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W& FE M OV FHRE —Ba 5%
W& &8 K OB 55 HEEDH
DPI Dry powder inhaler : K7 A /307 % — i @ AKI(#)
ICS Inhaled corticosteroid : W A AT 17 A R3K
Japanese pediatric guideline for the treatment and management of asthma
JPGL2017 § N -
2017 : /NSRS BGHE - BT A KT A L2017
LABA Long acting B,-agonist : F-WRef/ERME B, filliEE
LTRA Leukotriene receptor antagonist : 7 A 2 kU = 2 3R RFEHIIK
pMDI Pressurised metered dose inhaler : JNJEME & =& B AHI(E)
QOL Quality of life : ZAE7F D
_ INF R T a et VBT AT VYL AT B — L R
SFC (Seretide)

DA

YA TE—)L

L AT o — xR

TIVFH

TINFHS T T R AT L

NI aARY

RypRrRE o TFavt B AT )L

RIVET B—)

RIVET o — /L7 < LEEHE K Fni
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151 EERXIIERRORE

7T 4 7 4 — 0% SkyePharma fh(EL Vectura fE)IZ X > TR S 7z, ICS THDH I NLF I
»& LABA ThHHBRNET H—/LAD 2 DO ZBLE Lo, IEEZERUE =W AR (pMDI)
EHWTERARITH D, TIT 4 7+ —2lF, TIVF Y A L DHRIENET OB AT 7 KA
HNE, AAET 1 — U KD HED D ER R O K SRRIER 2 & b e R OBl & Al Th
0., W EORMEHEL L COMENHERIN TN D, AL THEHERAZMNRIC TRE M EWA
AT aA REROEREBEBW A B, HEH OO 23T E5)) Z%hHe - iR L LT, 2013
9 A2 100/10 pg/EI(EATF, AEIZZATF B Y v /RAvET a0 — LONETRET D). 250/10 pg/[H
225 500/20 pg/llod 1 H 2 oMk - AHETER SN, A CIIRE M EZ#EILE LT, KK
N2 ETe 54 OERCHIEK THAFE S TWDH Q018 - 11 HFRER), F7z, /WRIZKLTHA XY R
KA, 7T AEEGHRIN 14 4 E TER STV H(2019 4F 5 ARER), 5, 70T 4 7 4+
— LN ARG L UT-BERREBR 2 [E N TIHE L, JefT U COE S - Mgdh R s BR A R & &b
HTHIEROZRMEZFIT 52 L1k, LTFOMmBIZHT H/NRG~15 oMk - &
(100/10 pg/lal, 1 H 2 ENZARHFHFE T LD TH D,

FH3H L
TINT 4 T+ —A 507 —L 56 A
TIVT 4 T F—D5 50 =TV —L 120 WA

1511  PMRIJEXMHEBEABEDORIK L FE

FINVRARAE s BRI — A ROEFRAEIC L o T, WS-k, PR, IPWL R 2k 0
WIHEBRTH D, ZHDHDERIERITARZRVD LIRERIC L 0, KT 528, I < MICEIEH
LD, EOREARPFREITEBIEDOKERIE & KGERBIEDOTLETH Y . NETHAA & FRERICEGE
ORFEL, FRIEESO R Al W& 2 (U ET V) U NOBREET 5205, NEIREX
Wi B D FIEIITFFE DOBABKR T L BER T OmMEPSHEIMEH LA TG T EEZ 20115,
FLIREOYIETIXERERZRE T2 2 ENTE WD, WEERO 2> o — AR +578
WRE & 72 0 | A RIMEIRS> B F BTSN T B4, QOL 733 LR T35, £/, A E~DBIT
D AT REME 2 ME PAZEME TR S (COPD) D ERRIA - & 72 DR~ DB LR E I N D, IHIT, &
HEE A EOFEEO B ETFEAHIR S v, PR CIRARICRD 2 8RB 23 K BIZ OV T OBRfi
BRO D%, RNUN~ORBLERTILERDHD Y,

ANV SO R CIRER AR IR 20 D EAEFE 208 L, EIEEEIDIG UTiBR AT v 7 L 2 B
AT D(F 1.5-1), BHIE BRI KOERIE IR T D PIRIEREAH L E 720 | ICS
FREAT v 7 2 UL BB EEARIGE E L TOMHAR RSN TWD, 1BRAT v 7" 2 TiL, ICS
BRI OEARIGR T v b o —LIREEN S E LR WE S ILBMEE L LT LTRA OFHRHER S
TEY, BINRETH 2 b — /WIREN BIFIZR DR WIGEIXERDO AT v 7T v T B ET
Do WWEAT v 73 KO 4 1%, WEEAIOFFDRNARBD 5 TWD ICS & LABA DEGHITH 5
TINF T PV AT m— VA FISFO) D EEARTRE & LT ERIT b T 5, 2011 I e
S A7 BR R FEREEE S5 AL (Asthma Insights and Reality in Japan 2011, ELF AIRJ 2011)I2 K% &
TRIEAT v 7 3 KN4 OIRFEN LI BE FIERFO BEIEE AT THSERIA ) ST [EERF
e | )N S R DR 19% Th 72 7,
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# 151 NREE I EORMEEICEET 2 WEET T 2 (6~15 %)

WBHAT v 7 | AT~ 7 2 BHAT » 7 3° 1BHAT >~ 7 4
TRLOWT %A
N ~%%%K3b
ye . TROWFALZEH | FRovFhnzi © U SFC
et i . LTRA? - L& SFC LT OB ST
+ LTRA
C THAT 4 U BRI
‘ o gy | T EER
i e CHTOVTRRE Ces o s k5 it 5
| ireat - R B LB SFC 02
I R s | HUISE B
JEt T HT 4 U R - BT oA REE

a:Z7uaE7 V7T N U ARAS/NEGEIZHEISOH 5 FOMOROPLT LAF —3(Th2 1 ~ B4 1
= B ST

b : SFC X S Ll EMSARBEMA A H 5, SFC OEAICEE L COIFRAIE LTlo B, fMERIT k35,

c BEAT v 7 3 LREOIER T2y b r— L REER A 13NN BIER IOEE L7 ERTOE B N COTRED
EFE LW

WAZT oA R3O A& H % (ug/H)

1 & o iR

INFHS >, _garB ) 7L =K ~100 ~200 ~400
TFEI =K ~200 ~400 ~800

7T = R SRR ~250 ~500 ~1000

SFC O A& B % (ug/H)

EHE o e
INFHS AT E— | 100/50 200/100 | 400~500/100

(JPGL2017 Z5IH, —EBLZ)

JPGL2017 (2 & % & 1CS 13/ NRAE S BABF ITRT 2 AR TH 573, AIRJ 2011 TO/NE
ICS fii = (ICS/LABA LA A% & Te)iE 20% & A D 34% & kbl LT & 20K <. BT
ICS/LABA BeA A OE DA D 19%I12%F L TN TIE 8%IZHE E » T e, E2EFHA T,
ICS X ICS/LABA BeA#lZ 1 EECTHMH L72RITEHU LR L7 2 & 03d 2 BF 1L, AN
304 44 88 44(28.9%). /INEZN 240 £ 103 £4(42.9%) Th 7= Z ERMEINTEY . /MNETO
ICS fE FHAERER NN LV E D Z LRI N, —FH T, /NED 60%23 5T 1 & A I BAE
WERBR L CTWD Z & 11 UL TO/WNRTHE 7%, 12 oL EDO/NETiE 26%83 2> b r—/LAR
BThorzZ tbmEshTng 2, BIEFARKET Ne 7 IV ARMERFcE b ar he—L
ARIZKVEBEFHED QOL ZIKFE 2721 Tid/el ., MEDEMOEEZR D = L THREDFTEK
B RIETARREL H D720, SRITEVEVRE = br— &2 HfE L CICS O /e %%
KMERIET ReT7 7 ADmENRKRD 5,

F 72, JIPGL2017 OEEYRET T TIHRREAT v 7 4 ORI L L TEHE ICS XUTHH
H SFC 2MHESE X TV 523, ICS ~D LABA GBANIE ICS HE & & bk U CIMEgRE 2 A = oo S
52 ERMEMHI~DEEN DR ERHEINTEY, ICS & ICS/LABA Bl & #AlOwE )72
WS RRELR D,

152 HEOEE

IR/ &S S BB 12 L ORI CARE ST % ICS/LABA B A A1Z SFC DA TH Y |
Fr7=72 ICS/LABA Bl A HI & BRFE T 5 2 & I3/ NRRE S BRI ORI 2 03 2 L2276,
TNT A4 T A —BETNTF Y v ERVET a—/)LOBELEAIT, 1 BOWATICS & LABA %
BRCRAT D Z LM TE D, M THALET R —/ME, SFCIZERENDI P ATE—LED
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S[EXILEDROBBRBBNZEBMLA TS ¥, Lo T, REKROBELIBHTE 3 &
i, BEPFRNET o —VOR[REXILRIEAZEIICERTEZEND, IAT 4 T4 —A
FIRET Fe 77 o ADWUEBCHFETHZ ENE/FIND, BRARICEL TR, 74T 4 74—
LI pMDI A TH B 72, WMRMED+5 T < >0 DPI HF OB ABRIEN B & TIZHRE
MNEREZHEBECTLEMATRETH D, /o, RABICEEBHROI V4 =B T35 7=
O, RIPEFEREE B I ERACT O RBERERS ZRATOH LWEROFHAZEFS - LN T
Do LLELD | 1 BITHRAEER L BEI RN [REIRIERAZ2E T IALT 4 74— A
DR E /NRRE IR BBEOIRRIZANT I LIZLY, REXWEDa L b — L ZEBEZR
K7 Fe7 7 ADUESLRAR OB 2 ERCTEETEZENTELLEEL I,
ARTOTINT 4 7 — LOBRIKBARIL, EITT 28N O/NERE X EBE TOBKRRRRE
REVEAREMEBRE COENRBHRLBARBREREOBICIY, JALT 4 74+ —A
100/10pg o 1 B2 [ERG2ME- HEL LTHEILTZ, 70T 4 7+ —L0/NEEEOREZ Y
1.5-1 1279,

B 1.5-1 BAROKREX

éj’; S5 | ®BER |EHES ;h’f*; 2007 | 2008 | 2009 | 2010 | 2011 [ 2012 2013 | 2014 | 2015 | 2016 | 2017 | 2018
BRI ZFE 5342-1| Mundi
B FItA 53511 | FH
123 B EERIE 5351-2 Mundi
e . 53513 Mundi

B | zeH N =

- 53521 mf
53522 | Mundi

&) B MRS, Mundi: Mundipharma Research Ltd

1521 JEERERBROME

TNT 4 74— LOKM EyEEROEHRBREE L. PREGEHRTEARBPFEEE CRBRICET
fliShTWD, 2 BRICERINTO RS2 AV RERERRE A TERE SRR,
W AR WNROBRBBROT —F L0, TAT 4 73— 2O/NR~REWORIRIT AR L
Erbhile, o0 Z s, AEKRBFICE L TH-REBRABRIIER L 2o 7=,

1522 EREHEOHBE

15221 @5 TOEKRBROMBEE

WA TIINRREIREBETIANT 4 74 —25 100/10 pg(1 ERERE, UTFEHD 1 B 2[H
BEOREPED G-, BARBRTOTILVT 4 7+ —L0ORE - AEIZ. BACTINRREX
M EBEFIZH L TBRICARBINTWAIAF I Y U RITIFRNVET e — L2 EET AR OB -
RAEZEIGRIR U2, & 1 ARRIEREE & LT FLT3506 R KL O FLT3S02 RBAEm S, 71
T4 7A—25 10010 pg D 1 B 2 EREOFHEROCLEEENFHME SN, /2, JLT 4 7%
—2 100/10 pg @ 1 B2 AR EOERMBREROLZEMR OB FM TSI 2B L LT,
FLT3502 Extension phase FRER(FLT3502 3ABR D IER BRI FEM S 417-,

15222 ERNTORKREBOHE

ARTOTNVT 4 7+ — AOBKBFRIL, 1T 5B 0/ NREE LN EBE TORKRRE
RERUBARE I EBE COENRBER LBNRBREREOLBIC LY, 7T 4 74— 4
100/10 pg 1 A 2 ERG 2 Ak - AEE L THHE L7z, BRFBONRIZSH - T, MIITE
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EAEELERBRROEE L OEEE || G ES [ PRs
LI32Q)ERER L, 747 4 74— 40 O
DEHMEIZOWTHERE LT, IRRBEMOBRYBE X TUTO 2 > OENBKABREZE L, A
RBROFBER LIV NERE G ERROBER A ERT ABRT — 2 o r— VR HBE LT,

(1) BANNRKEImMEBELXNGR L LS EREBEA(LEEREENB2H 27 o2
F—N—RBEER L. 7/VT 4 74— 5D SFCIZxtT B IELMEEBETT 5 (KRP108P-A301
AER),

Q) BARMNEGEIWMBBRELSISRE LT, IAT 4 7 4+ — LAEBBSROREMER OE T
a9 A (KRP108P-A302 A5k,

15223 BERT—21 95—

TNT 4 74— LOBRBKRBR—E LU TIORT(E 1.52), BERTF—# 3y r—JI12id, Mg
BtE LCENTER LZE I HRBRE OCEHR SRR, OIS CER L2 RIERBRE R
BERRE, 2EERL L UNRORREEZ Tl L 2 EAWFHRE S0,

F 152 FBRARBR—R

REBOES i BRI AR SERH

-k %ﬁgggﬁ%%ﬂﬁbt — FLT2504 BER(ES)
5 111 FERER KRP108P-A301 SER(EM) -

Fit | pa 13503 S8 1) -
EIE 5 FLT3307 Exenson phas BB -

15224 EMERE, BEREERUVEHPORE
1.5.2.2.4.1 £ ERFRAER
ARFIZHD, Fi-72EWEFRFFHBRITER L TR0,

15.2.2.4.2 PR e S R

INRTDTNT 4 74— 2OEYEREZ TS 2 RRRABIIEME L TRV, TRSTHE 7
NFH o FNVET T AV OXERERD S, MRS D RENEEAEEEER L, YL
FH U ROFNVET B —VOBRAZEIZ L 2 EDBREIT. ABERICER 2 RETH S &
EZz bz,

152243 EH¥HEB
1522431 AIE || HENZHRER(FLT2504 3ER)

AEANNERE X mERBE LRI, TNVT 4 74 —25 100/10 pg, ZAF 772 100 pg K
NRI7aAZ10pg % 1 B 2EERE L, TREERIZESSRE~OEEZFFMT 5720, &
ERLEERIANEF I M a A4 —"—RBREER LTz, TORR. FVT 4 74+—LDTF
B EROHERIIMOEE L RREIZENUTTHY | RE~OFEIRMTHD Z L 1TE
hiz,
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15225 HAYIMRUVRLHEORKRE
1.5.2.2.5.1 ERE |l # L8R ER(KRP108P-A301 EXER)

HA N NSRS i BEBE TO T VT 4 7 4+ —2 100/10 pg, 1 H 2 [a4%5-0 SFC 100/50 pg. 1
A 2 B GICxIT 23S A RETT D720, Shtisk L RIMIEA (LIS R FER IR 2 BE 2 7 o x
T E L L=, TORE, 7T 4 74 —2100/10 pg O 1 H 2 [ 513, FFRIEHE
T SFC 100/50 pg (589 % 312 R L, Wi BJE R K& OV VEIGIESEAE F 0145 © SFC 100/50 pg & (7]
BEOWELR L, £72. VT 4 73 —LDOEEMIL SFC L RIFRETH -7,

152.25.2 556 11 A ELERER BR(FLT 3506 E5%)

S E NN R BBRE TD T IVT 4 74— 100/10 pg. 1 B 2[E#5-00 7 )LF F > 2 100 pg.
1 B 2 [\ 529 D B & O SEC 100/50 pg, 1 H 2 [H3E26d 5 LM E MR 5720,
%% I [ AR 2 b B R ER AT AR A i L 72, ZO/R. T T 4 T — A
100/10 ug ® 1 A 2 A 51%, FERIKEE T 7 LT 5> 2 100 pg *F3 2 HEBHE & O SFC 100/50 pg (2
KT HIEBMEEZ R L, Wi BRI, FAEREEEA 40 O QOL T SFC 100/50 pg & [FIFEEE DU
R LTz £72. TIVT 4 T A —LDOLREVEII T NVTF T U R INSFC & RIFRE CTh -7,

152253  ESVE | 4B LB ER(FLT3502 SKER)

HAE NSRS S BBRE TCO T VT 4 7 4+ —2100/10 pg, 1 H 2 [A#5-00 SFC 100/50 pg. 1
H 2 [ 5133 BV AT 272D S liak LR M2 b I B i FE30 RO A T [ Rk &
FEhi Uiz, O, 70T 4 74 —2100/10 pg D 1 H 2 [\ 515, FFUEEEE T SFC 100/50 pg
(X2 IELME R L, M EJEIR T SFC 100/50 pg & RIFREOSEE R L, -, 7LV T 47
F— L DZAEVEX SFC L [RIRRE THh -7z,

152254 EA KR5S HE(KRP108P-A302 &)

HAR N NSRS G BBRE TDO T VT 4 74— 100/10 pg DR 5-1 02 a0 OV 2%
MR T D720, Zhisk LRI E RIE IERER & FEhE L7z, TORER, 7T 0 7 4+ —2100/10
ng O 1 A 2 B G L, MPRESRE, MEAER. FEIEIRRIEME AR R Y QOL #t#E &, Tk
BI 24O GHMAZE L TR SN, £, 74T 1 7 4 — L EHH 5RO M EIE
DN,

152255 BRI 5 ER(FLT3502 Extension phase E{E&)

SME NSRS S BB TD T VT 4 74— 100/10 pg O RHBGREO %21k K O 9k
B9 D7, FLT3502 BR A58 T LIZBFIC T LT 4 7 4 — 2 100/10 pg % 24 HFGERE F 5
T % S hiax L FPEE AR IREER 2 320 L 7=, £ ORfER, FLT3502 7R TR & 7P RE D
SEN, 24O MM A8 L CHERF S Lz, £, TAT 4 7 4 — AR HR O A MEITR
BT ootz

153 HERUERAM%
(1) FeFERIFIERELEN T L WA ORI L DRET Re 77 v Aok
TINT 4 T F—2 10010pug D 1 H 2 [FEEIL, ZA0FHY - 100ug O 1 H 2 AL L
i L CAHERMSREOSEZ R L, BEMEBRTIX, 7v7 4 74 —2 10010 pg > 1 H
2 B EIC XL 24 HOL G WM A8 L CFEIRISRE DSBS HERF S T,
TINT 4T F—ITHE—DOWAZIC LY I VFh Y v ERIVET o — Vi — [ CRRIC
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WMATE D120, WABIEREEAD Z & THRERANNLOREEORBZERT 52 LT
&, S DOITREIREN ML SN D Z & TEREFZEORBOBEB LI TE 5, £, &
TR =MW AZR TH DT, AU 2 I L DOMEFRRIREMRICE Y | RIEEER
BABATAER 225 &N o DR TOR LWEAIDFER 2B < Z &N TE S, AT
AT —DEREPFREIS U TET 5720, BERAKRMRER THRENICHESIC
BEZIERET LI LN TE D,

UEXY . TNT 4 75— DITEEDHEN LIRS REUE R 2 R TE . BE L ORGE
FH ORFERFIREMERE O RN T 2 Z &b, RET FeT7 7 0 A0REBICHFETLHZ
EHIRFEN D,

D BAT 72 IR RE B SR & i BSER O = b r— W XD QOL D

TIVT 4 74— 100/10 ug O 1 B 2 \IEEG X, SFC 100/50 pg @ 1 H 2 [E1# 5 & [FIFEE D
MRS REC R R 2R L, 7V T 4 7 4 —24 100/10 pg. 1 H 2 [A#%5.0 SFC 100/50 pg. 1
H 2 [ Gkt T 2 LMD MR SN, £lo, AT 4 7+ —2 100/10 pg O 1 H 2 [Alz
H4%. SFC 100/50 pg @ 1 H 2 [ 5- & [AIFEEE O BJEIR . FEEIR A H 2180 % O QOL @
WEE R LT,

Flo. TNNT 4 T A —LDEERS THDHBNVET 72—/, SFC OFERD TH DV
AT a—L X0 bR TR IR SRS S Z A S TS Y, AT 4T
+— LIE R O RE K O BIER OB IC w5 L, B L RN R E EET 52 Ln
TX5HLEZZ20N, EHICHEEFD QOL HFEICKY | R#EEHRITKT 2 A HOBNEIZ S
RINDHZ EBHIFS D,

W A DM AR CHEEL 72 KA RGE ~DO2h R & BIVER Ol A HIFFC X % pMDI 54

TIVT 4 7 —LIE pMDI A TH Y | WRIREDOFEN D BELBETH D, N
KB S BERE TN ARSI DRI L » DPL A O AN N R AN EL , TT 4 7
F—AFEO X BREFITHEL TV D,

AARNNRRE SO BEBF xR & LERMRBR T, 707 ¢ 74 —2 100/10 pg O 1
H2REG1E, A=V —FHOFEIZEDL L TS EEZ R LTz, £z, A—1
—EHOEMIZEY . TNT 4 74— LOREVECRFICHBE E TREEWVITED D)o
Too LTedo T, TNT 4 74— LERAFHICHED 20y vINEG BEBE TIEAX—F—0
RETH Y, BEHMEOMENE L W o 72 pMDI BAIOF| S 2B br s EX b5,

pMDI A TOZT vy )V OEKEITRAZRIZHEL 525 LEZEX 6TV, 7v
7 4 74— L0 SFC pMDI & [hi U CHEHFI DGR 23700 CTh 0 | 3EAIDFRfe L TS
ENDHZENBEINTND P, LER-T, 70T 4 74 —2A50% SFC pMDI LV &R
EFRIFA L9 <, AR v pMDI Al TH 5 & & 2 bivd, F7=, SFC pMDI LV %
AN OMEH AN S, EHSNLERNBE SN2 W=D Y a— L F7 LA VS %
T2 Z LR TE D, 61T, FEAOZT v VR ESAAO L Y . SFC pMDI
L0 BRI TRERONENZET 0 AR ST HZ ERBRESNTNDZ EnE Y SFC
pMDI £ ¥ HENT RKMKGERE DS ENREZRT B2 BND, FKGEOAEIT/NLR
B e B ORI OBk 22 B L L BT 5 2 LA S TRY O 7T 4
7 4 — LOEN T K RER AL EDRIC LY NERE N EDO TR OKENIFTE D,
Fio, BRIV INT LS OFEHIE~OIEFN O ENBAT 2 &5 2 b, EiEe Oz
71 v HED RFTHIREWE R ORI S WifF S h 5,
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154 #EE - DRE)RUAE - ARE)
TNT A T A= BONRITRIT S HHE - SRR - IRITLL T O &350 B LT %
JEN),

[%h6E - 20k
KB M BRAART 1A RAI S QR RFREERI A B, R O OF 2 e 5 6

(L - HE]

A

WH . RAICIE, TVT 4 75— 50 27—/ (TNFH o Fa’F e A7 10E LT
50 ug MO VET o — L7 < VBEKFI E LCSpg) & 1 RI2W A, 1 H2EHEET S,
BRBERIGCTCINANT A T4 —L 125 2T —)W(TILVFh Y o TaF B AT e L
T 125 pg KOFRIVET 0 — )L 7 < VBRI & LT 5 pg)%x 1A 2~4 W A, 1 H 2 [El#EE7
5o

/N

Wi, NBIZE, INVT 4 T =50 2T =) (TINFHh T F U ATV E LT
50 ug MOV ET o — )V 7 < UIBHEKFI & L CSpg)Z 1 BI2W]A. 1 H2EHEET S,

155 SEX

) BAPNRT VLR =R, NERE SR BTG - BETA N T 122017, H: FRA
StLEFARE 5 2017.

