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AFNX THR 12) @oSERE 8 LB X0 AR 2 E L7ofE R, FHRIC K0 @i 3 1otk x 12 k. IX
M s a2 PR iR Lz,

(5) ERIEEMRBETE L
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Hikg - 7»?4F%mi7/~ﬂim&lﬁ 1 [EMEFEHIC FP 50pg &A% (1 I FP 8.83mg
A .
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30°C/60%RH ijé 12 5 A
TR o
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1. BHERIEHR

SEXmE

5. MRERIFMRICEET HFFE

5.1 BEDFEIEICK LTIE, AAZHEH L2k S BELfRET 52 L, [8.1 B3]

5.2 KRN DB H-BRAGATIZIZ, B Ol BJEIR 2 IR E 2 RIBIC L Tl < 2 &, T, M B EERNR
RE S 3 B D B 7R B IRRE D & TR & LTARFNIEMA L2 &y

(f#ER)

5. 1 AFNTEMEFIERHC IR G L THHBIMED R RITHIFF TE 220,

5.2 AT T TITH & TWDIAEZ HLHNTEE S 2 FH) TR WO T, Wi BIER DS R RAFIC = > b

B—L &, AAIOWANPHERIATONSRETHEMN 5 2 &, Fric, SUEEEHORBETIX, FEEFFE

RGN B I, BHMEART v A FAl, 27 U VR TER OG0, FRFRBNE OMBMEN IR S

NDIEZITH, M EOE(LIREZ U L7z ETARI 245 Z &,

2. RERUVHE
BANIZIE, VT h Yy Te et oo AT v s LGRS 1R 100pg 2 1 B 2 BRI AL 5,
INRIZIE, ZAFh Y T uae o AT s LCHEE 1E S0ug 2 1 B 2 B AL 5,
R, FERIC KV EEEET 223, 1 B ORKEEEITMA TIE 800pg, /NRETIE 200pg #BRE &4 5,

1. AERUVAZICHET 5FE

JEIR OFRIEN I BT HA X, AR EVERE/NEOHE TR ST 52 &,
(f255%)
AFNIOHRe G2 L 0 . BE O EIER OIS H DT HE 1T, 168 ELER/NROHBE~ORE, OF
DARKNZE LV IEHERHIA~EELT T L 2BETLINERND D, KAEMANCET LB, WEOE|IZ
XA RIEROBALICEET D Z &,

3. ERERALEE
(1) BBRT—21yH5—
%M L7y (2009 4= 3 H LLRITARESL H)

(2) ERER%HR

1) RADBAEY ~1Y
i) BIVERRERER (RLA)
Ji N M BB 48 Bl & it BRIC AR X BIEIZ L B A2 U 2 % W2 KGE BB R BR S K S iz, & Ok
B, IVHEA R=T7 =L 1[0]100ug 2 1 A 2 A 4 8EE 5T 52 L1280, 77 8RICHLTHEIZ
LEBEMENMET 528, FEFORTHERIZIANLZA Fa T 4 27 LRI%ETHDH Z LENRENT
nwo Y,
BIVEFNIAFIRE CIIME ST,



V. BRICEY SEE

i) ERERREER (BA)
FelsEBR & & T NGUE M BB 370 ) 2 ~W T A 7V H A Ka X T 4 A7 OAMER (FEEY
BLLE) 1279.7% (295/370 f5l) Toh b, Fo. BANKE I EEHE (B - PEE) 2557 5 ik
BRICBWT, 7P A RaXT 4 A7 1R 100ugl H 2[BEIR7 0 A 2 v 7Fa et VB AT VT
V=)L 1A 100pg 1 A 4 A% 4 H\EPEE LTEfER, 702 A Ru X T 0 A7 13K eicERE, i e
EROHAEY & O ABICENTZEEN SO,
1) RERWEE  BARIER, T2 7%, MHERERART R, OFHIEOM AR & OEE ORIGZ G HIB L,
LY EMA LT 7 BB THIE
LEWSE 2 PSENE REWE 418E 5008 L 6.8 (L 7. EHE(
BHERLE  AHEM. ME - IR L ORI ARG IO & | HYEMALLT O 4 B CHIE
LZR2ThD 21FFLETHD I00LeMICHED Y  AREEICHED Y
FRE | SR UGEE R OBHE L 2IE 2R AR L, S ERALL T O 7 By THlE
LEXbOTHA 288 300FH 4FHTRY 500G ELLRY 6FE LR 7.E3bDTHE LI 2N
1) Langley SJ, etal. : Chest. 2002 ; 122 (3) : 806.
2) BARMIEIEA : BRRESK. 1997 ; 13 (6) : 1587.
3) BEAIEIE) : BAKRESK. 1997 ; 13 (6) : 1609.
4) REFHITH  HRESK. 1997 ; 13 (6) : 1635.
5) EHEEZIZA - ERIKEESE. 1997 ; 13 (8) : 2097.
6) HA BXIED : ERIREEIK. 1997 ; 13 (10) : 2741.
7) LREZ BRI « BRIRESE. 1994 ; 10 (3) : 689.
8) SHARMBEIIEA ¢ BEIREESR. 1997 ; 13 (11) : 2993.
9) BN JlEA : BEREZE. 1997 ; 13 (11) : 3011.
10) PP ZIED - BRIREESE. 1997 ;5 13 (13) : 3527.
11) AFESFRIED : BFRESK. 1997 ; 13 (13) : 3545.

{
!
{
{

2) INBDORHE R W
INRRE SN BB 108 61 12 ¥ IRk D TNV H A BT 4 AW ADFMER (PEELFEM L) P13 82.4%
(89/108 f5) TH %,
F7-. HERFHRR L2 OFEBBEOGDRIIUTOED LBV ThD, (VI 248V (EH EoEES)
BT 2IEA 6. HFEOERAATHIERFICHTIEE (1) NE%E OIEIT2 BMH)

5 ik 6~8 i 9~11 ik 12~15 %
100ug/ H 0% (0/1) 76.9% (10/13) 65.2% (15/23) 42.9% ( 3/7)
200pg/ H 40.0% (2/5) 87.5% (14/16) 70.0% (14/20) 76.9% (10/13)

) XRSMRWEE  FRIER, T2 73, MSERERT R, 0RO FIRILE OEE ORISR ERA IR L,
FSEERRIANLLT O 6 B ¢ E
LERANE 2P EENRE 3MENRE 414 5B 6HELRE
12) fRATEIRIED . T LLX— « ff. 2000 ; 7 (5) : 653.
13) RAVEIRIED : T LAX— - 0y, 2000 ;7 (5) : 671.

) NEOMBRBRAE CHRAER 15 HEKH)
i) ERNFEARERE
FRNMERRAT S EIER 692 Bl I81T HAZRIT 97.98% (678/692 i) T 7=, MMM AERF] 723
BN T 2 RIVER R EMEEIL 0.97% (7/723 ) TH-o7=, FOWNFRIT, FEWED E Vv, 58, BHEEE
AMENARPR, 7 FE—MER SR, BREKR T F=0 73 P72 7 27— 4 0.14% (1/723
) ThHor=EY,
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)
[B)

2)

(4)

(%)
1

2)

i) EEIERAZ&E L-ERNEFIRE
FIIERRAT R RIER] 409 BIIZ 1 DAL 99.76% (408/409 1) Tib o7, ZAVEMAT I SAER] 519
BN 31T 5 RIWER BB IL 1.35% (7/519 f5]) T - 7=, ZOWNERIL, L d = /L5 — Ligid 0.39% (2/519
B, AR D HNE, ERRIER, BEEE VIR, BREE. GRRERECE IR ORISR 4 0.19% (1/519 i)
T o f-ED #2)
ELD RIANRTE—FLxT S —LEFDOERTH D,
T 2) BIZEHIR 12 » A OFREIZ T DRERIEL

R PR IR
B A5 R
TERERR A 15 4126t LTIV Z A Ra ¥ T 4 A7 % 100, 200, 400ug % HiEEG L=, BRER, i
TR ORIBHRREMES ORI W T IV A Fr a7 ¢ A7 ICERT 2 & Bbih o REFTR,
BIERFEIIZRBO SN2 9,
) AFNOEBENTWARAELOCHARIZ, KA, ZVFHY Tt e A7)0 e UCGRk 1 [E 100pg %
1H2ERALLSTHY | 1 HORRESGRITMRATIL800pg TH 5,
14) B WiEd - BRRESE. 1994 ;10 (1) : 17.
REESHER
TEEERR A 13 LUK LTIV H A Ru X T ¢ A7 % 200, 400pg/H., X7 7R % 1 H 2], 14 H[EHE
THG LGSR, R G & RO R Z 572 W,
Fio, HEERA8AICH LT INVEA KadT 1 A7 800ug/H, XiX7' 7R % 1 H 2[0], 14 H[HEfkE
H UGS, R 17-OHCS ENHGMK TIRFIIE T L7, 77 B R CTHIZERBEDK TA2/RLTE
0. ORI RERIERE CIZRENRBO NN oT2T20, 7V FA RaXT 4 A7 ORI FREKREIC
B2 DEBIELEALERNLDOLEZ DN, TOMOKEFRITHEES L FEOERTH 719,
14) B WEIED  ERREEZE. 1994 ;5 10 (1) : 17.
15) JEN7  {iES - EEsRESE. 1994 ;10 (1) : 31

ERAER
PN RE N BB 193 4 2P RIZ, TV H A Ra X T ¢ A2 100, 200, 400ug/H DWWz, 1 H 2[E),
4G Lz (CZHER - BERLRGUR) R, sk eRUcER ICR T 5 RN R odeER, A
ks TAHULE] OFMR, PEF OHEBZEICBW T, HRICHB L7-E#N B b, £7- 200pg/H
& 400pg/ B T TFEHANER] DZIERSETH-o72Z 0D, 200pg/H Z @G &ICRELRZ 2,

