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N 40=+2 75+5 ES7 DR TG 7] % 78

IR oo | o | @ 6nH |y
<HERIER >

PRI, RSB, R L, MR B WA R R | M R R TR RE, KT,

KT ) —VER

* 0 —ERH B SO W TR RAF TORERZ S, A HRAF TORFHIRITR K120 H THD,
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V. RFICETHIER

7. RRERUVBREOREY
A L7

8. fFIEOESEIL (MEBIEFNEIL)
%ML

9. THHifE
%ML

10. BFH-a%
1) FEARELRR-SF NEIFBBRLCESR - (ICT 28R

@

© ®

Rk T X T B =% KIZANTZD, K THDRNZEEZERBORKEERLIENHD],
[VIIL11.3# A LR oES MR
BRI T D LR DD D DT  IREED 50°CLL I DFTICE DR\,
X4 B3 EOEE | DES R
FHIZEIZ 72> TH RIS HR UL, [X 4B Lo 0ES R
I BIRIRIC I ED BN FIETHREIET DL, [X AR EOHERE | DS
BE TR O R M O A 2L, (B 7B R84 2528,

B}

/

E

RS (FREH E)
= =B
\ RE EOER]
ZI‘ ’b’\ZJ®G)EEFﬂIC§TCD'C LRARGFry T EBH T OBRBARICANTIRELT
HIWARRIERAT BCHLEOTIE LUFORBFR Tz, .
BEURUETFIRR D DT ERAICHI T ERLH 2ABOOOFEDER <o, EELTTFITI—DEA
ACELL AT, OORAEANE. RSB EBLL E5DIET
s BE ERICRELTFEL,

EREER BFINSEBLUPYIF—EKICANIED KTHITE
CORBRIFEEPHICLEH D BOTIEBDEAe ERTTT L.

515 }n'};? ENEABREBRAUVTVWERELZETREE ERABOERSEDEYT,)

R R tsE 4R DBENDG DIt FB(S0CLLE) [CIsBHT

2. ERREDAEICHADST. CES DU TRADPLE

e AN
BT LENTFEL. ERITHELBARTES [CRDMENT L

AP it 5. BTFROFOBIMELAICRELTTEL,
3. EDRERRICERT DEAIR. EHORRICHER ZOBOER
LTTF&EL, z
4. TN E LT MROTILI—LEASTVNET, I8 1. 7S ERECHSTENDICRUBENTFEWN,
VSTIC 13 575 (AR e IS REAIERIE LI T 00, 2HBEARICEDED SN EEEC T EL,
5. H-BICAU TEG LEWTFEL,
ARG r — \
1.COERIE. BROF YT 9—IcEL<CEBEURALT BRI DIERICIELBAL TT 2L,
T b o

2. CORTHARE—RICFRS N B A LA 20
CERAICSIOTIICH>TERLT TS,

S EHEEE AR EERUEN o TR DR LIS
Z3E{ITLABRERELTTEL.
(EBRTESHERBDEI R AL

A MADS F HRFEVEIR BUSETT LN Do DTHER
(&I TIEFERULTTFE L. \ J

S.BABRICSHVELTTFEL. ~

esl @:PE
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V. RF|CEII HIEE

(2) 2%
FNRATe 50 pg Ao ~T—112]AH @ 6.6 gx1, 6.6 gx10(EFEHTH T X —1])
FNARAT 100 pg A ~7—56 AH 1 3.3 gx1, 3.3 gx10(BEHTH 7% —f})
FN_R AT 100 pug A ~7— 1120 AR @ 6.6 gx1, 6.6 gx10(FEHTH 7% —1F)
AR AT 200 ug A ~7—56 AH 33 gx1,3.3 gx10(FEHTH T H—Ff)
(3) FPHEER
P10

4) BROMEHE
<EE>
o T2 A BN O RZHL10 mLT A= AT THH,
« 56 AR DO B ER T A — T T D, ZOA) =T HILT A= LAY — T LA IA
FNT5 mLT V=0 MEDDIERS LD,
<THETI—RUFvvT>
« EEER)ZF L

1. FZRREHESNLIEME
L

12. Z0fth
%ML
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V. ARICEATSIEE

1. FIREXRITZHER
4. e TZHR

SR S S,

2. MEEXRFHRICEETHERE

5. BRER IBRICEETHEE
AR OB EBAARTCIL, B Ol BAE R Z L A2 E AR RB I L TR<Z e, F#IT, i
FEAFERIRRE X3 B OSBRI LR B O L X ITFAIE L TARANIE A L2 s,

(fZ:)
AFNIEEITHE & TV RAFZIE L TR RS D HEAITIZZR2W O T Wi BIEIR 2N FLE ) R AT
A b=V ER, AFIOBRADPHEEIATOZEN TELRETHEN 528, KT, i B IE1FERE
PRRE S 30 2 D B AR RB 12 5 /A I BRI E I RN B BT, By AT B A
RAI, =R 7V B PR OG0, BRFR WA E OE NN S DAL EZATV, Wi B0 HE
fEREAUE L L TARIZE T 528,

3. RERUVRAE
(1) RERUVAEDES

6. AZERUVHAE
[HIN
WH . AN 7Y =RELT 100~400 pug % 1 B 1 B ALE-T2, 7k, JERIZED
WEIERT 2723 1 B DR K G-#13 800 pg &32,
F72. 1 BIZ 800 ug 85925813, §l. &KD 1 A 2 BN TikB32,
/N
W NTIFET 7L Y =RELT 100~200 pg 7 1 B 1 [\ ABHT2, 7ek, BAFICIE
KR AE— LS TWDEAIT 50 pg 1 B 1 BIETRETES,

(2) AERURAEORTERE - BN
BRSED D EAE £ TOMRIAVESE ORI M B REICH LT ARIO 1 B 1 EHR 525D
100~400 pg/ B OFMEEZ EMEPHERSNIZZEND, lH HEE 271 =RELT 100~
400 pg & 1 H 1 B ARG 21 LR E L, 7o, i 80 RHE BT 5315 Tl
Wi EJE RIS U CEEBERIC I BT A 2 LD BB - BT AR T A2 2006 T/RSAL T
HZEND, BERICEVE T 51U, £, BRBIGICB WL, B 0FHICHE &
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V. ARICEAYTSEE

DOWAAT A RF o BT BB DFAET HIEN D, FEIENS B O KE BB 1T
WTZ DR S AL, AA 400 pg/ H FVA R Th-72 800 ng/ H i K EEL T H DR
KEG-21 800 ug &35 EREELTZ,

— 7. B L O RERE E R A R LT BOR EITNE W E X b,
RED T IAT U AZBNT L H ARSI 1 A 2 BEGIOLERTWDEEXLNDA, LL
Loz EBE L CERSNI-ENRBROM RGBS EL T, BENORFEICHI-->TEN A
\Z 800 pug B H-T 285415, . KD 1 H 2 IEI DITERETSHIEL,

Fo. 5 ~15 mETO HARANFroe A 8 30 BB AR5, 50 pg/H | 100 pg/ B &Y 200
ng/ H OFNE R VBRI, ZOZE05, @ HE%E 100~200 pg/H . W BJAE
Koz ha— L3 BAF7 BRI o &L LT 50 ng/ H 2% E LT,

4. RERUVARICEETSIE

7. BERUVRAEICET IR
7.1 W BAEROFRMEN A ON T 5513 16 BB/ NROH&E2E 59 528,
7.2 1 H 1 EREOLGEICIE, ARERITHRGTHZEDREEL,

(R &)

7.1 ML EOWART aAREIEEIRAERA UT-5E . BB R SR B RE N 2 O B E ) 5881
LERSBENNHLO T IR OFEMEN AL 5E 1, E U7 E Fa I I S\
it % O B C TR BB R NRO H &ICHHE§5248,

7.2 %l@ﬁﬁ?ﬂﬁ%ﬁaﬁ% ARFN ORI ESA SCEO T A EICB9 5105 & OE NG R 5 &

BEIZLTREL,
ENE iﬂ BT CEDLEFNINT TERDOEALDFRO N DI EN L, —ITHi
E\% TR E-ESNDIENLEELNEE Z LTS,
728, AMEOBERRBR T, §13E . /RGOSR WTHLARMNE, e RSN T
W5, B ERFHIEE ~ O BFEORREITISC THMr§ 228,
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V. ARICEATSIEE

5. BRERALEE

() BERT—2/3075—o
BTN T — 23—V AT OEBYTh D,

[ASEZmRBE]
AR IX R4 PO
HHIAH H a5 5305k BN PN L
L A8 ¢ 5l EENYN =I5 5PN =L
T/ TR ARRE T EERAEN SR | B AR ARG AE 0 B R
w B (BRI S5
S " A L g H AR N Rl &8 s B AR
EA G| BDP-CFCx} FEIE S ik FLi sl ( EP’%%E#%@XH&)E
I (BB G) | B 5305k H AR N Rl &8 s B R
(b R 5 A E R Wi G- ER-1 CANESUNE = Al SN <
[HhE] R H& 5 A1 E R Wi G- ER-2 CANESUNS K= A PN <
[[NRSEXImEBE]
AR IX R4 PO
HIAH AF P G- 3 Eh ek H AR NSVE X B AR
FIAH F e AR H AR N Rl & S B R
FUHH (B S) | MR 550 H AR N Rl & S BUE R
(2) ERERFEEHER
[BEREALY

fRFERR N 55 7% kB Hi a5 53805k (200, 400, 800, 1,600 ug : & n=12) I TNZ800 1%
1,600 pg/ H (400 X1E800 ng 1 H2[A]: &-HE n=9) D7 H B 5RBRAFEL 7=, T X TORE
IZBWT, AAID BBV A 52 50 FFR MR R RE T 13580 ooz, F
7o BHMHAER ORI L2 g2V T — U K QYR LT — LR B o J 25 8h 1%
RDOBIIR ST, MIEHF 7L Y =R R ONEERE (A7 FUNAR) DAUC, CraxdbIZH
B8R UIE IR AT, KRB G RERTIE, S5 RICBW T 7L Y =R ROV

T FUIARDZFEM:

OB,

AFNDOAGES LTS L A&, Tl AT 7L Y =RELTI00~400 pgz1 H 1B A
Fe 542, 2035 JEIRICKVE EHET 528, 1 H O KIE5-E13800 ngt9 5, £72. 1 HIZ800 pg
PRI DAL, #, O 1 B2/ TR 595, | ThD,
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V. aRICEATAHIER

[NRSEXmBEE]Y
/NSRS S BERE (5~155%) IZARFI200 pgz1 B 1Bl LAMKEW AL G LIzEE AFID
AL ’ﬂﬂiﬁ%%zéﬁiﬁﬁ%%ﬁﬁﬁmﬂ% RO Lotz T2, EHEER O
FELe 2 MGV T — I B A ENIRRD DIV o7z, Mg 7L =R R OVEMEHT
W (BiA>Y 7 FVIVR) @/&%E{?ﬁz =R @%Eﬁik&:%ﬁé%fﬁ?ﬁ%kﬁ%tﬁ%mﬁ%ﬁ/bf\ B’
BT A—HZB N THREREI LN 2T,

() RAERICERHAR
HAEDRRL

(4) BREERIEAER
1) BIEREEHER
A 2 ALAAT Y BSOS FUR

[RASEXWBEE]
<TStRAB-EETRAERGHE>

REBRT YA | Sl IERE, EEAL, 7T R R, CHEE R, TR AR

PIE S RE ~ FHAE DR (165 L4 E755LLT) O 3 BB 31141

AR5 %f BRI ZZ IR I CCRCAME $ 5128 FH L 7-BDP-CFC 400 pg/ H %43 [ A £ 5-L
TRBRCR Y 577 'R UIARAI D100, 200, 400 pg/ H OVNTHUH % 857 [0
ABHLTZ(1H 1EEE 5,

FEFEMEE | 5 GEARRR) OPEFD R b & (B SR DO 2 L&)

B AT H

HIEETO B, W AR O E 45k, FFM S S0 2 b &, i GEREME O
& K OPEFZEA L 4%

S

] (RS R ) OPEF O S AR ZE (L B 2O T AF1100, 200, 400 pg XL 7 TR %
1B 1081, 8HE B G- L7 F . A&10100, 200, 400 ught i7" 7B ARBEIHRL T,
AEICHEML Q= BR80T P<0.001),

B GEEKRE) OPEFOF SHMEMNSDZE{LE (L/min)

Eiacnita &Y TR BEL DFEDD)
7% R (n=79) -24.95+4.34 —
100 pg (n=78) 4.23+4.79 28.58+6.46 [15.72,41.44]
200 pg (n=71) 3.75+4.80 28.67+6.35 [16.01, 41.33]
400 pg (n=83) -0.40+4.26 24.55+5.85 [12.92,36.18]

a : BN FVERIE SRR,
b : 95% {FHEXM
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V. ARICEATSIEE