2) RSO, KR, REAR. FIMEE, EH = WY BRI DR FEREE
Al AT 2011 — Asthma Insights and Reality in Japan : AIRJ2011—. 7 L L¥— 507, 2012 ;
19 : 1562 -70.

3) Palmqvist M, Persson G, Lazer L, Rosenborg J, Larsson P, Lotvall J. Inhaled dry-powder
formoterol and salmeterol in asthmatic patients: onset of action, duration of effect and potency. Eur
Respir J. 1997; 10: 2484-9.

4) Johal B, Murphy S, Tuohy J, Marshall J. Plume Characteristics of Two HFA-Driven Inhaled
Corticosteroid/Long-Acting Beta2-Agonist Combination Pressurized Metered-Dose Inhalers. Adv
Ther. 2015; 32: 567-79.

5) WKL WEEMEEND R 7T 4 7 — A OF M. AJRE. 2014; 6: 34 -40.

6) Siroux V, Boudier A, Dolgopoloff M, Chanoine S, Bousquet J, Gormand F, et al. Forced
midexpiratory flow between 25% and 75% of forced vital capacity is associated with long-term

persistence of asthma and poor asthma outcomes. J Allergy Clin Immunol. 2016; 137: 1709-16.
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1.6 SHEICH T HERARKEEFICET 5880

ANRSVE S B A R b U T T2 [E O AGBBARIR L2020 4F 4 H A

SNEIZE T AERKRFICEAT &R

NEIZE T ERRKRECET 2EH
TIVT 4 7 F—DE, BRI
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SJEXMEICR L THA XY A, FAY, 7T 02 %EEET 34 f
HARER, & 1.6-1),

TIOT . R, 77V B RGN 64 OESCHIE T, Bl E %
- PR THEGREN TV D (2020 4E 4 HERS), £7-.

=4 R4 TKERAEH H
75 A flutiform 50 2018 4% 11 H 26 H
KA microgram/5 2018 4= 11 / 28 H
AT x=—5 . | microgramper | 20184£12 H 6 A
7 47 K | actuation 2018412 H 13 H
L — pressurised 2018412 H 19 H
)L 7% 77 | inhalation, 2018 /£ 12 H 19 H
AT 3% | suspension 2018 4E 12 A 21 H
A XY A 201941 A 2 H
IV — 201941 H 8 H
TA AT R 201941 H 15 H
Frw—7 201941 H 17 H
TANLT R 201941 H 22 H
F o 201941 H 31 H
*F K 201942 H 14 H

INRZ SR E LT
(& [ TGRS LTV 5 (2020 4 4
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16.2 SEORTXE
SAEORATSCEE LT, EU B OUSH 0018 4 10 A)DOFIFROME % 1.6.2.1 (2, X%
1.6.2.2 1277,

{

1.6.2.1 EU I XXE DB ZE(FIER)
1. B DL PR
Flutiform 50 pg/5 pg. 125 ug/5 pg & 250 pg/10 pg % & FH 3 5 IN)ErE 2= A A

2. BT ROV &
1 BIOEREFECILVT D OEBERNLL T OWE %2 &,

- INTF o Ta e B ATV 50 pg M OVRAET 10—V 7 < VBRI KF) S pg, 1
[ld7= ) ORFER L LTUL, AT I Ta e d U iEm ATV 46 ng KOVRLVET 1
— V7 < VIR 4.5 pg I D,

- INTF T eH B AT V125 ng KOFRVET 1B—)L 7 < VERIEKFI 5 pe,
1EH7-0 OEZERE L UL, AT I 7a et U A7) 115 pg KOHRAVET
B —/L 7~ VB KFIY) 4.5 pg ICHY T 5,

- INFA o Ta A U AT 1250 pg L OVRVET B —)L 7 < VEREEKFIY) 10 pg.
1EH7-0 OEERE L UL, IAT AT et BT 270 230 ug K OHRVET
B — /L7~ VB KFI) 9.0 pg ICHR YT 5,

WIFIO U A MZoWTiX, BZ 3 3 v 6.1 25,

3. A

N e 7 X A

Xy =RAZ =X, HEPGIKABDOBREIERN A> TND, ¥y =AZ—X, JKEAD RR—XA
VIO — B — N RISAFE L, WRED~ T A — A D R— B3N A EBD T T o m— 2 — N
IZ A TWA,

4. BRIR EO R
4.1 JISHE

TNF N T a e F R ATV R OV VE T 1 — )L 7 < )VERHE K 4 D Bl A F (Flutiform
WAFNIE, BAFIRAZLTF axTa A R EORR R B, HIEE) Ol 28 @87, Taeo
BEICRIT AR OIEEICHERT 5,

- WMAaANTF aRxTaA NEOEREEER B, RIHIEOERFR ATz ha—b
SN TWRWERE
Xix

- WA VTF arTa A REORFEEIEBR B, MSEONH C#Eilica hr—rai
TWHEHE

Flutiform 50 pg/5 pg WA - p . HEKRO5 k2L Eo/NR



ILTATA—L4 1.6 SHEICH T HERARKEEFICET 5880 Page 5

Flutiform 125 pug/5 ng WA« B A KON 12 3% 2L EDOFHH
Flutiform 250 pg/10 pg WAFH : 5N D A

42 ML - &

[ &]

BEIIRAFS OMEIEICOW T EZ T 5 2 &, 72, EH LT\ D Flutiform W AF 0O &
EROEICRD, ERMOERICE > TOARHENERIND Lo, EMITEE Z EHIC T
52 &, AER, EROBENa ba— AR CE Lo R/ADHEICHEST D Z &,
Flutiform WAKI O/ NHEIZE S 1 H2[EORETHED 2 hr—A B TE L5568, WA=V
FaART O, ROPRIAT v T H T RENEIDRFT DL, —i2FAIE LT, HE
X, SERONEB 2 Fr— AR CE DR/ NHRICHEST 2L, IRRERAT v I XU
T o556, BEZENNICHETET 5 2 LM TEETH D,

COPD D BT Flutiform WAFIZEH Lz & & OF — Z 1345 60TV, Flutiform WS
COPD OBFITHH LN &,

%%K@Jﬁ%@iﬁf:ﬁbt%%@7w%ﬁfyfmBﬁy@mx%wéﬁﬁmm@mw
ANKN e 59 _R&ETH D, 1EEL : Flutiform 50 pg/5 ng WAFNE, A K OVF 4O BEIER S 1156
LTV, T 5F1%, MEERFEICBWCIZALF Y v 7a A U AT7 /Uil BA ﬁ%
H(ug HAD)DOKPEE T EHOMOWMARAT a4 K ERBEOEIMEEZRT I EZ2HM> TBLRET
HD, HxDBEEICBOTHREAEHEZ B2 -HENLEL SNDHEAITIE. Blx O AZRC
Ao TG 7 FHED B R L O A 2 v F a 2T a4 ROFEH, T#Eg 2 HEOW A /LT
ARATuA ROBREWFT5HZ &,

Flutiform W AKX, FRERFDHAIA EITNTEEBEZREMDIZ KV & 595, FEHERT
137 120 BEFE(60 B0y D) EITH Z ENTE 5,

[Flutiform 50 pg/5 pg W AFH D 7]
C RN TR OV 5 CL B/ NIk S HESEH &
Flutiform 50 pg/5 pg WA — @ sA8E 1 B 2[5, 1[5 2 WA(E)

* FRA K OFE

M2 b — LR REBOYE, AELEAIOFHE, 37006 Flutiform 125 pg/5 ng WAH % 1
H2E, 1[E2WAMERZHREG L, WAaLFazxTaf RO 1 BAHHAEZ EF5 2 T
%o AREZ, 12BARMO/NIITER LnT &,

- RANBE DR

ZNTHHE 2 ha— RN AR OGE, REGAIO i &E, 77005 Flutiform 250 pg/10 pg
WAFZ 1 B 20E, 1B 2RAMEREEZKRES L, WAz LFaxTasf RO 1 BEFHHELE T
RTZENTEDL, ZOREHET. RAICORFEHTELIHETHY | HELOVNLIZITEH
L7anWZ &,

- i 5 AT O /N

Rl S AT O/NRIZE T DEARBRIZR SN TWAH(E Y v a v 44, 48, 5.1, 53 &),
Flutiform WAFNE, HEIZD Db B, 5l O/NEIHER 5 2 & 3L X7 vy, Flutiform
WAFNL, Z OEFREIIEA LRnZ &,
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[Flutiform 125 pg/5 ng W A D 7]
« AR OER 12 LA EOFFEIT w9 D HELE &

Flutiform 125 pg/S pg W AR — @ @ikeo> 1 A 2 [\, 1 [6] 2 WA (EE)

g 2333 b — L STV DB T ARG A O &2 AR &, 3725 Flutiform
50 pg/5 png MAFNZBATT A Z LN TE D, KBFICHBITHIHER, IERODEN = b —
VKRR CX DR/ N EICHE T 52 &,

c A D I

FNTHHE T Fr—ARNELEAROGE, KEGHRAORKSHE, 77005 Flutiform 250
ng/10 pg W AFI % 1 B 2[E 1 B2 A(EF) &G LTl HAMHAEZFICEST LN TE D,
ZOREHEIR. RACOARAMERATE, 2B LEOFFEICIIEHA LN &,

- AFil 12 A O/ NR
AKRED Flutiform WAFIO/NROFEHIZEET 27 — 2 135 0 TR0, 12 ARl /NI
BT D AR E(50 pg/5 pg)OFEHREBRIZE SN TWD(EZ > a v 44, 48, 5.1, 53 &),
Flutiform We AFIF AR 8125 pg/5 pg) T AF#S 12 A O/ NI 25 2 3R S v7e v,
Flutiform 125 ng/5 ng WAFNZ. = OEEEREZITE T L2 &)

[Flutiform W AF 250 pg/10 ug D]
< RN D HER ] &
Flutiform WA 250 pg/10 pg— @5 X8> 1 B 2 [8], 1 [\] 2 W A("EFE)
EAHoIcary ha— LI THWHEETIE, AEZAEGHOBEHEORA], +74bb
Flutiform W AF 125 pg/5 ng X4 HIZ 13 Flutiform W AA 50 pg/5 pg \ZBATT 52 LW TE 5,
FEIL, JEROZIEM 2o b — LR TE DR/ NHEICHET S 2 &

- i 18 AT O F K OV

Z DOEED Flutiform WAFO/NE XTI FFICB T HEMICET 27 =X IG5 TH2RN, /)
I B DA E(50 pg/5 pg) O ARBIIR SN T\ D (k2 > a v 44,48,5.1,53 #5H),
Flutiform W AFNL, RHEA25 pg/10 pg) T, HFFI/NRISHEAT 5 2 L TR I e,
Flutiform 250 pg/10 pg WAFNL, Z OBEFEFEAEH L2 2 &y

Flutiform 250 pg/10 pg WAFNE, FHUINRITHER LW &0 LasL, Flutiform 1Z1%, /)
AT HEFFIHEH CE ARHAERA J720 5 50 pg/5 pg UIHFFEITHEHTE 5 125 pg/5 pg Kb
Al

[Flutiform W N\Fll — 45454
- Rk AR

min B CHBEZ T 2 0LEE R,

HF ST B R RERR S B 1231 D Flutiform WARIOBEHIZEAT 57 — 213G 60Tkt 2
var 52 &5, ZNOLORETIE, JEROMRN 2 hr— AR T E DR/ HE~D
IR HEEIATOND X5, ERITEMMICRET L L, 2HHRRCBE LI IVTF AV
FOHRAET B —LO—EE L L THRENC L v Bt S D 720, B DAFHERERE O BE T
IXRRBENBINT S 2 ERTPHREND,
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- s

WA ANTFaRTrA REFFEIIREIS OBEIZE > TOE R D, Flutiform W AFH

X, BREREAEOVEIERE B L L2 O TRV, EEREBBEE TIE, EEHAEORAH
%@ﬁ?é%’wﬂnw%:x?m4F@%@&%%%%jbfﬁ<’&

Flutiform W AB| OB 720 R 2155120, FlZIERN 72 THEAMER Lidiudao2anz
LEBEIEHBS DL L,

nmwmwﬂﬁ%ﬁﬁbfwéﬁﬁﬁ\8@;5&@&@%&@M@%ﬁ%¢@ﬂmﬂﬁ%%
FER LW &, BEMICHEBIERDIEE LI2GE 1T, IR HONITHENT 2 72 IR A FRY
%@%ﬂ&@@i%ﬁ%?é:&

EROBEREEZZBET 2 &, BUE, THENLEHEOWAINLTF AT oA RICKDHERHHR
BNV 72 BRI 2 HELERRAA F B X, Flutiform W AF) 125 pg/Spg 1 H 28], 18] 2 AT
5D,

T Y VO LERKR AR S5 2 L BRREERBEIZIX, Flutiform WA & 22 ~—H
— =T 52 L 2HELET %5, AeroChamber Plus / Flow-Vu 75\ HELEF D A X—H— ’C% %o

WA K OAR—Y—Di ) e L OFANEE BEICIEE T2 L, 2, WALKZEY
D 72 CREET 2 L 5 BEOHEREEZ SR 25 2 &,

A=Y =% BAT L5550, L TRMIHE~OBFHELZITO 2 &,

(5 771E]

W AERIZBE LT

HYNE L EHE IS LI, ER IO EREREFE IXBREITE LW ARIOMEHEE
ZHT L, BFEERISEDIT :i INEEEEFZLREMDDEZ E L EMATHZ ENRMHETH D,
BT, BEERY —7 Ly FEEERERSHA, V—"7 Ly bOMEHFER OB SCTFIIHE D &
IHETTH L,

T Faxz—F—2E, EVIEBEEEEAER T LI X — #ﬁﬁﬂiﬂfwéo:®
T =TT EIR TS, [ HBIARE TR, 70 [EEY S0 [BIRIC /R D & AT
ST ﬁé&fé BT D, hU v H— i%@@ﬁﬂuo@~w[&fdoﬁﬂ\wﬂ~o
FETSEHEICH T N T T 5, D EENPE ST SN 5 FFEITEE L, b ok
ABEAFTHIOERTDHZE, R=AA P —F—DFRN0ITR>T- W AZE, AL
T B0,

[MAZRDT T A 22T
WAZRERO THHT 2 & &, WAZE 3 BUEEHL O RWES, IR AREHEDS L
CIEHBELIZHBIX(EZ v a v 64 250, EHANIBRAZRO T 74 I 7T50TT5Z &,
- WURAE—ABIN—EHN L, WAGRE LIRS,
- WMAZRZ BT TIEB(ER) S5, ZO8ELX 4E1TS
- WAZRIE, FEAERNCLTIRD Z &
BEIL, TELRVNDD, FoT ITES TRAGNOWRAT S Z &,

[ AR TR ICAE © ~ & FIH]
1. vU A li°—7<7‘w*‘~75:571~b YUAE=ANERT, EZORENDRRNT L EMERT D,
2. WMAZGROWNEN ) —ITIRET D720, WA, FEI(ER) SEDSERNCIRD 2 &,
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3. RO WEIHCTE AT W< 0 EIELS BAEX T,

4, XX =AX—% TOKREN LM/ 5 L OICEEIZRDL, BTV AE—Z2%2<bzxd, %
Az BEICR D, B2 WAGOEIZ, NELIBEZWAGD BicHTH, vUAE—R%
WERNZ L,

5. ANBLEEZP S D &L A H, BEWDAEDTHE, WAZRO B2 L N T 1 EOE
BEF)ZITV,. Lonh LS BE2RWEET A (TEAUINE TR 2~3 B, AT 4~5F
EI)N

6. BEILOTWDRH, ANLWRAZGRENT, BEIL, BEOLWHIETEAZ LD D, WAZRNIZ
BAEMNRNT &,

7.2 BIH OEEN(EZ) DT, WAL ZREIZRD, EFLO 2005 6 ETOFINEEZGED KT,

8. fEHZIZ, ~VAE—ANAN—ZTITRET,

BHE 20066 FTOFMEIL, HFVEIITOLRVWEIITHEETLHZ &,

BEIC, BORCTHABROFEREZEET2L28F L TH IV, WMABICW AL ITE DM
NS I A NBRAELLEEIEL. ERRO2D0LFIEEZEYIRTRETH D,
FOHMIHNBFITIL, MALGRE T T TROFTRENL L, TOHA, W0 ANZE L
EWAZRF ¥ = A X —0 EC, BigEERIchHTH L,

e > X RE XN FEREED U A7 ZE/NRICIZ 572912, BEIFIRAZRIKTOZTT
T HBNWELIED, IHRZEE, DOFITEsTikiEEzEE M2 &

(Wi ]
Berg IEIZ OWTREEERY —7 by ME2EEES SO L ) BEITHE R T2 &,
W AFRIE, W 1 BIOBEEE T3 52 &,
- RUAE— AP NN—FHT,
- TITAF I DT —ANLF Y = AL =% I 72N L,
- YURE—ARKRONT T AT v 7 —ADONI R OIMAIZ 2N AT XT3 X=X
—TH<,
- RUAE—ABAN—ZIE LA E TESE LARBT,
- RSy = A —[TKITIR SN &,

B D AR— Y —ZFH(AeroChamber Plus / Flow-Vu) & M E L 3548555, IEL A, g, I
NZFANDBTEDLLIICA =T —DOFGEEZHL L OFERTHI &,

43 e

EHEBNOEMRRS . Tt 7 v a v 6.1 IR TWT OB 5 mEE,

4.4 FpRIZEE R OMFERH EoEE

B, W EOEBITEREN T 1 7T MRV, BE OIS E RN, F - sEmRAEIC LY
ZHZ L,

Flutiform WAL, BIZOME O R EEN R AUE SIRER 2 B & 3 2 A BIE R ORI 121X
FEF L7anz &, HBFICIL, A ERIEEZ B S 51RFEEE2 VO THEHTE 5 L 51c LT
BLEoFBrRTHZ L,
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EENFE MRS BAZ BT D Flutiform WK O T EHEEHICOWTIE, BBRET-> Ty, Z0
X o AEIzix, BRI RE SRR 2 BT 5 2 &,

AT, WEIER 3 72 < TH Flutiform WAKIOMER A &2 0078 0 \ZHERAT 2 X2 EET S
Z k&,

i S OB I ENE L < BAL T A OB L E R LW DA, Flutiform W AR Off
RAZEBB LN &y

Flutiform WAFNZ L 216 P EE 2 B O EFR L OHENE L L RN H 5,
F X, Flutiform W AFIOBRAGE W BAER S = b r— L S nh, YL T 535518, Flutiform
WAFNC L DIRIREHT RN D ERIOREREZITHZ L,

Flutiform WAFNL, Wi Sk D RPIOERE LTHER LW &,

Wiy S DREFN D 72 8D D FLRFEIEBI AL A SHRIRA O H B O L EE 7256 R BN
B IBRAOFNENME T T2 BN A o 72 35E . IR BIER SR T 2541, MmE o=
Y he— U REL L TWDATREMER S 0 . RERIEOE TN MBI RN H D720, BEFILTE
HIETRLSEMOZEES T H &,

iR k=BT 2RO THE O EAIT A 2 E T IR SV . BEITEDICE
TR 2= T 52 &, arvFarTof ROMELEBETHZ L, £72. Flutiform WAKIDOB
FEOHETIE S RmEay ha—ARNELNRWEELEBEEITIREEZIT5 2L, Bloan
FazxTuA NRIELZEETLZ L,

