FYILO—100T ) T2 14IRAF
TYILTO—100T ) TR0 A
ICE89 & H
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DEFBEICRIATHZ LIXTEERA,
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1.5. EEXEIRROEEBRUFEREORERE

1.5.1. AKBEIZE>-ER&

ARHEFEIL, BMEPAZENERTZRE (COPD) DIpEdEe: L TRART oA N (ICS) ThHD
TNTF ST T HIVR R ATV (FF) | EREMERMEL AT ) 2 FIRFEHTE
(LAMA) TH2H U A7 U T=v L8l (UMEC) KORRRIVERME B, A
(LABA) ThHHEZ T r—/L Y 7 x=VEEE (VD) O 3 AEE AR KA
(FF/UMEC/VI) 12425 6 D TdH 5, FF/UMEC/VI DELE RS % & T EA K& O 2 AR A HI D
AFNZFIT 5 COPD Zxtg & Lo A&GRIRI 2 % 1.5.1-1 127,

# 1.5.1-1 FFIUMEC/VI DEREHA ST EA RV 2 AIREFIDOERIRIZH TS COPD %

&R E L-RBIRR
WrE4 By (HE) kS 7RI
;j:giig;igﬁgﬁ% UMEC/VI (62.525ug) | 1[E11 %A 2014 47 J
ii;;iiiggﬁi%;izggf% UMEC (62.5 pg) T TA | 201543
iﬁi;iﬁgig;igg%ii FE/VI (100125 pg) TETBA | 20164 12 A

FF/UMEC/VI (XU F*Z®L 4% KT A4 "y X —lk A# (NDPD) # Wb, 2
DOWAZHAL 2 DOME T NI =T LFOA N v 7RETAINTEY, 14114558 L<
1305y (7Y 22 —=281{% L<IX60 ) OFEGNARETH D,

— DAY v T DT Y AL =TI LT2 FF R OB KT OIRA BRI E £,
H)—HDARNY) T DT Y AZ—|ZIE, Mk L7 UMEC, kL7 VI, X771V
fe~ 720 AR OFHBEKRF DOIRGMAEDB R TAINTND, 1HIOBAIZLY, 2250
2RV T ENENT U AL —1J53 ORNEWHFEIRHIHHE SN D EEIZ 72 > T D,

Lo, ENANCTERE L7 BRARRBR O R 5. COPD B IZxtd 5 FF/UMEC/VI O ZhE
K OB EMEPHER S22, COPD IZkT 2 HEEARAH L LTH 1512 1R LN
I CTHLEIRGEARBHFEEZITH) 2 & & Lz, F72. FFUMEC/VIIE, FEEMD BT TAS
NIZ22o07VAZ—=ZA M) v TEHERHRARTHLZY TXICNERL IR ET5Z L1
L VEER EOFMEELRET IR-AITHY . Fik 16 4F 2 H 13 BAHIERFEAFRE 0213005 5
(% MR OBIRMZONWT) 1IEE2S&, IFy MR L LTHEZITI DO TH D,

k. ARHEEEEHNCBVWTIZ, FF/UMEC/VI OELE RS % &t e BAHK K Y 2 FIBLA I o4& R

BT LR BRI 113 223252 & L, CTD & 3~5 S~ D HFE DIRAT 24 1
T 5,
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£ 1.51-2 KXHREAR

AR5 FUNALT—=100 =Y 7 Z®14 g AH
F UL —®100 =) 7 Z®30 A

ZhRE -« WA 1B MEPAZEMEITER R (BMERE XK - MiXUE) OFIER O (BARXATrA R
A, ERFREWEMAMER AT =2 U A K ORI REVE PRV B 1A O GF FH 23 24
B GA)

k- HE B, AT I AP —100= ) FZ 1LRA (DAVFHS T T R
BT AF AL LTI00pg, YAZ VD= hb LTS5 pug KOEF 7 u—
e LT25ug) Z 10 1 EWAEET D,

1.5.2. COPD DFBRUVARICEITS 3FGRABRENLE DI+

COPD 1%, KUEHAZEDTUHEZ FFH & T D HETIEDOEB TH U | BIEOKHE, W DN,
I R e WA O R gtk 28 BRI (9%, COPD 1, JBEOATEOE (QOL) %
FELLIERTFS®LET TR, Bl 0EECEMERE, REAR, FEREE, 0HFET 200
BB EET 52 L H 20, COPD OB —fEA0Ic, HEEEHEOEFAZMNE L35 H
R EEBNOFP 2R T B OIER OB TH D &L SN TEY, COPD OHEEIZ LD
COPD 35 D QOL K ONWFWAERENME N L, Em TR NE(LT 5,

HYEEIL, COPD B OIER L O QOL Dk, EEMARE & FIATEEMMED M £ (RO
HERR) MOMEEO TRHICAERATH 5,

GOLD A K7 A > ® COPD DEFRIZRHT HIETIL, COPD DEIE Y R 7 N\ WO ABRE 1T
L. LAMA, LAMA/LABA X% ICS/LABA (2 L 2 iBW BB L CEM L T < B 72
IRIEFIEDHESE S LTI VD [GOLD, 2017], & HICHIER A LG4 1X, KEMERAN 2 5
T2 BN D15 E~ L kT2 2 E R HERE I TV D, JRS IZEWTIE, LAMA XX
LABA B DIEHR A B U, IR DA 07056 I3 hAl 2 02 2 L R S
TW5, £/, BEZEVIKTEAICIE,. LABA &)/ ¥ LAMA (212 T ICS DB
EBRET DI EPHER STV AIRS,2013],

L7235 T, 2 FIPFA#E (LAMA/LABA XUE ICS/LABA) 12X - Th7pioi i v K
FTHEICH LTI ICS T LAMA % X 5B INT % 3 AIOFH#EIEEIT H LEER S D &5
ZbHivd,

728, 2018 4E 4 AIZHGET SN AF D COPD A KT A > Tl MEBIREOEHNE 2
5555 (Asthma and COPD Overlap) 1% ICS ZffH 7 % & 4TV A[JRS COPD, 2018],

COPD OVRFITEMIC O 0 | 7 OBEOZL ILETh VOB OHEIC KT 2 O3
a2 L T 7od, IRFEESFRCIREMGERER ED7 N T 7 v A0 m BIXBAF 72165
REGEDIZDICEETH D, BIE, COPD B L LTIk, LAMA HANZMZ T
ICS/LABA BELA#]. LAMA/LABA ELGAINZNEEEMIRSNTEBY, F1 T 2 AlEAH
DXL, COPD {RIEICBIT AT Re T 7 A LI —ERERFE L TX7z, LLRnb,
BLAANC X D 2 FIPFHIRIEIC W T h 2 8 0 IR BE T0 L TIRRE DB Z B 8T 5
e, BOT ReT7T 7 AMETORBENELD Z Lic D, T7hbh 3 HOWASKE G
BH7=DIiE, BURTIZR/Z2 S 2 2OW ARG Z AW e T b7, GOHEICRHT 2803k
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FOERSHBEST 2 &, 1EHIT 2 FIEA A AR TERE2 O L 72D, TREOBEMES
X7 ReT7 7 AMETFORK E2D | fERE L TCOPD OEFICHEL 525 2 L BNBE
&N 5A[Yu, 2011a; Yu, 2011b],

3 FIOF AR T EIEE O\ COPD BF I AL SN TS Z Enh, H—l A
ZRIZE D ICS, LAMA }2 ' LABA OW A G- 3AJREIZ 724X, COPD DiRfmNdE S D 72
TR, BEORMEMENA ETHZETT Re 7T 7 U ARKESH, FELE LT COPD
OEBEHLUESIND Z E0NH/RIND,

FF/UMEC/VI 1%, BEA&KGR COPD IB¥# 3T 5 FF/VI L N UMEC/VI OELA By % H— 0D
WA Y T HICHE L — R L L2 3FIRARICTH Y . 20 HESBEIEARO 2 FlE A Al &
RS 1THIBETHD, 20D, BEAROT /—ax ) 77X IV ARXT U FHZNnH0
AT 7Ty AR L TEL, MASRKOHIEEZEZ D Z & 3HIFHBECRBIT T2 &
DIA[EE L 72 5, FF/UMEC/VIZ, 55 T AHEFRE [RGB ORE R HHE Y 27 OE vy COPD
BECHT DIRBEOB IR & 70D Z ERIFE S, ETH—OWAZRE W= 1 H 1
[B]#% 5-00 COPD {6 H# % FIRRIZ T 2 & W O FMEMEDOBLE D b A HRHEAITH DL LEZ BN
Do

1.5.3. BROBER

FF/UMEC/VI OB Z B L LT, ERARIEEER 2 3B (CTT116415 505 K& O 200587 7
) 2220124 12 AKON2013 47 A K0 FEhi L7z, & N AHRBRZ G 5 IcH 7
D, 2 S DOEEEEHAER O T & FF/UMEC/VI OECA LSy D45 BLA KO8 2 HIld A 0 i5R
fERL % b &2 FF/UMEC/VI O &R E 41T >7-, CHMP, FDA K (XPMDA & #i# Lo
IS IS & HEREOMEYINEEE T FF/UMEC/VI % W 785055 11 R 2 F i
L7z, BATIC, ERRBHZE O Z N K OV H RO ZNZIIUZ OV TR T 5,

1.5.3.1. BNCEITHRDEE
1.5.3.1.1. RR N

- e o s
- =ene e
I - <.
]
Bl caEnEsn,  (2516.1)

Lt i Loss ., I > > [ -5
DOEEEPEDSRRGE S AL, 2016 4E 12 H12 CTT116853 745 # A5 . UMEC & FE/VI O0FH
2B % 2 3B (200109 7B K2 00 200110 A5y # 5 & 078 S0 AR FE 21T 0
2017 A 11 ATRREZ B LT,

D%k, FEE K OEE O COPD HEOMF MR B 2 FEFHMIEE & L7 KB
I FHE BRI FERER (CTT116855 #lR) OFSRN/TEONT-Z LD, ENROEE Z BHHY
& LT 2018 4F 2 HIZ AR ARHFE ATV 2018 4F 11 A IZAGR S 7z,
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1.5.3.1.2. *E

L REI  GJWNEEARSE
N, - > . fife A 75 7= = &
e 0 EesE |
| B EE 0 [ESTiPININAE
I
e B
I - 9 SN T AR DL

(25.1.6.2) .

RNl 0 B PIrESIwls
FE/VI ZAE ] L CWTEINRE 2 2 &35 IEIREIZ UMEC & FE/VI 2G-S T
% COPD M DMERHRIEIT R T 2 KGR HFE 21TV 2017 4F 9 AlZAR Iz,

Z D%, CTT116855 B DS FAT IS X KR PAZE~DIRIEE K O COPD  HEHE DI % Ji# )i
ELTEBMT R, EEDROLEEEZ BN E LT2017 4 11 Al A FAGRHEEZI T
2018 4= 4 AIZEKGR STz,

e, I 5. I < . [

— s
I

1.5.3.2. ARICHITHRAREDORRE
A3 % FFUMECVE © coPD a4 & Li-pisatmici L. [+l

pmpA & 5 7o) D -

25.1.63) . PMDA ¢ oo %, [ - o
. s ocs0 7 [ . <
PMDA oS a2 -t on Tz, 2. [
il 00000 Eeas [ESASeNEEa R
KT = Ry r =IO TEZIF AR LN,

PMDA DB TS & A TOD FF/UMEC/VI DGRBS 2 Bith L=, & DOt R,
CTT116855 ARBRIZ I\ THEFHIE B Td 5 P EEE K OEEE D COPD FHHE DR FE IR
B L TR EMICIBWT UMEC/VI KON FR/VI TG A EEME DS EE S 4L, FE/UMEC/VI O
WHEIC L DH TR By T A LRO LN otz £o, BAANE 2KREMOM A
R OV PRI B W T, BRMICER DO H D RIEAITERO b, BAANCEITS 528
B G DL e BRI bR ST,

T, AL, S I AHERRLFERER CH 5 200812 FRER A/ CHZIZEHH S =2 L
O, AANCEALTEVZDAERANT —Z ZFDT2DITARIND BB L7z, 200812 75k
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XY

BAFE T & O OBEZIZ DWW TR, 5 2 FiCOYMENEDORHLT 4% 1.5.3-1 TR L,

AEIZBWTE, BEOHZOTHR, 721

TR A ENET D,

F o, BAOBER %K 1.5.3-1 1277,
#= 1.5.3-1 F1E (5) ICHT2RBDE 2 HI2H TS HIGAT

1E8 (5) ICRE#T A2NE 0 RO RS T
awD®ﬁ%&Uﬁﬁ 2.5.1.2 COPD DJFHE K ORI
AHFEZBT DEIRT — X Ry r— 2.5.1.5 fife R BF 8 B 1 e
$ﬁ®ﬁw@ RIS < A RAMICEET A E0#k 2.5.6 NRET 4w hEYRATIZET D
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1.5.4. EBEETRELS DO EAFEKR
FF/UMEC/VI 1%, && XM B4R 2 a2 M L VA AR TEH CTh 5,

1.5.5. SEH

Global Initiative for Chronic Obstructive Lung Disease (GOLD). Global strategy for the diagnosis,
management, and prevention of chronic obstructive lung disease. 2017:Available on request.

HAM: #5852 (JRS) COPD #A K7 A 5 4 {ERRZEE . COPD (&M PAZEMEME )
2 L IBRREDT-DD T A KT A . 4thed. I AT ¢ J1/L L ¥ = —4t; 2013:Available on

request.

HAM: #5852 (JRS) COPD #A K7 A 5 5 fEKRZEES. COPD (12ME:PAZEMEMEE L)
2 L IBREDT-DD T A KT A . 5thed. I AT 1 J1/L L ¥ = —4t; 2018:Available on

request.
Yu AP, Guérin A, Ponce de Leon D, et al. Therapy persistence and adherence in patients with chronic
obstructive pulmonary disease: multiple versus single long-acting maintenance inhalers. Journal of

Medical Economics. 2011a.

Yu AP, Guérin A, de Leon DP, et al. Clinical and economic outcomes of multiple versus single long-
acting inhalers in COPD. Respiratory Medicine. 2011b.
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1.6. SEICHETSERAKRAEEICEATIEN

AFNE, KENZIBNTIX 2016 45 11 H 18 HITBMEPAZEMMGZE (COPD) OIR#HE L L
THFES A, 201749 A 18 HIZAR S NTc, KILHZE~OIEHE K O COPD HE D/ %
Wity & L CEMT <, REROEEZ L LT 20174 11 A 21 BIZ—HZFH &R
ATV 2018 4F 4 H 24 HITAR I NIz, FZRINIZISWT 2016 412 H 2 AIZ COPD
TERIEE L CTHIFES L, 2017 11 H 15 BISKAR I, e RoZE A2 HIE Liz—
BT AKGRHEE A 2018 £ 2 H 13 HIZATW 2018 4E 11 A 5 HIZKR ST, AR D 15 DEH

XIFHI TAGR S LTV %,

(2019 4 1 HHAIE) .

K K OWKINIZ 35 1) 2 AFIOAGRIRI A 1.6-1 ([T T,

ELAHTIE, DITOERZIRMT LT,

1.6.1
1.6.2

KENZ IS 2 WA SCE O JFE SO U
BRI 33T 2 TRAT SCE D JFS0 R OnER

g_\llju

1.6.3 {2dEsT—4% 32— (COMPANY CORE DATASHEET) MDJF

micrograms inhalation
powder, pre-dispensed

#& 1.6-1 RERURUMNIZEH T HEBRIT (2019 £ 1 ARE)
E4 |kt BhRE « ZAR K OE - &
S TRELEGY ELLIPTA |&h%E « #hE .
(fluticasone furoate, TRELEGY ELLIPTA is a combination of fluticasone furoate, an
umeclidinium, and inhaled corticosteroid (ICS); umeclidinium, an anticholinergic;
vilanterol inhalation and vilanterol, a long-acting betas-adrenergic agonist (LABA),
powder), for oral indicated for the long-term, once-daily, maintenance treatment of
inhalation use airflow obstruction in patients with chronic obstructive pulmonary
disease (COPD). TRELEGY ELLIPTA is also indicated to reduce
exacerbations of COPD in patients with a history of exacerbations.
Mk - &
For oral inhalation only.
Maintenance treatment of COPD: 1 inhalation of TRELEGY
ELLIPTA once daily.
BN | Trelegy Ellipta 92 e - AR
micrograms/55 Trelegy Ellipta is indicated as a maintenance treatment in adult
micrograms/22 patients with moderate to severe chronic obstructive pulmonary

disease (COPD) who are not adequately treated by a combination
of an inhaled corticosteroid and a long-acting f2-agonist or a
combination of a long-acting 2-agonist and a long-acting
muscarinic antagonist (for effects on symptom control and
prevention of exacerbations see section 5.1).

M - A&

The recommended and maximum dose is one inhalation of

Feb 05 2019 15:20:13
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Trelegy Ellipta 92/55/22 micrograms once daily, at the same time
each day.

If a dose is missed the next dose should be taken at the usual time
the next day.
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
TRELEGY ELLIPTA safely and effectively. See full prescribing
information for TRELEGY ELLIPTA.

