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H H N R
BT Ay | EBE S sk IR, SIEA L, 7Rt i, WA THER] LR
HEl ST BARR % IKBMD R A 4194
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B 1T 70 L H L7 51000mg, B 23D 8001U% 43 H AR L7~
FEAHAE E | 120 H RIS BIEHEBMD D — 25 A L inbO 2L
BIREHIE E | — 65 H RERUZISIT HBMDUEHE . KBEE VAL K KR SHER) DR — AT A L InH D%
{b%
— 129 H BESUZ T 2BMDORBRE AL KB B SEE S O E AL ) D — AT A
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— 15 A 35 A, 658,98 A K125 A B Sl BIF 5 F G~ — 7 —(PINP, sCTX, 4 A
TE N R OETRLT VBT 4 AT 72 —F(BSAP)DR— 2T A DD R
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12 A R SIS BT DIEHEBMD DX — 27 A N B DAL X, W o LR A I
LB 5-:8.6%, 3% A1Z1B1#%5-:5.5%), F&E#£(140mg:7.3%. 210mg:8.4%)t . AR Hl
BENT T ERREC0.1%)EE_THBEIZHEMUIZ(W 3o F - H & THP<0.001), A
HloHEEREDORBOZEEALAE THY(P=0.0003, MILIESDRETT VITBITS
ZHAEAIE), HiE HEICI > TR RICE BRENHLZ LI RENT, EHEBMD
DI REIEIL7=DIE, AHFI210mg/ 14 A BETH -T2,

127 BB RICB T BEHBMDDAR—RSA MDD EILEE (%)

A
N 70mg/ 140mg/ 140mg/ 210mg/ 210mg/
TR
(N7:47) 14 A 3 A 14 A 31 A 1% A
(N=44) (N=49) (N=46) (N=51) (N=49)
ol N AL -0.1 5.4 5.4 9.1 5.5 11.3
(95% 5 X ) (-1.2,0.9) | (4.3,6.4) | (4.4,6.5) | (8.0,10.2) | (4.4, 6.6) |(10.3, 12.4)
T RREDREME
BN TRy 5.5 5.6 9.2 5.6 11.5
(95% 15 fHIX ) (4.0,7.0) | 4.1,7.0) | (7.8,10.7) | (4.2, 7.1) |(10.0, 12.9)
PfE® <0.0001 <0.0001 <0.0001 <0.0001 <0.0001
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BRI~ —H— (sCTX) DR_R—2AF A LD EACROHER AL TR, T XTOR
FI A 1% 55 CIBEBRBAIGH X — 2T AU BIR F LI H B FCICRAREE /20, 124
AR CHER—ATA RGO EETH T, AFNE G P I38 5 R ZOIKE CHERFS L
D ARBNEEKE TInH B, 60 BEO 20 A B (KEEGH04nH B, T2 H BH RT3
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—&— X#140mg/1H B (N=48) —@— &#210mg/3 1 A (N=53) —— A#I1210mg/1» B (N=50)

124 A LD T — 23T T VbR LT,

A5 (R ZR AT IE B )

24~36 H

AHKI210mg H 18] (n=40) /5T /AT ITEATLTZEE (n=20) 123V CBMDIZHE L 7223,
TSR RBATEE (n=20) TIIIEWERTOBMDL ~VIC R ST, AHKI210mg A 1[E1245 A 5 5-
L. 361 A ETT /AT R UIRETI, 245 H RERNS U CHEME2.6% . KRS
SERCER1.9% . KRB SEER1.4% DOBMDHEENNASZRH HALT-,

AHF210mgh DT ) A T ITBATLEFAC B WO TIIEPINPB L OMLIECTX DWW U I
TRBOONT-, T T ERICBATUZRE T, MIEPINPIZMR 2 IZIRERTOL ~)LIZIE
L. MyECTXIZABIZHML . X—2F /& KIEIZ A, 365 8 B ThH_R—2AT7 (%
EREl>Tu,

36~48% H

77 e RN M Z A TARKI210mg A 112 & 5L #E (n=19) IZB W TEREZRBMD O
IMBBDONTD, T /AT HHEMO%  KEI210mg H 1[EI O #5217 > 728 (n=19)
TiE, AFWIE 5L BMDOZEA L RIT/ NED o T2, 77 BRE % DOAFI210me % 5-
FETI, 36 A IR 5B DOBMD OB 25 b #81% | IEMEL2.4% , KRB ITA7E6.0% , KR
BHE6.3% OHNMMN S 2 FBOOIT-, £z, 7 /AT B HHH%ICARA210mg % FF % 5-
L7=BETIL, 360 A BB OBMD O ) B L3R 1E, TEHET2.3% ., KHR‘E SEES TlX
0.8% DA 2 FRD BT, KR F AL TIEIBMDITHER SN DI o7,
MIEPINP K RIIECTX DAL D F I fBEOHER 1L, 7 F 'R H% DO AKI210mg A 18]
A5 RECIE, AR A G- L % G- TR Th o7z, MIEPINPIX, AAI210me F
BHBRMGOFEA (375 H B)IZR KD EHAPFRDOENT1%. 429 A FTITRN—RT 412
BL., ZD%48Hh H EFTR—RATA L L~V EHERFLTZ, MIECTXIE, 394 H FTIT~_—
AFGA L APV R L, 45K U8 A TR—ATA U fili% FlElo7-, T /AT 5.
W% AA210mg H 1 [E % 5 LIZBEICB WL, 7 /A~ 7 # 5 8 [ f K FL7ZPINP
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WX, AFNFERSICEY, 485 H FTR—RATA L B2 5 FRABRBOLNTZ, £, T /A
<7 FE M RIS F L2 MECTXIE36 4 A0S EH- U, 425 H FTR—RT 4% B2
72 EHADBFRDBI, 481 H FTITR—RATANHE LT,
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= 5l AAZIOMEQIM/ 7 F 4 AH2I0meQIME (198) ARZI0mgQIM/ T/ A 7/ AFI210mgQIMEE (19%1)
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@ T TEE cheke TTEH Al AHI210mgQIM @ TTEH ke FIATT A FH210mgQIM
HFZ10mgQIM/ 7 J 4/ A/ 210mgQIME (196) ARIZ10mgQIM/ 7/ A= 7/ ARIZ10mgQIMEF (194)
——0— AHI210mEQIM ~A-b- T F4F —S—8- KHIZ10mgQIM —6—6— AH210mgQIM  ~beden 7S ATT  —B—E AA210mgQIM

PN LSS

0 3 6 12 18 24 30 36 39 42 48 ()

R=ZFMMhoBREARTE (AR EFTORRBY—D—ELROHR
(hRIELE SRR (AHMEET A RER)

75 F/ T F R A2 0meQIME (1241 FHEH TS AT T/ AR0meQIMEE (126])

@0 FF K Ak TIEH BB FAHI210meQIM @0 F RN hehe T ATT BB FA210mgQIM
oo FHIZIOMEQIMY T £ FHZI0meQIME (196) B HHI210mgQIM/ 5 2 A7 7/ AH210meQIMEE (19(1)

——0— AF210mgQIM ke T T EH = AHI210mgQIM —&—8— AFH210mgQIM ke F AT T - FH210mgQIM

0123 6 o 12 15 18 21 24 27 30 3637390 42 45 48 0123 6 O 12 15 18 21 24 27 30 363730 42 45 4801
FFRH T T F FH20megQIME (124 FI M TS AT T/ AE2I0mgQIMEE (1261)
@ ST EH chebe T T LK BB EHI210mgQIM @ T TN bt T AT BB AH]210mgQIM
150 AFI210mgQIM/ 7 F 4K A F210meQIME (1961} FH210mgQIM/ 7/ A= 7/ EF210mgQIMEF (19)
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24 AW S FETICRBLIZBRIBLEAEOH LA EEERIL. 77 BREETH045] G184
(16.0%). AFIFET25501 F16841(26.7 YN FRDOHIVIZ(TF ), AFFERAR TRLIEHR
NENST IR LEEDH LA EER T, EH AT TL8HI(7.1%)ITR OB
72

240 A R RETOEREBIER CBFIRE 26104 )

S5 T\V/F AHLH 1 AFHI3 H AT
25 4R =NA 1 9]
[NUR/FN AAIEE
B swmc| K oamnn , \ \ \ .
A 1 [alEE | e & 5] 140 mg 70mg #F | 140mg #¥ | 210mg £f | 140mg #F | 210mg
HE
reeeliai
UIRSE] 30 20 50 51 50 49 51 52 53 255
”
RITEH 6 2 8 12 19 21 8 10 10 68
LR | (20.0) (10.0) (16.0) (23.5) (38.0) (42.9) (15.7) (19.2) (18.9) (26.7)
TESFHAL 0 0 0 2 3 5 3 3 4 18
L (0.0) (0.0) (0.0) (3.9) (6. 0) (10. 2) (5.9) (5.8) (7.5) (7.1)
TS ERAL 1 0 1 1 4 5 0 2 1 12
ifi 7 (3.3) (0.0) (2.0) (2.0) (8.0) (10. 2) (0.0) (3.8) (1.9) (4.7)
TESFHAL 1 0 1 0 2 2 0 1 2 7
FIBE (3.3) (0.0) (2.0) (0.0) (4.0) (4.1) (0.0) (1.9) (3.8) (2.7
- 0 0 0 1 0 3 0 1 0 4
1 0.0) 0.0) 0.0) (2.0) 0.0) (6.1) 0.0) (1.9) 0.0) (1.6)
TS ERAL 0 0 0 0 1 1 0 0 0 2
S (0. 0) (0.0) (0.0) (0.0) (2.0 (2.0 (0.0) (0.0) (0.0) (0.8)
0 0 0 1 2 1 0 1 2 6
DAk 0.0) (0.0) (0.0) (2.0) (4.0) (2.0 0.0) 1.9 (3.8) (2.4)
. 0 0 0 0 0 1 1 0 0 2
e 0.0 | 0o | ©o (0.0) 0o | co | @eo | 0o | 0o | ©s
0 0 0 1 0 1 1 0 0 2
R (0.0) (0.0) (0.0) (2.0) (0.0) (2.0 (2.0 (0.0) (0.0) (0.8)
e 2 0 2 2 0 0 1 3 0 4
SRR (6.7) (0.0) (4.0) (3.9) (0.0) (0.0) (2.0) (5.8) (0.0) (1.6)
FENE 0 1 1 0 0 1 1 1 0 3
WEN (0.0) (5.0) (2.0) (0.0) (0.0) (2.0 (2.0 1.9 (0.0) (1.2)
L 0 0 0 1 0 1 1 0 0 2
] (0.0) (0.0) (0.0) (2.0) (0.0) (2.0) (2.0) (0.0) (0.0) (0.8)
e 0 0 0 0 0 2 0 0 0 2
” (0.0) (0.0) (0.0) (0.0) (0.0) (4.1) (0.0) (0.0) (0.0) (0.8)
0 0 0 0 0 1 0 1 0 2
1IFTh
(0.0) (0.0) (0.0) (0.0) (0.0) (2.0) (0.0) (1.9) (0.0) (0.8)
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<247 A B E TSR BARAIBEFI (it A L R), 7°§Jzn“ﬁ¥11ﬂ(ff*ﬂ%ﬁ) IZRRHHN
72 b\Tﬂ%%%ﬁ%&%@@fgbk#JLﬁéﬂto 245 AR S ETICEHERAEFLNR
DIV BE L, AAIRERMAR 3641 (14.1%) | 77’ETE$’C9T§J(18.0%) Tholz, KAl
BRI, EIZRBINRO DN EERA EFRIL, B EEEE, Mk, A
REOHAFE TH-T, ZNHEDOFEGORBLRILT T, DT IO TH2% Kl Tho
7oo RBIBEOIFNHEBLI- BB A EFL OB AL, 1GFRLY ERICLDIRERHE
CREEOHLH ERR LA WS (ORFEGT15 A i IEH;Ezut) W BEITITIER
HIZZ D2 > DS A IEA R E SN TODD8, b\fhw@%ﬂéﬁﬁikfﬁ L V/AVANT
CHWrE T,

*24~36H ARERETCORERRBIVEERAEFROREHIT. WTNORTHH
%%r“ﬂw TRERFR D I 1E P T IIER O DIVRD 0T £, O, M, F 132
(R A B ERELRIIS M CRIRES -7,
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+36~481 H CEMINT/-2[E B Ou®Y X< 7 ¥ EIC LA -/ L & EDOFT RITHRD S
N9 1EHOER 5 EEDLRoT2,

HE)ARFNOERBENT-AEK OHEXNET . RACITeEY A>T G 2)EL T210mgZ 1y H I
1nl, 125 A THRE53%, | THD,
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QEMNHE I tHAER TR
<HAANT —#>(2010129175x)">*
PARE T B HERIE A R NBE L RICIHEOARFZ 120 H G- L, 125 H R RIZBT HEHEBMD O
N—RATA IO RE FEMEIE H LT, ARIREREE T TR B G EETLHR LT,

H H N &
BT WAL | SR IR, EEAL., ESHR. TR R WA TRERD el B
el ST PAR % B HLRRIE B E 25205
EEGRIGLNE | AEENS5RE DL L85 LL T D FARRE otk
o TUH T RV — XAR U E 1 (DXANT LA MEHE . KRR VT SR R i S o
BMD TAZ 7 23-2.50LL F
FHRRA LY | < JEHEDOBMD TAZ T 23-4.00LL T, SUXKBRB UTALES M K BE B SEFROBMD TAZ 7 2%
-3.50LLF
HELRB P ST R BB E AL B ST OBETE
AR E T FREACEHRERROZET5
cE KRR RAEEEEZETD
BT D IEAN 2 H L QOB (—HBIRHRIEIC DO TUIRFR AT e R HY)
Ik AFND3H>DH (70, 140, 210mg) XX 7T HARD 14 H I 1A G- OWF I EES
WZEIE, 120 AR T 5Lz,
ek RBREIE D, 2RFITDREL LT A500mg, XD 6001UAfE HARFAL
7.
FEFHMIE R | 125 H K SICB T DEHEBMD DR — 27 A LD AL R
BIRGFHEIEH | —64 H B IZBITAIEMEBMD DR — 27 A L b0 LR
— 65 A LN 2H A R RIZH T HREREEALEBMD, KRB SEEHBMD DX —2F A7)
O ER
—1H+1A. 1A 25 A .35 H . 617,907 KON 2H Ao B 55 RE~—b—
(PINP, AAFFH1 L BSAPK sCTX)DR—AF A L b DL
— 124 A B DOPINPOAUC
AR ARG EREIE H )

12 A RSB IT D HEHEBMD DR — AT A NS DAL R RBIREN T TR BEL
L CH B TEHIR N Z R U s, b KEREMARDLNT=DIL, AH1210mgHe 5
HECThoTo, KEIKREL T T BARBEED I | e OKRFIBER CTO LG T 22 b= ITH G
M B 7% R LT2(P<0.0001),

123 AR RICEITHEHBMDDR—RF/ Mo DELHE (%)

AH
7R 70mg 140mg 210mg
(N=59) (N=55) (N=62) (N=59)
/N RS 0.9 8.4 13.3 16.9
(95%1Z #E X [#) (0.1, 1.8) (7.6, 9.3) (12.1, 14.5) (15.5, 18.4)
TSR EDEEM 7 7.5 12.4 16.0
(95% 15 EIX[H) (6.5, -) (11.1,-) (14.6, -)
PfE® <0.0001 <0.0001 <0.0001
T0mghEE DR 7= 4.9 8.5
(95% 15 HH X [#]) (3.6, -) (7.1,-)
Pfg® <0.0001 <0.0001
140mgREE DREREI 4 3.6
(95% 15 H X [#]) (2.0, -)
P> 0.0001

a) Hochberg{i CHIELT=,

b) S EMHOWIELITHRNT,

PEHEBMDO R — 25 A2 234 560 1 TR 2 A I R CO TR A LIRSk LT SRR E 7 L A T,
BTV CRIHED S5 S A T L TR — AT OBMD, JIEHERE, BMDL I E e
DIEARR, FEAIE A (07T Y — 2550 | £ 5T (7 ) — 25800 | B G-REL AT 0% F A% b e,
75 ERBEL O W R OAHIRERCO LRI I\ Ik, ST P B O95% 15 X 2R L7z,

29




A5 (R EEAR 5 )

12 A FE RIS 1T BRI E VAL BMD & VKR & SEHBMD DX — 25 A b DAL
RIZHOWTH, BRI T 7 2R i L CH BRFEIZRENEZ R U, b KRE7 8
DERDHITZDIE, AHI210meghe 5/ ThH-7=,

B~ —— (PINP) DRX—=AF7 A4 NEOEALROHER 2 TR R T, RAIRET
PINPIZ., 7T REEL LB L TR >— I TH EEREMZREEINARL, s HETIC
=212, 2D, ARIRETI, BIEIZR—AT A AZAT TR T L, 124 A KA E
TICT T RRREOMEERIFRRE T Z L F itz
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ch o {E PO &5 F
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50

HEEROUS\'AUIN—),

-50 T T
~N—=Z 18 1 2 3 6 9 12

EAEY (»R)
—O— 75K (N=59) —&— XH|70mg/11A(N=55) —&— &¥|140mg/1 58 (N=62)

—— AF|210mg/1 58 (N=59)

BRI~ —0— (sCTX) DX—=AT A NED AL RO 2 T IR, AFIFED
sCTXIE, 7T uARREL L TR G WM PO RYNAL TL (1 H+1EIRBIET) | 124
AR R CO T T ERBEL IR L TR ThH -T2,

KREEDSCTXDR—RASAUHLNDEILE (%)
P St BOR IV o1 2]

(%)

754

HEROUS\AUIN—),

T T T T T T T T

N=2 1+E 1 2 3 6 9 12
71~ 1| (»8)
—O— 75K (N=59) —&— K#|70mg/1»A(N=55) —&— K#|140mg/1 5B (N=62)

—— A#|210mg/18(N=59)
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<124 H OBEMEICEBWTIRBRIELEDEDOH A6 EEFRIL, 77 2R T34 4114
(1.6%), AFIFEEAAR)T18941 HH641(3.2% NZFRDHNTZ(TFFK),

TR AFHIEAR)
LA R G155 63 189
VLR SER : =
giﬁ%gﬁf%% R 1 (1.6) 6 (3.2)
NS SER N =
VAR L B i 5 5 e ORI ! ”%iﬁjifg%%%%
e 5L SE 0 1(0.5)
B GO 0 1(0.5)
ST PN H o 0 1(0.5)
ST ERALALEE 0 1(0.5)
TSN T 0 1(0.5)
TR D R 0 1(0.5)
FEED F 0 1(0.5)
LIS LE 1(1.6) 0

MedDRA version 17.1

<125 A OB T T IZRB D ONR o T, BERGEELNAOON-HBE
1%, T EAREEAE] (6.3%) . ARFIFEL0H] (5.3%) Tho7-, 2010, O BEIZHRBIL- &
BRAERERR I o0z, RAFEO1FID, BERSOIE FHMICIVIRBREO R 54
Ikl

AR OERENTZHEROHERNEY AT XA~7 (B 2)E L T210mgZ1h A 1T
1el, 125 AR THE53%, 1 THD,
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(4) HREERIEAER

1) BREREERER

COERX RFIA_EERERRAR FIBRREFAREREEXR)
<HMEANTF —F % & Te > (2007033738, FRAMEBR)>2%0
PR MR E R 2kt B 2L AHI210mg XIT 7 T8 R %14 AIC1E], 124 A M 5%, MEEHCT /A
~760mg& 65 A 1A, 12 A MG L, 125 H K U245 A RE RO FHHEAE T O 58 A4 564 32 313 18
HEL T, AR GREL 7T o R & G TR LT,

H H N &

BT Ay | ERE S sk IR, BIEAL, “EEMR. 77 BRI, T RER e R

E P PRIRR B SR R T180%1( B A& AN492451 5 Te)

FEEGRPNFEAE | - FEUR557% LA _E905E LL T O AR % Lot
« RER B AL E SRR B SEEBMD DT A2 7 3-2.50 L4

TR EEUE | KRB IO SRR SEEBMD DT A 7 23-3.50 L4
« KB E U5 B P O BEE (R 2 R o720 )
« B JE OMEME 13X 3 o LU B S o HEIR I
< FE ORFBHER BOSUT B R A
« B R 7 g PR F A il S
AN BB A KT R 24 (5 E D TR PR BRI A A AL BT OIR SRR 2 3% 1 B2