M BRSNS 2 > b e — L S iTe & Flutiform WARIOHEEZ IR E TTF L5 Z L 2BET D
b, ABRAAT v T LR LEELZEMNCRET L ENEETH D, Flutiform WA
Fx, AIEETHEHATLZ (k7 v a v 42 250,

Wi S OHIEANE U B fERR 03 & 5 70 | Wi B BE ST D Flutiform WAFNZ K HI5H TR
IELZNWZ & R, WFBEORRO T TITHRETH D,

AP R RUE SURYYELS K 0 W B O RERAER OB B34 U 5 ATREMEN H 0 Gl B e siAwE .
WAaLTFarxrTraf ROME, BN aLvFaxTos NEENKLEIZRAIGERH 5, Al
BHPER NG SRR 2 BaE R e L CTHERT 52 L, aLFaxTaf Reagied b 5 AH
ERIBRIZ, Flutiform WKL, WifEEZ S L IXBTEMESEZOBE . UIERH, VA VAR EIZX
2 RIEIRYLE O BENIXE R ISR G545 Z &, Flutiform WAFIOME AL, #ICE0 & 5 7
iEZ EWUNIRIRT 5 2 L,

Flutiform WAKNZ, HURIEHEIE, @M, FERP, RIGROKRD U ¥ AMGEDORE, X
XMIEA VU 7 AMEF, PAZEMEIERAELLAE, FRtE KBRS FAASAE, BE & e, BIRRE, &
MPEERE, ODAREEIR, EAEOAEEZ OMOBEE.LINEREEDORZKR O H 5 BE CIHEEICHEH
TAHZ L,

EHED By HIMERIC L 0 ERMCEE RS D U w7 AMENE U D aTREMEN S D, By K & %
YT UHER, AT uA RN, FREEOERS U T AMIEEZFHERT D0, AV v LMK TFER %
LD M E T D&, BREEDO T U U METEHZRO L RN H D, L AF 2—=
B PLER k2 72T CEH LTV D R L EM R, IRBERIEIC LV BE 2 U R 7 23R 5 A
REPEDN & 2 B OB E E N U U METYER FHRE U 2 Al @ Ml O HE T,
FRCHERTAZ E2HRT 5, 20X 9 2R TIXMIED Y U AREZRHRL 2 L 2T 5,

QTc MIFRIER D& 5 BE ZIRRT 25 BITHEENLE TH 5, H/AET v —/L BN QTe Mk
IERZFHHET HAREMNNH D,

fthod B, FINEEK & [FIRR, BEIRISEE CILBMomEEREs2 58T 52 &,

B % Flutiform WK TOWRBIZBAT S D5AIXIEEITIT Y 2 &, FrlT, IRTORHERT
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04 RPFEIC LY BIBHRE DN B b T2 L EDN2BERH G EITEERLETH D,

L DOW AL & R, 5 E IR N & VS BV O A7 B SO AE U 5 AlhE
PEDN 8 D, AT FMERUE ST 1T, AR A SRS SHEIRANC BT 2 DT, T <ITRIET 5 2 &,
Flutiform WAFNT T ITHIE L, BEZZE L CREIDS URBIRIEZRET 2 2 &,

EHELORFIOaLvTFazxTas RMERICE Y, SREENHE I AEERSH D, B
MIT BB IO E D L 0 ek 2 BT 556, 2FMAKWRTioaLrFazxraAf K
IS S AR, SRR ST A DM RIS REIFIE(CSCR)D K 9 72 A7 R O W]
REPEDFHI D72 12, BFIZRBHE~DRN ZFZE SR TR B0,

EHEOERIX, FFoEHEZREHMICOE L LIZGEIC, EOWAaLrFarTaf K
THRETHAREMERH L3, BOaLFazrTof REET S LI ELICWN, &
0 LRHMIERICIZY v U TREGERE, 7 v ZRRIER, BIRNE] N R O REE DR
RIBIE, IR T VEEOT, AWEE, SRR, I QN SRR 2 s S ST MRS |
RZE, D DL FR/NRO)VKEBMES O 4 70 DB R OITEIRER R H 5, - T, BEEE
PN L, WAaLFaxTaf R iR Eo 2y ba— A3 iR T& S/ &I
FlEFFHZENEETH D,

FHEOWANVT a 2T A R CHEELREHMIBET 5 & BRI A OVEMERE 2 ) —En
EUDAREMER S D, 7VT I 7 a B VBT AT )V % & R GEE 1000 pg/ H UL ) TREH L
TWD/PNREN16 AT O FETILI R A7 BEL BRDGAERH D MO TENTIEH D08,
500~1000 ug O 7 /VF 1 T a A R AT )L CTRIBHNE] K OBPERRE 7 U —ERHE S h
TW5, GRS 7 YV —BORIEDORE L 700 5 2RPLUTIZ, SME, T, BYYE, T2k
BEBROWEEND D, BEINERIT, Z2< 056, FAKRTHY . BRIE, B, K&
B PES. B, L, WEME, RIE, EER LSV OMKT, RIEEE, FIESELE LTEL D
REMEDRN D D, A B L A FTRRHETINRRIZ BN a L FaxTas NREEZEETDHZ L,

WANTNTF I o T eH B AT IOVRIEDOHRIZ L VRO AT v A ROLEMITEH/NRIZ
RHIETTHL, BORXTaA RLBITLTWDHERIL, e ofichz BIFLZE T
(HHSREREE D Y 27 R D ATREEN H 5, BEICEHERE VT axT o NEEZVLE L L
T EMBIEELZDV AZIZELEINTWDHARESER D D, Z ORBEMERED TREMEIX, A
N LR EATRIEEMEN & D B AN OFHEAIRIICB W THICEE L, @i arFaxraA R
BREZET DL, BIBEEOREIC X > CIHFEALE ORNICHMEOBE N LEIT R 55
ANDHD, BIEEERRENET LTV D AEEMEN H 2R Tk, FUKR FE - FTEIK - RIS R E R
(HPA)ilidrE 2 e IR ICi~ 25 2 &

TINF N T aEF R AT Va8 1172 CYP3A4BLER & OFHT 5 & 25 MEREWER O U 2
IR T (kY v a v as BB,

Z OEEHBEOBLEWARINTHHNGE CH Y | 2 h R a2 52 3B 2 FER N e THE
RN LR TSR bno L2 BEICHMRSE 5 2 &,

AR—H—DFEHIZ LD Fi~OFRE ML, 25 W OV E A ERL NN 2 mTaetE
B 5,

TNT Y ROFNVET B — /L ORHPEERICELET 70X E IR L v gttt =i 5
7o, BEEDHFEEOLE TIIRERNEINT 22 LA TRIND,

Flutiform W ABN X FEFICDBOT X ) — V(I EEHTZVR1.00mg) RN EENTNDHI LR
FllmzbzZ e, LhL, ZOBOTY ) —/VIEHRTLZ LN TS, BEICGERE RIEFTZ &
ERAYAR
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[/NE4ERA]

WA LFazxT ol ROEMHREG 2% TOWA/NEOFRITESHNTHET 5 2 & 2HERET
Do BEDENTHWAHEIL, AR THIITRAILVFaXT A ROHEEZNREOREE
fa— L ZRF XA/ HEICETHIE T L OBEEREMI T2 &, o, BEZ/NA
MR aRRL R E I E DT LI BET D &,

/N OVE T I N T Flutiform WA O %2 D Gy T S35 FTRetED & 5 2 H MEER L.
7y O TIEERE, 7 v TERIEIR, RIS R ORIEBIEN B D, NI, AR, MRS
FERETUIE L BBUE 2 G TITEI OB L2 E C D FAREMEN H D (27 v a 48 5 H)

5 AT /NI I T D Flutiform AR OERIZET 27 — X IXR 5L T\ 5, Flutiform WA
AL, SR O/NRIZHE T2 2 & 2R L,

4.5 FH| & AN KO Ofth o AAEH]

Flutiform WAANZ DWW TIE, AXRFEWEABAERRBRIIAT O T,

Flutiform WAFNZIL, SEBERAPECRWIBEDZ v 27 ) JgT ) U AREENL TN D,
BEIZ, 7eEel ) VBESOEYETIE LN &,

Flutiform W AR D —FE5yTHDH I NF H Y o Fa e e AT VL, CYP3A4 DIEE TH D,
CYP3A4 THEAIY hFENL, THEFFENL, 77V A~y AV FEN, A4 Taty
—b, XNVT 4 FEN, FFRFENL, Fhafy =L T AaYAL Ty, aEVAS v M)
EOPEFHIZ. 2FMEWERO Y A7 BT EE 2 6N5, BE EOFRER G LT aRT
2A RORWERO U 27 #% EEIG720RY | DFHIZET 5 X&Th Y, £OEAIT. 2k
anFazxrFof FRORMERICEL TREDOE=4—752 &,

FEIZ B RIECE N HESE ] B 2 X THRG- STV DA, FE8 U o AMRRHER R IEOL— 7 F
JRIERT 7 ¥ RRFNRIEE) OB LV AU S REMED H D ECG OZAL L OV XITIK A U w7 A
JEDS, BHIEERKIC LY BICENT 22 03H 5, ZNUHOEHOEKRNERIZIAHATH S5, B
FIEHE L IET V) O ARFFHEFIRIEOPFHITITIERE D LETH D, I FUF8Bhk ks Laa
NFaA R, BRHIEEECTHEL S 20 ) U LMETEHAZHEMRIE 2 /et n d 5,

F72, L-Dopa, L-Fuafxv o, AFT b, WONTT IV a—/u i, B, SR RARNE 31T %)
T LR EZ D ZEBH 0 5 5,

BT IVAFR VA —EHER(T T VY R T a B RY UE ORI O R & RO 3K &
i) & OPFIIC LY EIESRSTFERE S D W RetEn & 5,

N AGRAEIK SR & OF U TR A2 5 5 SN BE Tl NEIRO U R 7 B3R T 5,

find B 7 RLF U AFEBEEDO G I L W IBERARIMER R AE T D 2 3BV 5 5,

XL Y ARHER LTRG-S TWDEE T, B Y U AMIEIC L D ARERD U 27 5 ERS
LA HEMER B D,

WIVET B—/L T < VRS KRIIE, oD By RITHCHEE & [RIRRIC. ZBRRPIEAIITE /) 7 I Wk
LEER I ER 2B SN TVWDRERFICBWT, o0 IEZO 2 B, UIHuEh
(7 = ) FTOUE), =V, PYETIR, FubA 7 IR, BNCHE 2 Z 2 A
EOQT MRBAILERSEDLZ ENHMOLN TV AMOIERZ L SN TN DBFIZB W THEEICH
5352 L, QT MRAIERE SE L Z EDNHMOLNTWAIEDIL, LEMEAEIROY 27 2@ 5
AREMERH D (7 v a v 44 BBR),

B HRE A DO TEMOT N v U A A 5T 5551, EEPHICTHITE 528 1E
T 10— )L ORERAERA DR T D RN b S 7o, EE L THERTZ &,

BT RNUTF U AMNEE M A ARFEHURE(B W) VR VBT v — L 7 < VBRI K FII L, [RIRFLC
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52 EMEOIERZRET AR H 5, BRI, mERE BV TEEDOR ﬁﬁ
grglEI TRt bdH 5, 1o T, WEIINEAEIC Bﬁm%%&ﬁbﬁw L, ZHUT
PR O GIRIE S UCTER 2 Bl b & b, L L, (DiiiZER O TB% @%6
FEOPL T, W EBEIZBIT 5 BEWIEOMH IR DV 15 51EEIEITR VNS LR, 0
X G a1, BRI B WA BE T 5 LN TE LN, HEICEGTLHZ L,

4.6 Wb, PEhw, RHIEEFE~OFKE

(4141

HR L2 MBI IV Fh ) T a B B ATV R OVRIVE T v —) L 7 < LERTR KT % |
ZAVEFLVHAIT, TR 2 O AG» BRIFFICER G- Lz & &, IAREEHEESA., T72b5
Flutiform WAFIE UTHER LTz & 07— 213700, B 3B & AR 5272 - T
Wah(kZ va v 53 BB,

IEURS O Flutiform WAFI O GIIHELE L TE T, BBUC TR I NDFIELIBIUCAET S 5 Y
A0 % LR DGEOHRZBETH T L, BHETHHAE, @URHEED 2 b a— /L OMERFIC L
/NIRRT L,

B RIS 1= WM ME 2 5 1 2 RTREME DN o D 78D Bl R Oy EE B A H Y & L7 Flutiform W
AFIOER X, FIZEN Y A7 % LRI BFEICRET S Z &,

[#=7L]

TNT N T a A BT AT VAT RINVE T v — )L 7 < VR KT R ORI AW
SNOEDIAATH D, IRITKHT 2V A7 EFRAT L2 ENTERY, 85T, AL T
REMN FE Y Flutiform WKL Z F LR X E 0L, LIRSk 283 oF)%%
ERBUCKIT 2IRROF R ZZE L T T T 2 EDRRETH D,

[Z:5FEE]

Flutiform WK DO $HAZ X 2 AFERE~ DB DWW TET —Z BE LT, Bialii ¢
X, Hx OB Z BERIICERO & 5 HE TR LT & & ICAERICxHT 2/ERIERD b
TRV (EZ v 353 %éﬁﬁ'{%)o

4.7 EER M OB EE ~ D 2
Flutiform WAL, BB H O IEIRES) o OB OHERAEREI IR L TUE & A ERE L 720,

8 mITEM
%f%%ﬁpmw%ht Flutiform W ANFNZ BT 2 BWEH 2 LU T OFRICEE BRI R
BUWEROFEORMEL 72 DM 7 Y — X, WD TEUN1/10 BLE), £ 1/100 LLE 1/10
%%yw&mmmmgunmmxﬁ)ihwmmaukumm%ﬁ)ﬁbfihammm%%x
RREIEDT =2 D OHEERGE) TH D, SBERN CTHEMOSWIRICREITER 23R 5,
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B RIR T HR HERG HEE
RYWER L OFAE BE Mfeh o A 5E Fh
I 22 L R
Bl S 5%
RS K OV =ik Fh
gl ANRIE % 25 o AR i 5 DI
LN A Fh
Tk
FEEE L, N2, 9 oW, | AP
Yot FrEh o 28 b(FEIT/NR)
R R E FIEpE XA
P
FEIE D F U
Y Fh
AR f ) AHA
H X O RpEE [EHiR D F Fh
TN = B XA
CNEEPERA M
PeCMiE Fh
HANR
ik e = I E Fh
PR . BIERES L ONERR R = M 5 A P IR
F
NI e 5 3
- [R] s Fh
M
= 1 Pz fgk DI
T Fh
HAEARE
F2RE R X O Tk E 95 IR
& 9 FEIE Fh
BB R L O AR E A AT Fh
—fi% - BHEER I ORGEAL | KM EERE Fh
DIRHE A ) E

DWW ARRIE & [FIRRIT . $55-E% O IRHE R M OB BT F o T oy B SR DV C 2% v

REMED B D, AT HRMERUE SR IE, BIRIPER KU SKHRIRANC SR 2 DT, 3 <IZIRET 5 2
Lo Flutiform WAANT T IZHFIE LT, BEZME L, LBI08 U TRERIEZEGT 5 2 &,
Flutiform WAFN X7 VT A 7 B4 VR AT NV ORVE T 1 — )V 7~ LR KT
DOWGREZENTVDID, ZALOHEIZHRESNTVD D LR U2 = ORIWERNAET
DA D D, TNTF Y T a A VT ATV R ORIVET B— )L 7 < VR K,
PUFIZZET 2RIVERSBEEE LTV 223, Flutiform W AFI OESARBIFE PICILRO HIL TR,

TNF T T F BT AT )V FHE, BT, IUEVEIE(EICEE KO A EIEER), 7
F7 4 TX K E SRR S, WA NLTFaRT A RERICERE CEMBLT L
Gt E DR MEERDRAET HARBMER H 5, D K 5 e B HHERICIX Y v v v TIEMERE,
7y v ZRREIR, BIREL NEROFEORRIEE, § I3 7 VEEOKRT, AN, &N
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b, PRUE. REZER. DREEMER DD, A N L RATEIGT HREN SRR DI D AR B 5.,
LinL, BROWAaLFazxTof FOEGMHEEMIT, BAaLFaxTof FREVIE50
AETIZ VY FMROBAZATF 22T 1A RO R E 0 BRI A R R O
PRI 7 U — RN U DM R S D, A FLAGME, T, BUE) S0 5 BILENO 2
MrarFaxsTaf RONN—DUNEIZRHAHEMNNH 5,

RVET B —)L 7 < VIREKADY) - MBUESOSARILE, SER02, M8 MREIETEIE, FREEE, %8
Zagie), QTe MIRLER., BV V v AME, Hol, BRE, mAsLmebikE#E LA, SLVET
1—VED B I OGS LY A R ) R, 7D B u— L ROV b RO I R
JEN ERF D AREMDR B %,

ARG E LTRAZ a7 ) 78T U D DR LT % BE ICTHBUE RS il ST
W%, Flutiform WAFNZIZANAE LTHRIREDO 7 v 7 ) 7T F U U ARG EATOD D,
BES RS HEKAFRITH 2 MIAHATH 5,

J3— Flutiform WAFNZ X9 2 @BUES G234 U e G613, oI BUE SO 63 D AR HERY 220R
FIEITHE > THLE A X 2 IR OMABETS U T OTRIR 2 3 D Io g 2 Bia+ 25 2 Lo Flutiform
AP CICHIELRTNERGRWEELH Y . BEITE U T O BIGRIEZBMG L TH LU,

REEERON o P AET, ARFERARIZKTI D0 ET 20, AT 3o, UTHEE
T HZEICRVBRT 2560 0D, SEGENED T P HIEIR. Flutiform WA TIRR Z ikt L
DB JRPHEEA TIRRT 5 2 LI TE 5,

[/NEAERH]

/NR KR OFAEIZ I T Flutiform W AFI O 2 Ol TH S5 wTRetkE o & 2 25 M,
7 TIERERE, 7w v TRRIEIR, BIBEI R OSREEDN & D, NRIT AL, MEIRFE
BERETUAE & MBUE &2 B T/ TEI O LA L & A U D TRV & 5, Flutiform WK Z W T-WFFE Tl
S~12ED/NRTOTNT T HEEE, KN4~ 12 5 O/NRTOTNTF B PV AT a—
v RRRE DR L BT 7 7 7 A Va7 LT, 208 4 O/NRIZ3E 5 Flutiform W AF D 24
T OAERFRE T, BRBIE SUTRIEIH O R IIF80 b oTo, 5~12 mD/NRIx L
TAT 2 13T 3R T, Flutiform WK% 2 WG LTz, 7 VF 0 BRERE & g LT
R D PR EERZ R LT,

[BIEH DB BT 2 #HiE

T OEKRBZOBIER ORI T 2 @MEITEETH D, T, EHEHOEKT v N
YR DINT oADMK E =41 » 7 ZRBIZT 5, [EEMEFEIL. EARBIEHDRNT
%, Yellow Card Scheme (www.mhra.gov.uk/yellowcard)Z /I L C#&53 5 K 9 KIE S5,

49 BEKREL
FEEEFRBR 2N B 1. Flutiform W AR OB EFE 51ZB9 27 — X 135 5TV, 7 o B
DI EHR G T 57— % # LA FIORT,

[FRAET o — 7 < VBRI
RVET B —/LORMBERGIZED . B FFEEICHFA OERN RS RND FRBIERH D, £D X
O e BIZE U 2 TREMEN B A FFGUTIT. PoUE, @i E SR, B, Bk, AR,
QTc MIMAIER . FEYR. #RE%k. APRGEML AR, DN, RIE, JE57. o, J81E. G
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T = A RS Y U AfGE, @b, O, EHZERH 5,

RNAVET B — LOBERGICHT DMEIL, AT o —LoEEZ2F i35 & 2@ ekt
FESVE M OV AT SCFRRIEZ B2 2 &L Th 5, [UE SUREFH O ATREMEICH B Lz E TR
P B BRRMERT KD EE AR A2 EET LN TE D, FALVET B — LBERGEOEEITHEN
DA TH D D072 HUIFE LRy, DEOT=4 Y v 7 & #fifE45,

Flutiform WAFEEZ . €O B JEER 7 O ER G- O DI I LRIT T e 672056,
WU R RBEAT oA MIREORMEZZET L, BA ) VAMENKZY 9 5720, IfiED Y
VAREEE=F—TH L, Fio, DV ULHEREEE TS L,

% AN AR i /= o) |

TNF A T e A R AT VOSMREER G, BEITEROREIC 2 D, 203
W& IS EICRA LT RICAE U HME— DA EFEFHGI T, FURTHE - T EAR - RIS & RHPA)
HYESRE DI CTd 5, HPA BFEREIX, B35 A CHEIE L, mfE = L5 — EORE CHER T
x5, mREaY hr— T BITE, WAILVTFaRxTaAf RILHREEZHEEHE TR 2
ks

FNICAHRIS 7 U —POJEFINHRE SN TWS, GHEDTILVF Y v Fa b F B AT
JVGEFIE 1000 pg/ H LA B) 2 LTV A/ KT 16 iR OEFHZ 1T, Fric ) 27 8@ < 7 b
AREMEDN B 5, BIE SN DIERII AR CH 2(BERARIE, MR, REBU . 57, B, B,
Mt il E), @7 U —EoMBIRNARERT, ERL Lo, RESHRIETH D,

D TE W R CTRIIMMER Lz, & 525 ORI BB 2546 & O HPA Sl 234 U 5 AT REdE
N2, MERE THBREOE=4 —DNUNERGENH L, IV 5 52MEOERIZ, 7 v
VEERE, 7y v TRHEIR, BIIH] N OSSR ORERIE, B X R TV O,
BB, RSN D D (27 3 a v 4.4 Z5H),