2) EARMEIEIED : BRESE. 1997 ; 13 (6) : 1587.
) ARNOEB SN TWARER AR, AL, ZvFh Y 7 a et e A7)0 s L CGRE 1R 100ug % 1 H

2EMRABETHY 1 ADRRKEGREIZAA TIL 800ug ThH 5,

RIEHORER

AE B 1301 AR RICHER
MR L

HB

RN G S BB 207 LA KTBIC, TAX A RaZF ¢ 227 200ug/H (1B 2[E) FRr/a x4
Tu AT ATV 400pg/H (1 B 4B 4 WG L, WAZ BRI LcE 25 (=T R
WERER) . TV A A KRS T 4 A7 F_RIaRrAE ) T a et VBT AT VOERTREE, ZeEED
A BICEN g & 1572,

3) HARMEIZA : BRKESE. 1997 ; 13 (6) : 1609.
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3) REMHR
a) R

b)

4)

a)

b)

c)

RN RE S SR AL ARG, TAVX A Ra X T ¢ A7 200, 400ug/ H DWW 1 H 2[E, 3%
AL E (&E 28 @A) &5 L7k (A= R ), % 7241 FedT7 0 A7 3EHERGI280T
b, BEMEICHER ENTERIENEGELND Z LRSI Y Y,
4) KIEFNFHIEH - BIRIEIE. 1997 ; 13 (6) : 1635.
5) IHEEZIEA - BRRESE. 1997 ; 13 (8) : 2097.

e = R
Ryu AL oTa et T AT L 800ug/ B LA ETH 0 oS SV ak NRE S BERE T4
HERBIT, TVEA RasT 4 A7 % 400pg/H (1 H 21[8]) X% 800ug/H (L H 2[R [ZHEHEL, 41
MU (R 28 R #&h Lic CF—7 il R, o 0BFEIZBNWTHLIALE A Fa¥T 4
AT XENT- R, BetE R L9 Y,
6) HAT 5XIED> : ERIKEZE. 1997 ; 13 (10) : 2741.
7) LEEZE—RRIEA : BRARIEZE. 1994 ; 10 (3) : 689.
8) ENARMEMIEN : BRIKESE. 1997 5 13 (11) : 2993.
9) B3 JHIF) : BEAEEZSK. 1997 ; 13 (11) : 3011.

BE - RENER

BROAT oA AR - B
BEOAT aA FAlZEE LT D ANRE i EEE 57 AE2 RIS, FV¥ A RuZ T 1 27 800ug/
H (1H2RE), 1288 E kE 25 #HM) #5117 F—72RBR), SR 7V¥ A Kunxs 427
IO AT v A REIORE - BEVUCHENRD S, £ ICHBEITRD Dol 00,
10) EEFVEZIEN  FRPRESEK. 1997 ; 13 (13) : 3527.
11) KRS RIEH « BERESK. 1997 ; 13 (13) : 3545.

/N B
5~15 iR/ INFERE SN BB 120 44 X5 T, TAH A T 4 A A% 100ug/H (1 H 2[8]) XX 200pg/H (1
H2E) oOWdFhunrg 4RSS L (F—7 &), R, NMNIREWEZT 27044 KT 4
A B ADFME, BEENHERSIN, FEFHBCOVLTUINE~OLZ2MEEZEEB LT, mEDa
e — LR AHRETH > AR ED 100pg/ H2NEYI TH D EE 2 bz 2,

12) RATEIRIED : T LAX— « 4y, 2000 ;7 (5) : 653.

INRR B 555
5~15 5% D/ N KE SRR 9T £ B RIRIT, TNV A RT 4 A A% 100pg/ B (1 H 2 [8]) X% 200pg/ A (1
H2[RE) OWTFhrkg 8~24 G Lz (F—7 3R, R, sHETH D 200ug/ HIZHEWTH A
REEEL, FHEEHETHD 100ug/ HIZBWTHEIERD 2> b a— LR AHETH 5 2 & D3R
. NRERE SR EORHEHIE L L CogAERIIRE SN 12 ¥,
12) ERATEIRIED : T LAX— « 4y, 2000 ;7 (5) : 653.
13) fRAVEIRIED : T LLF— - 5. 2000 ;7 (5) : 671.
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d) =g

B DA R G E LTIRBRIIIT > TRy, BN TIT b - iR sER 2 ~W (2 65 Ll E 76 5L T

DIEBINEG ENTz, TVHA RuXT 4 A7 100~400pg, 1 H 2 B, 4~38 HRHK L L1255 OHFINET

73.0% (54/74), RIVEMFRBISEIEIX 4.3% (4/92) TH Y, RAEEKOFER L OZEITFRD HiLiehoiz,
2) BARIEIE)  BAKRESK. 1997 ; 13 (6) : 1587.
3) BAMEIZA : BKEESK. 1997 ; 13 (6) : 1609.
4) REJEFHITH  HRRESK. 1997 ; 13 (6) : 1635.
5) WEREZ T - BERESK. 1997 ; 13 (8) : 2097.
6) MAT 5%iE»H> : EEFREZK. 1997 ; 13 (10) : 2741.
7) LR —ERIED : ERRESK. 1994 ;10 (3) : 689.
8) EHARMBIIE)  BEPEEESK. 1997 ; 13 (11) : 2993.
9) /&3 IE : EEEREZK. 1997 ; 13 (11) : 3011.
10) PEEPEE 213D - BRIRESE. 1997 ; 13 (13) : 3527.
11) RIFEAFIED  BEIRKESL. 1997 ; 13 (13) : 3545.

(6) AEMIER
1) FABERE - BEFEARERE ERRE) - 2ERFGREBRGAR (TIREZEEKRHR)
TIVE A ROFEFEEHMES (A : 1998 459 H 30 H~2004 459 A 29 H. /I : 2001 45 10 A 2 H~2005
10 H 1 H) (CHEM SRS, BRIFEE (Be s AR ) . TR BB (AL IR Fe 4
FaRRER) ORERITKR OB TH-T-,
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FTORBRICEBIT 2 REIVEHARBUERE (6.78%) L W HIKh- 72,
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S22 NEREAT R SUER 3,164 i 57 B> /NEAE FFIASINEE S
7o THHEAICEBWTCEIERIZA LN oz, £, A%
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3
il
il

KIANDE—DE
W HIZEE 3 A
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F 4 AHR) ;1 AER

839 il

M RIWEAISBERIRIT 6.93% (57/822 fil) T. FD%<
3G 3 AR CREL TRV, 51 & RIVER S SEE
WCHBZ A B2 o T,

HRhE - AEhE1% 99.33% (739/744 ) . E£7-. AFIZ 1AL
BeE &7 392 FIOARRIZ100% THh VY EHHE BT
EWAENEEZ R LT,

S22 VERRAT R BIE] 822 151 T 7 51 oo /N A FR I AN AR S T,
INBIEFNICBWTEWERIZA LR T=, T2, BRI
100% (6/6 i) TdH -7z,

7V — )LD EHE
AT 25/E (=
T—) 16 » AL
=

99 #31]

Ve - BIWERSSBUEGIRIT 4.12% (4197 f5])) T, Wb IE
BHENOBEHMONETH D . B G-I & BIVE R B (2 AH B
ANy A WAl

R - ARhER1T 96.55% (84/87 f5]) . F£7-. AKIHMN6 5 HLLLE
BehH ST 70 BlOFRHRIL 95.71% (67/70 ffl) TH Y . E Wi
BlzBWTbEmWaEREE R LT,

WA E Y — RICHE
THRE 6 5 AR

1,389 #1

Mt T RIWERA S BUERIRIL 1.97% (26/1,320 i) TH-7-,

B S homBoe Yy — K (Abi, KABKESEZ2., 7
ESNZL. IRA) 2 LRIl BB T ) OEFIERIE, TH5A1)
62.92% (565/898 i) & #5141 24.94% (224/898 ) \oH
BElCEA L= (p<0.001),

Fo, HoEY— FINZOWTHRERICREST LR, Win
HAAFEGRICH L TAAER G %O E Y — FRRREITAEIC
A L7 (p<0.001),

S22 A VEMEAT R GUE ] 1,320 1l 219 B D /)N
2o THBIEFNCEBWTRWERIZA N o T, FT2, WT
NOrOkERT Y — R28 1 ELLERER T OERRIL, 5
BT 81.55% (137/168 #1) 75 (#5544 37.50% (63/168 1)
WCEEICED Lz (p<0.001),

LB AR S

NRERRE LEHRE

HH Bl

A 2R A

TEBIEL

mo R

I SRR AL « 41

A [H]

785 131

Freelin W%%ﬁfm 1£0.97% (7/723 f5]) T, A&RIFET
ﬁ% BT 5 EWEFRBIEFIER (25.89%) LV iKr-o7z,
BHME - A%hERIT 97.98% (6781692 f5]) TH -7,

mr B = E

E W IR 5
B (vXT 4R -
T4 AT A) LR

415 131

ZAVE - BIVERSSBUERIZRIL 1.25% (5/400 ) THY . Wi
LIEEERFL T, BEYHERIC L 2550 @I R o 72,
FWE © 6 » HERSE TOANRIL 99.47% (375/377 i), 12 % A
B DA NRIL 99.66% (294/295 ) T, BEHIEGIZBNTEH
EWARNRE R LTz,

EHERICET 23
HE(Z TV —):6 %
HLUE

121 {31

Ve BIVEF R BUEMIRIT 1.68% (2/119 1) TH Y .
LIFEERFRTH I,
BHVE  BRIRIT 100% (114/114 ) TH o7z,

N




V. BRICEY 5EHE

TR B ARRER  (RLEIR B4 BRI BR) -
a) ZILEA RIT7Y—ILDOKREXmEAIZHT HERKTE

b)

RN S BB 15 4 2 R E LT, IAF A K7 Y —L 100pg (L H 2[8]) & T70%A KT 4
AH A 100pg (1 H 2 [\]) OFRSGMHZ BIEAL —EERY 7 A4 —/N—Lhigaki (2412 1 : 1 #1431
M) ClRIZMEZRGEE LT,