LTHANLATREELTS)

ik AHFN210mg X177 T BRD1H HIZ1E], 124 H B TG ICEMEALL, 120 H LIRRIX
WREES T /A7 60mgD64 A 1R G832, 120 A M T# 5 L7,
ok RBHFE R 2EFITDOREE LT L500mg, XD 600IUAF HARFAL
Tre N—AT AL BEDIMIE25 (OH) B 43 DAEAN20ng/mL~40ng/mLO S . EXI DO
HEE faf B L 1L T50,000~60,000[UZ ¥ 5 L7-,

FEIAMER | 120 H kU245 H ETOFHHMEAR B IFro s R

AR EFAT ZE

PUTFO3AERIZONWTI2H H K245 H FF S ECTRHME

— WK B ST GEMEAR B 3T S OV IR HE AR 4T)

— FEHEAR B BT

— FHUMER B P ST HEAR P AL

— F AR IEMERE T CE . KRR A AL, BB A, B e, ERad hnid. A, K
BB I

— KRB A& 1

— EEE HERE B PO 05, BRI, s . ERARHER)

— 238 D FTHME AR B B S IHEAR B A

JEAEE . RBRE UTALEB K OVK IR SHEFBMD (DX — 27 A L b D ZEA L=

LEES

AAME(EEFERE H)

12 A ETOFHMEARE T ORI, RFBEN 7 T 2R L IR L CH B TSR
(AR H=0.27, P<0.001) . FAXTY AZ{E T 2RILT73% TH 7= (VA7 Hh=0.27[95 %5 FH X
fi:0.16, 0.47],

FORMEARE Pr O R RO TIL, BYNTARFIBEEI S /- B3 T245 A I OTR5R
MA@ L CRifE LT, ARIZ 120 H BB 5%ICT JA~T 2120 A MG LI-RIX, 77
BARE12H A BB GRICT I A~ T %125 B G- LI RELO O FRMEIR B T O R A %
HEIE TEE (v XH=0.24, P<0.001) , fHXFUAZK F3IL75% CTho7= (VAT
=0.25[95%fE #EIX [i1:0.16, 0.40])
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12R U241 BFETCOFRHEE B OFEEE

PR
TTR— AKFHl— Y7L R
T IATT F AT
FOHHE AT T 1.8% 0.5% o
(12 A F) [59/3322] [16/3321] 0.27 (0.16, 0.47) < 0.001
BRIMEA I 2.5% 0.6% o
(24 A ) [84/3327] [21/3325] 0.25 0.16, 0.40) < 0.001

a) BB FEARER(%) T Bt [BEEBIEY/ A 515

b) Fffin, BEAFHERE T OF ECIIEL Ton P AT 1y ZRRET LV E W,

o) UAZI (95 %IEHXIH) : =2 T /b — <Y 2 VIREIEIZ L T ln BEAFHE(R B roo 7 TR LR HIL 72,

#
P

&

3

HHF S b

(%)

O 75t#—7/237

W £F—-7/Z77

30- LiEFS PSPz LiESS DR S7R: 2

73% 75%

—
25
2.5%
20
1.8%

1.5
1.0
N
0.0

1258 2458

HARNERNZI T2 HAMENR T IO B A RIT, BEEREEREFRRIZ, 120 A &
V245 A BETOWT NG AFIFEO F N T T BRIV, —E L T -T2,

BAAEFICETS12R U241 RETOFRMEAE BT ORLER

5 A
T R— AHl— YAz P
T IART T IART
BBUMEA I 3.7% 1.7% o
(12 A I55) [9/243] [4/237] 045 (0.15, 1.33) 0.15
HEUME BT 4.5% 1.7% 0
(24 11 1) [11/243] [4/237] 0.37(0.13, 1.09) 0.070

a) BB eAR(%) FBe: BB/ FHE L]

b) 4, BEAFHER B T O I CIIE L 7cm U AT v ZRIRET VR VW,

o) UAZI (95 %IEHKXIH) : =2 T /b — <Y 2 VIREIRIC L s, BEAFHE(R B roo A TR LR HIL 72,
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(%) MURT7iE DR LiEP SIS Al
50+ 55% 63%
—
4.5%

4.0
fg 3.7% 0O 75tK—7/2%7
H# 30 W £H—7/237
*®
a
Eilg
g% 204
3
&=

1.0 A

0.0

1258 2458

BrhMEGEREEGE H)

~EITORIKEEME B
AHNETTHRRU2H ) M OKA T I AT T T8RN T ) A~T7 245 H) &g LT
FERETORIRT, TEIHMEE B N FN TR FIICE B THHIIEMHIAL
7ot% . ZEME AT T HDICERNCHRE LB R E FIEE kL. 124 H O & F
B OFANLIE H 23 L 7-, AFNX 125 A TR S I GEMERE 7 & Qg AR L3720
DO HIEGEMEIMERE ST DV A0 %7 TR E L TH EIZ36 %% FEH72(95% 5 X
fil: 11, 54)(P=0.008),
RE FNEIZBITDROAT 7 1%, BIRGHIE H Th5H 12 U245 H ETOIEMEIRF
PrOFEREZFRFIZ I T 528 Th oz, ZRHOFHE B IXW 3 VO I s CH A X
UAZAE T2 H325% (95 % 5 #E XM : -5, 47[124 H 1 D95 % 5 HE X [#: 3, 43[24% A1)
THY, ZEEEZFHIET DM FNICHE TIE -7z,

12R U245 AETOFRBH O REREGIRFAMER)

il o | RO |
I AL = 2o = e (95%fEHEXH) | PEY
AR 125 A 2.5 (90/3591) 1.6 (58/3589) 36 (11, 54) 0.008
2448 | 4.1 (147/3591) 2.8 (99/3589) 33 (13, 48) 0.096
FEMEARE T | 1204 2.1 (75/3591) 1.6 (56/3589) 25 (-5, 47) 0.096
245 A 3.6 (129/3591) 2.7 (96/3589) 25 (3, 43) 0.057
FHRIEMEIR | 124 A 1.5 (55/3591) 1.0 (37/3589) 33 (-2, 56) 0.096
BPr 244 H | 2.8(101/3591) 1.9 (67/3589) 33 (9, 51) 0.096
BORMEREIT 1258 | 1.89/3322) | 0.5 (17/3321) 71 (51, 83) 0.096
THERE T
(LD 245 H 2.5 (84/3327) 0.7 (22/3325) 74 (58, 84) 0.096
KAREITAES | 1244 0.4 (13/3591) 0.2 (7/3589) 46 (35, 78) 0.18
HPr 245 A 0.6 (22/3591) 0.3 (11/3589) 50 (-4, 76) 0.12
FERE | 1205 1.8 (63/3591) 1.1 (38/3589) 40 (10, 60) -
S E T 244 H 3.1 (110/3591) 1.9 (68/3589) 38 (16, 54) -0
ZREDOHH 124 A 0.3 (9/3322) <0.1 (1/3321) 89 (13, 99) -
HEE 3T/ HEMAR
g 245 A 0.5 (17/3327) <0.1 (1/3325) 94 (56, 99) -9

a) PRV AZIR DI =R DREI L A~ —R O BER FLR 13450 R OBETF MR B T O TR L
TocoxlbF N —RET L E R,

b) XA WAL~ T — Y = VIR EIEIC KV BEFFHER B S OB TR LR U7, BRI L
BIZIE, 2R BOBERIE T TR LIZa U AT 1y 7 BIRET NV a Az,

c) AREIKYED.05 TL 573, BRI ETE EHochberglEDFA A G IZL VA IEPEZ HH LT,

d) BRREDORIGINTHDT- | MIEPIEIERE S LR,
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*BMD DB FEAL I H
12 A BT, RANI T TR LEel U CIEME, KBRS VT AL & VKRB S BMD %
BT INEE72(P<0.001),

128 U241 AISETEHBMDDR—R S b D E L FE(%)

TR AHKl— 70\?@??
F )27 F AT TSR
LD

JEHE

o o -2.71 (1.04) -2.72 (1.04)
R—=ZFGAAEDT AT [3481] [3498] }
12 A B S0 BT B — R 0.4 (0.2, 0.5) 13.1 (12.8, 13.3)
3@@%@%{% (%) [3145] [3151] i e
24 A W I B B — % 5.5 (5.3, 5.7) 16.6 (16.3, 16.8)
74/11575%0)%%4— e (2677] (2861] 11.1 (10.8, 11.4)
PN E gl VAT

A N -2.46 (0.47) -2.48 (0.47)
N2 AEDT AT [3590] [3589] }

N .3(0.1, 0.4 .0(5.9, 6.2

12 A FRERICEBIT D A 0.3 (0.1, 0.4) 6.0 (5.9, 6.2) 5.8 (5.6, 6.0)
74’/@75%0)’7T{K%3 (%) [3210] [3197]

24 A B S BT AR — R 3.2 (3.1, 3.3) 8.5 (8.3, 8.7) 36.1. 5.5)
it [2918] [2903] B
R S

A B -2.74 (0.29) -2.76 (0.28)

R ZGAABDT AT (3590] [3589] }
124 A B AU BT ~—2 | 0.3(0.1,0.5) 5.5(5.2,5.7)
74/“%%@mhé o 3910] (3197] 5.2 (4.9, 5.4)
24 A B SIC B Bt — 2 2.3 (2.1, 2.6) 7.3(7.0, 7.5)
74@75%@7?{@ (%)" [2918] [2903] 1oy

o FHAEER I MEO S BMDIE A0, MR 254 1 SDEFRE L 7o BLERE S I FEHE IO DI DFEREL),
a) BT (EEUER ) T B : [REMmBIE,
b) BN TR (95% B M) T B (Rl 615

Be G RE, AR, BEAFHEARE ST A 1, B G-, EHE A ORERE, £ 5aifit i

TERCIREEL 72 3L BT TR LT,

TER G ORI AZ A

BMDDAR—R S5/ Mo DEALE(%)DHE

JEEAE EN G R VA KB SHER

—O— 754K (N=61) —O— 751K (N=62) —O— 751K (N=62)
(%) | —®— &7 (N-65) —e— k7 (N-66) —e— 7 (N=66)

—O— 7S5 R->FI/AYT —O— 75 R-F/ZA%T —O— 7S5t R->F/ZA%T
201 —e— FHEl-7/27T —e— AH|—~F /2T —e— FH—~F/2TT

HERFSTB\AUN=),

FE+95% EEX
FRTDFHEMRICHNT
P<0.001 (vs 75t K—F/237T)

SHEEAE, 95% 1E MK [A] S PR, -5, $¢ 5-AiTfil, HIEHEER OBERE, ¢ 5-RifE & HIERTED
ZEHAER CRREE L7 oy B A £ 7 T I R LT,
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et

2K AMO _EERMIE CTORBRKLEEOHHHE HEFGIL ., AFIRETIX596 4
(16.6%), 77 BAREETIL494%1(13.8%) CH G SN ie, ERIGBREKLBEEOHLH FH
Gk, BAER. DU . AR TSR SE AL CTh o7, 240 H DR
BREARTIC, AH T ) A~ T RETIL66361(18.2%), 7TvR /T ) A~ T EBETIL5574
(15.6%)NTIRBRELBEEOHLH ERFZERME SN, KA T /AT I TT®
R T IASTRED1L.0%E THRE SN IRBRIEL OB HH FEH I TN E N BEE
I DU . 0 AR B IR TR | TSR, MBS Tho T,

125 H s ET 245 A BESET
e TSR AFHl—
7T A FIANT FIART
L R VESFAT kT G515 3576 3581 3576 3581
gﬁi;@i@fgw 494 (13.8) 596 (16.6) 557 (15.6) 653 (18.2)
MNZS:n S
T snmn | WRELMEOMOAERS | RRELMEOMOA SRS
(zt;%lJﬁiT“l 00/2/ u I FEBLFIEL(FE B2 %) FEBLFE (R B2 %)
RE iR 62 (1.7) 72 (2.0) 67 (1.9) 79 (2.2)
VU 2 38 (1.1) 56 (1.6) 39 (1.1) 59 (1.6)
i AT 35 (1.0) 45 (1.3) 38 (1.1) 49 (1.4)
AL 32 (0.9) 42 (1.2) 32 (0.9) 42 (1.2)
FESEAALEE 3 (0.1) 38 (1.1) 3 (0.1) 40 (1.1)
AT 34 (1.0) 36 (1.0) 36 (1.0) 39 (1.1)
B 17 (0.5) 32 (0.9) 23 (0.6) 39 (1.1)

MedDRA version 18.1

‘125 Ao —EERMEICHRE SN IBBREER G IEICE SRR EEDH D
TR EREGIIIIIECRFIRE:0.2% ., 7T 2REE:0.1% A0 UL T [FIE) & OV B A&
I (0. 1% A, 0.2%) Tho7z, 245 H OB, 0.2% L ETHE S 7-iRER3E
B HHIEICE ST IRBRIEEBEOHHH EHRITMUEIF(0.3%. 0.1% Al & O E
I (0.1% K0, 0.2%) TH -7,

<12 A MO —EERMIC, GBI #EH) SR SN - EERA EFRIIAFIRET
13164510(0.4%) (ZOARI DT b T 4T 42V KGR TANVAVERFRIRES 1B . 7T7F
REECIXL134100.4%) (18EB 26, &M FLHE 15172 87) CHESh, X T FE
FRIIWTNORERETH0.1% KM ThH o7z, 245 H B OIRBRIARIC ., 155 $K L [HE
HOLHWr SN EER A EREGIIARAK T /AT RETIE31H(0.9%) (Z7uANTY
LT AT 4LV KRIBR . DANAVERFRIRE K1) . TT78R /T ) A~ T RETIL204])
(0.6%) (1B MERB I 26, HHRAIZ 11728 THAESH, TR TOEEEFLRIVTH
DO ERETH0.1% A0 Tho7-,

*Amgentt N & #}

<125 Ao T EE BRI, AFIEETIZ29610.8%) . 7T 2REETIE2341(0.6%) 3 5E
T L7, TRBRER LB ST SN TS E TG EEF LRI, AABETIZ OB
WRIAARSE , 77 LR BECILUEDOIIIETIh-T2, 240 A BOTRBIIIC, AF /7 /2
~ 7 RETIR230, TR, T AT BECTII4FI L, BEESE IR T
JAR T RENB20)(1.5%), FTvR /T ) AT RENRATHI(1.3%) T ol KH T ) A
VT RECHACE ST EFEFROMO BT AL, IRBRIEE B S ST,
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12 A BESET 245 AR ET
N 7R — A —
77 A T IAT FIAST

B R MERREAT R G513 3576 3581 3576 3581
IRRIR LI OH D
EELAERG 13 (0.4) 16 (0.4) 20 (0.6) 31 (0.9
FEHFIE (%)
BEpIIZE ST
IRBRIEE B OB D 46 (1.3) 54 (1.5) 50 (1.4) 60 (1.7)
B ERGRBHE(%)
;@%iﬁ;ﬁfm%é 1 (<0.1) 1 (<0.1) 1 (<0.1) 2 (<0.1)
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QERIFRFIME_EEREKER (BHEFHBESEEXR)
<HE AT —2E T > (201101747885 . BRIDGERER)
BB HERIE BE AR, AHI210mg T 7 TR Z 15 A Ic1E], 124 H 5L, 124 H B AIc BT
DIEHEBMD DN — 27 A DA 2 FEEHIE H LU C, AAlR G REE 7 T v ARG CTHE LT,

H A N A
ART VA | ARSI A, EER L, “EHER, 77 Al R

iE PSS B EHERERE 24501 ARA2THIE L)

TR LYE | AR5 LA FO0RE LT o B M

< JEME. BB E AR ST KRR E SHEFBMD DO TA=2 7 73-2.50LL F

< JEHE . MR AT U R E SEEBMD DT A 7 A3-1.50L4 T C. Magatk D IEHEMA
BT U EIHEAR (B HER U< IXIEHE) B PTIE03 8D

FEERANEAE | - KBRS XTI KBR B S BMD DO TAZ Y 23-3.50LL

s R E AL E B RS

< FE OHMER BT E R R

- H R 72 B R AR Al S

RN B T E 3 3R A 2 L QD (R E O TR R T 2 L RTORSE B H &
RITDHZETHAILATRELLT)

Wopis AFN210me II 7T v RICEIELILL ., 1p HICLE], 125 H B & TR EL-,

7o BRERHIR T 2EF T/ BT A500mg, E XD 6001U%fE H AR L
T7o N—RTA D125 (OH) B 43 DIEA20ng/mL~40ng/mLD &, B 41D
DA R L L T50,000~60,0001U% % 5-L7-,

TEFHBIER | 120 A FESICHT DIEHEBMD(— B = /L — XHR I E 1 : DXAIZ LR D= —

ATGA LDV R
BIVREHIIE B | — 124 H FESUIZRT 2 KB E TALE & VKBRS SEEODXA BMDODS—AT A L7150
A
— 65 H BF SIS DIEHE, KBRE VA5 AL KB E SEERDODXA BMDDR—AT A
LI R
PR S A (Rl E B )

12 A B I BB EHEBMD DR — 2T A3 DAL ZR L AFIFE12.1% ., TR
H1.2% T, REBEDR T 7 2RI VA B IZE D~ 72(P<0.0001),

127 AR RIZE T HEHBMDDR—Z 54/ H o DELEE(%)

TIBR AH .
FIEREDFE P
(N=79) (N=157) 7 ko= i
JEHEBMD 1.2 (0.2, 2.2) 12.1 (11.2, 13.0) 10.9 (9.6, 12.2) <0.0001

T =213 N (95 Yo (EHEIX R
a) FeHRE, BGRTBMDIE, MIERER OMAE, # G-AIBMDIEL IERMLO X HAEM . G-I T ARAT R
A HUSCCRREE L 72 38 AT R LT,
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E#BMDOR—RSAUMS>NDEILE(%)DHF

—O— 7&K (N=79)
A —— AF| (N=157)
| (%)
A 104
= 4
1
P
» 54
?
g §
1 0 579
=
T T T
0 6 12
B/ RFHELI5%IEEXM (»R)

ARHEREAE, 95 %0 RAHX I, B 58, B GRIBMDE, E R OB, ¢ 5-RTBMDE LI ERLD 22
HAEH, 8 5-RIOT AT 0l MU TR L 7B TR L,

i

BMDD R —ZZ A NHOM ML, BARNBEEMATHREEIZGRD LI, AFNT T 7=
AL T124 A B IZIERHEOBMD A A &I & E7-(P<0.0001),

BAAEFATD120 BB ERIZE TR EHBMDDA—RF/4 2 H D E L E(%)

7R AH e
TR REDFE B
(N=9) (N=18) TTERLOE Pl
JEHEBMD 1.7 (-1.6, 5.0) 13.5 (10.7, 16.4) 11.8 (7.2, 16.4) <0.0001

T =S 3w N IR (95 %o (E R K )
a) FGHE, B G-RIBMDIE, #5310 T AMAT B AR CTHAEL 7L BT CRHILTZ,

A5 E R EEAm I H )

124 H B RIZ BT D RBRE TR BMD DR — 25 A s D 2RI AFIRE2.5% .,
TSR REE-0.5% . NIREEHBMDDR—25 AL NEDEAERIT . AFIFE2.2%, 75
TAREE-0.2% Th-o7z, WMEL T, KBIEEN T T2 REEIDA BT E -T2 ( 1E 3
P<0.0001),

120 AR RICHETHIRB BRI RV KRR BEEEBMDD
R—=RFTLO DD ELFE(%)

TR AH TS5EREDFE
PN =SUR VAT
_ -1.92 (0.65) -1.92 (0.59)
N N ﬁ *,a) _
ATALRDTA=T [82] [163]
129 A B ElIcB17A~_—25 | -0.5(-1.1, 0.1) 2.5(2.1,2.9) 5023, 3.7
AANEDHDIALZR (%)Y [79] [158] o
KA ST
_ -2.30 (0.52) -2.34 (0.52)
AN N *,a) _
ATAEOTAZT [82] [163]
129 A B EIc817A~_—25 | -0.2 (-1.0, 0.6) 2.2 (1.5, 2.9) 0.4 (15, 3.3)
AAEDHDEAEE (%) [79] [158] ST