B R 5 OB TlE, A P L ARWFIZBOWTROXIIEGEa LT axTaf RpNME
RGEAEND D, BEMIGRERSOREBIZH D EBEXONEFIL. BT, AT a A NEFEELE
L CH#Ebl iR EO 2 a v TFaxTasf RTHETDHIZ &, ZEMLEEDL, ERO= >
n—LEHNE L CTHERAROWMA LT axTa A NICLDIRREMkET D2 &,

5. FKELERYREE

5.1 FT) R

SEMFIERE « PAEMRGER BT 27 FLF ) UARBE L avFaxT o FHi=ay
HA PR < Ao 3 & D OFH

ATC =— I : RO3AKI11

(1E B M O ) R1E AT ]

Flutiform WAFNZ X, ZVTFHY o7 a et oo A7 )V R OHR/VET v —/L 7 < Vg /KFn
VMO GREENTNWD, lx DG OIEAET Z L FIZR~%, ZhoD0FEMT, 2 2D T
ADHEY(GRANT a AT aA FEOERERREEY B, 7 N U U2 B ERAE)TH Y |
DB A TNTF aZXT oA FEROERHEE B, 7 N L7 U U S AERIITCEEOBLE A & FIERIZ,
Wi S ORI B L CTHAMER BB bl s,

[ZNF A T aed e AT V]
TINTF R Ta e E BT AT R, WARET B LN TR IR A R TR T
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oAb vaanFa s RCThHDH, IVFhHY T A B AT )Vit, alLFazxsaf Kz
BHEE LIV DRV EERES T, WHEOER LK OEEZ BT 2,

[RET B —/L 7~ VK]

VBT BV T < VSR KFIIE, RFREEVALEIRN B, 7 B L U VBB IR T H 5
WA ST ANVET B— )V T < VRS AKFIIE, SUE SRaRA & L TR TIER 5, B X
PEHRAEAIZ 1~3 S PAINISECIC B L, 1 OG- % OERFFERHRIZD 72 < & b 12 BT
b5,

[Flutiform W AF

AR OEFEF xR e Ue 12 BEOBRAKRR T, 7 vF oy o7 a et Ve 27 VTR
JVET B — L EZBNT 5 Z &I K o Thi BEIR K OB RE 2 st U, Wi 0 S & el L 72
Flutiform WAFIOIEENFNT, 7 NVT Y o7 B4 VT A7 )VHA| LD K& D)o 7=, Flutiform
WAFRN e T NVTF T Ta et R AT Vv E R LT RH&R G OT — 2 13720,

8 W] DERIRFER TIX. Flutiform WAKIONEEREIZ ST 2EMIX. ZvFhy 7T d @
T AT ROFRIVET v — )7 < VBRI & E I ENRIOWRAZGR TEEG LI L EOER &
72K EBRI%ETH > T2, Flutiform WAK| & 7 NT 17 T VB AT )V R OERLVET 2 —
o7 VBRI KT & i LT R 5 O T — 2 IIFE LRV, AR OEFEBE Zx5RE LT
12 18 A Mk 5 U725 Bk ClX. Flutiform WA OIRIEN R OWEE OB L 22 0 > T2,

Flutiform W AFINO & BOG OMEB 1T, JERIZESWZFHMEEE THLTH Y | MO EERE
DR WBFEIZ E | Flutiform WAFN O & & bl U & THRIZE S I3 2 rIaetE s @ o 7o,

[/NREEF]

12 HE O ZHEBRRBRTIZ, Fn 5~11 mD/NE 512 41T Flutiform W AFKI(50/5 pg 18] 2 WA
Z 1 H2E), ZVFH /PN AT a— VLT T BRI EEALEN M ST,
TR 12 B O 544 FEV, DX—R 5 A LD O b K ORI 12 HIKF D FEV, AUC4 12 B
LT, Flutiform W AFI(50/5 pg 1 B2 W A% 1 B 2EN)X, 74T 0 Y VHAREE LR L THE
R, KOTNVF A PR T a— VTR LIRS MRS Sz, 16 12 Mo
B FEV, D_X—2F A 5 OB EIZE LT, Flutiform W AFI(50/5 pg 11812 A% 1 H 2 [A])
X, AT HARE L L TR EEITRO bNRNo TR, TANTF ) AT o —
TR DIELTED R ST,

6 & A MOIEREWM A3 E Lz 12 BREO/NEROBERTIX, Fn 4~12 mD/hE 210 4412
Flutiform WK OHEFFFHE&G0/S pg 1L FI 2 A% 1 H2EN I T AT /P AT a—Li i
B U7z, Flutiform We AFI(50/5 pg 1181 2 A% 1 H 2 BN, Z/VF I /AT —iixt L
THHMETH T2, Flutiform WAFI(50/5 pg 1 812 WA Z 1 H 2 B Z# 5 L7 BHE 205 4475 6 &
A OEREIIM 258 T Uiz, Flutiform W AAT 2242 TRIFREBERMEZ R LT,

5.2 S ENRE YR
[ZrFhyFuvt oo 251
[ ]
TNTF T Ta e R AT VA ORGRPUIFEITHAZBE L CTEZ D, 500~2000 ug
O EFIFHCHE L BEROBERR® 5, WL, FEHIINTEEICESR, 2 0%IIFRR T 5,
i S OIS O D& 52 W TEBEROMERIC L D &, IATFHY T a et VB A
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TIVORE O NA T T XA ZE VT 1%, HEED D ORFERIRWIN & TR0 9] ] @i 15
PHAEDLEDZ EICX Y, BHTE DHIFE SO 1%AT),

[5341]

TNF T T a e R AT L, BRI G IRN CIAEEIS A9 5, FI AT
BT, ZOEWIBAEE OMBEAEEAHE L TWD, FNMARIL 42 kg TH D, T8
b MHEY R FEARIZ 1% TH D, FRMER~OFEAIL AW THS, e hh T RAaLF v
SOFREA XL TIER W,

[

TNTF I TaF BT ATAOEE 7 )T T A X E < CFE 1093 mL/min), &7 U7 7
VAR I VT T AD 0.02%A0E LD TR, Z oD TEWS U T T 2 AL,
W27 V7 70 2% R LTWA, b M THRIEESADME O FRH#mIL, T F 2 1 L4 P450 3A4
TAY T+ =LY T 77 IV —(CYPADRKIC L VIS ND, IVTFHY T a et o fEr A
TND VIB-ANVR CEFHFERTH D, ZOREWIZL. invio T MilirA > o7 vz zaF
A RZREIZET D EFMESBEEY X 0 ARG 1/2000), In vitro TR & Pl Ml 2 W
TR SN MORBEWIZ, & TR I TV,

(k]

TNFAY T aeF AR AT U, RO G£IT 87%~100%2N FE I PR S fu, /iR T
T5%WKRE AR E LTHRE SN D, Fo, IEHEE R W EERBM LT D,

TNTF TV Ta e H B AT VR, RN 5% 12 2R FEEBI £ (polyexponential )| ZfiE o 72
s U, ERAEO RN 7.8 K Th 5, 5 ST U D S%Am A & L
TR S 4, 7R 0 IIRZELIR R O & L CEEFRICHRt =5,

[FEFa— 7 < ListE AT
FIVET B — /L O MY EIRET — & 1%, HEEFIPH A2 2 2 HEE2 WA U7 SRS L ONA
JEH &AW A L7- COPD & H57-,

W]

HEEEEREF AR NVET B — L7 < VBRI & 120 pg O FHE CTHEIR ARG Lz & & FL
70—V TN MR IZRIN S 4, WADND 5 57 LAINIC 91.6 pg/mL D KIREEIZE LT,
COPD HBFIZAHRNVET v — )L 7 < VBRI KA 12 X324 ug 2 1 B 2 [0 12 HAEE L7 & &,
WAL 10 4y, 2 Wi, 6 BRSO R LET B — Lo MEFEE I F N ENOHET 4.0~89
pg/mL, 8.0~17.3 pg/mL O#FFHIZH > 7=,

HE AR R BULA(12~96 pg) id— 7 > — /LELEI(12~96 ng) DWW A%IZIRIT 5 AR/VET 1 —/L KN
S XITZEDRR) L ONSS) =T v F A~ —DRFER PR A2 it L7 9E Tk, HEOHEINCHE->
CWRI S EARAOICHE N L 7=,

FETH—/UERE 12 E24 pg OHET1IH2E 12 8MEL L%, ALVET—LR
EA RO R PP, AN BBRE T 63%~73%H L. A COPD B4 TlE 19%~38%1H
U, NRETIEL 18%~84% MM L 7= Z L b, EHRGZIZA/NVET o —/LRE T Th$ v
HORENERE R~ 2 AR Sz,
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[0 ]
RVET O — L OIMES X7 FEGERIT, 61%~64%TH DBA%ITEICT VT I v EFER),
TR B CRIET DI EHME Tk, AL OMFIIFRD b/, Mg X7 §EE RO
A L7z A LT o — L OPEEIL. 120 pg OHEIWG A G# IS mEh CRELZBRE LY &
nolz,

[R]

fw%vu—wif REIC LV S, FERAERNERIE & L TESE VY v g

AN O A F AL E Z DB DOFERD TN a U BRAENRH 5, BIRREKE & L THRLE
7m~w®%%@m\ N A I b & Z DR DRI A 0 D, BEOT A VA LDK
w%%u—»@f»ﬁnVMEQWGHM\MB\MQIALMW\MalAm\BIZM$&
WO i A F/UAK(CYP 2D6, 2C19, 2C9, 2A6) % filliEd~ 2 Z & a6 RHMEIEW A B/ER A T
5 A BEMEITAR VY, LT B— X, B EOBEWRN D HIRETIXTF by oL P450 T A VA
A%%ﬁbﬁ#otofw%rm—w@ﬁ IHE R ERGHZ TR CTH Y, R E

XIFFITRD b no Tz,

(]

COPD fEHIZARNET 0 — /L7 < VIR 2 12 0% 24 pg OHET 1 H 2 [7] 12 BHE G
Lk&%J&@%@%h%ﬂ%HM&UW%ﬁ%ﬁM@Tw%TE—W&LT HZ R S vz,
Mg SO/ TR, 12 KDY 24 pg OREFEGZIC, HHEOK) 6% B3R LET v —/LREEKE L
TR CEIN S 7, fEE SR (2 BRI 5(12~120 pg) & O BRE [ HERE NS e 5 LT
%, (RRKS,S)TF v FA~—It, RAET o — LRERD R PRI E D Z I Z I 40% K O
60%% 572, H-ARNVET 0 —/LOHERE O 515, 5RO 59%~62%ITRH T, 32%~34%
IXEFERCEIR SN, FALETFTE—LOBY YT 5 A E, 150mL/S Th 5,

RS FEE DS L7 1 D IE 7R L7 o — )L O BhEE K OVR PRI B3 55— & 13 4
PEOPEIZ R L TEY . RR)LOS,S)TT v F A~ —DIE LM LT Z 2 13.9 B L)
123 B CH o 72, APEINTEC/CAE T, 1SRN TH o 72, BEBDOK 6.4%~8%17k
NET B — VR E LTRP TR E ., (RR)MES,S) T v FA~—n, TNZH 40%K
W 60%% 587,

[Flutiform W ABN(Z VT B T a B4 VR AT VIR IVET v —)L 7 < VIR Kt &
#)

% < ORBR T, Flutiform WABIINSD T NTF TV 7T a B VBT AT )V R ORVET B—)L
7 < VIR K FY) OB RE D RFHEIZ DOV T, ENE DRSS & A SO0 5 U7 R & bz
LTHE LTS,

HYERERBA L OBRBE CTRERELDZRH LN, I TNV TH YV EORIVET B —
NOEHRRET, TIVFH T a A BT AT VR ORIVE T 0 —)L 7~ VR K FI) O
EEBLEANDOTTH, E D Ol 2 Doy O RIFHZ G XV ARWMER 238 %,

Flutiform W AR & Z a3 2 H—RHIM O FEENREIC 31T D R MEIZFEFES LTV 20,
Flutiform W AF % 7 )VFF 7 a A VT AT )V R OHRIVET v —)L 7 < LRt /KFny) & b
L EHT — 2 3FE LRV (EYZ v a v 51 #5H),

W]
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- Flutiform WAF|— 7 NFH Vo 7Ta A o aAr v

TR RETZ Flutiform WEAF 125 pg/5 pg O 2 BIOWANTTZ VNF ) 7 a Bt e A7 v
250 pg ZH R AL H5%, 7T 0V 7 A VBRI AT VIEESeNZ AP IR &, 7
F B TN D 45 Sy LINIC 32.8 pg/mL O KRR ICEE Lz, WEHEEIC
Flutiform WAFZHWNTTINVFH Y o 7nF VB 27 Ve BEEE L2 E & 100 pg/10
ng(Flutiform W AF 50 pg/5 pg 0 2 RO A)O & T 20 23 LANIZ 15.4 pg/mL D45 d5 K if g o
TEEEIZEE L, 250 pg/10 pg(Flutiform W AF 125 pg/5 pg @ 2 [0 OVEFE) O & T 30 20 LANIC 27.4
pg/mL O ¥ KIMAEH R ICE LT,

TSRS 265 & U SE R G- BR T, Flutiform W AF % 100 ug/10 pg, 250 pg/10 pug, if
TNZ 500 ug/20 pg DHETHER G LIz L & 7T v OB RIMVFERIERE L, 220 21.4,
25.9~342, 178 pg/mL & 72 - 7=, 100 pg/10 pg K& T¥ 250 pug/10 pg DHBEO T — 13, A~—H—
DRV EZFH L THE LI, 500 pg20 ug D7 —# 1k, AX—H—(txDOH{EEFEH L THDL
Nt oThsb, /R EEE CTlE, AeroChamber Plus A~_X—H—%FH 3% & pMDI O A%
It U Flutiform WARIZER Lz & & LG LTI VTF Y o OFE R H (U L) S A
FT ATV T 0 35%INT 5,

« Flutiform WA — 75 /VET 0 — )L 7 < VIR KT

T FE SRS (2 Flutiform WAF 2 HBIEE G- U= & & Flutiform 250 pg/10 ug W AFI D 2 Bl OMEEE
TARNET B —)L 7 < VBRI KF) 20 pg DFEGAZE D WMADNS 6 3LINIZHRLVET B —/LD
SEAE e KM AE TR R EE 23 9.92 pg/mL & 72> 72, Flutiform 250 ug/10 pg W AFI D 2 [AlOVEFE TH/LVE
T 0 — )L 7 < VERHKF) 20 pg RERG LT & & BRVET 10— L O g KA R A
344 pg/mL & 72o7,

SRR 2Y AeroChamber Plus A ~X—H—%Afi 4% & | pMDI D #& %4 LT Flutiform W AFAl
PERALERES LB L TARLET O — VOGNS A FT XA T U T 0D 25%Bd4 5,
v, RS < A= —ERIRFIZIIHEE 2 D ORI L, TR S35 IR O #E 0 4 8
BIHl-HEEZEILND,

[5741]
BI(E, Flutiform WAFINSE LN TVF Y 7 a BF VR AT )V UIARNLVET B —L 7
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16.2.2 EU R XE(EX)

1. Name of the medicinal product

Flutiform® 50 microgram/5 microgram, 125 microgram/5 microgram and 250 microgram/10 microgram

per actuation pressurised inhalation, suspension.

2. Qualitative and quantitative composition

Each metered dose (ex-valve) contains:

- 50 micrograms of fluticasone propionate and 5 micrograms of formoterol fumarate dihydrate. This is
equivalent to a delivered dose (ex-actuator) of approximately 46 micrograms of fluticasone propionate and
4.5 micrograms of formoterol fumarate dihydrate.

- 125 micrograms of fluticasone propionate and 5 micrograms of formoterol fumarate dihydrate. This is
equivalent to a delivered dose (ex-actuator) of approximately 115 micrograms of fluticasone propionate
and 4.5 micrograms of formoterol fumarate dihydrate.

- 250 micrograms of fluticasone propionate and 10 micrograms of formoterol fumarate dihydrate. This is
equivalent to a delivered dose (ex-actuator) of approximately 230 micrograms of fluticasone propionate
and 9.0 micrograms of formoterol fumarate dihydrate.

For the full list of excipients, see section 6.1.

3. Pharmaceutical form
Pressurised inhalation, suspension
The canister contains white to off white liquid suspension. The canister is in a white actuator with a grey

integrated dose indicator and a light grey mouthpiece cover.

4. Clinical particulars

4.1 Therapeutic indications

This fixed-dose combination of fluticasone propionate and formoterol fumarate (Flutiform inhaler) is
indicated in the regular treatment of asthma where the use of a combination product (an inhaled
corticosteroid and a long-acting 3, agonist) is appropriate:

- For patients not adequately controlled with inhaled corticosteroids and 'as required' inhaled short-acting
[, agonist.

Or

- For patients already adequately controlled on both an inhaled corticosteroid and a long-acting [, agonist.
Flutiform 50 microgram /5 microgram inhaler is indicated in adults, adolescents and children aged 5 years
and above.

Flutiform 125 microgram /5 microgram inhaler is indicated in adults and adolescents aged 12 years and
above.

Flutiform 250 microgram /10 microgram inhaler is indicated in adults only.

4.2 Posology and method of administration

Posology

Patients will need to be trained on the use of the inhaler and their asthma should be regularly reassessed by
a doctor, so that the strength of Flutiform inhaler they are receiving remains optimal and is only changed

on medical advice. The dose should be titrated to the lowest dose at which effective control of symptoms is
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maintained. Once control of asthma is achieved with the lowest strength of Flutiform inhaler administered
twice daily treatment should be reviewed and consideration given as to whether patients should be stepped
down to an inhaled corticosteroid alone. As a general principle the dose should be titrated to the lowest
dose at which effective control of symptoms is maintained. Regular review of patients as treatment is
stepped down is extremely important.

There are no data available for use of Flutiform inhaler in patients with COPD. Flutiform inhaler should
not be used in patients with COPD.

Patients should be given the strength of Flutiform inhaler containing the appropriate fluticasone
propionate dosage for the severity of their disease. Note: Flutiform 50 microgram/5 microgram per
actuation, strength is not appropriate in adults and adolescents with severe asthma. Prescribers should be
aware that, in patients with asthma, fluticasone propionate is as effective as some other inhaled steroids
when administered at approximately half the total daily dose (in micrograms). If an individual patient
should require doses outside the recommended dose regimens, appropriate doses of the 3, agonist and the
inhaled corticosteroid in separate inhalers, or appropriate doses of the inhaled corticosteroid alone, should
be prescribed.

Flutiform inhaler is delivered by a press-and-breathe pressurised metered dose inhaler (pMDI) which also

contains an integrated dose indicator. Each inhaler will provide at least 120 actuations (60 doses).

Flutiform 50 microgram/5 microgram inhaler-only

Recommended dose for adults, adolescents and children aged 5 years and above:

Flutiform 50 microgram/5 microgram inhaler - two inhalations (puffs) twice daily normally taken in the
morning and in the evening.

For adults and adolescents

If the patient's asthma remains poorly controlled the total daily dose of the inhaled corticosteroid can be
increased by administering a higher strength of this combination product — i.e. Flutiform 125 microgram/5
microgram inhaler - two inhalations (puffs) twice daily. This strength should not be used in children under
the age of 12 years.

For adults only:

The total daily dose can be further increased if asthma still remains poorly controlled by administering the
highest strength of this combination product — i.e. Flutiform 250 microgram/10 microgram inhaler - two
inhalations (puffs) twice daily. This highest strength is for use in adults only; it should not be used in
adolescents and children.

Children under 5 years:

Experience in children under the age of 5 years is limited (see sections 4.4, 4.8, 5.1 & 5.3). Flutiform
inhaler in any strength is not recommended for use in children less than 5 years of age; Flutiform inhaler

should not be used in this young age group.

Flutiform 125 microgram/5 microgram inhaler-only

Recommended dose for adults and adolescents aged 12 years and above:

Flutiform 125 microgram/5 microgram inhaler - two inhalations (puffs) twice daily normally taken in the
morning and in the evening.
Patients may be transferred to the lowest strength of this combination product i.e. Flutiform 50

microgram/5 microgram inhaler if their asthma is adequately controlled. A patient's dose should be titrated
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to the lowest dose at which effective control of symptoms is maintained

For adults only:

The total daily dose can be further increased if asthma still remains poorly controlled by administering the
highest strength of this combination product — i.e. Flutiform 250 microgram/10 microgram inhaler - two
inhalations (puffs) twice daily. This highest strength is for use in adults only; it should not be used in
adolescents aged 12 years and above.

Children under 12 years:

No data are available for this strength of Flutiform inhaler in children. Experience in children under the
age of 12 years is limited to the lowest strength (50 microgram/5 microgram) (see sections 4.4, 4.8, 5.1 &
5.3). Flutiform inhaler in this strength (125 microgram/5 microgram) is not recommended for use in
children less than 12 years of age; Flutiform inhaler 125 microgram/5 microgram per actuation should

not be used in this young age group.

Flutiform 250 microgram/10 microgram inhaler-only

Recommended dose for adults:

Flutiform 250 microgram/10 microgram inhaler - two inhalations (puffs) twice daily normally taken in the
morning and in the evening.

Patients may be transferred to a lower strength of this combination product i.e. Flutiform 125 microgram/5
microgram inhaler or ultimately Flutiform 50 microgram/5 microgram inhaler if their asthma is adequately
controlled. A patient's dose should be titrated to the lowest dose at which effective control of symptoms is
maintained.

Adolescents under 18 years and children:

No data are available for this strength of Flutiform inhaler in children or adolescents. Experience in
children is limited to the lowest strength (50 microgram/5 microgram) (see sections 4.4, 4.8, 5.1 & 5.3).
Flutiform inhaler in this strength (250 microgram/10 microgram) is not recommended for use in
adolescents or children; Flutiform inhaler 250 microgram /10 microgram per actuation should not be
used in this young age group.