AR H1T 2 BRI IROBIERIZ, AHI100 ughtT3/78%1 (3.8%) | 200 pghf
T5/7141 (7.0%) | 400 pghtT6/8311 (7.2%) . 77 &ARHEET5/7941 (6.3%) IZFEH B
7o NERIE. AN 100 pght THEIR, 852, Nign34%-141(1.3%) . 200 pughf THZ
2011 (2.8%) . HIEA D 2E, FEFHFEE . DIFERAE 1 (1.4%) | 400 pghETHOD
BERCT . PR IRIBEE, WA | WEMEEERR | B R, VRIS 11 (1.2%) . TR
CHEFE2 51 (2.5%) | PRI A, WAMESEIE R . 77 2% 0 N3 %161 (1.3%) Th
STz, BRRRAEE RS ORIER X, AK1100 pgftT1/7841 (1.3%) | 200 ughtT0/71
1 (0.0%) . 400 pghtT3/8341 (3.6%) . 7T BAREETAT79 #1(5.1%) ITFRBH B,
NERIZ, AHI100 pngff CUFFEER B 4 M3 1451 (1.3%) | 400 pgff TR H & A
P21 (2.4%) | 7L TF = HOMN, (/MRS . ASTHIIN, ALTHEINA %1
B1(1.2%) . 7T BARBET, ALT BN, R 7 ROBEGME, A Bk & 20 25880, y-
GPT EHME14(1.3%) Th-oTz,

o, WTNOE RO T, SR FIE L, KRR DS EER A ES
LUITFRO DI 0T,

7236 AR OF Gk BB FIE, AHI100 pnghEChin BB LAG], A E L1
i, F+561, 200 pghEThis B LB, A FHFE5206], FIERUEIE], FH461, 400 pg
ECliig B30 A EFR B, REREB3H, 51761, 77 AR Ch BBk 16
Bl [A) B AE] (h BB IC L D) 161, #H1761Ch o7,

<BDP-CFCHBIEER LLEFHE >

RERT A | s ILRE] BRI, FEE B WATRER TR

FIES HASE~ BE DR (165 LA L7538 LA T) O &S 3 B B8 31941

R 1% * HE 22 I IZBDP-CFC 800 pg/ H 243 W A8 5L | IREREE & 5 W] I BDP-
CFC 800 pg/ H SUIAHN 400, 800 pg/ H DOUWFIuma 8l [k A5 LT,
AFIDA00 pg/ H %1 B 1A #ES- . AFID800 pg/ H EBDP-CFC 800 pg/H &1 H2[A]
R G-E LT,

FEFHMmIA R | 8 GEIRRE) OPEFD 2R bt (¢ H-RiffE DD 2 ki)

B AT H

HIEETO B, W ABHIEROME A A%, FFM S0 2 b &, fitgrEmAfEo
b & K OPEFEA b 4%

7 GELPRIRF) OPEF AL &2\ T, % FRZEBDP-CFC 800 ughfz %} #i & 3-%Dunnett
D% H L A AR A400 pghe 1800 pnghflZ 3\ CIEL AR FE & B B M ARG A P
FNETITo7,

ZOfES, BDP-CFC 800 pg/ H1Zx LT, AAIS00 pg/ H I LB EA <L (P=0.001) |
AFN400 pg/ HIZFELMEE R LT (P<0.001), B2, AKI00400 pg/H 800 pg/HED
I BSOS BRI DTz,
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V. ARICEAYTSEE

B (REER ) OPEFD I 5AMEA > D ZE L& (L/min)
B 5-1E 2 & T T RARRELD DD
BDP-CFC (n=106) 5.91+3.75 —
400 pg (n=106) 16.02+3.78 10.11£5.61 [-1.02,21.24]

800 pg (n=107) 23.98+3.74 18.07+5.60  [6.97,29.17]
a 1 R/ TR RERGE,
b : 95% {SHEXH

AR I 2 B MUFAER O EIEHIEZ, AA1400 pght /10661 (8.5%) . 800 pgh
T4/107451 (3.7%) . BDP-CFCHET3/106451 (2.8%) IZ5BDH BTz,

WRRIE, AFHI400 pgff TR AR, WEI R 53252151 (1.9%) . B . RERIB0R
ML BE R, B, A SR, MR, DB 161 (0.9%) . 800 pg#E CHE A 241
(1.9%) , WABE AR PRI, O FERN AR 141 (0.9%) . BDP-CFCHET, 1 D&
R T A D NR 161 (0.9%) Th-o7z, BRRMRAEF ORIERIX,
AFH400 pghtT0/10641 (0.0%) . 800 pghtT3/10741 (2.8%) . BDP-CFCHE T3/1061
(2.8%) IZFBOBITZ, WaRIE, AFI800 ught CTASTHINN, ALTHIN, A AT 4 H L
SR T — Ul B R B EETED 4141 (0.9%) 5], BDP-CFC
BECI P2 LT — U BR324 (1.9%) . ASTHIM, ALTHEANAS 161 (0.9% )
Tholz, Fo. WTNOFEGRECB W T, SELEFNTRL, NEBERASEbNDE
B ERRIIRDLN T,

72k AFRER P OB AR | R BIE ARFI400 pghE This BBV 1B, AEHFR 4
B, [FEEARE 141, FFefl, 800 pght Cha Bl SHI, HAEFG 14 Ftefl.
BDP-CFCHE Thip S k6B, A FHHZR21, Fh6efil Tho7z,

ONEL STt
<FAERZHB>"

R T A

Zhiax LR, BAERAL, SWATHER], FEER 7V Y =FHEOZ " HE ) #iR

PSES

ARFETLD AART TA R TTREL TRV VNS s B (5~155%. EIEL
il %& ot - TP EE0E) 16741

B 7 1k

AN, 50, 100X 13200 pg? FHET1 A 1A (50, 100313200 ug/ H) . Xix, 2
LU CIEE MR N CHFAZME $ 4114 I L 7-BDP-HFA% 1[5]50 pgo> A& C1 H2[H
(100 pg/H) . 8 AFEG-LTz,

T 2R IE H

] GEEIR If) OPEFDIRERHE T HFIZ 381 S 28 b B Oif IBLER I ] D e 4 7 H ] oD 2
PHENHOZEA &)
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V. ARICEATSIEE

FDOPEFD$&5- B GBI~ 24& T W (81 I X 13+ IERE) O 8 b &L, LLF oL
BOThH-TZ,

Rt 4.
BDP-HFA (n=40) 19.68+5.18 [9.20, 30.15]
50 pg (n=43) 19.67+4.73 [10.14, 29.21]
100 pg (n=41) 34.26+4.08 [26.02,42.50]
200 pg (n=42) 24.05+4.02 [15.93,32.16]

;P LR 95% (R HE K
AR I T DEIEH (BRI A D B8 25 ) 1L, ARHNS50 pgheT0/43 41
(0.0%) . 100 pg#ET0/4141(0.0%) | 200 pghtCT2/4215 (4.8%) . BDP-HFARE T,
1/4141 (2.4%) 1ZZBDBALTZ, PERIE, AAI200 pghf Thi B &% ONITEERESR & (ALT
J ONAST 5 73414511 (2.4% ) . BDP-HFARE CAFFRER 1 43 SR EEN161 (2.4%) |
THoT,

F-, BWERNC LA G- H ik filid, AF1200 ught TIHIAE R CTh o7, AR
BRIC LBIE BT oz, 7235, IR RBIRARO ON I BERA EFLRIL,
THOIRFEEIZ B W RO LI -T2,

2) REMHR
[RASEXmBEE]

BB SRR

AT YA

Lk dtE, A —7 R

ISES

RN (165ELL ETSEELLT) &S i B ERE 1434

ABR 71k

TRERIR P 5-BRAA HATE I ECTAKIS00 pg/ H &2 AFe 5-L ., 438 KEH> D28 IF 72
WUS2I IR CRBEIE RIS U CTARAI 00800, 400, 200 ng/ H W A$ 57z,

{2

<REeMH>
AEFSR, CRHAME DM = /L F > — L O OV L&,
CRHE i 1% D M 2 )V F Y — )V D e OV LRI DWW TIE, FRibf & o
BHE T o7,

<HBHHE>
i GEIRIRE) I NI DPEFOZA R, Hil I DOZE g, haemaiE o
Ak &%, FIOPEFO2 O E (F5-AiE D DZE L&) 12OV T,
VEARURE 21T > 72,

<HBFHQOL>
QOLFHAEZE (AHQ-34, Japan) |Z & V& L7 BFQOLDEEr, N Ehd
RED Va7 Y o ORF SR FRE 21T > 72,
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V. ARICEAYTSEE

i

<LzEeH>

AR I 1T D ARFN DL MR G2 14351 18451 (5.6%) 12 B FAEK D
RIVERSERD LT, 2BILL EORIVER X, MR REE, a2 Tdh -
7oo ERARMRAE BT ORIERIX, 14361F561] (3.5%) IZ@H vz, &R
X, ASTHIAN, ALTHEIMN, YV o SERE 30>, aFPERE 2, e
UV E N, FREE AR, SRR RN 11 (0.7%) T o7,
F7-. CRHAMRRICK T 5 1Ea LT — VO RISHR T ITFE O b7
Mmool

72k ARBRICEDTHIT e KRBRABO LN EHERA EFLRIL
RD BN HT,

<HBHHE>

i GEREF) o PEF Zbi: CEAME R AE) 13, 2 BRI 3.84+18.56
LminTH Y, EGHINLAERBRRENMPRO LN RHEOH D t RE.
p=0.014), 52 #HWFFE T 5.58~10.45 L/min OZ{LETHRE L7-, BHQOL
(22T, &ﬁﬁ%mkw&trsﬁ% T _RTORETHE RSO
b (p<0.05) BERD LT,

liLfrmn)

[&00ue/H FRARIZE T, 200p g, A00p g, 800 g [ e B SR
ue-- -

12
10 -

o= r7o—d oL
R EE k)
o

0 12 2B 40 G2
Fe 5
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V. ARICEATSIEE

[MRREXmBEE]

HEEHEEHAR

RERT A | hakILE, FEE R

PIE NRRE I BB (5~15i%) THEMRRERY Z8HRFOB LMK T £ T
T L 72694

R Ak TR 528 & U, I #] O4HEBIIAAI100 pgZ 1 H 1E#E 5 L, L
Bl I AA D50 pg. 100 pg. 1E200 pgd W0 A% 1B 1S U482
SATTRBREL Y EEAT O & v B oW ESERIZIS U THEABIR L,
F7o, A=Y —L, RS EMPAVEE B Z HBREORMEHETR L,

A H LA BRIER - MRAT A, BRI, S FY A v DR A
AhME - EgRERR AL, PEF., Wi EJER

(LS <REeH>

ARER T D LMl 56l RIER  (BRRMRAE O R 2 5 T)
TR LR T,

<EHuE>

i (R RFF) @PEF@ﬁﬂﬁii NR—R T A e ARFRBR O O Fc 467 H T
DB L LT-5A. 28 EO8 M E TOHRBIL, Tt Th-o
7=,

7B, 4B OHGH A EZEZRO (HEAURE, P<0.05), 28FFFIC
ﬂ?i@15.91L/mmo>ﬁ§7Ju (=AU E, P<0.001) Z= L7,

(Umm.‘l
iE 100 g H RS LT A0/ H. 1000e /B 200ue/HibE 3
%
e 2D =
H3
25 6t
Ly
RE 12 f
S 4
SE st
[~
= 4l

0

_4 L

0 ! 12 ] 28 ()

SN
(4EFOEFHTHMOPEEEZR—-A 71 & L)
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V. ARICEAYTSEE

5) BE-RERHER
DEERALEDLEEIZEDILYFOFEEREW RV T FIILK) OEYEREICRT S
FrES0ZEY
PR fERR = HB 38 (Child-Pugh/33H A UEB) Tl AHI1,600 pga HE ALT-E & FEMER
H (BiA 7 FVIAR) DAUCingh OCmaxt FEERERR AN HLBE LT, HYEIE O AT RE R 3
FHTENEN2.7M5 K O2.06%, BIEDOFHEREIEE BE TENENL8E K A5 AL
7= GMNEANT —4),
AFNOHEKGRENTZHAD A HERIZBT 51 B O R 5713800 ug TH 5,

2) SR E TR B EA o
U S BB R R ICE N TEMESNZ T T 2R R ER (n=311) & OVFEHE % FR L
R (n=319) |22\ T, @il (655% UL F) EIEREhF (65mA) (@RIl . A 2hEI R
T ORERIC OV TR LTz, £z, PRIl T 77 2R IEEER (n=311) , 3% g
FEEERBR (n=319) K ONEHAIR G BRIC O\ T, sEiling (65mLA L) EFErilinag (65m%Am) 12
JERIL ., it L7z,
ZORER REIDOFDOPEF K UFEV ol 28T AT, milinE SR m i [T L e
b,
T, BEEROFEIIRICHLZEITRD -7z,
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V. ARICEATSIEE

(6) ARAIER

1) ERARERE (—REARERAE. FEERAREAE. ERARRLRAT) . ®
ERTERT —AR—AFAE. REFTRERAZROAR

OEFARERE
B HAY PN [ R Y oY e X 1 AN SY ON N <3 R N VAN ) S oSN =l N b ST e o
V3 EE ] CORBE R AR Al
ATk Hr etk gk 7 2
KRR KB X B O B
B[] B G-BHAED D 8
iE 515 LERNERRHT R GHEBIE 1,461 B, A D MEMEAT S RAEGIEL 1,349 151
T it 1 ] 2008 43 H~2013 43 H
Tk B <REeMH>