Z DGR, PDoFEViofE (MIEL ) 17 Y — LB 0.8416mg. T « A ARE 0.9270mg TH Y .
W RER D[R M E S RGE X 7z,

RIERNE= T ) — VR OYT ¢ A ABETEINEAL, 4.92% (3/61 ) & Tr6.56% (4/61 f4i]) T -7z,
W OB S EE A FRFREIEL L IIEGIL o T,

[EXREBEFICHT E7IL2 4 FBMRSICK 3% - REMORE 1©
WIET A7 ¢ U 3R RO B ISR I T L AKX — 3R A EREHEKE L CHEA LTV DI
G200 b TERIERHA (Step2) OIERZ AT, WART 1A NERMEHOXE M ELE 192 4 %
KB, TNEA R (0 ZF 4 A7) 1[H 100ug Z2 1 B 2 [0 _EFw3h 2 BEAFTR Ak R & bl L
2o WHWIRNIZ 6 AME L BEHF 1., £7-. 744 FBINEGEE TR 1 O TRICER
INEETE LT RERNE 6 W 7 v 2 A REMRIRZIT- 72 (5HIR 2),
FER . EERHMEEE CTHLARGMM L oK T 7 A (L LIEHIkRT 7 B oo —2 7 a—
(PEF) FEMEIZ X T D _N—A F A > (BT R 7 B B OSEME) 2> 5 O 2 b i, BEFIE#EE C 8.4L/min
ThHoT=DITx L, 72 A FBIMEEGRETIE 48.0L/min DIEN RO, BEREHICHLAE
(p<<0.0001) 72dFENFRD BTz,
Fro. BHEHIM LK TRICIER D ZE L, H5HIH 2 (72 A REIIEH) ~BAT L72IEEX 48 fi
Thole, ZNHLDIEFID S H 70.83% (34/48 f5]) MG 2 24T L. &5HIM 1 & TREOfE L
FIERBRDE Z HERF LoD 7=,
TIHEA RENERGEE8 Gl H B FHEHM 1 KO 2 1B 2EWEHORBRITENZEN 7.14% (7/98
B). 2.08% (1148 ) Th o7z, HGHIM 1 CTHE SATZGWERNIZ 7 619 (RMED U X¥E, WiE
FEA 2, O, EE, BWER, AST N, ALT 89I14% 1) Thot-, £7-. H5HIF 2 TR
DONTRIERIZ LB L (Z98) Th o, FEHH 1128 HWHWRERE - lH & [F—EF Th o7,
B, BERAAERZIIED LN o7,

16) #h FNEEIEH 0 T LLX— - 5. 2004 ;11 (7) : 960.

2) RBEHELELTERTFEDARXITERR L -HBROBME
TNEA RTT V= RGO RV Z MRS 2 7o O il iid

Nt

) FEFI R - FEE G (Rl ) - SOEIRTER IR (TR ERIARRER) | DTS M



VI. EFEEICEY SHEE

1. XFBZHICEEHSIEESPRITILEDE
tRkralFyr, FrR=vyay, saxXZyy TxHRALY v RN T AV ay, REALT
JORES =) R uRAES o TFI=R, VLY = REO SV aaLFa R

2. EHER

(1) YEFRERML - 1ER%F
fiti « KB R
ROEDRIEITEE XM B DO E/RRE S L TCRMENTWD, ZbaaF af Ridh BRI IEEICHER)
THHN, ZhiFZnvaarFald ROKEEANPKELEELTWEEELZLNTWS, RANT 7V
aa)VFaA RZEEOFRE7Z agonist TH Y . ZORWIIRIEMEH N KERATICB W THREI D H O
LEZLND,
JNaanF af ROFIRIEEMIZR) T LG ILEHIC LS80, DA 7= X NIZERITITH 6T
2o TV, RIEICEEG TR I INAT 42— 200 A NI A v OFELEZBIRT L~V T
THIEENMBN TS,

(2) ENERMFTLHABRAE
1) RAEER
a) £ FIEIRKEER
TINF N T a A T AT VT McKenzie B D JFIEIC X AR K B IZ 3 1T B i B IUHERAER (K2
JERA AR 2B TR A Z Y o aF VBT AT AOR 1.9 (5, XZ ALY UERBRT AT
DR 2.6 15, TAT T b= ROK 95 5D RFTHIIIEIER 2R L2 17,

1000 - 945
n=12
800 f-
i
ﬁ 400} 360
M
200 100
. 1
737 F £~ F 7
= O gz = F =g
2 E - B b
Fh #* £ T2 .
By E ZYU F
&5 &Y 25 0
% % Il
T T
e I



VI. E3EE(CEET SHIEE

b) WS4 = BREZFENGER (v~ BFkRE) ©
BRWED 77 =LV ERIEZT v MEPREIC T 2 MHER 2 HE LR, 2vThmy v
7ua et T AT VI ABIRECIEER 2R L, TOMSIITLVT Y T a et VBT AT L >
REAB VERRBI AT N=_Ia A Z o 7ad VR AT VDR TH - T,

ﬂ#lk AR 4 o | 32 SEEfE B dNEIZE
e (wafpaw Jp 10 20 20 40 50 O 10 20 30 40 50
J 0.01 35.4 25.0
FIFHI
Joet Tz O 402 429
1
) o1 | | 34.1 14.3
*%g:f; E’JL 1 | 43.9 28.6
- 7 10 52.4) | 20.8
0.4 | 95.4 | 226
NYOASS 1 as [ ] 262
O+ AEET AT
10 50.0 250
1
* pg/paw : —RBIZHT HHE n=10

c) MFEEENFER (v b, BTRS) @
7 v b & T P SRR FE BN VE A 13 cotton pellet {£*MC K 5 (T G- Tk 7 v Fh Y 7 a e d e
ATNNSRERAL )V ERBT AT N>R a A2 oo BT AT VOIATHoT, £,
croton oil VE* 2 X DR G CIXINTF Y v T EF BT AT )V >RE ALY EERT AT L=
R RAE T E BT AT VDA TH ST,

s R cotton pelletif croton oili&E
_ ( wa/isior HHIE (%) MM (%)
A5 FRAAR 10 20 30 40 50 O 10 20 30 40 50
B 1
INFHT "
Ot -EIari
100

10 259
AR
BT A 100 15.9
1000 386
) 10 238
AT ARES
soetomiaen| 1 ] 197
1000 | a9

n=8 n=10

*1 cotton pellet 7%

WEREEY) % cotton pellet (FRHER) HHITIRZA £ 8 T FICAE X AZ, 7 BRRICHIH L7, RIBRZ D B THIG L
T-PZEEZMRER & TR L, 60°C, 24 IR O FEEAZHE L, MEREELZ Z LW E2AFEEER L L,
*2 croton oil V5

BHEE FICER T AZEAL, DN croton oil ICHBRIEY 2 ¥ L CHEA LT, 10 H BICAZEEA K FE XV
HEEL, ZOEEEHITE L,



VI. EHMEEBICEHT SHRE

d) MESBETEICKHTZER (T . BTERE) ©
b AX I N XD MAEEBMTCEIC T 2R E T v NISEEE~OmH AR E LY IE LR,
TNF T T a CF B AT VT BRI R Z R LI, Xy a A2y o ra e g
TRAFIL, RERXEY EERRT 2T RITE A CIEWER 2R S o T,

BER MmN (%)
kS (mgkg) 0 10 20 30 40 50
. 0.01
TNFHT o1
TOEF-BMIAFL
1
- 0.1
A A ]
samraon | 1 108
10 :| 1.5
0.1 58
FOEF-BIATIL '
TEET o 9.2

e) 7oany FEERIEER (Sy b BTHRS) W
FREIC L D7 V= FEEROMFZIRZ REBLVRE LR, 7TV T r et T
AT T ERAFNCIHER 2R L, ZOMIIIRI 0 A2 0o Ta e F VBRI AT )V, REZ ALY
VERRT ATV IV o T,

FFhSLTOCT BT AT

AR BT AT AgOdsSeFord MBI ATIL
mL} [mL) (mL)
& (OAFO=l L= e i m B ) & 0 0O=0
0 .00 mgkg o 0.01mgkg o 0.01mgkg
& 1001 mgkg A 10 1mgkg & 0, 1mgig
a0k & 0 1mgikg 3.0~ & 1 imgkg a0r a limgkg
.
R - E
" ¥
m 20r " 2.0k w &0
1.0F 1.0F 1.0
6 1 7w o4 210E)  BE61 7o 14 21{a M 1 7100 14 218!
* : P<0.05
* x : P<0.01



VI. E3EE(CEET SHIEE

2) M7 LILX—ER

a) PCA RISIZHT 246A (Tv b, ETHRE) ¥
~ DA IGE HLUINA T V7 2 U IIFIC L D PCA KIGZxE T 817 LV —1EM & g a3 & X 0 JlE
LTcfER, ZATFny o7t oo A7 VT ERGFICIEER 2R L, ZOMSIET7 VT I
VIO VBT AT NSRRI AL VERBIATA> /0w ) BT N U ADIETH -2, X
Ja AR T a A U AT VIR R e R S o T,

L= | mm=E (26
EHE {mg/kg) O 10 20 30 40 50
0.0
TNFHI o
FOCAMIATI|
1 53.5
0.1
NAART ;
HEEMIATIL
10
) 0.1
AHOART
yoeromraen| 1
10
- E 1
ei=a 29.5
FRUL 10 |
100 | 36.9

n=10

b) BEET7 LILX—IZHT H4EH (RUR, ETHRE) @
TNF A T R AT VX, v U R8T % picryl chloride ethanol #7538 H IRV IC K 2 B IER
T LR —ROSIIR U, B &G THEERAARISHE Lz, MHIfER O S 1X, EDs DO HRIZIB W T
IWFHY T F BT AT I=_o A X2 0T ad BT AT VSRS XS ERRT AT
NDETH-Tz, 70T 7Y 7S M) U ATIIRIRE RS 2o T2,

s MwlE (%)
HH H (mghkg) © 20 40 &0 80
) 0.01
FILFRI o
TOEt I AT '
1
0.01
A
sumrazn | O | a7.5
. | 76.2
0.01 |21.1
AFOAR
O BT ZF) 01 |52'°
1 85.0)
; 1 o1
SOETIEE
FRUSL 0 108
100 [| a7
n=10