TRELEGY ELLIPTA (fluticasone furoate, umeclidinium, and vilanterol
inhalation powder), for oral inhalation use
Initial U.S. Approval: 2017

--------------------------- RECENT MAJOR CHANGES ----------meemememeee e
Boxed Warning Removed-4/2018
Indications and Usage (1) 4/2018
Warnings and Precautions, Serious Asthma-Related

Events — Hospitalizations, Intubations, Death (5.1) 4/2018
Warnings and Precautions, Pneumonia (5.5) 4/2018
Warnings and Precautions, Cardiovascular Effects (5.12) 4/2018
Warnings and Precautions, Glaucoma and Cataracts, 1/2019
Worsening of Narrow-Angle Glaucoma (5.14)

--------------------------- INDICATIONS AND USAGE

TRELEGY ELLIPTA is a combination of fluticasone furoate, an inhaled
corticosteroid (ICS); umeclidinium, an anticholinergic; and vilanterol, a
long-acting beta,-adrenergic agonist (LABA), indicated for the long-term,
once-daily, maintenance treatment of airflow obstruction in patients with
chronic obstructive pulmonary disease (COPD). TRELEGY ELLIPTA is also
indicated to reduce exacerbations of COPD in patients with a history of
exacerbations. (1)

Important limitations of use: Not indicated for relief of acute bronchospasm or
the treatment of asthma. (1, 5.2)

e For oral inhalation only. (2)
e Maintenance treatment of COPD: 1 inhalation of TRELEGY ELLIPTA
once daily. (2)

--------------------- DOSAGE FORMS AND STRENGTHS-------—--------—e———-
Inhalation powder: Inhaler containing 2 foil blister strips of powder
formulation for oral inhalation. One strip contains fluticasone furoate 100 mcg
per blister and the other contains umeclidinium/vilanterol 62.5 mcg/25 mcg
per blister. (3)

CONTRAINDICATIONS
Severe hypersensitivity to milk proteins or any ingredients. (4)

----------------------- WARNINGS AND PRECAUTIONS-------=-mn-mmmmmmee -

e LABA monotherapy increases the risk of serious asthma-related events.
5.1

e Do not initiate in acutely deteriorating COPD. Do not use to treat acute
symptoms. (5.2)

e Do not use in combination with an additional medicine containing a
LABA because of risk of overdose. (5.3)

e Candida albicans infection of the mouth and pharynx may occur. Monitor
patients periodically. Advise the patient to rinse his/her mouth with water
without swallowing after inhalation to help reduce the risk. (5.4)

e Increased risk of pneumonia in patients with COPD. Monitor patients for
signs and symptoms of pneumonia. (5.5)

e Potential worsening of infections (e.g., existing tuberculosis; fungal,
bacterial, viral, or parasitic infections; ocular herpes simplex). Use with
caution in patients with these infections. More serious or even fatal course
of chickenpox or measles can occur in susceptible patients. (5.6)

e Risk of impaired adrenal function when transferring from systemic
corticosteroids. Taper patients slowly from systemic corticosteroids if
transferring to TRELEGY ELLIPTA. (5.7)

e Hypercorticism and adrenal suppression may occur with very high
dosages or at the regular dosage in susceptible individuals. If such
changes occur, consider appropriate therapy. (5.8)

e If paradoxical bronchospasm occurs, discontinue TRELEGY ELLIPTA
and institute alternative therapy. (5.10)

e  Use with caution in patients with cardiovascular disorders because of
beta-adrenergic stimulation. (5.12)

e  Assess for decrease in bone mineral density initially and periodically
thereafter. (5.13)

e Glaucoma and cataracts may occur with long-term use of ICS. Worsening
of narrow-angle glaucoma may occur. Use with caution in patients with
narrow-angle glaucoma and instruct patients to contact a healthcare
provider immediately if symptoms occur. Consider referral to an
ophthalmologist in patients who develop ocular symptoms or use
TRELEGY ELLIPTA long term. (5.14)

e Worsening of urinary retention may occur. Use with caution in patients
with prostatic hyperplasia or bladder-neck obstruction and instruct
patients to contact a healthcare provider immediately if symptoms occur.
(5.15)

e Use with caution in patients with convulsive disorders, thyrotoxicosis,
diabetes mellitus, and ketoacidosis. (5.16)

e Be alert to hypokalemia and hyperglycemia. (5.17)

ADVERSE REACTIONS
Most common adverse reactions (incidence >1%) are upper respiratory tract
infection, pneumonia, bronchitis, oral candidiasis, headache, back pain,
arthralgia, influenza, sinusitis, pharyngitis, rhinitis, dysgeusia, constipation,
urinary tract infection, diarrhea, gastroenteritis, oropharyngeal pain, cough,
and dysphonia. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact
GlaxoSmithKline at 1-888-825-5249 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS:

e Strong cytochrome P450 3A4 inhibitors (e.g., ketoconazole): Use with
caution. May cause systemic corticosteroid and cardiovascular effects.
(7.1)

e Monoamine oxidase inhibitors and tricyclic antidepressants: Use with
extreme caution. May potentiate effect of vilanterol on vascular system.
(7.2)

e Beta-blockers: Use with caution. May block bronchodilatory effects of
beta-agonists and produce severe bronchospasm. (7.3)

e Diuretics: Use with caution. Electrocardiographic changes and/or
hypokalemia associated with non—potassium-sparing diuretics may
worsen with concomitant beta-agonists. (7.4)

e Anticholinergics: May interact additively with concomitantly used
anticholinergic medications. Avoid administration of TRELEGY
ELLIPTA with other anticholinergic-containing drugs. (7.5)

----------------------- USE IN SPECIFIC POPULATIONS —meemmeeemeeeeeeeee
Hepatic impairment: Fluticasone furoate systemic exposure may increase in
patients with moderate or severe impairment. Monitor for systemic
corticosteroid effects. (8.6, 12.3)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.

Revised: 1/2019

FULL PRESCRIBING INFORMATION: CONTENTS*

INDICATIONS AND USAGE

DOSAGE AND ADMINISTRATION

DOSAGE FORMS AND STRENGTHS

CONTRAINDICATIONS

WARNINGS AND PRECAUTIONS

5.1 Serious Asthma-Related Events — Hospitalizations, Intubations,
Death

5.2 Deterioration of Disease and Acute Episodes

5.3 Excessive Use of TRELEGY ELLIPTA and Use with Other
Long-acting Beta,-agonists

NB W -

5.4  Local Effects of Inhaled Corticosteroids
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

TRELEGY ELLIPTA is indicated for the long-term, once-daily, maintenance treatment of
airflow obstruction in patients with chronic obstructive pulmonary disease (COPD), including
chronic bronchitis and/or emphysema. TRELEGY ELLIPTA is also indicated to reduce
exacerbations of COPD in patients with a history of exacerbations.

Important Limitations of Use

TRELEGY ELLIPTA is NOT indicated for the relief of acute bronchospasm or for the treatment
of asthma.
2 DOSAGE AND ADMINISTRATION

TRELEGY ELLIPTA should be administered as 1 inhalation once daily by the orally inhaled
route only.

After inhalation, the patient should rinse his/her mouth with water without swallowing to help
reduce the risk of oropharyngeal candidiasis.

TRELEGY ELLIPTA should be used at the same time every day.

Do not use TRELEGY ELLIPTA more than 1 time every 24 hours.

No dosage adjustment is required for geriatric patients, patients with renal impairment, or
patients with moderate hepatic impairment [see Clinical Pharmacology (12.3)].

3 DOSAGE FORMS AND STRENGTHS

Inhalation powder: Disposable light grey and beige plastic inhaler containing 2 foil blister strips
of powder intended for oral inhalation only. One strip contains fluticasone furoate (100 mcg per
blister) and the other strip contains a blend of umeclidinium and vilanterol (62.5 mcg and 25 mcg
per blister, respectively).

4 CONTRAINDICATIONS

The use of TRELEGY ELLIPTA is contraindicated in patients:

e with severe hypersensitivity to milk proteins.

e who have demonstrated hypersensitivity to fluticasone furoate, umeclidinium, vilanterol, or
any of the excipients [see Warnings and Precautions (5.11), Description (11)].
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5 WARNINGS AND PRECAUTIONS
5.1 Serious Asthma-Related Events — Hospitalizations, Intubations, Death

The safety and efficacy of TRELEGY ELLIPTA in patients with asthma have not been
established. TRELEGY ELLIPTA is not indicated for the treatment of asthma.

Use of long-acting betay-adrenergic agonists (LABA) as monotherapy [without inhaled
corticosteroid (ICS)] for asthma is associated with an increased risk of asthma-related death.
Available data from controlled clinical trials also suggest that use of LABA as monotherapy
increases the risk of asthma-related hospitalization in pediatric and adolescent patients. These
findings are considered a class effect of LABA monotherapy. When LABA are used in
fixed-dose combination with ICS, data from large clinical trials do not show a significant
increase in the risk of serious asthma-related events (hospitalizations, intubations, death)
compared with ICS alone.

Available data from clinical trials in subjects with COPD do not suggest an increased risk of
death with use of LABA in patients with COPD.

5.2 Deterioration of Disease and Acute Episodes

TRELEGY ELLIPTA should not be initiated in patients during rapidly deteriorating or
potentially life-threatening episodes of COPD. TRELEGY ELLIPTA has not been studied in
subjects with acutely deteriorating COPD. The initiation of TRELEGY ELLIPTA in this setting
is not appropriate.

TRELEGY ELLIPTA should not be used for the relief of acute symptoms, i.e., as rescue therapy
for the treatment of acute episodes of bronchospasm. TRELEGY ELLIPTA has not been studied
in the relief of acute symptoms and extra doses should not be used for that purpose. Acute
symptoms should be treated with an inhaled, short-acting betaz-agonist.

When beginning treatment with TRELEGY ELLIPTA, patients who have been taking oral or
inhaled, short-acting beta>-agonists on a regular basis (e.g., 4 times a day) should be instructed to
discontinue the regular use of these drugs and to use them only for symptomatic relief of acute
respiratory symptoms.

COPD may deteriorate acutely over a period of hours or chronically over several days or longer.
If TRELEGY ELLIPTA no longer controls symptoms of bronchoconstriction; the patient’s
inhaled, short-acting betaz-agonist becomes less effective; or the patient needs more short-acting
betay-agonist than usual, these may be markers of deterioration of disease. In this setting a
reevaluation of the patient and the COPD treatment regimen should be undertaken at once.
Increasing the daily dose of TRELEGY ELLIPTA beyond the recommended dose is not
appropriate in this situation.
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53 Excessive Use of TRELEGY ELLIPTA and Use with Other Long-acting
Betaz-agonists

TRELEGY ELLIPTA should not be used more often than recommended, at higher doses than
recommended, or in conjunction with other medicines containing LABA, as an overdose may
result. Clinically significant cardiovascular effects and fatalities have been reported in
association with excessive use of inhaled sympathomimetic drugs. Patients using TRELEGY
ELLIPTA should not use another medicine containing a LABA (e.g., salmeterol, formoterol
fumarate, arformoterol tartrate, indacaterol) for any reason.

5.4 Local Effects of Inhaled Corticosteroids

TRELEGY ELLIPTA contains fluticasone furoate, an ICS. Localized infections of the mouth
and pharynx with Candida albicans have occurred in subjects treated with orally inhaled drug
products containing fluticasone furoate. When such an infection develops, it should be treated
with appropriate local or systemic (i.e., oral) antifungal therapy while treatment with TRELEGY
ELLIPTA continues, but at times therapy with TRELEGY ELLIPTA may need to be interrupted.
Adpvise the patient to rinse his/her mouth with water without swallowing following inhalation to
help reduce the risk of oropharyngeal candidiasis.

5.5 Pneumonia

Physicians should remain vigilant for the possible development of pneumonia in patients with
COPD as clinical features of pneumonia and exacerbations frequently overlap. Lower respiratory
tract infections, including pneumonia, have been reported following the inhaled administration of
corticosteroids.

In two 12-week trials of subjects with COPD (N = 824), the incidence of pneumonia was <1%
for both treatment arms: umeclidinium 62.5 mcg + fluticasone furoate/vilanterol

100 mcg/25 mcg or placebo + fluticasone furoate/vilanterol 100 mcg/25 mcg. Fatal pneumonia
occurred in 1 subject receiving placebo + fluticasone furoate/vilanterol 100 mcg/25 mcg.

In a 52-week trial of subjects with COPD (N = 10,355), the incidence of pneumonia was 8% for
TRELEGY ELLIPTA (n=4,151), 7% for fluticasone furoate/vilanterol 100 mcg/25 mcg
(n=4,134), and 5% for umeclidinium/vilanterol 62.5 mcg/25 mcg (n = 2,070). Fatal pneumonia
occurred in 12 of 4,151 patients (0.35 per 100 patient-years) receiving TRELEGY ELLIPTA, 5
of 4,134 patients (0.17 per 100 patient-years) receiving fluticasone furoate/vilanterol, and 5 of
2,070 patients (0.29 per 100 patient-years) receiving umeclidinium/vilanterol.

In a mortality trial with fluticasone furoate/vilanterol with a median treatment duration of

1.5 years in 16,568 subjects with moderate COPD and cardiovascular disease, the annualized
incidence rate of pneumonia was 3.4 per 100 patient-years for fluticasone furoate/vilanterol
100 mcg/25 mcg, 3.2 for placebo, 3.3 for fluticasone furoate 100 mcg, and 2.3 for vilanterol
25 mcg. Adjudicated, on-treatment deaths due to pneumonia occurred in 13 subjects receiving
fluticasone furoate/vilanterol 100 mcg/25 mcg, 9 subjects receiving placebo, 10 subjects
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receiving fluticasone furoate 100 mcg, and 6 subjects receiving vilanterol 25 mcg (<0.2 per
100 patient-years for each treatment group).

5.6 Immunosuppression

Persons who are using drugs that suppress the immune system are more susceptible to infections
than healthy individuals. Chickenpox and measles, for example, can have a more serious or even
fatal course in susceptible children or adults using corticosteroids. In such children or adults who
have not had these diseases or been properly immunized, particular care should be taken to avoid
exposure. How the dose, route, and duration of corticosteroid administration affect the risk of
developing a disseminated infection is not known. The contribution of the underlying disease
and/or prior corticosteroid treatment to the risk is also not known. If a patient is exposed to
chickenpox, prophylaxis with varicella zoster immune globulin (VZIG) may be indicated. If a
patient is exposed to measles, prophylaxis with pooled intramuscular immunoglobulin (IG) may
be indicated. (See the respective package inserts for complete VZIG and IG prescribing
information.) If chickenpox develops, treatment with antiviral agents may be considered.

ICS should be used with caution, if at all, in patients with active or quiescent tuberculosis
infections of the respiratory tract; systemic fungal, bacterial, viral, or parasitic infections; or
ocular herpes simplex.

5.7 Transferring Patients from Systemic Corticosteroid Therapy

Particular care is needed for patients who have been transferred from systemically active
corticosteroids to ICS because deaths due to adrenal insufficiency have occurred in patients with
asthma during and after transfer from systemic corticosteroids to less systemically available ICS.
After withdrawal from systemic corticosteroids, a number of months are required for recovery of
hypothalamic-pituitary-adrenal (HPA) function.

Patients who have been previously maintained on 20 mg or more of prednisone (or its
equivalent) may be most susceptible, particularly when their systemic corticosteroids have been
almost completely withdrawn. During this period of HPA suppression, patients may exhibit signs
and symptoms of adrenal insufficiency when exposed to trauma, surgery, or infection
(particularly gastroenteritis) or other conditions associated with severe electrolyte loss. Although
TRELEGY ELLIPTA may control COPD symptoms during these episodes, in recommended
doses it supplies less than normal physiological amounts of glucocorticoid systemically and does
NOT provide the mineralocorticoid activity that is necessary for coping with these emergencies.

During periods of stress or a severe COPD exacerbation, patients who have been withdrawn
from systemic corticosteroids should be instructed to resume oral corticosteroids (in large doses)
immediately and to contact their physicians for further instruction. These patients should also be
instructed to carry a warning card indicating that they may need supplementary systemic
corticosteroids during periods of stress or a severe COPD exacerbation.
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Patients requiring oral corticosteroids should be weaned slowly from systemic corticosteroid use
after transferring to TRELEGY ELLIPTA. Prednisone reduction can be accomplished by
reducing the daily prednisone dose by 2.5 mg on a weekly basis during therapy with TRELEGY
ELLIPTA. Lung function (forced expiratory volume in 1 second [FEV1]), beta-agonist use, and
COPD symptoms should be carefully monitored during withdrawal of oral corticosteroids. In
addition, patients should be observed for signs and symptoms of adrenal insufficiency, such as
fatigue, lassitude, weakness, nausea and vomiting, and hypotension.

Transfer of patients from systemic corticosteroid therapy to TRELEGY ELLIPTA may unmask
allergic conditions previously suppressed by the systemic corticosteroid therapy (e.g., rhinitis,
conjunctivitis, eczema, arthritis, eosinophilic conditions).

During withdrawal from oral corticosteroids, some patients may experience symptoms of
systemically active corticosteroid withdrawal (e.g., joint and/or muscular pain, lassitude,
depression) despite maintenance or even improvement of respiratory function.

5.8  Hypercorticism and Adrenal Suppression

Inhaled fluticasone furoate is absorbed into the circulation and can be systemically active.
Effects of fluticasone furoate on the HPA axis are not observed with the therapeutic doses of
fluticasone furoate in TRELEGY ELLIPTA. However, exceeding the recommended dosage or
coadministration with a strong cytochrome P450 3A4 (CYP3A4) inhibitor may result in HPA
dysfunction [see Warnings and Precautions (5.9), Drug Interactions (7.1)].

Because of the possibility of significant systemic absorption of ICS in sensitive patients, patients
treated with TRELEGY ELLIPTA should be observed carefully for any evidence of systemic
corticosteroid effects. Particular care should be taken in observing patients postoperatively or
during periods of stress for evidence of inadequate adrenal response.

It is possible that systemic corticosteroid effects such as hypercorticism and adrenal suppression
(including adrenal crisis) may appear in a small number of patients who are sensitive to these
effects. If such effects occur, appropriate therapy should be considered.

5.9  Drug Interactions with Strong Cytochrome P450 3A4 Inhibitors

Caution should be exercised when considering the coadministration of TRELEGY ELLIPTA
with ketoconazole and other known strong CYP3 A4 inhibitors (e.g., ritonavir, clarithromycin,
conivaptan, indinavir, itraconazole, lopinavir, nefazodone, nelfinavir, saquinavir, telithromycin,
troleandomycin, voriconazole) because increased systemic corticosteroid and increased
cardiovascular adverse effects may occur [see Drug Interactions (7.1), Clinical Pharmacology
(12.3)].

5.10 Paradoxical Bronchospasm

As with other inhaled medicines, TRELEGY ELLIPTA can produce paradoxical bronchospasm,
which may be life threatening. If paradoxical bronchospasm occurs following dosing with
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TRELEGY ELLIPTA, it should be treated immediately with an inhaled, short-acting
bronchodilator; TRELEGY ELLIPTA should be discontinued immediately; and alternative
therapy should be instituted.

5.11 Hypersensitivity Reactions, including Anaphylaxis

Hypersensitivity reactions such as anaphylaxis, angioedema, rash, and urticaria may occur after
administration of TRELEGY ELLIPTA. Discontinue TRELEGY ELLIPTA if such reactions
occur. There have been reports of anaphylactic reactions in patients with severe milk protein
allergy after inhalation of other powder medications containing lactose; therefore, patients with
severe milk protein allergy should not use TRELEGY ELLIPTA [see Contraindications (4)].

5.12 Cardiovascular Effects

Vilanterol, like other betaz-agonists, can produce a clinically significant cardiovascular effect in
some patients as measured by increases in pulse rate, systolic or diastolic blood pressure, and
also cardiac arrhythmias, such as supraventricular tachycardia and extrasystoles. If such effects
occur, TRELEGY ELLIPTA may need to be discontinued. In addition, beta-agonists have been
reported to produce electrocardiographic changes, such as flattening of the T wave, prolongation
of the QTc interval, and ST segment depression, although the clinical significance of these
findings is unknown [see Clinical Pharmacology (12.2)]. Fatalities have been reported in
association with excessive use of inhaled sympathomimetic drugs.

TRELEGY ELLIPTA, like other sympathomimetic amines, should be used with caution in
patients with cardiovascular disorders, especially coronary insufficiency, cardiac arrhythmias,
and hypertension.

In a 52-week trial of subjects with COPD, the exposure-adjusted rates for any on-treatment
major adverse cardiac event, including non-fatal central nervous system hemorrhages and
cerebrovascular conditions, non-fatal myocardial infarction (MI), non-fatal acute MI, and
adjudicated on-treatment death due to cardiovascular events, was 2.2 per 100 patient-years for
TRELEGY ELLIPTA (n=4,151), 1.9 per 100 patient-years for fluticasone furoate/vilanterol
100 mecg/25 mcg (n = 4,134), and 2.2 per 100 patient-years for umeclidinium/vilanterol

62.5 mcg/25 mcg (n = 2,070). Adjudicated on-treatment deaths due to cardiovascular events
occurred in 20 of 4,151 patients (0.54 per 100 patient-years) receiving TRELEGY ELLIPTA, 27
of 4,134 patients (0.78 per 100 patient-years) receiving fluticasone furoate/vilanterol, and 16 of
2,070 patients (0.94 per 100 patient-years) receiving umeclidinium/vilanterol.