* AR A MED S BMDAE 20, IR 2% 1SDEHUE L= B HERE W HE IV O DRI,

a) bRV (R 22) T By [REmEI% .,

b) 1By /N T (95% (R R KA T Bt : [R5 4%
B, BRI, AER SR OBRE, He5-ATELRER SR OO Z B, B E/IOT AT I
i, Ml TR L 7= L i TR LT,
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61 AR RIZE T HBMDDR—ZF4 2 i DAL (%)

7o, 6 H R RIS T DREHE, RIRE AL M O RBRE SHEBBMD DR — A7 A 7 h
DEALRDOHER 2 TERITRT,

7TRR AFA e ‘
TR REDFE ab
(N=78) (N=156) TTRREDE W IEPfE
JBEHEBMD 0.3 (0.6, 1.2) 9.0 (8.2, 9.7) 8.7 (7.6, 9.7) <0.0001
PAZaN AH o ‘
R D7F= ‘é‘a,b)
(N=78) (N=157) TIRREDFE M IEPfE
P
PRI 0.2 (0.2, 0.7) 1.6 (1.2, 2.0) 1.4 (0.8, 2.0) <0.0001
BMD
k5 SE
?MHS ol 0.0 (-0.7, 0.7) 1.2 (0.6, 1.8) 1.3(0.4, 2.1) 0.0033

T 23 N (95 % (R HEIXR)

a) BERE, B G-RIBMDII, I ERRROMFL, % 5-RIBMD LRI EMFEO L EAEH | 57O T ARAT R
filf, Ml TR L7 L0y By A ThRUE L7e,

b) Hochbergi&Z & 5% LD HEEIT 72,

el
<12 A BESIZRBIT DR LBEHEOH L EHRIL, AFNRETIH19F(11L.7%), 7T+
REETIXTHI(8.6%) ThH o7z, FIRIEBHILEHEDOHLHEFTRRFIRET2HILL LI
TRENT, AL FESBALALEL & OVFESE Th-72(F ),

127 7 Bf AR 77&R AFH
L ANERRAT R B 81 163
IRBRIE LB Db DA FHHERIEBHIE(%) 7(8.6) 19 (11.7)
TRBRIK LB OB 5 A HEEROFELE TGRS LEE DD EE S
(AAIREC26ILL 1) S BIEEBLR %)
TESHEE T 0 4 (2.5)
TS RLEE 1(1.2) 3(1.8)
GIEEE 0 2(1.2)

MedDRA version 18.1

127 A ETITIRBRIELEEDOH LT IRRELEEOH I EE LA EFGIIRES
IR oT2,

TRBRIED PRI E ST IRBRERE B DB 5 A FHHRIT . AFIFE 2B GBI D Fu
151, BE K ORI 1) 25380 iz,
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QENEMHIETFRERAR (TVNSFREOHE)
<HE AT —% >(2008028978 8% . STRUCTUREZB#R) 13239

EARAR A —R

(ZRDIBBRARIR D &> 2 PR A% HLRRIE B 25 BT AH1210mg, 15 A R 1], 124 1

MEEE- L, 120 A B ETORBEE TN BBMD D _RX—R7 A L b D2 2% EHRHIE H L LT, AAl
BGREET U ANTF R GRETHLT,

H A

K-

BT VA

St LR HEEM, BIER, TV T F N IR

B SIS

ERARAR R —MZ LD IR SR D5 D AR B HLIERE RS 436/

T BRI AE

AEHR557% LA _E905E LA N D BARR 1% & i

< FEHE, KRBRE AL ST R E S BMD O T AT 232,50 L4

B ENZIEHER B T (5ORE LA SUIHEAR B I DR 5D

- PR 14 5 LR E BB ISR D /KR B O B AR AR R — M EE AL LLRTIZ34E L |
RO S(EEOIFERIZT Vo Res RN Y A70me4 8 1 TS50 H &2 5% 5-)

Jiik

AFI210mg., 14 H BIC1EL, I T V/8F7F R20ug, 1 H 1[EEZ TR 53T 2OV NI
mEALLIEE R FCl2y HM& 5L,

ek, AREBRHEAR B, 2T EB L7 A500mg, B XD 6001U% i H AR AL
7o N—=ATA WD MLIE25 (OH) B X2 DIE2NM0ng/mLEL F DA, B4 DOY]EIE
i LT50,000~60,0001UZ#E 5 L7~

TR H

12 A BF I BT A KR E ITAL SR BMD( . 8 = L — X U & 1 - DXAIZ KD EE
) DR—2F A L D IEL R

IR EFAT ZE

TREE A OR—RT AU INHO B ER(FE 2RI AHEE H)

— 5.6 H B ODXAIZ LD KRB E A EBMD

— 5125 A B S ODXAIZ LD KRB WAL EBMD

— 5.6 H B OQCTIZ LD KRB VLR D f2 EBMD

— #5125 A B EOQCTIZ LD KR VT # D F EBMD

— #5640 HEREROQCTIZE DRI B AL O3 X TOMFEMAE S TeBMD
— #5129 A KRR OQCTIZ L DRI E AL D3 X COEE F T2BMD
— 56 H BF S OFEAIZ LD KR E AL EROHE & H 58

— 512 A RS OFBAIZ LD KRB ITALE O HE & B TR

(FB)QCT: EmAa L B a—F — Witk . FEA A [REZARITIE

i A

AAME(EEFER A H)

125 H W5 (564 H K OV24 A B L COIRBERY O 12815 KRB AL ER
BMDD_R—AZ A INHDOEALZRIL, RFIRED2.6% ., TURXTFREENR-0.6% THY, A
FIRECH B IS EL TG 1E % 4P<0.0001),

120 BB RIZHBITERBEEMEBMDDR—R 5L iDL (%)

TUNTFR AH TUINTFR ‘
P{Ed)’ b)
(N=209) (N=206) Lz
hH AR e A 3
;(Mﬂ’iﬁ L -0.6 (-1.0, -0.2) 2.6 (2.2, 3.0) 3.2 (2.7, 3.8) <0.0001

T — RN =TT (95 % R <)

a) 50, AFANG A0, SCTXIR AT, BVIDER 5 AL, JUE AR OMEAE, BMDE: 530 L B iE Mo 22 7
PG L 7R IIE T 7L CARATL 72, 7L CLAARHIE O Sy Sy WO 2 S

b) SEHEDHIEETT 7,
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A hMEGEREEGE H)

61 H M O 24 A K SUZ 31T HDXAIZ LV FEAR L7z KRB VAL BMD DR —2F A )b
DEALRDITHD, 65 H MO 2» A BESIZBITAQCTIZL VL 7= KERB AL o0 &
BMD }; OV C DRI A & TeBMD D Z8 AL 3R A ONCFEAIZ K0 5 H L 72 KBR B UL i o>+
TEB R 1L, AR CREAIICA EIZHSGEL T 7=(P<0.0001),

6B U121 AR RICHE T SHBMDDR—R S H oD EILHE(%)

B A HH TUNTFR ARH TUNRFGTFREDZE Pl
64 H N -0.8 (-1.2,-0.4)| 2.3(1.9, 2.7
\E,E., )'_?J_.LL > ) . 5, . . a)
KA B AL HBMD N=203 N-203 3.12.5,3.7) <0.0001
KERE AL D -2.7(-3.1,-2.3)| 0.7(0.3, 1.1)
’ ’ 3.4 (2.8, 4.0 <0.0001"
e EBMD N=156 N=163 ( )
KERE AL ERO4AT|-0.8 (-1.1, -0.4)| 2.3 (1.9, 2.7)
’ ’ .1(2.5, 3. <0.0001”
Ok 2 T BMD N=156 N-163 3.1(2.5,3.6) | <0.000
124 A N -0.5 (-0.9, -0.0)| 2.9 (2.5, 3.4)
BB T EBMD ’ ’ 4 (2.8, 4. <0.0001%
PN A= RUR VALY N=202 N 3.4 (2.8, 4.0) 0.000
PN gl AT ) -3.6 (4.1, -3.1)| 1.1 (0.6, 1.6)
’ ’ 4.6 (3.9, 5.3 <0.0001"
JZEBMD N=159 N=163 ( )
BB AT OAT| -0.2 (-0.7, 0.3) | 3.4 (2.9, 3.8
NERREATRORT ( ) ( V| 560942 | <0.0001
DRI & TeBMD N=159 N=163

T — 23 N (95 % (5 HE X )
a) FERE, FEMRE A, sCTX P 5-FifE, BMD#EG-RIE., I EH SR OFERE . BMDE: G-Ri il & EFEFE D2 B
F, BRSO HAR A CHREE LI ENE T 7 L T LT, &7 0 Tl dstEE o/ Bl sy ok ik
VW,

b) Beh-RE, FEAMRE AR, sCTX$ - HifE, BMDH¢ 5-AiifE, £ 5L e i oD 22 AR C

TITHRT LTz, B 71 CIIFERRE O S 3t S i 2 v vz,

A LT S E

RV 12H ARRICE T HERBEDR—RFA NN ELHE(%)

RS HH TUNTFR AH TUNRFGFREDZE PfE®
6 BESTEAED  |-1.0 (1.5, -0.6)| 2.1 (1.6, 2.5
BH | RIS ( ) ( )| 314,38 | <0.0001
HEE B IR N=163 N=164
12 RSO | 0.7 (C1.5,0.1) | 2.5 (1.7, 3.2
23| KRB AL ( ) ( V| 201,43 | <0.0001
HEE B IR N=155 N=159

T =23 N IRV (95 % FHE P )

a) BeltE, RN AR, sCTX ¢ G- fiE, HE B 50 5 Be AT, B LRTATING A5 0D &2 BRI TR L 72 I i
HEE TV CRATLIZ, B7 /L CIEIREE D 7y Bl oy Bkt & e,

A2 (RS AR H )

TRBRIEB G- 10 H B DPINPES, N—=2TAMELV10 p g/LEMER D ERAZ/R LT SER
T\ 129 A BT O KRBT FIBMD 2L 5123 % LI o B INASER D D7 fiE il O F
BUE AHIBE46 %, TV RTFREEI8% T, [FARIC, 124 MO IEHEBMDZE L=
(3% LA EDBIMASTBO HIVIIEBIOEI G 1L, AAIREIL Y0, TU/STF REETIL66% TH

27,
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ek

VRERIRLENE OB L E EFERIT, AANRET218FH146/1(21.1%) ., TV XFFREET214
B 3961(18.2% N7 BT, FELRDE -7 BB L HEOHHH EFHLRIT, 1
AR (AR 2.8% . TV/SFF REE0.9%) M OV IHEE 2(2.8% . 1.4%) Tdho7=,

127 A B8 TUNRTFR AF

LR MERRAT S 15T 214 218

NN >

igg;i;ii%ﬁi%) 39 (18.2) 46 (21.1)

TRBRAEL B DB 5

BEHGOMIA TRBRE LB O 55 FFRR B FEBE %)

(RAIEETL% LA L)
ESEBAL SR 2 (0.9) 6 (2.8)
SREE S 3(1.4) 6 (2.8)
B Eiivi 6 (2.8) 5(2.3)
5 P 3(1.4) 5(2.3)
W53 3(1.4) 5(2.3)
9 57 4 (1.9) 4 (1.8)
[iONEgT ] 2 (0.9) 4 (1.8)
AR 4 (1.9) 3(1.4)
TS ALEE 1(0.5) 3(1.4)
TS Z SR 0 (0.0) 3(1.4)
SR B IRE G 2 (0.9) 3(1.4)

MedDRA version 18.0
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43




@ENEME_EEREERER (FLOFOVETNIOLLEDOLE)
<HNENT —%>(201101423K8% . ARCH#ER)2)
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AR B SUTER BORETE

* HE N O A7 BRI A S

DA B S 3 B A

I BN SIS OV > SHEEPEIR B DU NMTE DFE

BN B KA AN A (2720 | e E DT ST IR 2 (L BT O IR ] &
R HZETHANATREELT)
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AFN210meZ 15 A 1R T 5 X3 7V Ras g ko A70mg% 18 I 1ERR A%
B3 2BEOWTNCLIOEIS TRIEAIL, TNEN _EHER F T2y AMEEL
770 TD% . EMMEEHEFF L= FEMAHCT LU R g o AT0meZ @ 1], 124 A [
o5 L,

ok RBHE R 2EFITDOREE AT A500mg, XD 600U F HARFAL
770 N—=RTA RO IMLIE25 (OH) B4 DIE340ng/mLEL T D56 EXI DO EIE
fiEELT50,000~60,0001U% % 5-L7-.,

T EEHm I

— 245 H TR O HTHHEAE Jr D F8 =

— SR AT IR O B R B I GEHEIR B 7 K OB IRHE (R I 0 F8 2R3

AT SRBRBA LA 53306 LA L BF ICERIR B I TN fERRS AL, D RREN
24 H W RLOIRBCR Bt 58 TUICRFETELT,

EIV G EIEEE

ERRIREHIE H

— BRI O FEHEAF roFE A4 =5

— AT I e OV 20 g SRS 381 DIEAE , RBRE UTALES KR SHHIBMD D~ —
ATA L INHD IR
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A (R E H)

245 A W OF MR B JroR A%
AHFN2H A MBGLZNTHST L Rar g N A2 A BB 5I12EY, 245 A KR
(CHTHRMER BTV A 2T Lo Rar @ o A ERE 5 L L TR EIZ50 %K TS
7= (FE%FU 22=0.50, #HIE# AP<0.001),
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245 AR OFRHEE BT OFREE (%)

FOFRMEAR TR A (%)
7‘/\ S iR
+:ut;f& Al MR A7 O | IS0 | |
g ! T Ru g (95% 5 HE X [H) (95%fEHE X [H) P
Tl PRSI
FRIT A
8.0(147/1834) 4.1(74/1825) 4.03(2.50, 5.57) 50(34, 62) 0.50 <0.001

a) HaH) AW B OFERF) AN T =0 T — Y = AR TEVEIC L DA . KB EAEBMDO TAZ 7
(2.5, >-2.5) M WD BB ProA T CHREEUSEH U7, BERIENCIE, Zho0ERIKF Lz
ATV BIFRET VR,

b) A EKUE0.05 THME57-8 , BRI E 5L HochbergiE DM AA ORI IV IEPIE & H LT,

« AR O B PR B T GEHE(R B 37 M OBRIRMEMRE ) D 6 £ R
AR L E ISR B T 08 3 AR L7464 12 S KAl Z RICkiK T L v Ray
Fe IR L 5230 BR BT OV A2 T Lo Ras g ko AE G L il LT
B ENC2T%E T EE 72 (i 1E % #P<0.001) ,

FEBT VM OBERBEFTOFRLEER (%)

R IR B P36 A 3R (%) R
TLLRa BT R A AFl— _ HIEPfEY
. . . (95% 54X M)
T Ra R NY A TLrRa i RIT A
13.0(266/2047) 9.7(198/2046) 0.73(0.61, 0.88) <0.001

a) NP —REIFAER, K EEAEHBMDOTAZ T K OBETF O B /MR Hr D M CTHHFEL Izcox bl
F—FEFLEMNTHRELE,

b) A EIKHED.05TLLEL 3572 | B IRIRE 15 EHochberglE DR AR IZ KM EPEA B H L7z,

BRI HEA B DT — & KA1, last observation carried forward =2 X058 L7,

A M EIR LA TE H )

« BRI R O IEMEARE D FAE =R
I EARATIRE S E CIZIEHE AR B T A3 I AR L7395 B2 JE D& | AFIEFICHiK 7L R
VTR LG, FEHERE YT OV A 2T L o Ru g N D A BB E L g
LTAHBEIZII%E FEE- (FRIRMED4 B EDP=0.019, #H1E# 2P=0.040" | J&5|
coxtt NP —RET L),

a) ZEMEOFHEIIITOR) -T2, 728, FERERT A2V, Lan—-DeMets? o 14 %7 BI$Z TPocock Bz 5
AT T(0.0233, A . FEMEHTIREIZ 31T DI B P DB B HIWT LIRS R, 4 B LOPEIZZO
a KK L THRE Th -T2,

b) % FEMAFREE U7 i AIPAR (R B NE 5 ORI AR TE CHlEE)

« = BEARAT A R K OV 2 A [l OBMD O ZE (L 3R
AANEZ UL T Lo R g Ny 2B 52 X0 EEAEAT IS DIEHE, KR
BN e VK BR B SHEROBMD % 7 L > Ru R R o AR 5. L LB L THEIZ
RS, XR=RTAU DD RN RIEMEOEITEINEIN8.1%, 3.8% K& T3.8% T
HoT= (T R TOENL THI L 7+P<0.001, F43 BT,
Fio, AFNEGATEY, 120 A R ETOREME, KBRE AL & QR BEE S5 OBMD %
TLrrRaUfgt Ny LR L L THEIC ER&E R—=2T7 400D EH/N 5
PIEDZEITFNEN8.7%. 3.3% K UN3.2% T - 7=(F X TOHEBNL Tl 1E F &
P<0.001, 353547,
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<120 Ao ZEE BRI A O EETHRICRBI oA EFEL EERAEES IR
BRERO B G RIS B EREG, KRBT IEICE TG ERERORBIRL, W&
HREMCRIRE TH-1-(FH),
12 H B, RFIBESUIT L R g My AR TL0% L Bic@ssni- B A EH
%, BIFHTES (RFIEE:10.4% ., 7L R fiEF M AR 10.8% . LT IEIE) & OV
B9 (9.1%. 11.3%) ThoTo, FEMHTIIMIC, AH/ TV Fas @ o L5 LD
TLrRa T UL/ TR B N AR TS SN ER A EFRIT, £
A (17.8%. 18.5%) . & &B%A (16.1% . 19.5%) . BAHEI (16.1% . 18.0%) . #xf
(13.8%. 16.7%) | I+ (11.1%. 11.2%) . MU (11.0%. 12.2%) . 508 &G
(9.8%. 10.9%) . ZE T BAHHAE (9.6 % . 10.1%) M DR BRI Y (9.1%. 12.1%) T -
oo 127 HRIC, IRBRELEELY L HMr S - A EFRIT, AANBETIE299641
(14.7%) . TV Rus @t o ARECIE31041 (15.4%) THAST-,
127 A RIS, RAFEIT Vo Ra g Ny ARICRBIL - EER A EHENL, 262
Bl (12. 8%) (HtiZe 166, KEREEHT11H172L) ., 27861 (13.8%) (MiZ176], KIEE &
Prieplpl) B HHRILICE TG FFGHNLT041] (3.4%) GEO, WHL AR B& 46172
). 6441 (3.2%) (FFAS B, EIEERTREAHI72E) ThoTz, 125 H RIC, REFELT
Lo R g Mo AFEO2H L FICRBLIZHE T ICE 727 EFREEARGE) L, 2tk
DA IE (3511, 0fF1) . D AR4x (261, 1451) | PR &R fE (2431, Of31) | Az (1431, 3431) |
MR 3R (L1, 241) L FE T (1], 2051)) R ONZRBRAE (1451, 2451) Tdhro7=,

*Amgenfth N & B

125 H F(CE SR R HIR

ALN RHA ALN—ALN AHI—ALN
ST ST S 51 5 2014 2040 2014 2040
EHEERZDOD
S %L (%) 1584 (78.6) 1544 (75.7) 1784 (88.6) 1766 (86.6)
%Eﬁggﬁi%m 278 (13.8) 262 (12.8) 605 (30.0) 586 (28.7)
BEHHIEIZEST-
HEHGD 64 (3.2) 70 (3.4) 146 (7.2) 133 (6.5)
FEEBIE (%)
LI EHST-
HEHEGO 21 (1.0) 30 (1.5) 90 (4.5) 90 (4.4)
T (%)

FENTRIGUEBIEUL, 120 A O Z RS REIFICIERIEDO #5407 &b LIS T 7o B 5L
EHEMAITHIRORBRIL, 120 AMO _HERYIMICEZ>7T-FHE8 2T X TE T,
ALN: 7L Ra gy A

HEHITREEFEFES

124 Ao B S HREIIC, WEE ., KAV AE, 1R IR b,
K O BAEIE & B 32 P REME O 52 H HHFROFILRIL, W& 5 AL/ ClRRE
Tholz, WHEDOA EFEERIT, AFIBETIE2H (0.1%AKH) . 7L R gy L
BECIR1201 (0.6 %) THAG STz, HEFHIAL S (FEITREE) 13, AFIBETIE4.4%, TV
URu R RID ARETIE2.6% TSI, A SHIB S iSRG X220 >
7eo FEEBRIRE BT &P ESNTFR L OB L ESN T FRITHBLL 2D
-7,