LEMERENT RIS 1,461 Bl BIVER I 38 61 48 {4 (2.6%) @B Bz, F

7RRIERNE, FE A FEE 8 £ (0.5%) . "ZHk 4 14:(0.3%) % Th o7,
<HHHE >

FINRENT G 1,349 671, B HAEFIERIT 1,263 61 CHZhEIA 93.6%) TH

7,

) B H A A AR R P Ao 2 (IR I B9 A A M OV NI S5 2 A 1238\ T U S B D B el 2 T el ) |
IR, Ay THIZERREI O 4 BBECREAMBL . WART A FRNZ L DRI ORWBTRUE B SV TR T | 2 THR &L, il
DYRAZT BARFIND DGR ZIEFNZ SN TR ) [RE 12 TA2) LU TEDEIG 2R L,

Q¥ EEARERE (RACERAICEY H5E)

RO HAY AFNIOEIE R D22k, ebONTHEE I oW Tl HERR T ICE
AP EATV, # EEH CORBEREET S

ATk Hr ek gk 7 2

P35ty RENZRDTHE- Uiz, K& 3 B O N B

B2 I [H] e 5-BREAHD 52 FH

JiEBIIEL LERNERRHT R SR G 838 i, A MMM SIEBIEL 716 B

it 191 2008 457 H~2013 4 12 A

Tk B <REMH>

ZE MR RS2 838 T, BIVERIE 51 61 63 14 (6.1%) 38b bz, T7z
BIERIZ, RS 12 44 (1.4%) . KBRS 9 744 (1.1%) | %Wk 6 1
(0.7%) EThH-o7T=, 7=, 52 B Lo 5 B3 L 52 AW O K 5-EFH O
BIVER S BE A1, 3.1% (10/324) . 8.0% (41/511) ThH-7=,

<HHHE® >
FINRNT G 716 T, B AEFIET 640 B CHZhEIS 89.4%) ThoT-,

1) 15 F R TR R 00 R TR (R0 F 2 B 2R S OV NS e 32 72 1238\ T &V S 18 0D e fil e FE 2 T ek )
IRZE ), THAE), DEEREEI O 4 B CRATGL . W AAT BARANZLDRIERDI2VFBUE G SV e | 2 TG %h &L, il
DOWAAT BARFINLDOGIOEE ZIEFNZ DN T e | TR 2 TH8) L CaBEIG 2RI L,
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V. ARICEAYTSEE

QR EEAMERAE MRICHT HHRE)

RERD H Y ARFND /NI IT DR, 7B NTHIE IZOW T ER TIZRITS
FHAEAT\ O, i CORME A AR 5L
A T Hr etk gk 7 2
POE-JriE o ARHN O TR LT, K& s B o/NE R
(EBPEERRE DR 5 5Ll b 15 5L T)
B 22 1] P 5-BA4A 104 FH [
JiE B4 LRMERAT R GIEBIEL 269 11, A ZhPERRAT e S il 4 233 5]
T i 11 2011 A5 H~201541 H
Tk B <REeMH>
LEARVEREAT RIS 269 B BIVERIE 4 1 5 14 (1.5%) IZR® bz,
<EFuHED >
B RNRNTRIG: 233 il ANEGIENE 216 B (FhEIE 92.7%) Th-oT=,

1) 15 F R TR, A 00 F R TR (R0 F 2 B 2R S OV NS e 32 72 1238\ O &V S 18 0D Al e FE % T ek )
IRZE ), T, PEEREEI O 4 B CRATGL . W AAT BARANZEDRITER D72V FBUE G SV e | 2 TG % &L, il
DWW AAT BARFINEDOGIOEE ZIEFNZ DN T2 | TR 2 TH8) LB 2RI L,

2) RBEHLLTERFEONBXRTERL-AE-HROBE
LB EER
[BAREXmBEE]
BDP-CFC *f HIE & 1 Heialiik
[V.54). 1) AZMEMGERER) OHES M

(7) =Dtk
MR
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VI. EFEEICEHISHIEE

1. RBEZFHICEEHLLEMRITLEDE
A RE AT AR
—W 4 . RyaRARY T aEF BT ATV T VTF Y e R ATV T T =R
EE  BEOHLHEEMONEE N RFEIL BORT LEES T HTL,

2. ZEHE{EA
(1) {ERERLL-ERME
VEREROL - Jif, SGEJRAT
TERET @ 2oLy =Rk OVSEICB W T 2T 5 — I IiE b S, ImEREw T
HOWAY T FUNAREIR D, WAV T FUNARNBT L azaLFaA R BIK(GR) &
fEA L. KUEDEPEIIEZ IS T 52N E B TND,

(2) FEEEFFHHBERAE
1) GR #5 & B (in vitro FRER) 1
Z MR DR L 72 A~ — VB W T 3 H-RI 7 Ay /a7 =R& N —H—LLT
BEA RS O P EEBREIT ., VLY = REFDOIEMER B CTHABAY 7 F VK DGRIC %t
T oRE A BFEE N LI 2[RI OFRBRIC IV TN L 72, 7 A% OGS BIFMEE 1004 L7
BB DIV =REBAY T FUIARDFE RIS A& BRI L E N E 12 UM,200THY | il A
VT FUNARD TR 71 = RIZHE~R10015 o To, ZORERG, BiAY 7 FUNARIZ 71
V=ROIEHEARIRTHD ZEN RSN,
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VI. EHFEEICEHISHIERE

2) W R HNHI4E A
@ BB RVERVGRRGICRIZTEE(SYR) O
s BT /LTy MIT 7L =R1.00, 3.29 % 1%6.19 pngkeg# 1 H 1A, 3 A MK ERASIEZ
%, PURELTINAT VT 2R (BURT v L oY) SE TR R B X IR EL
7o, KR EL T v 7L Y =ROW A T T, SN ET V7 I OOV K
T ANSHT-HE (Mt FREE) & B F v Lo DL (v b — V) 23R E LT, D
iR, 7Ly = RIXRIRARY K OV TR B SO 2 BRIl L7z,

HRIRBROMIEROEL

PRTF ¥ L PHORERE (h)

O: EEtEXIREE (n=12)

@ Fr— /LR (n=12)

A 27 =R (1.00 pg/kg/day) W ARE (n=11)
O: v 7L V=K (3.29 ng/kg/day) B ABf (n=12)
A 271/ =F(6.19 pgkg/day) W ARE (n=12)
WHHEHT : _R— AT A% 100% & LA 6l

R A U 22
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VI. EFEEICEHISHIEE

Q@ SEBBEOTTEICRIFIRE(SYN

N BT LTy My 7LV =R6.00 ngkeZ 1 H 18], 3H MR EWAIE-%, IFAT V7
ERAN HURT v o) S TRIBRIEAERL LT, iR EL T 7L Y =Rl A
FTHOTIC, IR T AT I OROVICAEIR K AR A ST (R ) ST
YLV LIERE (b — V) 25 E LTz, KOEBRBEDOIREEL TR AA a0
PCo0 2 E LT, ZDOFER, 7L Y =RITHURT v L o I LD RGE M T2 s L
77

*: TR N — 2T AL D200% 2T DAY

PRRIREIC LS TEBBIEDEIL (PCa)

700~
_ 600~ T P<0.001
g 500~ I
(o]
3 400- ,
§ 300- y
% 200- P<0.001 /
100 - L
- DI 7
(N=12) (N=12) (N=12)
VIS VIOA Cic./OA

(Rt FRAF) (arbhue—n@) (7vy=F&5H)

AL, M+ IEER ZE TR Uz, BB ZERENE, V/SIZRTTDV/I0ADZE K O'V/OAIZRT T2
Cic./OAD =% Student thi & (HH]) &2 VO TITV, ZNEN0fE RAPIE CT/RLT,
PC200 : FifHIAE—RTA4LD200%\C | H-SHA A DL

A% : vehicle® A

S D AEBEEKTF LY

OA : JIATATIFyLLY

Cic : IOV =R (6.00 pg/kg, 3B IR E AR S)
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VI. EHFEEICEHISHIERE

@ KEXMBBEICRTIKESHETLEOIFH (BF HEAT—2)7
HERBIARATO V72020 A BIFW AR T BARBNC LA EZ T CTBLT . 77 /v —
U (AMP) (2595508 SO PED RO HIVA RS S BRE 15H 2%t R, v 7LV =R
400 pugZ 1 H 1A, 2 WA G- L, &H5H& TRICAMPZ R ASH, FEV)05220% K TSt
DHDOIZELTZAMPD & (PCao) I TE LT, TDFER, 7L Y =RIFPCr% EH-&H, KE il

D TUHEZANHI LT,
SHLYZFRABRES#DOKEBHMEDZEE (PCx)

p<0.001
1,000§ [—]
100E
PCy(mg/mL) =
10s
1
0.1 %
B’Emn B’E5#®

— T
Paired-t test
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VI. EFEEICEHISHIEE

3) REERA
DOREMEHAMHAVEEIZRT IR (i vitro FHRER) 1Y
ERRRY I TY > 2Rk % N zin vitro SRBRICIBWNT, 7L Y =R K O O5EMEAHY (it
AT FUIAR) 1305 B D KB RE SIS I TEE/RIL-4RCIL-572 E DK FEIAEME VA K
HAY DFELEZNHI LT, 7238 AV T FUNARDOVER R E IO T O RISV T
REACIRIOETRNZENS, 7Y =RIENAY 7 FUARICTE LSV THER 962808
RS,

SOLYZRRUSEER B (BRAVTFUIIE) D invitro IKFESER

R 7= | 5SSy
HEFERE (ICs0. nmol/L) 1.37 0.23
IL-2764 (ICss. nmol/L) 0.71 0.17
IL-47£4 (IC3s. nmol/L) 0.81 0.78
IL-5764 (IC4s. nmol/L) 0.53 0.19
IFNypE4E  (ICs4s. nmol/L) 1.51 0.38

tRCDARPETHINAZHICD3E /7 o—F L Hiik L O%ICD28 & /7 a—F /VHUA CT2R R L . YA A P
£ (IL-2, IL-4, IL-5, TFNy) K OPH-F IV A B A FREE L LT MARsE st 323 7L =R R OWA Y 7T
IARDVE A 2R a U7, #BREE130.001~1,000 nmol/LOD P EE A FV Y, 3~8[E D EBR (- L0k Bea k-,

@ REMBRBEICHTIHNR(GYR) D
i BT LTy MIPUREL TIRA T L7 2 APURT v o 2)&t, 4884 D&
SRR (BALF) 28R ERL | SIEMIA S, TNFo (IEFFH#E5ER o) IR EEATIE LT,
SOV = RETEHEREY BiAY 7 FUAR) 0.1~10 mg/kgld, FURT vL > 24 K TN IHF
MIRNCRE N 5 LT, TORER, 7L =R K OWiAY 7 F VAR T ZGE N~ D 4R ER
1218 M O'TNFopE A 2 i L7z,

REREBZOBALFHIFBERHM R UTNFuREIZRT5/EH

o VI LYY= IEEREY (WA Y 7 F U k)
INT A—H
EDsy (mg/kg) EDsy (mg/kg)
I BREREL 0.5 0.7
TNFo & 0.4 0.4
KO A EIILL FOLRY
LY =R :0.1(n=8), 0.3(n=8). 1(n=16) . 3 (n=8) . 10 (n=8) mg/kg.

itV 7 FUAK 0.1 (n=8). 0.3(n=8). 1(n=16) . 3 (n=8) . 10 (n=8) mg/kg,
FA B — RS IR DA 3T A= 2kt T 2 8 2 B (EDso) 23R 72,
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VI. EHFEEICEHISHIERE

4) EHADATOARDEE
O FyMIBWT, VLY =R EEDOTEHEAREY (WA 7 FUNAAK) O34 i i 8 &
REIBEEOMEREDEHER RISV HET, 2y bRy MR A ZEIE R
NI,

Sprague DawleyRSYrDaAYrURLYMNERKAFBEBHRETIVICETS
SOV RO BFEA (RFEM B IHEER) £ H1ER

H S . TE PG

R Al E LY =R

s - (WA v 7 F U AR)
PR IE T B I E
fLiE~ Ly b (EDso pg/pellet) 2.00 40.82
PR IE T B I E
HALE~L >~ & (EDso pg/pellet) >500 >500
b i B
(EDso ug/pellet) 302.6 279.1
ElLENEEe . )
(% inhibition at 500 pg/pellet) 16% 18%
2HER/JRPTER L 1513 o5
(MpRE & ALE~S L > ) : .