Flutiform inhaler 250 microgram/10 microgram per actuation should not be used in adolescents or
children. However there are lower strengths available i.e. 50 microgram/5 microgram per actuation which
may be used in children or adolescents or 125 microgram/5 microgram per actuation which may be used in

adolescents.

Flutiform inhaler — all strengths

Special patient groups:

There is no need to adjust the dose in elderly patients.

There are no data available for use of Flutiform inhaler in patients with hepatic or renal impairment (see
section 5.2). These patients should be regularly monitored by a physician to ensure titration to the lowest
dose at which effective control of symptoms is maintained. As the fractions of fluticasone and formoterol
which reach systemic circulation are primarily eliminated via hepatic metabolism, an increased exposure
can be expected in patients with severe hepatic impairment.

General information:

Inhaled corticosteroids alone are the first line of treatment for most patients. Flutiform inhaler is not

intended for the initial treatment of mild asthma. For patients with severe asthma the inhaled corticosteroid
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therapy should be established before prescribing a fixed-dose combination product.

Patients should be made aware that Flutiform inhaler must be used daily for optimum benefit, even when
asymptomatic.

Patients using Flutiform inhaler should not use additional long-acting [, agonists for any reason. If asthma
symptoms arise in the period between doses, an inhaled, short-acting 3, agonist should be taken for
immediate relief.

For patients who are currently receiving medium to high doses of inhaled corticosteroid therapy, and
whose disease severity clearly warrants treatment with two maintenance therapies, the recommended
starting dose is two inhalations twice daily of Flutiform 125 microgram /5 microgram inhaler.

Use of a spacer device with Flutiform inhaler is recommended in patients who find it difficult to
synchronise aerosol actuation with inspiration of breath. The AeroChamber Plus® Flow-Vu® is the
recommended spacer device.

Patients should be instructed in the proper use and care of their inhaler and spacer and their technique
checked to ensure optimum delivery of the inhaled drug to the lungs.

Re-titration to the lowest effective dose should always follow the introduction of a spacer device.

Method of administration

For inhalation use.

To ensure proper administration of the drug, the patient should be shown how to use the inhaler correctly
by a physician or other health professionals. The correct use of the pressurised metered dose inhaler
(pMDI) is essential for successful treatment. The patient should be advised to read the Patient Information
Leaflet carefully and follow the instructions for use and pictograms in the leaflet.

The actuator has an integrated counter which counts down the number of actuations (puffs) remaining.
This counter is also colour coded. It starts off green then, when there are less than 50 puffs (actuations) left
it changes to yellow and when there are less than 30 puffs (actuations) left it changes to red. The counter
counts down from 120 to 60 in intervals of 10, and from 60 to 0 in intervals of 5. When this is getting near
to zero the patient should be advised to contact their prescriber for a replacement inhaler. The inhaler must
not be used after the dose indicator reads “0”.

Priming the inhaler

Before using the inhaler for the first time, or if the inhaler has not been used for 3 days or more, or after
exposure to freezing or refrigerated conditions (see section 6.4) the inhaler must be primed before use:
-Remove the mouthpiece cover and shake the inhaler well.

- Actuate (puff) the inhaler whilst pointing it away from the face. This step must be performed 4 times.

- The inhaler should always be shaken immediately before use.

Whenever possible patients should stand or sit in an upright position when inhaling from the inhaler.

Steps to follow when using the inhaler:

1. Remove the mouthpiece cover and check that the mouthpiece is clean, and free from dust and dirt.

2. The inhaler should be shaken immediately before releasing each actuation (puff) to ensure that the
contents of the inhaler are evenly mixed.

3. Breathe out as far as is comfortable and as slowly and deeply as possible.

4. Hold the canister vertically with its body upwards and put the lips around the mouthpiece. Hold the
inhaler upright with a thumb(s) on the base of the mouthpiece and a forefinger/index finger(s) on the top of
the inhaler. Do not bite the mouthpiece.

5. Breathe in slowly and deeply through the mouth. After starting to breathe in press down on the top of the
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inhaler to release one actuation (puff) and continue to breathe in steadily and deeply (optimally for about
2-3 seconds for children and 4-5 seconds in adults)

6. While holding breath, remove the inhaler from mouth. Patients should continue to hold their breath for
as long as is comfortable. Do not breathe out into the inhaler.

7. For the second actuation (puff), keep the inhaler in a vertical position then repeat steps 2 to 6.

8. After use, replace the mouthpiece cover.

IMPORTANT: Do not perform steps 2 to 6 too quickly.

Patients may be advised to practise their technique in front of a mirror. If a mist appears following
inhalation, either from the inhaler or from the sides of the mouth, the procedure should be repeated from
step 2.

For patients with weak hands, it may be easier to hold the inhaler with both hands. Therefore the index
fingers should be placed on the top of the inhaler canister and both thumbs on the base of the inhaler.
Patients should rinse their mouth, gargle with water or brush the teeth after inhaling and spit out the residue
to minimise the risk of oral candidiasis or dysphonia.

Cleaning:

Patients should be advised to read the Patient Information Leaflet carefully for cleaning instructions: The
inhaler should be cleaned once a week.

-Remove the mouthpiece cover.

Do not remove the canister from the plastic casing.

* Wipe the inside and outside of the mouthpiece and the plastic casing with a dry cloth or tissue.
-Replace the mouthpiece cover in the correct orientation.

- Do not put the metal canister into water.

If a patient requires an AeroChamber Plus/® Flow-Vu® spacer device then they must be advised to read

the instructions provided by the manufacturer to ensure they use it and clean and maintain it properly.

4.3 Contraindications

Hypersensitivity to the active substances or to any of the excipients listed in section 6.1.

4.4 Special warnings and precautions for use

The management of asthma should normally follow a stepwise programme and patients' responses should
be monitored clinically and by lung function tests.

Flutiform inhaler should not be used to treat acute asthma symptoms for which a fast and short-acting
bronchodilator is required. Patients should be advised to have their medicine to be used for relief in an
acute asthma attack available at all times.

The prophylactic use of Flutiform inhaler in exercise-induced asthma has not been studied. For such use, a
separate rapid-acting bronchodilator should be considered.

Patients should be reminded to take their Flutiform inhaler maintenance dose as prescribed, even when
asymptomatic.

Patients should not be initiated on Flutiform inhaler during an exacerbation, or if they have significantly
worsening or acutely deteriorating asthma.

Serious asthma-related adverse events and exacerbations may occur during treatment with Flutiform
inhaler. Patients should be asked to continue treatment but to seek medical advice if asthma symptoms

remain uncontrolled or worsen after initiation on Flutiform inhaler.
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Flutiform inhaler should not be used as the first treatment for asthma.

If increasing use of short-acting bronchodilators to relieve asthma is required, if short-acting
bronchodilators become less effective, or ineffective or if asthma symptoms persist, the patient should be
reviewed by their doctor as soon as possible as any of these may indicate a deterioration in asthma control
and their treatment may need to be changed.

Sudden and progressive deterioration in control of asthma is potentially life-threatening and the patient
should undergo urgent medical assessment. Consideration should be given to increasing corticosteroid
therapy. The patient should also be medically reviewed when the current dosage of Flutiform inhaler has
failed to give adequate control of asthma.

Consideration should be given to additional corticosteroid therapies.

Once asthma symptoms are controlled, consideration may be given to gradually reducing the dose of
Flutiform inhaler. Regular review of patients as treatment is stepped down is important. The lowest
effective dose of Flutiform inhaler should be used (see section 4.2).

Treatment with Flutiform inhaler should not be stopped abruptly in patients with asthma due to risk of
exacerbation. Therapy should be down-titrated under the supervision of a prescriber.

An exacerbation of the clinical symptoms of asthma may be due to an acute respiratory tract bacterial
infection and treatment may require appropriate antibiotics, increased inhaled corticosteroids and a short
course of oral corticosteroids. A rapid-acting inhaled bronchodilator should be used as rescue medication.
As with all inhaled medication containing corticosteroids, Flutiform inhaler should be administered with
caution in patients with pulmonary tuberculosis, quiescent tuberculosis or patients with fungal, viral or
other infections of the airway. Any such infections must always be adequately treated if Flutiform inhaler
is being used.

Flutiform inhaler should be used with caution in patients with thyrotoxicosis, phaeochromocytoma,
diabetes mellitus, uncorrected hypokalaemia or patients predisposed to low levels of serum potassium,
hypertrophic obstructive cardiomyopathy, idiopathic subvalvular aortic stenosis, severe hypertension,
aneurysm or other severe cardiovascular disorders, such as ischaemic heart disease, cardiac arrhythmias or
severe heart failure.

Potentially serious hypokalaemia may result from high doses of B, agonists. Concomitant treatment of [3,
agonists with drugs which can induce hypokalaemia or potentiate a hypokalaemic effect, e.g. xanthine
derivatives, steroids and diuretics, may add to a possible hypokalaemic effect of the 3, agonist. Particular
caution is recommended in unstable asthma with variable use of rescue bronchodilators, in acute severe
asthma as the associated risk may be augmented by hypoxia and in other conditions when the likelihood
for hypokalaemia adverse effects is increased. It is recommended that serum potassium levels are
monitored during these circumstances.

Caution must be observed when treating patients with existing prolongation of the QTc interval.
Formoterol itself may induce prolongation of the QTc interval.

As for all B, agonists, additional blood sugar controls should be considered in diabetic patients.

Care should be taken when transferring patients to Flutiform inhaler therapy, particularly if there is any
reason to suppose that adrenal function is impaired from previous systemic steroid therapy.

As with other inhalation therapy paradoxical bronchospasm may occur with an immediate increase in
wheezing and shortness of breath after dosing. Paradoxical bronchospasm responds to a rapid-acting
inhaled bronchodilator and should be treated straight away. Flutiform inhaler should be discontinued

immediately, the patient assessed and alternative therapy instituted if necessary.
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Visual disturbance may be reported with systemic and topical corticosteroid use. If a patient presents with
symptoms such as blurred vision or other visual disturbances, the patient should be considered for referral
to an ophthalmologist for evaluation of possible causes which may include cataract, glaucoma or rare
diseases such as central serous chorioretinopathy (CSCR) which have been reported after use of systemic
and topical corticosteroids.

Systemic effects may occur with any inhaled corticosteroid, particularly at high doses prescribed for long
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, cataract glaucoma 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 patient is reviewed regularly
and the dose of inhaled corticosteroid is reduced to the lowest dose at which effective control of asthma is
maintained.

Prolonged treatment of patients with high doses of inhaled corticosteroids may result in adrenal
suppression and acute adrenal crisis. Children and adolescents <16 years taking high doses of fluticasone
propionate (typically > 1000 micrograms/day) may be at particular risk. Very rare cases of adrenal
suppression and acute adrenal crisis have also been described with doses of fluticasone propionate between
500 and less than 1000 micrograms. 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, hypotension, decreased level of consciousness, hypoglycaemia, and seizures.
Additional systemic corticosteroid treatment should be considered during periods of stress or elective
surgery.

The benefits of inhaled fluticasone propionate therapy should minimise the need for oral steroids, but
patients transferring from oral steroids may remain at risk of impaired adrenal reserve for a considerable
time. Patients who have required high dose emergency corticosteroid therapy in the past may also be at risk.
This possibility of residual impairment should always be borne in mind in emergency and elective
situations likely to produce stress, and appropriate corticosteroid treatment must be considered. The extent
of the adrenal impairment may require specialist advice before elective procedures. In situations of
possible impaired adrenal function hypothalamic pituitary adrenocortical (HPA) axis function should be
monitored regularly.

There is an increased risk of systemic side effects when combining fluticasone propionate with potent
CYP3A4 inhibitors (see section 4.5).

The patient should be made aware that this fixed-dose combination inhaler is a prophylactic therapy and as
such has to be used regularly even when asymptomatic for optimum benefit.

Use of a spacer device may lead to a possible increase in pulmonary deposition and a potential increase in
systemic absorption and systemic adverse events.

As the fractions of fluticasone and formoterol which reach systemic circulation are primarily eliminated
via hepatic metabolism, an increased exposure can be expected in patients with severe hepatic impairment.
Patients should be advised that Flutiform inhaler contains a very small amount of ethanol (approximately
1.00 mg per actuation); however this amount of ethanol is negligible and does not pose a risk to patients.

Paediatric population

It is recommended that the height of children receiving prolonged treatment with inhaled corticosteroids is
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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.
Possible systemic effects as reported for the individual components of Flutiform inhaler include Cushing's
syndrome, Cushingoid features, adrenal suppression and growth retardation in children and adolescents.
Children may also experience anxiety, sleep disorders and behavioural changes, including hyperactivity
and irritability (see section 4.8)

Limited data are available on the use of Flutiform inhaler in children under 5 years of age. Flutiform

inhaler is NOT recommended for use in children under 5 years of age.

4.5 Interaction with other medicinal products and other forms of interaction

No formal drug interaction studies have been performed with Flutiform inhaler.

Flutiform inhaler contains sodium cromoglicate at non-pharmacological levels. Patients should not
discontinue any cromoglicate containing medication.

Fluticasone propionate, an individual component of Flutiform inhaler, is a substrate of CYP 3A4.
Co-treatment with CYP3A inhibitors (e.g. ritonavir, atazanavir, clarithromycin, indinavir, itraconazole,
nelfinavir, saquinavir, ketoconazole, telithromycin, cobicistat) is expected to increase the risk of systemic
side-effects. The combination should be avoided unless the benefit outweighs the increased risk of
systemic corticosteroid side-effects, in which case patients should be monitored for systemic corticosteroid
side-effects.

The ECG changes and/or hypokalaemia that may result from the administration of non-potassium sparing
diuretics (such as loop or thiazide diuretics) can be acutely worsened by 3 agonists, especially when the
recommended dose of the § agonist is exceeded. Although the clinical significance of these effects is not
known, caution is advised in the co- administration of a § agonist with non-potassium sparing diuretics.
Xanthine derivates and glucocorticosteroids may add to a possible hypokalaemic effect of the § agonists.
In addition L-Dopa, L-thyroxine, oxytocin and alcohol can impair cardiac tolerance towards 3,
sympathomimetics.

Concomitant treatment with monoamine oxidase inhibitors, including agents with similar properties such
as furazolidone and procarbazine, may precipitate hypertensive reactions.

There is an elevated risk of arrhythmias in patients receiving concomitant anaesthesia with halogenated
hydrocarbons. Concomitant use of other B adrenergic drugs can have a potentially additive effect.
Hypokalaemia may increase the risk of arrhythmias in patients who are treated with digitalis glycosides.
Formoterol fumarate, as with other B, agonists, should be administered with caution to patients being
treated with tricyclic antidepressants or monoamine oxidase inhibitors, and during the immediate two week
period following their discontinuation, or other drugs known to prolong the QTc interval such as
antipsychotics (including phenothiazines), quinidine, disopyramide, procainamide, and antihistamines.
Drugs that are known to prolong the QTc interval can increase the risk of ventricular arrhythmias (see
section 4.4).

If additional adrenergic drugs are to be administered by any route, they should be used with caution,
because the pharmacologically predictable sympathetic effects of formoterol may be potentiated.

Beta adrenergic receptor antagonists ( blockers) and formoterol fumarate may inhibit the effect of each
other when administered concurrently. Beta blockers may also produce severe bronchospasm in asthmatic

patients. Therefore, patients with asthma should not normally be treated with 3 blockers and this includes 8
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blockers used as eye drops for treatment of glaucoma. However, under certain circumstances, e.g. as
prophylaxis after myocardial infarction, there may be no acceptable alternatives to the use of  blockers in
patients with asthma. In this setting, cardioselective § blockers could be considered, although they should

be administered with caution.

4.6 Fertility, pregnancy and lactation

Pregnancy

There are limited data on the use of fluticasone propionate and formoterol fumarate, either administered
alone or together but administered from separate inhalers, or on the use of this fixed-dose combination,
Flutiform inhaler in pregnant women. Studies in animals have shown reproductive toxicity (see section
5.3).

Administration of Flutiform inhaler is not recommended during pregnancy, and should only be considered
if expected benefit to the mother is greater than any possible risk to the fetus. If this is the case, then the
lowest effective dose needed to maintain adequate asthma control should be used.

Because of the potential for § agonist interference with uterine contractility, use of Flutiform inhaler for
management of asthma during labour should be restricted to those patients in whom the benefit outweighs
the risks.

Breastfeeding

It is not known whether fluticasone propionate or formoterol fumarate are excreted in human breast milk.
A risk to the suckling child cannot be excluded. Therefore, a decision must be made whether to discontinue
breastfeeding or to discontinue/abstain from Flutiform inhaler therapy taking into account the benefit of
breastfeeding for the child and the benefit of therapy for the woman.

Fertility

There are no data available on effects on fertility following administration of Flutiform inhaler. In animal
studies, no effects on fertility have been seen following administration of the individual active substances

at clinically relevant doses (see section 5.3).

4.7 Effects on ability to drive and use machines

Flutiform inhaler has no or negligible influence on the ability to drive and use machines.

4.8 Undesirable effects

Undesirable effects which have been associated with Flutiform inhaler during clinical development are
given in the table below, listed by system organ class. The following frequency categories form the basis
for classification of the undesirable effects as: very common (=1/10), common (=1/100 and <1/10),
uncommon (>1/1,000 and <1/100), rare (>=1/10,000 < 1/1,000), very rare (<1/10,000) and not known
(cannot be estimated from the available data). Within each frequency grouping, undesirable effects are

presented in order of decreasing seriousness.
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System Organ Class Adverse Event Frequency
Infections and Infestations Oral candidiasis Rare
Oral fungal infections
Sinusitis
Metabolism and Nutrition Hyperglycaemia Rare
Disorders
Psychiatric Disorders Sleep disorders including insomnia Uncommon
Abnormal dreams Rare
Agitation
Psychomotor hyperactivity, anxiety, | Not known
depression, aggression, behavioural
changes (predominantly in children)
Nervous System Disorders Headache Uncommon
Tremor
Dizziness
Dysgeusia Rare
Eye disorders Vision blurred Not known
Ear and labyrinth disorders Vertigo Rare
Cardiac Disorders Palpitations Uncommon
Ventricular extrasystoles
Angina pectoris Rare
Tachycardia
Vascular disorders Hypertension Rare
Respiratory, Thoracic and Exacerbation of asthma Uncommon
Mediastinal Disorders Dysphonia
Throat irritation
Dyspnoea Rare
Cough
Gastrointestinal disorders Dry mouth Uncommon
Diarrhoea Rare
Dyspepsia
Skin and subcutaneous tissue Rash Uncommon
disorders Pruritus Rare
Musculoskeletal and Connective | Muscle spasms Rare
Tissue Disorders
General disorders and Peripheral oedema Rare
administration site conditions Asthenia

As with other inhalation therapy, paradoxical bronchospasm may occur with an immediate increase in
wheezing and shortness of breath after dosing. Paradoxical bronchospasm responds to a rapid-acting
inhaled bronchodilator and should be treated straight away. Flutiform inhaler should be discontinued
immediately, the patient assessed and alternative therapy instituted if necessary.

Since Flutiform inhaler contains both fluticasone propionate and formoterol fumarate, the same pattern of
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undesirable effects as reported for these substances may occur. The following undesirable effects are
associated with fluticasone propionate and formoterol fumarate, but have not been seen during the clinical
development of Flutiform inhaler:

Fluticasone propionate:

Hypersensitivity reactions including, urticaria, pruritus, angiooedema (mainly facial and oropharyngeal),
anaphylactic reactions. Systemic effects of inhaled corticosteroids may occur, particularly at high doses
prescribed for prolonged periods. These may include Cushing's Syndrome, Cushingoid features, adrenal
suppression, growth retardation in children and adolescents, decrease in bone mineral density, cataract and
glaucoma, contusion, skin atrophy and susceptibility to infections. The ability to adapt to stress may be
impaired. The systemic effects described, however, are much less likely to occur with inhaled
corticosteroids than with oral corticosteroids. Prolonged treatment with high doses of inhaled
corticosteroids may result in clinically significant adrenal suppression and acute adrenal crisis. Additional
systemic corticosteroid cover may be required during periods of stress (trauma, surgery, infection).
Formoterol fumarate:

Hypersensitivity reactions (including hypotension, urticaria, angioneurotic oedema, pruritus, exanthema),
QTc interval prolongation, hypokalaemia, nausea, myalgia, increased blood lactate levels. Treatment with
[, agonists such as formoterol may result in an increase in blood levels of insulin, free fatty acids, glycerol
and ketone bodies.

Hypersensitivity reactions have been reported in patients using inhaled sodium cromoglicate as an active
ingredient. Whilst Flutiform inhaler contains only a low concentration of sodium cromoglicate as an
excipient, it is unknown if hypersensitivity reactions are dose dependent.

In the unlikely event of a hypersensitivity reaction to Flutiform inhaler, treatment should be initiated in
accordance with standard treatment for any other hypersensitivity reaction, which may include the use of
antihistamines and other treatment as required. Flutiform inhaler may need to be discontinued immediately
and an alternative asthma therapy may need to be initiated if necessary.

Dysphonia and candidiasis may be relieved by gargling or rinsing the mouth with water or brushing the
teeth after using the product. Symptomatic candidiasis can be treated with topical anti-fungal therapy
whilst continuing the treatment with Flutiform inhaler.