12 A0 " EERBIME THROIESEHRT LU Ras i Ny a5, JEEi
KEEE B LA ESNIZERIL, AH/ TR g o ARETIE3H], 7L Ray
R L/ T Lo Ra g o AR CIIAP TR E SN, T X TCOFERNEERH
ERLG LS, ZORIMIC, BEEEL L ESNI-FRIT, AF/ TR R
FRIT L2 GEEE) . 7L Rarigrhos/ T Rar g o AR ETLH
(EE)BIILT,
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CHEROME RAEES LA ESNI-ES

12 » A, EEZRLME RA FHEGLHESNIZFEROBBLRIL, AFHE 2.5%., 7
LU RBVEETRIT ARE 1.9% CTHY, 02T EICR IO M LM E OfF EFEHGLD
FHRITENL TN (FR),

i BTN AR
ALN— ARH— ALN— AH—
A A ALN ALN ALN ALN
EEROMAE R
Eifﬁﬁ%@; 1.9 2.5 6.1 6.5 6.8 7.1
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VI. ZE3hEEE(CRJI HIAH

1. REFHNICEEHHEEMRIILEHH
LR

2. XE{ER
(1) YEFRERGLI-1EFRBAF

OB/ AT IATLBAT AFEE L T ELE T e MEiAZL axTF v ) 7ua—F AV HRTHD, A7
LA ALE IS L > THONES CREAESNDRES L R THY, Wit 7 T VRED A OFIEIK 7T
b5, BRI ZAN TOAZL AT AL DWWt & 7 F /ARZEDINENE, B AN L 58 TR & ]
HE ST B IR L DB WU RIS 357 (FIXIA),

DEY AT L, AIVAATF VAL ETAZLICLVE T = 7 HifazTE AL | B i L5 B e AR
EIRHEL BB B BT A2 CRIBEIRET D ¥, Fo, v BV X~ T IO 7T RER
ZNLUTC BRI ZMHIL OB EZRIEL TS O (R4,
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ZRHLARFY @ BI1=27
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\

\ e i
s 4 ;‘) HLLEER
\\ ﬁbb"ﬁ'&i \\\ L}
,‘} 3L mmna \ (AR
S amm i + 4
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Fe AL aATF U OER, A a 'Y XA~ T OIEA

(2) EXZERMTHHABRAE
1) RYVARFUITHTHR/ERME (n vitro)®
Y DAI L O AT Nk H0E Y X~ T OBIFMEE O T D72 DITHE & S BRIMNEZ WV TRE &
REEEfE LT, oY A~ 7L, bh, H=IA PNV KT YD RIL B AT AZZENE 1L, 23 O3pM
OKUECHE B EE) TRIE LT,

2) EMELLE YRS /OGS EKEEESY /39 (LRP4, LRP5 B ULRPS)DHIRASM B A DR YL AR FY
DFEEITZEEERA (n vitro)™®
BIERRIEIA LU COAZL AT OIEMIT, &AWt 7 AR ZEIZ B 53 S LRPs(LRP4, LRP5
S O'LRP6) Dl e 1 stk (ECDs) ~D#E G IR AF T 223 MBI THRY, 727y TH LRPS I TNZLRP6 I
WntU 4 R0Frizzled FARE EHIZWnt & 7 T AR EE B IRICIFE T HEZ BIR THHZ LRSI TW
539)0
2L AF > DLRP4A, LRP5 & RNLRP6~DfE Aokt T2 0E Y X< 7 OVERZ I+ in vitrofs
ARBAE I LT, 0Ty X~ 7 (32 LRP5I NZLRP6MECDsE A7 L B AT LDFE G ZLEFEL -2,
#A#a % LRPAOECDsE A7 L B AT L EDOFERIIILE LD -T2,
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3) BFMRRHMBRAIRIRRICHE TEIRILARFUREYE (n vitro)™®
2EY X7 (10, 20 2 UMO0ug/mLIE, ~ 7 ADBHZE T R AR AR T OMC3T3-E1-BEHIEOHIf
IIEDOARAE VN WpkaE B JE) BRIV T BN, Tovh, H=I AP RO~ ADOFHLZ A
L AT (1pg/mINE KD A PRALINEIE A ZLEF L | AR AR AT L a 2T 2§ T L CHRTEE
LT,

4) BAE§EH Sprague DawleyS Y= HIT 5B HIZRIFTHEAY

IRERIHZ v Moa 'Y X=7'3, 10 % U50mg/kgz i 1[A], 523 M Fz T 8 5- L7 R (% #En=35~50), "
TOHETKIEE B, KIEESET L OEHEICBS T8 &L OEMRERENENA E(P<L0.05,
Dunnett’s t-test)?>2 F ERFHITHININ K O TR L 7=, IPELA H O3 REEL IR L T, mEY X~ T # 5
FE IR R A EE D3 KRB B o0 (e 7 121 Yo 35 N) . KRB ST (e 546 Yo H M) S OV HE(LA-L5 - e i
270% 400 CTAH BTN L72(P<0.05, Dunnett’s t-test), SHIT, BRI LRI RTGA—H L FE &M
BMD O] 5 SUEE BB - TZ[EG /347 Tl B 'O B iR E L O MICA B2 EOMBENRRD S
#172(P<0.05, PearsontHBMEAT)(T X,

REHHESYMNBFIO0EVAIITN2EMB EROFELFEHREOHEE ORI (IHE

[EHE(L4-L5) B KERE BEED
(N) (N)
1500 r-value 500 q r-value
—vle— {BFift 0.54 ——{BFH  -0.03
—O— JRERE 092 —O— GREFEE 059 =
—e—3mg/kg  0.69 4001 —®—3mg/kg 093 2u
—aA— 10mg/kg 0.76 —A— 10mg/kg 0.89
| —®m—50mg/kg 0.96 —B— 50mg/kg 0.78
_, 1000
X £ 300
x %
g o 200
5001 g
o
100 *
o] T T 1 ¢] T T T T 1
o] 5 10 15 o] 5 10 15 20 25
Fi5& (0QCT) (mg/mm) &5 & (pQCT%) (mg/mm)
C KRB SAER
(N)
4 kBTN
1007 o suaspmes
® 3mg/kg A
A 10mg/kg oA "
m 50mg/kg " . P ]
e
= o 0. ,;t iy
HX G gl
X 50 Doﬁffﬂ oln =
] - © OO .* =
2 °
(o]
r-value: 0.61
0 T T T 1
0.0 0.1 0.2 0.3 0.4

Bi58 (DXA) (8)
B EBMOIL, L4-LoHER(EQCTIE), KRB B ¥ (pQCTIE) K KR & AT (DXAE) TRIE LT, ZhbDHE
PECORKRIFEE RO DD ERI E B L EM LT, LA-LEHERCERL), RBEE & 85 M O RBEE SHERIC BT
BMC &I KA B L ORI RN ST ZAT N, B EAREAA B FR I (r-value) & & UL RIRIZ DUV TRIR LT,
£ Bfn=10~15
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5) MBEHEERHA=—VIFIVICBITZBEICRIFTHER?
JH B H U7 Bk ik B L (8.5 PA_F)IC 2 Y X~ 73 X 1H30mg/kgZ i 1 (8], 523 [ T2 5-. 30mg/kg
Z AR, 2638 [ B2 T G- LTS R HEn=16), IEH 708 BB O A KA. Wi B OIS & O 8 & Ot
BICR D580 % P15 O THAE DO ] AR AF 2 BUE 8 % OV B O INATRO BTz, 2Tl
S TRBEE B HRER . KARE S M OMEHE D K ) ) B 58 X7 A—2 )3 F B (P<0.05, Dunnett’s
t-test)2> > H EARIFRNTHENN L 7=, S D ERNL CE 8 & B Kinf O BN IED [RR EAR NS HZ L
MHEREY AT OF LI > THEEFIREO EF R BRIHERF SN T LI ENEAFIT BT ),
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A
A
400 4
6000 4 00
3 B 300
g 4000 4 g
r-value 200 r-value
= W e 4l 0.86 = —i— (B E i 095
2000 4 —O— GREFEH 0.82 —O— REHEE 0.91
Q, —0— +3mg/kg 0 80 1004 —@— +3mg/kg 0 73
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—m— +30mg/kg (26 ) O 92 B —m— +30mg/kg(2618ME) O 93
0
0 50 100 150 5 10 15 20
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C KEREBEH D KRB
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2000 - i 3000
A A 7’ A
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% Yl % ;
x e x
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1000 o * BF 1000 Oo ——@lFH 0.78
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m +30mg/kg(2618H) —m— +30mg/kg(2618E) 0.78
500 T T T T 1 O T T T 1
40 50 60 70 80 90 2 3 4 5 6
EEEEER (pQCTE) (mg/mm) AIREEAIEREIRR (DXAE) (8)
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(DXAIE)CHRIE L=, :n&m%{jf@%kﬁimmét&)EMUJ?*@E%%MU_O L3-LAHERCE), L5-L6
HERE CTEHD) , RBEE B i B OV IIRE SEEBIZ 38UV T BMC R KA B E DB EIR AT 21T\, IR AR S FH R
{7 $5 (r-value) &4 FE XL 2RI DV \T?\%mbto

K HEn=6~16
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6) EREZWMO=—01FIVICEITEEHERRD
YRR U7 B s =7 A P UORS  LL_E)IC e R~ 3mg/ ke 3 11812638 B 2 T4 5L (h=32).
BB BT DB R L OF &R OV RIS RIE TR AR Lz, BB RO BMDIZ# 56
H Tl B OB K OVE SR O A B2 L(PL0.05), B B o BB B NI ET Y 7 O— il
EREHLUCQN, — 0, KB EESE CI R BMDIZE D &3, R EWNYET V7 OB INOFEE
& 72(F ),
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A PLO.OSEIEREL DELI | t-test), ¢ T/ § e ITlog2 A A\ [FER DT 24T o7,
T i N=ATA L DI OG- DT B ANAT T,

Fro, ERRE T — 2 R OA IREFMHTICLDHEE B L OLLETIIESE, ne Y A~ T 5
KO E SRS B i CUrES U COI, B A 8 TR SIS Lo BT O b > 7o (T ),

MEBHZRI=IV(FLICBHE0EVATTICLIEROAREREERTRAEONE

=l BEEH
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5
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=
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T AT R YRS
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7) MERBHSYFOBICRETRRAIVARFUORKERSOERY
YR T v M2 Y MAAZ L u AT R (r13CT)5me/ kg4 1238 [H] | #8281 B2 T # 5L (W) H1#5¢ 5- 1 [H) |
ZOHIINH24 ETHREA T URIEWI ), £ D1%252°53018 £ T G- 7= (B % 5 B (& #fn=8), Z D
i R, r13CTIR A G- W] ARSI 8152 D P4 5- I KD & B BT B TR R EBMD ZHE NS | B RN 2K
FEETZ(F D,

REFHSYMBTEBEEI—D—PINPEE#BMDIZR FTIHRAILVORFUREBREDER

(ng/mL) (g/cm?)
50 . ' 0.36

0.34
0.32

40

0.30
0.28
0.26
0.24 3
0.22
0.20 A

B ; 0.18
024 6 61012141618 2022 242628 30E) 0246 é101‘21I41I61,82l02l22|4262830(ﬂ)
BE5HRE : REEHRRS | BR5EHH 5 HR : {RSERARS - BRS5HRE

—i— BFIHAERS+ARELSEBRS (Sham+V/W/VE)

—O— PREBEHEERSHAE(OVX+V/WEE)

—0- PIRBHAMIIVORF AALEIE S HAEHBEIRS (OVX+1 3C7/W/VEE)

—A— PRI ORF AR SRR AT ORF LA B S (OVX+r1 3C7/W/r1 3C7E)

TSI SRR
A :P<0.05(Sham+V/W/VEEL D LK) . % : P<0.05(OVX+V/WEEL D L), # :P<0.05(0OVX+r13c7/W/VEEL D LK),
RER O LEBRIZIE, — JCECE S H T 24T\ Y Tukey D 26 B IR E 2 FIV V=,

W
&
ANGRE

dN L dBEHE
N
o
1

a
!

o

8) FEMEN=—VCFILICE T BB IR O BRABICRIZTHER
THEME B 1 (4~ Bl S P BB IR E 2 D W AU R B SO i & fe L | YA 513 30me/ kgD w8 X~ 7 2 A B F
i {2628 1B 108 MR TG LIz (B Hin=21~22), ZDfER, B8/ XA~ 7 ITE L THE
(B OVE R A ISR 72(P<0.05, t-test), 108 HDOIGHMFE . n®Y X~ 7 & GHEOF Pz
T MEARE D3 D722 LB O T ERDV NS VS DB EE . EIBRAEILE PERRS D728 o 72,
BITBALICB I DINEOSET, I I B EAL O E 5 88) & OV R (EHE) B AL OB TR, &
B OVE 58 TH [RIERIZRB O AT,
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(3) 1EFASEIRBHM - S ae R ®
<HNE AT —FEETe > (20060220, 20090378 K (N20xx027 774 5R)
2EY A7 % HWZERBRIZ BT Img/kgbh B BRI IR I B LT s | B IR~ — 7 — (PINP) D
N VBRI~ —F1—(SCTX) DI CRSA BTk T 52 ODEARFRO b,
TEY RV T 5% 2 b4 TPINPIR B LR REL20 . TR R RITB B RAX—RAT7 /0D
100%7°35150% TéH Y, PINPIEEE I8 H 12 ETICR_R— AT A £ THIE L2, sCTXIEE L 5% 15
23 M B AR 700 2 545080 D 12 ] CR— AT A U AHL £ CRIE LT,

BELHICOEVATT2I0meZ BRI R ES#OOEYVATTRBELUIZPINP R UsCTX
DR—RFA MDD E L (20xx02775KER)

(ug/mL) (%)
35 250

—o— MiFPOEVIYTRE (N=37~40)
—— P1NP(N=39~40) - 200
—{F sCTX(N=39~40)

RRAEL AN HOB TR

HEREST S\ AUIN— ). SXLOSGRAdN Ld

FfE R RE
-15 T T T T T T T T T T T -100
o] 7 14 21 28 35 42 49 56 63 70 77 84

5% (R)
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VI. EYEREICE89d51EE

1. MPBEDOHRE
(1) AERLEDGmMPEE
Y E R L

(2) FREKSARCTHESIh-IMPRE
1) EEEE(@ERA)
< HAANT —#>(200903787:45r)'¢
PR R Rl N 2 PELCAS A 1, 31 %5mg/kg (B HE6HNZ BB PG LR DI ey X~ 7
JEHERS S OSSR BHHE /T A—Z DWW THRRILTZEZ A, Crok FAUCIE3me/ kg5 5mg/ kgD 8] C &
WIZITEEBIL THIM U 72, & ®IRAED i t2 5 1215.1 H 22 516.2 H ORI T, &R O 1)t 13
5.82 719 H D TH -T2,

FRRERRAXECERR TRELEFOMEROEYIITORERMIER

(ng/mL)
100000 1

—— 1mg/kg (N=6)
—4— 3mg/kg (N=6)
——5mg/kg (N=6)

R\, N 2 rH OB 3 B
=
o
o
o

100 +

THELIRERE
10 T T T T T T T T T T T T

0 7 14 21 28 35 42 49 56 63 70 77 84 01
RE®ERM(B)
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FAEREREAZECHAE TRELEKROENHE/ 5A—4

= " Emax Crnax AUC st ti/2p ti/zy

AE Pi% (day) (ug/mlL) (ug-day/mL) (day) (day)
1mg/kg 6 5.0 (5.0-8.0) 4.06 (1.45) 64.0 (27.0) NA 5.82 (1.05)
3mg/kg 6 5.0 (3.0-12) 17.1 (4.7) 344 (90) 15.1 (NA) 6.31 (1.14)
5mg/kg 6 5.0 (5.0-7.0) 33.8 (8.1) 804 (320) 16.2 (4.1) 7.19 (1.55)

tmaxt FHAE (Re/IME—F R RAED | Cruass AUChases tijog tije,  FEIE FEHERZE)
NA: B HL T

HARFOEBRINI- AEL A &I LER . AT EY X~ 7 GBS T 2)ELT210mex 14 B IZ1E, 124 8
K TBET 5, 1 THD,

2) RERS (FHARERS)

<HARAT —4>(20101291785R)1>%)

AR B HLERE BB LTARAIT0, 140 3013210mg(%-#E6361) % 1n A W21 B E i T 5 L7=FED | #llal# 5
Lf B o Mg ety X~ 7REI1LX70, 140, 210mgHE TZNEH7150, 16500 )% 125600ng/mLCTéHh -7,
N7 7R 13X 70mg7 H210mg D [E T A B L, EIZEEINU 7223, 140mg7>5H210mg D [HCIriliFIE A &I b f
LTIz, 2 COMHER T, Bk 53n A RICERREL 257,

FREREHRERECRERTRELEFOOEY XTI O MED ST RERMIERS

{ng/mL)

40000
FifEHEERE —e— 70mg/B
85000 + N —A— 140mg/B
—m- 210mg/B
30000 -
g I
B 25000 -
]
£
Y 20000 -
A
B
2 15000 I I
=
=
10000 - I I I I
5000 - E I I I I I
O - : : ; T T § T T ; T T ? T
0 1 2 3 4 5 6 4 8 9 10 11 12 13
T Tl
a5 1A H 1 HH 3»HH 65 H H 126 H H
Tom 7150 (2070) 815 (567) 845 (681) 911 (756) 884 (772)
& [63] [62] [54] [54] [54]
L40m 16500 (4410) 3730 (2210) 3780 (2500) 4450 (2920) 4500 (3580)
& [63] [61] [58] [61] [62]
o 10m 25600 (6570) 6060 (2670) 8090 (5770) 9040 (6190) 10400 (6620)
& [62] [61] [56] [55] [57]

B i R EE (ng/mL) | SEIME GEUERZS) . T B (14K

HOAFIOARBRI NI HER O EIZTEE | JRACFe e/ A~ 7 (s iz )L T210mga14 A 121, 124 5

BTG53 %, ITHD,
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<HENT —2%ETe > (200703373 ER)Y

PARR 1% B HLFRE AR ﬂxﬁwlomg%ﬂ LEE 5% O E FIRIBIZ BT 20 Y X~ 7 OE MG H 77 i
JE 138460 ~ 9780ng/mL TdH > 7= DT %t L, mkﬁu B IT5# 5140 B O ¥R 1321200 ~
21900ng/mLCoh -7, AFNOIRFE EIL, 3y H ETIZEFIREBICETDHEE 2 LN,

AR BHEBESRE(CAF2I0mgZz A AR TRELEBROMNIRUEE148 BlEPIRE

(ng/mL)

35000
FIE R E
30000 1
25000
n
b
ES 20000 -
=
v
X
= 15000 -
7
Pl
E
10000 -
5000
- 14IEE I I 37;H+ I e;;ﬁ+ I 125AR
108 1588 3,85 1468 6»Ag 14BH 95AH
50 #5a H5H 50 w5
SRS &
. 1HH 14HH 1%HH 3»HH 3 A+ 65 H H 64 H + 9% HH 125 HH
;3fl5 Bl B Be 5wl 145 H e 5 145 H Be G-
(N=469) | (N=125) | (N=325) | (N=324) | (N=51) | (N=366) | (N=54) | (N=362) | (N=381)
TR 37.3 16700 5930 8050 21900 8460 21200 9510 9780
ng/mL (574) (5730) (3480) (5510) (9940) (6150) (11600) (6370) (6900)

PEIE B L)
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<HENT —ZEETe >(201101747880)
BB LR E R IR AI210mgw A 1A G- L= oty X~ 7 O Mg hT 7 1 B 126220 ~
9030ng/mLChH o7z, AFIDONT 7IREIX3H H TTICEFINABIOZE T HEE 2 BN,