In a mortality trial with fluticasone furoate/vilanterol with a median treatment duration of

1.5 years in 16,568 subjects with moderate COPD and cardiovascular disease, the annualized
incidence rate of adjudicated cardiovascular events (composite of myocardial infarction, stroke,
unstable angina, transient ischemic attack, or on-treatment death due to cardiovascular events)
was 2.5 per 100 patient-years for fluticasone furoate/vilanterol 100 mcg/25 mcg, 2.7 for placebo,
2.4 for fluticasone furoate 100 mcg, and 2.6 for vilanterol 25 mcg. Adjudicated, on-treatment
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deaths due to cardiovascular events occurred in 82 subjects receiving fluticasone
furoate/vilanterol 100 mcg/25 mcg, 86 subjects receiving placebo, 80 subjects receiving
fluticasone furoate 100 mcg, and 90 subjects receiving vilanterol 25 mcg (annualized incidence
rate ranged from 1.2 to 1.3 per 100 patient-years for the treatment groups).

5.13 Reduction in Bone Mineral Density

Decreases in bone mineral density (BMD) have been observed with long-term administration of
products containing ICS. The clinical significance of small changes in BMD with regard to
long-term consequences such as fracture is unknown. Patients with major risk factors for
decreased bone mineral content, such as prolonged immobilization, family history of
osteoporosis, postmenopausal status, tobacco use, advanced age, poor nutrition, or chronic use of
drugs that can reduce bone mass (e.g., anticonvulsants, oral corticosteroids) should be monitored
and treated with established standards of care. Since patients with COPD often have multiple risk
factors for reduced BMD, assessment of BMD is recommended prior to initiating TRELEGY
ELLIPTA and periodically thereafter. If significant reductions in BMD are seen and TRELEGY
ELLIPTA is still considered medically important for that patient’s COPD therapy, use of
medicine to treat or prevent osteoporosis should be strongly considered.

5.14 Glaucoma and Cataracts, Worsening of Narrow-Angle Glaucoma

Glaucoma, increased intraocular pressure, and cataracts have been reported in patients with
COPD following the long-term administration of ICS or with use of inhaled anticholinergics.
TRELEGY ELLIPTA should be used with caution in patients with narrow-angle glaucoma.
Prescribers and patients should also be alert for signs and symptoms of acute narrow-angle
glaucoma (e.g., eye pain or discomfort, blurred vision, visual halos or colored images in
association with red eyes from conjunctival congestion and corneal edema). Instruct patients to
consult a healthcare provider immediately if any of these signs or symptoms develop. Consider
referral to an ophthalmologist in patients who develop ocular symptoms or use TRELEGY
ELLIPTA long term.

5.15 Worsening of Urinary Retention

TRELEGY ELLIPTA, like all medicines containing an anticholinergic, should be used with
caution in patients with urinary retention. Prescribers and patients should be alert for signs and
symptoms of urinary retention (e.g., difficulty passing urine, painful urination), especially in
patients with prostatic hyperplasia or bladder-neck obstruction. Instruct patients to consult a
healthcare provider immediately if any of these signs or symptoms develop.

5.16 Coexisting Conditions

TRELEGY ELLIPTA, like all medicines containing sympathomimetic amines, should be used
with caution in patients with convulsive disorders or thyrotoxicosis and in those who are
unusually responsive to sympathomimetic amines. Doses of the related betas-adrenoceptor
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agonist albuterol, when administered intravenously, have been reported to aggravate preexisting
diabetes mellitus and ketoacidosis.

5.17 Hypokalemia and Hyperglycemia

Beta-adrenergic agonist medicines may produce significant hypokalemia in some patients,
possibly through intracellular shunting, which has the potential to produce adverse
cardiovascular effects. The decrease in serum potassium is usually transient, not requiring
supplementation. Beta-agonist medications may produce transient hyperglycemia in some
patients.

6 ADVERSE REACTIONS

The following adverse reactions are described in greater detail in other sections:

e Serious asthma-related events — hospitalizations, intubations, death [see Warnings and
Precautions (5.1)]

e Candida albicans infection [see Warnings and Precautions (5.4)]

e Increased risk of pneumonia in COPD [see Warnings and Precautions (5.5)]

e Immunosuppression [See Warnings and Precautions (5.6)]

e Hypercorticism and adrenal suppression [see Warnings and Precautions (5.8)]
e Paradoxical bronchospasm [see Warnings and Precautions (5.10)]

e Cardiovascular effects [see Warnings and Precautions (5.12)]

e Reduction in bone mineral density [see Warnings and Precautions (5.13)]

e Worsening of narrow-angle glaucoma [see Warnings and Precautions (5.14)]
e Worsening of urinary retention [See Warnings and Precautions (5.15)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared with rates in the clinical
trials of another drug and may not reflect the rates observed in practice.

The safety of TRELEGY ELLIPTA is based on the safety data from two 12-week treatment
trials with coadministration of umeclidinium and the fixed-dose combination of fluticasone
furoate/vilanterol and a 52-week long-term trial of TRELEGY ELLIPTA compared with the
fixed-dose combinations of fluticasone furoate/vilanterol and umeclidinium/vilanterol [See
Clinical Studies (14)].

Trials 1 and 2

Two 12-week treatment trials (Trial 1 and Trial 2) evaluated the coadministration of
umeclidinium + fluticasone furoate/vilanterol, the components of TRELEGY ELLIPTA,
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278  compared with placebo + fluticasone furoate/vilanterol. A total of 824 subjects with COPD

279  across two 12-week, randomized, double-blind clinical trials received at least 1 dose of

280  umeclidinium 62.5 mcg + fluticasone furoate/vilanterol 100 mcg/25 mcg or placebo +

281  fluticasone furoate/vilanterol 100 mcg/25 mcg administered once daily (mean age: 64 years, 92%
282  white, 66% male across all treatments) [see Clinical Studies (14)]. The incidence of adverse

283  reactions associated with the use of umeclidinium 62.5 mcg + fluticasone furoate/vilanterol

284 100 mcg/25 mcg presented in Table 1 is based on the two 12-week trials.

285  Table 1. Adverse Reactions with Umeclidinium + Fluticasone Furoate/Vilanterol with >1%
286  Incidence and More Common than Placebo + Fluticasone Furoate/Vilanterol (Trials 1 and 2)

Umeclidinium + Placebo +
Fluticasone Furoate/ | Fluticasone Furoate/
Vilanterol Vilanterol
(n=412) (n=412)
Adverse Reaction % %
Nervous system disorders
Headache 4 3
Dysgeusia 2 <1
Musculoskeletal and connective tissue disorders
Back pain 4 2
Respiratory, thoracic, and mediastinal disorders
Cough 1 <1
Oropharyngeal pain 1 0
Gastrointestinal disorders
Diarrhea 2 <1
Infections and infestations
Gastroenteritis 1 0

287  Trial 3 - Long-term Safety Data

288 A 52-week trial (Trial 3) evaluated the long-term safety of TRELEGY ELLIPTA compared with
289  the fixed-dose combinations of fluticasone furoate/vilanterol 100 meg/25 mcg and

290  umeclidinium/vilanterol 62.5 mcg/25 mcg. A total of 10,355 subjects with COPD with a history
291  of moderate or severe exacerbations within the prior 12 months were randomized (2:2:1) to

292  receive TRELEGY ELLIPTA, fluticasone furoate/vilanterol, or umeclidinium/vilanterol

293  administered once daily in a double-blind clinical trial (mean age: 65 years, 77% white, 66%
294  male across all treatments) [see Clinical Studies (14)].

295  The incidence of adverse reactions in the long-term trial were consistent with those in Trials 1
296 and 2. However, in addition to the adverse reactions shown in Table 1, adverse reactions

297  occurring in >1% of the subjects treated with TRELEGY ELLIPTA (n =4,151) for up to

298 52 weeks also included upper respiratory tract infection, pneumonia [see Warnings and
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Precautions (5.5)], bronchitis, oral candidiasis [see Warnings and Precautions (5.4)], arthralgia,
influenza, sinusitis, pharyngitis, rhinitis, constipation, urinary tract infection, and dysphonia.

7 DRUG INTERACTIONS
7.1 Inhibitors of Cytochrome P450 3A4

Fluticasone furoate and vilanterol are substrates of CYP3A4. Concomitant administration of the
strong CYP3A4 inhibitor ketoconazole increases the systemic exposure to fluticasone furoate
and vilanterol. Caution should be exercised when considering the coadministration of TRELEGY
ELLIPTA with ketoconazole and other known strong CYP3A4 inhibitors (e.g., ritonavir,
clarithromycin, conivaptan, indinavir, itraconazole, lopinavir, nefazodone, nelfinavir, saquinavir,
telithromycin, troleandomycin, voriconazole) [see Warnings and Precautions (5.9), Clinical
Pharmacology (12.3)].

7.2 Monoamine Oxidase Inhibitors and Tricyclic Antidepressants

Vilanterol, like other betas-agonists, should be administered with extreme caution to patients
being treated with monoamine oxidase inhibitors, tricyclic antidepressants, or drugs known to
prolong the QTc interval or within 2 weeks of discontinuation of such agents, because the effect
of adrenergic agonists on the cardiovascular system may be potentiated by these agents. Drugs
that are known to prolong the QTc interval have an increased risk of ventricular arrhythmias.

7.3 Beta-adrenergic Receptor Blocking Agents

Beta-blockers not only block the pulmonary effect of beta-agonists, such as vilanterol, but may
also produce severe bronchospasm in patients with COPD. Therefore, patients with COPD
should not normally be treated with beta-blockers. However, under certain circumstances, there
may be no acceptable alternatives to the use of beta-adrenergic blocking agents for these
patients; cardioselective beta-blockers could be considered, although they should be
administered with caution.

7.4 Non-Potassium-Sparing Diuretics

The electrocardiographic changes and/or hypokalemia that may result from the administration of
non—potassium-sparing diuretics (such as loop or thiazide diuretics) can be acutely worsened by

beta-agonists, especially when the recommended dose of the beta-agonist is exceeded. Although

the clinical significance of these effects is not known, caution is advised in the coadministration

of beta-agonists with non—potassium-sparing diuretics.

7.5 Anticholinergics

There is potential for an additive interaction with concomitantly used anticholinergic medicines.
Therefore, avoid coadministration of TRELEGY ELLIPTA with other anticholinergic-containing
drugs as this may lead to an increase in anticholinergic adverse effects [see Warnings and
Precautions (5.14, 5.15)].

10
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8 USE IN SPECIFIC POPULATIONS
8.1  Pregnancy

Risk Summary

There are insufficient data on the use of TRELEGY ELLIPTA or its individual components,
fluticasone furoate, umeclidinium, and vilanterol, in pregnant women to inform a drug-associated
risk. (See Clinical Considerations.) In an animal reproduction study, fluticasone furoate and
vilanterol administered by inhalation alone or in combination to pregnant rats during the period
of organogenesis produced no fetal structural abnormalities. The highest fluticasone furoate and
vilanterol doses in this study were approximately 9 and 40 times the maximum recommended
human daily inhalation doses (MRHDID) of 100 and 25 mcg in adults, respectively. (See Data.)
Umeclidinium administered via inhalation or subcutaneously to pregnant rats and rabbits was not
associated with adverse effect on embryofetal development at exposures approximately 50 and
200 times, respectively, the human exposure at the MRHDID.

The estimated risk of major birth defects and miscarriage for the indicated populations is
unknown. In the U.S. general population, the estimated risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Clinical Considerations

Labor and Delivery: TRELEGY ELLIPTA should be used during late gestation and labor only if
the potential benefit justifies the potential for risks related to beta-agonists interfering with
uterine contractility.

Data

Animal Data: The combination of fluticasone furoate, umeclidinium, and vilanterol has not been
studied in pregnant animals. Studies in pregnant animals have been conducted with fluticasone
furoate and vilanterol in combination and individually with fluticasone furoate, umeclidinium, or
vilanterol.

Fluticasone Furoate and Vilanterol: In an embryofetal developmental study, pregnant
rats received fluticasone furoate and vilanterol during the period of organogenesis at doses up to
approximately 9 and 40 times the MRHDID, respectively, alone or in combination (on a mcg/m?
basis at inhalation doses up to approximately 95 mcg/kg/day). No evidence of structural
abnormalities was observed.

Fluticasone Furoate: In 2 separate embryofetal developmental studies, pregnant rats and
rabbits received fluticasone furoate during the period of organogenesis at doses up to
approximately 9 and 2 times the MRHDID, respectively (on a mcg/m? basis at maternal
inhalation doses up to 91 and 8 mcg/kg/day). No evidence of structural abnormalities in fetuses
was observed in either species. In a perinatal and postnatal developmental study in rats, dams
received fluticasone furoate during late gestation and lactation periods at doses up to
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approximately 3 times the MRHDID (on a mcg/m? basis at maternal inhalation doses up to
27 mcg/kg/day). No evidence of effects on offspring development was observed.

Umeclidinium: In 2 separate embryofetal developmental studies, pregnant rats and rabbits
received umeclidinium via inhalation during the period of organogenesis at doses up to
approximately 50 and 200 times the MRHDID, respectively (on an AUC basis at maternal
inhalation doses up to 278 mcg/kg/day in rats and at maternal subcutaneous doses up to
180 mcg/kg/day in rabbits). No evidence of teratogenic effects was observed in either species. In
a perinatal and postnatal developmental study in rats, dams received umeclidinium during late
gestation and lactation periods at doses up to approximately 26 times the MRHDID (on an AUC
basis at maternal subcutaneous doses up to 60 mcg/kg/day). No evidence of effects on offspring
development was observed.

Vilanterol: In 2 separate embryofetal developmental studies, pregnant rats and rabbits
received vilanterol during the period of organogenesis at doses up to approximately 13,000 and
1,000 times, respectively, the MRHDID (on a mcg/m? basis at maternal inhalation doses up to
33,700 mcg/kg/day in rats and on an AUC basis at maternal inhaled doses up to
5,740 mcg/kg/day in rabbits). No evidence of structural abnormalities was observed at any dose
in rats or in rabbits up to approximately 160 times the MRHDID (on an AUC basis at maternal
doses up to 591 mcg/kg/day). However, fetal skeletal variations were observed in rabbits at
approximately 1,000 times the MRHDID (on an AUC basis at maternal inhaled or subcutaneous
doses of 5,740 or 300 mcg/kg/day, respectively). The skeletal variations included decreased or
absent ossification in cervical vertebral centrum and metacarpals. In a perinatal and postnatal
developmental study in rats, dams received vilanterol during late gestation and the lactation
periods at doses up to approximately 3,900 times the MRHDID (on a mcg/m? basis at maternal
oral doses up to 10,000 mcg/kg/day). No evidence of effects in offspring development was
observed.

8.2 Lactation

Risk Summary

There is no information available on the presence of fluticasone furoate, umeclidinium, or
vilanterol in human milk; the effects on the breastfed child; or the effects on milk production.
Umeclidinium is present in rat milk (see Data). The developmental and health benefits of
breastfeeding should be considered along with the mother’s clinical need for TRELEGY
ELLIPTA and any potential adverse effects on the breastfed child from fluticasone furoate,
umeclidinium, or vilanterol or from the underlying maternal condition.

Data

Animal Data: Subcutaneous administration of umeclidinium to lactating rats at approximately
25 times the MRHDID resulted in a quantifiable level of umeclidinium in 2 of 54 pups, which
may indicate transfer of umeclidinium in rat milk.
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8.4 Pediatric Use

TRELEGY ELLIPTA is not indicated for use in children. The safety and efficacy in pediatric
patients have not been established.

8.5 Geriatric Use

Based on available data, no adjustment of the dosage of TRELEGY ELLIPTA in geriatric
patients is necessary, but greater sensitivity in some older individuals cannot be ruled out.

In Trials 1 and 2 (coadministration trials), 189 subjects aged 65 years and older, of which 39
subjects were aged 75 years and older, were administered umeclidinium 62.5 mcg + fluticasone
furoate/vilanterol 100 mcg/25 mcg. In Trial 3, 2,265 subjects aged 65 years and older, of which
565 subjects were aged 75 years and older, were administered TRELEGY ELLIPTA. No overall
differences in safety or effectiveness were observed between these subjects and younger subjects,
and other reported clinical experience has not identified differences in responses between the
elderly and younger subjects.

8.6  Hepatic Impairment

TRELEGY ELLIPTA has not been studied in subjects with hepatic impairment. Information on
the individual components is provided below.

Fluticasone Furoate/Vilanterol

Fluticasone furoate systemic exposure increased by up to 3-fold in subjects with hepatic
impairment compared with healthy subjects. Hepatic impairment had no effect on vilanterol
systemic exposure. Monitor patients for corticosteroid-related side effects [see Clinical
Pharmacology (12.3)].

Umeclidinium

Patients with moderate hepatic impairment (Child-Pugh score of 7-9) showed no relevant
increases in Cmax or AUC, nor did protein binding differ between subjects with moderate hepatic
impairment and their healthy controls. Studies in subjects with severe hepatic impairment have
not been performed [see Clinical Pharmacology (12.3)].

8.7  Renal Impairment

TRELEGY ELLIPTA has not been studied in subjects with renal impairment. Information on the
individual components is provided below.

Fluticasone Furoate/Vilanterol

There were no significant increases in either fluticasone furoate or vilanterol exposure in subjects
with severe renal impairment (CrCl <30 mL/min) compared with healthy subjects. No dosage
adjustment is required in patients with renal impairment [see Clinical Pharmacology (12.3)].
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Umeclidinium

Patients with severe renal impairment (CrCl <30 mL/min) showed no relevant increases in Crmax
or AUC, nor did protein binding differ between subjects with severe renal impairment and their
healthy controls. No dosage adjustment is required in patients with renal impairment [See
Clinical Pharmacology (12.3)].

10 OVERDOSAGE
No human overdosage data has been reported for TRELEGY ELLIPTA.

TRELEGY ELLIPTA contains fluticasone furoate, umeclidinium, and vilanterol; therefore, the
risks associated with overdosage for the individual components described below apply to
TRELEGY ELLIPTA. Treatment of overdosage consists of discontinuation of TRELEGY
ELLIPTA together with institution of appropriate symptomatic and/or supportive therapy. The
judicious use of a cardioselective beta-receptor blocker may be considered, bearing in mind that
such medicine can produce bronchospasm. Cardiac monitoring is recommended in cases of
overdosage.

10.1 Fluticasone Furoate

Because of low systemic bioavailability (15.2%) and an absence of acute drug-related systemic
findings in clinical trials, overdosage of fluticasone furoate is unlikely to require any treatment
other than observation. If used at excessive doses for prolonged periods, systemic effects such as
hypercorticism may occur [see Warnings and Precautions (5.8)].

Single- and repeat-dose trials of fluticasone furoate at doses of 50 to 4,000 mcg have been
studied in human subjects. Decreases in mean serum cortisol were observed at dosages of
500 mcg or higher given once daily for 14 days.

10.2 Umeclidinium

High doses of umeclidinium may lead to anticholinergic signs and symptoms. However, there
were no systemic anticholinergic adverse effects following a once-daily inhaled dose of up to
1,000 mcg of umeclidinium (16 times the maximum recommended daily dose) for 14 days in
subjects with COPD.