Ty b Ly hOHDIALFNT, A3 ZE Ly MNIZHEALT,
FIYOHEIZLLTOLERY

LILY=R :0.025~500 pg/~<L-vh

WA 7FUNAR © 0.2~500 pg/~Lvh

£ HARIZ DN TEHD IX16BI DB Z 4 LT,

FH & — SUS IR DA 2 BEDso% k7=,

@ R A IAHE Z 111800 ugd & CTLH2[E (1,600 pg/H) . 7HBIKER AL L LT
b IfEH K QPR 2 VT — LRI B R BB 258 2o 729, Fio, RARE X

M SR, AKI4003013800 ng/H 2 S F G- L7z & & ARAIO 54T RED MM
ANF Y = VR OA AT F TN AARECERRANC B & 72 5883 DR n-o
7218, V. 52) BRKIKEERER) OHES R
AFNOHKGBENTZHAD A HRIZBIT 51 H O K% 5713800 ug ThH 5,

@ BRANKE S B B 2R B LT R 555k (200~800 pg/ F) IZHW\ T AAlZ 127

AR5 LT-L&, CRHAMGRBRIZB T IMAEZ LT — LD SO FIEERO B
M7=, [V.5(4). 2) 224k DIES
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VI. EFEEICEHISHIEE

5) VERHTE ( in vitro RBR) 19
b MR b R ABAAE (A549) IC BT 5T 7L Y =R ROV DIEMERHH (A 7 FUIAR)
DGM-CSF (R Rk~ a 77— aa=—RIFLK 1) FEA TN E R X RIFRREE C, 2ok
DR ZE - HIRRGEF S IMII L2 o T2 n 7Y =R K OWAY 7 F U AR DHLRIENE
FIFFEH) ChAHZ LD RBE ST,

ErFREIE EEHRRKICEITHI LY ZFOEHMIEGM-CSFE £ HIH| 1A

. o TEMEARER Y
GM-CSF A MHIE LY =R .
- Wit V7V LE)
Beg 72 L (ICso, mol/L) 3.29x108 4.83x108
Yeirt%  (ICso. mol/L) 1.37x10% 1.40%x108
LR (PR EICs),/ el 72 LICs0) 0.42 0.29

AS495M A2 6.4x10 1M ~1.0x10% mol/LDT 7Ly =R JEMEMRGEY (Bia>Y 7 FVNAAR) TIRFFALE L7412,
HNE 2 5 2K T C37°CTL045 8], 3EIVEE L (HDVMNILEEZIT 2 | BISHA B ok#E 7L — MO H
FEREL T, 24RO AL Fa_—a D%z, M4 S ng/mL TNFak Ing/mL TL-13 C24RFRIFBLL , 758X
NBCGM-CSFREAITK T DK AT AR DR | Yeip LB 21T -T2 5/ ST 7o T & T Lz, #%
RIF3EOFERN SR D=,

(3) 1EFSIRBER - B
HATDRRL
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VI. EMENREICEEI HIER

1. mAREOHT
1) AELEMNGLARE
LB L

() BBEREBRCHERBSN-ILDRE
IVY=RIE, C21 fLDTAT VS G DM, AT 7 — RIS LD & 2 TEEGEY
THOHWMAY T FIVNARICEESI D, BiAY T FUNARD T )V aza) Faf R RIS 58
BBFVETS 7LV =RD 100 15 LA i BiAY 7 FUARBEBIEEO AR EE 2 DD 1Y,

DA

QHEEIFARSROMmMEDRE
TR RN AAI200 X 13400 pg % HRIR AR G- Uz & & ol PisrERay (x>
TFUNE) OREHER K OBIHE T A — & & LI FITRT?,

0.50 -
3 045 1
= 035 4 | —A— 400 pg (n=11)
£ 030 T+ RS
i 0.25
fx\ 0.20 1
2 015 1 |
% 0.10 -
E0.05 A
fé‘n 0.00 { & a
-0.05 I I e T T T
0123 4 7 12 24
BEfE] (h)
200 pg (n=11) 400 pg (n=11)
ik — —
A TR A2 N FEAEAR A2
AUCins [pg * h/L] 0.669 0.213 1.485 0.650
Cmax [pg/L] 0.177 0.063 0.384 0.106
tin [h] 2.63 1.07 2.84 0.80
tmax Lh] 0.53 0.59 0.38 0.25
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VI. EMENREICREI HIEHE

QOREBRABREROMEDRE
fRERRE il A AEN800 pgd H &% 1 H2[E] (1,600 pg/H) . 1LF?J§1’§%&M&5 Li-éx,
MIEFRBLA Y 7 F U IAREE T # 5-546%4 0 TIRITEFRREBICEL, V7 LY =R

FOWiA Y 7 F U AR ERENE TR S e oo 729,
AHNDOAGIS TR A D L HEIZBIT D1 B O K 583800 ug ThH o,

GCYP3A4MHEZHI LD SR 5RO MFPRE
fEFERR A IZCYP3A4PLERITH D7 b2 —)1400 mg 1 HIEREAOKE ROANT
EINAAR) LARK400 ug 1 BRI AE G- 27TBRKEFR L &, A V7TV
IARD AUC L O Cnax IAFN AL B-REIZ LB LT, 22 N3.605 & UR.27512
L7z GAEAT—%) 20,

DREXMBRBEICSTLEERARERHOMLPRE
BRIE 7> & WA OO KUE SN BB 1261 (CFYIFEV L ;3 THHED77.8%) 12Xt L. s
DESRLAN, HE R OMEREN TN EN£10%UN O RIMEOHEEE N1261 CE¥HFEV, ;
FHUED110%) ZEN0 YT, 128D~ v F T 2R LT, &R IAKI1,600
pg (200 ugx8W AN) DHEIER G A#1T o7, £ OfER . Wi B EE L @EADOBA VY
TFIVNKROEYEREITIFRE CH o7 UEAT —F) 2V,
AHNDOAGIS TR A D L HEIZBIT D1 B O K 5813800 ug ThH o,

2)INR
INREAE s RS (5~155%) ICAKI200 ngZ 1 B 18], BAMKER AL L Lz & X
BB RO IMTEF WA V7 F VIURDBIRE ST A — X T TFTRDEEBY Tho710,

200 pg (n=8)
& —
a5 FEAER A=
AUC:" [pgh/L] 0.670 0.409
Cmax [pg/L] 0.168 0.105
tin Lh] 3.24 1.47
tmax Lh] 0.62 0.23

* PGB ORGSR (0~241FH £ T) 12B1F H5AUC
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VI. EMENREICEEI HIER

3) $HEHE
M E R L

“4) BE-ftAXOEE
[VIIL. 7. fHAEAEH | OHEZ M

2. EWMEERB/NTA—E
1) @BiAE
SRR ST A— 1L, B — A M DRI,

Q) BRIGEEER
M E R L

Q) HERETEH
AL

@ YUFIVR?
3.044 /h/kg

5) HTBEE?
12.060 L/kg

6) TNt
M ER L

3. BEEGREaL—ay) @i
(1) fE7EE
AL

@) NSA—SEHER
AL

4. RN
ARANTHAZIZEEL THITRINE L, £ —EB13HE T SIEEE THRINSILAEE Z LD, 74
BOIEHARE (A 7 FIUNAR) DAUCIZEE ST ATONRALFT T RASE VT o —13Em < (3
50%) . FEOANAFT T _XAFGEVT 4 —I1F1 %K ThoT- GNENT —5) 2,

RN R 3% R L
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VI. EMENREICREI HIEHE

5. 9%
(1) In%-f B8 P& B
LU

(2) Ifnifk-fAR8ESPY & @ 1
MR L
<BE>
IRy MBI 7L Y = RO B 2 et LT BRIC VW T ¥C-2 /1Y =R0.16
mg/kgZ HEE RN G- L2 L& R VR BEOD Coax I RHMA MO 1/4 7T, 2451 1%
DR R CIE A RITFRD DN o722 Fio IR X123 71 Y =R0.1 mglkgs K
TG UIZEE RHRMIE R IRE DI (7L =R EJAY 7 FVIARDKF) AR Vi
H PRSI,

3 Eit~0BiTHE
M E R AL
<&£E>
R4 H % DT MIMHC-v 7L Y =R0.16 mg/kgZ HREARN B G- L7zl & | B 524550
% ETHHBEDOFLIT H ~DOPRINGRO HILTZA, £ O &L T <& TG & 0.044%
UTFThHo7122,

() BEER~NDBITHE
HATDRRL

(5) EDHDIEHESDBITIE
DfiRA~D R
R B OVRE S BB I8 W T Tk LA R A WA G- L, ST 777 1—IC
Ttz RDIZEZA MASNTZL 7L Y =R OZNENS2% IS LTz GHNE AT —4) 23,

(6) MIFERKFSE
7LV =R (0.01~10 pg/mL) OERLIE R A5 A 21X 98.9~99.4% Th o7z, BiAY 7 FULAR
(0.5~500 ng/mL) OENIAEE [5G =IL 98.1~98.8% THV, U7 7V K OHUF /LERD
AL T2 T (in vitro TER) 20
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VI. E¥MENREICREI HIREHE

6. X
(1) KREBERURBER
ULV =R OENGFRRR T O FEEHDIILA YT T VAR THOY | A7 FUARIEC-21
PO FRIAFR I A IRIZ AT AR AR IUD (in vitro FRBR) 27,
Fo, VLY =ROEMTFRIE L O vy — A O EBERBWIINAY 7 FUNARTH) |
it 7 FUNARITHRLHNTCYPIALIT o TRETE S T ARIE MR L 72529,

Q) REICESIIEECYPHE)DHFE.FS5FE
N C=RT 7 —BIZ L ER S NTAFOIERHY WA Y 7F VU UR) 13, &L
THFF k7 1 —2P450 3A4 (CYP3A4) TRE & %30,

Q) VEEBHROFRRVEDOEE
LR L

@) KEMOEEOERRUFESL., FELE
7 LY =R, C21 MDD AT NVFEE i T AT 7 —BIZ X MG 2= TiE
PR (WA Y 7 F VAR ICEBE D, BiA Y 7 F U RITEEPEREORILTH Y |
JaanF af REFERICHT DEEBAMEIIREE (7 LY =R) @100 520 L
B 19, [VI.2(2) 30 % BT 5 BRki] OES M

7. ittt
(1) BEMERGI R VR
RN EIC LY, B L TCHEEREEZONTE GMNEAT—%) 2,

(2) Bt
R NITI*C- 7 L Y = R0.64 mgZ RN G- L72 & & 216 IR E TIlZ66% M FHIT,
20% 3R FFICHEIE S e GMEAT —4) 2,

(3) HFitE
LR L

8. FSURR—A—ICEET51ER
LR
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VI. EMENREICREI HIEHE

9. EMFICLIBRER
L

10. FEDEREHITLEE
(1) EEREEACSTIERRARSFOMPREE

AR 720 (FEPH65~775%) O FERE s B M 124112, AF1,600 pg (200 pg x 8 A) % Hi[a]
B 5 LT, KRB CHEOLN @il OB BN T — 2% | EFEIE R 1241 CEE) i
325% . HiPH24~435%) (CAFHN1,600 ug (200 pug x 8P A) & Hi [ A 5. UI=RBRO T — & L il
L7zo ZORER . Sl N CIIIE s b NI L CliiA Y 7 FUAARD AUCint & UFCrnax
PHRMEIC ER LI (AR T —4)2,

AHNDOEZBEINTRAD AL AEICBITA1 H O K5 813800 ng ThHd,

(2) R BCH TLEBIRARERO M A iRE
A& RERE 55 AR (Child-Pugh43 FHA SUEB) Tl AH1,600 pga BRI ALT-LX | A7 TV
IR D AUCint & O Crnan FEEFE RN LB L T, PAEE D RFREREFR E B E TENE 2765 K
O2.01%, EIEDITHEREREE BB TZENENL8E L AR EF LI (GHEANT —2) 12,
AANOAFBI IO L - HEICEIT 51 B O K#EH-EI1E800 ng Th b,

11. 20Ok
ML B
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VI. £ (EALOEE) ICEAT HIEHE

1. BE5RBELTDER
R E STV TR

2. ERHNBLETOHER

2. ER(ROBHIZETBELENE)
2.1 AINRBUERI O LR WERYYE | R E FIEO BE DERAZEET 2B EZ N0 B 5, ]
2.2 ARSI U CREUED RO H 5 BE

(FRER)

2.1 —RAYICAT A RFNLGR S 72 0 Ml E N Lo TAAR D YLD RE AR T S, BN
B DFEFIZ DTN HLSINTND, FTo | FURIEVE NS R DMEVE LT B fE RS
DI | JEG DN RRISNDBND 8D, WAAT uARANT, BH AT oA RAN
REWER DD IR ESITODDY, B R BUE A O AFAE L2V VEYIE | 428 D B AE D i3
FrCIL, S E A HE S U 2R VB A TR D E B B RIRIR 2 T2 E D BTN HHD T,
ZDIIREEIAAN R G L2 L,

2.2 ARFND R HRT L CRBUEDBEERED 825 B 12k 35— M7 B FH ThHD, AANL
TILY=ROWED, TN EL TR /—)L HFA-134a% G AL C5, ZHHDRKITIT
XU CHBEUEDBE OS2 BE AR E K G358, FERBUEA I3 rIReEREmOE
ERBNDDT, KRG LR L,

3. MMREXITHRICEET HERLTOEH
V.2 RESUIR RIS BIET DR 2B T DL,

4. FERURAECEETHERLTOER
V.4 JHEROHRICBET DI 4 BT 528,
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I. et (FERLDER)ICET HIEHE

5. EEGEANIRLENER

8.2

83

84

8.5

8.6

8.7

8.8

8. EEREANEER
8.1 AHFIEE LIEERNE R 2B MEAT BARK|D LA CBEICE X CUWLARRIEE 00T

BT D HEAITITN DT, fE B BRAIELE 224,

AHFNO B 5 A IS BVEDRIEN KI5 AT, FVER BRI RER /R A PER A
B2 WK DO B3 HI 2 2 IO BB EFRE T 228, Fio, TOHEH| Off
FBEDEINUTZ0 B FAA53 T o CETEEUBNTZD, B B OE N+ T
WIZERBZBNDD T, W] RN ER A 2 IR 2RO L8 BE &4
WA HZL, ZOLRREITNG B OE N RT3 CNDI LA RIB L, BE DA
MEGITAREMENH DD T, AFIOH EHDWITRE KIEER - 2 HEAT oA KA
ZAEHIE O AL, EROBISIZ A TR SRR 1R 2 IR T 528,

