOE DEFORMITY* MODERATE 556 53 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32314/8729 73 F 66 CAUCASIAN
COLON CANCER* MILD 634 14 UNRELATED RESO - NO SEQUEL YES DISCONTINUED
32314/8766 62 F 64 CAUCASIAN
COLON CANCER METASTATIC* SEVERE 331 ? UNRELATED UNRESOLVED YES DISCONTINUED
32316/5501 60 F 54 CAUCASIAN
CHRONIC OBSTRUCTIVE MODERATE 453 10 UNRELATED RESO - NO SEQUEL YES NONE

AIRWAYS DISEASE*

CRTN = Clinical Research Task Number (center no.)

For processing, missing TT end date and time are replaced by TT
* Serious adverse event

'?’ = At least one date is missing or invalid.

Time window for early withdrawal pts up to month 23 is from 1lst
days or the last monthly dose date plus 45 days

AEO01 23FEB2005:17:25:15

start date and time.

drug intake up to the maximum of the last daily dose date plus 15

(7 of 27)
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ae0l_s

Serious Adversge Events On Treatment

Serious Adverse Events
Protocol (s): BM16549
Analysis: SAFETY

Center:

ALL CENTERS

Treatment: Ibandronate 50/50mg monthly; N = 396

2-Year Analysis

Listing of Patients with Adverse Events by Trial Treatment and CRTN/Patient Number

Adverse Event Onset between Time of Very First Drug Intake and Study Day 9999, Time 23:59

CRTN/Pt. No. Age Sex Weight Race Intensity Day of Duration Relation Outcome Treatment Discontinued
Adverse Event vyr kg Onset in to Trial given or Dose
days Treatment for AE Adjusted
32316/5520 56 F 49 CAUCASIAN
DEPRESSION* MODERATE 161 33 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32316/5534 58 F 63 CAUCASIAN
PATELLA FRACTURE* SEVERE 61 65 UNRELATED RESO - W. SEQUEL YES DOSAGE
MODIFIED
32316/5544 67 F 51 CAUCASIAN
COLONIC POLYP* MILD 644 4 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32318/8042 55 F 53 CAUCASIAN
VERTEBROBASILAR SEVERE 161 6 UNRELATED RESO - NO SEQUEL YES DOSAGE
INSUFFICIENCY* MODIFIED
32318/8044 73 F 48 CAUCASIAN
SPONDYLOSIS* SEVERE 8 7 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
ACUTE CORONARY SYNDROME* MODERATE 199 37 UNRELATED RESO - W. SEQUEL YES DOSAGE
MODIFIED
32318/8056 79 F 64 CAUCASIAN
HAEMATOMA* MODERATE 87 15 UNRELATED RESO - NO SEQUEL NO NONE
MYOCARDIAL ISCHAEMIA* MODERATE 124 43 UNRELATED RESO - W. SEQUEL YES DOSAGE
MODIFIED
ANAEMIA* SEVERE 226 18 UNRELATED RESC - NO SEQUEL YES DOSAGE
MODIFIED
32319/8154 61 F 62 CAUCASIAN
PARKINSON’'S DISEASE* MODERATE ? UNRELATED RESC - NO SEQUEL YES NONE

CRTN = Clinical Research Task Number (center no.)

For processing, missing TT end date and time are replaced by TT start date and time.

* Serious adverse event

'?’ = At least one date is missing or invalid.

Time window for early withdrawal pts up to month 23 is from 1st drug intake up to the maximum cf the
days or the last monthly dose date plus 45 days

AEQ1 23FEB2005:17:25:15

last daily dose date plus 15
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ae0l_s Listing of Patients with Adverse Events by Trial Treatment and CRTN/Patient Number
Serious Adverse Events On Treatment

Sericus Adverse Events

Protocol(s): BM16549

Analysis: SAFETY Center: ALL CENTERS

Treatment: Ibandronate 50/50mg monthly; N = 396

2-Year Analysis

Adverse Event Onset between Time of Very First Drug Intake and Study Day 9999, Time 23:59