VI. EHMEEBICEHT SHRE

) FLILX—MmAICHT B4R (5v b, ETRE)
T LM BTV A O CRE R SR T A EI R A RE L, RER. PUR URAT AT R Y)
5T X A BEEB ORI &2 T LVF Y T a A T AT VTR BRI L. o
FERIIRZ a A2 T et o AT VL0 Th iz,

FEAE -2 (24)
RlE ﬁ,ﬁ; 0 10 20 30 40
i 0.01 333
FFA
Jorstsrasa| 01 308
1
ok 0.01 40.9 |
ATOART
ot sraza| o 42.7|
1 36.7 |

n=10

4) MIR~DEE (¥HR, #OKkE) ¥
PEHMEBORIECH L MEHEIEH OB IIL, v~V AOROKEIZBWNT, X/arx2y 7Tty
AL AT I >NRE AR VERHBI AT LS IVF NS o Fa bt B AT ILOIETH - T,

W R s GREE = (%)
= {mg/kg) 30 40 50
) 0.1
JIFH 0.3
JOEF BT AT 1'
0.1
A 04
TERETATIL '
RELAT 1 | 29.5
) 0.1 11.0
MIOAR T
soest @iz °° 343
1 58.8

n=10



VI. ZEZhEBICET HIEH

5 ek (v b

. BETHRS)

TNF R T a BT AT VX, BT =G 4~16 RRERTO®R G (5K TEE) 1280\,
77 = KBRS LIROVIIHIER 2R L, ZORRHIOR I AVT Y T a vt Ve A
TISREZARY) VERBT AT A=_Ia A2 7a b F VBT AT IIVDIETH -7,

(%) 500

sor INFHT T OCA BT AT
0.1mgky e—

40 - imgka & o

ok MR EREI AT
1imgkg @

20+
i m E TR [ O e Sl
1mek

10+ gkg o

0o =z3 '
0-4.7
0gpsmaims sigfEis 1eESEETIE S
n=7

(3) YERFIREFR - Friuksha

AR L



VI. EYEREICEET 21EE

1. mREOHR - AlEiE
(1) BELEADLTMBREE
AR

(2) &= mARERZRRS
Pr 544 30 4y ~1 Hf 14 19

(3) BRRABRTHREIN-IPEE
1) BREEKE
RN 5 BN 7 VF A T a B T AT )V % 400pg HRIE ARG U 7255 R, #5144 30 43 ~1 IHfH
ThEIMPPEEIZEL, ZO%MIR L, 8 & IIXITIERHIRA (0.05ng/mL) LLFTH -7 ¥,

(ng/mL)
034028

(Mean=®S.D. n=5)

F&HFRF ¢ 0.05ng/mL

‘ . H) FANOER 513200 pe/H .
005 1 3 8 (hr) 1H2ITH 5,
LS

R SN HE S OSSR

2) EfRiks
RN 5B 7 LT Y T a A T AT L% 200pg/ H (100pg X 2 [8]) . 400pg/H (200pg X 2 [A]) |
800pg/H (400ugx2 [E]) 14 A RJEfiHE G Lo R, SR EHLE BVWTNORAER TH k5% 30 70 TR
MApRE L 72D | ZOBBONTHD Lz W19,

{E5188> <¥&58HHE> g514H8>
2 (ng/mL) (ng/mL) (ng/mL)
+ 04,038 o 200ug/B Bf
I 4l 400ug/H ¥
7 o:800ug/H B¥
5" (Mean+S.D. n=5)
=4
=4
&)
i
I
=
T 005 e A T 005dsl T OOS N T
i
=
= 51 3 051 3 8 12 (hr)
B & B &l

FRHBRSR 1 0.05ng/mL



VI. EYEhREIcBd 1R

£, BRI LT - 7ol M A GBR T, EWEIE T A —Z 2B LR R 2 RRITRT,
EMBE/NS A —F (BEAS £FH)

#Xh,q_‘g Tmax Cmax AUC_3 AUC_s

- (hr) (pg/mL) (pg-hr/mL) (pg-hr/mL)

200pg/ H R3] 0.6 122.3 213.7 294.3
(50ugx2 1 H2IA) | FEAEFE 0.2 47.8 99.3 213.3
400pg/H %) 0.8 209.9 484.0 922.4
(100pgx2 1 H 2[A]) | MEHEfRE 0.3 335 102.9 248.2

E) AH| O L5 HIT 200ug/H, 1 H 2[BITH S,

(4) s
AR L

5) BF - HAROLE
AR L

(6) BEE (KEa2L—>3y) Bk YHA L ERFNBELDER
AR L

2. EMRERB/SSA—F
(1) A
KR L

(2) RALEETEHR
KR L

(3) NAFFRLSEYF 1
1) O GMEAT— %) 1

1%L
BONAFTRASE) T4 BERABKE. 4 BRI
b (mg/H) IE RONRAFTT ATV T 1 (%)
0.2 4 B IR LT
2 7 B IR LT
20 10 0.91

(F H{FR S : 0.025ng/mL)

2) WAELRE GNEANT—4) 20
ek A (BE) 12 412 1,000pg Z HEI ARG LIz & DT AVF DY T ad U B AT VDS A F
TRATGEYT 41F, T4 AW ARKIT16.6%, 1 FT 4 A7 KT 11.9% TH-7-,
1) AFNOEB SN TWAHELOHEREIZ, A, ZAFHYyrFrned e 2570 LCHEE 1 [E 100ug
Z1H2ERAELSTHY ., 1 HOR KB RITKA TIE 800ug TH 5,



VI. EYEhREICRd 518

(4) HEEE Y
U L

®) VIVTFTIUR
GrEANT—%)
fEEERR A 6 IC 2mg HEIHARNR GO E2HME7 V77 AR 7 VT T A% RbIZEZ A, %K
S 874mL/min, 0.1mL/min Toh-o7- 2
) AKFOEKBEN TS HELOHEIX, RAZIZ, ZAVFHY o Fred g 2508 LTHEH 18 100ug
Z 1 H2EMARESTHY, 1 HOFEKREGEITMA TIL800ug THS.

(6) N MBHE
GEANT — %)
TEFERR A 6 B2 2mg HRIFF RN 5RO DA A2 RDT- L 2 A, P 258L TH 7= 2,
) AKFOEKBEN TS HELOHEIL., RAZIZ, ZAVFHY o Fred g 2508 LTHEHE 18 100ug
Z1H2EWARETHY, 1 ADORKREEITHATIZ800ug TH D,

(1) mMPEAFESE
v FOMIE S H-7 VT T a B R AT V% 0.1~50ng/mL 2 EEELFH TERIN L 72RE D in vitro 1238
5 MEE AR A RIL 81~95% Th 7= P

3. R
WEIERAT = S TE R
— AN AR TR AZC DN, WHEEERAL M Ot AT G U, WEHEEEBAL M OO eI AT A L 7 A1 1 e
TENHEEELOVRINEINDZ ENEBEZOND, LU, AFORAONAFT XA T EY T 413 1%L T &
K< WEAT—%) 9 MEENSWMIENATINLFHY v a et B AT VREB(LEEITIZE AL
MR CTE D, £, WREERE S OWIR O AIREMEIZ DWW TCIE, BENEGHA 7V F Y 7 n et T A
T T —H b E B A 400pg BB G LB o Mgt 7 L F A Y o T a B U AT VIR AN R
PR (0.05ng/mL) LLF CThotzZ &2V 2 k| RIS O ORI G BE CTE 5 L B2 b d,
PLEDZ 2006, AFIRABICIFICHRESNATZALF Y o Ed VB AT LOIFE A 8T TN,
fitiAiAk 2 @ L C RS IR A ENTEMILEBOBELRVELIbDEEZXBND,

W - b RS ERR L

<BE>

HEMEZ » M 3H-ZVFh Y o u B h VR AT )V A 10ugkg BT #5550 R M OFE~OHEIER ) BRI R
1% 94% L BT o o 7o, % A 515 O BT RE DRI TFIRIN B 5% D AUC0 & DHEZ LV 29~38% T o7z
RENELS SN SH-7VFH Y o Fa B F VR AT )LD KER/ITHE F S, K& KO S OWRILIEA 72
WHDLEZ BN, WNRIIEHTE o boo, FRAOKERIVEWE B b R 2D 8

4. 2
(1) mik—RAEPEBE
AR L

(2) MiE—REEEEF BB
b RBESRE L



VI. EYEhREIcBd 1R

)

(4)

)

<BE>

MR 12 HE 7 v MZ3H-TAVTF Y o7 a A VBT A7 V% 100ugkeg K TG LIcBEORE A — T
FTTAMMTBNT, FhH% 1 RRTIIEE, 78 &R OFLIRIC R MK & 0 RO BEERTRD B, BREE
OFKOBRRITIEMRE Th 72, 5% 24 R TIEIBR, FERXOLROBRRITEMEE TH Y |
JE VIR TR DR o T2,

TR 18 HE T v MI3H-ZAFH Y o Fua ' F oo 25 V% 10uglkg [ TG U 7= RO REHA O 54115 N
BT RET B 134 5% 1 RERE CIXIN B R OV 1T R AR M 0D 5.1 5 K OV 2.3 /5% CL TR X ZIERIRREE, IR IR (&
&) ROFEKIZ 12 K120 Th o7z, BV OAFAREPIR I RHA MO 1.4 75, Z O RFRE X
IRHMRMAE X VARD o 7o, #5104 48 IR CIT KRR EIRE D 25%, B OMIEH 19%. E O oKk
X9 T 8%LA FITHEC/IT L2 2,

A~

b MM EE R L

<HBE>

WETT v MI3H-ZAF A T a A BT 27 )V % 10ugkg TG UT-BE. FLiT s Gede i 13 4%
54% 2 Wi e IR FE 4.1ng eq./mL %o U, % 5-1% 1~8 5[] & T3 rh i RE IR FE 0 3.3~7.6 i THERS L,
FLH BT DA, T OHBIESLCOITTEI L, 24 BRI LA M4 R 0 38~52% 2K F L7= 20,