Paediatric population

Possible systemic effects as reported for the individual components of Flutiform inhaler include Cushing's
syndrome, Cushingoid features, adrenal suppression and growth retardation in children and adolescents.
Children may also experience anxiety, sleep disorders and behavioural changes, including hyperactivity
and irritability. Studies conducted with Flutiform inhaler demonstrated similar safety and tolerability
profile as compared to fluticasone monotherapy in children aged 5-12 years and fluticasone/salmeterol in
children aged 4-12. Long term treatment with Flutiform inhaler for 24 weeks in 208 children did not show
any indication of growth retardation or adrenal suppression. Another pharmacodynamic study conducted in
children aged 5-12 years showed similar lower leg growth rate as measured by knemometry after treatment
with Flutiform inhaler as compared to fluticasone monotherapy for 2 weeks.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows
continued monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are
asked to report any suspected adverse reactions via the Yellow Card Scheme at:

www.mhra.gov.uk/yellowcard.
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4.9 Overdose
There are no data available from clinical trials on overdose with Flutiform inhaler, however, data on
overdose with both single drugs are given below:

Formoterol fumarate:

An overdose of formoterol would likely lead to an exaggeration of effects that are typical for B, agonists;
in which case the following adverse experiences may occur: angina, hypertension or hypotension,
palpitations, tachycardia, arrhythmia, prolonged QTc interval, headache, tremor, nervousness, muscle
cramps, dry mouth, insomnia, fatigue, malaise, seizures, metabolic acidosis, hypokalaemia,
hyperglycaemia, nausea and vomiting.

Treatment of formoterol overdose consists of discontinuation of the medication together with institution of
appropriate symptomatic and/or supportive therapy. The judicious use of cardio selective B receptor
blockers may be considered, bearing in mind that such medication can induce bronchospasm. There is
insufficient evidence to determine if dialysis is beneficial in cases of formoterol overdose. Cardiac
monitoring is recommended.

If Flutiform inhaler therapy has to be withdrawn due to overdose of the B agonist component of the drug,
provision of appropriate replacement steroid therapy should be considered. Serum potassium levels should
be monitored as hypokalaemia can occur. Potassium replacement should be considered.

Fluticasone propionate:

Acute overdose with fluticasone propionate usually does not constitute a clinical problem. The only
harmful effect after inhalation of a large amount of the drug over a short period is suppression of
hypothalamic pituitary adrenocortical (HPA) axis function. HPA axis function usually recovers in a few
days, as verified by plasma cortisol measurements. Treatment with the inhaled corticosteroid should be
continued at the recommended dose to control asthma.

There are reports of rare cases of acute adrenal crisis. Children and adolescents <16 years taking high
doses of fluticasone propionate: (typically >1000 microgram/day) may be at particular risk. Presenting
symptoms can be vague (anorexia, abdominal pain, weight loss, tiredness, headache, nausea, vomiting and
hypotension). Typical symptoms of an adrenal crisis are decreased level of consciousness, hypoglycaemia
and/or seizures.

Following chronic use of very high doses a degree of atrophy of the adrenal cortex and HPA axis
suppression may occur. Monitoring of adrenal reserve may be necessary. Possible systemic effects include
Cushing's syndrome, Cushingoid features, adrenal suppression, growth retardation in children and
adolescents, decrease in bone mineral density, cataract and glaucoma (see section 4.4).

In the management of chronic overdose oral or systemic corticosteroids may be required in situations of
stress. All patients deemed to be chronically overdosed should be treated as if steroid dependent with a
suitable maintenance dose of a systemic corticosteroid. When stabilised, treatment should be continued

with an inhaled corticosteroid at the recommended dose for symptom control.

5. Pharmacological properties

5.1 Pharmacodynamic properties

Pharmacotherapeutic Group: Drugs for obstructive airways adrenergics in combination with corticosteroids
or other drugs excl. anticholinergics

ATC code: RO3AK11
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Mechanism of Action and Pharmacodynamic Effects

Flutiform inhaler contains both fluticasone propionate and formoterol fumarate. The mechanisms of action
are described below for the individual components. These drugs represent two classes of medications (a
synthetic corticosteroid and a selective, long-acting 3, adrenergic receptor agonist) and as with other
inhaled corticosteroid and long-acting 3, adrenergic agonist combinations additive effects are seen in terms
of a reduction in asthma exacerbations.

Fluticasone propionate

Fluticasone propionate is a synthetic, trifluorinated glucocorticoid with potent anti-inflammatory activity in
the lungs when given by inhalation. Fluticasone propionate reduces symptoms and exacerbations of asthma
with less adverse effects than when corticosteroids are administered systemically.

Formoterol fumarate

Formoterol fumarate is a long-acting selective B, adrenergic receptor agonist. Inhaled formoterol fumarate
acts locally in the lung as a bronchodilator. The onset of bronchodilating effect is rapid, within 1 - 3
minutes, and the duration of effect is at least 12 hours after a single dose.

Flutiform inhaler

In 12-week clinical trials in adults and adolescents, the addition of formoterol to fluticasone propionate
improved asthma symptoms and lung function and reduced exacerbations. Therapeutic effect of Flutiform
inhaler exceeded that of fluticasone propionate alone. There are no long-term data comparing Flutiform
inhaler with fluticasone propionate.

In an 8-week clinical trial the effect on lung function with Flutiform inhaler was at least equal to that of
the combination of fluticasone propionate and formoterol fumarate when administered as separate inhalers.
Long-term comparative data of Flutiform inhaler versus fluticasone propionate and formoterol fumarate
are not available. There were no signs of attenuation of therapeutic effects of Flutiform inhaler in trials
lasting up to 12 months including adult and adolescent patients.

Dose-response trends for Flutiform inhaler were evident for symptom-based endpoints, with incremental
benefits from high versus low dose Flutiform inhaler being most likely in patients with more severe
asthma.

Paediatric population

In a 12-week double-blind study 512 children aged 5 — 11 years were randomised to Flutiform inhaler (2
inhalations of 50/5 micrograms twice daily), fluticasone/salmeterol or fluticasone monotherapy. Flutiform
inhaler (2 inhalations of 50/5 micrograms twice daily) was superior to fluticasone monotherapy and
non-inferior to fluticasone/salmeterol with regards to change from baseline in pre-dose FEV1 to post
dose FEV1 over 12 weeks and 4-hour FEV1 AUC at Week 12.

Flutiform inhaler (2 inhalations of 50/5 micrograms twice daily) was not superior to fluticasone
monotherapy in change in pre-dose FEV1 over the 12-week treatment but was non-inferior to
fluticasone/salmeterol on this endpoint.

In a second 12-week paediatric study including a 6-month extension phase 210 children aged 4 - 12 years
were treated with a maintenance dose of Flutiform inhaler (2 inhalations of 50/5 micrograms twice daily)
or with fluticasone/salmeterol. Flutiform inhaler (2 inhalations of 50/5 micrograms twice daily) was
non-inferior to fluticasone/salmeterol. Two hundred and five patients subsequently completed the 6-month
extension phase during which they received Flutiform inhaler (2 inhalations of 50/5 micrograms twice

daily). Flutiform inhaler was safe and well tolerated.
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5.2 Pharmacokinetic properties

Fluticasone propionate:

Absorption

Following inhalation, systemic absorption of fluticasone propionate occurs mainly through the lungs and
has been shown to be linearly related to dose over the dose range 500 to 2000 micrograms. Absorption is
initially rapid then prolonged.

Published studies using oral dosing of labelled and unlabelled drug have demonstrated that the absolute
oral systemic bioavailability of fluticasone propionate is negligible (<1%) due to a combination of
incomplete absorption from the GI tract and extensive first-pass metabolism.

Distribution

Following intravenous administration, fluticasone propionate is extensively distributed in the body. The
initial disposition phase for fluticasone propionate is rapid and consistent with its high lipid solubility and
tissue binding. The volume of distribution averages 4.2 L/kg. The percentage of fluticasone propionate
bound to human plasma proteins averages 91%. Fluticasone propionate is weakly and reversibly bound to
erythrocytes and is not significantly bound to human transcortin.

Biotransformation

The total clearance of fluticasone propionate is high (average, 1,093 mL/min), with renal clearance
accounting for less than 0.02% of the total. The very high clearance rate indicates extensive hepatic
clearance. The only circulating metabolite detected in man is the 17B-carboxylic acid derivative of
fluticasone propionate, which is formed through the cytochrome P450 3A4 isoform subfamily (CYP 3A4)
pathway. This metabolite has less affinity (approximately 1/2000) than the parent drug for the
glucocorticoid receptor of human lung cytosol in vitro. Other metabolites detected in vitro using cultured
human hepatoma cells have not been detected in man.

Elimination

87 - 100% of an oral dose is excreted in the faeces, up to 75% as parent compound. There is also a
non-active major metabolite.

Following intravenous dosing, fluticasone propionate shows polyexponential kinetics and has a terminal
elimination half- life of approximately 7.8 hours. Less than 5% of a radiolabelled dose is excreted in the
urine as metabolites, and the remainder is excreted in the faeces as parent drug and metabolites.

Formoterol fumarate:

Data on the plasma pharmacokinetics of formoterol were collected in healthy volunteers after inhalation of
doses higher than the recommended range and in COPD patients after inhalation of therapeutic doses.
Absorption

Following inhalation of a single 120 microgram dose of formoterol fumarate by healthy volunteers,
formoterol was rapidly absorbed into plasma, reaching a maximum concentration of 91.6 pg/mL within 5
minutes of inhalation. In COPD patients treated for 12 weeks with formoterol fumarate 12 or 24
micrograms b.i.d. the plasma concentrations of formoterol ranged between 4.0 and 8.9 pg/mL and 8.0 and
17.3 pg/mL respectively at 10 minutes, 2 hours and 6 hours post inhalation.

Studies investigating the cumulative urinary excretion of formoterol and/or its (RR) and (SS)-enantiomers,
after inhalation of dry powder (12 - 96 micrograms) or aerosol formulations (12-96 micrograms), showed
that absorption increased linearly with the dose.

After 12 weeks administration of 12 micrograms or 24 micrograms formoterol powder b.i.d., the urinary

excretion of unchanged formoterol increased by 63 - 73% in adult patients with asthma, by 19 - 38% in
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adult patients with COPD and by 18 - 84% in children, suggesting a modest and self-limiting accumulation
of formoterol in plasma after repeated dosing.

Distribution

The plasma protein binding of formoterol is 61 - 64% (34% primarily to albumin).

There is no saturation of binding sites in the concentration range reached with therapeutic doses. The
concentrations of formoterol used to assess the plasma protein binding were higher than those achieved in
plasma following inhalation of a single 120 microgram dose.

Biotransformation

Formoterol is eliminated primarily by metabolism, direct glucuronidation being the major pathway of
biotransformation, with O-demethylation followed by further glucuronidation being another pathway.
Minor pathways involve sulphate conjugation of formoterol and deformylation followed by sulphate
conjugation. Multiple isozymes catalyze the glucuronidation (UGT1A1, 1A3, 1A6, 1A7, 1A8, 1A9, 1A10,
2B7 and 2B15) and O-demethylation (CYP 2D6, 2C19, 2C9 and 2A6) of formoterol, and so consequently
the potential for metabolic drug-drug interaction is low. Formoterol did not inhibit cytochrome P450
isozymes at therapeutically relevant concentrations. The kinetics of formoterol is similar after single and
repeated administration, indicating no auto-induction or inhibition of metabolism.

Elimination

In asthmatic and COPD patients treated for 12 weeks with 12 or 24 micrograms formoterol fumarate b.i.d.,
approximately 10% and 7% of the dose, respectively, were recovered in the urine as unchanged formoterol.
In asthmatic children, approximately 6% of the dose was recovered in the urine as unchanged formoterol
after multiple dosing of 12 and 24 micrograms. The (R,R) and (S,S)-enantiomers accounted for 40% and
60% respectively of urinary recovery of unchanged formoterol, after single doses (12 to 120 micrograms)
in healthy volunteers and after single and repeated doses in asthma patients.

After a single oral dose of 3H-formoterol, 59 - 62% of the dose was recovered in the urine and 32 - 34% in
the faeces. Renal clearance of formoterol is 150 mL/min.

After inhalation, plasma formoterol kinetics and urinary excretion rate data in healthy volunteers indicate a
biphasic elimination, with the terminal elimination half-lives of the (R, R) - and (S, S)-enantiomers being
13.9 and 12.3 hours, respectively. Peak excretion occurs rapidly, within 1.5 hours. Approximately 6.4 - 8%
of the dose was recovered in the urine as unchanged formoterol, with the (R, R) - and (S, S)-enantiomers
contributing 40% and 60%, respectively.

Flutiform inhaler - (fluticasone propionate/formoterol fumarate combination):

A number of studies have examined the pharmacokinetic characteristics of fluticasone propionate and
formoterol fumarate from Flutiform inhaler compared with the individual components, given both together
and separately.

There is a high variability both within and between the pharmacokinetic studies however, in general there
is a trend for the systemic exposure of fluticasone and formoterol to be less from this fixed combination of
fluticasone propionate and formoterol fumarate than from the individual components given together.
Pharmacokinetic equivalence between Flutiform inhaler and the constituent monoproducts has not been
demonstrated. Long-term comparative data of Flutiform inhaler versus fluticasone propionate and
formoterol fumarate are not available (see section 5.1).

Absorption

Flutiform inhaler — fluticasone propionate

Following inhalation of a single 250 microgram dose of fluticasone propionate from 2 actuations of
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Flutiform 125 microgram/5 micrograms inhaler by healthy volunteers, fluticasone propionate was rapidly
absorbed into the plasma, reaching a mean maximum plasma fluticasone concentration of 32.8 pg/mL
within 45 minutes of inhalation. In asthma patients who received single doses of fluticasone propionate
from Flutiform inhaler, mean maximum plasma concentrations of 15.4 pg/mL and 27.4 pg/mL were
achieved within 20 minutes and 30 minutes for 100 microgram/10 microgram (2 actuations of Flutiform
50 microgram/5 microgram inhaler) and 250 microgram/10 microgram (2 actuations of Flutiform 125
microgram/5 microgram inhaler) doses respectively.

In multiple dose studies in healthy volunteers, Flutiform inhaler doses of 100 microgram/10 micrograms,
250 microgram/10 microgram and 500 microgram/20 microgram resulted in mean maximum plasma
fluticasone concentrations of 21.4, 25.9 to 34.2 and 178 pg/mL respectively. The data for the 100
microgram/10 microgram and 250 microgram/10 microgram doses were generated by use of a device
without a spacer and the data for the 500 microgram/20 microgram dose were generated by use of a device
with a spacer. Use of an AeroChamber Plus spacer increases mean systemic (which equates to pulmonary
absorption) bioavailability of fluticasone by 35% in healthy volunteers compared to administration of
Flutiform inhaler via a pMDI alone.

Flutiform inhaler — formoterol fumarate

Following a single dose of Flutiform inhaler in healthy volunteers, a dose of 20 micrograms of formoterol
fumarate from 2 actuations of Flutiform 250 microgram/10 microgram inhaler resulted in a mean
maximum plasma formoterol concentration of 9.92 pg/mL within 6 minutes of inhalation. Following
multiple doses, 20 micrograms of formoterol fumarate from 2 actuations of Flutiform 250 microgram/10
microgram inhaler resulted in a mean maximum plasma formoterol concentration of 34.4 pg/mL.

Use of an AeroChamber Plus spacer decreases mean systemic bioavailability of formoterol by 25% in
healthy volunteers compared to administration of Flutiform inhaler via a pMDI alone. This is likely to be
due to a reduction in absorption from the gastrointestinal tract when the spacer is used, offsetting the
expected corresponding increase in pulmonary absorption.

Distribution

There is currently no plasma protein binding information specific to fluticasone propionate or formoterol
fumarate from Flutiform inhaler.

Biotransformation

There are currently no data relating to the metabolism of fluticasone propionate or formoterol fumarate
specifically from the inhalation of Flutiform inhaler.

Elimination

Fluticasone propionate

Following inhalation of fluticasone propionate from 2 actuations of Flutiform 250 microgram/10
microgram inhaler, fluticasone propionate has a terminal elimination half-life of approximately 14.2 h.

Formoterol fumarate

Following inhalation of formoterol fumarate from 2 actuations of Flutiform 250 microgram/10 microgram
inhaler, formoterol fumarate has a terminal elimination half-life of approximately 6.5 h. Less than 2% of a

single dose of formoterol fumarate from Flutiform inhaler is excreted in the urine.

5.3 Preclinical safety data
The toxicity observed in animal studies with formoterol fumarate and fluticasone propionate, given in

combination or separately consisted mainly of effects associated with exaggerated pharmacological activity.
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Effects on the cardiovascular system are related to formoterol administration and included hyperaemia,
tachycardia, arrhythmias and myocardial lesions. Neither increase in toxicity nor occurrence of unexpected
findings was observed upon administration of the combination.

Reproduction studies in rats and rabbits with Flutiform inhaler confirmed the known embryo-fetal effects
of the two individual components including fetal growth retardation, incomplete ossification, embryo
lethality, cleft palate, oedema and skeletal variations. These effects were seen at lower exposures than those
expected by using the clinical maximum recommended dose. A somewhat reduced fertility in male rats was
observed at very high systemic exposure to formoterol.

Neither formoterol fumarate nor fluticasone propionate were found to be genotoxic in standard in vitro and
in vivo tests, when tested individually. No carcinogenicity studies have been performed with the
combination. No carcinogenic potential has been identified for fluticasone propionate. A slight increase in
the incidence of benign tumours was observed in the reproductive tract of female mice and rats following
administration of formoterol. This effect is looked upon as a class effect in rodents after long exposure to
high doses of B, agonists and does not suggest any potential risk of carcinogenicity in man.

Pre-clinical studies with HFA 227 reveal no special hazard for man based on studies of repeated-dose

toxicity, genotoxicity, carcinogenicity and toxicity to reproduction.

6. Pharmaceutical particulars
6.1 List of excipients

Sodium Cromoglicate

Ethanol Anhydrous

Apaflurane HFA 227

6.2 Incompatibilities
Not applicable

6.3 Shelf life
2 Years

In use shelf — life: 3 months after opening the foil pouch.

6.4 Special precautions for storage

Do not store above 25°C. Do not refrigerate or freeze. If the inhaler is exposed to freezing conditions then
the patient must be advised to allow the inhaler to warm at room temperature for 30 minutes then re-prime
the inhaler (see section 4.2).

The canister contains a pressurised liquid. Do not expose to temperatures higher than 50°C. Do not

puncture, break or burn, even when apparently empty.

6.5 Nature and contents of container

120 actuations per inhaler

The actuator is white with a grey integrated dose indicator and a light grey mouthpiece cover. The
suspension is contained in an aluminium pressurised canister crimped with a standard metering valve. This
canister is inserted into a press-and-breathe actuator fitted with a mouthpiece cover (both made of

polypropylene) and an integrated dose indicator which indicates the number of actuations (puffs)
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remaining. Each container delivers 120 actuations. The assembled MDI inhaler is pouched in an
aluminium foil laminate and is packed in a cardboard carton.

Pack sizes:

1 inhaler (120 actuations)

multipack of 3 x 1 inhaler (120 actuations)

Not all pack sizes may be marketed.

6.6 Special precautions for disposal and other handling
No special requirements for disposal.

For detailed instructions on the use of the medicinal product see section 4.2

7. Marketing authorisation holder
Napp Pharmaceuticals Limited
Cambridge Science Park

Milton Road

Cambridge

United Kingdom

CB4 0GW

8. Marketing authorisation number(s)
PL 16950/0167 -0169

9. Date of first authorisation/renewal of the authorisation
22/08/12

10. Date of revision of the text
26.10.2018

Company Contact Details

Napp Pharmaceuticals Limited

Address WWW

Cambridge Science Park, Milton Road, http://www.napp.co.uk
Cambridge,

Cambridgeshire, CB4 0GW Medical Information e-mail

medicalinformationuk@napp.co.uk
Telephone
+44 (0)1223 424 444
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IT7250T 4 AAADH, LTV —=VEFITIET RITI25L7 V= LDHTH %,
16.3 16
MFEAKERIITILATO—LRBRL L. 7LF RV > TalF VBT AT L8~
95%TdH-7? JHEAANT—%).
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16.4 X5
FEEER I C-H L X 5 1 — L & RO S U7 B0 BRI IL 3 Tk biE,
RATEANAF I ETH 2 GHEAT—%),
BERRACBI A7 VFHY Y Fuldt VBT AT IVRORSEO mHEBEREDIE.
178-H VAR VBETH O RETIXITB-HILAVBERTZD 7)o 0 Eiasik,
FAHRTIERINUC & BREMERTITB-HV RV BETH S (HEAT—5).
PLRATFA=VKRETNF A > TaF VBT A7 I)UIEHICCYP3A4IC & - TR#E
%3509, [10.208]

16.5 Hitt
R AICHC-T L X F 0 — L Iimg 2RO 5 Lz Ha, RERT2EEE cIcks®
DST%DHEFIZ, 3% BRPICHE S - (SAEAT—% ).
R ACH-7VF H Y > Fa st VBT AT LImgZEO#RE LG, EEAL
NS T ERAOPHIREINR DT ~97% % HoH. RPFHERIZSNUTTH O
ZDORETIIREHAE F ClcHBtt S h - WHEAT—% ).