CRTN/Pt. No. Age Sex Weight Race Intensity Day of Duration Relation Outcome Treatment Discontinued
Adverse Event yr kg Onset in to Trial given or Dose
days Treatment for AE Adjusted
32320/8131 56 F 82 CAUCASIAN
COUGH* MODERATE 452 ? UNRELATED UNRESOLVED YES NONE
32320/8386 75 F 89 CAUCASIAN
LIVER DISORDER* MODERATE 183 ? PROBABLE UNRESOLVED NO DISCONTINUED
32320/8388 68 F 49 CAUCASIAN
SKIN NECROSIS* SEVERE 152 26 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32321/5004 76 F 58 CAUCASIAN
BREAST CANCER* LIFE THREATEN 660 58 UNRELATED RESO - W. SEQUEL YES DISCONTINUED
32323/5120 78 F 49 CAUCASIAN
ABDOMINAL PAIN UPPER* MCDERATE 334 4 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32324/4013 61 F 66 CAUCASIAN
CYST REMOVAL* MODERATE 16 3 UNRELATED RESO - NO SEQUEL YES DOSAGE
MCDIFIED
32324/4031 63 F 59 CAUCASIAN
CHOLESTEATOMA* MILD 160 237 UNRELATED RESO - NO SEQUEL NO NONE
32325/4201 75 F 50 CAUCASIAN
AORTIC ANEURYSM* LIFE THREATEN 422 50 UNRELATED RESO - NO SEQUEL YES DOSAGE
MCDIFIED
32326/4514 75 F 58 CAUCASIAN
NEPHROLITHIASIS* SEVERE 77 9 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED

CRTN = Clinical Research Task Number (center no.)

For processing, missing TT end date and time are replaced by TT start date and time.
* Serious adverse event

'?’ = At least one date is missing or invalid.

Time window for early withdrawal pts up to month 23 is from 1st drug intake up to the maximum of the last daily dose date plus 15

days or the last monthly dose date plus 45 days
AEQOl 23FEB2005:17:25:15
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ae0l s Listing of Patients with Adverse Events by Trial Treatment and CRTN/Patient Number
Serious Adverse Events On Treatment

Serious Adverse Events

Protocol(s): BM16549

Analysis: SAFETY Center: ALL CENTERS

Treatment: Ibandronate 50/50mg monthly; N = 396

2-Year Analysis

Adverse Event Onset between Time of Very First Drug Intake and Study Day 9999, Time 23:59

EL N AN

CRTN/Pt. No. Age Sex Weight Race Intensity Day of Duration Relation Outcome Treatment Discontinued
Adverse Event yr kg Oonset in to Trial given or Dose
days Treatment for AE Adjusted
32326/4528 75 F 44 CAUCASIAN
GASTRIC ULCER* SEVERE 100 139 PROBABLE RESC - NO SEQUEL YES NONE
32331/2004 72 F 65 CAUCASIAN
FOOT FRACTURE* SEVERE 345 62 UNRELATED RESO - NO SEQUEL YES NONE
32332/2762 64 F 58 MULATTO
FEMUR FRACTURE#* SEVERE 585 131 UNRELATED RESO - NO SEQUEL YES NONE
32336/3017 75 F 89 CAUCASTIAN
ANGINA UNSTABLE* SEVERE 302 3 UNRELATED RESCO - NO SEQUEL YES NONE
32336/3029 73 F 58 CAUCASIAN
SYNCOPE* MODERATE 414 3 UNRELATED RESO - NO SEQUEL NO NONE
32338/3506 68 F 63 CAUCASTIAN
CATARACT* MODERATE 159 15 UNRELATED RESO - NO SEQUEL YES NONE
32340/0540 61 F 54 CAUCASIAN
VAGINAL PROLAPSE* MODERATE 98 64 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32340/0544 64 F 120 CAUCASIAN
HYPERTENSION* SEVERE 94 6 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32340/0552 77 F 57 CAUCASIAN
LOCALISED OSTEOARTHRITIS* MODERATE ? UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32343/8259 72 F 81 CAUCASIAN
LOCALISED OSTEOARTHRITIS* MODERATE 463 43 UNRELATED RESO - NO SEQUEL YES NONE

T Z M v'LT

CRTN = Clinical Research Task Number (center no.)

* Serious adverse event

'?’ = At least one date is missing or invalid.