BHEFHBRESREICAF2I0mgZ AIRIR THRELE-FRONBPFSTRE

(ng/mL)
15000
BB R
m 10000
f, >
[m]
&
i
s
~
Z
Vi3
E 5000
LIPS PR e Py Py 28
BEN B5E 5 58
SRS
S 1 H B #e5-Hi 1w A BRHERT | 3»A B GaT | 618 HEEAI] 12%HH
S (N=160) (N=152) (N=142) (N=128) (N=124)
ji%r; 0.0 (0.0) 6220 (3180) 7920 (4840) 7950 (5170) 9030 (5510)

PEIE B E)

(3) s
LR

@) BRE-ftRXOEE
A% R RL

2. EMEERHP/NTA—2
(1) @RFAE
oM D RHE M BIREMENTE T /WIE, KIS —=h A MA~DRRIE /04, a7 R—h A M2 T 5
ITRRIGIE S . ORI =2 7 — R A M BT AR I TEE IR 1 2K 572 Hmammillary 3-compartment&
FILTIhH->T=17,

(2) MRUREFE B 3
<HENT —HEET >
FHE S EREMENTICEY . 2 Co B CTEHWIR 4.2 B ©, WIAIER 14 B T T L7, JEfES
DAANDOWRIEALNZ F31F 5 — WIS B 8 25 (Ka)t£0.240L/day TdHo72",

() HEEEER
YRl
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4) YIF7IVR
<HENT —HEETe >
REEE S BY REAEMTIC LD BB 2V T T 0 A1d, AFIREEICES T, 12mL/hEHEE S VB AR A B 3 45
JET32.2%). NIRMERE 7 07V (1gG) D7V T T A(10mL/h)EFFEE ThoTz, BEY A~vT — AL 1A
F LA ROIERIE VT T ANIARKINL FE i VAT L B AT R IR AF L st L= BRI BT A5
KIVT T A1%284mL/ hEHEES =1,

(5) P hAEE
<HENT —HEETe >
RESESE M B BB ARAT I 2V | HEE A RI32.9L/6 Ikg(B AR A E)1329.2%) THY | EFIREED S AT
3.92L/61kg TH o722 &M, MIELS~OHFE AR IT DT THHZEARB SN,

(6) Dtk
ML

3. BREAGRE aL—2aV)@r
(1) BWAHEE
B AEDORHEF BN REFRATE T ML, B3 S—hA MA~ORIE AT, a7 S—h A MTBIT 51
ITRRTEIE I ORI = 7R = R A MBI DEE I TEMEFERR I 1 K> D72 Hmammillary 3-compartment
TN THoT,

(2) RSA—REHER"
REEF S EhREMRAT I, RGBT | (KBMD O BF | B I i 3B HLEFRAE O PR 4 2o MRS C O BRIR
FRER L1 BBRCGE 1 AR : S3lBR ., 25 T ARG : 25 . 28 AR AR - 15KR) K £ FE S 7= 145961 (IfL 7 e &
VA7 PRFE13346 ) DT — X & T FEREL 7=,
AFN DPKIZ A FE R LARBMD U FLERIE O PR % MR L O M CEITRB O bR ole, TLUR
RS N A SUTPHRR B HLRRIE DIR IR | JLaEY A= T HURDELEHHEMHUR[ADAD L N — 2
FTALWED AL O ATF N, PRICHBL -T2,
(REE, Fll, YRR AFE(B AN, FE B AR N) R OHER R ERIR A1 B (eGFRIEPKIZE BT 52 EAVRS T,
(KED BRI 7T T2 AR OB FEDWIT) fe ReGFRDEEEGeH 7V 7 T Z) 3 b K&, (A HE XIZeGFRA
RWZEARFN OMREEE SN2, —J5, PK/PDET AnbIL, K& NeGFRIZ 124 H % OBMD OB NI
IFEA LB T IREA3~86kg X ITEE % 72 AT — Y OBHEERE E OB 4 . BMD OB #1817y B
CIRIFEE (£ 15%) Thhrol, Fiz, MRNTICE EAUT AR IR E (43kg AT D BIR A UL AHR B R 42835 (eGFR
2315mL/min A i) Cl&., 210mg# A 1114 5-% O HE & Vg #& 8(95% ER) 2 1GBR CRAR N RS L
10mg/ kg 5-% OIE T B 0HZNZNHI60% & N50% 1K~ 7=, L= T, 2B EIcES<HE
IR ETHD,

4. WU
1) RAFTTFRAFE) T4
<HENT —HEEte>
THE S BYREMEHTIZ LD . RFI210mghe T H5H% DA T SATEVT 41381% Th-72"7,
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5. 95
(1) % — FRaPS &t
LR

<HBE>
0% 7 17 ) G(Immunoglobulin G:Ig@$FLIRIZ, & D551 H A X DT IZMIED DR ~D 3R D3R 54,
AEER I FH O HUATE FE 569 DM E OEIA X, EHIRIET0.1~0.2% L HEE STV AHD,

(2) k- R RBIFTER Y
G RL

<HBE>Iyh
T ROIR IR R I A FEVERER (108057385 . 10806158 5R) Tl A ik U2t i BE 1 REE ¥ 35 th i g o
36~89% DM THY , AFIN I Z BT HZEa /L Tz,

(3) Bt ~DBITHE
MR L

<BE>

ENgGIT AL BT T 22N M E VSN TEBY, It T OlgGHRILH AR OHLE NICHBLT S
FeRnZz I L CRILESNDEDOBAAE P NS LD T, AT T D et 5,

Z v b HART R O A B R AR Tl AFE R TR G L-REM ORI AERIZOWT, BELATO R
SEIR . PIARAT AL, AEAF 3R TR TS, ARFNC B L 7= 5B T e o 779

(4) BEHE~DBITHE
LB R

(5) TOMOBRADBITH
LR

(6) MIEEEBAE
LRl

6. 1
(1) RRBHEREL R S BHRER
AANZ, EMEIgGHURTHDZ LD, BALERIZEDRTFRHEAVNIT I~ L0 REINDEEZHIND,

(2) RFMEAEITHBEECYPE)DH)FHE.FEXR
MR RL

Q) MEEBNROAREVZDEE
FA LN

4) REVOBFHOBRRUFEMEL., FHELLE
PSR L
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7. it
1) eI R U R
R L

<HE>

AN, [gGHUATHY T D F VA RDEEHEHEIT 2V EHEE SN D,

2) HEittE
ARl

3) HhiltEE
MR L

8. FS5Y RAR—4—(ZET 215

M ERL

9. ENMEFICLIBRER
MR AL

10. BEDERERIHEE

1) BHtEESEE

<HMEATF —% >(201102273888)2)

P RE IEF # (eGFR:80mL/min/1.73m* A ) | HEE BB REFR &4 (eGFR: 15~29mL/min/1.73m*) & OVL
BT 2 BT DRI R 2 (ESRDEF) (eGFR:15mL/min/1.73m*A0i) (2 AHKI210me A B [E] 7 T
B 5 LT L& DO BHERB IEH k92 B E B RERE EH K O'ESRD 3 D C L NAUC 1 D 2K E D
b (B B R IR 3/ T B R LE 5 ) &2 D90 % 15 FE X M1, 5 T M B R 25 5 C1%1.31[0.95, 1.82] K T}
1.42[1.05, 1.93], ESRD H# T130.90[0.64, 1.26] %% 1%0.99[0.72, 1.35] TH-7-,

BFREREEEECAF210meZ BRIR TR EL-ROEMIE/FA—45
Y ENRE T A—H BEBHRERESRE | REBR2BEGENTT) TEER AR R
(N=8) (N=8) (N=8)
tmax(day) 5.0 (3.0-7.0) 5.0 (3.0-7.0) 5.0 (3.0-7.0)
Crax(g/mL) 28.9 (10.8) 19.8 (7.3) 22.4 (10.3)
TR B & 0D (] 25 L 1.313 0.895
AUC,.q(pg-day/mL) 637 (218) 444 (154) 443 (143)
TREE SR L DY) b 1.422 0.988
AUC;,(ug*day/mL) 642 (221) 447 (154) 445 (143)
TR B & 0D (] 25 L 1.425 0.989

I B tonand TP A (REFH)

RHE S B RBARAT D CARD T A OWR TR BT, B AE IR 75 00 BORE L | AR AL CHIINL 72, Ll RHEEH]
SN RERRTIC IS L OIRFE EOH MO KRR E RIS, BHRRERTE BA THEMREBIILZ R,

2) FFHEREE B
M ERL

1. 204tk
BBl
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—_

VI REH(ERLOEEFICETSEEB

ELRBLTDOER
1. B4

B TERSNETLUOROVEEF D LZRBELLERRRICEWVLVT,. DMERER (EMMELESE
RIFHMEES) DRIREENTLUROVEF M) D LBICHBRLTAFIECEMERARDO SN TLY
b Fl-. MERBIZBWLT, AFIEDOBEE M XBAETIEALA, EELMDMEREEZEZHRLETIZE =
EFERESINTLNS,
AEDTEEIZHI=->TIE, BHRMNFIDOAR Ty EDMEREROHEIRIRVE+HICEFELI- LT, &
AREEERTSHL,
Ff-, K KBEERIE, DMERBROFEENGONTIERERTHEELI12, HIFOERMNZEOHS
NG EICIETECHICEEMEE 2T 5L58ETH52E,[5.1.52,83,9.1.1,15.1.1,17.1.1-17.13 S
F&]

<R >

‘Iﬁ%f“%b‘@éhf:TV/PD‘/ﬁé&fFU?A%#@LE@é:u‘:tt%*a%it%ﬁ ZHUNT, Wi R H 5 (R i PR R £ SV

BIEE) OFBEIG LTV FarfET MY AR L TARFRE TEWEA 280 b T\ 5, £z, ik
f& ZBWTH, ARAIEO B EME LB TIZARWDS ARG 00 M R U B L7 IE A 2355805
ALTWDIENS KRN OB EZITIERIZIE, BRI ONRT 4 b Ll AE RFERDORBL A7 2+ 7 \ZBRfEL
7o BT A BREARIRT DML ENSHL BAFLHE LT, Fo, AFNCLDIRF P, DI E R EFROREL D20
DEBRSBIETHELHIC, MIEIERARO SN G A ITITECNICEREEE2 %2 T30 E 5 5
ZRLa L7z,

<BBR®>

WS CEMBINI=T L Ra g N K5t R EUT= B HT O fERR i o @O B 5 B LR E B 2 5 4

L 7= #EAh 55 AR ERER (201101425884 : ARCH) (H AR A& A TOZRWN) 228\, &Eflwﬂﬁﬂ%if@E%f;
AMAE R FGORBLRITARFIRE LS HRIE (T L Rar g D L) EOM O REHABOLNT, —FF, HRAN
% T PR B LR FR A 2 et G2 & U7 [ S ) 285 T AR X5k (200703375808 : FRAME) Y128\ T 85120 H
RFECOEEOME RFLORBEITHIL (T T ER) LARRE Tho72 (FR),

AN RS ORRBLRM (200703373488, 20110142388k : 124 A )

20070337785k 2011014235
7'FAHE (357661) AFIEE (358141) ALNEE (201441) AFHIEE(204061)
HERDINE RESR 1.3(46) 1.3(46) 1.9(38) 2.5(50)
K= 0.4(15) 0.5(17) 0.6(12) 0.8(17)
SR < 0.4(16) 0.4(16) 0.3(6) 0.8(16)
DA 0.1(5) 0.2(7) 0.4(8) 0.2(4)
Jivd . A2 =5 0.3(11) 0.3(10) 0.3(7) 0.8(16)
I PR — — 0.2(5) 0.1(3)
78 PR 2 B L 720
R L7 <0.1(1) 0.1(4) <0.1(2) 0(0)
FEBLR Y% (FEHLHIEK)

ALN: 7L Ras gl o A
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. RBRBRELEOERA

2. BE(ROBHEIZIFEBELLENIL)
2.1 BAND RS R UARBUE DBEEIE D55 B
2.2 &Ny AFEDBE LA N0 AFEDSEAL T2 EN3H5]8.1, 8.2, 9.2.1, 11.1.1 &[]

<S>

2.1 EIFELBRITBTH AR EREFREL CGREL, AANCEH SN OB L CREUE O BEE A
HOGEITIE, BT DAREMENEWEEB 2 DNDTD | AFIOE A2 RHTHZ L,

2.2 RAIDOIERBEFEDS, AR G LB TERRAMEELUIEE IR DT DI N ADOEENE KT 577,
BRINENZ LD B NED N T AOBFERRA L MLIE L AREAME T 32 Al RetEH D7 ik
E LT, KAV T DJESS~ 7 %27 L intact-PTH ZE D8 « I3 7 VI B 13 H D85 A 1AK% 5/
IZHONUDIRET 5L,

 HRER IR RICEET HERELTDER
(V. 2. e SUINRICBIE DR 1 2202,

. RERUVAERICEETSIRETDER
V.4 FEROHEICHEESSEE I 22 R D28,

63



5. ERGERWIELTOEH

8. EELEARNEER

8.1 KAy AMIER~Y F T A intact-PTHEEDOF - I3 7 AR E N B DOGA T, AAE SR H
OMUDIRIETHZE, [2.2, 8.2, 9.2.1, 11.1. 1B ]

8.2 ARAEEHIXEY e H VLT AR O X DOFFEEITIZE, RAB G %I MGV MEDME T
B RREMEN DD T ART VT AMAE D EFETER D WVBEEL IV D MEICEE T2,
72k, BERFARBR CIX, ARANE G % 2RO 10 H ORI CHiE L7 MEDK FARD LTINS,
[2.2.8.1,9.2.1, 11.1.1& ]

8.3 ARANZEH T DA I, Bl Oy BB OVIK L i 35 O i oS R 2 BB LSRR B L L (U PiE R 378
DO AL, B BRI A2 2T A I0RE T 528, [1., 5.2, 9.1.1, 15.1.15 ]

8.4 KANCLDHEEH T BRINA—EBMEICTCH#E L2800 RFIDOIERERK T XTI I3 5854121,
ARBNERERE T % XTI I E RIS RO 25 BT 528, [7.1, 17.1.1, 17.1.3&% 4]

8.5 FHHEI BB BHRBOLONLZENHDLOT, L TOMICEETHIE, [11.1.28H]
CURZIRF-EU TR, AR bk, A F AL ER, v FaxTafRIaE, B ERE, nEo

A BRHLE OB E R HIL TS,
ARANOEEGRNE, AENOEBLRREA MR T 528, Fio, BFIIRL, REISU T, M@k EHE R L
2T R B LE A2 CELRVF TR FETHIL,
SBEITR L ARG X AN IERICROZ L EMI Rl B E LT 528, WEH 2RI AHA
O Az RHERICE NI DI E2MHL, BEPRBO NG AITITE R XTI D AR 2223585

BETAZL,
RFN G PSSR A A R E LT UTRIE DSV DO HLBEFICH L, R T ORI RS 2505
g5z,

AFOFIIIAFNIOF R ERIEZ B B L THWr 524,

8.6 HWIINHINEM 2 A T8 ARAR R — NREEA 2 R L T0% IRV T, FRSMEIE ST
ANNCEDRIBB T LA E- B AL AL RE B @S O ERE Jrs B LI LOWE DD
%o ZIODHE TIL, FEAH I3 DK [ HEon A BTN RBRHS, BUEER. RbEEs % (2 W THITBRE
MARHHITWDWELHD LMD ZOIORIERDFED LG, XA EZ1TV ., HEElea
BEEITHZL, o, WD B I NAECL RN DL LN, A RITIFER BN EETHE 1T K
XU OFRALOIER FEMERBL . XA ZATORE | HMEICBIET 228, XA ICITEREDILE
L RN EHE T AN AL TIRY, Z DI G A ITIXE IR A EEZ1THIZ L, [11.1.35 ]

<SR >

8.1 % V8.2 KA G-I ETEAMEREL V2T LFEE mEL— 7 BRININHNZ LN T LOF LD
PR L AR T AMIEZ BT DV AT N BHHT- DR E LT,
AT BUE S~ 7 32T A intact-PTHEE O - I3 7 RBEE D H DG A AR G-/
BREITOZE, o, BIRRBICB W TR G — @O T A7 LA E MG LD DR E D
IR TFFBDOBILTNDZENE | AR G- 0T A /L 217 IAURE D B 0GR D32V B ZZ L, Ji )
IRINL T B OEHILDOFEEITHIZ L,

8.3 KA G T 5T X TORBE T HEEREL LT,
8.4 AFNBEGHE T HRAE RIS — MU L T2 2 e bi e LT,

8.5K% V8.6 AANIF LR ZNEHEL . I B WL ZIH DB E A %, B WM EE O J05E HE5E
RRBEEHR AT AL RBRE B 8 ES . AL RE B8RS O IEERLE 80 b TNHTEnb,
HHROUPN LEEZS B ITRIELI,
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6. RENEREFAIIBEICHI IR
(1) EHHE-REEFOHLBE

9.1 ABHE-BIEEZEDHIEE

911 EMEMEREXIIKMEEETDIRINGNES
JRE AR O B S 1 A5 B DY A7 3 i@ W R ~ D BEH-1X RAIO B O x7 v Rt g
REGOFRBY A BB L U528, D7l 8214 LN O R A DR 28 3 i B 55 0
BEAERE D3 B BB IR LT AFI O G138 528, [1., 5.2, 8.3, 15.1.1, 17.1.1-17.1.3 &H]

PR >

O L P 8 R SN L B P T D FE B A0 D i W BRI LT AR A DBR o R L L CRid L7z, F7e,
EWNSDFE 7T — 2% 2EIT, De &bl £ VLN O O 2E TN A TP OB RO 0 2 B 4 | i PO
PR IBSUTA M AE o DFEHLY A2 D3 W T LT AFN O G-ITE T 52 & LT,

<BE>
R L P R B3I i 8 B 5 2 A 9™ DY A2 D R ZE UM AR T S O FEH R R i< €D FFY RS
(TREEFITAR T T 2220 DM E R FRBIER O T REMD LIZE NS DS T —2hobiBO LTS »~

57)

o

(2) BHEESEEE

92 BMREEERE
921 EEDBTHEEEERE (eGFRHM30mML/min/1.73m2kE) HANIEBNEZITTLSEE
&I AMFERFEE LT, [2.2, 8.1, 8.2, 11.1. 1]

<t >

OB HERERE E B (eGFR 28 30mL/min/1.73m? A)HDWXENT 2521 CODEBE R RELT- IR B E
RERICIB VT RIS WUE D FEFRBD SN T2 & ARAIOVE A e OB RERE B E TIX 1,25(0H);
EXI D OFEARMETLTEY, SFEIISCBENLO LT ARIEEME FL CWA RREMERHHZ L
IS FEZ R EL,

(3) FFriteefEERE
BESN TN

(4) k£hEREEET5F
BESN TN

(5) HEiE

9.5 1TiR
g AT IR L COB RIEETE D H B LI, 1 LB RMEfEMEZE BRI 2 SHEr S5 A8 1D H
B59 528, TubE WA AETRERBRIZBW T, EhOBRR & (2T Y X<7210mgx 14 A 121 E#%
BEEDAUC) DRISUEDOIR TR B L7250 BA B 5 LI REMW O B 12, EMTIRRIE LR\ VRS R 1
THDHECSHHEME LB R EDREBLROHNMAZERD SN, HAERTIIERDON T, BHFRIELEZD
NTNEY, F7o, EhOIRFE R (0E Y X~7210mg% 14 H 121 [A1F 5-REOAUC) OKIBIEDOIRE RL2D
A &EE G LIZ750L 1 B REM O R VLI, S8R L OB T (B RIESCSRIEEZ & 1) 25805
ni-,
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<fiRw >

TEIE SUTIEARL TOD FTBEMED & 5 L M IT DR BNEITRETL TOZRWZENLRRE LT, B8 A IV
B A BMERBRIZ B W CLL T ORT ADSEERD TS,

Zo N COAEFER A TEIERBR (108057 785k, 108059 #A5%, 108061 Bk, 108062 FhER) 555~ |23\ VT, AHI#
HAZ X0 6 SEHEME S LE R EORBLROEIMATRH Bz,

A G g A R BR O REEY) 75 DU (BB IR - tHAE IR 1021 PT) | 300mg/kg Z#5-&i7= 1 IEOREEIM D 7 PEd
JRIBIZHEWT, B RE (G K O%RH) RO LI,