OB RGO BIE R OB N S5 A I AFI O B A S Te AT oA R ¥
LD L RYE DI BT 5L,

AENDO P 525288 1L 5 L ORI BAL AR Z T 203D T, #haH kY
D5 AT O BIER A BIZR L2 DR 2 I ET 52,

EHVEAT uAREIE B L AT REMEI RS, TR AR T A REIDF G I 25 PO
(RIS B Re b /NRORCRBIE, B RO T, AN, SNEE &) 23
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8.5

%o AR HIETDIFEITIE, BE ON EERCIPERAEREI Z DWW TSR L2035 | R 2 280
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FIS QOB ATRENEDS D, ZDEH7RBE BV TR VEAT BA KA O W - Bl A 204
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REECKT T DIELED RSN 39, FTo SMED 6~12 1D/ N BE R R LT
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7' FUIAR) D AUCing B OF Conax D3 2 fEEISHIMU T2 GHELA T —4) 2
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SEIERRBHERVRKREERE—K
SEX B OERBEERRARICEITLHEIER

DEA
<BA:BttRMEEARREE—R>
T2 ETE Gk 588
Bl 4E R FEIRBIER (%) 35(6.0)
B A DIESE s | EEE%
DEEE
)15 | 1 | 0.2
BEEE
BLEPS 1 0.2
1 E PN A R 1 0.2
£ E5EESLVRG Bk E
J A PRIk 2 0.3
[ 9 2 0.3
B R 1 0.2
(RS 2 0.3
THIENOS * 1 0.2
P/} 2 0.3
REESLUFERIE
MR & JE 1 0.2
AMERAEZRNOS™* 1 0.2
HREREE
R R 1 0.2
A EE 1 0.2
GIEpF 1 0.2
VRETR RIS 1 0.2
LT B 1 0.2
R 1 0.2
F OFHRAE 1 0.2
MER 25 . MERE LU RRIE S
% PR 5 0.9
g 7 5 0.9
NEIMEE S TR 2 0.3
A A R 1 0.2
EESLUVE THBES
ZIENOS ™ 1 0.2
L 2 0.3
EOPEIE 1 0.2
FEIBNOS * 1 0.2
mERES
& I JENOS * 1 0.2
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FRRREEEEXRBTEB(%) 12(2.0)

15H JEBIEL FEHLHR (%)
PR B A B 4 0.7
AST (GOT) H#4/in 3 0.5
ALT (GPT) #n 3 0.5
M N 1 0.2
UFBRER B 43 2R 0 1 0.2
I K 43 SR 0 1 0.2
UL 7 SEKE 5 B 1 0.2
ML ZL 7 F =880 1 0.2
MY LE B0 1 0.2
=V — VAN 1 0.2
FAT A I A 1 0.2
PR TR BERGE 1 0.2

MedDRA/J 6.0 (il N AKFRIEE)
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<PR:BEMEA—R(RFEREEOREZET) >

& PEET 5 2%
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BIERDER

JEFIEK

| xBE®%)

PR REE
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iR MEBE S UHERRES

M 2

1

| 0.5

MedDRA/J 12.0  (/)NFE7KFRHF)
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ALT (GPT) O¥EIN) |, TRUE 3R | & U CIRAT SCEICRR# LTz,
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A AREHZ DR fEARERE &&t
X
SR E 5 3 588 1,461 2,049
Bl FA S O FIRAE I 51 45 38 83
BEIERZEDOREHH 61 48 109
B A% DO FRIRAEHIFE 7.65% 2.60% 4.05%
BlIfEREDIESE BIE RS DOFEFE R FIRAE B (1250 F(%)
BEES LU ERIE 3 (0.51) 6 (0.41) 9 (0.44)
04 OB 1 (0.17) - 1 (0.05)
SRUE SR — 1 (0.07) 1 (0.05)
Ry RIZ ST 1 (0.17) — 1 (0.05)
MEFE 25 — 1 (0.07) 1 (0.05)
Jiti %% — 2 (0.14) 2 (0.10)
JRbkR 1 (0.17) - 1 (0.05)
) — 1 (0.07) 1 (0.05)
A B SV SR — 1 (0.07) 1 (0.05)
FAHEE — 1 0.07) 1 (0.05)
N — 1 (0.07) 1 (0.05)
HREREE 5 (0.85) 4 0.27) 9 (0.44)
i . 5 i — 1 (0.07) 1 (0.05)
TFENPED FU — 1 (0.07) 1 (0.05)
W R 1 (0.17) — 1 (0.05)
SEYR 1 (0.17) 1 2 (0.10)
SRR 2 (0.34) — 2 (0.10)
MRLTE Gt 1 (0.17) — 1 (0.05)
fEH AR 1 (0.17) — 1 (0.05)
Pk - - 1 (0.07) 1 (0.05)
DEEE 1 (0.17) 3 (0.21) 4 (0.20)
Lo B, — 1 (0.07) 1 (0.05)
Ul 1 (0.17) 2 (0.14) 3 (0.15)
mEEE 1 (0.17) — 1 (0.05)
i L 1 (0.17) — 1 (0.05)
MR 2R . ERE LU FRIES — 4 0.27) 4 (0.20)
Ik 6 (1.02) 8 (0.55) 14 (0.68)
7 7 5 (0.85) — 5 (0.24)
- [ — 1 (0.07) 1 (0.05)
M 1 (0.17) 3 0.21) 4 (0.20)
1 e R 2 AN R 2 (0.34) 2 (0.14) 4 (0.20)
1 JRENE R — 4 0.27) 4 (0.20)
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ElERADESE BIE S DFEFE R FEIRAE B (4-25) (%)
BAEE 2 (0.34) 3 (0.21) 5 (0.29)
28 N AS RS 1 (0.17) — 1 (0.05)
A% — 1 (0.07) 1 (0.05)
HIEE — 1 (0.07) 1 (0.05)
H OSSR, 1 (0.17) — 1 (0.05)
HPERE I OV A — 1 (0.07) 1 (0.05)
REHSLIUVE THBES 5 (0.85) 2 (0.14) 7 (0.34)
S 1 (0.17) — 1 (0.05)
EHFENE 1 (0.17) 1 (0.07) 2 (0.10)
% 3 (0.51) 1 (0.07) 4 (0.20)
— -2 BEELLVIRGEEIOIKE 10 (1.70) 5 (0.34) 15 (0.73)
Jia A Rk 4 (0.68) — 4 (0.20)
LR 1 (0.17) 3 (0.21) 4 (0.20)
BB 2 (0.34) — 2 (0.10)
T IE 1 (0.17) — 1 (0.05)
&) 2 (0.34) 2 (0.14) 4 (0.20)
ERIRIRE 12 (2.04) 3 (0.21) 15 (0.73)
TI=U TN AT =T — PN 3 (0.51) — 3 (0.15)
TANGXURETIINTG AT 2T — 8 3 (051 L 007 4 (020
Hm
A ey e N 1 (0.17) — 1 (0.05)
L5 A7 /LT BE N — 1 (0.07) 1 (0.05)
I =L — LR 1 (0.17) — 1 (0.05)
7L 7 F = B 1 (0.17) — 1 (0.05)
1. F 7 R O B — 1 (0.07) 1 (0.05)
SR RO BERE 1 (0.17) — 1 (0.05)
1 IR ER D 1 (0.17) — 1 (0.05)
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e RAMRRE (RMER) (BT 3EERA - BREEDORBERE—ER

A AREHZ DR fFEARERE a&t
X8R
SR E 5 3 143 838 981
Bl FA S O FIRAE I 51 12 51 63
BEIERZEDOREHH 18 63 81
B A% DO FRIRAEHIFE 8.39% 6.09% 6.42%
BI{ERFEDESE Bl E R DR R FEIRAE B (5250 (%)
BRPES FUFE BRI 1 (0.70) 10 (1.19) 11 (1.12)
KU SR — 1 (0.12) 1 (0.10)
Qe s 2 — 1 (0.12) 1 (0.10)
FEDS — 1 (0.12) 1 (0.10)
Fabk e 1 (0.70) — 1 (0.10)
HIREE A — 1 (0.12) 1 (0.10)
RSP — 1 (0.12) 1 (0.10)
ROB Y — 9 (1.07) 9 (0.92)
HREREE 1 (0.70) — 1 (0.10)
S 1 (0.70) — 1 (0.10)
D EREE — 1 (0.12) 1 (0.10)
AR A RE — 1 (0.12) 1 (0.10)
mERESE 1 (0.70) 1 (0.12) 2 (0.20)
i I 1 (0.70) — 1 (0.10)
FRY i A5 i = — 1 (0.12) 1 (0.10)
FEIRER . MZRE LUt FRPES 4 (2.80) 31 (3.70) 35 (3.57)
M 5. — (0.48) 4 (0.41)
Ik — 6 (0.72) 6 (0.61)
FE A (0.70) 12 (1.43) 13 (1.33)
PR K] B 2 (1.40) — 2 (0.20)
MEE e 1 — 1 (0.12) 1 (0.10)
FRIEDORIE — 1 (0.12) 1 (0.10)
MR B AN R — 2 (0.24) 2 (0.20)
Pk S R R — 1 (0.12) 1 (0.10)
i — 1 (0.12) 1 (0.10)
1 I NR B AN R — 5 (0.60) 5 (0.51)
I 2ENE B 1 (0.70) — 1 (0.10)
BAEE — 5 (0.60) 5 (0.51)
e A — 1 (0.12) 1 (0.10)
L — 1 (0.12) 1 (0.10)
BRSPS — 4 (0.48) 4 (0.41)
RO HI — 1 (0.12) 1 (0.10)
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I. 22 ({FRLEDFE)ICEAT HIEE

BIERDELE BlERFE DFELE R FIRAEF (30 3 (%)

EEHIVETHRBES 1 (0.70) 2 (0.29) 3 (0.31)
EOFENE 1 (0.70) — 1 (0.10)
S — 1 (0.12) 1 (0.10)
B R — 1 (0.12) 1 (0.10)

HERRBIVESHERES — 2 (0.29) 2 (0.20)
A — 1 (0.12) 1 (0.10)
i B A SR B — 1 (0.12) 1 (0.10)

— -2 BEESLVRGEHIOKE 3 (2.10) 1 (0.12) 4 (0.41)
JHg 0 A R 1 (0.70) — 1 (0.10)
(SR 2 (1.40) — 2 (0.20)
) — 1 (0.12) 1 (0.10)

BRI E 5 (3.50) 2 (0.24) 7 (0.71)
T TINTGU AT 25— BN 1 (0.70) — 1 (0.10)
;%;J;ﬂ%/ﬁa?\/] FGUAT T 1 (0.70) B 1 (0.10)
e YL HE N 1 (0.70) — 1 (0.10)
1. F 7 R N — 2 (0.24) 2 (0.20)
JRH 7 RO B R 1 (0.70) — 1 (0.10)
WP ER E 7 SR 1 (0.70) — 1 (0.10)
V2 RERE 5y 2D 1 (0.70) — 1 (0.10)
bR H 1 (0.70) — 1 (0.10)
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VI. &4 (EALOEE)ICEETHIEH

FESARERE (DR ICETIEIER-BREOCRBRRRE—ER

B A Rk gk fEFARERAE s
% ARz DR e =
A E 151 35 203 269 472
BI1E RS D FHIRAEFIZ 2 4 6
BlEAZEDFRBRHH 2 5 7
BI1E % D FIRAEFIE 0.99% 1.49% 1.27%
BERZEDESE BERZE DR FKIRAES (550 (%)
RBREFEHLVOFTE R — 1 (0.37) 1 (0.21)
Hiffi~ L~ 2 — 1 (0.37) 1 (0.21)
R ER . MERE LUt RES 1 (0.49) 1 (0.37) 2 (0.42)
M 5. 1 (0.49) — 1 (0.21)
Ik — 1 (0.37) 1 (0.21)
FFREE REE 1 (0.49) — 1 (0.21)
HTRERE S 1 (0.49) — 1 (0.21)
FRRRE — 2 (0.74) 2 (0.42)
i = VT — gD — 1 (0.37) 1 (0.21)
i H LR K SR RE SR N — 1 (0.37) 1 (0.21)
JFHERE I A 2 5 — 1 (0.37) 1 (0.21)

9. BRRREHBRICRIZIZE

MedDRA/J version (18.1)

RESN TR
10. BERS
13. AERE
13.1 fER
EWMomERs (HELROCHEOH#I 282 - 85%) | « B R T R R I
DEEWEOIERNRHRLND Z ENH D,
132 @
BEOEREZBE LN ORAICHET A7 EMU R E a7 2 &)
(F&ER)
13.1 Az EMICbhlz > CGEEICES L2356, BRI R EEERHI % o 25 HRIER 2 3857
HEENDED D,
13.2 BEDIREZ T5ICBE L, BENRD SN EAIIIAR 245k %2 (&S 5 72 St g

EZATH Z &y
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VI. et (ERLDER)ICEI HIEE