10.3 Vilanterol

The expected signs and symptoms with overdosage of vilanterol are those of excessive
beta-adrenergic stimulation and/or occurrence or exaggeration of any of the signs and symptoms
of beta-adrenergic stimulation (e.g., seizures, angina, hypertension or hypotension, tachycardia
with rates up to 200 beats/min, arrhythmias, nervousness, headache, tremor, muscle cramps, dry
mouth, palpitation, nausea, dizziness, fatigue, malaise, insomnia, hyperglycemia, hypokalemia,
metabolic acidosis). As with all inhaled sympathomimetic medicines, cardiac arrest and even
death may be associated with an overdose of vilanterol.

14

Feb 05 2019 15:20:13



475 11 DESCRIPTION

476 ~ TRELEGY ELLIPTA is an inhalation powder drug product for delivery of a combination of
477  fluticasone furoate (an ICS), umeclidinium (an anticholinergic), and vilanterol (a LABA) to
478  patients by oral inhalation.

479  Fluticasone furoate, a synthetic trifluorinated corticosteroid, has the chemical name
480  (60,11B,160,170)-6,9-difluoro-17-{[(fluoro-methyl)thio]carbonyl}-11-hydroxy-16-methyl-3-
481  oxoandrosta-1,4-dien-17-yl 2-furancarboxylate and the following chemical structure:

482

483  Fluticasone furoate is a white powder with a molecular weight of 538.6, and the empirical
484  formula is C27H29F30s6S. It is practically insoluble in water.

485  Umeclidinium bromide has the chemical name 1-[2-(benzyloxy)ethyl]-4-
486  (hydroxydiphenylmethyl)-1-azoniabicyclo[2.2.2]octane bromide and the following chemical

487 structure:
+
O N Br-
_\_ .

0
488 Q

489  Umeclidinium bromide is a white powder with a molecular weight of 508.5, and the empirical
490  formula is C29H34NOeBr (as a quaternary ammonium bromide compound). It is slightly soluble
491  in water.

492  Vilanterol trifenatate has the chemical name triphenylacetic acid-4-{(1R)-2-[(6-{2-[2,6-
493  dicholorobenzyl)oxy]ethoxy}hexyl)amino]-1-hydroxyethyl}-2-(hydroxymethyl)phenol (1:1) and
494  the following chemical structure:

OH “
N o
495 HO Ph,CCO,H c

496  Vilanterol trifenatate is a white powder with a molecular weight of 774.8, and the empirical
497  formula is C24H33C12NOseCa0H1602. It is practically insoluble in water.
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TRELEGY ELLIPTA is a light grey and beige plastic inhaler containing 2 foil blister strips.
Each blister on one strip contains a white powder mix of micronized fluticasone furoate

(100 mcg) and lactose monohydrate (12.3 mg) and each blister on the other strip contains a white
powder blend of micronized umeclidinium bromide (74.2 mcg equivalent to 62.5 mcg of
umeclidinium), micronized vilanterol trifenatate (40 mcg equivalent to 25 mcg of vilanterol),
magnesium stearate (75 mcg), and lactose monohydrate (12.3 mg). The lactose monohydrate
contains milk proteins. After the inhaler is activated, the powder within both blisters is exposed
and ready for dispersion into the airstream created by the patient inhaling through the
mouthpiece.

Comparative in vitro data for drug delivery and aerodynamic particle size distribution of the
delivered drugs fluticasone furoate, umeclidinium, and vilanterol demonstrated that there were
no pharmaceutical interactions and each drug was delivered in a comparable manner whether
administered via a single ELLIPTA inhaler or from separate inhalers.

Under standardized in vitro test conditions, TRELEGY ELLIPTA delivers 92, 55, and 22 mcg of
fluticasone furoate, umeclidinium, and vilanterol, respectively, per dose when tested at a flow
rate of 60 L/min for 4 seconds.

In adult subjects with very severe COPD (FEV1/FVC [forced vital capacity] <70% and FEV;
<30% predicted), mean peak inspiratory flow through the ELLIPTA inhaler was 65.8 L/min
(range: 43.5 to 94.1 L/min). The actual amount of drug delivered to the lung will depend on
patient factors, such as inspiratory flow profile.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

TRELEGY ELLIPTA

TRELEGY ELLIPTA contains fluticasone furoate, umeclidinium, and vilanterol. The
mechanisms of action described below for the individual components apply to TRELEGY
ELLIPTA. These drugs represent 3 different classes of medications (an ICS, an anticholinergic,
and a LABA), each having different effects on clinical and physiological indices.

Fluticasone Furoate

Fluticasone furoate is a synthetic trifluorinated corticosteroid with anti-inflammatory activity.
Fluticasone furoate has been shown in vitro to exhibit a binding affinity for the human
glucocorticoid receptor that is approximately 29.9 times that of dexamethasone and 1.7 times
that of fluticasone propionate. The clinical relevance of these findings is unknown.

The precise mechanism through which fluticasone furoate affects COPD symptoms is not known.
Inflammation is an important component in the pathogenesis of COPD. Corticosteroids have
been shown to have a wide range of actions on multiple cell types (e.g., mast cells, eosinophils,
neutrophils, macrophages, lymphocytes) and mediators (e.g., histamine, eicosanoids,
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leukotrienes, cytokines) involved in inflammation. Specific effects of fluticasone furoate
demonstrated in in vitro and in vivo models included activation of the glucocorticoid response
element, inhibition of pro-inflammatory transcription factors such as NFkB, and inhibition of
antigen-induced lung eosinophilia in sensitized rats. These anti-inflammatory actions of
corticosteroids may contribute to their efficacy.

Umeclidinium

Umeclidinium is a long-acting muscarinic antagonist, which is often referred to as an
anticholinergic. It has similar affinity to the subtypes of muscarinic receptors M1 to MS5. In the
airways, it exhibits pharmacological effects through inhibition of M3 receptor at the smooth
muscle leading to bronchodilation. The competitive and reversible nature of antagonism was
shown with human and animal origin receptors and isolated organ preparations. In preclinical in
vitro as well as in vivo studies, prevention of methacholine- and acetylcholine-induced
bronchoconstrictive effects was dose-dependent and lasted longer than 24 hours. The clinical
relevance of these findings is unknown. The bronchodilation following inhalation of
umeclidinium is predominantly a site-specific effect.

Vilanterol

Vilanterol is a LABA. In vitro tests have shown the functional selectivity of vilanterol was
similar to salmeterol. The clinical relevance of this in vitro finding is unknown.

Although betax-receptors are the predominant adrenergic receptors in bronchial smooth muscle
and betaj-receptors are the predominant receptors in the heart, there are also betax-receptors in
the human heart comprising 10% to 50% of the total beta-adrenergic receptors. The precise
function of these receptors has not been established, but they raise the possibility that even
highly selective betax-agonists may have cardiac effects.

The pharmacologic effects of betas-adrenergic agonist drugs, including vilanterol, are at least in
part attributable to stimulation of intracellular adenyl cyclase, the enzyme that catalyzes the
conversion of adenosine triphosphate (ATP) to cyclic-3',5"-adenosine monophosphate (cyclic
AMP). Increased cyclic AMP levels cause relaxation of bronchial smooth muscle and inhibition
of release of mediators of immediate hypersensitivity from cells, especially from mast cells.

12.2 Pharmacodynamics

Cardiovascular Effects

The effect of umeclidinium/vilanterol on cardiac rhythm in subjects diagnosed with COPD was
assessed using 24-hour Holter monitoring in 6- and 12-month trials: 53 subjects received
umeclidinium/vilanterol 62.5 mcg/25 mcg, 281 subjects received umeclidinium/vilanterol

125 mcg/25 meg, and 182 subjects received placebo. No clinically meaningful effects on cardiac
rhythm were observed.
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The cardiovascular effects from dual combinations of fluticasone furoate/vilanterol and
umeclidinium/vilanterol in healthy subjects are presented below.

Fluticasone Furoate/Vilanterol Combination

Healthy Subjects: QTc interval prolongation was studied in a double-blind, multiple-dose,
placebo- and positive-controlled crossover study in 85 healthy volunteers. The maximum mean
(95% upper confidence bound) difference in QTcF from placebo after baseline correction was
4.9 (7.5) milliseconds and 9.6 (12.2) milliseconds seen 30 minutes after dosing for fluticasone
furoate/vilanterol 200 mcg/25 mcg and fluticasone furoate/vilanterol 800 mcg/100 mcg,
respectively.

A dose-dependent increase in heart rate was also observed. The maximum mean (95% upper
confidence bound) difference in heart rate from placebo after baseline correction was

7.8 (9.4) beats/min and 17.1 (18.7) beats/min seen 10 minutes after dosing for fluticasone
furoate/vilanterol 200 mcg/25 mcg and fluticasone furoate/vilanterol 800 mcg/100 mcg

(8/4 times the recommended dosage), respectively.

Umeclidinium/Vilanterol Combination

Healthy Subjects: QTc interval prolongation was studied in a double-blind, multiple-dose,
placebo- and positive-controlled crossover trial in 86 healthy subjects. The maximum mean
(95% upper confidence bound) difference in QTcF from placebo after baseline correction was
4.6 (7.1) milliseconds and 8.2 (10.7) milliseconds for umeclidinium/vilanterol 125 mcg/25 mcg
and umeclidinium/vilanterol 500 mcg/100 mcg (8/4 times the recommended dosage),
respectively.

A dose-dependent increase in heart rate was also observed. The maximum mean (95% upper
confidence bound) difference in heart rate from placebo after baseline correction was

8.8 (10.5) beats/min and 20.5 (22.3) beats/min seen 10 minutes after dosing for
umeclidinium/vilanterol 125 mcg/25 mcg and umeclidinium/vilanterol 500 mcg/100 mcg,
respectively.

HPA Axis Effects

Healthy Subjects: Inhaled fluticasone furoate at repeat doses up to 400 mcg was not associated
with statistically significant decreases in serum or urinary cortisol in healthy subjects. Decreases
in serum and urine cortisol levels were observed at fluticasone furoate exposures several-fold
higher than exposures observed at the therapeutic dose.

Subjects with Chronic Obstructive Pulmonary Disease: In a trial with subjects with COPD,
treatment with fluticasone furoate (50, 100, or 200 mcg)/vilanterol 25 mcg, vilanterol 25 mcg, or
fluticasone furoate (100 or 200 mcg) for 6 months did not affect 24-hour urinary cortisol
excretion. A separate trial with subjects with COPD demonstrated no effects on serum cortisol
after 28 days of treatment with fluticasone furoate (50, 100, or 200 mcg)/vilanterol 25 mcg.
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12.3 Pharmacokinetics

Linear pharmacokinetics was observed for fluticasone furoate (200 to 800 mcg), umeclidinium
(62.5 to 500 mcg), and vilanterol (25 to 100 mcg). The pharmacokinetics of fluticasone furoate,
umeclidinium, and vilanterol from TRELEGY ELLIPTA are comparable to the
pharmacokinetics of fluticasone furoate, umeclidinium, and vilanterol when administered as
fluticasone furoate/vilanterol or umeclidinium/vilanterol. Additionally, the systemic drug levels
of fluticasone furoate, umeclidinium, and vilanterol following administration of TRELEGY
ELLIPTA in subjects with COPD (N = 74) were within the range of those observed following
administration of the fluticasone furoate/vilanterol and umeclidinium/vilanterol dual
combinations and after administration of fluticasone furoate, umeclidinium, and vilanterol as
monotherapy. The pharmacokinetics of the individual components of TRELEGY ELLIPTA are
presented below (Figures 1, 2, and 3). Plasma levels of fluticasone furoate, umeclidinium, and
vilanterol may not predict therapeutic effect.

Absorption

Fluticasone Furoate: Following inhaled administration of fluticasone furoate, Cmax occurred
within 0.5 to 1 hours. Absolute bioavailability of fluticasone furoate when administered by
inhalation was 15.2%, primarily due to absorption of the inhaled portion of the dose delivered to
the lung. Oral bioavailability from the swallowed portion of the dose is low (approximately
1.3%) due to extensive first-pass metabolism. Following repeat dosing of inhaled fluticasone
furoate, steady state was achieved within 6 days with up to 2.6-fold accumulation.

Umeclidinium: Following inhaled administration of umeclidinium in healthy subjects, Cmax
occurred at 5 to 15 minutes. Umeclidinium is mostly absorbed from the lung after inhaled doses
with minimum contribution from oral absorption. Following repeat dosing of inhaled
umeclidinium, steady state was achieved within 14 days with up to 1.8-fold accumulation.

Vilanterol: Following inhaled administration of vilanterol in healthy subjects, Cmax occurred at 5
to 15 minutes. Vilanterol is mostly absorbed from the lung after inhaled doses with negligible
contribution from oral absorption. Following repeat dosing of inhaled vilanterol, steady state was
achieved within 14 days with up to 1.7-fold accumulation.

Distribution

Fluticasone Furoate: Following intravenous administration to healthy subjects, the mean volume
of distribution at steady state was 661 L. Binding of fluticasone furoate to human plasma
proteins was high (>99%).

Umeclidinium: Following intravenous administration to healthy subjects, the mean volume of
distribution was 86 L. In vitro plasma protein binding in human plasma was on average 89%.

Vilanterol: Following intravenous administration to healthy subjects, the mean volume of
distribution at steady state was 165 L. In vitro plasma protein binding in human plasma was on
average 94%.

19

Feb 05 2019 15:20:13



642

643
644
645
646

647
648
649
650
651
652

653
654
655

656

657
658
659
660
661

662
663
664
665
666
667

668
669
670

671

672
673

Metabolism

Fluticasone Furoate: Fluticasone furoate is cleared from systemic circulation principally by
hepatic metabolism via CYP3A4 to metabolites with significantly reduced corticosteroid activity.
There was no in vivo evidence for cleavage of the furoate moiety resulting in the formation of
fluticasone.

Umeclidinium: In vitro data showed that umeclidinium is primarily metabolized by the enzyme
cytochrome P450 2D6 (CYP2D6) and is a substrate for the P-glycoprotein (P-gp) transporter.
The primary metabolic routes for umeclidinium are oxidative (hydroxylation, O-dealkylation)
followed by conjugation (e.g., glucuronidation), resulting in a range of metabolites with either
reduced pharmacological activity or for which the pharmacological activity has not been
established. Systemic exposure to the metabolites is low.

Vilanterol: In vitro data showed that vilanterol is metabolized principally by CYP3A4 and is a
substrate for the P-gp transporter. Vilanterol is metabolized to a range of metabolites with
significantly reduced B1- and P2-agonist activity.

Elimination

Fluticasone Furoate: The plasma elimination half-life following repeat-dose inhaled
administration averaged 24 hours. Following intravenous dosing with radiolabeled fluticasone
furoate, mass balance showed 90% of the radiolabel in the feces and 2% in the urine. Following
oral dosing, radiolabel recovered in feces was 101% of the total dose and that in urine was
approximately 1% of the total dose.

Umeclidinium: The effective half-life after once-daily oral dosing is 11 hours. Following
intravenous dosing with radiolabeled umeclidinium, mass balance showed 58% of the radiolabel
in the feces and 22% in the urine. The excretion of the drug-related material in the feces
following intravenous dosing indicated elimination in the bile. Following oral dosing to healthy
male subjects, radiolabel recovered in feces was 92% of the total dose and that in urine was <1%
of the total dose, suggesting negligible oral absorption.

Vilanterol: The effective half-life for vilanterol, as determined from inhalation administration of
multiple doses, is 11 hours. Following oral administration of radiolabeled vilanterol, mass
balance showed 70% of the radiolabel in the urine and 30% in the feces.

Specific Populations

The effects of intrinsic and extrinsic factors on the pharmacokinetics of fluticasone furoate,
umeclidinium, and vilanterol are shown in Figures 1, 2, and 3.
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Figure 1. Impact of Intrinsic Factors on the Pharmacokinetics (PK) of Fluticasone
Furoate (FF) and Vilanterol (VI) Following Administration as Fluticasone Furoate/

Vilanterol Combination
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? Age, gender, and ethnicity comparison for fluticasone furoate/vilanterol 100 mcg/25 mcg in

subjects with COPD.

b Renal groups (fluticasone furoate/vilanterol 200 mcg/25 mcg) and hepatic groups (fluticasone
furoate/vilanterol 200 mcg/25 mcg or fluticasone furoate/vilanterol 100 mcg/12.5 mcg).

Figure 2. Impact of Coadministered Drugs?® on the Pharmacokinetics (PK) of Fluticasone
Furoate (FF) and Vilanterol (VI) Following Administration as Fluticasone Furoate/

Vilanterol Combination or Vilanterol Coadministered with Umeclidinium
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Figure 3. Impact of Intrinsic and Extrinsic Factors on the Systemic Exposure of
Umeclidinium

Population Description PK Fold Change and 90% Cl Recommendation

Gender:

Male ALC 54 Mo dose adjustment
Cimax 4

Age:

=65 Years ALC |- Mo dose adjustment
Cimax |

Severe Renal Impairment AUC e No dose adjustment
Cinax et

Moderate Hepatic Impairment  AUC ——1— Mo dose adjustment
Crmax ——

CYP20D6 Inhibitor:

Poor Metabolizer ALIC —a— No dose adjustment
Crnax ——

P-gp Transport Inhibitor:

Verapamil ALC o Mo dose adjustment
Crmax ) : —— , .

0.0 0.5 1.0 1.5 2.0

Change relative to reference

Racial or Ethnic Groups: Systemic exposure [AUC9-24)] to inhaled fluticasone furoate 200 mcg
was 27% to 49% higher in healthy subjects of Japanese, Korean, and Chinese heritage compared
with white subjects. Similar differences were observed for subjects with COPD. However, there
is no evidence that this higher exposure to fluticasone furoate results in clinically relevant effects
on urinary cortisol excretion or on efficacy in these racial groups. There was no effect of race on
the pharmacokinetics of vilanterol in subjects with COPD (Figure 1).

Patients with Hepatic Impairment: Fluticasone Furoate: Following repeat dosing of fluticasone
furoate/vilanterol 200 mcg/25 mcg (100 mcg/12.5 meg in the severe impairment group) for

7 days, there was an increase of 34%, 83%, and 75% in fluticasone furoate systemic exposure
(AUC) in subjects with mild, moderate, and severe hepatic impairment, respectively, compared
with healthy subjects (Figure 1).

In subjects with moderate hepatic impairment receiving fluticasone furoate/vilanterol

200 mcg/25 mcg, mean serum cortisol (0 to 24 hours) was reduced by 34% (90% CI: 11%, 51%)
compared with healthy subjects. In subjects with severe hepatic impairment receiving fluticasone
furoate/vilanterol 100 mcg/12.5 mcg, mean serum cortisol (0 to 24 hours) was increased by 14%
(90% CI: -16%, 55%) compared with healthy subjects. Patients with moderate to severe hepatic
disease should be closely monitored.
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Umeclidinium: The impact of hepatic impairment on the pharmacokinetics of
umeclidinium has been evaluated in subjects with moderate hepatic impairment (Child-Pugh
score of 7-9). There was no evidence of an increase in systemic exposure to umeclidinium (Cmax
and AUC) (Figure 3). There was no evidence of altered protein binding in subjects with
moderate hepatic impairment compared with healthy subjects. TRELEGY ELLIPTA has not
been evaluated in subjects with severe hepatic impairment.