(6) #=3LIG

B EOFRMER ORI REOFRMEEZEL, BAOME TP 2 RFT528, v B X7 Ok
I ~OBITIIRHATH LD, ENMgGITAT TICBIT TN E SN TV,

<R >

FAIFA~OF 5IZBT 2R BMEITRFTL QRN E, T AFIOERLHTH A~OBATYEIIRETL TRV,
b IgG T HICBAT T DI S TN D O Z bR E LT,

728 Ty hOHAR R O AR T AR CIX, AFZ KL TG Lo O FLHAERIZOWT, BERLATORR
PRAEIR, ARRAT AL, A SUTR RIS, AFNCBE L BT o7 oY,

M MNRE

9.7 INRE
INREE A ST R EUT- A 90 K OV 22 e A et L U7 BE R s BRI T S i L TR U,

<fiEgn >
R AERER ., AR, LI SR U3/ NSk 26 R ER T, BB HESLL TN EDLEEL
776

(8) BiE
RESH TV AN

. 8RR
(1) BtARREETDER

BESN TN

(2) BtREEELETDER
RESH TR
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. BlfEH

11. B4
WROBRWERNSHEONDZENHLD T, BIEE+HDIITV, BENROONH AT G E2F 1357
B ETHIZ L,

(1) EXGEEREAIER

1.1 EXGEIER

11.1.1 {EHIL D LndE BEEARH)
QTIL | &g 74 =— LU“Z% KRG E A RN LT AJENHHDONDZENHD, KA
7 AMJEDZRD SIIZAITIE, LT LR e ZIDOMINIINZ T, AR, HLT T LD
,ﬁiﬁ?&ﬁ%ﬁ?ﬁﬁﬂ%&k . %@J&@L%%@KW \ZA1H2E, (2.2, 8.1, 8.2, 9.2.17“'3%11

11.1.2 SAEEE-FEEER FEARH)
(8.5 ]

1113 KIERBEFTRUEM KRR BHEOIETE LB BFEA)
(8.6 ]

<R >

11.1.1 RANOBEEAZEVIRA Y MFERSHOID W REPED & 5729 CDS(Core Data Sheet; FZT —4#

—B) B OVE BRI BEO R CEEA S B IR,
LAVEDFE AT R (PR S B HLERE BB AR ELT2120 H MO 7T B AR A A & OV ARG
B (20070337, 20060326 &% UN201012915888) 119351 57 7w R B & OVARHAI 2 10mg it D Of A fRHT I
SLEMNITHB VT AR LY AMUIEIX T 7 EAREE0/3689%41 , AAFIFEL/3695HIZFRH BTz, AFIFE TR
DO IFNEIEEFE CHAE IR EE CTHY | AAIL ORI IS ESNTz, £, HARANBEIZBW
TIRA V2D AMSEDFE B TFRD AR Do 72 (B R FER TIIAR A Lo A URE O BB X BRI S TERY,
BRI 28U CHREEIE L L T LY T A R e EI DV EN TV,

11.1.2 AFIOME I LB EEIEN RO HITNDEIENHCDS L OVE I H B OB SCEE 2 E TRl
7= PARRIS B HLRRIE R & R R E L7277 1ol s R [ B 2 ) 55 AR 5B (2007033 7388% : FRAME) #1283
W12 A MO ZEE R OARFIBECIH KO, REINST JASTICBATUIRE (KB 7 /A~ T )
DT ) A=T7 F 5 MR O 16 (B AN ICHEEEEDRED LN, AFIFEO 1FIIEEDIRRIEO &
BRIz B o703, IR O R R BURILE ESN T, RAI/ T ) A~ 7 BEO1HNLEE DD EIE 1L

LR ThHoTo, AEFNLT /AT I L DRIER Sk, AAIE ORI RBEMRITE ES,

11.1.3 AAIOHE I IEER KBS B I AR LN TODIENSCDS K OE I HI KO T A L2 25
WZROAR L7,

Fﬁ%ffé?&“ﬁ’*ﬁ?ﬁﬁ%ﬁ%ﬂ%<‘:L7‘:7°?‘lzd‘§>ﬁﬁg"”ﬂl$ﬁ§iﬁ%’ﬁ(20070337§iﬁ%’ﬁ‘FRAME)8) 2B\ T124 A [
HEBRYIOARFIFED 1FNZIEER KRG B ITRO LN, REGIIEERAEFR LTSN
3, zli%ﬂ&@lﬁ'%l%@%i SESIIZ,
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(2) EDtDEIER

11.2 ZOMDREIER

1%L 1 196 A
— R G TEE R OB G OIRTE | VERBALEOG TR | ALBES) | ARSI
ol R EBUE (G2, BER . RIS |
M8 PRI, 2 AL BES)
JRRYE Je OV A UE SR 2
e R B S
WP 25 0 K OMIERR b I
B R e OV B LR PE & FEEOR | A
<SR >

AF T S L7 B PR B BR (PR 15 B MLRE BB 2o e B2 & U7z [E BRI [R5 TR ERBRY | 3 ONC B M B HLERE
Ze et 5 & LT [EI B AL [R5 AR AR BR 1 M OV CDSIZHE 3 & 3R & L72 (CDSIZ CAdverse  Reactionsé U THEESFLTUD
DEREFHLID), 72k AANEGAR IR R IIMedDRAD FEAGEL -V THEFTLTZ,
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BlfEHEAE—BEx

BHFRE B 2k G L LT 27277 R i sof HRUE] R AL () 28 TILAA 3R (20070337380 M 1N201101747808R) CTAH

D 5% 52T 723744451 H 6 1561(16.4 %) FE R M AR 2 5 4 & T RWEH 358D bz, E2RENWERIL, BIHE

(1.9%) | TEFHBALETE (1.3%) *) | FESTERALATEE (1.1%) *), BAIREEZS (1.0%) Tho7z, KRR

<SR >

AR C I L 7= 5 R BRI 14 5 HLERE FR A 2k B & U7 (B B 3 [R] £ TIARBREBR S | 3 ONC 3B M LR R

Zxtga U [E RS AL E & MAERER'Y) & OXCDS (Core Data Sheet; HAZE T — &L —MIZHESXEEH L, 2B A