Time window for early withdrawal pts up to month 23 is from 1st drug intake up to the maximum of the last daily dose date plus 15

days or the last monthly dose date plus 45 days

AEQ1l 23FEB2005:17:25:15 (10 of 27)
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ae0l_s

Serious Adverse Eventg On Treatment

Serious Adverse Events
Protocol(s) : BM16549
Analysig: SAFETY

Center: ALL

CENTERS

Treatment: Ibandronate 50/50mg monthly; N = 396

2-Year Analysis

Listing of Patients with Adverse Events by Trial Treatment and CRIN/Patient Number

Adverse Event Onset between Time of Very First Drug Intake and Study Day 9999, Time 23:59

CRTN/Pt. No. Age Sex Weight Race Intensity Day of Duration Relation  Outcome Treatment Discontinued
Adverse Event vyr kg Onset in to Trial given or Dose
days Treatment for AE Adjusted
32343/8263 60 F 63 CAUCASIAN
CONCUSSION* MODERATE 268 22 UNRELATED RESO - W. SEQUEL YES DOSAGE
MODIFIED
32344/8236 60 F 86 CRUCASIAN
FEMUR FRACTURE* MODERATE 61 17 UNRELATED RESO - W. SEQUEL YES NONE
32348/8522 73 F 66 CAUCASIAN
ATRIAL FIBRILLATION* MODERATE 731 <=1 UNRELATED RESO - NO SEQUEL YES NONE
32348/8526 67 F 59 CAUCASIAN
HYPERVENTILATION* MODERATE 255 3 UNRELATED RESO - NO SEQUEL YES NONE
BACK PAIN* MODERATE 319 150 UNRELATED RESO - NO SEQUEL YES NONE
32348/8531 74 F 52 CAUCASIAN
MYOCARDIAL INFARCTION* MODERATE 715 <=1 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32348/8546 78 F 46 CAUCASIAN
DIPLOPIA* MODERATE 163 7 UNRELATED RESO - NO SEQUEL YES NONE
32348/8862 68 F 60 CAUCASIAN
LARYNGEAL POLYP* MILD 307 61 UNRELATED RESO - W. SEQUEL YES NONE
32351/1414 72 F 46 CAUCASIAN
OSTEOARTHRITIS* SEVERE 228 15 UNRELATED RESO - W. SEQUEL YES NONE
SPINAL COMPRESSION SEVERE 395 10 UNRELATED RESO - NO SEQUEL YES NONE
FRACTURE*
CRTN = Clinical Research Task Number (center no.)
For processing, missing TT end date and time are replaced by TT start date and time.

* Serious adverse event

Time window for early withdrawal pts up to month 23 is from 1lst drug intake up to the maximum of the
days or the last monthly dose date plus 45 days

AEO01l 23FEB2005:17:25:15

last daily dose date plus 15
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ae0l_s Listing of Patients with Adverse Events by Trial Treatment and CRTN/Patient Number
Serious Adverse Events On Treatment

Serious Adverse Events

Protocol (s): BM16549

Analysis: SAFETY Center: ALL CENTERS

Treatment: Ibandronate 50/50mg monthly; N = 396

2-Year Analysis

Adverse Event Onset between Time of Very First Drug Intake and Study Day 9999, Time 23:59

CRTN/Pt. No. Age Sex Weight Race Intensity Day of Duration Relation Ooutcome Treatment Discontinued
Adverse Event yr kg Onset in to Trial given or Dose
days Treatment for AE Adjusted
32355/1216 77 F 69 CAUCASIAN
UTERINE PROLAPSE* SEVERE 32 101 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
CORONARY ARTERY DISEASE* SEVERE 151 ? UNRELATED UNRESOLVED YES DOSAGE
MODIFIED
32356/1603 79 F 62 CAUCASIAN
PNEUMONIA* MODERATE 474 16 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32359/1157 55 F 53 CAUCASIAN
SMALL CELL LUNG CANCER MODERATE 556 ? UNRELATED UNRESOLVED YES DISCONTINUED
STAGE UNSPECIFIED*
32359/1162 72 F 72 CAUCASIAN
PYREXIA* MODERATE 302 6 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
CORONARY ARTERY STENOSIS* SEVERE 401 76 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
CORONARY ARTERY STENOSIS* MODERATE 476 49 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32364/1366 65 F 69 CAUCASIAN
LOCALISED OSTEOARTHRITIS* SEVERE 129 3 UNRELATED RESO - NO SEQUEL YES DOSAGE
MCDIFIED
32364/1369 59 F 70 CAUCASIAN
CELLULITIS* SEVERE 431 8 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED

CRTN = Clinical Research Task Number (center no.)