A~ OB T
KR L

Z DDA~ DT

b hEEMER e L

<HBE>

T MI3H-ZVF A 7 a et e 270 10pgkg K EWNHRS LIS, &E, §. WHEE, MEIE K
ORE XTI % 30 0, [ KON Tl 24 BEZIC, £ OMOMEIZ SV CTIE 6 B IS i mie
o LT, 5% 168 BRI E TITIZ & A EOMERIC BV TR L 2

@ . 2 (ngeq./g or mL) n=4
30 57 6 FRFH] 24 [ 96 F#fH] 168 K[
% 0.03+0.01 0.04+0.01 0.02+0.02 0.01+0.01 N.D.
e 1.02+1.16 0.50+0.33 0.02+0.02 0.01+0.00 N.D.
Wi EH 9.76+6.69 1.0620.70 0.20+0.35 N.D. N.D.
OF 4.79+9.22 0.52+0.49 7.29+14.25 N.D. N.D.
KB 0.23xN.A. 0.22+0.17 N.D. N.D. N.D.
it 0.79 1.51 15.38 0.08 N.D.
' 238.86+186.66 21.05+10.97 0.13+0.09 N.D. N.D.
H 117.59+45.38 57.35+25.79 1.01+0.76 0.12+0.06 0.05+0.01
L gk 0.04+0.02 0.16+0.08 0.03+0.04 0.01+0.00 0.01+0.00
7 0.12+0.06 0.37+0.09 0.13+0.04 0.05+0.01 0.02+0.00
(%« #ENERE)  FHME£SD N.D. : K#ih

N.A. : FEHERZ R T




VI. EYEhREICRd 518

5. R

(1) HBERLL R MR EBHERE
FEFEBAL « TN
GEANT—%)
TERERR NI 7 VT > T B R ATV A IR M OV P #5522 O B S I3 R & LT 17B-
VAR CERRDS . RPITIX 1TB-I VAR BBIER OZED 7 V7 v UIBSERRO b, £, ROK5%
DFEFNIIRBIUS K 2 RO 17B-T1 VR RO v, b MBI 2 EAGEWIE 17p-7 178
VR TH -T2,

COOH
(o]
HO
OH
OH
N 7
Fo ek
17 -V K L BHE
17 3-H IR Ll 17 B-H K LEEEO 7L 7 O VB S E

(2) KBI-BAE5T H8F (CYPAS0 %) DnFiE
TNFH o TFaF BT AT UL CYP3AL IZ L » TR#EZITH 27,

(3) YEBEBEROFEERVZTDEE
GEANT—)
BERRRRICRE ARG LIz & 2 A, JRLRPIRERAREZ 51T 25 2 LRk ST,
MEb@EEZh R OFIS - LB R L

4) REVMOFHEDEERULE
LR L
<BE>
T v FERAWEBET, TEREH TH D 17B- DV R VBRI, RiEETH T,



VI. EMEREICEY SRE

TEREY UTB-DLKRVERE) oA (Sv b, BETEE)

BRIE H e & (mglkg) AE R
BT = SR B AR 0.01. 0.1, 1 TEHZ2 L
croton oil E i EHNH/EH 0.01, 0.1, 1 TEf7 L
it iR B R A 01, 03. 1 TER7Z2 L

n=8

(5) FURBMMORERN/S A —4
A L

6. HEit
(1) Heift AR AL K UH2ER
GHEAT =)

fERBERR A 2 B H-TVTFH Y T a B R ATV Amg & ZERE R RIS 3 G O S RE D Rt~

PRI G R D 5% L FTH Y | FPF~OPEMIE 97% & 10 87% (0~168 IF[H]) % Hwd, ZDORPIIHFK 5%

48 WFf & Tl gkt S vz,

) AKFOEKBEN TS HELOHEIL., RAZIZ, ZAVFHY o Fred g 2508 LTHEH 18 100ug
Z1H2EMARETHY . 1 HORKEEGRIZMRA TIE800ug TH 5.

(2) #rirse
[ (1) HREMEEBAL R ORER ) DS

(3) HEit=EE
[ (1) HEMEERAL R ORER ) DS

1. FSORR—E2—IZET 518
MR L

8. BNFICKLIREE
YR L



. ®£% (ERLOZEES) (CBEJISEE

. BERNBETDERH
RESH TV

. BERRB L TDER

225 (ROBECFBRELANI L)

2.1 HAARHEADOIEE LA B, VAEMEE DB DER % MBS 5 BZh A 5]

(#RER)

R B T 5 B

AF A WA SAIRIER PR RO BB IR & 15 F &4, BRULRIE O F I
RIB L STV, £, 17m4%ﬂ®ﬁ FETEFT &2 2 AR LT L ORERUGE D 72 | RYSED
BN LA SN D BENN D D, AROMA EOWRE TIE. BYSEOREIT LY 2455 IO%E®%%
BT 5 BECET B TR Ly AFHE BT 5 R A L. Y o R 0 B E R
BIL Tk, TR Y L AR OB 2B 5 - L,

BREE L AFDIRE

H H JERYIE O FELE HEHE A TEAR AL
2 = BN PIEROFEE LR G5 LN &, JIER 2N BE T U B B 2 s
Y 1 BIE DR D D,
VRIEM: B E 2
QHFEDIE T % | FEEIEE R FRICHE LT 25 81201%, |RFTOAT a4 FROEAIC
B4 HHEEIC PUREE A 2 854 5 72 S | L 0 AEIR 2 B B S Al REME
B 28%E B2 L& 21T\, BEOWR | BH 5,

[k R MR Y = g R
JRYLIE (A 2072t Il%ﬂ0374 BRGSER ORIUTER L, | AFITET ~DREN D72

1E U 72 VWV YSSE | EVEE | MBS D CHEYRMEEZ |WZ ER TS DN, R
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VI. &£ (FRLOIESF) 1T SRR

BIVERSEORERIRBUES () FE (%)
BIVER %O KREETO I EES
R i EGEREE | REIFIRES | ikig iR g
MFSREM A IR T 1 (0.03) 1 (0.02)
REiP L ekl 3 (0.10) 1 (0.05) 4 (0.08)
PE IR P 1 (0.03) 1 (0.02)
s U A IfUE 1 (0.05) 1 (0.02)
BRER 1 (0.03) 1 (0.02)
IR IS 1 (0.03) 1 (0.02)
B SRFS OV ARk 1 (0.03) 1 (0.05) 2 (0.04)
7 SRR 1 (0.05) 1 (0.02)
B R AR R 1 (0.03) 1 (0.02)
MRRIEE 9 (0.29) 4 (0.20) 2 (1.26) 15 (0.28)
HEEEE 1 (0.05) 1 (0.02)
FREhE D F 1 (0.05) 1 (0.02)
U 1 (0.03) 2 (0.10) 2 (1.26) 5 (0.09)
BIEPL 5 (0.16) 5 (0.09)
1 D& 3 (0.10) 3 (0.06)
BB L QYR REE 1 (0.03) 1 (0.05) 2 (0.04)
1 pR 1 (0.03) 1 (0.02)
EHES 1 (0.05) 1 (0.02)
MR 2R, MOEREs K OMERmp S 12 (2.63) 66 (2.12) 46 (2.29) 4 (252) 116 (2.20)
i 5. 1 (0.03) 1 (0.02)
BEEEE 0K 2 (0.44) 7 (0.23) 2 (0.10) 9 (0.17)
Ik 1 (0.22) 6 (0.19) 3 (0.15) 9 (0.17)
MR LG 1 (0.03) 1 (0.05) 2 (0.04)
W 3 (0.66) 27 (0.87) 26 (1.29) 4 (2.52) 57 (1.08)
NE Mz IR TR 2 (0.44) 14 (0.45) 2 (0.10) 16 (0.30)
M A R Je 5 (1.09) 17 (0.55) 11 (0.55) 28 (0.53)
=) 1 (0.03) 1 (0.02)
T K 2 (0.06) 1 (0.05) 3 (0.06)
L& 1 (0.03) 1 (0.02)
MR P i 1 (0.22) 3 (0.10) 3 (0.15) 6 (0.11)
HREDORAE 1 (0.03) 3 (0.15) 4 (0.08)
RRTEY 1 (0.03) 1 (0.05) 2 (0.04)
FEJEE KO TRk R E 10 (0.32) 2 (0.10) 2 (1.26) 14 (0.27)
3B 1 (0.03) 1 (0.63) 2 (0.04)
P 1 (0.03) 1 (0.02)
b 2 (0.06) 1 (0.05) 1 (0.63) 4 (0.08)
PR R 1 (0.03) 1 (0.02)
% 9 FEIE 3 (0.10) 3 (0.06)
iR 1 (0.03) 1 (0.02)
B 2 (0.06) 1 (0.05) 3 (0.06)
[MedDRA ver.7.1 |2 CTHFH]
‘Téélﬁfﬂ% (FRAR R A R 2 5 L)
@H’Eﬁ%ﬁ%ﬁ LB A K (UNR)
. s TR RS
e R CORA e g [ e Rt
A M X B 21 118 75 177
FRATE Bk 112 780 745 1,525
BIVEH S5 O R BUE B2 29 7 7 14
BIVE % O R B 45 7 9 16
BIVE % ORBUERFZE (%) 25.89% 0.90% 0.94% 0.92%




VI. &£ (FRLOIESF) ICEI SRR

BIER S O MBI BVES] (0 R (%)

BIVE A & o FliE EJJ R TR S
KRS E CORR [ i [ e R
ARPEE 1 (0.89)
SR 1 (0.89)

HIBEE 1 (0.89) 1 (0.13) 1 (0.07)
L 1 (0.89)

RPN AR 1 (0.13) 1 (0.07)

A HEER L OS5 TR 2 (1.79) 1 (0.13) 1 (0.07)
Ji R AR PRk 1 (0.89)

Ji 3 1 (0.89)
HEEN 1 (0.13) 1 (0.07)