17. BRERARHE

17.1 BIURURLECET 58

(REXHR)

17.1.1 EASE MR (FA)
T T 4 ) HRIBEBGEIR A T O BN R ST B R 38241 (S 5 368151 (96.3%) HSIRA A
FuA FEIZHE) ST 2 ZEEREERE ICBVL T, 7 RIT T4 AR (FLA
FU—) s TLFHY Y FOEF VBT A5 IS0 - 250ug) X7 LFHY > Fay
I VBT AT N0ugE T AT 4 ) YREAI200mg D H A T e H2lE SiHEH
BE LIROBRETROLEBY TH 7z,

-1 HOE—770—{EDERSHIEN S DZELE (L/min)
) il
A C T e
FRIFZFAANA(FIATFA—)L - TILFHY 29.8+2.80
L FUEF VBT AT S0 - 250ug) (n=194) e 13.4
TNFAY Y TaEF VBT AT N250ugE T A 16.342.83 [6.00,20.86]
7 1 V) UARREIFI200mg o A (n=188) T

) R AP E 1R R
BIFARISERIR, 7 FZ7 7 1 AW RBE5HT16.0% (31/1940)) TH > 720 E4E
PRI TER6.7% (13/19461) TdH - 720
17.1.2 ENSEMAEEER (REA)

AR E LR EEISIHZNRIC L RERERBOICE VT, T RIT7 T4 AHR
(FAAFA=)L - TUF AV TS VBT ATILS0 - 250ug THItE L. RIS
U CHEERAT) 252BHH% 5 L RO RIETROE B TH > 72,

50 ¢

40
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20 F

W OPEFOZE LR (L/min)

0 L L L y
5N

5.1 12 24 36 52
5 GE)
n (151) (146) (143)

(139) (123)

n JEBIEL
E-1 BOE—7 70— {EDRSHIE S DELRBDOHRE (TIHEHIZERE)

BIEFRBISERE X, 25.2% (38/1516) TH -7z, ELBIWERIE. OFEH > Y FE9. 9%
(15/15141) K OMERES . 6% (13/1514) Td > 72

17.1.3 SBHEMABHER (RA)
BARELMEEEINT 5 1 2B —EEREEER ICBVWT, 7 RIT7 T 1 A
Z(FNATFA=)  TIF AT T VBT ATIL50 - 100ug) lE VLA 71—
LS0ug DB G H 5\ X7 ILF 51V > Fa ¥ VBT AT )L100ug DB E (21
ZRIE2E)ICH L. BEESRD SN (KRNI X R 5HE, 6 OZ(LE : #lo
— %7 10 —{#52.5L/mintf0) o
BIEFRBSEEL. 7 RI7 T 1 AN ARG T14%(13/9261) Tdh > 7z ExIEMH
13 MEMERURRA% (4/92051) . TEFS / Fe75 R 3% (3/9201) R MU ARBAD A > ¥ 5 %E
3%(3/926) T > 7z

17.1.4 ;BHSEMAEEER (RA)
BARELMEEEICHT 2 12O —EEREERBEY BV, 7 RIT7F 1 AN
Z(HFNRFO—=)L - TLFAY Y FOEF VBT AT 50 - 250ug) iZH LA F 00—
VS0Ug DB S H 5 WIE T LT HY > FaEF VEBRT AT IL250ugD B S (£
ZRIE2EDICH L. FRENRD Sz (RANC X 5B 5HiE? 5 OZE(LE oy
— 27 1 —{#53.5L/min& ) .
BERRIBEEX. 7 FI7 7 1 A h ARSEET8%(7/8461) TH -7z EREIFMIZ,
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17.1.5 ;B MAEEEER (FRA)
BARELMEEEICHT 228BM O —EERHERE BV, 7 RIT7F 1 AN
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TuEA VBT AT LS00ugDBEMmE S (ZnenlH2E)ICH L. FRESED SN
7o (RANC & B E5HIED? & OZ{LR : o ¥ — 2 7 1 —{E35L/min#Ehn) .
BIERRBSEE X, 7 RI7 T« AW RSB TL7%(28/167) T > 720 F 72 EIME
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17.1.6 SESSEMABHER (RA)
MAATOA REIRERBEPSRIURXY )y Tus VBT ATILI000ugEE/
HETEHEAL TV 2 ZHRABEEREDOBRATE L MEBEMIFEFRICT FLT7 T
4 AN AESLAM WIS LR, (B3> bo—L|o7ERY (KEFER,



WSO, M. REEE, WEORE, BEZLRUEIER) D> 561HE L
bRk U7z B (well-controlled) 1371%. 7IEH 42 TR L7 % (total control) &
N TH-70,
) Global Initiative for Asthma U'National Institutes of Health CKE) # K
TA Y EDEICHANER L.

BIERRBSEE L, 7RI 771 AN ABEGEETL0% (174/170961) Td > 720 E728]
TERE. 3% (54/170961) RO TREH > 2 7%E2% (31/170961) Tdh - 720

17.1.7 ERE MBRER (R
TNF R FaF VBT AT L100ug/ AR O /N KB L S B 481 0t g
ARYBEHBE VBT, 7RITZIT7Y = L(FLATa—) - TJLFHY T
EF VBT AT IS5 - 50ug) IIEA. XUEHILAFO—L25uge 7VFHY Y Tasr
VBRI AT VS0ugD Bt E T N1H2E., 4ERRES LROBRIETROLEBD
ThHolze 61T, TXHBHBHK TR, 7FIT7I7YV—L(FLATO—)L - T
FHY > TaEF VBT ATV - 50ug) Z1RA. 1H2E, 20EMERRS LI ER,
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O e
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TRIFEZI=L(FLATA—N - TUTFHT| o, o
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PIATFA—=N20uga ¥ 54 AT ETNF I VT 17.144.53 [-9.10,14.69]
OF VBT AT ILS0uga ¥ 7 4 A7 OFEF (n=48) T
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Rirotz. Floy HOY—27 70 —EOREGHIED 5 OZE(LEIE32.9L/minTd > 7z,
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VU E VBRI AT IS0 - 250ug) Z 1H2E. 4~ 120G LR, YL T
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=N LS E I EE OBEAEEREOEEO M2 RIS S 7z (4
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x4 BEREMMEREOEE (CHT 2R
BHAEEIREOEE
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18.1 {ERRF
PR T U—LF D RBEIEREBESHULHHAI O, 7TTLVEBEY 77X
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TINFAI Y TuEF VBEIATIVIEREIBEERATHA RTHD, ZVaalFas
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18.2 HASER (VILAFTO—ILF Y F RBIERUZILF AV Y TOEF VEIZTIL)

18.2.1 HlRE(ER

MHALATFO—LF T FARBERTTIVFHY > FOEd VBT AT LOFRBARS
&0, BILEY MIBUAIAT LT I U HIFFHHERRG B RS & O F A S
RGN U B SRRV R O 17 B SR AN U CHIBIER 2R L 7z

QP NATO—LF T FABEOMAZGIZED, TLEY MBI ALRY I VFHH
KBIGEZIIHE U, ZOIERIZ6~ 108 ICTHE Uz (ERORRIEIE, 1V 7L
FUY LT YE- LRI TOATO—LEDENP -7z, £, 30HBEEGERAR
L THeRy I VBRSEIUEOMFIERICTHIEIRRD Snar o729,

Q)7L FAHY >y Tad VBELATLVOPARESRUOKENBGICED, ELEY M
BIFBIAT LT I UHEFREEREGERISZIH L. S8 XM kiEn - ors
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BRI AT IVONETH > 7.
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MHVATFO—LF I FABERTTILFHY Y FOEF VBT AT LOHFRERKERA
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IR, w707 7 — U AFEEER, ) 2 SERR O R AN U IR 2R Lz

18.3 YL AFO—ILF ¥ FREIEDHER

18.3.1 RESTHLERIEA

M ELEY MERKERES (n vitro) 24V TLF ) v, YLT¥E—LEIZIERSE
18T U7 EHRE TR (n vitro) Dk A% 3 U ERIE IR 2 MEIERIE. A
VTV FT I ORUE YLTYE-LORMETH o lze iy AV T LTIV Y
LT Y E—LNROETUNT A= ENTERAORBILGE VS, (EARREEZ N
S3FNE VB LIRS, 607 ETH o7,

QFELMBEEICY VAT O F TV FRRBREM LA Tl & LT50ug) % BE
WA E LI i56 . #55%3057 1Mt BEMEE S ERICHE U, BRI 120 MR L
f‘:15>~17)°

18.3.2 B EBIFERME — DIRERICH T BERA—

EE Y FOWFHIDE (n vitro) \oxt s AR, AV LTI SLTEE—ILR
CFunTu—LE0Er o/, Fioy ARSI X2 0EHEME Y FLF) o,
TuHhTFa— LT FLTIE-LEIFERETHD. BrZAMEKIIHT 5 EIR
T ED - 7219,

18.3.3 [WEI V7SV ARICKT B1ER

() FREEY 25 OKERBMMEREREIHANZEIC L RS h2®,

(2) v bR B R R RIS MR (in vitro) 70 & DR REEEME O 5l % B & &
618)u

18.4 ZIWFHY'YFOEL VBT AT ILOHER

18.4.1 FUNIEER

(1) & SIEUNFEIER
TNF A TaEd VEEL AT IVIEMcKenzie 5 D5 K B R ICHB1F
BIMENHERSR (HEEAEZEE) ICBLTARZOXAY Yy Tult VBT AT LD
1.9, Ry XY VEREBIATLOR2.65, 742/ ar7w b= FOM9.5
EORAHRIIEERZ R L,

Q) BMENEETIVICHT B1ER
Fv MBI AH 57 = BERF@EMGEIERIE. RS TILVFHY > Tadt VBT
AFINS>RY XY VEEBIATIL=RIOAY > FOF Y BIZATF L, K RE5
TINFHY TG VBT AT >NY XYY VERBIATIL>RNIZUXS T
QYA VBT AT IVOIETH 72,

Q) ESME - BEREETIVICHT 2/EH
7 v b&fizcotton pelletific & 2 EFEHEBEINHIER X7 LF AV TuLs
BIATFLS>NRI R VEBERIATL>RZ70RAYY > Fasd VBRI AT LD
JET# V. croton olliZIC X2 BAAEETIEIZLFHY > TaEA VI AT IL>AN
IR VEHEBIATIL=_RIORAZ) TG VBEIATLVOIETH 722,
F7o. 7 v FoadjuvantBEFRIMEIER R TG T, 7JLVF AV Fust VBT
AT NERT XY VER-BIAT IV, RTVURXY a0 VBIATILED@
WIIFIER 2R L7220,

19. B ICREYT 3E(EFHAR
(FILAFO—=ILF 2 FREE)
— BT ¢ YL AT O —)LF > ) A EEE (Salmeterol Xinafoate)
bt 2% 4 (RS)-1-(4-Hydroxy-3-hydroxymethylphenyl)-2-[6-
(4-phenylbutoxy) hexylamino]ethanol 1-hydroxy-2-naphthoate



7 F 3 CsHyNOs - CiHsOs
5 F & :1603.75

ezt
2 M\/@ 1
Na ™0 O
o TSI St

L4 K BEOHMM AR TH 5.
DAFLANAFY RICBETR T A ) —UIZRREFPTL, 1Y
= (99.5)IZRREFIC< K TR P M UILICHED TEFIC <L KX
WY ITFLI—TVICIFEAEET W,

AREHD T ATV AR F 2 REEH (1-50) T2 R & 720

AEARE (logP) : 2.0(pH7 .4\ 1-4 2% ) =)L /7KR)

(TIWFHYYTOEA VBIRFIL)

—fRIETE : 7T H Y Fu st BT 25 )L (Fluticasone Propionate)

{t % 4 :S-Fluoromethyl 6a,9a-difluoro-118-hydroxy-16a-methyl-3-oxo-
17a-propionyloxyandrost-1,4-diene-178-carbothioate

7 F 3 CusHaF0sS

5 F & :500.57

fezefiis=

F

--0 CHs

F

L3 K BEOHMM AR TH S,
IAFIVANAFY RIETRTL, 7= MY ALIEZO0ak)L A
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IFVI—FIUED THEFIT KL KITIFEAEB T2V,

SERE (logP) : 4.6(pH7.0. 1-F 7% ) — )L /7K%)

20. ERIRVL LDEFR
(I7Y-=Ib)
FEHIORBEICE LT TORBEICEET 5L BHELENTL &,
- 0CLLEDBFICRE Lk T &
AR NIFAKBRITRA L RN &,
5 EIRIRIC K DIED SN R Y ROBEBEMEEIES T &,

22. @&

(FZRIF100. 250. 5005 X R28IRAH)
287U RY—x1

(Z RI7100. 250. 5005 R Z60URAFE)
607 25 —x1

(Z RIF50. 125, 2507 Y'—IL1200RAFE)
12.0gx1
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RERA BV I8 D25ug %1 187 BMRARS U OmESVID
EYERE/INS A—-9

0.75 1

#5H Cumax (pg/mL) tmax(h) BV |AUCo+ (pg + h/mL) %2
#5448 253.7 0.08 104.3
(18 H) (218.6, 294.5) | (0.08-0.17) (86.1, 126.3)%¥
BFREH 310.4 0.13 123.5
(7THH) (276.2, 348.9) | (0.08-0.17) (108.7, 140.2)
TSI (5% FEEE) . 1261
TEL) oSl ($EH)
E2) AUCo : $508(H A 5 1K % TOAUC
E3) 66

) ZIWFAVYITSVAIRVEIRT IVEFIRSEOMERE
RERABELGNCTIVLFHI VTS5 HIVE VBT AT IV(ELT. FF)200
pg. 400ug X i2800ug* HEIR I HIE7HEREBAZ S LD | mif
R FF ¥ 1 35 56% 2R (FP i) & TR MR R (Crax) 1 U, 12l
#924~ 338 (AT TA9M) TH > /2o MIFHFFOMEEE (AUCK U Crax) 13
200~800ug D3 5 BIZMOB| A ITITITHFI L THEMU A, Fi, MmIEFFF
BERRERSSHEOBE) ETICERERBIE LA, FF 200ug#® BE K
UCREMAFRS(1HE : B3R5, 5~11HE : 1BIE7EE®RS) LB
MIFFFFOBEHRB RUENEL T A—FIUTDEBVTH S,

100

—e—200ug(1 BH)
-o- 200ug(11B B)
-— &/ TR (10pg/mL)

-~
o

3% PFFREE (pg/mL)
38

25

24
EFE(h)
RSB (CFFERI D200ug %2 BB K U1 H1E7BMMBAR S LR O
MIRPFFEREHE (FI9E +IERE) (RUNBE. 126))

MR SBIE(C FFEAID200u g2 BB K U1 H1E7BMMBAR S LR
MIRPFFOFEYBR/ TS X—

30 36 42 48

#5H Crmax(pg/mL) tmax(h) &V AUC(pg * h/mL)#
#5#H 36.50 0.50 224.6
(1HH) (30.72, 43.36) | (0.25-1.00) (161.6, 312.3)
R&#5H 62.31 2.00 743.8
(11HE) (54.28, 71.52) | (0.08-3.00) (659.5, 838.9)
Fefa] A (5% EREEKIE) . 126
1) gl (E)

F2)18H : 508D 5 B HERROAUC (AUCH)
11HH : #5508 5% 5HBOAUC (AUC-)

() VI - FRZSEOMm-pRE
AR A B 161 VI - FR 50 - 800ug™® % BER AR S U B0 mif+
VIRUFFORMEE/ ST X — 5 RUTO LBV THAH, MFHVIRUFF
BER, ThThRSHR5S RU2EME (PRI F TIZCraxtE L, MmT
FFFO & OIREFI SH2TRIE TH - 7o
7z, RERRALGHICVI - FF 100 - 800ug® % MEIRARS LR i
BRRVIO 70 OMKFEFI K2 SHETH > 2 (SEAT—F )0

RERASBMICVI - FF 50 - 800ugZ HEIMAR 5 L ROMERVIRT
FFOIYEBING X—9

FEEY | Crax(pg/mL) tmax (h) Y AUCo+(pg * h/mL)
VI 424 0.08 223
(351, 512) (0.08-0.08) (177, 280)
FF 71.4 2.00 1015
(58.0, 88.0) (0.08-4.00) (627, 1643)
HEAEAMI (5% EEXE) . 167
1) s il ($EH)

16.1.2 AEXIRRBE
SRR B RE VI - FFUIFFHAIZ REMARS U R OBRZEROHE
EAI (R M BERAT) ZLITOL BV TH S,

[EZIRBBREICV] - FFXFFFEHIZREBAR S UBOMmMEPOVI
RUFFORGER (SRERYEERATIC & DHEE)

i FF

%5). ] Cox AUCo» | Cooa AUCo2
" 1| pymy) | pgobvinl) | %[ emb) | (pg-hvml)
HAA

VI-FF[ T 133 139.1 1 18.0 348.6
25+ 100 (38.7, 243.7)| (117.2, 159.0) (11.8, %6.1) | (2147, 510.8)
VI-FF[ 149 146.1 N 24 605.1
25+ 200 (63.4, 236.1)| (119.4, 168.0) (28.2, 59.7) | (489.2, 871.8)
BA

VI-FF Pl 822
25-100] | 422 165.7 (14.9, 15.6)2" | (226.0, 238.5)&)
VI-FF (39.7, 449) | (160.2, 1714) [ ) 30.0 4716
25+ 200 (29.1, 30.8)8" ] (459.0, 484.2)2

ATl (95%(F X )
1) VI - FFX3FFRARR SR S HH L o

16.1.3 @4EARMMREERE
B EEFRBEEICVI - FFERERARS Ui RO R OHEEM
(REFEMBRERIT) XL TOLE BV TH 5,
BHHEMEREREEICV] - FFEREBRARS UBEOmMEDOVIRYT
FFORRE (SSREAYENERTC X DHEME)

VI FF
&(5). il Crnax AUCo2 i Crmax AUCo2¢
") | | pgymb) | gy | %] egmy | (pg-hvmD

EEIN
VI-FF M 60.7 22.3 m 17.1 255.2
25+100 (28.9, 97.0) | (174.1, 384.0) (8.3, 36.6) (151.4, 422.5)
BHA
VI-FF 280 41.7 257.0 % 11.6 179.3
25+100 (17.4, 85.5) | (147.8, 500.3) (4.3, 30.9) (82.3, 363.7)
ST (O5BREXE)

16.3 9%

16.3.1 9N EH

RERAL6HIZVI S5ug R UFF 250ug % #IRAI S L0 ERREICE
I B3 T BROBA FMIZEh ZhISRUBILTH > (HEAT—5 )o

16.3.2 MRROR/SE
In vitroTOVIRUFFO b MIEEARHEARE, ThEh3. 9k U0%#
?5?7:0

16.3.3 MERFBIT
In vitroT®HVI(50~500ng/mL) R UFF (0.2~5ng/mL) D & kI 1
|Hix, £h2h0.73~0.81 % T0.55~0.67TH > 70

16.4 {8
In vitroRBEIZB W T, & M TVIRUFFIREICYPIA4TRE S i,
VIREIZO-BRT7 L F )b s h iRl AER L, FFES-7)LA X5
HVRFF I — MEINIKIRS Wiz REWAERT 5. [10.88]

16.5 gttt
ERBLASHIICC-FF 2mg % BEREORE U =R ICHAT B 210 R34
EUTEPICHt S, BURHEEORTHRII %KM TH - 720 MR
AGfIICHC-VI 200ug % HEREORS U RIS EICRBEHE LT
FREEHICHRt S N, B EE O REPHRER I En ThRTORU0%TH >
HEAT =)0



16.6 HEDEREHT DEE

16.6.1 ESEAEE TS
HE OB R E (CLer @ 30mL/4 K i) K OBRBEBEAZIFIVI - FF
25+ 200ugx | H1[E7HEBARS L7z, BERAICHATHRSTHED
MEEFDVID Crmax i AUCo- 213 T NZ N8R U56%IENM Ly FFD Crax 2
UAUChuld ZNZNAKIO%E R L7 (HEANT—% ),

16.6.2 FFHSEEE TS
BEROCHEEOF#EEETE (Child-Pugh2 a7 @ AXIIB) K OHEER
FEAEIBNCVI - FF 25 - 20018, EEE O FF#EEE T (Child-Pughz =
7 1 C)8BICVI - FF 12.5 - 100pg#% 1 H1[E7HEMAES™ L 7z BOFF
DAUCe 24l 3 BEEREN T HANTHRARKIMEITHEM L7z, HEETHELK
FFOBZERIIFEERVOEEDOFKEEETE (Child-Pugh2 27 : BX
EC) CTRIRETH 5 7z. BERUHEEOFHEAEE TE (Child-Pugh 2
a7 D AXUEB)ITVI - FF 25 - 200ug. EEOFF#AEE T4 (Child-Pugh
237 : C)IVI - FF 12.5 - 100pg% 7 A% 5 L 72O VIO Cmax 2 OF
AUCIHEREA LEHTH > 72 (SAEAT—%). [9.3.15H]

16.7 EYIMEEIER

16.7.1 H vN3FVY—=IL
B ALSHNCVI - FF 25 - 200ug & CYP3AAHERETH B4, haFJ — )L
400mgx REHRKSG LI ROEWMHEEEHZBE Lz, £OKR. A
#EEDOVIDOAUC K U Craxld £ N2 N651% U22%HE M L. FFOAUC)-2
KU Craxld ZNZN36KU3B%EM L7z (GHEAT—%). [10.258]
FARIOER SN EEFRIE. VI FF 25 - 100pgl BIERAZS THD .
RELMBICBIT HRARSEIIVI - FF 25 - 200ugl HIERAR S TH 5.,

17. BRARANAE

17.1 BEXERURSMICET B 5HER

(REZIHE)

17.1.1 EREESE D186
(R R~PHRICSUMERRDICS - LABATIAEHOMASEZHE
BEC0IFI (HANBESOF 2 &tr) 2 MRICENR L7 1280 BIEAL=
EEMIATHB LERBICB W T, VI - FF 25 - 100ug# 1 H1ERARS
LiBORRITEOEBD ThH 72