For processing, missing TT end date and time are replaced by TT start date and time.
* Serious adverse event

'?’ = At least one date is missing or invalid.

Time window for early withdrawal pts up to month 23 is from 1st drug intake up to the maximum of the last daily dose date plus 15

days or the last monthly dose date plus 45 days
AEQ1 23FEB2005:17:25:15
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ae0l s Listing of Patients with Adverse Events by Trial Treatment and CRTN/Patient Number

Serious Adverse Events On Treatment

Serious Adverse Events
Protocol (s): BM16549
RAnalysis: SAFETY

Center: ALL CENTERS

Treatment: Ibandronate 50/50mg monthly; N = 396

2-Year Analysis

Adverse Event Onset between Time of Very First Drug Intake and Study Day 9999, Time 23:59

CRTN/Pt. No. Age Sex Weight Race Intensity Day of Duration Relation  Outcome Treatment Discontinued

Adverse Event yr kg Onset in to Trial given or Dose

days Treatment for AR Adjusted

32368/9066 67 F 61 CAUCASIAN

ANGINA PECTORIS* MODERATE 452 9 UNRELATED RESO - NO SEQUEL YES NONE

HYPERTENSION* MODERATE 452 9 UNRELATED RESO - NO SEQUEL YES NONE

LEFT VENTRICULAR FAILURE* MILD 452 9 UNRELATED RESO - NO SEQUEL YES NONE
32368/9083 63 F 54 CAUCASIAN

CEREBROVASCULAR ACCIDENT* LIFE THREATEN 577 ? UNRELATED DEATH DISCONTINUED
32368/9317 75 F 64 CAUCASIAN

HERPES ZOSTER* MODERATE 560 45 UNRELATED RESO - NO SEQUEL YES NONE
32368/9334 71 F 49 CAUCASIAN

IRON DEFICIENCY ANAEMIA# MILD 541 ? UNRELATED UNRESOLVED YES NONE
32368/9363 56 F 93 CAUCASIAN

ATRIAL FIBRILLATION* SEVERE 453 2 UNRELATED RESO - NO SEQUEL YES NONE

ATRIAL FIBRILLATION* MODERATE 550 7 UNRELATED RESO - NO SEQUEL YES NONE

DEPRESSION* SEVERE 560 18 UNRELATED RESO - NO SEQUEL YES NONE

CRIN = Clinical Research Task Number (center no.)
For processing, missing TT end date and time are replaced by TT start date and time.

* Serious adverse event

"?' = At least one date is missing or invalid.
Time window for early withdrawal pts up to month 23 is from 1st drug intake up to the maximum of the last daily dose date plus 15
days or the last monthly dose date plus 45 days

AEQ1 23FEB2005:17:25:15
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ae0l_s Listing of Patients with Adverse Events by Trial Treatment and CRTN/Patient Number
Serious Adverse Events On Treatment

Serious Adverse Events

Protocol(s): BM16549

Analysis: SAFETY Center: ALL CENTERS

Treatment: Ibandronate 100mg monthly; N = 396

2-Year Analysis

Adverse Event Onset between Time of Very First Drug Intake and Study Day 9999, Time 23:59

CRTN/Pt. No. Age Sex Weight Race Intensity Day of Duration Relation  Qutcome Treatment Discontinued
Adverse Event yr kg Onset in to Trial given or Dose
days Treatment for AE Adjusted
32303/0105 60 F 66 CAUCASIAN
THORACIC VERTEBRAL MILD 384 ? UNRELATED UNRESOLVED YES NONE
FRACTURE*
32303/0107 71 F 60 CAUCASIAN
HUMERUS FRACTURE* SEVERE 364 2 UNRELATED RESO - W. SEQUEL YES DOSAGE
MODIFIED
32303/0110 59 F 60 CAUCASIAN
EAR INFECTION VIRAL* SEVERE 102 218 UNRELATED RESO - W. SEQUEL YES NONE
32307/7553 59 F 58 CAUCASIAN
ANGINA PECTORIS* MODERATE 390 2 UNRELATED RESO - NO SEQUEL YES NONE
ANGINA PECTORIS* MODERATE 449 5 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
ANGINA PECTORIS* SEVERE 455 7 UNRELATED RESO - NO SEQUEL YES DISCONTINUED
32308/7664 71 F 78 CAUCASIAN
LOWER RESPIRATORY TRACT MODERATE 35 67 UNRELATED RESO - NO SEQUEL YES NONE
INFECTION*
PULMONARY FIBROSIS* MODERATE 35 11 UNRELATED RESO - W. SEQUEL NO NONE
ADVERSE DRUG REACTION* MODERATE 111 2 UNRELATED RESO - NO SEQUEL NO NONE
32311/2502 58 F 51 HISPANIC
TRANSIENT ISCHAEMIC SEVERE 99 <=1 UNRELATED RESO - NO SEQUEL YES DOSAGE
ATTACK* MODIFIED
32314/8723 75 F 88 CAUCASIAN
POLYMYALGIA RHEUMATICA* MODERATE 660 ? UNRELATED UNRESOLVED YES NONE