JRYWIERS & OV 4B e 2 (1.79) 2 (0.27) 2 (0.13)
Wk 1 (0.89)

Oed o o &0 1 (0.89) 2 (0.27) 2 (0.13)

EIENEDS 1 (0.13) 1 (0.07)
HBE, hEk L OE S OHE 1 (0.89)

SE BT (0.89)

AR 25 (22.32) 1 (0.13) 3 (0.40) 4 (0.26)
T2V TI) NFUART =T PR 2 (1.79) 1 (0.13) 1 (0.07)
TANTE VBT ) VTV AT 27 —CH 2 (1.79)

i = L — LR 11 (9.82) 2 (0.27) 2 (0.13)
=7 R o R 1 (0.89)
iGN el 2 (1.79)
A U o AEEN 1 (0.89)
M) kU o A 1 (0.89)
B P EREE N 1 (0.13) 1 (0.07)
SR T I B 0.89
IR BRI 0.89
{REHN 0.89

JRAEE U LB N

R EIMER= 2T 5 — PRt

PR F T

[T N S P P P TN T
~| oAl
o
e}
©
NN N N N N N N

SR B AR 0.89
Jvaa)F a A Rgid 4.46
MRRIEE 2 (0.26) 1 (0.13) 3 (0.20)
EEIE D F 1 (0.13) 1 (0.07)
BIEPL 1 (0.13) 1 (0.07)
EiEA 1 (0.13) 1 (0.07)
BB L OREKEE 1 (0.13) 1 (0.07)
BhEE 1 (0.13) 1 (0.07)
MR g, BOERES X OERE R 1 (0.89) 1 (0.13) 1 (0.13) 2 (0.13)
S 1 (0.13) 1 (0.07)
s 1 (0.89) 1 (0.13) 1 (0.07)
FERGE & OV PRk b 1 (0.89) 1 (0.13) 1 (0.07)
7 PR S 1 (0.13) 1 (0.07)
FLBE 1 (0.89)
B G i 1 (0.89)

[MedDRA ver.8.1 (Z T£3H]




VI. &£ (FRLOIESF) 1T SRR

OEMKE. AHE. EEERVFHOAEREERANORMERAREERE
FRNZ X5 L LT AR A IS W T BRMEICE B2 MFT & B 2 b D BRI OV TRRET L72fER,
AIERZEBUEGIR A Mo Tooid,  Tiailmg) B, [BHEZAT 2848 B [OFHEADN VRS
T, D1 BREERESWEE ] B ThH o728, WTho5a bEIWEH ORISR E OEMIEZ 5T,
REOMEIZZ2WEE X BT,
BB, MERFREMTH L0, TG . TS ARG OREMBEIIRDUZ OV TRET 21T -
72 & 2 A BWEMFEHIESI=R K ORIER ORI &R E OB b e dr o Tz,

BEERIEMERAREFERE—E

GLES AIMEMZEEL | BIER | BIVEHIEEL

= 2 fbs o=
PR s | ek | gempes Demis )| FPE
LAMESRAT RS 3,164 120 157 3.79 —
5 1,422 46 60 3.23
FER S 1,742 74 97 4,25 NS
<155k (/M) 57 0 0 0.00
- lip 15=~<655% (FRA) 2,306 79 105 3.43 p=0.0309
65 k= (Elind) 801 41 52 5.12
PN 90 5 6 5.56
ABEFNRIX Sy gk 2,907 107 141 3.68 NS
APt - 41k 167 8 10 4.79
B SR 3,141 118 155 3.76
R Z ol 2 2 2 8.70 NS
I 1,112 42 57 3.78
NP EER:T1[) HPAEE 1,753 63 79 3.59 NS
Wi JE EEL i FIE 298 15 21 5.03
A 1 0 0 0.00
biis 1,726 64 85 3.71
o b R 1238 47 60 3.80 \
o KA EH D 196 8 11 4.08
A 4 1 1 25.00
4 2,187 72 88 3.29
B OHE " 975 48 69 4.92 p=0.0267
H 2 0 0 0.00
b5 152 11 13 7.24
OF FZEF il 3,011 109 144 3.62 p=0.0228
A 1 0 0 0.00
biis 3,101 118 155 3.81
fF &L il 62 1 1 1.61 NS
A 1 1 1 100.00
=1,400pg 3,163 40 — 1.26
1,400< ~ =2,800ug 3,108 10 — 0.32 WP
2,800< ~=4200ug 3,022 10 — 0.33 (a6 ) 3%
PN 4,200< ~ =5 ,600ug 2,898 9 — 0.31 |HJEMEIT
s & 5,600< ~ =8,400ug 2,761 13 — 0.47 | W3 D EIE
(BF) 8,400 <~ =16,800ug 2,131 26 — 1.22 |HBFELS
16,800pg < 787 8 — 102 |HETOE
KB Y 1 1 — 100.00 |5
A 2 0 3 — —




VI. &£ (FRLOIESF) ICEI SRR

- B BWERZEL | BWER | BWERREL 5 it
BRI e | Em | wmpes e ()| CHE
=7H 3,163 51 — 1.61
7<~=14H 3,075 16 — 0.52 BEES
14<~=21H 2,930 19 — 0.65 (BNl 1 il 5
AAD 21<~=28 H 2,779 12 — 0.43 | HLAEFI %1
s B 28<~=42 { 2,536 11 — 0.43 | W% D EIE
(FAFH) 42<~=<84 H 787 4 — 051 |AXHIET
84 A< 249 3 — 120 |BDFETOF
ik 1 1 — 100.00 |5 H#O
R ? 0 3 — —
<200ug 1,057 24 25 2.27
A0 200< ~ =400pg 1,705 67 96 3.93
71 B 400< ~ =800ug 397 28 35 7.05 p=0.0003
800ug < 4 0 0 0.00
N 1 1 1 100.00

D BERT AR TSR, RIE REOR A k2 ER]
2) : BERORILA AR 7ZRER]

NS : Not Significant

NG L LT AR EIC W T, BRI ELY KT T L& 2 b D BERIZOWTRET L 7R3,
[EOHEZ AT DB BECBWCRIERRBUEFIREN @ > 7223, BWEH ORISR E OB IEA 5 i
T BEROMBEIX VW EEZ BN,

B, MEIRIMTHLN, EGEN) . RSB ORIWERRBBURIUIC DWW TRET 21T -
7= & 2 A, BIWER R EREGIZR K OBIVE R OFEEE 72 S E O/EIAIT A H R 7=,

BERABEMERAERKE—%

AR TR BIVERZEL | BIER | BIERRE R E
: JE B JEBI L R | JEB] (%) | (Fisher or )

VIR R 723 7 7 0.97 —
, B 433 3 3 0.69

ME5 % 290 4 4 1.38 NS
~<5 % 115 0 0 0.00

A 5= ~=<107% 460 5 5 1.09 NS
10< ~< 15 % 148 2 2 1.35
NI 12 0 0 0.00

ABesh kX 5y S 685 7 7 1.02 NS
APt - gk 26 0 0 0.00
B 0 R 723 7 7 0.97

bR Z D 0 0 0 0.00 o
o XS 227 3 3 1.32

H?ji?;ﬁ% TEIE 459 4 4 0.87 NS
M/ FEJIE iR 37 0 0 0.00
B Bl 566 6 6 1.06

ATFuaA R LA 156 1 1 0.64 NS
it F JEE IRIFMED D 1 0 0 0.00
. 4 587 2 2 0.34

A

A DHE A 136 5 5 3.68 g
I 4 22 0 0 0.00

PR f 701 7 7 1.00 NS
s 4 720 7 7 0.97

OF = 3 5 0 0.00 NS




VI. &£ (FRLOIESF) 1T SRR

R L EIfEZEEL | BIEA | IR RS BE
SiE 5K JiE Bl FHUEEC | JEF] (%) | (Fisher ory?)
=700ug 722 4 4 0.56
700< ~ =1,400ug 711 1 1 014 | mEwsd
1,400< ~=2,100ug 690 0 0 0.00 (BNl 1 il 5
G e g 2,100< ~ =2,800ug 675 0 0 0.00 | BLjE i £ 1%
?i@ 2,800<~ =4200pg 537 0 0 0.00 | #1%  fl ff:
e 4,200< ~=5,600ug 381 0 0 0.00 |H»HELT
5,600< ~ =8,400ug 253 1 1 040 |2 FETOH
8,400ug < 85 0 0 0.00 |5H#)
B 1 1 1 100.00
=7H 722 5 5 0.69
7<~=14H 705 0 0 0.00 L
14<~=21H 682 0 0 0.00 g9
21<~=28 H 664 0 0 0.00 (il 71 58
. , BUE 1 50
B E B 28<~=42 H 432 1 1 023 | 0 o mil
(D) 42<~ =56 H 128 0 0 0.00 | ey v
56<~=84 H 67 0 0 0.00 |77 % =g
84<~=168 H 26 0 0 0.00 | £ 1)
168 A < 4 0 0 0.00
B 1 1 1 100.00
<50ug 0 0 0 0.00
50ug 7 0 0 0.00
50< ~ < 100ug 1 0 0 0.00
o 100ug 371 4 4 1.08
@/’j;%a 100< ~ < 150pg 5 0 0 0.00 NS
150ug 7 0 0 0.00
150 < ~<200ug 8 0 0 0.00
200ug 300 3 3 1.00
200pug < 24 0 0 0.00
NS : Not Significant, * * : p<0.01 % BWERIZEEL A 23 A B 22 SE )

9. BERREHKRICRIZTEE
BEIN TN

10. BEES

13. BERE

13. 1 fE4K
wERG (A OMELOHBEEZBA&S) 2LV, BIERERENTHEOEGEDE-RZ NS
ZENRBHD, AR EEEDPOEHFIRA L7/ T, Kk, R OZFICHE D BiiK T, s
TR &3 2 BRI REEAR EORR N HE STV D,
I BERERE D S LTV D BTV TR, MG, il BEGe. AHI O Zol 2 By 5 2 SR RIE
BB 2B DRt 5, [9.1.5 5]