KOG R B Bl IMedDRAD FEAZEZ VTR L=,

%) TSI (G & G DA BAR) | HESHNTALEE (S NLRLEE & 5 53 ALBE DA
CXEYN

20110174588 200703375 B4 &kt
BEAKSEE TS5uRE ARF| B TS5uRE A TS5uRE AFIBE
HAE 81fl(REtE | 163fl(REM | 35766I(REME | 35814I(REtE | 3657HI(REME | 374461(RLH
FRATSSTRIEBI ) FRAT S SRIAEBIR0) | ARAT X RAEBIE) ARATSRHRIE B 40) R4 S SRAE IR0  ARAT 0 RAE 1550
fgi;gj‘?wm 7(86) 19 (11.7) 494 (13.8) 596 (16.6) 501 (13.7) 615 (16.4)
2::2;; 1(1.2) 1(0.6) 208 (5.8) 256 (7.1) 209 (5.7) 257 (6.9)
E3kuEE 0(0.0) 0(0.0) 62 (1.7) 72 (2.0) 62 (1.7) 72 (1.9)
Lt 0(0.0) 0(0.0) 38 (1.1) 56 (1.6) 38 (1.0) 56 (1.5)
BHRE 0(0.0) 1(0.6) 35 (1.0) 45 (1.3) 35 (1.0) 46 (1.2)
B 0(0.0) 0(0.0) 17 (0.5) 32 (0.9) 17 (0.5) 32(0.9)
mEERE 0(0.0) 1(0.6) 29 (0.8) 28 (0.8) 29 (0.8) 29 (0.8)
CLit 0(0.0) 0(0.0) 20 (0.6) 24(0.7) 20 (0.5) 24 (0.6)
R EHE 1(1.2) 0(0.0) 13(0.4) 22 (0.6) 14 (0.4) 22 (0.6)
E 14 BAEIE 0(0.0) 0(0.0) 10 (0.3) 8(0.2) 10 (0.3) 8(0.2)
HHRE 0(0.0) 0(0.0) 7(02) 7(02) 7(02) 7(02)
B ERIERR 0(0.0) 0(0.0) 1(<0.1) 4(0.1) 1(<0.1) 4(0.1)
BmAET 0(0.0) 0(0.0) 6(0.2) 4(0.1) 6(0.2) 4(0.1)
LB 0(0.0) 0(0.0) 2 (<0.1) 4(0.1) 2 (<0.1) 4(0.1)
ERHEEHIE 0(0.0) 0(0.0) 0(0.0) 4(0.1) 0(0.0) 4(0.1)
TRE 0(0.0) 0(0.0) 0(0.0) 3 (K0.1) 0(0.0) 3(<0.1)
SNEIE 0(0.0) 0(0.0) 1(<0.1) 2 (<0.1) 1(o.1) 2 (0.1
HERIEE 0(0.0) 0(0.0) 0(0.0) 2 (<0.1) 0(0.0) 2 (<0.1)
mEERE 0(0.0) 0(0.0) 0(0.0) 2 (<0.1) 0(0.0) 2 (0.1
HEREER 0(0.0) 0(0.0) 3 (K0.1) 2 (<0.1) 3 (<0.1) 2 (<0.1)
REET 0(0.0) 0(0.0) 2 (<0.1) 1(<0.1) 2 (<0.1) 1(0.1)
RS 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1)
EEEES 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
hERE % 0(0.0) 0(0.0) 1(<0.1) 1(<0.1) 1(<0.1) 1(<0.1)
TaTdA S HalE 0(0.0) 0(0.0) 1(<0.1) 1(<0.1) 1(o.1) 1(0.1)
BER 0(0.0) 0(0.0) 1(<0.1) 1(<0.1) 1(<0.1) 1(o.1)
B 0(0.0) 0(0.0) 1(K0.1) 1(K0.1) 1(o.1) 1(<0.1)
HEZEE 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1)
FEETMEE S M BAEE 0(0.0) 0(0.0) 1(K0.1) 1(0.1) 1(o.1) 1(0.1)
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2011017458 20070337 E® &ft
BEANKDE TS5uRE KB TS5uRE ANFBE TSR AFIBE
A Sl (REM | 16361(REtE | 3576/ (R£M | 358161(REtE | 3657HI(REME | 3744 (R &M
FRAT ST RIE BN 4R) FRAT St SRAEBIR0) | ARAT ot RAEBISR) ARATT SOHSRIE B 4K) (AR AT 5ot SRAE B0 | ARATT 3ot SRAE 511 45)
REmER 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(o.1)
BREE 0(0.0) 0(0.0) 1(<0.1) 1(K0.1) 1(o.1) 1(0.1)
LHHT)TFIF—TR 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0 (0.0) 1(o.1)
B2 0(0.0) 0(0.0) 1(<0.1) 1(K0.1) 1(o.1) 1(0.1)
EE R & 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(o.1)
HHiE 0(0.0) 0(0.0) 1(<0.1) 1(K0.1) 1(o.1) 1(0.1)
I EES 0(0.0) 0 (0.0) 1(<0.1) 0(0.0) 1(<0.1) 0(0.0)
REETRI BN IR T 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
hEERE 0(0.0) 0(0.0) 2 (<0.1) 0(0.0) 2 (<0.1) 0(0.0)
ik 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
B Ss 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(o.1) 0(0.0)
AR 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(o.1) 0(0.0)
BEETIRE 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(o.1) 0(0.0)
s 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(o.1) 0(0.0)
B HRIE 0(0.0) 0(0.0) 1(K0.1) 0(0.0) 1(o.1) 0(0.0)
LR 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
VIR TS HER 0(0.0) 0 (0.0) 1(<0.1) 0 (0.0) 1(<0.1) 0(0.0)
BB 2 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
SRR ERE IR B 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1) 0(0.0)
BEE 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
;ﬁ%@iﬁfgu 4(49) 10 (6.1) 100 (2.8) 182 (5.1) 104 (2.8) 192 (5.1)
SESEAIE RS 0(0.0) 4(25) 32(0.9) 42 (1.2) 32 (0.9) 46 (1.2)
SESTERMIATBE 1(1.2) 3(1.8) 3 (<0.1) 38 (1.1) 4(0.1) 41 (1.1)
SESHERIE SR 2(25) 1(0.6) 6(0.2) 24 (0.7) 8(02) 25(0.7)
BIE 0 (0.0) 0 (0.0) 10 (0.3) 21 (0.6) 10 (0.3) 21 (0.6)
SESHER IR AR 1(1.2) 0(0.0) 1(<0.1) 15 (0.4) 2 (<0.1) 15 (0.4)
R 1(1.2) 0(0.0) 15 (0.4) 13(0.4) 16 (0.4) 13 (0.3)
SESHERGIAH M 0(0.0) 1(0.6) 4(0.1) 8(0.2) 4(0.1) 9(02)
IS RS 0(0.0) 0(0.0) 1(<0.1) 9(0.3) 1(<0.1) 9(0.2)
SESHER AL B 1(1.2) 0(0.0) 2 (<0.1) 5(0.1) 3 (<0.1) 5(0.1)
SESTEMLBEURIG 0 (0.0) 1(0.6) 1(0.1) 4(0.1) 1(<0.1) 5(0.1)
SESHER IR S 0(0.0) 1(0.6) 0(0.0) 4(0.1) 0(0.0) 5(0.1)
BEEMIER 0(0.0) 0 (0.0) 0 (0.0) 4(0.1) 0(0.0) 4(0.1)
BRR 0(0.0) 0(0.0) 6(0.2) 4(0.1) 6(0.2) 4(0.1)
E1 Y Ak 0(0.0) 1(0.6) 1(<0.1) 3 (K0.1) 1(<0.1) 4(0.1)
RIgtEZE 0(0.0) 0(0.0) 1(<0.1) 4(0.1) 1(o.1) 4(0.1)
BEEAR G 0(0.0) 0(0.0) 0(0.0) 3(<0.1) 0(0.0) 3 (<0.1)
EX 1(1.2) 0(0.0) 1(K0.1) 3 (<0.1) 2 (<0.1) 3 (<0.1)
FEE 0(0.0) 0(0.0) 4(0.1) 3(<0.1) 4(0.1) 3 (<0.1)
%5 AIATBE 0(0.0) 0(0.0) 0(0.0) 2 (<0.1) 0(0.0) 2 (<0.1)
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2011017458 20070337 E® &ft
BEANKDE TS5uRE KB TS5uRE KB TSR AR
A Sl (REM | 16361(REtE | 3576/ (R£M | 358161(REtE | 3657HI(REME | 3744 (R &M
FRAT ST RIE BN 4R) FRAT St SRAEBIR0) | ARAT ot RAEBISR) ARATT SOHSRIE B 4K) (AR AT 5ot SRAE B0 | ARATT 3ot SRAE 511 45)
fasE 0(0.0) 0(0.0) 0(0.0) 2 (<0.1) 0(0.0) 2 (<0.1)
TRk 0(0.0) 0(0.0) 0(0.0) 2 (<0.1) 0 (0.0) 2 (0.1
FESERALH M 0(0.0) 0(0.0) 0(0.0) 2 (<0.1) 0 (0.0) 2 (<0.1)
SESHER L R E 0(0.0) 0(0.0) 1(<0.1) 2 (<0.1) 1(o.1) 2 (<0.1)
SESHEMLR S 0(0.0) 0(0.0) 0(0.0) 2 (<0.1) 0(0.0) 2 (<0.1)
SESE RS 0(0.0) 0(0.0) 0(0.0) 2 (<0.1) 0(0.0) 2 (0.1
BEWM RS 0(0.0) 0(0.0) 1(K0.1) 1(0.1) 1(o.1) 1(o.1)
R T R 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0 (0.0) 1(0.1)
ERMART 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0 (0.0) 1 (0.1
AUINIVTHERE 0(0.0) 0(0.0) 2 (<0.1) 1(<0.1) 2 (<0.1) 1(0.1)
SEABRGLINE S} iR 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1 (0.1
SESHER IR 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1 (0.1
ST AL IS 2% 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0 (0.0) 1 (0.1
SESER R 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1 (0.1
SESELRIE 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0 (0.0) 1 (0.1
SESMEER 0(0.0) 0(0.0) 1(<0.1) 1(<0.1) 1(o.1) 1 (0.1
SRS IR 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0 (0.0) 1 (0.1
BATIERR 0(0.0) 0(0.0) 1(<0.1) 1(<0.1) 1(<0.1) 1(0.1)
FERR D R AE 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1)
N 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
T 0(0.0) 0(0.0) 4(0.1) 1(0.1) 4(0.1) 1(o.1)
RHIERR 0(0.0) 0(0.0) 4(0.1) 1(<0.1) 4(0.1) 1(0.1)
ERRk 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(o.1)
1 BB HIAR AL ATBE 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
EMTmHE 0(0.0) 0 (0.0) 1(<0.1) 0 (0.0) 1(<0.1) 0(0.0)
EEMEET 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1) 0(0.0)
EEE TS 0(0.0) 0 (0.0) 1(<0.1) 0(0.0) 1(<0.1) 0(0.0)
Bk 0(0.0) 0(0.0) 2 (<0.1) 0(0.0) 2 (<0.1) 0(0.0)
HITEE 0(0.0) 0 (0.0) 1(<0.1) 0 (0.0) 1(<0.1) 0(0.0)
SRS ER RIS AR 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
SRS 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1) 0(0.0)
R 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1) 0(0.0)
ZERIBRALE TR 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1) 0(0.0)
=R 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1) 0(0.0)
(mp:=} 0(0.0) 0 (0.0) 2 (<0.1) 0 (0.0) 2 (<0.1) 0 (0.0
REER UHFERIE 2(2.5) 2(1.2) 97 (2.7) 112 (3.1) 99 (2.7 114 (3.0)
SIREE 1(1.2) 1(0.6) 34 (1.0) 36 (1.0) 35 (1.0) 37 (1.0)
AR E SRR 0(0.0) 0(0.0) 21 (0.6) 28 (0.8) 21 (0.6) 28 (0.7)
[EXR 0(0.0) 0(0.0) 5(0.1) 5(0.1) 5(0.1) 5(0.1)
fiti 2% 0(0.0) 0(0.0) 0(0.0) 4(0.1) 0(0.0) 4(0.1)
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2011017458 20070337 E® &ft
BEAKDE TS5uRE ANFBE TS5uRE ANFBE TSR AFIBE
HARE 814l (k& 163651 (T2 | 357661 (KL | 358141(Z2M | 36574l (Rett | 3744 (R&ett
ATt RIEBI0) ARAT ot RAE BN BR) | ARAT St RIEBIER) ARAT et RIE BN |ARAT et RAE I ER) ARAT ot RIE 51 50)
PR B R 0(0.0) 0(0.0) 6(0.2) 4(0.1) 6(0.2) 4(0.1)
MBI T PR R 0(0.0) 0(0.0) 3 (0.1 4(0.1) 3 (<0.1) 4(0.1)
st 2 0(0.0) 0(0.0) 2 (<0.1) 3 (<0.1) 2 (<0.1) 3 (0.1
Bz % 0(0.0) 0(0.0) 1(<0.1) 3(K0.1) 1(o.1) 3 (<0.1)
OB 0(0.0) 0(0.0) 1(K0.1) 3 (<0.1) 1(o.1) 3 (0.1
Bl S B 5 0(0.0) 1(0.6) 0(0.0) 2 (<0.1) 0(0.0) 3 (<0.1)
EREREE 0(0.0) 0(0.0) 6(0.2) 3 (<0.1) 6(0.2) 3 (0.1
#EI= % 0(0.0) 0(0.0) 0(0.0) 2 (<0.1) 0(0.0) 2 (0.1)
BER 0(0.0) 0(0.0) 0(0.0) 2 (<0.1) 0 (0.0) 2 (<0.1)
BRI 0(0.0) 0(0.0) 1(<0.1) 2 (<0.1) 1(o.1) 2 (0.1)
AINIY 0(0.0) 0(0.0) 4(0.1) 2 (<0.1) 4(0.1) 2 (<0.1)
;?;:B:z;k 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0 (0.0) 1(<0.1)
BB 2 0(0.0) 0(0.0) 1(0.1) 1(0.1) 1(o.1) 1 (0.1
R TH 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
B 0(0.0) 0(0.0) 1(K0.1) 1(0.1) 1(o.1) 1(<0.1)
E@H 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1 (0.1
AR E B G & 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1)
DAL R E R 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
AYANGE—REE 0 (0.0) 0 (0.0) 0 (0.0) 1(0.1) 0(0.0) 1(<0.1)
DAL RPERT 2% 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
BHIANIILRR 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1)
b33 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
LAEED 0(0.0) 0(0.0) 1(<0.1) 1(<0.1) 1(<0.1) 1(<0.1)
TRERSE 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
hEx 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1)
MBI T IREE ¢ 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
REERE 0(0.0) 0(0.0) 1(<0.1) 1(<0.1) 1(<0.1) 1(<0.1)
WMEMESERE 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
DAV AR B 0 (0.0) 0 (0.0) 3 (<0.1) 1(<0.1) 3 (<0.1) 1(<0.1)
EE 0(0.0) 0(0.0) 2 (<0.1) 1(<0.1) 2 (<0.1) 1(0.1)
HEE ERERE 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1)
4L RHEIREE % 0(0.0) 0(0.0) 2 (<0.1) 1(<0.1) 2 (<0.1) 1(0.1)
A IR SR & 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1)
O/AOEX 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
HEMEREX X 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1) 0(0.0)
KIGE RS R 0(0.0) 0(0.0) 2 (<0.1) 0(0.0) 2 (<0.1) 0(0.0)
wIRAED 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(<0.1) 0(0.0)
NREE 2% 0(0.0) 0(0.0) 2 (<0.1) 0(0.0) 2 (<0.1) 0(0.0)
B TR 2t 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(<0.1) 0(0.0)
AR 0(0.0) 0(0.0) 2 (<0.1) 0(0.0) 2 (<0.1) 0(0.0)
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BEANKDE TS5uRE KB TS5uRE ANFBE TSR AFIBE
HARE 814l (k& 163651 (T2 | 357661 (KL | 358141(Z2M | 36574l (Rett | 3744 (R&ett
FRAT ST RIE BN 4R) FRAT St SRAEBIR0) | ARAT ot RAEBISR) ARATT SOHSRIE B 4K) (AR AT 5ot SRAE B0 | ARATT 3ot SRAE 511 45)
YAILA R % 1(1.2) 0(0.0) 0(0.0) 0(0.0) 1(o.1) 0(0.0)
HERES 0(0.0) 3(1.8) 64 (1.8) 66 (1.8) 64 (1.8) 69 (1.8)
5EYA 0(0.0) 2(1.2) 19 (0.5) 22 (0.6) 19 (0.5) 24 (0.6)
FEHEHEN 0(0.0) 1(0.6) 19 (0.5) 21 (0.6) 19 (0.5) 22 (0.6)
BRE 0(0.0) 0 (0.0) 9(0.3) 7(0.2) 9(0.2) 7(0.2)
{iEER 0(0.0) 0(0.0) 2 (<0.1) 5(0.1) 2 (<0.1) 5(0.1)
A 0(0.0) 0(0.0) 3 (<0.1) 4(0.1) 3 (<0.1) 4(0.1)
Sk 0(0.0) 0(0.0) 2 (<0.1) 2 (<0.1) 2 (<0.1) 2 (0.1)
K 0(0.0) 0(0.0) 1(K0.1) 2 (<0.1) 1(o.1) 2 (<0.1)
FHEEE 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
BERE 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1 (0.1
TEER TR 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1 (0.1
HERRIET 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0 (0.0) 1 (0.1
THEE M AR ULHE 0(0.0) 0(0.0) 1(0.1) 1(<0.1) 1(o.1) 1(0.1)
MR 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0 (0.0) 1 (0.1
RE A 0(0.0) 0(0.0) 2 (<0.1) 1(<0.1) 2 (<0.1) 1 (0.1
LB HIERE 0(0.0) 0 (0.0) 0 (0.0) 1(<0.1) 0(0.0) 1(<0.1)
BISRERICHE5EER 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
RE 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1)
= 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
HHARRZE 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1) 0(0.0)
FIREERE 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
RIS EN 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1) 0(0.0)
EnlEcEe3r 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
FEER 0(0.0) 0(0.0) 3 (0.1 0(0.0) 3 (<0.1) 0(0.0)
witE 0(0.0) 0(0.0) 2 (<0.1) 0(0.0) 2 (<0.1) 0(0.0)
7 B R AE AR 0(0.0) 0(0.0) 2 (<0.1) 0(0.0) 2 (<0.1) 0(0.0)
ﬁfﬁ;g = 1(1.2) 1(0.6) 57 (1.6) 68 (1.9) 58 (1.6) 69 (1.8)
ZOFESE 0(0.0) 0(0.0) 8(0.2) 12 (0.3) 8(0.2) 12 (0.3)
5 0(0.0) 0(0.0) 4(0.1) 9(0.3) 4(0.1) 9(02)
Pt B HE 0 (0.0) 0 (0.0) 3 (<0.1) 5(0.1) 3 (<0.1) 5(0.1)
TUILE—ERE% 0(0.0) 1(0.6) 2 (<0.1) 4(0.1) 2 (<0.1) 5(0.1)
ERP 0(0.0) 0(0.0) 2 (<0.1) 5(0.1) 2 (<0.1) 5(0.1)
#IBE 0(0.0) 0(0.0) 5(0.1) 4(0.1) 5(0.1) 4(0.1)
RIEELIR 0(0.0) 0(0.0) 0(0.0) 3 (K0.1) 0(0.0) 3(<0.1)
RS 0(0.0) 0(0.0) 3(<0.1) 3 (<0.1) 3 (<0.1) 3 (<0.1)
ES 0(0.0) 0(0.0) 4(0.1) 3(<0.1) 4(0.1) 3 (<0.1)
L EMHTSEE 1(1.2) 0(0.0) 6(0.2) 3 (<0.1) 7(02) 3 (<0.1)
RIE % 0(0.0) 0(0.0) 0(0.0) 2 (<0.1) 0(0.0) 2 (0.1)
TTHRAK S 0(0.0) 0(0.0) 0(0.0) 2 (<0.1) 0(0.0) 2 (<0.1)
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BEANKDE TS5uRE KB TS5uRE KB TSR AR
HARE 814l (k& 163651 (T2 | 357661 (KL | 358141(Z2M | 36574l (Rett | 3744 (R&ett
FRAT ST RIE BN 4R) FRAT St SRAEBIR0) | ARAT ot RAEBISR) ARATT SOHSRIE B 4K) (AR AT 5ot SRAE B0 | ARATT 3ot SRAE 511 45)
B S 0(0.0) 0(0.0) 0(0.0) 2 (<0.1) 0(0.0) 2 (<0.1)
L5EKRSE 0(0.0) 0(0.0) 0(0.0) 2 (<0.1) 0 (0.0) 2 (0.1
Bk B 0(0.0) 0(0.0) 0(0.0) 2 (<0.1) 0 (0.0) 2 (<0.1)
TOEMERD 0(0.0) 0(0.0) 3(<0.1) 2 (<0.1) 3 (<0.1) 2 (<0.1)
KEEE 0(0.0) 0 (0.0) 1(<0.1) 2 (<0.1) 1(<0.1) 2 (<0.1)
EEIRIIE % 0(0.0) 0(0.0) 0(0.0) 1(K0.1) 0 (0.0) 1(0.1)
E-303 0(0.0) 0 (0.0) 1(<0.1) 1(<0.1) 1(<0.1) 1(0.1)
ESiZ R 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
REERE 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0. 0) 1 (0.1
MoOEE 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0 (0.0) 1(0.1)
BT 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1 (0.1
JTCER Bt BRI 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0 (0.0) 1 (0.1
BRILBRE 0(0.0) 0 (0.0) 0 (0.0) 1(<0.1) 0(0.0) 1(<0.1)
TUINE—ETSEE 0(0.0) 0(0.0) 1(<0.1) 1(<0.1) 1(o.1) 1 (0.1
LA 0(0.0) 0(0.0) 3(<0.1) 1(0.1) 3 (<0.1) 1 (0.1
BREBKES 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1 (0.1
B 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0 (0.0) 1 (0.1
REBR 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
RERE 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 101
RIERE 0(0.0) 0(0.0) 1(<0.1) 1(<0.1) 1(o.1) 1(0.1)
EEmEERR 0 (0.0) 0 (0.0) 0 (0.0) 1(0.1) 0(0.0) 1(<0.1)
E 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
K 0 (0.0) 0 (0.0) 1(0.1) 0 (0.0) 1(<0.1) 0(0.0)
TRE—TERIE % 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
BEAK H i 0 (0.0) 0 (0.0) 2 (<0.1) 0 (0.0) 2 (0.1) 0(0.0)
MBEHE 0(0.0) 0(0.0) 5(0.1) 0(0.0) 5(0.1) 0(0.0)
JTTURR Bt S 0 (0.0) 0 (0.0) 1(0.1) 0 (0.0) 1(<0.1) 0(0.0)
RIS AR 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
AEf=ES L 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1) 0(0.0)
RIENERE 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
EHM EHERAE 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1) 0(0.0)
BREE 1(1.2) 3(18) 63 (1.8) 59 (1.6) 64 (1.8) 62 (1.7)
BiD 0 (0.0) 1(0.6) 8(0.2) 16 (0.4) 8(0.2) 17 (0.5)
T 1(1.2) 1(0.6) 12 (0.3) 12 (0.3) 13 (0.4) 13(0.3)
e 0(0.0) 0 (0.0) 5(0.1) 6(0.2) 5(0.1) 6(0.2)
B 0(0.0) 1(0.6) 8(0.2) 5(0.1) 8(0.2) 6(0.2)
Nz it 0(0.0) 0(0.0) 4(0.1) 5(0.1) 4(0.1) 5(0.1)
BEREERERE 0(0.0) 0(0.0) 0(0.0) 4(0.1) 0(0.0) 4(0.1)
LREERE 0(0.0) 0(0.0) 5(0.1) 2 (<0.1) 5(0.1) 2 (0.1)
R I 0(0.0) 0(0.0) 1(K0.1) 2 (<0.1) 1(o.1) 2 (<0.1)
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BEANKDE TS5uRE KB TS5uRE KB TSR AR
HARE 814l (k& 163651 (T2 | 357661 (KL | 358141(Z2M | 36574l (Rett | 3744 (R&ett
FRAT ST RIE BN 4R) FRAT St SRAEBIR0) | ARAT ot RAEBISR) ARATT SOHSRIE B 4K) (AR AT 5ot SRAE B0 | ARATT 3ot SRAE 511 45)
AR 0(0.0) 0(0.0) 0(0.0) 2 (<0.1) 0(0.0) 2 (<0.1)
R B R 0(0.0) 0(0.0) 3(<0.1) 1(K0.1) 3 (<0.1) 1(0.1)
THEERYE 0(0.0) 0 (0.0) 0 (0.0) 1(<0.1) 0(0.0) 1(0.1)
BERE 0(0.0) 0(0.0) 0(0.0) 1(K0.1) 0 (0.0) 1(0.1)
B HIEEREE 0(0.0) 0 (0.0) 0 (0.0) 1(<0.1) 0(0.0) 1(K0.1)
AIPE RS T R 0(0.0) 0(0.0) 0(0.0) 1(K0.1) 0 (0.0) 1(0.1)
TIOSMEE 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0 (0.0) 1(o.1)
OREzIE 0(0.0) 0(0.0) 1(<0.1) 1(<0.1) 1(o.1) 1(0.1)
HIERR 0(0.0) 0(0.0) 6(0.2) 1(0.1) 6(0.2) 1 (0.1
BiE% 0(0.0) 0(0.0) 1(<0.1) 1(<0.1) 1(o.1) 1(0.1)
B+ feka% 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1 (0.1
BEREE 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0 (0.0) 1 (0.1
B i 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0 (0.0) 1 (0.1
iz 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0 (0.0) 1 (0.1
HIALZT 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0 (0.0) 1 (0.1
OEER 0(0.0) 0(0.0) 1(<0.1) 1(<0.1) 1(o.1) 1 (0.1
iz 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0 (0.0) 1 (0.1
OEEREBR R 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
ADEERE 0 (0.0) 0 (0.0) 0 (0.0) 1(0.1) 0(0.0) 1(<0.1)
EOEE 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
WO/ 0 (0.0) 0 (0.0) 1(0.1) 1(0.1) 1(<0.1) 1(<0.1)
AIPSESEE 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
NLvbEE 0(0.0) 0(0.0) 1(0.1) 0(0.0) 101 0(0.0)
1818 % 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
LSS 0(0.0) 0 (0.0) 1(<0.1) 0 (0.0) 1(<0.1) 0(0.0)
BEF 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
+ iR % 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1) 0(0.0)
W T EE 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
B 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1) 0(0.0)
HE 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
B 0(0.0) 0(0.0) 6(02) 0(0.0) 6(0.2) 0(0.0)
BEPIE 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
AERE 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1) 0(0.0)
SR S 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
zgz;‘ﬂav 0(0.0) 0 (0.0) 14 (0.4) 19 (0.5) 14 (0.4) 19 (0.5)
[ 0(0.0) 0(0.0) 4(0.1) 9(0.3) 4(0.1) 9(02)
O IR 0(0.0) 0(0.0) 2 (<0.1) 3(<0.1) 2 (<0.1) 3 (<0.1)
S 0(0.0) 0(0.0) 0(0.0) 3 (<0.1) 0(0.0) 3 (<0.1)
TR 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0 (0.0) 1(o.1)
WP 0% R 0(0.0) 0(0.0) 2 (<0.1) 1(K0.1) 2 (<0.1) 1(0.1)
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BEANKDE TS5uRE KB TS5uRE ANFBE TSR AFIBE
HARE 814l (k& 163651 (T2 | 357661 (KL | 358141(Z2M | 36574l (Rett | 3744 (R&ett
FRAT ST RIE BN 4R) FRAT St SRAEBIR0) | ARAT ot RAEBISR) ARATT SOHSRIE B 4K) (AR AT 5ot SRAE B0 | ARATT 3ot SRAE 511 45)
5 VT OO, R 0(0.0) 0(0.0) 1(K0.1) 1(0.1) 1(o.1) 1(o.1)
Bl 2RES-Mm 0(0.0) 0(0.0) 0(0.0) 1(K0.1) 0(0.0) 1(0.1)
i1y 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0 (0.0) 1(o.1)
RE KIRARIE 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
REEE 0(0.0) 0 (0.0) 1(<0.1) 0 (0.0) 1(<0.1) 0(0.0)
S 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
ShegedinpS- 0(0.0) 0(0.0) 1(K0.1) 0(0.0) 1(o.1) 0(0.0)
HREEREE 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
SHMEEE 0(0.0) 0 (0.0) 1(<0.1) 0 (0.0) 1(0. 1) 0(0.0)
BT 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
EX 0(0.0) 0 (0.0) 1(<0.1) 0(0.0) 1(<0.1) 0(0.0)
nEREE 0(0.0) 1(0.6) 15 (0.4) 15 (0.4) 15 (0.4) 16 (0.4)
EIE 0(0.0) 0(0.0) 6(0.2) 7(0.2) 6(0.2) 7(0.2)
Mm@ 0(0.0) 1(0.6) 0(0.0) 2 (<0.1) 0(0.0) 3 (<0.1)
FETY 0(0.0) 0(0.0) 3(<0.1) 2 (<0.1) 3 (<0.1) 2 (<0.1)
BARRELE 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1 (0.1
R EDERAR M 42 A 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0 (0.0) 1 (0.1
BT 0(0.0) 0(0.0) 1(<0.1) 1(<0.1) 1(o.1) 1(0.1)
ERAR M 42 AE 0 (0.0) 0 (0.0) 0 (0.0) 1(0.1) 0(0.0) 1(<0.1)
MmEZEE 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
EMMERETS 0 (0.0) 0 (0.0) 1(0.1) 0 (0.0) 1(<0.1) 0(0.0)
1K M 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
<BKEAR 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1) 0(0.0)
RIEMEMARMEERAR 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
mEMFHE 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(o.1) 0(0.0)
FRIEE 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
BRURBES 0(0.0) 0 (0.0) 11(0.3) 12(0.3) 11(0.3) 12 (0.3)
BRERE 0(0.0) 0(0.0) 1(<0.1) 3 (<0.1) 1(o.1) 3 (<0.1)
$EPR 0(0.0) 0(0.0) 0(0.0) 2 (<0.1) 0(0.0) 2 (<0.1)
AKETE 0(0.0) 0(0.0) 1(<0.1) 1(<0.1) 1(o.1) 1(0.1)
R i 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1)
KEE 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
%R 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1)
BEE 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
BTz 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1)
BHEERE 0(0.0) 0(0.0) 4(0.1) 1(<0.1) 4(0.1) 1(0.1)
FR&ZE 0 (0.0) 0 (0.0) 1(0.1) 1(<0.1) 1(<0.1) 1(<0.1)
2B R 0(0.0) 0(0.0) 2 (<0.1) 0(0.0) 2 (<0.1) 0(0.0)
FREYIE 0 (0.0) 0 (0.0) 1(<0.1) 0 (0.0) 1(<0.1) 0(0.0)
Bl 0(0.0) 0(0.0) 1(K0.1) 0(0.0) 1(o.1) 0(0.0)
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2011017458 20070337 E® &ft
BEAKDE TS5uRE ANFBE TS5uRE AHEIB¥ TSR AFIRE
A Sl (REM | 16361(REtE | 3576/ (R£M | 358161(REtE | 3657HI(REME | 3744 (R &M
ATt RIEBI0) ARAT ot RAE BN BR) | ARAT St RIEBIER) ARAT et RIE BN |ARAT et RAE I ER) ARAT ot RIE 51 50)
ARV IRESR 0(0.0) 0(0.0) 11(0.3) 11(0.3) 11(0.3) 11(0.3)
B I Bk iR A e 0(0.0) 0(0.0) 5(0.1) 6(0.2) 5(0.1) 6(0.2)
a1l 0(0.0) 0(0.0) 1(K0.1) 4(0.1) 1(o.1) 4(0.1)
R EREAME 0(0.0) 0(0.0) 4(0.1) 2 (<0.1) 4(0.1) 2 (<0.1)
1) s SERENSE 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(o.1)
ifﬁigﬁ; 0(0.0) 0(0.0) 1(K0.1) 0(0.0) 1(o.1) 0(0.0)
R Z A M 0(0.0) 0(0.0) 1(K0.1) 0(0.0) 1(o.1) 0(0.0)
/MR EE 0(0.0) 0(0.0) 2 (<0.1) 0(0.0) 2 (<0.1) 0(0.0)
HEURRESE 0(0.0) 0(0.0) 14 (0.4) 10 (0.3) 14 (0.4) 10(0.3)
EERMEHFEL 0(0.0) 0(0.0) 6(0.2) 5(0.1) 6(0.2) 5(0.1)
=1 0(0.0) 0(0.0) 3(<0.1) 4(0.1) 3 (<0.1) 4(0.1)
BTk 0(0.0) 0(0.0) 1(0.1) 1(<0.1) 1(o.1) 1(0.1)
EE 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1 (0.1
I S5 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
B 0(0.0) 0(0.0) 1(K0.1) 0(0.0) 1(o.1) 0(0.0)
HEEEE 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
AZI— LR 0(0.0) 0(0.0) 1(0.1) 0(0.0) 101 0(0.0)
B 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
BEMIEEERIEHFEL 0 (0.0) 0 (0.0) 1(0.1) 0 (0.0) 1(<0.1) 0(0.0)
HRERIRE 0(0.0) 0(0.0) 12 (0.3) 9(0.3) 12 (0.3) 9(02)
75:>7,E/5>7\ 0(0.0) 0(0.0) 2 (<0.1) 2 (<0.1) 2 (<0.1) 2 (0.1)
J>—EEm
REFD 0(0.0) 0(0.0) 1(<0.1) 2 (<0.1) 1(<0.1) 2 (<0.1)
Z:/':;iffi?; - 0(0.0) 0(0.0) 3(<0.1) 1(0.1) 3 (<0.1) 1(<0.1)
MR L& 0 (0.0) 0 (0.0) 0 (0.0) 1(0.1) 0(0.0) 1(<0.1)
SR ER R 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
FSURTIF—E LR 0(0.0) 0(0.0) 1(K0.1) 1(0.1) 1(<0.1) 1(<0.1)
REHEM 0(0.0) 0(0.0) 2 (<0.1) 1(<0.1) 2 (<0.1) 1(0.1)
B 1 Bk S5 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1)
;I_;_):;;J;ﬁ/ 1 000 000 <o) 000 1 <o) 000
ANESOEVELD 0 (0.0) 0 (0.0) 1(0.1) 0 (0.0) 1(<0.1) 0 (0.0)
FFERLR 0(0.0) 0(0.0) 3(<0.1) 0(0.0) 3 (<0.1) 0(0.0)
FrieERERE 0 (0.0) 0 (0.0) 1(0.1) 0 (0.0) 1(<0.1) 0(0.0)
RERUEEMER 0(0.0) 0(0.0) 7(02) 9(0.3) 7(02) 9(0.2)
BARELR 0(0.0) 0(0.0) 3 (K0.1) 5(0.1) 3 (<0.1) 5(0.1)
EEREHE 0(0.0) 0(0.0) 0(0.0) 2 (<0.1) 0(0.0) 2 (<0.1)
= g M iE 0(0.0) 0(0.0) 0(0.0) 2 (<0.1) 0(0.0) 2 (0.1)
EHILT T LfE 0(0.0) 0(0.0) 1(K0.1) 0(0.0) 1(o.1) 0(0.0)
ZaLRFO—/LInjE 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 101 0(0.0)
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2011017458 20070337 E® &ft
BEAKDE TS5uRE ANFBE TS5uRE ANFBE TSR AFIBE
A Sl (REM | 16361(REtE | 3576/ (R£M | 358161(REtE | 3657HI(REME | 3744 (R &M
ATt RIEBI0) ARAT ot RAE BN BR) | ARAT St RIEBIER) ARAT et RIE BN |ARAT et RAE I ER) ARAT ot RIE 51 50)
= 0(0.0) 0(0.0) 1(K0.1) 0(0.0) 1(o.1) 0(0.0)
ik &R 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
LY 4 0(0.0) 0 (0.0) 8(0.2) 8(0.2) 8(0.2) 8(0.2)
i 0(0.0) 0(0.0) 3 (0.1 3(K0.1) 3 (<0.1) 3 (<0.1)
8RR 0(0.0) 0(0.0) 2 (<0.1) 2 (<0.1) 2 (<0.1) 2 (<0.1)
D EHIED 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
D EAEE 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0 (0.0) 1(o.1)
SBARTE T EE AR 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0. 0) 1(0.1)
SomtELFE 0(0.0) 0(0.0) 2 (<0.1) 0(0.0) 2 (<0.1) 0(0.0)
B A ST £IE 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
BRES 0(0.0) 0 (0.0) 4(0.1) 7(0.2) 4(0.1) 7(0.2)
RAOET 0(0.0) 0(0.0) 0(0.0) 2 (<0.1) 0(0.0) 2 (<0.1)
MEEBE 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0 (0.0) 1 (0.1
#EIEFE M 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1 (0.1
AR H 1 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0 (0.0) 1 (0.1
Rk 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1 (0.1
e 0(0.0) 0(0.0) 1(K0.1) 1(0.1) 1(o.1) 1 (0.1
AREZI2 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
BRBR T SFEIE 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1) 0(0.0)
BAEE 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
FaEE 0(0.0) 0 (0.0) 6(0.2) 7(0.2) 6(0.2) 7(0.2)
520% 0(0.0) 0(0.0) 2 (<0.1) 2 (<0.1) 2 (<0.1) 2 (0.1)
BELE 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(o.1)
EIRIN- 0(0.0) 0(0.0) 1(<0.1) 1(<0.1) 1(o.1) 1(0.1)
#®E 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1)
SRIEE 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
FLEBEEDEE 0 (0.0) 0 (0.0) 0 (0.0) 1(0.1) 0(0.0) 1(<0.1)
E 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
[AEIL 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1) 0(0.0)
Fuy 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
Rit, BEERY
"—gmﬂ:;ﬂgifi% SEa 0(0.0) 0(0.0) 5(0.1) 6(0.2) 5(0.1) 6(0.2)
)
HERE 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
FhERE 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1)
BERTELRE 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
T EMRa & BeE 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1)
fEmtEALiE 0(0.0) 0(0.0) 0(0.0) 1(K0.1) 0(0.0) 1(0.1)
FRERFEY 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1)
ZitFL R 0(0.0) 0(0.0) 1(K0.1) 0(0.0) 1(o.1) 0(0.0)
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2011017458 20070337 E® &ft
BEANKDE TS5uRE KB TS5uRE KB TSR AR
A Sl (REM | 16361(REtE | 3576/ (R£M | 358161(REtE | 3657HI(REME | 3744 (R &M
FRAT ST RIE BN 4R) FRAT St SRAEBIR0) | ARAT ot RAEBISR) ARATT SOHSRIE B 4K) (AR AT 5ot SRAE B0 | ARATT 3ot SRAE 511 45)
BR R 0(0.0) 0(0.0) 1(K0.1) 0(0.0) 1(o.1) 0(0.0)
RENEERE 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1) 0(0.0)
OB EY 0(0.0) 0(0.0) 1(K0.1) 0(0.0) 1(o.1) 0(0.0)
A5 /YA MERBE 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(00)
ERES2H 0(0.0) 0(0.0) 1(K0.1) 0(0.0) 1(o.1) 0(0.0)
REREE 0(0.0) 0(0.0) 2 (<0.1) 5(0.1) 2 (<0.1) 5(0.1)
BEE 0(0.0) 0(0.0) 1(K0.1) 3 (<0.1) 1(o.1) 3 (<0.1)
BTLILE— 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
SHMETLILY— 0(0.0) 0(0.0) 1(K0.1) 1(0.1) 1(o.1) 1 (0.1
TLIILX—EZE 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
i:é:i&u 0(0.0) 1(0.6) 2 Ko.1) 4(0.1) 2 (<0.1) 5(0.1)
w5 0(0.0) 0(0.0) 1(<0.1) 1(<0.1) 1(K0.1) 1(0.1)
Er Bl 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1 (0.1
BB 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0 (0.0) 1(0.1)
e 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1)
WEBIZLZERE 0(0.0) 1(0.6) 0(0.0) 0(0.0) 0(0.0) 1 (0.1
ok 0(0.0) 0 (0.0) 1(<0.1) 0(0.0) 1(<0.1) 0(0.0)
ERRRUILEES 0(0.0) 1(0.6) 1(<0.1) 3(<0.1) 1(o.1) 40.1)
R4 RIS BRAE KGE 0(0.0) 1(0.6) 0(0.0) 0(0.0) 0(0.0) 1(<0.1)
IERA 0(0.0) 0(0.0) 1(<0.1) 1(<0.1) 1(<0.1) 1(0.1)
BiE 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1)
fEtm 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
WS BEE 0(0.0) 0 (0.0) 0 (0.0) 1(<0.1) 0(0.0) 1(<0.1)
FAKIREE 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
FEERES 0(0.0) 0 (0.0) 3 (o.M 1(<0.1) 3 (<0.1) 1(<0.1)
RERHAT 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(0.1)
REHRE 0(0.0) 0 (0.0) 1(<0.1) 0(0.0) 1 (<0.1) 0(0.0)
B350 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(o.1) 0(0.0)
FFREERKE 0 (0.0) 0 (0.0) 1(0.1) 0 (0.0) 1(<0.1) 0 (0.0)
ikt 0(0.0) 0(0.0) 1(<0.1) 0(0.0) 1(<0.1) 0(0.0)
NERVAFLE 0(0.0) 0 (0.0) 0 (0.0) 1(<0.1) 0(0.0) 1(<0.1)
BT 0(0.0) 0(0.0) 0(0.0) 1(<0.1) 0(0. 0) 1(0.1)
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11.