1. EHEDEE

14. BREDIE
14.1 FEFIZABHEOIE

14.1.1 TR AR
B IR OEERAS R OME AR 2 TE L, ] EE R E 352l
14.1.2 AR

(1) AANZABEN~OBRAZEAZDHEN T 228 (NIRL THRIRIT B2,
() HEHOTH T H—%HTHE,
14.1.3 A%
ARENIBAZIZ DD ENE T HIDNHE T2 (AEN O E T A DT
BEDT=) , 72720 ODBWBREE e BFITIT, 53V TIE7RL, DEENZT3<CE5E
EIHIL,
14.1.4 REH
(1) 7HETH—LEEEEFZOEPWOENAH LUTHOE TR E IFRICRE T2,
(2) Bk OTH T Z—%KIZANTD, K THDRNZE (EEARRDOREE/RHIEN
HD),

(fRER)

14.1.2 (1) AANIIHEN THIAK G g 252 TIEHEAEY (WA 7 FUNAR) ICE S, 2 R A S84
FTH0, WIRLTZ35E12iE, ARB L OWiA 7 FUARIT IR CIEe M ARG TEY
RBESNDT20 | ZIRITHHIIRN,

14.1.3  OPWEATHITEITIY A ERNCIHMEERICAT A LT R IRAT AR RO ERE | NIRRT
DHRERE R DO FEBURENIAD T HIEN W CTED, MEE F THOINVRTERNGAIC
I AT CEARETLILL A THD,

12. TOHDZFEE

(1) EREREERICE &R
BESIUTURN

() JEERERABRICESER
BESHL TR
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X. SEERIRICBE9 41EE

1. ZEIRSER
1) EZhIREBHER
[VI. 3E5H3EFR 2B 2 E | OIS M

() REHREHER
SO =RE IR BRI B\ T AR GO R R PR R K OVB e L TR
LT A EIER D b7 3,

e DU &h&/ | B P
AN | B ARER A A S NS5
iR R | ~oR | BRIRN IR G- L 72 B | 20 mg/kg, 5 LY =R1320 mg/kg@
N2 D — IR ~DFE | FEARA MEFET—RIERICE
T i N RAVINSY
Fuh | WRARAN G L2 ER | 20 mg/kg, 5 | Y7LV =RI320 mgkg?D
O —fEIEIR ~DE | FRARN MEETRIERICE
T Bk 5.2 7272,
O I8 SR K| r= F IR P Frfc SR FE | 0.1, 40.3, 5 IV Y =KX mgkgD
ORI B2 HUTZBR O S, | +1.0 Fﬁ%i“@@'ﬂ%{\ )
~ODEL %%\ EE\'L‘*H mg/kg\ i [f[Lr ‘L‘?E;ﬁ ]TLU\
wE %z A N BB | FRIRPFERE (LN A 5 2 78
D 5% AT (BAH) oo,
DI SR~ | AR iR P R e 22 FE A% | 0.1, +0.3, 6 LY =Rl mgkgD
Y% - HULIZBRO T, L | +1.0 MHEETIIE, OfaEr
¥, W ONZ L E | mg/kg, [ONCRINN:ARRY 7 AN -2
M ~Ds Bz i Ml | FRIRPIERE BrG 23, QTHHWE
(BAH) QTelH kR D 28 Bl L 470
HLDOTHY, V7L V=R
DB N EE 2B
71:_.0
L i~ Sk | BERERNEELZE]01,1,10 10 | 7V Y=KIZ10 mgkg?
% DIRPEME | pH, 7 | mg/kg. HEE TR & pH,
@E&Uﬂaﬁ’é?ﬁ fEE R I K OV iR R
E M7 na—= 27 v a— & O
OV i B e B~ BRERECEEL S
%2@%: FTA zfgﬁxof_o
(3) & Db D FEIEFER
Y E R RL
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X. SEERIRICBE9 41EE

2. #=HEER
(1) HEH%5EMEHER 7
EAILZL B s & h-& R 0> BoE
~ A JEIEN 0. 50, 100, 200 mg/kg 200 mg/kg
~ A % 0. 2,000 mg/kg 2,000 mg/kglh F
7w b JEZEPN 0. 50, 100, 200 mg/kg 200 mg/kg
7w b & 0. 2,000 mg/kg 2,000 mg/kglh k=

(2) REHFEEEEHER
@ ERMEEERR

IV =RODPLHRTA /3D 2 — X AFA) LpMDI (E #5277 — /LAl 5551 2 VL
T N O XD AR WA 5- 73 iR A i L 7=,
Fo b (AEW ARG TlE, BRI 7 vazuFaRVER (REBIINE AR iRV 8
ERE Tt T 28, MGV TFaRxTar O MIROZENEE) DSFBO BV, 4O
FIZIVmEIE LT,
A X (438 [ B O35 A IR A G) 12BN ThH, BHEMEDSHLBEFR D7 L azFaARER (U
EDIERIDOWD | B DFEMEE) BFRBO LI,
725, 7Y N A XODPIEpMDIR A $E 5 OfE R Z LR L7222 A Wb miEriy7e 21X
PO LIRS TE,
Flo, VIV Y RO AEETIE, 7y R OA X TR G- atERRa Eha L . FatlFsk
D7 Az FalMERREO LI,
BT, $hF#ET v M O CpMDI A F G- tE s B2 F i L 7= 55 3. SR b= 2 kixv3h
B & 2 RER TRRO LN DS )L am) L FafR L TOERPERICE R TS
ZALTHY  SE B CRIENPIERI D Z LT T,

Q@ 1@tEE R
Ty MTBIT 564 H FIDPI AR G- T, BEHEMHOHLEEE D7 L azLFaAREH (SR
DR, AREIEINANH], B ERE A~ D, FURCH R~ D EE) 1R by,
ARIZBT 5124 H IDPIR A S 5-Tid, BEMEOSH LB D7 vazvFaA N ER (RIE O
Zeti IR DOZFEHEE) 3RO BT,
Fo, VIVY RO AL T, Fyhen A MM A X124 A MG atEalire 2L, -
FLEFEED 7 azanFafNERNRD LT,
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X. SEERIRICBE9 41EE

, BfE B 5141 = pili= =2y
R K a . = d
&I‘i‘ri% (@J%%{b) ¢ j&%‘% (ug/kg/Ei) (ug/kg/ﬁ)
W A (DPI) Z v b (10) | 43 15.3. 50.5. 156.5 50.5
_ . 7 17.0. 503, 155.7 | ;503
) » H
WA (pMDID) 7>k (10) | 48 i 18.9. 552, 171.4 | M : 552
_ 162, 445, 156.5 | It : 16.2
) -
%A (DPD) 7w b QO |6 AR e S 0% 1760 | i - 165
W A (DPI) A X (4) 431 15. 50, 100 50
WA (pMDI) P A X (4) 43 [ 19. 61, 118 61
WA (MDD | | 4% (4) 4 135, 39, 15.0 15.0¢
0% A B pMDI : 15, 53, 111 | 53 (pMDI)
oMDIDPD) |y | X @ SRR ppr 13
W A (DPI) 4 X (4) 12% A | 18, 47. 92 47
e guE Z vk (10) | 45 100, 450, 2,000 450
oy Z v b (20) | 6% B | 80, 360. 1,600 360
e guE 4 X (3) 430 FE 10. 40. 400 40
oy 4 X (5) 12% AR | 5. 30, 200 30
% A (pMDI) ISR 438 M X | <FEH4EFET> <ELH4EFET>
(10/14) 11338 1 : 8.4, 26.0, 73.3 Mt 26.0
M : 8.5, 26.2. 74.1 I : 26.2
<PEHA~1338 > <PEHA~1338 >
52, 163, 464 M : 16.3
M 5.8, 17.9, 51.3 M 17.9

: DPL [EIRT ARy & —
b: 1#E, FrES T2 OB (RERHT B £
o AX4E B pMDI A& H3RBR (%) ZFRE | 3~ TOREBRD & ] B T4 M O IRFERE 2 3% E

ABE53RBR (%) TI34E R K& OSE M OREER 2R E LT,
D ORGEPNITS0%TEAE L, 100% WIS D ELTRO T2 A S H#E 5

s RERICRITS

I A

(3) EBiE R 4

7 LY = K&, Salmonella typhimurium}2 O"Escherichia coli % F \ 72 18 Jf 22
(AmesitliR) K OTF ¥ A =— AL AL —HRVIIME &2 v 7o
ZBWT, B TFREAERFHRME LRI 20T,

PR K OVT9RIRE 2 N Tzin vitro /)MERRER Tl

(HPRT#BR) |
F72. B b ORERIC X D YRR

éﬁgﬁﬁ%‘%%‘l‘i u:u&) %ﬂfi 75)’3 71:_0

WA pMDI (1/E ®EF X7 —/LHIR A

L7=, A X434 i pMDI

SN SR
M%ﬁﬁﬁﬁﬁ%

M

I UVY = ROROEGIZ X D5~ 0 A/EERERTIE, ﬁm@guhﬁ%wmﬁ%mﬁ@%

%’Eﬁ‘n@&) %ﬂﬁ_ﬁ)

Jvaa)Fad RENCILE

TSI TCHEERIC LA TH D Z LR Eng-,
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X. SEERIRICBE9 41EE

4) DPARERER 4

Ty DA JEPERRER (245 A W pMDI W A# 5- 14.0/16.2,, 34.9/40.4 )2 1°89.3/103.6 ng/kg/ H
(BfEE) ) Je O~ 27205 A SRR (2400 H TS 2 5, 150, 450 % TR900 pg/kg/ H) 2 5L 7z,
< AD [ E TEFEMER 2 OB TR DAY MR R IFRO ST SR B R AIC S
PG A R T 5L TIFRNWEE R BT,

(5) &REHREBERER

Ty MBI D52 M RE M OWIIIETE A2 B 3258k Tl BB D AR RE K O - g D ot
THEMTRRO bl

- fip RFE AR 2B IT, Ty PR T HFICBWTERMLZ, 7Tl IR RIERAC
o MEITRRD IR T,

UHFRTIE IR IR RIS 2 (R AR E ORI | B LIELE) & ORIE BE AT oA RANS
@ U7 mRAE M (10 22, UL, BT R AR OIRIE, SR PIHEGR, SMIMIE | BT~ L =7,
BLJ& DB HFBO DI, Ty AR AR O REIZ B9 S RER TIE, FIH AR OREH
NIMHIZZRD DIV AFEREREI 6 D BT R,

—r , BhE 5 VR

=S ¥

AR sy (ng/ke/F) | %W (ug/ke/ )

Ty N2 R K | HE 2 BCRT40E 5~ 22 EC I TE | 100, 300, o BENMW O AR RE

ORI A ~TEMR AT HERR £ T 900 900

B9 BR BHE < A2 P P72 3 R~ A2 Bic 14 [ fRefElE 1900

~UTiR14 H

Zy M- IEFE | i R6~15H 100, 300, R #1100

EICBET %R 900 A fi i - 900

7 G | dR6~18H 1. 5,25, BT BE@Eh 25

FAINZET D 100, 400 R 1

Z v M AT K| EIR6 H ~ 3 it%20H 100, 300, wn REEh) 100

O H AR DO E 900 F1H AR (— gt

DIAGNAA SR NY A EETEME B 1300

HElC B HalbR F1H4E R o 5k RE
:900

(6) BFrTRIIERER
L
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X. SEERIRICBE9 41EE

(7)) FDHDOEHkRSE 4
D HEHE(EILEYR. TR SUR)

©)

ELEy MBI A PURMERBRIZBW T, ASAKIG M OPCASSDWT L EMETH -
7o %A=y MBI DHUEMRBRIZEBW T, PCANSITEMETH -7,

B 18 BRI ER (RILEYR)
EJLE v MBI % Magnusson/Kligman maximizationiZ K 5 B & RAEMERBRIC BV T,
10 W% DIEEED S 7 L Y = RITEEME 2 R & 2o T,

HHRILVEVRE~NDEZEDRE (SVH)

Z v b &R TZ4R AR GEERBR O E, R LEVRE (A RAT Y, T
VAN TaF AT w s RS VE S ISV TR T s T )
CHBERERITRD b Ao T,
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X. BEMNERICETSHIER

1. BHERS
WA © AT
) HE R — RIS OM I KO T B
BRIV I=R) L EELAR

2. BHZhHAR
B - 34

3. aEETomE
HIRIRIF

4. BFWNEDFEE

20. BV EoBEE
20.1 FEIRIZT DEMAEDIERD DT  IREEDS S0°CLL EIZARDPIZED RN L,
20.2 HanlT 272> THARHITHR RN L,
20.3 FesTHT BIRIRICKVED B L THRIETHILE,

5. BARITEHM
BEMELRBTAR 2 HY
<FHOLEY 2
T OB AT B

o FN_RRIeEFHLTND T~ (R /)
TTRTF Y N—TTRA(ITAE—AFAT AT AT ) DZHERIZHT-~>T
o FANRATQEALST SN BESA~ i HEA MR — LR &

<BREk>
TEIIN Medical Web  #7 A 77—~ #keUa it EHRBIRE T Ak
https://medical.teijin-pharma.co.jp/

6. B—R5 - F%h3E
[F—por e = 7el
EESIES s RXyaRARS A R AT )V T IVTF Y S ae T R AT )L |
TTFIZR AR T TR R AT )L
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X. BEMNERICETSHIER