Vilanterol: Hepatic impairment had no effect on vilanterol systemic exposure [Cmax and
AUC0-24) on Day 7] following repeat-dose administration of fluticasone furoate/vilanterol
200 mcg/25 meg (100 meg/12.5 mcg in the severe impairment group) for 7 days (Figure 1).

There were no additional clinically relevant effects of the fluticasone furoate/vilanterol
combinations on heart rate or serum potassium in subjects with mild or moderate hepatic
impairment (vilanterol 25 mcg combination) or with severe hepatic impairment (vilanterol
12.5 mcg combination) compared with healthy subjects.

Patients with Renal Impairment: Fluticasone Furoate: Systemic exposure was not increased in
subjects with severe renal impairment compared with healthy subjects (Figure 1). There was no
evidence of greater corticosteroid class-related systemic effects (assessed by serum cortisol) in

subjects with severe renal impairment compared with healthy subjects.

Umeclidinium: The pharmacokinetics of umeclidinium has been evaluated in subjects
with severe renal impairment (creatinine clearance <30 mL/min). There was no evidence of an
increase in systemic exposure to umeclidinium (Cmax and AUC) (Figure 3). There was no
evidence of altered protein binding in subjects with severe renal impairment compared with
healthy subjects.

Vilanterol: Systemic exposure [AUC(0-24)] was 56% higher in subjects with severe renal
impairment compared with healthy subjects (Figure 1). There was no evidence of greater
beta-agonist class-related systemic effects (assessed by heart rate and serum potassium) in
subjects with severe renal impairment compared with healthy subjects.

Drug Interaction Studies

No drug-drug interaction studies have been conducted with TRELEGY ELLIPTA. The
information below is from drug-drug interaction studies conducted with umeclidinium,

fluticasone furoate/vilanterol, or umeclidinium/vilanterol. The potential for fluticasone furoate,
umeclidinium, and vilanterol to inhibit or induce metabolic enzymes and transporter systems is
negligible at low inhalation doses.

Inhibitors of Cytochrome P450 3A4: The exposure (AUC) of fluticasone furoate and vilanterol
were 36% and 65% higher, respectively, when coadministered with ketoconazole 400 mg
compared with placebo (Figure 2). The increase in fluticasone furoate exposure was associated
with a 27% reduction in weighted mean serum cortisol (0 to 24 hours). The increase in vilanterol
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exposure was not associated with an increase in beta-agonist-related systemic effects on heart
rate or blood potassium.

Cytochrome P450 2D6: In vitro metabolism of umeclidinium is mediated primarily by CYP2D6.
However, no clinically meaningful difference in systemic exposure to umeclidinium (500 mcg)
(8 times the approved dose) was observed following repeat daily inhaled dosing to normal
(ultra-rapid, extensive, and intermediate metabolizers) and CYP2D6 poor metabolizer subjects.

Inhibitors of P-glycoprotein: Fluticasone furoate, umeclidinium, and vilanterol are substrates of
P-gp. Coadministration of repeat-dose (240 mg once daily) verapamil (a moderate CYP3A4
inhibitor and a P-gp inhibitor) did not affect the vilanterol Cimax or AUC in healthy subjects
(Figure 2). Drug interaction trials with a specific P-gp inhibitor and fluticasone furoate have not
been conducted. The effect of the moderate P-gp transporter inhibitor verapamil (240 mg once
daily) on the steady-state pharmacokinetics of umeclidinium was assessed in healthy subjects.
No effect on umeclidinium Cmax was observed; however, an approximately 1.4-fold increase in
umeclidinium AUC was observed (Figure 3).

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

TRELEGY ELLIPTA

No studies of carcinogenicity, mutagenicity, or impairment of fertility were conducted with
TRELEGY ELLIPTA; however, studies are available for the individual components, fluticasone
furoate, umeclidinium, and vilanterol, as described below.

Fluticasone Furoate

Fluticasone furoate produced no treatment-related increases in the incidence of tumors in 2-year
inhalation studies in rats and mice at inhaled doses up to 9 and 19 mcg/kg/day, respectively (both
approximately equal to the MRHDID for adults on a mcg/m? basis).

Fluticasone furoate did not induce gene mutation in bacteria or chromosomal damage in a
mammalian cell mutation test in mouse lymphoma L5178Y cells in vitro. There was also no
evidence of genotoxicity in the in vivo micronucleus test in rats.

No evidence of impairment of fertility was observed in male and female rats at inhaled
fluticasone furoate doses up to 29 and 91 mcg/kg/day, respectively (approximately 8 and 21
times, respectively, the MRHDID for adults on an AUC basis).

Umeclidinium

Umeclidinium produced no treatment-related increases in the incidence of tumors in 2-year
inhalation studies in rats and mice at inhaled doses up to 137 and 295/200 mcg/kg/day
(male/female), respectively (approximately 20 and 25/20 times the MRHDID for adults on an
AUC basis, respectively).

24

Feb 05 2019 15:20:13



778
779

780
781
782

783

784
785
786
787
788

789
790
791
792
793

794
795

796
797
798
799

800
801
802

803

804
805

806
807
808
809
810
811

812
813

Umeclidinium tested negative in the following genotoxicity assays: the in vitro Ames assay, in
vitro mouse lymphoma assay, and in vivo rat bone marrow micronucleus assay.

No evidence of impairment of fertility was observed in male and female rats at subcutaneous
doses up to 180 mcg/kg/day and at inhaled doses up to 294 mcg/kg/day, respectively
(approximately 100 and 50 times, respectively, the MRHDID for adults on an AUC basis).

Vilanterol

In a 2-year carcinogenicity study in mice, vilanterol caused a statistically significant increase in
ovarian tubulostromal adenomas in females at an inhaled dose of 29,500 mcg/kg/day
(approximately 8,750 times the MRHDID for adults on an AUC basis). No increase in tumors
was seen at an inhaled dose of 615 mcg/kg/day (approximately 530 times the MRHDID for
adults on an AUC basis).

In a 2-year carcinogenicity study in rats, vilanterol caused statistically significant increases in
mesovarian leiomyomas in females and shortening of the latency of pituitary tumors at inhaled
doses greater than or equal to 84.4 mcg/kg/day (greater than or equal to approximately 45 times
the MRHDID for adults on an AUC basis). No tumors were seen at an inhalation dose of

10.5 mcg/kg/day (approximately 2 times the MRHDID for adults on an AUC basis).

These tumor findings in rodents are similar to those reported previously for other beta-adrenergic
agonist drugs. The relevance of these findings to human use is unknown.

Vilanterol tested negative in the following genotoxicity assays: the in vitro Ames assay, in vivo
rat bone marrow micronucleus assay, in vivo rat unscheduled DNA synthesis (UDS) assay, and
in vitro Syrian hamster embryo (SHE) cell assay. Vilanterol tested equivocal in the in vitro
mouse lymphoma assay.

No evidence of impairment of fertility was observed in male and female rats at inhaled vilanterol
doses up to 31,500 and 37,100 mcg/kg/day, respectively (both approximately 5,490 times the
MRHDID based on AUC).

14 CLINICAL STUDIES

The clinical efficacy of TRELEGY ELLIPTA has been evaluated in 3 clinical trials: Trial 1
(NCT #01957163), Trial 2 (NCT #02119286), and Trial 3 (NCT #02164513).

Trials 1 and 2 were multicenter, randomized, double-blind, parallel-group, 12-week treatment
trials. Across both trials, a total of 412 subjects received coadministration of umeclidinium
62.5 mcg + fluticasone furoate/vilanterol 100 mcg/25 mcg, the components of TRELEGY
ELLIPTA. Comparative in vitro data provide support for reliance on coadministration studies
with umeclidinium 62.5 mcg + fluticasone furoate/vilanterol 100 mcg/25 mcg [see Description

)]

The population demographics for Trials 1 and 2 were: mean age of 64 years, 92% white, 66%
male, and an average smoking history of 48 pack-years, with 50% identified as current smokers.
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At screening, the mean postbronchodilator percent predicted FEV| was 46% (range: 14% to
76%), the mean postbronchodilator FEV1/FVC ratio was 0.48 (range: 0.21 to 0.70), and the mean
percent reversibility was 13% (range: -24% to 86%).

Trial 3 was a randomized, multicenter, double-blind, parallel-group, 52-week treatment trial
comparing the clinical efficacy of TRELEGY ELLIPTA with the fixed-dose combinations of
fluticasone furoate/vilanterol 100 mecg/25 mcg and umeclidinium/vilanterol 62.5 mcg/25 meg. A
total of 10,355 subjects with COPD with a history of 1 or more moderate or severe exacerbations
in the prior 12 months were randomized (2:2:1) to receive TRELEGY ELLIPTA, fluticasone
furoate/vilanterol, or umeclidinium/vilanterol administered once daily.

The population demographics across all treatments were: mean age of 65 years, 77% white, 66%
male, and an average smoking history of 46.6 pack-years, with 35% identified as current
smokers. At study entry, the most common COPD medications were ICS + anticholinergic +
LABA (34%), ICS + LABA (26%), anticholinergic + LABA (8%), and anticholinergic (7%); the
mean postbronchodilator percent predicted FEV was 46% (SD: 15%), the mean
postbronchodilator FEV/FVC ratio was 0.47 (SD: 0.12), and the mean percent reversibility was
10% (range: -59% to 125%).

Lung Function: In Trials 1 and 2, the primary endpoint was change from baseline in trough
(predose) FEV| at Day 85 (defined as the mean of the FEV values obtained at 23 and 24 hours
after the previous dose on Day 84). For both trials, umeclidinium + fluticasone furoate/vilanterol
demonstrated a statistically significant increase relative to placebo + fluticasone
furoate/vilanterol (Table 2); similar results were demonstrated for the secondary endpoint of the
weighted mean FEV (0 to 6 hours postdose) on Day 84 (Table 2).

Table 2. Least Squares (LS) Mean Change from Baseline in Trough FEV1 and Weighted
Mean FEV1 (0-6 h) at Week 12 (Days 84/85)

Trough FEV: (mL)? Weighted Mean FEV; (0-6 h) (mL)°
Difference from Difference from
Placebo + FF/VI¢ Placebo + FF/VI¢
Treatment n (95% CI) (95% CI)
Trial 1
UMEC + FF/VI | 206 124 153
(93, 154) (118, 187)
Trial 2
UMEC + FF/VI | 206 122 147
(91, 152) (114, 179)

FEV| = Forced Expiratory Volume in 1 Second; FF/VI = Fluticasone Furoate/Vilanterol
100 mcg/25 mcg; UMEC = Umeclidinium 62.5 mcg.

* At Day 85.

® At Day 84.
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¢ For Placebo + FF/VI: Trial 1, n = 206; Trial 2, n = 206.

Greater LS mean changes from baseline in FEV; over time were demonstrated for the
umeclidinium + fluticasone furoate/vilanterol treatment group compared with the placebo +
fluticasone furoate/vilanterol treatment group starting at 15 minutes postdose on Day 1. For

Trial 1, LS mean changes in FEV over time relative to baseline are displayed for Day 1 and Day
84 in Figures 4 and 5, respectively. Similar results were seen in Trial 2.

Figure 4. Least Squares (LS) Mean Change from Baseline in Postdose Serial FEV1 (mL)
on Day 1

250+

200 -

150

100 -

LS Mean Change from Baseline (mL)

-50 -

| : T
o 1 3 B 23 24
Time (h)

a—a—a Umeclidinium 62.5 meg + fluticasone furoate/vilanteral 100 meg'25 meg
+—&—» Placebo + fluticasone furcate/vilanteral 100 meg/25 meg
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851  Figure 5. Least Squares (LS) Mean Change from Baseline in Postdose Serial FEV1 (mL)
852  on Day 84
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a—a—a | meclidinium 62.5 mcg + fluticasone furcate/vilanteral 100 mcgl2s meg
&—8—# Placebo + fluticasone furoate/vilanteral 100 meg/25 meg

853
854  In Trial 3, treatment with TRELEGY ELLIPTA demonstrated a statistically significant

855  improvement in lung function (mean change from baseline trough FEV; at Week 52) compared
856  with fluticasone furoate/vilanterol and umeclidinium/vilanterol. The mean change from baseline
857  intrough (predose) FEV; at Week 52 was 97 mL for TRELEGY ELLIPTA compared with

858  fluticasone furoate/vilanterol (95% CI: 85, 109; P<0.001) and 54 mL for TRELEGY ELLIPTA
859  compared with umeclidinium/vilanterol (95% CI: 39, 69; P<0.001). The effects on lung function
860  (mean change from baseline trough FEV1) of TRELEGY ELLIPTA compared with fluticasone
861  furoate/vilanterol and umeclidinium/vilanterol were observed at all timepoints over the course of
862  the 52-week study (Figure 6).

28

Feb 05 2019 15:20:13



863

864

865
866
867
868
869
870
871
872
873

874
875
876

Figure 6. Least Squares (LS) Mean Change from Baseline in Trough FEV: (mL)
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=—=—8 TRELEGY ELLIPTA
e—e—= [luticasone Furoate/Vilanterol (FF/AI) 100 mcg/25 mcg
A—A—h  Umeclidinium/Vilanterol (UMEC/VI) 625 mcg/25 mcg

Exacerbations: In Trial 3, the primary endpoint was annual rate of on-treatment moderate and
severe exacerbations in subjects treated with TRELEGY ELLIPTA compared with fluticasone
furoate/vilanterol and umeclidinium/vilanterol. Exacerbations were defined as worsening of 2 or
more major symptoms (dyspnea, sputum volume, and sputum purulence) or worsening of any 1
major symptom together with any 1 of the following minor symptoms: sore throat, colds (nasal
discharge and/or nasal congestion), fever without other cause, and increased cough or wheeze for
at least 2 consecutive days. Exacerbations were considered to be moderate severity if treatment
with systemic corticosteroids and/or antibiotics was required and were considered to be severe if
resulted in hospitalization or death.

Treatment with TRELEGY ELLIPTA statistically significantly reduced the on-treatment annual
rate of moderate/severe exacerbations by 15% compared with fluticasone furoate/vilanterol and
by 25% compared with umeclidinium/vilanterol (Table 3).
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Table 3. Moderate and Severe Chronic Obstructive Pulmonary Disease Exacerbations

Rate Ratio vs. % Reduction in
Mean Annual Rate | Comparator | Exacerbation Rate
Treatment n (exacerbations/year) (95% CI) (95% CI) P Value
TRELEGY 4,145 0.91
ELLIPTA
FF/VI 4,133 1.07 0.85 15 P<0.001
(0.80, 0.90) (10, 20)
UMEC/VI 2,069 1.21 0.75 25 P<0.001
(0.70, 0.81) (19, 30)

FF/VI = Fluticasone Furoate/Vilanterol 100 mcg/25 mcg; UMEC/VI = Umeclidinium/Vilanterol

62.5 mcg/25 mcg.

Treatment with TRELEGY ELLIPTA statistically significantly decreased the risk of a
moderate/severe exacerbation as measured by time to first exacerbation when compared with

fluticasone furoate/vilanterol (14.8%; 95% CI: 9.3, 19.9; P<0.001) and umeclidinium/vilanterol
(16.0%; 95% CI: 9.4, 22.1; P<0.001).

Treatment with TRELEGY ELLIPTA reduced the on-treatment annual rate of severe

exacerbations (i.e., requiring hospitalization or resulting in death) by 13% compared with

fluticasone furoate/vilanterol (95% CI: -1, 24; P = 0.064) which was not statistically significant.
Treatment with TRELEGY ELLIPTA statistically significantly reduced the on-treatment annual
rate of severe exacerbations by 34% compared with umeclidinium/vilanterol (95% CI: 22, 44;

P<0.001).

Health-Related Quality of Life: In all 3 trials, health-related quality of life was assessed using the
St. George’s Respiratory Questionnaire for COPD patients (SGRQ-C), a disease-specific shorter
version derived from the original St. George’s Respiratory Questionnaire (SGRQ). Results were

transformed to the SGRQ for reporting purposes. In Trial 1, the on-treatment responder rate at

Week 12 (response defined as a decrease in score from baseline of 4 or more) was 40% for

umeclidinium +fluticasone furoate/vilanterol vs. 35% for placebo + fluticasone furoate/vilanterol
(odds ratio 1.2; 95% CI: 0.8, 1.8). In Trial 2, the on-treatment responder rate at Week 12 was
35% for umeclidinium + fluticasone furoate/vilanterol vs. 21% for placebo + fluticasone
furoate/vilanterol (odds ratio 2.0; 95% CI: 1.3, 3.1). In Trial 3, the on-treatment responder rate at
Week 52 was statistically significantly greater for subjects treated with TRELEGY ELLIPTA
(42%) compared with fluticasone furoate/vilanterol (34%; odds ratio 1.41; 95% CI: 1.29, 1.55;
P<0.001) and compared with umeclidinium/vilanterol (34%; odds ratio 1.41; 95% CI: 1.26, 1.57,

P<0.001).

Other Endpoints: In Trials 1 and 2, subjects treated with umeclidinium + fluticasone
furoate/vilanterol on average used less rescue medication compared with subjects treated with
placebo + fluticasone furoate/vilanterol over Weeks 1 to 12. In Trial 3, subjects treated with
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TRELEGY ELLIPTA on average used less rescue medication (mean number of uses per day and
percentage of rescue-free 24-hour periods) compared with subjects treated with fluticasone
furoate/vilanterol or umeclidinium/vilanterol over the course of the 52-week study.

16 HOW SUPPLIED/STORAGE AND HANDLING

TRELEGY ELLIPTA is supplied as a disposable light grey and beige plastic inhaler containing 2
foil strips, each with 30 blisters (or 14 blisters for the institutional pack). One strip contains
fluticasone furoate (100 mcg per blister), and the other strip contains a blend of umeclidinium
and vilanterol (62.5 mcg and 25 mcg per blister, respectively). A blister from each strip is used to
create 1 dose. The inhaler is packaged within a moisture-protective foil tray with a desiccant and
a peelable lid in the following packs:

NDC 0173-0887-10 TRELEGY ELLIPTA 30 inhalations (60 blisters)
NDC 0173-0887-14 TRELEGY ELLIPTA 14 inhalations (28 blisters), institutional pack

Store at room temperature between 68°F and 77°F (20°C and 25°C); excursions permitted from
59°F to 86°F (15°C to 30°C) [See USP Controlled Room Temperature]. Store in a dry place
away from direct heat or sunlight. Keep out of reach of children.

TRELEGY ELLIPTA should be stored inside the unopened moisture-protective foil tray and
only removed from the tray immediately before initial use. Discard TRELEGY ELLIPTA 6
weeks after opening the foil tray or when the counter reads “0” (after all blisters have been used),
whichever comes first. The inhaler is not reusable. Do not attempt to take the inhaler apart.

17 PATIENT COUNSELING INFORMATION

Adpvise the patient to read the FDA-approved patient labeling (Patient Information and
Instructions for Use).

Not for Acute Symptoms

Inform patients that TRELEGY ELLIPTA is not meant to relieve acute symptoms of COPD and
extra doses should not be used for that purpose. Advise patients to treat acute symptoms with an
inhaled, short-acting betaz-agonist such as albuterol. Provide patients with such medication and
instruct them in how it should be used.