. BRRERRICRITIE

FESH TN

BERE

FESH TN

<HBE>

B P G- O R T B B 5k T A MRS S TR,

eSS 1 AREAER (200602205858) DIC B W T, BEY X< 7 fr K10mg/kgk [ T G-, fx Kbme/keZ §HIRMIC
HEHR G5 L, 2 TOHETARMEEL R,

HRALOZE

14. BHLDFE

141 EFIRERIOFE

1411 B ERT305FREE , B L 7RAE (UME IS AR ) THRIEICRL T bR 59524,

14.1.2 WLIREI LR &,

141.3 NEWZ BRIZXOMERL, B, 1I220, FilEDRROONLGE XM A LN L,

142 ERIBREROZE
HEFHAL I _EREER, I U RBBEREL | [A— A ~D KB F 5134772k, BN A,
PREG . R SUTAIRE L COD I ~DTESHTEET D L,

< >

14.1.1 BHREOMIBIZEDRREABLI ToDIZ, RFIZEHTHEISELI2REE GMEIC AR EE) =
BICRL BG4 52L8,

14.1.2 —fANC, IREIDRZ LRI B DONLAREIE I 52 DT LN BV TNDIEND | RFIZIREI L7
) e SN

14.1.3 NEWZ BRIZEOREGEL, RO 220, FilED RO NG EIIERAE T (3528,

14.2 KRB OGN RS, BEH SUIRBEF 3 L CTD, IR —E AL~ SKAE B G131 Th 70
Z&,
F72 ARFNEERH RS OB SN SOGFRD HNTNDED T, BENBURIR LA, 5, FIRX
IR AE L CUODEAL~DESHIRE T D L,
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12. TOHDEE
(1) BEERERICEIER

15.1 BRERERAIZE OIELR

15.1.1 M CHEMSN =T L Ras iR o bk i Uiz el FRERER (405441 o B 5 MM (124 A
) IZBNT, DI E RFRICEIDIE T, DAFEIE, KON OFBEGILT Lo R iRy A
BRI LEE L TARAIRE T MERI 2RO DT (L IILE R FRICEDE T AKIRELT6 (0.8%) LT L
YRuas @R RID ARE1245 (0.6 %) | D ARAR ZE R AIFE 1641 (0.8%) KON Lo R ) hw ARES ()
(0.2%) , iz : AAIREL3H1(0.6%) e YT Lo Ru g o ABET61(0.3%) ), —J57 ., EIRRIL[F 511
F7" 7Rk PR LGRS (715741 : B AR AN489BI&& Te) O —HE MM (124 A ) T, LI E R HF
GUTRDIETE, DAPRZE, e OWMZE R D3I BN BT 7 T B R BELARKIRE CIRIFRE Tho7- (L R
BT LAIET  AFIBELTH] (0.5%) VST BARBELSE] (0.4%) . D FEZE  ARFKIFEIE] (0.3%) N5
BAREESH] (0.2%) . A ARHIRES 1 (0.2%) M 7 TR EEL1061 (0.3%) ), [1.. 5.2, 8.3, 9.1.1&% ]

15.1.2 AFI210mg% 15 A 1G-S 7- BRR 1% AoME5914612 38T, Pty X< 7 Huil3 107241 (18.1%)
(2. FAIHUAD50/1(0.8% )T FRD BT, AHKI210megE 14 H IZ 1A G- S B 162F12 BT Hi
1E Y A7 FURD2861(17.3%) ., FHFIHFUEA 11 (0.6%) IZFRDH BT,

< i >

15.1.1 AR EHERIE BT 2RI RELT=T Vo Rasfi ) R Lok BRSNS IAEERER (20110142308%) (H A
NIEEFR2W) BN T, AAIBETT LU R e iR D AREE IR L CHRER L M R FRREBLO K
BPRD LN IO KRB G A PRI D L &I, B PE LR BTN A B DU A7 )3 i R
FA~OREITASIELEREZ B EL T XETHLI LB I 570t LIz,

15.1.2 [ENACER L2 BRARRBR OfE RIS EFH LTz, BRRBRICEDiaEY X~ 7 Hiik XX Fn
PURTGHEB D DROIN TS T2 B I E I 22 S D D | HURRG R & B2 51 & CTAH
BT X DA 9 e V22 I 2 TR DIV TR,
7235, 201101428 RO T Lo R g oA R D) O 581X, EWNAGEH & (5mgZ 1 H 1R X
35mgZ 1 [Elfe 5) LIF 7Y T0mgx LEMIC1 B 5 ThoT-,

(2) FEFEERBRBRICE IHER
RESH TV AN
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X. FFERREERICEE 9 2R E

1. EEHER
(1) FERIREHER
(VI SEEHICE D5 E | OHS M

(2) TEMRERR

A B AR | RORE | AR |
SRERTH ARG

— [#£5):n] B | mekg) | PR
TR £ B Do
FEAIE H Et%fmé//@/ HRP 0.30,100, | BBRL
B A, BRAER, fR, | i 300 5 B 300m
T IR BRI
L 8 OB A2 I

= Ny 62) i N
s SRS s 0300100, | L
R H - Y3 A = - B
BGpRAEK, LTI, LI, BRI PRI, | 40/ BE) e 200 HIHERE-500ms e
T T, BEUSL i %

(3) EDHhDIREBAERS~®

RIR SR ERER 1, PR B HLRRIE OB T VLSO | Filis O E HLERE BE CAECAW BRI E L -
FWET L TOHAIL O AT U HUROIER 2R LT,

PIAZLBATF R, 7o Rasr U BRE | RIAE K OVE ~O I E/ B G RO T T VICB W T A
U, R L7 &R OVEREDIK T THICAE ThoTo, FLAZLVuxF U Hiikix, F-#wEOF
PHEEET MZBWTEITRE OF BEA IS, 5 RIICHERE TR E A W E LTz, A7V AT OE
RZ 31T DR BINHE SV TNDTEN D BRMREEEET L ChONMIEA IRBE T M VW THiiAs
LBRAF PR I HIAZ L 0 AT U HUROFab7 77 A FOER Z gt Uiz, 26200 BROfE R CIL,
PLAZLV B AT U HURITFE R LB M B EIE OEITICH L CTHBEREELY 5 2 /) o 7= (t-test, Mann—
Whitney U test XIZANOVA),

2. EEEER
(1) OSSR
R YER L

<HBE>

LMK PRER T =7 AP T T M HEIBIFRIRN & 5-(300mg/kg) L 72 F562 | (18 & 5 ERBRC 0
=AY N XITT7 v MT300meg/ kg TOHETEARN S DN T IR G U7z BE™ | 2k v 3650
BIZRoT-,
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() RERSHEHAR

S h/SDFw R
(e - 45 10~25L]

Bz (LA 1 [=])
638 [A]

0. 3,10, 50

SRR/ Rk P G RE (B 5AE L) 55 ERES
[P n/BE] P 5 A DRI ] (mg/ke/IE]) (2]
Fv/SDT R KR (AR LED) 0. 10. 100. 300 TRl
(A - #5150 ] 4FE R [+1038 ] T MERE : 300mg/ kg
wmPEFT R

IEHER LU CEEE B ORI DEFE
O F E=HE N
Ik : 50mg/kg

(e - #5-4 ~6 L]

65 H [ [+141 4]

0. 3. 10, 100

Zvh/SDT R Fe T (AR 1A 0.3 10. 100 FBIEAT AL
(e - 4-9~15]L] 6 A [ [+1438 ] T HEHE - 100mg/kg
W/ H =T AAF T ig éﬁiﬂf " i: OO0 b L
7‘— : =R f— N f\ .
LA - 455 ] S L+ 103 SR 300 R % 5888 : 300mg/ kg
Y/ =7 AP R (LA 1ED) BT R

HERE - 100mg/kg

3) REBERR
LR L

4) NARESER

D R - BRI e
LA /8] BEHE # I BURAR

R A -\ B U7 7 R B (o 3
(4R 45 601, oL 0.3, 10. 50 RO R O LB
Some/keDHERED . | (mg/kg/Ia)) DITIRIESIL, T, FEH DU IR
54JC] ' (A AP @AY/ Y
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(5) 4HEREFERR

EWFRE/ R
[ER  n/FE]

Pe GRS (e 5AR )
$ G- 1) LA ]

55
(mg/kg/[a1])

[ F L ]

FES - Ji U 8 2 F P R BRSO

YR7 v R/SDT vk
[£-25)5]

2 FOER6, 13 5125

0. 30, 100, 300

FO(R:Eh#) : 300mg/kg
F1(#5 ) : 300mg/ kg

300mg/kg % $¢ 5- L 7= R #1322 )T
T.OBIEOREMOFRNEL6ILO i
RHTICICAA R AR H DV IEHE
fEDHFR)RFRO BN, FIZ4IEDOFR:
T DSICOREIRIZIBN T, Bk B
LU THE6SHMEME S b B R GHT9HE
HES DM AL - T B SEREHE ) 3R
OO, ZOEREFIIREIEILE
B2 BIL EMTIAFTE LW s 10
i ChoT,

PEFIRRE B OWE - it Va6 A 1 iR

Zwh/SDZv R
(eIt - 45255 ]

B2 F (LB R 1R

I - 22 B AiT (6 38 [#]) ~ 22 Bl
T K OV B T2 i1 (e 1
AZBLAZ 61 )

0, 10, 60, 300
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tish A
KEOUATCE | 8.1 Pregnancy
(2024410H) Risk Summary

EVENITY is not indicated for use in women of reproductive potential. In animal
reproduction studies, weekly administration of romosozumab-aqqg to pregnant rats
during the period of organogenesis at exposures greater than 31 times the clinical
exposure produced skeletal abnormalities in the offspring. Administration of
romosozumab—aqqg to rats prior to mating and through to the end of lactation produced
minimal to slight decreases in femoral bone mineral density and/or cortical
circumferences in the offspring at 1.4 to 54 times the expected exposure in humans.
Data

Animal Data

Reproductive and developmental effects of romosozumab—aqqg were assessed in the rat
in a preliminary and definitive embryo—fetal development study, a combined fertility and
embryo—development study, and a pre— and postnatal development study.

Skeletal malformations including syndactyly and polydactyly occurred in 1 out of 75
litters across all rat reproductive toxicity studies, in the litter of a dam given weekly
subcutaneous romosozumab—aqqg doses of 300 mg/kg (equivalent to at least 31 times
the clinical exposure observed in humans following a monthly subcutaneous dose of 210
mg, based on area under the concentration—time curve [AUC] comparison).

In the offspring of female rats given weekly romosozumab-aqqg doses from 6 weeks
before cohabitation through mating and lactation, femoral periosteal and endocortical
circumferences were slightly decreased at 10, 60, and 300 mg/kg (equivalent to 1.4,
18, and 54 times the clinical exposure following a monthly subcutaneous dose of 210
mg, based on AUC comparison). Cortical thickness was increased at 300 mg/kg
(equivalent to 54 times expected clinical exposure). Femoral metaphyseal bone mineral
density was slightly decreased at 60 and 300 mg/kg (equivalent to 18 and 54 times

expected clinical exposure).

8.2 Lactation

Risk Summary

EVENITY is not indicated for use in women of reproductive potential. In animal studies
where pregnant rats were given weekly doses of romosozumab—aqqg from 6 weeks
before cohabitation through mating and lactation at 10, 60, or 300 mg/kg (equivalent
to 1.4, 18 or 54 times the clinical exposure following a monthly subcutaneous dose of
210 mg, based on AUC comparison), romosozumab—aqqg was dose—dependently
present in the serum of offspring on postnatal day 21 at 0.01 to 2.4 times maternal

exposure due to gestational and/or lactational exposure.
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WO DFRAFSCE: | 4.6 Fertility, pregnancy and lactation

(202448 H) Pregnancy

Romosozumab is not indicated for use in women of child-bearing potential or in
pregnant women. There are no data from the use of romosozumab in pregnant women.
Skeletal malformations (including syndactyly and polydactyly) were observed at a low
incidence in a single study with romosozumab in rats. A risk for malformations of
developing digits in the human foetus is low following romosozumab exposure due to
the timing of digit formation in the first trimester in humans, a period when placental

transfer of immunoglobulins is limited.

Breast—feeding

Romosozumab is not indicated for use in breast—feeding women.

No data are available on excretion of romosozumab in human milk. Human IgGs are
known to be excreted in breast milk during the first few days after birth, which is
decreasing to low concentrations soon afterwards; consequently, a risk to the breast—

fed infant cannot be excluded during this short period.

Fertility
No data are available on the effect of romosozumab on human fertility. Animal studies

in female and male rats did not show any effects on fertility endpoints.

(2 MREICEHT SR
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HH RN
KEORASCE | 8.4 Pediatric Use
(20244-10H) Safety and effectiveness of EVENITY have not been established in pediatric patients.

RN DIRAT L | Paediatric population

(202448 H) The safety and efficacy of romosozumab in paediatric patients (age <18 years) have not

yet been established. No data are available.
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