7. EEEEAR
2004 42 H 24 H (A—AFZU7T)
8. HERFTRBEAARUERDBES. EMELENSFEAR. REMKEAB
FIV R A FIV R A g TV R AT FIV R A
50 pg A ~o7— 100 ug Ao ~o— 100 pg Ao ~o— 200 pg A ~T7—
1120 A H 56 A H 1120 A H 56 A H
IR oE
200744 A 18 20114E1 A 21 20074E4 H 18 A 200744 A 18
S 47 18H fFE1H21H F4H F4718H
KR 21900AMY 00025000 | 22300AMX00438000 | 21900AMY 00026000 | 21900AMY 00028000
FRAM L E
200746 A 8 H 20114E3 A 11 H 200746 A 8 A 200746 A 8 H
IN#4EH A * * . *
ziﬁﬁé 20074E6 A 8 H 20114E4 F7H 20074F6 A8 H 20074F6 H 8 H
9. MEEX(IZMFREM, AZRVAEZEEENENDEABRUVETORARE
2011451 A 21 H /NEHEEMN
10. HEEHER. B KR LAKRFEABRUVZORE
HHEAERALFEAH 20188 A3 H
WA - IR EPREEREDOME ., AN OV OSB3 HEHSE 14 R 2 1H
%035 OKRRIERFHE) OWTIUIHiZ S L,
11. BEEHR
RN 8 4E : 2007 %4 H 18 H~20154-4 A 17 H
N EAHART 2011451 A 21 H~201544 A 17 H
12. #IEHARIHIME (CRE 3 H1FER

AFNL, #3HK (BDHFHRE) RN BT AHIIRIZED SV TR,
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X. BEMNERICETSHIER

13. £Fa3—F
=] A il 2

s | e | it RIS = — K |HOT (13HD) | Lt~ bR
TR A JESVAN 1177589010101
50pg At T — 2290702G1025 2290702G1025 620004888
1128 AH 10%v> K 1177589010102
TR R g IESVAN 1205756010101
100 pg1{ > ~7— 2290702G4024 2290702G4024 622057501
56 AH 10%v> K 1205756010102
FILANR A g IESVAN 1177596010101
100 pgA >~ 2290702G2021 2290702G2021 620004889
1128 AH 105> 1177596010102
VR g IESVAN 1177602010101
200 pgAf T — 2290702G3028 2290702G3028 620004890
56 AH 105 1177602010102
14. REFBTLEDFTE

AZH LR
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1)

2)
3)
4)

5)

6)
7)
8)
9)
10)
11)
12)
13)
14)
15)
16)

17)
18)

19)
20)

21)
22)
23)

24)
25)

26)
27)

—EAEENEN AART LR —22 M BT ART A H S BE, S TG E BT AR
742 2021]

Newman S, etal.: Respir. Med 2006;100(3): 375 -384. (PMID:16275052)

Leach C.L, etal.:J. Aerosol Med 2006; 19(2): 117-126.(PMID:16796536)

FENERE: TR LD TR R (UE SR B ) 2007 (2007 454 A 18 HIAKRR,
CTD2.7.3.2)

FENERE: FREEEOIFE R ER (K8 3 EE) 2007(2007 4 4 A 18 HIKGR,
CTD2.7.3.2)

Adachi M, et al: Ther Res 2008; 29(5): 821-832.

FENEREE: H SRR () e &UE Sn 28587 2010 (2011 42 1 A 21 H7KGR, CTD2.7.6.4)
VRS 2 SRELLTEH 2006; 34(11): 1191-1199.

VRMHIASE: SRBLLIRIE 2006; 34(11): 1201-1208.

RN FRAENRE (/N AR SR BEFE) 2010(2011 4F 1 H 21 H7&GE, CTD2.7.6.2)
RN R GEER ()R 30 B8 58) 2010 (2011 4 1 A 21 AZKGRR, CTD2.7.6.20)
RPN SR ENRE (FFRERERE H ) 2007 (2007 4F 4 1 18 H7KFR, CTD2.7.2.2.5.2)
PR A (Bl S S ) 2007 (2007 4F 4 A 18 H7&#FE., CTD2.7.3.3.3)
PN et (S S B 2007 (2007 4F 4 A 18 H7&RFE., CTD2.7.4.5.1)
Stoeck M, et al: J Pharmacol Exp Ther 2004; 309(1): 249-258. (PMID:14718604)

RN RS W EMHEER PR 7 L7 I EET Y R) 2007 (2007 4F 4 A 18 HIZKRE.
CTD2.6.2.2.2)

Kanniess F, et al: Pulm Pharmacol Ther 2001; 14(2): 141-147. (PMID:11273796)

AN MIELTF =V O AT H VS PR E~D 8 (R s BRE) 2007
(2007 4= 4 H 18 H7&#, CTD2.7.4.3)

FENERE: FEENRHGEME: (in vitro) 2007 (2007 4 4 H 18 H7&F. CTD2.6.2.2.1)

NG S ENRE (EEERL A . CYP3A4 FEEHIGEH) 2007 (2007 4F 4 H 18 H 7R,
CTD2.7.2.2.4)

RPN SR ENRE (KU M B AEE) 2007 (2007 4F 4 18 HI7KFR, CTD2.7.2.2.4)
PR SR ERE (R N . A 5) 2007 (2007 - 4 A 18 H7KRFE, CTD2.7.2.2.3)
FERNHAS: SR BNRE (REEE AR BRI B O e 5-) 2007 (2007 4 4 H 18 H KGR,
CTD2.7.2.2.6.1)

Nave R, et al: Biopharm Drug Dispos 2006; 27(4): 197-207. (PMID:16566061)

RN SRENRE (IERT v b, IR ) 2007 (2007 4F 4 A 18 H7KRE, CTD2.6.4.4.3,
2.6.4.6.6)

Rohatagi S. et al: Am J Ther 2005; 12(3): 201-209. (PMID:15891262)

TN R (Y MilikERk) 2007 (2007 4F 4 H 18 H7KFE, CTD2.6.4.5)
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28)
29)
30)
31)
32)
33)
34)
35)
36)
37)
38)
39)
40)
41)
42)
43)

FEP R
FEP R
Peet CF,
NS
Anhgj J,

AR (ERFRIAE, P72 —2) 2007(2007 45 4 A 18 AARE, CTD2.6.4.5)
. SEMENRE (fEFE A HnE) 2007 (2007 45 4 H 18 HAGR, CTD2.7.2.2.5.1)

et al: Eur J Drug Metab Pharmacokinet 2005; 30(4): 275-286. (PMID:16435573)
ARG A EENE (TR, ) 2007 (2007 4 4 A 18 H KRR, CTD2.6.6.6)

et al: Pediatrics 2002; 109(3): E40. (PMID:11875168)

Bisgaard H: Acta Paediatr 1993; 82(12): 1066-1071. (PMID:8155929)
Skoner DP, et al: Pediatrics 2008; 121(1): el-e14. (PMID:18070931)

Agertof L.
FE R
FEP R
FEP R
FEP R
FEP R
FEP R
FEP R
FE

et al: Pediatr Allergy Immunol 2010; 21(1 Pt 2): €199-¢205. (PMID:19320851)
—RERBL (A, T b, R, AX) 2007(2007 4 4 A 18 HIKFE, CTD2.6.2.3.2)
H[A 583 (w7 A, Zvh) 2007(2007 4F 4 A 18 H7&RE, CTD2.6.6.2)
AR (Ty b, A4X) 2007 (2007 4= 4 H 18 HAGE, CTD2.6.6.3)

fiAaPE N (7> h) 20102011 4 1 A 21 HA&GE, CTD2.6.6.3)
TBERE (Tv b, AX) 2007(2007 454 H 18 HA&FE, CTD2.6.6.3)

AR EE (in vitro, ~7A) 2007(2007 45 4 A 18 H&RS, CTD2.6.6.4)

DAJENE (T b, =A) 2007 (2007 4= 4 A 18 H 7GR, CTD2.6.6.5)

PURME, B FRAENE PRV B IRE~DEE (B Ev R, v U A, Tv1) 2007

(2007 4F 4 H 18 H7&K#2. CTD2.6.6.8)

2. FDDBETH
AL
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Xll. EZE&H

1. EGENETOHRTKRR
RSO RE, T 42 D ETEGEINTND,
Flo  PROBISE, A—ANTVT AT FE BAR, w7 AR VA T 7Y EE,
AL, BED 10 H[ETHERIILTND,

(2022 4 5 A BIfE)

BN OERBRAKROLGHMAXEORE

=4 Viar
=ttd Covis Pharma GmbH
R 7E44 Alvesco® 100 mcg and 200 mcg/ actuation (ex-valve)
HKEAEH 2006 49 H @ gl
2007 4 7 H 1 12~17 5%
2009 42 H 1 6~11 5%
Hikk 100, 200 ug//X7 (ST IND OMEH B A AL 5 5)

N2 & : 120 [BIVE 54

RN, REEZE KR N6 UL EO/NEOREFICBITH AT a4 REIGHER
B B O REE

<K DN 2EE LA _E DR RS >

®  KIENDEEITH T DAlvesco®DHELEYI A H &1, RiVEFENAE kL
I B TR AART BARF THEMC I DDT, 400 pg&1H 1
B THD,

® HELEIEAIPAIX1 H 100 pgh H800 ng ThHod,

Alvesco®| 8] TR DL HEMNTTH 1AL 1 XTI A TR 542,

o O TEMLBFITOVTIAIAB00 pg (400 pgk 1 A2l 5) T
YN TR,

® T RTOWMARTuARFILEER, MHBIOSUSIZIEE T Alvesco®D &
ZAETTHIE,
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8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Teratogenic Effects: Pregnancy Category C

Oral administration of ciclesonide in rats up to 900 mcg/kg/day (approximately 10 times the maximum human
daily inhalation dose based on mcg/m /day) produced no teratogenicity or other fetal effects. However,
subcutaneous administration of ciclesonide in rabbits at 5 mcg/kg/day (less than the maximum human daily
inhalation dose based on mcg/m /day) or greater produced fetal toxicity. This included fetal loss, reduced fetal
weight, cleft palate, skeletal abnormalities including incomplete ossifications, and skin effects. No toxicity
was observed at 1 mcg/kg (less than the maximum human daily inhalation dose based on mcg/m ).

There are no adequate and well-controlled studies in pregnant women. ALVESCO should be used during
pregnancy only if the potential benefit justifies the potential risk to the fetus. Experience with oral
corticosteroids since their introduction in pharmacologic as opposed to physiologic doses suggests that
rodents are more prone to teratogenic effects from corticosteroids than humans. In addition, because there is a
natural increase in corticosteroid production during pregnancy, most women will require a lower exogenous
corticosteroid dose and many will not need corticosteroid treatment during pregnancy.

Non-teratogenic Effects: Hypoadrenalism may occur in infants born of mothers

receiving corticosteroids during pregnancy. Such infants should be carefully monitored.

8.3 Nursing Mothers

It is not known if ciclesonide is secreted in human milk. However, other corticosteroids are excreted in human
milk. In a study with lactating rats, minimal, but detectable levels of ciclesonide were recovered in milk.
Caution should be used when ALVESCO is administered to nursing women.

8.4 Pediatric Use

The safety and effectiveness of ALVESCO in children under 12 years of age have not been established.

Two randomized, double-blind, placebo-controlled studies were conducted to evaluate the efficacy of
ALVESCO 40, 80, or 160 mcg administered once daily for 12 weeks in patients 4 to 11 years of age with
asthma. These studies included 1018 patients previously using either controller therapy (predominately
inhaled corticosteroids) or reliever therapy (bronchodilator therapy alone). The patients had a mean baseline
percent predicted FEV of 68%. The primary efficacy endpoint was morning pre-dose FEV . Other measures
of efficacy included AM PEF, asthma symptoms, and rescue albuterol use. The studies showed inconsistent
results and do not establish the efficacy of ALVESCO in patients 4 to 11 years of age.

One randomized, double-blind, placebo-controlled study was conducted to evaluate the efficacy of
ALVESCO 40, 80, and 160 mcg administered once daily for 24 weeks in 992 patients 2 to 6 years of age with
persistent asthma. The primary efficacy endpoint was time to the first severe asthma exacerbation [defined as
worsening of asthma which required treatment with systemic (including oral) steroids or any other asthma
medication besides treatment medication and rescue medication] or lack of improvement, whichever occurred
first. No statistically significant differences were observed for the individual comparisons of ALVESCO 40,
80, and 160 mcg to placebo. Results from this study did not establish efficacy of ALVESCO in patients 2 to 6

years of age.
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The safety of ALVESCO was evaluated in 957 children between the ages of 4 and 11 and 747 children
between the ages of 2 and 6 years of age who were treated with ALVESCO in the three controlled clinical
studies, two open-label one-year safety extensions of the controlled clinical studies, and one open-label safety
study. In the controlled studies, the distribution of adverse events in the ALVESCO and placebo groups was
similar. The type of adverse events reported were similar to events reported in this patient population with
other inhaled corticosteroids. The open-label safety studies in children 4 to 11 years of age compared the
safety of ALVESCO in doses up to 160 mcg once daily with an orally inhaled corticosteroid comparator. The
types of adverse events seen were similar to those seen in the 12-week controlled studies.

Studies in children under 2 years of age have not been conducted given the lack of efficacy observed in
patients 2 to 11 years of age.