Instruct patients to seek medical attention immediately if they experience any of the following:
e Decreasing effectiveness of inhaled, short-acting betar-agonists
e Need for more inhalations than usual of inhaled, short-acting betaz-agonists
e Significant decrease in lung function as outlined by the physician

Tell patients they should not stop therapy with TRELEGY ELLIPTA without physician/provider
guidance since symptoms may recur after discontinuation.
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Do Not Use Additional Long-acting Betay-agonists

Instruct patients not to use other LABA.
Local Effects

Inform patients that localized infections with Candida albicans occurred in the mouth and
pharynx in some patients. If oropharyngeal candidiasis develops, treat it with appropriate local or
systemic (i.e., oral) antifungal therapy while still continuing therapy with TRELEGY ELLIPTA,
but at times therapy with TRELEGY ELLIPTA may need to be temporarily interrupted under
close medical supervision. Advise patients to rinse the mouth with water without swallowing
after inhalation to help reduce the risk of thrush.

Pneumonia

Patients with COPD have a higher risk of pneumonia; instruct them to contact their healthcare
providers if they develop symptoms of pneumonia.

Immunosuppression

Warn patients who are on immunosuppressant doses of corticosteroids to avoid exposure to
chickenpox or measles and, if exposed, to consult their physicians without delay. Inform patients
of potential worsening of existing tuberculosis; fungal, bacterial, viral, or parasitic infections; or
ocular herpes simplex.

Hypercorticism and Adrenal Suppression

Advise patients that TRELEGY ELLIPTA may cause systemic corticosteroid effects of
hypercorticism and adrenal suppression. Additionally, inform patients that deaths due to adrenal
insufficiency have occurred during and after transfer from systemic corticosteroids. Patients
should taper slowly from systemic corticosteroids if transferring to TRELEGY ELLIPTA.

Paradoxical Bronchospasm

As with other inhaled medicines, TRELEGY ELLIPTA can cause paradoxical bronchospasm. If
paradoxical bronchospasm occurs, instruct patients to discontinue TRELEGY ELLIPTA and
contact their healthcare provider right away.

Hypersensitivity Reactions, including Anaphylaxis

Advise patients that hypersensitivity reactions (e.g., anaphylaxis, angioedema, rash, urticaria)
may occur after administration of TRELEGY ELLIPTA. Instruct patients to discontinue
TRELEGY ELLIPTA if such reactions occur. There have been reports of anaphylactic reactions
in patients with severe milk protein allergy after inhalation of other powder medications
containing lactose; therefore, patients with severe milk protein allergy should not use TRELEGY
ELLIPTA.
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Reduction in Bone Mineral Density

Advise patients who are at an increased risk for decreased BMD that the use of corticosteroids
may pose an additional risk.

Glaucoma and Cataracts

Adpvise patients that long-term use of ICS may increase the risk of some eye problems (cataracts
or glaucoma); consider regular eye examinations.

Instruct patients to be alert for signs and symptoms of acute narrow-angle glaucoma (e.g., eye
pain or discomfort, blurred vision, visual halos or colored images in association with red eyes
from conjunctival congestion and corneal edema). Instruct patients to consult a physician
immediately if any of these signs or symptoms develop.

Worsening of Urinary Retention

Instruct patients to be alert for signs and symptoms of urinary retention (e.g., difficulty passing
urine, painful urination). Instruct patients to consult a physician immediately if any of these signs
or symptoms develop.

Risks Associated with Beta-agonist Therapy

Inform patients of adverse effects associated with betay-agonists, such as palpitations, chest pain,
rapid heart rate, tremor, or nervousness.

Trademarks are owned by or licensed to the GSK group of companies.
TRELEGY ELLIPTA was developed in collaboration with Innoviva.

INNOQVIVA

GlaxoSmithKline
Research Triangle Park, NC 27709

©2019 GSK group of companies or its licensor.
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FEGIZIEMOBREZZT 5 &) BE2HET 52 L,

516 PEfERRR

AANL, AEAREANET I A EHT 2T TOIEA L FRRIC, MBS X H R IR RE T
HESE 2 A 2 B I QNS A SRR 7 < NS RE @ A m B ik, EEICKRET5
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Z&, BUO BT N URFERRMEETH LT T T v—d, RN G B ORE
RIFK O b7 ¥ F=V 2B S D Z e lE STV D,

517 XAV U AMEE K OV L5

BT FLT U UKL, B 6 IFTMIEANY v T 4 728> T, —EOBE THRRED
Vo AEAGIEEZTRBENNHD, 29 LIRS U U AMIEIC L0 OIERITER 23588
DAMREMED D D, iGN U 7 LA ITEE @B TH W it IEE LS L, B7 FLT Y
R, —foiE TmtEosmELs S EZTRENLH D,

6 BIVER

LUF ORIERIZ DWW TIE, XA CREMICREE L T D
o HEMGEBEMER—ARL, FE. R [BER O FoEE 6.1) #2H]
o« HTE e THEY S REY [BEER O LOVEE (64) 2]
« COPDIZEIFHMRDY AT ¥ [ZHRMEN EoriE 65) &34
o SIEIR [BER O LOVEE (66) #20]
RIS B LR RE TUIESE S ORI iR [ R OV o) (5.8) &2
A NSRS SR (B R OEN L oVEE (6.10) 2]
GIEIER (2R OEH o E (612) #2]
BEEDIRT [ZEHLR O EoMEE 613) #24)
PHIEM AR INBE DR, [ZEA R OMEH L0/ EE (.14) &2
o IRPAOEA [BER O Lo EE (6.15) &M

6.1  ERRABRSE

EEREBRIIRE 2 R SAE T CEBSNTND Z G, & HEF| ORI T 2 BIVERZEH,
L, BIOIERN OEEKRRERIC I 1T HIEBLR L EHRT 5 Z L IXTE T, KBS TORBLE
R LW W ATREEE S B 5

ABNOREMNIL, VAT V=T RETNVTF I T T U ANVR R AT IV BT T —
NOEEHEEGAIZ O Lz 2 K0 12 8EREBRIC L 2 LZeT —%, WNCARKFIE 7 Z P
NRVBBEAT /T Tu—/LORBEREREH., VAZ V=0 L/ 7070 —/LD
[ 7E B A A A DR &G Ul U 7= =1 52 @B o 2T — 2 1S\ WD [k
4) ==

FRBR 1 K OFR 2

2RO 12 HEEE GBI L ORRER2) 12X ->T, REOFEIR D THHTA7 ) V= LK
WINF NS TTUHNREZ AT N /5 TFu—LOHAES %2, 75 RKEO7 L
FHS T TUHNRUBT ATV, BT T a—)L DRI L > TR L=, 240 12
MO EEVE 2 L — R EMREERABRICIH VT, COPD 24T 55 824 BIDOMERE N, A ) V=
U625 ug MONTNVF Y 7T TNVRUBET ATV 100 pg,/ BT 7 1 —)L 25 ug X3
TEREORTNTHS T T HNVR R AT N 100pug,/ B 70—/ 25ug® 1 B 1 [A#
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5% 1 RIPLEZ 72 (B GRERR THEER : 64 5%, 2% H N, 66%0BYE)  [HHkiE

A41) 22M] , B1FHOURAT V=0 L625ug KOTNVNTFH ) 7T VR T A
T 100 pg/ B 7 m—/L 25 ug OFEITHE D BWEH OB, 2 K0 12 HHRRICE S
NTWN5,

Rl UATVI=UARWRINTF U VT T VANKR ATV E5 0 TFa— VIR
WTEBERN 1% ENOT T REOTINF S VT 5V ANRVBERATIV/ 550
—NVEX Y bEIoBIVER 3B 1 KUEER 2)

DAV =g A+ TV
FHSTGUINVRY | TR TIAF B
B 25N,/ TSVHANK VBT AT
I ryu— N/ ST u—)v
(n=412) (n=412)
BIfEA % o,
TR R PR E
e 4 3
WR HL 2 <1
Bk R P L O AR e
kil 4 2
FEIG 2. MERER X OMtRR &
W K 1 <1
1 e gE Jg 1 0
H N5k
T 2 <1
JRYLE R L OVEF A BUE
H 52 1 0

R 3-R M et T — ¥

ARENETNFH ST T HNVRBETATIVI00 ng/ BT T0—L25 ugk A7) o=
U625 ug/ BT T r—L25 g OEFEHERGA L PP L U7z 52 B OER
FHEr3) 217V, KEIOEMOZ AT Lz, ARBRIX, @E 12208 DNICHREE -
IFEEOHEEAR Z L7 COPD 263 8% (N=10,355) 12, REIETAVF 7T 010
RV ATV /T orTra—nVEER. 3 A7 V=08 /T T u— L EEAIC
MEALL (2:2:1) L. 1H 1EHRS L _HERERKRBR TH L (AR TEHER 65
. T1%0 AN, 66% 03B [EARHER (14) 28] . BHRBRICE T 2/ EFRIEDOFRESR
BRI BL N2 &=L, 72720, B8R 3 TARAAE 2 E TG IN-BE (n=4,151)
T, R LIRENTWAEENIMA T, ERGERYE, Mix[EhE L EE (5.5 3R],
KRR, e U AESE LER (5.4) ] BEEE. Ao BlaEk, T
GHAS, SRATRL, JRESEYUE, B L ORFEEN 1%L, LG bz,

7 Ry EAEH
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7.1 F b7 1 & P450 3A4 FHEH]

TNTF IS T T HNRFEZ AT VRO T 7 v—)U T CYP3A4 DIEETH D, #0172

CYPIA4HENER A HT 57 hat Yy —AvoOREEIZ, ZVFAY 77 VR T X

TR T o TFo—LOEHREEFHINSE S, KEIE 7 Fatby — VR OBEmMORS 7

CYP3A4PHZES (il : UV hFEA, 7T RAn~wALy, a=_"TFHEL AL FEN, Ak

JaFy—), vt F N, X777V Ry, RAT 4T EN, BXFENL, T Ruv AL,
rrL 7 RvAvy, R)ary—u) LOHEGERFT2BIERET S22 & [ZH5k

MEH EorEE 69) | HHRFERE 123) #2M)

72 BT IVEXIVF—PHREFIRCEZEERGLD OF)

7T u— UL, o B il L FRkIC, B T AR U A —EIER, ZBRAM D OF
L <IFBEFND QTe MR & LR S ¥ 2 A OHE 22T TV A BE UL Z 0 X 2 IR O E-
ETH 2EBLNOBEIIIRHCEEIZER G LT USR5 R0n, IR 0HEFZL->TT F
LU CHIER O L E R~ OIEN T 2 B8R d 5, BEAMO QTc & Ik X1 2 3K
AT, DEERENRO U 27 KT 5,

7.3 BT LTV U RARETE

BEEWr L, T T m— D BRIIEEDMI~DOIER Z EW§ 2 DA77 53, COPD FEHFITEH
WTHEEORE R 2G|SR TBENbH D, T8, COPD BHFIZITME ., BilEWIkz
BeHFTHRETIERY, L, FFEORRTTIE, 2oL REBFICXTH, BT KLU »
SRR D 2 BB AR R BN NFE LR WEARH D, ZD X 5 RBE1i, DR
PR IEREE A HE L TH LA, 29 LeEANTERICRET 52 &,

74 FEN VU U LMMREHEFIRA

H1 U 7 DRFFHERIRA] OL—TRRFILT T 2 FRFRAE) OBRGIZE->TELLZED

b5 DB RO/ SUFED U U AfiEE, B R (Frlo, #RAEZ ERISZ5EE) (X0,
AMEET2BENN DD, O LIAEMOBRNEZEIEIIAATHL05, pRIEEZHED ) »
LORFFERIRA & OFH T 2 BB ICITEET & TH D,

75 Hi= ) A

Pral) R EPERT D &L IR EERNEC D AREERH D, T2, AFlE, Hiz
Vo ME % ad T MO IE, ta V) UV HEVEROBINCE 2 BEnnb 57
WWET B Z & [EER O Fo/EE (5.14,515) 22

8 KRl 2L ~D# 5
8.1 3R
U 27 OgE

KB NIAFN O A DRSS THDINF NS T T HNARBT AT IV, TR )= L
KO T o7 a—) )L ORI 5T 2 85OV T, SKAIBLEMEY X 7 B3l T 213 ED+4
T =X\ R O EFIRZ ] o B OETERER T, SERTOEERZ v k
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WCINT AT T I ANRAARTEAT VT T a— e BESUIMFAIC I D RARS L
&2 A, IBROEENMRE IR N2 Tz, R COTINT I 7T 2 T )ViR g
TRATNVEOE T rT7a—LOimHaEiL, B MRAIHT D RKRHELRE | HRAR G &
(MRHDID) (ZANFHY T T ANR R AT 100pg, BT T 10—/ 25ug) DX
ZIRI OGR4 G ThoTe [F—52MH] . W7 v REOUHRIITRA TV V=0 L%
MRHDID TO t Mg O 50 5 TRALEG XITH 200 5 TR G L& 2 A, - IRI%S
AR HEEERTRD Dhiehoiz,

S BEEMICBT D B REE R OWEDOHEE Y A7 X RHTH 5, KEO—REM T,
TR REE FORECHETE Y A7 1%, BRERMICHER S NIZE RO Z NN 2%~4% K T 15%
~20%Tdh B,

WK b DR S IR

TN ONHHPE - PRSI FEIME 2 05T D2 BZNN S D120, JEIRE K O i O AHK| D F
513, BIERRR T 4 v BREBERR ) A7 & ERIAHBAIZORITH Z L,

T—X

BT —5 TNF A T T UHNRUBEZ ATV, DAY V=0 ARET T =)L
OPFRIE, AR TR DT O TW R, IEREMIC I VT H Y 7 T TR Uk~
AT NRRE T T a— VO XITHEBTINT IS T T HIVR BT ATV, T AT
V=0 LI T T r— a5 LERBRAER S LT 5,

TNF G T TGN AET R TR NE T Tz —s s R BRI AT 5 R
WCBWT, SEERMOEET v MCTIVF A v T T HNVR BT AT LR E T T 0
—)VE&, I MRHDID O K 9 fi5 M N 40 150 & (e K9 95 ng/kg/ B DWW AR 58T
O pg/m? PEAE) THEASUIOFHES Uiz, MEEMRE 2R3 IS0 oo,

TITF S T T AR BT X T 2 RKDOMEBIOIE BRI AT AR BRIC B
T, WEERYOEIET v MRS TINTF IS T T ANR BT ATV, TN
AU MRHDID D K 9 {5 OV 2 5D & (REEMIC k32 Feok 91 pg/kg/ H & O 8 pg/kg/ H D
ABEETO ngm? #5H) TR Lo, WInoBmEICBSW T H IO ERNRE 2R~
FrIFERO b oTe, 7y MERWEEEREE R OEREEICET 23 BRICEB VT, 4T
IR W N O LA DR EWNC 7V F T v 7 T 1 )VR iR AT )L % MRHDID D KK 3 %
OH&E (BT 2 5K 27 ng/kg/ B O ARG & TO ngm? #5fl) TG L7, o3
BT 2 B E2 R T RITRS i o Tz,

DX 2 Y= A 2 RKROEBIOIR FRERAEICE T 2HERICE VT, SERARMOER
Ty MERTHFIZT AT V=0 L%, FHEH MRHDID @ f KK 50 £ & T8 200 1% 0 H &
(7 v MIREMIC T DK 278 pg/kg/ H DWW AR G5, 75 X REMIC T DK 180
pg/kg/ H DR T8 TO AUC #5H) CTHRE L7z, WThoBiE < LT EIER 2 /R4 7T
RIFBDoNehole, 7y MEHWIZEENREE R OAEZREEICET 2B\ T, Ik
B R OS2I O REMIZ T A 7 U =7 5% MRHDID O KK 26 50 A& (RFEWi2x4
%K 60 pg/kg/ H DR T G- 8T AUC HIFLE) TS Lic, WORE KT 2882 R~ 7T
RITERO o7z,
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EZ 7 r—sb: 2 ROEBIOM- B AEICET 2R BRICBW T, BB OMTIRS
YRR RICE T T u—/vE, £ MRHDID O f K 13,000 355 O 1,000 {350 &
(7 > MIEEMWIZ T DB 33,700 pg/kg/ H O AL G2 TO ug/m? B, 7 3 I3 REW
(X9 D IR 5,740 pg/kg/ B O A TO AUC#FE) T&E L7z, 7y EOTH X
BT, MRHDID Of 160 50 f & (FFEMx4 % ek 591 pg/kg/ B O 58 To AUC #E
E) £TiE, BEMREZRTITRIIRD bR -7z, LinL, UHFiZiX, MRHDID O
1,000 5 (REEMICXE3 % 5,740 pg/kg/ B OW AR5 7 3 300 pg/kg/ H D T # 5 & T AUC
BB T, BRIBOBRERNBD b, ZThbOERERIZIL, BHEEER NP FEEOF
B AT L RENE £, 7 v MERAWEELRRE R OVERETICET 23 BRIk
T, RSN OSSO REMICE T 7 1 —/LZ MRHDID O KK 3,900 70 A& (RE#E)
MR 5K 10,000 pgkeg/ H OFE O # 5B TO ng/m? #aFiE) TG Lz, ROREFICHT D
R RTITRITREO b o T,

8.2 FIE
U 27 O

TINTFANS Y TITANKRBEAT I, DAZ V=g LI T 7a— ok M
~OBAT, &2 WA UIAN b~ DI T 2 RIIE LTy, YA Y
=ULNET Y NOANHRITATT D [F—H2M] . WOFEEK ORISR T 2R A0 A EME
1. B OARFN ORI, ROTIVF DS T T HNRBTAT IV, DA V=
UAXIIET T a— I LD, HDWITREBLOEEEEERIC L AR ~OFE RO FEE
PL L HICBETRETHD,

74

BT — % Y5 NI, WA Z Y =% A% MRHDID D) 255 TR T 5 L= 2 A,
f£7 v K S4PCHF 2 EICB W CERARERIBEDO U A 7 UV V=g AR Sz, Ziux, 74
IV AN T Y hOHAAFFITBIT LI 2R LTS,

8.4 INR~DRE
KFNIDNRA~OFE G- 25 & LR, /INEBRE IR DLV & AT STV,
85 EHEmE~DOERE

INETI/OLNTND T =S L, EmEEICRBT 2 HEMREIFAETH L, 2L,
LV EEDOND—ETHEEZMENEm 2D Z LITHBETERY,

ABR 1 L OB 2 (DERBEE-RER) 12T, 65 Ll EowkERE 18941 (Zd 5 H 39 AN 75 ik
b)) CoA7 ) =0 8625ug KOTINT IS 07T IR BET AT V100 ug/ BT
T r—)L 25 ug 5 Lz, BBR 3128V T, 65 Ll BB 226561, (Z D H B 565 il
TSEELA ) ICARKIZES Lz, 2 b ol & L0 BEFOWEHE L ofic, ZetXITa%)
PEIZOWT ORI R ZEITRD bR doTz, iz, MEINTWDZOMOEERRBRID |
EEIERE & X0 BEOWRRE L ORI TRIGDZETBH STV,

8.6  JFESEEIET

13
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AENT, ITHEREIR T 2 A 2B E 20 R & L7l a2 320 L TuhZvy, AFIOME %« Dy
B ol a LT ICRE#T 5,

TINFHS LTI ANRBBT ATV, BT FTa—)L

JFHSBEIR R 2B 4 D8R8 CIIEEWERE [T, ZAVTF NS T T VR BT AT )L
DEFGEBE RN R IMEEM U, ISR TIIE T T 0 — O FIRGE R T EL KT
Ephotc, aNFazrTaf FEEOBIERICOWTEEZBIET D2 & [HKEE 12.3)
FERMH]

TAZ VY=L

AR O FEEIR T (Child-Pugh A =27 7~9) 283 5 BEF TiE, BEDH D Crax XiE AUC
OEENNTRD BT, BEAMEGER G HEE ORI T 27 3 5 g5 & @R it L o T
Ebobihol, EEOFEREIK T 20T 28E 235 L LB S S v Tunieny [
P 12.3) &2

8.7 EREEET

AANE, BHERERIR T2 AT 2RE 25 & LaBa £l L TV 7RV, RAIDE % DRI
B4 iz DL FICRE#fd 2,

INF RIS T T UANR BT ATIV /BT Ta—)L

HEOBEEIRT (CrCl 23 30 mL/yARi) =8 T H#EICBW\WT, VT Ay 77
RUBT AT VKO T o7 a— VOBREBIIWTN G, BERRE I CTHERZICHEM L
Mot-, BRI TERE CIIAEREIIARE LD [MRER 123) #2H] .