13.2 g
R G AR 2R DR, BEOERE T OIATW RN BIRAIATI 2 &,

— 44—



VI. &£ (FRLOIESF) ICEI SRR

(f#E5)
MEROHEZ B TARZBEICRE LG E, B AT oA FilZ&L L2hEe & FAfkic g ok

MBS HAENEDR S 5,
AAFN N B G SN TEEITIE. B BB REND

172 EORGMEDEM ORBUTIEE L, BEOIREBZ R
L2 SR &2 SIS 5 72 U R L E 21T 5 2 L,

1. BREDIE
IILBA RTARAR

14 BREDIE
141 ZRIZFROTE

14.1.1 B AR
(1) BEIIFEARAEEZE L, EHGEZEETL 2L,
(2) AANIBHB DT T VI AL ENTWD O T, HEHBMMERICT VI UL 2BE T2 L O EET 5

&,
14.1. 2 R AR
AANE AERNA~DBRAZEGZOHMENT 5 Z L (WIRL THHRITA LR

14.1. 3 kAR
ARFRAEZIZ, 9PV EfT D85 BEEZRET 528 (AEAD P ZREIEEOTREDD) |

2720, 9DBOWRNEEARBEIZIL., 92V TIEARL, ABERNEZTICEHBETL D &,

JILEA FOAT4RY
14, BRALOIE
14.1 FERIRZFRHFDEE

14.1.1 AT
(1) BETFEARAGS L O HBRAELZE L, EATEEEE T 2 L,

(2) 7V A=W AOERNINEHITDHZ &,

14.1. 2 R ABF
AFNTHFEHOWAGZHNT, AERASORARGIZOZMERT 252 (WIRLTHERIETIA LN

R) I
14.1.3 A%
KRB AT,
7217, 9 DO BRI,

IMNWEENTH LD BEERETHZ L (MEND U HEXITEFSOTEOT=9)
IMNTIERL, AENZT TSI EET L2 L,




VI. &£ (FRLOIESF) 1T SRR

IILEALA RTT7YI—IL

14 #RLEDEE
14.1 ZRIZFEHFDEER
14.1.1 IR AR
BEIIIEAFAELE L, A FEE2IEET L2 L, B, =7 Y — L AIOWEE L B ADFR T L
WEEBZ ONDBEIIFASN—Y— (AR ZHEHIELZENREE L,
14.1. 2 R AR
(1) MRS
(2) AANZAENS~OBRAKGCOMEMTHZ L (FWIRL THRRIZA DAY
14.1. 3 A%
AFIRAZIZ, IDNWEET DL BELRETHZ & (MEND Y VXEXIEFROTOD)
727200 D BWRREERBEF I, OBV TIE R, BENE TS E I RES L2 &,
14.1. 4 R ER
(1) THTH—3EHEE BIFICRo7=0, D7 &bl 1 [ELLEFRKES TX <V, +ocii L
HRIRET D2 (P - MRS ARESTE EEBEARORK L2 D)
(2) R NFIHRHIES SRV E (EHRHAONSOELHKERD) .

12.
(M

(2)

(FRER)
WAk L7258, D3R 2 BT 2 RICAR O KEBD I CRIEEWE (17p-4 VAR U BRIR) I s s,
T2, ODBWVEIT) Z EICE D AENCIAMEEAIZ AT S LRy AT uA RERY BRE, OEND U FE

RMEFE ORBRPAT 5 Z LB TE 5,

ZFDHDFEE
BRERfEAICE D < ER
RE SN TR

JEEGERRER I E D < 1HHR
BRE STV



X. JERRPREABRICREY SIHE

1. REHE

M

(2)

)

RUWFEHAR (VI R3WRECET SEEI 28

BI R BRI
AR L

ZEMEEHER

TNF AT a e F VBT AT VI RIER R OITE R I W T, R TITHRETIE~ VAR DT v b
RERD 25 WNNCT v FOEEPEOHEMZ /R L, BOEETIEI T AKRDT v hOEBPEOHIN %2707,
FTo. EIEE TR IR TE KU O SFREA M O RUE B A2 I VRO E el 2~ L, B
PUWCE DTS E TR EE R S, S, ZVFh Y T a et Ui AT VITHIRER
R LTz, ZOMO—ESRERBRIEE TR bR o ¥

KBt w0 | B 155 BRI
IME P
—REAR K O T ~ A (5) F F | 10, 30. 100mg/kg | A=
# [ | 10, 30, 100mg/kg |30mg/kg LA b CIEE) M DN
7> bk (5 B¢ F | 10, 30, 100mg/kg | fAH R, 100mg/kg TiEE) DN
# 1 | 10, 30, 100mg/kg |{AHEHINOEE T, 30mg/kg P
CIEBME DR EE BN
i AT - AR = | 7> ~ (5) invitro {107, 10, 10g/mL | IEAEAR 5 Tl 105g/mL TEEEE D
(K™ U Ag) st A
TR = Tl e L
il HAUE E/LE > b (5) | invitro |107, 10, 105g/mL | 10-5g/mL "CULHE = O FE 4
(& A& 3 ULKE)
EREEaRIA Z vk (8) B2 F | 3. 10, 30mg/kg |30mg/kg CHEHEH & DD
K K OVEEfR AR Z vk (8) Kk F 0.03~30mg/kg  |0.1mg/kg VL EClRE, Nat, K', &
N CIl Rt &3
#& 1@ |3, 10, 30, 100mg/kg |30mg/kg LA _E TR &, Na" KOV K" 4
BN, 100mg/kg © Cl HEif
Jn
(4) ZDHhDFEBHER
MR L
2. SHHER
(1) BEx5E4RER
SEENE

7y MIBITAHRO, K TEORAEE, A XIZBTF HWALLREB TIL, LDs XTI H 85 FIRER
REU EThoTz, 7 v FORTERSGHRBRCIL, KERD & 536 (500mg/kg BLEO#E 1 # 54
LR THREOREGH) . ', BIELE - Vo Rl OZERSE (X THREORKRGH) B8 bhl,
A X OW ARG R TIL, i 2 VT — VL Sy & O ) J O Synacthen BIEIZ K D LT Y — L
FE D _EFIHNTRD Hivjz 39 30



X. JERGPREERICBIY 51EE

B fE P 5 Beh-& (mglkg) LDsofE (mg/kg)

A oo 250~2000 >2000
BT 125~1000 >1000
WA 1.66 >1.66

4 X A 0.82 >0.82

(2) REREEMHAR
L RE N OB PR

TNFNS o Ta e H BT AT )V E Ty M 26 KON T8 W ARG, A XIZ 26 W AR 12 » A Mk
HHELL EORICI R, REINEH], ARk
BowEm, mHRERELE N L AT a—/LaEO#E, GOT (AST) . GPT (ALT) &0 L& FIBE&LE -
U LR DO FEREENRD b, KAERICGED ONTEZRIZIISLKBEL D Wl b0 Th-

A G U=, AR LRI Y BRI D A %

723D 39
EUbZRi Bt G 55 pg/kg/H 5B pg/kg/ H
7w b e, 26 HfH] 3. 14, 61 3.0
A X WA, 26 ] 6.4, 14.9, 425 6.4
7w b W 78 HHfH] 3.8, 14.1, 57.0 3.8
A X WL 12 5 H 7.5, 18.0, 50.7 7.5

(3) &TEFRLESFMAR
ARHELT R F R

TNF R T F BT ATV E Ty DL T S X ORI SR E CTORRAICK TS5 L
TRER. BEW CIXRERMINE, BB - U o oSSR OFTERRE N S SN, AT b

mpolo, WHARTIIEE LTEMERIC, BEMHL, AR,

AF A RICHH LT RN BHLEL T o7 2 9 9 0

A~V =T RN LN, WTIL,

B fE BehRE, 5 #e 58 pg/kg/ H IR ug/kg/
Z v b KT iR - R 20 B RE 5. 15, 50 5

KT IRRERE G 10 H Al 10. 30. 100 10

FeF o JEEER - 3L 5 B 5. 15, 50 50
AVRES KT IRREREEG 12 B 0.08. 0.57. 4 0.08

(4) ZDtho%ikEM
1) R

EFNLEY NERUYXZREL, ZALFHY o Fatd o B 27 VO EHEEZ RS L2208, WIFnbia
PETHRMEITRD S 7o 7=,

2) BERM%

MM A TG 2R BRI, b MR U v SBRE Wk R R R, S5, v~ v A FHiE
MOToERER 2 F20E L7 2s, WP b RMET, ZRFIEITA L Lk s,

3) BARME

~ U A T8 WRIFE ARG T v T 104 BRIRAE G UIofR. BB, AESImE, U o BRE DM
DEND LIS, TEGORAERITEITFEO 6T BAFRMEITRV G O Ll S i,

4) BFrRIEE

Ty MZIZNF AV o7 a et o gr 257 U R K 4 125mg (B A& 100pg X 2 [Bl/ H 0% 163 %)
% 14 HFEWAEG L7z, RPTREIEIERRD bhieno T,




X. EEMEERICAYTSHE

1. HHERES

2.

3.