CRTN = Clinical Research Task Number (center no.)

¥ Serious adverse event

‘?' = At least one date is missing or invalid.

Time window for early withdrawal pts up to month 23 is from lst drug intake up to the maximum of the last daily dose date plus 15

days or the last monthly dose date plus 45 days

AEQ1 23FEB2005:17:25:15 (14 of 27)
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ae0l_s Listing of Patients with Adverse Events by Trial Treatment and CRTN/Patient Number
Serious Adverse Events On Treatment

Serious Adverse Events

Protocol (s) : BM16549

Analysis: SAFETY Center: ALL CENTERS

Treatment: Ibandronate 100mg monthly; N = 396

2-Year Analysis

Adverse Event Onset between Time of Very First Drug Intake and Study Day 9999, Time 23:59

CRTN/Pt. No. Age Sex Weight Race Intensity Day of Duration Relation  OQutcome Treatment Discontinued
Adverse Event yr kg Onset in to Trial given or Dose
days Treatment for AE Adjusted
32314/8724 68 F 74 CRAUCASIAN
BREAST CANCER* MILD 17 14 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32314/8730 68 F 54 CAUCASIAN
SYNCOPE* MODERATE 412 <=1 UNRELATED RESO - NO SEQUEL NO NONE
32314/8749 59 F 63 CAUCASIAN
DEPRESSION* MODERATE 338 29 UNRELATED RESO - NO SEQUEL YES NONE
32314/8763 76 F 51 CAUCASIAN
COLITIS ULCERATIVE* MODERATE 257 23 UNRELATED RESO - NO SEQUEL YES NONE
32316/5505 63 F 76 CAUCASIAN
ACUTE MYOCARDIAL LIFE THREATEN 54 8 UNRELATED RESO - NO SEQUEL YES DISCONTINUED
INFARCTION*
32316/5507 59 F 77 CAUCASIAN
LIPOMA* MODERATE 178 515 UNRELATED RESO - W. SEQUEL YES DOSAGE
MODIFIED
LUNG NEOPLASM MALIGNANT* SEVERE 334 118 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32316/5514 63 F 79 CAUCASIAN
SMALL CELL LUNG CANCER SEVERE 628 ? UNRELATED UNRESOLVED YES DOSAGE
STAGE UNSPECIFIED* MODIFIED
32318/8066 66 F 63 CAUCASIAN
CYSTOCELE* MODERATE 400 9 UNRELATED RESO - NO SEQUEL YES NONE

CRTN = Clinical Research Task Number (center no.)

For processing, missing TT end date and time are replaced by TT start date and time.

* Serious adverse event

'?' = At least one date is missing or invalid.

Time window for early withdrawal pts up to month 23 is from lst drug intake up to the maximum of the last daily dose date plus 15

days or the last monthly dose date plus 45 days

AEO1l 23FEB2005:17:25:15 (15 of 27)
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ae0l_s Listing of Patients with Adverse Events by Trial Treatment and CRTN/Patient Number
Serious Adverse Events On Treatment

Serious Adverse Events

Protocol (s) : BM16549

Analysis: SAFETY Center: ALL CENTERS

Treatment: Ibandronate 100mg monthly; N = 396

2-Year Analysis

Adverse Event Onset between Time of Very First Drug Intake and Study Day 9999, Time 23:59