Controlled clinical studies have shown that orally inhaled corticosteroids may cause a reduction in growth
velocity in pediatric patients. In these studies, the mean reduction in growth velocity was approximately one
centimeter per year (range 0.3 to 1.8 cm per year) and appears to be related to dose and duration of exposure.
This effect has been observed in the absence of laboratory evidence of hypothalamic-pituitary-adrenal (HPA)
axis suppression, suggesting that growth velocity is a more sensitive indicator of systemic corticosteroid
exposure in pediatric patients than some commonly used tests of HPA axis function. The long-term effects of
this reduction in growth velocity associated with orally inhaled corticosteroids, including the impact on final
adult height, are unknown. The potential for "catch up" growth following discontinuation of treatment with
orally inhaled corticosteroids has not been adequately studied. The growth of pediatric patients receiving
orally inhaled corticosteroids, including ALVESCO, should be monitored routinely (e.g., via stadiometry).

A 52-week, multi-center, double-blind, randomized, placebo-controlled, arallel-group study was conducted
to assess the effect of orally inhaled ciclesonide on growth rate in 609 pediatric patients with mild persistent
asthma, aged 5 to 8.5 years. Treatment groups included orally inhaled ciclesonide 40 mcg or 160 mcg or
placebo given once daily. Growth was measured by stadiometer height during the baseline, treatment and
follow-up periods. The primary comparison was the difference in growth rates between ciclesonide 40 mcg
and 160 mcg and placebo groups. Conclusions cannot be drawn from this study because compliance could not
be assured. There was no difference in efficacy measures between the placebo and the ALVESCO groups.
Ciclesonide blood levels were also not measured during the one-year treatment period.

The potential growth effects of prolonged treatment with orally inhaled corticosteroids should be weighed
gainst clinical benefits obtained and the availability of safe and effective noncorticosteroid treatment
alternatives. To minimize the systemic effects of orally inhaled corticosteroids, including ALVESCO, each

patient should be titrated to his/her lowest effective dose.

20214F12H
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Special Populations

Pregnant Women: There are no adequate and well controlled studies in pregnant women. However, serum
concentrations of ciclesonide are generally very low following inhaled administration; thus, fetal exposure is
expected to be negligible and the potential for reproductive toxicity low. As with other inhaled
corticosteroids, ciclesonide should only be used during pregnancy when the potential benefit to the mother
justifies the potential risk to the mother, fetus or infant. Infants born to mothers who received corticosteroids
during pregnancy should be observed carefully for hypoadrenalism. The extent of exposure in pregnancy
during clinical trials: Very Limited: individual cases only.

Nursing Women: It is unknown if ciclesonide and/or its active metabolite is excreted in human milk. In rats,
however, very low levels of ciclesonide and/or its metabolites (<0.05% of dose) were found to be excreted
into the milk following intravenous or oral administration. As with other inhaled corticosteroids, ALVESCO
should only be used in nursing women when the potential benefit to the mother justifies the potential risk to
the mother and/or infant.

Pregnancy:

Do not use this medication if you are pregnant, plan to become pregnant or are breastfeeding without first
discussing with your doctor.
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An Australian categorisation of risk of drug use in pregnancy
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Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age. without an increase in the frequency of malformation or other direct or

indirect harmful effects on the human fetus having been observed. Studies in animals have
the significance of which is

shown evidence of an increased occurrence of fetal damage.
considered uncertain in humans.
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8 USE IN SPECIFIC POPULATIONS
8.4 Pediatric Use

The safety and effectiveness of ALVESCO in children under 12 years of age have not been established.
Two randomized, double-blind, placebo-controlled studies were conducted to evaluate the efficacy of

ALVESCO 40, 80, or 160 mcg administered once daily for 12 weeks in patients 4 to 11 years of age with
asthma. These studies included 1018 patients previously using either controller therapy (predominately
inhaled corticosteroids) or reliever therapy (bronchodilator therapy alone). The patients had a mean baseline
percent predicted FEV of 68%. The primary efficacy endpoint was morning pre-dose FEV . Other measures
of efficacy included AM PEF, asthma symptoms, and rescue albuterol use. The studies showed inconsistent
results and do not establish the efficacy of ALVESCO in patients 4 to 11 years of age.

One randomized, double-blind, placebo-controlled study was conducted to evaluate the efficacy of
ALVESCO 40, 80, and 160 mcg administered once daily for 24 weeks in 992 patients 2 to 6 years of age with
persistent asthma. The primary efficacy endpoint was time to the first severe asthma exacerbation [defined as
worsening of asthma which required treatment with systemic (including oral) steroids or any other asthma
medication besides treatment medication and rescue medication] or lack of improvement, whichever occurred
first. No statistically significant differences were observed for the individual comparisons of ALVESCO 40,
80, and 160 mcg to placebo. Results from this study did not establish efficacy of ALVESCO in patients 2 to 6
years of age.

The safety of ALVESCO was evaluated in 957 children between the ages of 4 and 11 and 747 children
between the ages of 2 and 6 years of age who were treated with ALVESCO in the three controlled clinical
studies, two open-label one-year safety extensions of the controlled clinical studies, and one open-label safety
study. In the controlled studies, the distribution of adverse events in the ALVESCO and placebo groups was
similar. The type of adverse events reported were similar to events reported in this patient population with
other inhaled corticosteroids. The open-label safety studies in children 4 to 11 years of age compared the
safety of ALVESCO in doses up to 160 mcg once daily with an orally inhaled corticosteroid comparator. The
types of adverse events seen were similar to those seen in the 12-week controlled studies.

Studies in children under 2 years of age have not been conducted given the lack of efficacy observed in
patients 2 to 11 years of age.

Controlled clinical studies have shown that orally inhaled corticosteroids may cause a reduction in growth
velocity in pediatric patients. In these studies, the mean reduction in growth velocity was approximately one
centimeter per year (range 0.3 to 1.8 cm per year) and appears to be related to dose and duration of exposure.
This effect has been observed in the absence of laboratory evidence of hypothalamic-pituitary-adrenal (HPA)
axis suppression, suggesting that growth velocity is a more sensitive indicator of systemic corticosteroid
exposure in pediatric patients than some commonly used tests of HPA axis function. The long-term effects of
this reduction in growth velocity associated with orally inhaled corticosteroids, including the impact on final
adult height, are unknown. The potential for "catch up" growth following discontinuation of treatment with
orally inhaled corticosteroids has not been adequately studied. The growth of pediatric patients receiving
orally inhaled corticosteroids, including ALVESCO, should be monitored routinely (e.g., via stadiometry).

A 52-week, multi-center, double-blind, randomized, placebo-controlled, arallel-group study was conducted
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to assess the effect of orally inhaled ciclesonide on growth rate in 609 pediatric patients with mild persistent
asthma, aged 5 to 8.5 years. Treatment groups included orally inhaled ciclesonide 40 mcg or 160 mcg or
placebo given once daily. Growth was measured by stadiometer height during the baseline, treatment and
follow-up periods. The primary comparison was the difference in growth rates between ciclesonide 40 mcg
and 160 mcg and placebo groups. Conclusions cannot be drawn from this study because compliance could not
be assured. There was no difference in efficacy measures between the placebo and the ALVESCO groups.
Ciclesonide blood levels were also not measured during the one-year treatment period.

The potential growth effects of prolonged treatment with orally inhaled corticosteroids should be weighed
gainst clinical benefits obtained and the availability of safe and effective noncorticosteroid treatment
alternatives. To minimize the systemic effects of orally inhaled corticosteroids, including ALVESCO, each

patient should be titrated to his/her lowest effective dose.

5.7 Effect on Growth

Orally inhaled corticosteroids may cause a reduction in growth velocity when administered to pediatric
patients. Monitor the growth of pediatric patients receiving ALVESCO routinely (e.g., via stadiometry). To
minimize the systemic effects of orally inhaled corticosteroids, including ALVESCO, titrate each patient’s
dose to the lowest dosage that effectively controls his/her symptoms [see Use in Specific Populations (8.4)].

Pediatric Patients less than 12 Years of Age

The safety of ALVESCO in pediatric patients 4 to 11 years of age was evaluated in two studies in which
ALVESCO 40 mcg, 80 mcg, and 160 mcg was administered once daily for 12 weeks and in one study in
pediatric patients 2 to 6 years of age in which ALVESCO 40 mcg, 80 mcg, and 160 mcg was administered
once daily for 24 weeks. Studies

20214124
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Special Populations
Pediatrics (< 6 years of age): At present, there is limited data regarding the use of ALVESCO in patients <6

years of age and therefore ALVESCO is not recommended for patients younger than 6 years.

ADVERSE REACTIONS

A reduction of growth velocity in children or teenagers may occur as a result of inadequate control of chronic
diseases such as asthma or from use of corticosteroids for treatment. Physicians should closely follow growth
of all children taking corticosteroids by any route and weigh the benefits of corticosteroid therapy and asthma
control against the possibility of growth suppression if any child’s or adolescent’s growth appears slowed. In a
one-year study, ALVESCO was shown to have no effect on growth rates compared to placebo when

administered to pediatric patients at doses of up to 200 micrograms per day
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Use in Children

The clinical trial safety database for ALVESCO in pediatric patients consists of a total of 3754 children 4-11
years of age treated with ALVESCO, 50 to 200 micrograms per day, in clinical studies ranging in duration
from 2 weeks to 1 year. The incidence of possibly treatment related adverse events was similar in frequency
and nature to that seen in adults and adolescents. The most commonly reported adverse drug reaction was
headache (0.5%).

Study demographics and trial design

Over 2900 pediatric patients aged 6 to 11 years were treated with ALVESCO in 9 short-term studies of up to
12 weeks duration and approximately 900 pediatric patients were treated with ALVESCO in 4 long-term
studies up to one year. Most studies were double-blind, some were placebo controlled whereas others used
budesonide or fluticasone propionate as an active control. Patients classified as mild, moderate or severe
asthmatics, who were previously treated with inhaled corticosteroids or bronchodilators alone, were included
in these studies.

Study results

In double-blind placebo and active-controlled studies, ALVESCO was shown to be superior to placebo and to
be comparable to active comparators budesonide and fluticasone propionate in improving FEV1 and morning
home PEF, in decreasing asthma symptoms, in reducing the need of rescue medication, in reducing
xacerbations and in improving pediatric asthma quality of life. Efficacy of ALVESCO was comparable to that
of fluticasone propionate on a 1:1 microgram basis and to budesonide on a 1:2 basis. The results of the
primary efficacy endpoint of FEV1 % predicted for two randomized, doubleblind studies comparing
ALVESCO versus placebo in patients aged 6 to 11 years are presented in Table 6. In the first study,
superiority of 100 mcg/d ciclesonide and 200 mcg/d ciclesonide to placebo was not shown (p = 0.140 and
0.248 respectively), however in the second study, the difference between 200 mcg/d ciclesonide and placebo
was statistically significant (p = 0.041). The results of the primary efficacy endpoint of morning home PEF
for a third randomized, double-blind study comparing ALVESCO versus placebo, are presented in Table 7. In
this study, a statistically significant improvement versus placebo in morning PEF from baseline to Week 12
was demonstrated for all doses of ALVESCO. The results for the secondary endpoint of FEV1 % predicted in
this study are also provided in Table 7. Explorative analysis showed a statistically significant improvement
for ALVESCO versus placebo in FEV1 % predicted. The primary efficacy results of the double-blind,
randomized studies comparing ALVESCO with either budesonide or fluticasone propionate are presented in
Table 8. Increases in FEV1 were comparable between ALVESCO 200 micrograms and fluticasone
propionate 200 micrograms or budesonide 400 micrograms. In two placebo-controlled clinical studies
conducted in patients 4 to 11 years of age, a low dose (1 microgram) cosyntropin stimulation test was
performed in 60 patients after 12 weeks of dosing with 50, 100 or 200 micrograms once daily ALVESCO or
placebo. The frequency of non-normal cortisol values after treatment was the same (7%) for ALVESCO
treatment groups and placebo. Mean changes in peak cortisol after stimulation were comparable among
ALVESCO groups and placebo. In four long-term studies 52 weeks in duration where patients were treated
with variable dose ALVESCO (50 — 200 micrograms/day), there was no evidence of suppression of HPA
function, as measured by 24-hour urine and serum cortisol concentrations. In a one-year study, ciclesonide
was shown to have no effect on growth rates when administered to pediatric patients aged 5 to 8.5 years at
doses of up to 200 micrograms per day. The point estimate for growth velocity with ciclesonide 200
micrograms was 0.15 cm/year lower than that noted with placebo (95% confidence interval - 0.33 to 0.03
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cm/year). It can be concluded that ALVESCO administered once daily at doses up to 200 micrograms was
not statistically different from placebo with respect to growth velocity. In addition, no significant difference
was observed between ALVESCO and placebo on HPA function as measured by urinary cortisol. In a 12
week study, body height, as measured by stadiometry, was compared between ALVESCO 200

icrograms/day and budesonide 400 micrograms/day. Mean body height increased in both groups (by 1.2 cm
in the ALVESCO 200 micrograms/day group and by 0.7 cm in the budesonide 400 micrograms/day group). A
between-treatment comparison showed a significantly greater increase in height in children treated with
ALVESCO versus those treated with budesonide (p=0.0025).
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