4.
(1

(2)

®OA G EES EE-EMEONLZEICLVENTLZ L)
BRESY « wk

AR S E R IR
BRI : 7 4 A DA 34F
aXT 4 A7 34
7= 24
TAATA T IAEEREZIT 12 » AUNICTHERSE S, 2 LEAMIREZ B2 THEH L2 T
<TEEVY,

frik - RESH
ERRAF

EFIMBFEOEDEER
ERTORFEVWLEDEERIZDNT
M L

ERIRZAEOIIFZLNZDOVWT (BEFICEEITRNEIWAESIES)

Wk EDEE

T A AT A

1. BEIIIEARAELZE L, FHFEE2RETH L,

2. $ﬂi%ﬁ®tw7w HEESNTND DT, RAIORAREC, i FHBAE RN 7 VA2 HE 5
BET 5L,

cmHAT 4R

1. BAECIIHFARAGLOEHAGAELZE L, HTEZEET5Z L,
2. 7V AR —[TWADERNIRE®HITH &,

T =)

1. BEIIIEHRAEZE L, RSS2, B, o7V — L HOWESE & WA DRI L
WEBZ DNDBEITIFASN—Y— (AR ZHEHIELZENEELY,

2. FWEEE

3. RE LOEE

1) 7THTH—ITEHZEE BRSO, De &bl 1 EIPLERARS TL BV, oot L
BIRET D& (e - %mﬁTﬁ\t&gﬁTE@ﬁlkﬁa

(2) R NTHHTIES SRV L (EHANSEDFRRERD) |

(3) IOCU EDGFTIRAE L2 &,

(4) Ro~TAkPITEALRNT &,

(5) WG BEREIZE D ED SR ROBEFMBEINED Z &,

(6) RUNCREITHEXFIEBIILTOLHEITAZ &,



X. EEMERICEY SEE

XIIL fi§# & OMOBHEEEL DEE M
KFTHVDOLEBY : AV

(3) FFIBDEBERIZDONT

3 LA

5. KBEHF
M L7

6. A%
TIVEA RE0T 4 AHA 160 7 2 & —X1
TNEAKI100T 4 AT A 160 7Y A H—X1
TN AR 20T 4 AT A 160 7 U A X —X1
TIVEA RS0 LT 4 AT (47 AH—X14) X2

TNHEARI0ZT 4 A7 (4T JRZ—X14) X2
TNEAR2000ET 4 A7 (47 JRZ—X14) X2
TNH A RB0pg =7 Y —V 120 R A 10.6gX1 (T &7 % —f)
TIHA R 100pg =7V —L 60 AR 1 7.09X1 (FFHT X7 % —fF)

1. BROWHE
izl =
ARUYTIRN (FA4mrY)
THI=T A
KUK =
F 4 AT A Tr7Va= k) N-TR L -AF L (ABS)
AN R =l N
KUY —Rx—k
R TEZ—)L
RUTIR (FA4my)
TII=T A
aXT AT KU e =1
RNDRVERS V%
RV TFNARAZT Y L— kK
T AT NT— )R = el P
(m 2T 0 A7 HEHW AL RYT7TEHZ—L
e TIFar—H— Fxvy7 R TrELY
T Ry T =L

E—Hs - FEE

Fl—RoE « 7 —Y SRR (BEEUEREA)

Rl % OV FHS U TTUHNNRUBBI AT )L, Ry a AR oS B AT )L
TFI=ZR, VI VY==K, FARZS T T U HIIVR BT AT L



9. EFREESFAR
199043 8 H (£ ¥V R)

10. HERTRZFABRUERRES

X. EEMERICEYSEE

B RS IR KGR A A Gheias
TNEA RBOT 4 AT A 21300AMY00450
TNHA K100 T 4 AT A 2001 4£10 A 2 H 21300AMY00451
TNHEA K200 F 4 AH A 21300AMY00452
TNEA RO O XTF 4 A 21000AMY00239
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Pregnancy

Risk Summary

There are insufficient data on the use of FLOVENT DISKUS in pregnant women. There are
clinical considerations with the use of FLOVENT DISKUS in pregnant women. In animals,
teratogenicity characteristic of corticosteroids, decreased fetal body weight, and/or skeletal
variations in rats, mice, and rabbits were observed with subcutaneously administered
maternal toxic doses of fluticasone propionate less than the maximum recommended human
daily inhaled dose (MRHDID) on a mecg/m? basis. However, fluticasone propionate
administered via inhalation to rats decreased fetal body weight, but did not induce
teratogenicity at a maternal toxic dose less than the MRHDID on a mcg/m? basis. Experience
with oral corticosteroids suggests that rodents are more prone to teratogenic effects from
corticosteroids than humans. The estimated risk of major birth defects and miscarriage for
the indicated population is unknown. In the U.S. general population, the estimated risk of
major birth defects and miscarriage in clinically recognized pregnancies is 2% to 4% and
15% to 20%, respectively.

Lactation

Risk Summary

There are no available data on the presence of fluticasone propionate in human milk, the
effects on the breastfed child, or the effects on milk production. Other corticosteroids have
been detected in human milk. However, fluticasone propionate concentrations in plasma
after inhaled therapeutic doses are low and therefore concentrations in human breast milk are
likely to be correspondingly low. The developmental and health benefits of breastfeeding
should be considered along with the mother’s clinical need for FLOVENT DISKUS and any
potential adverse effects on the breastfed child from FLOVENT DISKUS or from the
underlying maternal condition.

F—ANZ VT D5

An Australian

categorisation of risk of

drug use in pregnancy
(2021 44 H)

Category: B3

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 shown evidence of an increased occurrence of fetal damage, the
significance of which is considered uncertain in humans.
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Pediatric Use

The safety and effectiveness of FLOVENT HFA in pediatric patients aged 4 years and
older have been established. Use of FLOVENT HFA in patients aged 4 to 11 years is
supported by evidence from adequate and well-controlled trials in adults and adolescents
aged 12 years and older, pharmacokinetic trials in patients aged 4 to 11 years, established
efficacy of fluticasone propionate formulated as FLOVENT DISKUS (fluticasone
propionate inhalation powder) and FLOVENT ROTADISK (fluticasone propionate
inhalation powder) in patients aged 4 to 11 years, and supportive findings with
FLOVENT HFA in a trial conducted in subjects aged 4 to 11 years. The safety and
effectiveness of FLOVENT HFA in pediatric patients younger than 4 years have not been
established.

Effects on Growth: Orally inhaled corticosteroids may cause a reduction in growth
velocity when administered to pediatric patients. A reduction of growth velocity in
children or teenagers may occur as a result of poorly controlled asthma or from use of
corticosteroids including ICS. The effects of long-term treatment of children and
adolescents with ICS, including fluticasone propionate, on final adult height are not
known. Controlled clinical trials have shown that ICS may cause a reduction in growth in
pediatric patients. In these trials, the mean reduction in growth velocity was
approximately 1 cm/year (range: 0.3 to 1.8 cm/year) and appeared to depend upon dose
and duration of exposure. This effect was observed in the absence of laboratory evidence
of 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 effects on
growth velocity of treatment with orally inhaled corticosteroids for over 1 year, including
the impact on final adult height, are unknown. The growth of children and adolescents
receiving orally inhaled corticosteroids, including FLOVENT HFA, should be monitored
routinely (e.g., via stadiometry). The potential growth effects of prolonged treatment
should be weighed against the clinical benefits obtained and the risks associated with
alternative therapies. To minimize the systemic effects of orally inhaled corticosteroids,
including FLOVENT HFA, each patient should be titrated to the lowest dose that
effectively controls his/her symptoms.

Since a cross trial comparison in adult and adolescent subjects (aged 12 years and older)
indicated that systemic exposure of inhaled fluticasone propionate from FLOVENT HFA
would be higher than exposure from FLOVENT ROTADISK, results from a trial to
assess the potential growth effects of FLOVENT ROTADISK in pediatric subjects (aged
4 to 11 years) are provided.
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A 52-week placebo-controlled trial to assess the potential growth effects of fluticasone
propionate inhalation powder (FLOVENT ROTADISK) at 50 and 100 mcg twice daily
was conducted in the U.S. in 325 prepubescent children (244 males and 81 females) aged
4 to 11 years. The mean growth velocities at 52 weeks observed in the intent-to-treat
population were 6.32 cm/year in the placebo group (n = 76), 6.07 cm/year in the 50-mcg
group (n = 98), and 5.66 cm/year in the 100-mcg group (n = 89). An imbalance in the
proportion of children entering puberty between groups and a higher dropout rate in the
placebo group due to poorly controlled asthma may be confounding factors in
interpreting these data. A separate subset analysis of children who remained prepubertal
during the trial revealed growth rates at 52 weeks of 6.10 cm/year in the placebo group (n
= 57), 5.91 cm/year in the 50-mcg group (n = 74), and 5.67 cm/year in the 100-mcg
group (n =79). In children aged 8.5 years, the mean age of children in this trial, the range
for expected growth velocity is: boys — 3rd percentile = 3.8 cm/year, 50th percentile =
5.4 cmlyear, and 97th percentile = 7.0 cm/year; girls — 3rd percentile = 4.2 cm/year, 50th
percentile = 5.7 cm/year, and 97th percentile = 7.3 cm/year. The clinical relevance of
these growth data is not certain.

J2[E D SPC
(Accuhaler:20214E3 )
(Evohaler:2021 410 A)
(Nebules:2020 45 11 A)

4.4 Special warnings and precautions for use

Systemic effects of inhaled corticosteroids may occur, particularly at high doses
prescribed for prolonged periods. These effects are much less likely to occur than with
oral corticosteroids. Possible systemic effects include Cushing's syndrome, Cushingoid
features, adrenal suppression, growth retardation in children and adolescents, decrease in
bone mineral density and more rarely, a range of psychological or behavioural effects
including psychomotor hyperactivity, sleep disorders, anxiety, depression or aggression
(particularly in children). It is important therefore that the dose of inhaled corticosteroid
is reviewed regularly and reduced to the lowest dose at which effective control of asthma
is maintained.

Prolonged treatment with high doses of inhaled corticosteroids may result in adrenal
suppression and acute adrenal crisis. Children aged < 16 years taking higher than
licensed doses of fluticasone (typically > 1000mcg/day) may be at particular risk.
Situations, which could potentially trigger acute adrenal crisis, include trauma, surgery,
infection or any rapid reduction in dosage. Presenting symptoms are typically vague and
may include anorexia, abdominal pain, weight loss, tiredness, headache, nausea,
vomiting, decreased level of consciousness, hypoglycaemia, and seizures. Additional
systemic corticosteroid cover should be considered during periods of stress or elective
surgery.

It is recommended that the height of children receiving prolonged treatment with inhaled
corticosteroids is regularly monitored. If growth is slowed, therapy should be reviewed
with the aim of reducing the dose of inhaled corticosteroid, if possible, to the lowest dose
at which effective control of asthma is maintained. In addition, consideration should be
given to referring the patient to a paediatric respiratory specialist.
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