VI - FF FF e
5-l00ugl | looug | TTH
ReR54 2.344+0.642 | 2.290%0.617 | 2.334+0.626
(201) (205) (203)
o 2.698+0.804 | 2.611%0.762 | 2.576+0.844
RE1AR (200) (203) (193)
e s 0.354+0.484 | 0.321+0.452 | 0.222+0.468
;;\Z #ieR (200) (203) (193)
0 7T RBLOR 0.172 0.136
[95%(EHEX 1% | [0.087, 0.258] | [0.051, 0.222]
pi® p<0.001 p=0.002
FF 100ught & D3 0.036
[95% EHEXE]® | [-0.048, 0.120]
pf&™® p=0.405

S E + IR 2 (150
H)REE, R—=2 54 VHE, i, IR OFR % RAERE Loy
BT ET IV

BIfFRFEIRSEE X, VI FF 25 - 100ught 7% (14/2016)) Cdh > 70 E
ZEIERE. OfEA > Y 5HE2%(4/20145]) TH > 720

17.1.2 EFHEESE DEEER
EFARICSUIFHEODICS - LABA TIAEH ORI K& LI S BE 586
(BANEE3OH % &Tr) %2 0t RICHEHM U7 248 O BIEAL —EEHAAT
B BGABRICB W T, VI - FF 25 - 200ug% 1 HIEIRAR S U7z KOk
BIIFEOEBDTH-2Y &

TINFHI
N
VI - FF FF f;::é%
25 - 200ugEt 200ugHEE 500y
| F2EHR 58
JR 2.129%40.654 | 2.190%0.676 | 2.138%0.673
(191) (193) (194)
2.538%0.856 | 2.426%0.855 | 2.310£0.769
A" ‘E‘g]/
24 (193) (187) (191)
0.388+0.474 | 0.218+0.495 | 0.173%0.390
iy
hoo |RIER (187) (186) (190)
FEVi [FP S00uglB2EE| o
L) 580 [0.127. 0.204] 0.018
[95% {5 ] ) e [-0.066, 0.102]
it p<0.001
FF 200pght & D 0.193
[95% fEHEXA]® | [0.108, 0.277]
pfE® p<0.001
S ME AR ZE (F150)

F)REGE. N—2 51 A, g, ERIROES 2 REERE LS
BT ET IV

BIVEFAZBUSEE X, VI - FF 25 - 200ugB C9% (17/1976)) Td 7z, E
ZREIERIE. FEREREE3% (5/19761) Tdh > 720

17.1.3 EFRHESE DB
ERE~SRAEICSIUMERAE ~ARICS - LABATIHEHOMRATE S
Wi B & 201901 (H AR NBE 6201 % & 1) 2 RICHEN L 7o A TOEB O EF
AL EERAATRMEEERICHB VT, VI FF 25 - 100ugz1H1ERA

B5 LBOEEORBMERF DY 271, TEOEBVTH-7Y ,

VI - FF 25 - 100ugBt FF 100ugh#
BEEA (F15) 15% (154/1009) 18% (186/1010)
N — R 0.795
[95% fS#AX ] [0.642, 0.985]
pfE™® p=0.036

F)RERE, N—2F4 YOFEVI b 7{E. W5l FEih KOsz SHHE
& L7-CoxlfiiNne— KETIL

F7z, BE536iEZICH TS T TFEVIEOREBRIITROEBD Th o7,

VI - FF 25 - 100ught

FF 100ug®t

N—=274 > 2.216+0.643(1009) 2.19340.640(1010)
5361 1% 2.566+0.826(926) 2.452+0.852(902)
Z(tE 0.352%0.488(926) 0.261+0.499(902)

FF 100ught& Dz 0.083

[95% (EHEIX 5] ™ [0.044, 0.123]

plE™® p<0.001

S fE R ZE (G

H)HER, R—AT74 VE, #iE, RO FREZHALKE L-ks
B ET L

BIFFIASERE X, VI - FF 25 - 100ugBET7%(69/100961) TdhH -7z E
SEIERIE. FEFEREE1%(12/100961) . FEJE 1% (9/100941) . IR
SEE 1 %R (6/100961) . LB REG1 %A (5/100961) A EE#E 1 %o i
(5/100941) . CEH > 2 FHE1 %A (4/10094]) . IZ M1 %K1 (3/1009
Bl)\ 12T FEL %R (3/100961) T - 7.

17.1.4 ERE MR
FUASVE S B B 24301 % I SIS HE R L 7-52EM O I E BRI 5 aBRIC
BWT, VI-FF 25 - 100ugKk VI - FF 25 - 200ugZ 1H1EH# G Lz &2
%, PEFIZESI2EBICEEN RO 5., B 28 C i niz® .
BIMEFRFEIRAEE L. VI - FF 25 - 100ugBET23%(14/60f1). VI - FF 25 -
200 gBET28% (26/93f1) Tdh - 7zo F 7 EIfER L. VI - FF 25 - 100ug
BECHEREES (5/60f]) . IS > D F5ES% (3/6061) K O HENRSE AR
5% (3/606) Td > 7zo VI - FF 25 - 200ugBE CIXOMES > 2 ¥EL14%
(13/9361) . FrEmEES% (5/9361) TH - 720

17.1.5 BAE MR
BN G S i B B 806/ % 4R IC R L 72 2438 0 — B B ik KB IC
BT, VI-FF 25-100ug [HIEHES &SIV A T 0 —)LF > FRgiE -
TINF A Tad VBT ATV (ER. SALM - FP)50 - 250ug 1H2
B4 5% Holt U7 b3 RS R OERICRE 9 2 3HIE B IS 5B RO B
B o 72 [FEVIITE P E (0~ 24R50) O 5 #7172 5 0B LB O
BFIRREERIZE 1 -0.037L (95% (S X ™-0.088, 0.015L. p=0.162)19
BIfEFAFEISEE L. VI - FF 25 - 100ugB# 5% (19/40361) TH > 7z Eix
BITEFE. K19 (3/40301) . F7s RaeE 1 %R (3/40361) Td - 7z.

(I MEAZMATERER (BEREX - MiiE))

17.1.6 EFFHESE MABER
B IEPAZEE IR B 16200 (H AR NBE3T0MI &) 25T HERE L7212
AR O —EEMEEGERICB W T, VI FF 25 - 100pg# | H 1[E] 1238 i
L7 NF7FEVI(L) I, TROEBDTH o7,

VI - FF 25 - 100ught VI 25ughf
REGIEK 80641 814/
B51258% 1.410+0.465(760) 1.391+0.476(750)
ZLg 0.117+0.215(759) 0.082+0.212(749)
VI 25ugBE & D 0.034
[95%{EHEX fE] ™ [0.014, 0.055]
G p=0.001
9 + AT AR 2 (15

F)EEE, ARE(E) . N—A T4 U, Hill, REH. kEH &R
AT A MEORENER KbEH LR EHOREEREZHBEEHE Lz
RERIEET IV

B SIS IE. VI - FF 25 - 100pghET2% (20/806f) TH > 7z E

sEIERE. ORER > Y 5 RE1 %R (4/80661) b5 R F 1 %K

(3/806%1) TdH -7z,

17.1.7 EAE MAEHER

181 EAZEME IR B R 1870 2 W RICEHE L /-52AM 0 —EEHMEMNRS

AERICBWLT, VI~ FF 25 - 100ug(60f) Z 1HIEKRS Lz & 25, a8k

%@ LFEVIOSE SRS D o

BIVEFIFIABERE 1L, VI - FF 25 - 100ug BET20% (12/6061) TH > 720 E

ZEIERIL. FEREL0%6/606) . FRAHERE DL F ) — LA 3% (2/60

) cd o7z,

17.1.8 BAE MR

181 FAZE M iR B R 162200 & PRI SE M U 72 52B R 0 —E B AR H i Bk

1BV, VI-FF 25- 100ug |HIEHESBHTOFRSEXIIEEOBME



FAZEMEITREORBRRO U A7 (FEEN S EEOBBERFAERR) .
T§®t£ O?ﬁ?tm o

VI - FF VI
25 - 100ugBf 25ugdE

FERIE 4035 409451

e 0.70(401) 1.05(407)

FHRAEL 0.66

[95% fRE X 18] = [0.54, 0.81]

piili= p<0.001

wAE 34%

[95% R X IE] = [19, 46]

L) SN F I (120

F2)EE. A7) = BOBERR(E), XR—25 41 > ORBEE
(3518 B 0 551 OFEVIO TRl 120 3 28] &) RO 2 585
THE L, WEEEONSEEA 71y VEHE LEEO_TEHERET
v

BIfEFASEBISAREIZ. VI - FF 25 - 100ugB T16% (64/403f) TH o700 E
ZEWERIZ. CREH > Y FEET% (29/403(1) TH - 720

17.1.9 S5 E MAEHER
1B P S A i R R 16330 2 S R L S 0 — EE R R
IZBWVT, VI-FF 25 100ug 1H1EHRSHTOPEE I HEDO B
FAEEREEOEBRRO ) A7 (PHE L EEOBBEMAERR) X,
TROEBDTHo1Y ,

VI - FF VI

25 - 100ug 25ugiE
KEBIE 403 4095
SRR RE 0.90(401) 1.14(402)
R R 0.79
[95% fE#E X181 & [0.64, 0.97]
piili® p=0.024
wAE 21%
[95 % {3 #E X fH]] & [3, 36]

) B/ RS (1)

F2)FEE, AV =V VROBERR(E), R—RT74 Y ORBESE
# (%51 H B 0 551 OFEVIO TRl 10 3 28] &) RO 2 585
THE L, WEEEORSES 71y VEHE LAEEO_EHERET
v

BRI SEBISEEIX. VI FF 25 - 100ugBT17% (70/403ff) TH - 70 X
ZEWERIZ. CREH > Y 55E8% (32/403() TdH - 7o

17.1.10 ;855 MAREER
PR S i AR BB S 10 2 3 RICEMEL A VI - FF 25 - 100ug 1HIE
5 ESALM « FP 50 - 250pg 1 H2@E# 5% Hil L = —EERHBRRO
#. FEVIINEFAS (0~ 24B5) 0 Z{LRICB W T, BEHMICERE
AER & iz [FEVIIIE M (0~ 2458 o 5hiH 5 0Bt ROEE
FAREEFZE  0.080L (95%3#X0.037, 0.124, p<0.001)1? ,
BIfEMAFEBRSE . VI - FF 25 - 100ugBf 3% (7/26061) TH - 7zo T
TORIER ORISR 1% (ZhEnl/2606) TH Y, OEH V¥
iE. BSHERZ. WEEAH. FERE. BBRdRE. RiEX, B3 5
mus%, A, R, ¥ OEERTH-7,

17.1.11 ;B85 MR
B2 R RSP 2 R RICEML A VI - FF 25« 100ug 1HIE
5 ESALM - FP 50 - 250ug 1H2@E#5 % Hilt L —EE R RO
R, FEVIIIEFH (0~ 245 0 Z{LBIC BT, #E5HEICHERS
3B Sz o 7= [FEVIHIE R (0~ 24858 3% Sai 5 5 OB LR O fERE
TEIEEAEZE 1 0.029L(95%(Z#XM41-0.022, 0.080, p=0.267)1"
BIfERFEBSEEIL. VI FF 25+ 100ugB T4%(11/259f) TH 70 E
ZEIWERIZ, D > VS HEL% (3/2596]) TH - 7o

17.3 Z0ith

17.3.1 DEBEICHT IHE
BB A B L3IV - FF 25 - 200ug i VI - FF 100 - 800ug® #1H
IE78ME,. REMAZS LABEOQTCFEBOR/N_FH{l0 75+
R EDE(RTN%EFEXE _EMRAN) i2. VI FF 25 - 200ugBni% 5430
434.5(6.9)msec, VI - FF 100 - 800ug® B0 54305 79.6(12.0)
msecTH o> (HEAT—4). [10.2, 13.155]
E)FAIORBESNSERARE, VI« FF 25+ 100ugl BIERARSTHY,
SEIRRICBT AREAFSEIZVI - FF 25 - 200ugl BIERAR S TH 5,

18. IR

18.1 {EFRHERFE
FFREMINLFaRTOAS FO—FETH Y., REET A M A VEED
Hl, FAEEARROMEE, LRl RERCITFRIRBEOMHISD
ER 2 UTHRAEERZRTY . VIREREEBRRA LH A TH
D, TTFoVEY Y 7 —E2ER(ELBRAOERRT T ¥ v—) VBR%E
BMESEAHET, REXFEHEMBESES,

18.2 FUNIE(ER
b FERMmMEAZERE A izn vitroffRIRERIC B VW T, VIRFFO TNF-a
BRIL-SRHHRfER 2R Lz,

FFR 7 v FOIRET LT I Y FRHFRRBNEE 7 VEOHEBO T L
LE—FEREFIVICB AR E2ME LY

18.3 MEZIWECH T 3 VIDOIER
VIZELEY PAOHEREII LY b 27 3V BRESELIUE 2760
ITHNE Uiz,

19. BRI ICBT REFNAR
(E5Y70—)v U7 Z)UEEEE)

—{¥ BT ¥ I Fu—IL kY 7 = Z)URERRIE (Vilanterol
Trifenatate)
4-{(1R)-2-[(6-{2-[(2,6-Dichlorobenzyl) oxy] ethoxy}
hexyl)amino]-1-hydroxyethyl}-2-(hydroxymethyl)
phenol mono(2,2,2-triphenylacetate)
C24Hx:Cl2NOs + CxoHisOz2
774.77

ft % #&:

5 F A
5 F RBR:
{bFER

~y QO O
HO, H H
" o)
E e .
P AP B
HO a

53 R:BEOHERTH S,
(IWFHAIVISVAIRIBERIZATIL)
—RRBIE : TNFHYV 2T 52 HIVE VBRI AT ) (Fluticasone
Furoate)

{t % % :6a,9-Difluoro-173-[(fluoromethylsulfanyl)carbonyll-113
-hydroxy-16a-methyl-3-oxoandrosta-1,4-dien-17c-yl
furan-2-carboxylate

4 F R CzHuF306S

5 F B :538.58

(b

o)
\ /
# R BBEOBETH S,
21, EEBRRMY
B3R U R 7 BHEHE 2 RED L, WEITEBETHI &,
2. aF

(LILRF710T Y FI14RAR)
AR LA, SRAIAD ] X1
(LILRFI10T Y FF30|BAH)
30MARLR LA, SHRAIAD] X1
(LILR7200TV FF14BAF)
ABAR LR LA, SRAIAD] X1
(LILR7200T U FT30RAR)
30MAR LR LA, SRRAIAD] X1
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W& 58 & OVRE R 35 FHRED
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1.9 —MBHEMICRLIXE
191 JLFAYVUTOAEAVEETIRTIL
Japanese Accepted Name for Pharmaceuticals (JAN) :
(HER%) 7Ty et e xr
(#4)  Fluticasone Propionate

b4
S-Fluoromethyl 6a,9a-difluoro-11p-hydroxy-16a-methyl-3-oxo-17a-propionyloxyandrost-1,4-
diene-17p-carbothioate (IUPAC)

International Non-Proprietary Name (INN) :
fluticasone

1.9.2  HRILETE—IL T TILERIEKIY
Japanese Accepted Name for Pharmaceuticals (JAN) :
(AARLL) RAET 10— )L 7 < LB KT
(#4)  Formoterol Fumarate Hydrate

b4
N-(2-Hydroxy-5-{(1RS)-1-hydroxy-2-[(1RS)-2-(4-methoxyphenyl)-1-methylethylamino]ethyl} -
phenyl)formamide hemifumarate monohydrate (IUPAC)

International Non-Proprietary Name (INN) :
formoterol
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534 BREENZPD)HBRHEE
53.4.2 BEICHITHPDHREBR UPKPDRBRKREE
A single (assessor)-blind, randomised, three-period, cross-over study to
. ® . ~
53.49-1 FLT2504 compare the safety of ﬂut;f(-)rm plYID.I, ﬂutfcasone pMDI, and 201442 H i - _
beclometasone Autohaler in paediatric subjects aged 5 to less than 12 years 201446 A
with mild persistent asthma by means of knemometry
535 HPURUR2UERBESE
5.3.5.1 BEF T HEEICHT A HBNBHEBEHSBEEI WD)
KRP-108 5511148 LLBERER 2017T4ETH ~
5.3.5.1-1 KRP108P-A301 —/NRRE G R BE LT RELZKRP-108DIEE R, EHAB, JnA Eslg FFAM -
N ] 2018%F7H
TS — AR —
An open, randomised, parallel group, multicentre study to compare the 2007445 ~
5.3.5.1-2 FLT3502 efficacy and safety of FlutiForm™ pMDI vs Seretide® pMDI in paediatric 20074128 wo B2 —
subjects with mild to moderate persistent, reversible asthma
A double-blind, double dummy, randomised, parallel group, multicentre
study to compare the efficacy and safety of Flutiform pMDI with fluticasone | 201283 H ~ | | = .
33513 FLT3506 pMDI and with Seretide pMDI in paediatric subjects aged 5 to less than 12 | 20134E9A W | EH
years with moderate to severe persistent reversible asthma
5352 FXNBHREBES
KRP-108 %5111 185 #i3tEk 201747 5 ~
53521 KRP108P-A302 | —/NRAUEHHh8 BEL KB ELIKRP-108 O ER . JEXHE, BHIR Er | 5 -
! 2018%E5H
HRBR—
FLT3502 Extensi An open-label, multicentre extension study to collect safety data on )
xtension ~1 -
5.3.5.2-2 phase FlutiForm™ pMDI longterm treatment in paediatric subjects with mild to ;&% I s | R -

moderate persistent, reversible asthma
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5.3.5.3-3 - KRP-108PFERCTDAEALIT B8 5 Fe AR AT 3B <55 3 [E> - - - -
5354 ZOORBHREE
) An open-label, single dose study to assess the lung deposition of Flutiform® |2 ~l % .
33541 FLT1502 pMDI 250/10 pg (500/20 pg total dose) in healthy and asthmatic subjects. %H st 2%
A double-blind, randomised, incomplete block, crossover, placebo-
controlled, dose-response study to assess bronchial hyperresponsiveness and { 20094108 ~| . N _
3:3.34-2 FLT2503 airway inflammation effects of FlutiForm® pMDI low and high dose in adult | 2010474 s %
subjects with mild to moderate asthma
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537 BET—2—EBERRUEHER
5371 FELHRBROEH—ER
5.3.7.1-1 KRP108P-A301 ' . - Er | -
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5.3.7.3-2 FLT3502 - - HES AT —
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541 JENTTEG, RHRE, HREARE. AP, VER 22 mdFsh. BRI T 50 S R FEREERFIA 2011 — Asthma Insights and Reality in 253
' Japan : AIRJ2011—. 7T L /L% — - fafF. 2012 ; 19 : 1562 -70. '
542 Palmqvist M, Persson G, Lazer L, Rosenborg J, Larsson P,Létvall J. Inhaled dry-powder formoterol and salmeterol in asthmatic patients: onset of 5.4
' action, duration of effect and potency. Eur Respir J. 1997; 10: 2484-9. '
5.4-3 Kuczmarski RJ, Ogden CL, Grummer-Strawn LM, Flegal KM, Guo SS, Wei R, et al. CDC growth charts: United States. Adv Data. 2000 ;314: 1-27. 22%54;?1
5.4-4 L@, WARIEDOABC. ARREE 7T « VB Y F—3 g %856 2015 ; 25(1) : 47-52. 2.5-6
5.4.5 Johal B, Murphy S, Tuohy J, Marshall J. Plume Characteristics of Two HFA-Driven Inhaled Corticosteroid/Long-Acting Beta2-Agonist Combination 25.7
' Pressurized Metered-Dose Inhalers. Adv Ther. 2015; 32: 567-79. '
5.4-6 BRI WEEMEND RIZ7NVT 4 74— OF M. WAL 2014 ; 6 : 34-40. 2.5-8
5.4.7 Siroux V, Boudier A, Dolgopoloff M, Chanoine S, Bousquet J, Gormand F, et al. Forced midexpiratory flow between 25% and 75% of forced vital 25.9
' capacity is associated with long-term persistence of asthma and poor asthma outcomes. J Allergy Clin Immunol. 2016; 137: 1709-16. '
5.4-8 Advair HFA. Division Of Pulmonary and Allergy Drug Products (HFD-570). NDA 21254, GlaxoSmithKline, Reference ID 2965791 2.7.2-1
TTGU) e ARATFGA MRS, TRET 2507 A AH A28 AR, TR 72507 A A A0 AFH, 7R=7125=7 > — /L1200 AH., 7R=7
5.4-9 1007 A AH A28 A, TRZT 1007 A AH A0 A, 7R 75007 4 A A A28 A, 7RET75007 4 AHA60% A, 7RE=T750=7 Y — 2.7.2-2
V1200 AF, 7R =7 25027 — L1200 AR isA S0 E[20194FE2 A ST (G 3IR)]
5.4-10 Juniper EF, Bousquet J, Abetz L, Bateman ED, GOAL Committee. Identifying 'well-controlled' and 'not well-controlled' asthma using the Asthma 2732
' Control Questionnaire. Respir Med. 2006; 100: 616-21. o
Juniper EF, Svensson K, Moérk AC, Stahl E. Measurement properties and interpretation of three shortened versions of the asthma control questionnaire.
5.4-11 - 2.7.3-3
Respir Med. 2005; 99: 553-8.
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5.4-12 Juniper EF, Guyatt GH, Feeny DH, Ferrie PJ, Griffith LE, Townsend M. Measuring quality of life in children with asthma. Qual Life Res. 1996; 5: 35- 2734
. 46 7.
5413 Rittig S, Kamperis K, Siggaard C, Hagstroem S, Djurhuus JC. Age related nocturnal urine volume and maximum voided volume in healthy children: 2742
' reappraisal of International Children's Continence Society definitions. J Urol 2010;183(4): 1561-7. o
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