VAZ V=T L

BEEOBKIEINT (CrCl 23 30 mL//yAlii) 287 5EE T, BEOH D Cra X1 AUC O
MMFED LT, BEARARLEEOBKERT 2 AT 20ERE L @RI OB TED D
Rinolr, BHSEEIRTREE CIIAERSIIARE LD [MFFEE 123 ) #2/H] .

10 BERE
WERGORAEFIT, AFITIERE I TWH R0,

KENITNT A T T ANVRART ATV, DA V= AR T v Ta—LvEEa
T 5720, UTIRT L Do OERGIZHED UV AZIIAFIC LY TUEE LD, wEHREIC
R HALE L L CiE, AFloOBEERIET S E LI, @Ol sHERIEL D, SUI S FREE
Bt 5, BRI B ZAMGERESEOEER G2 MRE L TH XV, 295 Lz ANTRE K
BEBEEITBZNNALD ZLICEETHZ L, BERSARELEZEAICITLEE=4Y
VIR IS,

101 TAFHS T3 ANR BT XT )L

BYNRAFTTRATEYT 4 MR L (152%) . WONTEERRBRIC I\ CHRANC RS E#H L=

14
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MEDOREIRNIBD SN ST-Z D, TIVF IS T TR BT AT )L OEER
HAZBIEUANAOWE N VB L 72 5 ATHE IRV, EMICh - 2E&®R 508 E L5613, &l
B RUESRE T EE D ST ERANE Z 28ZNN S D [BER OMEH Lo/t E (68) 2/,

50~4,000 ug DHBEIZ L DT NVT BV T T2 NIRRT AT VO A K O E RGBS B
NEBRE A R G FERE STV D, 500pg Ll EA 1T H LE, 14 BRREG L-E 2 A, =L
T — WAEEHE DD H3FRD LTz,

102 DUAZYT=Uh

FHEOT A7V V=0 A%, fia ) AEORE - BRI R s BENRH S, LirL,
COPD Z A4 A HBRE TR AR 1,000 ug D7 A7 V=75 (KR 1 BRGED 161%) O 1
H 1R ARS % 14 B T 72%12, 25 tEodia ) UHERIER IR Do iz,

103 EZ7v7wm—V

BT — L OMERG Tl S A - ERIE, BEO BT KLd U SRR OB - iE
WO AT SO B 7 KLU RO - otk (] SR 0E, BolE, @il 3%
RIME, BeK 200 [B1/53 O 0FAE A £F O SR, REEUR, FhRGEE, B, IR, AR, O
e EhE, L, FEIEO F O Y. B, RIRGE, mipE, R0 Y U AmE, REHET
V=T R) OFBENITENATH D, TXTORBMARAFERAS &Rk, 7 T7a—b
O EHRFIITMZIE, ST EZEI BEARD D,

11 RELBR - MEIR

AFNE, FVFHS o TT AR B AT (ICS) . TAZ VY= A Fial) L A) &
OE 77 r—/L (LABA) OEGHIZ NENTAIL L0 EET 2R AHEHITH 5,

EREZT oAbaVF arxTaf RCTHLINTF NV 7T VKR VBT AT VOEAIE,
(6a,11p,16a,17a)-6,9-difluoro-17-{[(fluoro-methyl)thio]carbonyl}-11-hydroxy-16-methyl-3- oxoandrosta-
1,4-dien-17-yl 2-furancarboxylate T& %5, {LFEEIILLFO LB TH D,

TNTF I T T TIIVR BT AT VT 538.6 DEALOMK T, EERFUT CryHwF:06S
THDH, KITIFE AL EET 20,

U A7) T=0 AR OILF4 1T, 1-[2-(benzyloxy)ethyl]-4-(hydroxydiphenylmethyl)-1-
azoniabicyclo[2.2.2]octane bromide Td 5, {LFEEIILL TD LB TH D,
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+
(e o
_\_0 r
o O
TR 7= AEACITS T 508.5 D EHADH KR T, EBRUT CoHuNO»Br (MUHkREALT
vEZTMEEMELT) THD, KIETFIT W,

v7rra—) s 7 =) VR O 4 01E, triphenylacetic acid-4-{(1R)-2-[(6-{2-[2,6-
dicholorobenzyl)oxy]ethoxy}hexyl)amino]-1-hydroxyethyl}-2-(hydroxymethyl)phenol (1:1) T&% %, 1t
FHEEIILL O LB Th 5,

|
OH
§ 0
HO WO/\\/

Cl
HO Ph,CCO,H

77T u—v b7 = = VRIS 7 7748 D B EAOKRR T, EHRAIT
C24H33C1bNOseCooH 602 TH D, KITIF & A EVEIT 720,

AFNL, HKOER—D2ODTTAF v I A~ "T—THY, RANT VAL =AY v
E2MNGAT D, —HDOAN) v 7 EOET ) ZAE—1X, WML I NTF D T T R
fgr 270 (100 pg) K OFLEE—KF® (123 mg) OS5 ABORAMEEZEEL, b9 —
FHDOARNY T EDOKT VAL =T, b A7 ) V=0 L8 W (GHE T42ug T, U A
7V V=7 625 ug ICHY) | Bk T T a— v b 7 = = VR (B 40 pg T,
BT a— 25 ug \AY) | AT T Y U~ SR A (75 ug) ROELEE—KF (12.3
mg) NODHEDIRGMKEZERT 5, A —AKIMIAERAZEAT D, KA ~TF—N
EEhT2&, W7 )AL —NOBAINBZEHL, BERYTAE—ANDLWATHZ ETELD
RIEHICItgicE 5 L H ke b,

B LR THLINT IS T T INR BT AT IV, DA )= LR T T
11— /L O R 53 K V22 SR T AR - BRI PHIZ B9 5 in vitro JEEGRBRIZ K- T EAFIOFH AR
MIFRO N FFEANIAKND 1 S>DA T —TRELELAETH, TRLENMNDA 2~
7 —TEREG LIEGETORRICEESND Z LR EhT,

FEHE in vitro sUBRSEE T Tl Vi 60 L5y C 4 PR AT o 726, 1 B0 GIZOE 92 ug
DINTF RS T T HNVRBTAT IV, 55ug DT AT V= MGk N2 ugdDET 71
— VISR A T —InBH D,

FEFIZHEE D COPD [FEV/FVC (BTG &) 73 70%A3# 2> FEV, 23 THHE D 30%A ] %
HTDMAYERE TlE, KA o ~T—% 0 LB — 7 R RIE 65.8 L%y (#PH : 43.5~
94.1L/%5y) Tholz, EEOMi~ORZEEYEIT, WRIRE T 07 7 A VEOBREERICE -
THR2D,

12 Fifn PR 3K
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121 {EFF

TINT—x2 I TH

KENT, TFVNFHS TS HNVRBBE AT, DA VD= AR RNES T — L a2E
HT 5, LLFIORTE A Oy OVERABEFFIIAANC LY TEE D, LLFOIEMIL, R LD
AP FRRE ) L C 72 253 R A RO 3T OIZEE (ICS, i U VAL LABA) IZ@T
60

TINTF IS T T TR BT AT )L

TIVFHS T T ANR BT AT L, IREFEEZET 28R =7 vibarFaxT o
A RTHD, IVFHS 7T ANRAART AT VT invitro iIZBWC, & M LaailFo
A FZRERITH LT, TEFHAL S ORI 299/ NT 0 A LRI VTF Y D 1T 5Dk
BBFMEEZ R LTS, 2O OFTROBERMNEZEMEIIRATSH S,

TINTF N T T IR T AT VN COPD DIEIRIC B8 % M IE - IEME 72 XA T
%, COPD DFRJFEFEFIZIHNT, RIEFHEERHEETH D, a/VFaxrTuA ML, RIEICH
B 2880 (F) : WAL, GFRREk, ek, ~7me 7y —2 0 UK RORAT
gz —F— Bl eXEI =Afat AR afa by A NIAY) KT D
B ERZETHZ ENRENTV D, invitro XV invivo BT LICBWTERD bz 7 L F
AT T TNV R AT VORRIHRIE, svaanFas FRIGET L X2 hOTE
Pk, NFKB % O JIEAFE MR G R 1 O], R OWEIET » MZIsT 2 HUsEE I ME D it i
EREIEOMEI/ ECTH D, arFarTal ROZH LERKIEERNEEICEFE LT
HrEZLND,

VAV T=T L

A7 U= LML, BEEBEREOR LA D) VAITHY , @EHa ) AT S, &
AA N CEFED ML 2D M5 DY 7 S A FIEB LB E AT 5, KUERIZEWT,
D M3 SRR Ko TREMER 288, [EIREEZRZ 79, b NRUEHRO=
BRI OV HIREHEARIZ T, BEEM D[22 ER 2 /89 2 E RO biviz, FERFK
invitro 5ABR & invivo RRBRICIEB W T, AV a U U ROTBEF L a Y A k0B LR KIHE
x5 TN RIE, HEERGFHTH Y, 24 R A B X TR Lo, 26 OFT RO EERE
HHIIARHTH D, UAZ U D=0 MR AEOKE LRI, IS, BAERARERTH 5,

v 7u—)v

I 7 u—/UZ LABA TH 5, invitroREBRIZBWT, EF 7 o —/LOMREREINIEIT L
AT — )L RIBRETHLHZ ENRRENTWS, 2O invitro TOFT RO BRI EEM: 3 T
HD,

SEXFBHOT FLF ) V2RI B Z RN ERTH Y . DIEOT FLTF U 81T By
SREENRERTH LD, pEZAEEITE PUBIZHFEEL, BT FLF U UZHERRD 10~50%
FEHTVD, THDOZEEROTHEERITATHLPB, TADLDOZAKICEY ., EER
PED By FICEIZ & LA~ D23 8 5 ATREVEDRE Sh T B,
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BT rTu—aEET BT KLU VRS ORBEERIL, 75 2 v =V Vg (ATP) O
A7V I3 TT ) r—0 0 (VA7) v AMP) ~OZE#E T 2 TH 5
WWTT%W/77_?@ﬂ@ R EBEGINCERT 5, A 7Y v 7 AMPIRED I
1 BIOVIEA OMEEDIFH, Ak (FRlo~ A MR 26 O EIRFALEHUE A 7 ¢ =— &
~®mmmﬁ%a%t_¢o

122 EHF
Lolf B 1

COPD L Wi SNTWRE TR T DU A7 )V V=T L/ BT 0T B —LOLTHE~DFE L

24 R AR L 2 — DB 2 VT, 6 7 AR ON12 4 A BRRBRICEB W T L7z, 5361237 A2
U= h625ug/ BT Ta— L 25ug, 8IBIRT A7 )= 01250/ BT T a—)b
25 ug. 12BN T T B RDOEG 25T 1o, L~ DRERANIZER D & 2 BT O HALein

277,

BEWSREZEICBITAINTF I VT VR BT AT,/ E5 o TFa— LRI AT )
=UL/SET T =D 2 ODREANC X A 0MEERZ U FIcii#T 5,

TINVFHS T3 ANRB ATV T T u— L EFH

EFEHEBRZ - R 85 B 5 & LTI “EHEMNE®RE T 7R - F5d Yy v A4 —/3—
AW T, QTe MIFRIERICOWTHET L7z, QTcF DX —R 7 A UHHIE#IZIS T 2 EHED
T TR EDEDRERME (95%FFXHE O ER) 1T, F4%5 30 pRICEBNT, TVTFHY T
TRV BT AT N 200 0g/ BT T H—/L25ug T49 (7.5) ms, INTFHS T T Uh
VR VEET AT L 800 ug/ B 7 7 12—/ 100 ug T 9.6 (122) ms Th-o7-,

H B DABOEM RO bz, DB OR—2 T 4 UHIERICBIT 5 B0 7 7 &
RN EDEDREKE O5%EFXEO LIR) 1L, &5 10 5%ICBWT, FLVTFHS 7T 0h
IWRBET AT 2000/ BT T r—/L25ug T7.8 (94) [El/5r, TFNVFHY 7T T
AT AT 800 ug/ 7 7 r—/L 100 ng (HESEHEOZNEN 85, 4% T17.1
(18.7) [El/5yCThH -7z,

VATV =0L /T T a— LA

REFEHEIRZ « WIS 86 Bl &kt & LI “EHEMRKERG 7 7R « It v 24—/ —
AW T, QTe MIFRIER IOV THET L7, QTcF DR —R2 7 A UHIE#IZIS T 2 EHED
TR EDEDRERIME (5% EFXMD ER) 1, vAZ V=05 125ug/ 7T 0—
25ug T4.6 (7.1) ms, YAZ VT =7 L500pg/ 77—/ 100pug HERAROZNE
L8fE, 4f%) ©T82 (10.7) ms TH-oT-,

M BRI LR b, DO —Z T 4 UHIERIZE T 5 FHEO T 7 &
R EDEDRKRIE (95%FEFXH D LEIR) 1%, #4510 50%IZBNT, AZ Y P=0 5125
pg/ B7 7 m—L25ug T8 (10.5) [y, VAV VY =0 L500pug/ BT 7 12—/ 100
pg T20.5 (22.3) [/ Th o7,

HPA ~D1EH
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PEFEREER A RIS E 2BV T, K400 ug DABETINT HY VT T HIVR VR AT
W ERARL LTz & 24, MigEIERT 2 VT — L ORI B RE T3R80 bi/s
Inofe, ZNFHI VT T ANRUEBET AT L OIRFHRICIT SRR L0 s g
FEECIE, MESUTIR 2L TF Y — EDIK T 25380 T,

1B1EIZEEN B 2175 ek 7 - COPD #RFE x5t 5 & T 2Bzl W\WT, ZAFhy 7
TN BT AT L (50, 100 X1L200png) BT Tr—A 250 | BT T R—/L25
pg XIEZNF N 7T IR AT L (100 X 200 pg) % 6 W AWML LIZE 245,
24 R PR 22 V5> — LR B SR B TR D e hr o 7o, COPD #R# & %15 & 3~ 2 Bk
BRCIX, ZVTFHS T T HNRUEET ATV (50, 100 XX 200 pg) BT T B—/L 25
pg) 28 ARG Lim& 2 A, MGEaNF YV —E~DEE TR o1,

123  EKyEhie

TNF RIS T T AR BT ATV (200~800pg) . VA Z UY=L (62.5~500 pg)
LOEZ o7 a—/L (25~100 ug) ([Z2OWTIE, MHEOERMEENRD bivie, AFICK D7
NFNS T T AIVRRTAT IV, DA VY= AROE T T a—)LOIERYENREIL,
INF RS TITUVANRUBT ATV, o570 — VX IT A7 ) =0L,/ BT 70
—NELTEREGELEBAEDINT A T T ANKRBEAT N, UAZ ) =0 AN OE
T oTa—/)LOIYENE L Rk CThH o7, F£72. COPD #ERE (74 4)) 121 2 AKHK# 5% D
INFAS T TUANKRBET ATV, DAY Py AR OE T o7 n— LD iRy)jE
BElX, IVFHS TG HNVR VB AT IV /BT Ta—)LORA 7 )= h8,/ BT
Fa—1LD2ODRAHIOEGH%, WRCTIANF IS T T INR BT ATV, AT
VU AKROE T T a— )L OHEAIBE RIS S 2 EMIRE OFHNTH 572, AHA
DAE % ORI T 23 EREZ LT (M1, 2, 3) (Zii#d 5, AT H 7T Nk
P 2T )L, A7 U= AR T T a—/LOMmEREE S ITIEES A2 PRI TE 2
WwEBzZ LD,

LTI

TNTF G T F N AFETR T TNTF N T T NIRRT AT VR ARG
0.5~1 T Coax \ZEE LT, TINTFHY T T U HNR TR AT VERARS Lz & & Oy
K NRAFT XA TEV T 41X 152% Th D, L, BEED I BWA SN0 0 ifilc s
HEINTRINESND Z ENERBHTHDL, BEED I BRET L2 ORONA FT 1T
U7 X, JREARPIEIEEH A= T DRy (W 1.3%) o TATF ST T IR
= A7 VOREBAE %, EFIREEICIE 6 HUANIZEREL, KK 2.6 (FOEMMNRD LT,

DAZY =0 RRPERE ~D T A7 ) V=0 ARAB G, 5~1550T Cox (LT,
DAY=y LR, WA, KRED RIS v, BENAS ORINETZ < HF
MWCThD, VA7V Y=0 AORKERARGHR, EFRREICIE 14 AUNIZEREL, &K 1.8FF
DEEHRRO bIT,

BT m—i R E ~D T T a— VIR A E% . 5~150 T Coux \ZFELT-, BT
YT =L, WMABREE, KEONHN SIS, AR b nThsd, BT
T —)LDREW AR G%., EFIRRBICIL 14 BLNICREL., &K 1.7 [EOER-NHED b,
il
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THT T 2 7 F G NN ART XTIl R (IR B S LT & X OEFRIRETOS
AAHOTIIL 661 L Throte. TAFHS 27TV HVRYBTEAT LD FIEE 5
ARITENPoTZ (99%) .