CRTN/Pt. No. Age Sex Weight Race Intensity Day of Duration Relation Outcome Treatment Discontinued
Adverse Event vyr kg Onset in to Trial given or Dose
days Treatment for AE Adjusted
32318/8070 60 F 46 CAUCASIAN
DEPRESSION* LIFE THREATEN 182 34 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32319/8148 62 F 52 CAUCASIAN
DUODENAL ULCER* MODERATE 466 68 POSSIBLE RESO - NO SEQUEL YES NONE
32319/8151 59 F 60 CAUCASIAN
CHOLELITHIASIS* MODERATE ? UNRELATED RESO - W. SEQUEL YES DOSAGE
MODIFIED
32320/8120 63 F 55 CAUCASIAN
EROSIVE DUODENITIS* SEVERE 123 9 REMOTE RESO - NO SEQUEL YES NONE
32320/8138 60 F 74 CAUCASIAN
CARDIOPULMONARY FAILURE* LIFE THREATEN 120 ? UNRELATED DEATH NO DISCONTINUED
32324/4004 71 F 80 CAUCASIAN
DEMENTIA ALZHEIMER'S MODERATE ? UNRELATED UNRESOLVED YES NONE
TYPE*
PARKINSONISM* MILD ? UNRELATED UNRESOLVED YES DOSAGE
MODIFIED
HAEMATOMA* MILD 603 24 UNRELATED RESO - NO SEQUEL YES NONE
32324/4018 67 F 56 CAUCASIAN
BENIGN NEOPLASM OF MODERATE 652 16 UNRELATED RESO - NO SEQUEL YES DOSAGE
BLADDER* MODIFIED
32325/4103 63 F 77 CRUCASIAN
BRONCHIAL CARCINOMA¥* SEVERE 498 ? UNRELATED UNRESOLVED YES DISCONTINUED

CRTN = Clinical Research Task Number (center no.)
* Serious adverse event
'?’ = At least one date is missing or invalid.

Time window for early withdrawal pts up to month 23 is from 1st drug intake up to the maximum of the last daily dose date plus 15

days or the last monthly dose date plus 45 days
AEQ1 23FEB2005:17:25:15
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ae0l_s Listing of Patients with Adverse Events by Trial Treatment and CRTN/Patient Number
Serious Adverse Events On Treatment

Serious Adverse Events

Protocol (s) : BM16549

Analysis: SAFETY Center: ALL CENTERS

Treatment: Ibandronate 100mg monthly; N = 396

2-Year Analysis

Adverse Event Onset between Time of Very First Drug Intake and Study Day 9999, Time 23:59

CRTN/Pt. No. Age Sex Weight Race Intensity Day of Duration Relation  Outcome Treatment Discontinued
Adverse Event yr kg Onset in to Trial given or Dose
days Treatment for AE Adjusted
32325/4114 69 F 60 CAUCASIAN
UPPER LIMB FRACTURE* SEVERE 119 64 UNRELATED RESO - NO SEQUEL YES NONE
PUBIC RAMI FRACTURE* MODERATE 406 42 UNRELATED RESO - NO SEQUEL YES NONE
SUICIDE ATTEMPT* LIFE THREATEN 642 19 UNRELATED RESO - NO SEQUEL NO NONE
32325/4115 72 F 50 CAUCASIAN
SYNCOPE* SEVERE 653 4 UNRELATED RESO - NO SEQUEL YES NONE
32328/2153 69 F 67 CAUCASIAN
OVARIAN EPITHELIAL LIFE THREATEN 75 ? UNRELATED UNRESOLVED YES DISCONTINUED
CANCER*
32328/2168 69 F 50 CAUCASIAN
SUPERINFECTION LUNG* SEVERE 59 21 UNRELATED RESO - NO SEQUEL YES NONE
BRONCHIAL INFECTION* MODERATE 345 38 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32331/2019 66 F 75 CAUCASIAN
ENDOMETRIAL CANCER* SEVERE 626 19 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED
32332/2754 73 F 58 CAUCASIAN
FACIAL PALSY* SEVERE 674 ? UNRELATED UNRESOLVED YES NONE
32335/2904 70 F 67 MIXED
PNEUMONIA* MODERATE 650 15 UNRELATED RESO - NO SEQUEL YES DOSAGE
MODIFIED

CRTN = Clinical Research Task Number (center no.)

For processing, missing TT end date and time are replaced by TT start date and time.

* Sericus adverse event

"?" = At least one date is missing or invalid.

Time window for early withdrawal pts up to month 23 ig from 1lst drug intake up to the maximum of the last daily dose date plus 15

days or the last monthly dose date plus 45 days
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