DX Y= A EEWRERE CHIRNER S LT & 2 OO HAEBOEHEIL 86 L Th-7=, in
vitro TOt MIPEE AR S RITTE 89% TH - 7=,

EZ o rm—sL s fREESRE RN S LT & X O EFIRE TCOSHAFEOELEIT 165 L
Toh o7z, invitro TOE MIEE AR EGRII T 4% ThH o 7=,

THTFH ST F 2 YN ART XTI NTF I T T VR R AT VX, FEID
CYP3A4 BEHZ 2N LIZFUEHC L » TIMEER D BERE S, arFaxTa o REERELL
KR LRI Z T 5, invivo IZBWT, 77 VR VBRI AT )VE O8I K-> T
TNTF B SRR E D PFTRITRRD B o7z,

DAZYZ=0A cinvitro T —2 X0, AT VT =0 AFEIZT FT 1 A P450 2D6
(CYP2D6) FERICL VR sNLZ L, FUAZ V=T NI PHEER (P-gp) KT VAR
— B —DIHETHDH I EDNRENT, TAZ Y V=0 AOTERBHEIE T, BICAORHE OkEg
b, O-BLT7 k) EZhickE<ias Bl : Z7vr a @Bias) Tbhod, et
FRENDH, b OREWIL, FEEVEMED KRR X VRO UTEBEER AR TH 5, R
A D4 R B TAR

EZrTr—sbinvitro T — X X0, BT 07 —LEEIC CYPIA4 I K W REfEnb Z &,
FOAT V= AEIPgp T UAR—F—DIRETHDZ LRI NTZ, BT T r—L
IR & I SN D, D OREIE. B LD B HNETER B ARE LR L 0 EH L <IK
Uy,
HEE

THNTF T T TGN BT X T B AT O MFEE IR T 24 FEf T d o
7o BWUHRERESR LT= I NTF I T T U VR VBT AT VOFIRNIER G L 5~ AT A
AEROFER, A REEIE Y D 90% N | 2% R FICHE SN D Z EavRENnT, RO&ks
%, BURREAEIEY Of e 5 BTk 2 P EIERIL 101%, RHAEERITN 1% TH o 72,

DAz Y Z=0A 1 B 1 EEGZOIZHEEIE 11 TH D5, BURRBIER LIy A7 )Y
=7 AOEHRNFR G L D~ 28T o ZARBROFE R, TR O 58% N HET | 22% 73R
HFICHEI S D Z RS NTz, ZOFIRNE 5% 2 Y REYE O hPEk=1%, 1
H o ~OHE 2R LT, (R BIERE ~ DR O 8514 . U RERE AR O I G- Bk
T HHEPEUCERIL 92%, RPEIERIT 1% THo7-Z L, BRARINIZIIS bThTHDH &
DRI X Tz,

EZrT =l KRR GIC L RO T T 0 — L OFEDERNIL 11 B TH D,
R L-E T T 0 — L OR OB EIC L B~ AT 2B OSSR i ReiE ik o
T0%23 R H1, 30%BFH IR XD Z E RS LT,

20

Feb 05 2019 15:20:13



BRI 22 AR
NI R OSNIBER N TNV F A T T HNNR BT AT IV, TA T Y= AR T T
12— /L OSEYEREIC KA TR EZK 1, 2 KO3 ITRT,

1. FZNVFHIS VIS5 INRUBTATIN,/ V557 a— LESRBRE#RICNHERS
WFHIT VT ITUHNR BT ATV (FF) ROEZ 5T u—v (V) OFRYEE (PK) i

RiTTRE
EEAHE - PK FF : 8= R U 90% CI VI EERU 90% Cl HERIE
Fip o ? i
65 B2 AliC Hl ol AR L
Crrax (L g |
Rig:*®
"FU7 AUC o s T
Crrax l'—H P
R e
Bt e ™ I RERELL
Crra HH !
EEBMEET :° AUC i e
Crnax e ——————— AERGHTL
FFSREIET - ©
#E AUC i ——
P s REREHLL
hEE AUC [ ——— f———
Cmas Ios e R
E 34 AuC |1—¢—| R
Crrax . — —— EE

T T T T T T 1 T T T T T 1
g0 o3 1.0 WS 20 25 3000 05 WO 1S5 20 L5 30

ABIZHT HEAE AREBIZHT LA

+ COPDHRENCRBITHINTF A T TG IR ET ATV 100 ug/ £ F T 10 —)L 25 ng O
. MR R ONRRIC & B bk

b OBREE (DT H T T ANVAR R ATV 200 pg/ BT T m—)b 25 ng) KOV BRE
(INF RS TTUANR BT ATV 2000g,/ BT T 0— V25 ug VXTI VT A 75
YANRUBEEAT V100 pg/ BT T v —/b 12.5 pg)
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X2. FNVFHS TGV ANRUVBTRT)V /BT 5a—VEERHBERIIET TR
—NVERU AT Y P ADOFARERIZFAERIAF I VT TV ANVR VB RT )V
(FF) ROeZr7u—/ (VI) OXRYEIE (PK) I[CRIETHRE-

BEAROHZEY PR FF - {85 R U 90% CI VI : fEER U 90% CI HEEE
7 harv—i AUC —— T ZB
Canax Bow boe o
"IN ALC 1 FEEE L
Cona ——
T f T T T T

r T T 1 ]
0.75 1.00 125 150 1.¥YS 200075 100 125 150 175 00
HEIZHT HEIE *ERICHT &M

@ I IR L O,

3. WHRWMHIERRY A7) V=y AOLHRBERICRIETHE

SR - PK EERU 90% Cl HREIE

450

L:1k3 ALIC i RERAEMEL
Crmax L2l

FH#h

65 i ALIC H- RERETL
Cm.a:-: s 2

EEEHEET AUC e AERAELL
Crnax e

PEEITHEEET AUC ——1— RERELL
Crmax ——7

CYP2D6 FAERF :

Poor Metabolizer AUC —— AEREsLL
Crmax —e—

P-gp b5V RR—4 —HEE :

LS 2AN-91% AUC —— RERELL
Crmax e

r T T 1
0.0 0.5 1.0 1.5 2.0

HIRIZHT HEIE

NFEFE 215 - AN, §EE AL O E NOREWRE BT D INTF B 7T VR
VR AT L 200 pg WAL DEEREEE [AUCo24] (3. AABERE & T 27~49% 7 -
72o COPD #EREIZOWTHEBRDZENFBO DL, LinL, INTFHY T T TVR R
T AT NVOBREENEGL o722, RPaLvF YV —ngaBEX TS D ANES LV—T12
B DAENECK U CHRRMICEE R EENE LS 2 L 2R TRHLE 2V, COPD #BR#E 25
WTC, NN E T U7 a— /L OEYEHEIC T THEITRO ooz (K1)
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NHEFEIE T DB SBE : Z/NT 0T F AR ARBTE X T/ : TINTF T T T TR
VB ATV 200 ug BT 7w —/L 25 ng (SRR T RECIE 100 pg 12,5 pe) 12k D7
AMORERGH%., IVFHS T T HNVR BT AT VO RGE R (AUC) 73, K
B & T B O ITHERB N T C 34%., HEFE O IFHEREIR T T 83% K& OVEFE O IFHERE(L
TETTIS%EM L (K1)

HAEE DOIFSREIR FEIC I NT B v 7 TV I NVR R AT 0 200 ug,/ B 7 7 B—/)L 25

pg G LicE 24, Mg anF Y — /W FHE (0~24 Rifi) 2B 1T~ T 34%
(90% CI : 11%. 51%) X F L7z, EEOHHEEIR NEFICTINVT A v T T U AINVKR U BREART
NM100pg/ BT T7ua— 125 pug kb Lzl 2 A, 2T — A FEE (0~24 KEH)
DMEREPEBRE 1T T 14% (90% CI : 16%. 55%) M L7=, HEE~EEOHFEREREZAT S
BFIZOWTIE, EEEBET L L,

DXz = A PEEERFREREIS T (Child-Pugh 227 7~9) Zxf4 & LT, FHHE
KFENU A7 V=0 AOEYBRBIZKIFITREBICOWTHRF Lz, "AZ ) V=808,
BEEE B (Cowx L OV AUC) D3I 2 ZEHLIERD B0 o7 (K 3) , HEEDOATHREIR T &
IZBWT, EEMSA DR IR TE LT 2GRS Do Tz, KRANT, EEO
FFREREAR T COMFHEIFNM L TV 72w,

BT = SRR TIZ. IATFHY T TR AT L 200 g BT v
T —/L 25 ng (FEEFEEREIS TAE CIX 100 pg12.5 pg) 12X % 7 HHORERGZIZBIT S
77— LO2HgEER [7HHO Chrx XN AUC24)] 1T EE RIT S o7 (K1) o

R PO TE (EF 07 m—/0 25 ng ORAHD XITEE ORI T
(BT T7a—/L 125 ug OELAH) ICBWCINANF DS VT T U HNVKR BT ATV, BT
T — VESA RIS DA R IIE B U 7 M RAE TR B T, R L e
T, BOLNRN>T,

EHERENL T DD SBE : TITF U7 F 2 IR AT X 7L - B DOBSEEIR T & 2B
LA IREEN, BRI RTINS 2 s idkhoTz (M 1) . EEOBMAEKRTEIC
BWTC, arFaxsaAf K7 7 ABEOEEER (g2 /vF Y — VE TR A3y
HLHARTREL 2D L OFHILTED 2o 77,

DXZ Y=o A  HEOBEEKTE (L7 F=2 - 70T T UAN30mLSY) &
RBELELT, UAZ Y V=0 AOEPYBREIZOWTHRFT LTz, TAZ U Y= LAOEHIREGERE
(Comax OV AUC) 23HEIIT DREILITRD b e otz (K 3) . EEOBHEER FEICBWLT,
AR A DRSS [T LT BREIUEERD B o T2,

77 r—/ BEOBERER TEICRT 2 aHREERE [AUCe] 13, FEEERE &
AT 56%mn-7c (K1) , HEEOEMEIRTEICRNT, pRIEEE Y 7 ABED 25 1EH
(DB OIS U 7 L TRHl)  2MEFEPERE & X TRE < 2% & OFEUIFRD b i/

>,

KWt A AR R

AFNT. W AEERRRA EBL TR, UTOFBRIZ, A7 V=L, TILFHY
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YITUANKR BT AT N T T VAT A T V=T LT T LS
\CFHE SN EAERRBRIC L D b DO THD, IVTF S T TV INVR R AT )L,
AT V=g LK RET T — A RHEEREL NN T VAR —F —REZHEXTFHEET D
AREMEIE, (RVWRABTIEII S TN TH D,

F k22 A PASO3AA JHES] - /7 b3 = 400mg EOFH L=, ZAVFhY 7500
RV AT LR ORET 5o —ILOIgER (AUC) 1X, 7SR LT, %h%h%%
O 65%mmnotz (K2) , ZNFHY 7T VKRBT AT VRBREDOHRINI LN,
%3W?7%w(WQMﬁW)@WEIWﬁ#7%ﬁTLtoE7/TD%W%@E@ﬁM %
VN CDABCUTI T U T ATk S BRIEEK 7 T AR O R EH OMINEERD bl o
77

Fh2ZEAPAS02D6 U A7 U Y= A0 invitro fRE#HIZEC CYP2D6 2409 5, LAl ﬁ
T AMAREGZIZBNT, vAZ V=0 . (500 pg) CEKBHAED 8F) OaLyiRiE ES
CYP2D6 D&M %A 9 5483 (Ultrarapid Metabolizer, Extensive Metabolizer & (" Intermediate
Metabolizer) & Poor Metabolizer & O] T, FRRINZEKO H 5 ZITBDO Lo Tz,

P-#EEFT f 7 > XA — 5 —HE & T SHH : TNTF I T T TNV R AT )L

TAT VY=g LR T T e — /LIy P-gp DEEE TH D, HEED CYP3A4 KT P-
gp NI U AR—EZ—HEEMEZATDENTARINDOKERE Q40mg% 1 H 1E) & OBEHIC

FoT, @EEREICBITAET T E—L® Cux X AUC 1T IRD bR -T2 (K

2) o BEED P-gp (LEIRKE NI INF BV T T HIVR BT AT VAT K 5 AR B AR RER
miméhfw&wo$%E@P@%?fo—&—miﬁﬁ%ﬁﬁé&?ﬂiw(mm@%
1H1ED) BNy A7 U= LOEFIREOEYEREIC KITTREIZOWT, @EFHRRE 2 x5
ELTHRHA L, ZORE. A7 U= 5D Coan (VT BITZRD SR> 7278, AUC 1T
3K L4 EoBINREO bz (K3) .,

13 R M
131 BAEM, BREFEMH, SHREREE

TINT—x2 I TH

AHFN 2 AT AR, B BIFWME 32 IR RERE S BT~ A 3 BRIT MG S LTV Ze W3, LTI
AT HLBY, HrOSTHATINF A T ITUHNVRUBEZ AT IV, DA 7)==
LR ET T — L lonWTCIEERBRAEREINL TV D

TINTF NS T T TR AT )L

INTF RS T T ANRARE AT VL, Ty PR~ U A& W 2 FRT ARV
<. %ﬂ%ﬂ%ﬁ 9 ug/kg/H. 19 nghkg/ H DWW AL (Wb pg/m? HHE TORRAIZHKT 5
MRHDID (ZIZIEMHY) T, BGICEET I EERIED LR A& Z S enroTz,

INT N T T TNVR BT AT T, MEICB T BB TERER, HDH0N IR
XBERAE LS5178Y % FHV M7z in vitro M FLAEMINE 2SR 28 SR B CUL ARG 2 R L e o T2,
invivo 7 v MIMERBRICB W CEIEFRMEEZ R TAT R LERD bz o7z,
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HE - HEZ > MZEBWT, ZNEIRK 29 ngkg/H ., R 91 pglkg/ HD T NTF I 75 T30
R 2T WG A HR (AUC #5 Tl ISk % MRHDID O 2K 8 fi5. 214%) T
ZIEHEREEDORT RITGRD b o T,

VAZVT=T L

A7 Y=g NI, Ty PE T R E RO 2 EBRARERICS W T, ENEILECR 137
pg/kg/H . 295200 pg/kg/H (B /M) OW A G- & (AUC #5H TR AT 5 MRHDID O % 4L
ZHAKI 205, 2520F5) T, HKEICEET DEERBRO LR A2 SR S Rho Tz,

A7 Y=g AT, E&eEtEE (invitro = — A 3Bk, invitro = X U VoYERER K OV in
vivo 7 v MEBI/IMERER) IRV T, Bl s fE s N,

M - HEZ > MIZBWT, 2K 180 pg/kg/ H O K T #e5-8 M OMc K 294 ng/kg/ H O W A
H&8 (AUC#AH TR AICXTd 5 MRHDID O Z L ZH4) 100 12, 50 fi%) TARAERE DT i
WD BN o T,

v o 7u—)L

~ 7 A% AW 2B AFERBRICB VT, BT T — i, 29,500 pug/kg/ H O AR H- &

(AUC #25 TR AIZKI9 5 MRHDID O 8,750 %) T, W~ 7 A2 5 IPHAE T IRAE O
SHOICEE RN ZS | S 2 Uiz, 615 ug/kg/ B DR AZE R (AUC #HE THRAICRTT D
MRHDID D#J 530 fi5) TIIIEBEOHIMIFED Sz o7,

Sy NV 2 RIS AEHERBRICHEV T, BT T a—/id, 84.4 pgke/ A UL O AL S
& (AUC #5 CHRIAIC XI5 MRHDID OF) 45 504 ) T, MEHNICHEER, M~ 7 2281
2 P LT T W R I D BN e OF F SRR B ORI O 2 5 X = L7z, 10.5 pgkg/ A O
AP 5 (AUC #E TR AIC9 %5 MRHDID O] 2 f%) TITEBIIZRD o7z,

FoWETOINLOEEFTRIL, 2 E TIgho 87 KLU URIEERIZ O W THE ST
WHLDOLFEETH D, ZNHDOFTREE F~DOH & OBENIRATH D,

5o a—U3, BEEERE (invitro =— A ZXRER . invivo T v NEBE/IMEERER . invivo
Z v NREH DNA &% (UDS) 3B KL WNin vitro > U 7 A2 X —f (SHE) flazRER] 12
BWT, Bt HEISNEZ, BT T a—dinvitro~ 7 2 Y oRERERICIVNTEL I &4
EINT,

o - T >~ MIZBWT, TR 31,500 pg/kg/H . 37,100 pgkg/ H DT 7 1 — LW A #
L& (AUC#.H TR AIZKTT D MRHDID DWW 659 5,490 %) T, ZAEREREE O FT IR
Lo T,

14 B PR AR

AR OERAZIEIL, 3B IINCT#01957163), #BR 2(NCT#02119286), I3 L UGER
3(NCT#02164513) CRlfli ST 5,

AR 1 B LU0, ZhskERIBEIER L B EBAATHRM 12 BF&EGABRTH 7, Wiz
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BT, FH4R2BIOBREIZ, ARDOAIES THLU AT VT =0 L8625 g KNI NF T
V7T UANVR BT AT V100 pg/ BT T v —)L 25 ug OG- A1T > 7=, invitro TO
T — 22k oT, AT V=T L 25ug KNI NTF I T T VR T AT )L
100 pg/ €7 7 1 —/L 25 pg OOF A EGRBRICT A EEENE T ST\ D [#6k - 086

A1) /) . AR L OBER 2 ORERE R O N DFEEHFRIRREIL. SERFHED 64 7%, 92%7°
FIAL 66%MRHIETH Y | SEEBEREIL 48 F5-4- T, S0%NEBEE Chole, A7 V—=7
IRF DS SHRBREAIP 57 0 FEV, O THIEIC KT 281G OFEMEIL 46% (HiPFH : 14~76%) . K
B R ARARAI 5% O ¥ FEVI/FVC Bl 0.48 (8FH : 0.21~0.70) . A[HPEOEIG O FHMEIX
13% (#iPH : -24~86%) ToH 7=,

RER 3L, AFNE, TVTFHY T T UANR BT AT V100 ug/ BT T B —)L 25 ng K
ATV V=N 625ug/ BT T v —)b 25 ng OEEHBELA O R R A el L7z 52

B OMAELAL SRR LR — EERITHMRR Ch o7z, WE 12 » AMIC 1 B Lo H%EE

FITEEOHEDORE 2 A9 5 COPD FBFEFF 10,355 #il & EfEA L (2:2:1) L. AH., 71T

BT T URINVKR BT ATV T TR — b EREITA V=N ET TV
1 H 1E&EE L,

3FBR DOYPIRE LM DN OFEFHFRUREIT, SEFR 65 %. T71% 0 E N, 66% B FMETH Y |
Y BRIE R X 46.6 FH-AECL 35% N BB Th o 7=, 1RERBIAAKRED COPD JA#E#1X ICS, Hi=
U AR LABA OfF (34%) . ICS KT LABA OO (26%) . Hi= U »HIK X LABA O
OF 8%) . il v Al (7%) Thote, R[EILRAIE 5% 0 FEV, O TRIEICR T 5 EE
DFIIEIE 46% (SD : 15%) | K& SHLIRAIE 5-% D) FEVI/FVC X 0.47 (SD : 0.12)
AWPEOEIES OFEIMEIX 10% (FEFH : -59~125%) ThH o7z,

fiik%EE « BABR 1 KOV 2 Tk, EEAMEEE X5 85 HHD FEV, b7 7fA (84 H H O #5144 23
R 2 OY 24 BN HE L72 FEVI EDO BB L EFR) OX—ATA UL OELEE Lz, W
THORBRTYH, VATV V=T AR R INVNFH S T T U HNVR B RAT IV, T T n
— Uz, TIERRRINF B TS5 HVR BT ATV, EF T a—)L & b~ THEEF
PICAHEREMAED bive (£2) . RBIKEHIEE TH 585 84 HH D FEV, (5% 0~6
RefE]) INESESEIZ OW T b [RAEROFER D RSN (E2) o

#2. #E5E12EB (58485 HH) ®FEV, b7 7RO FEV, (0~6 B[ MEZEHED
NR—=RF 4 Vb DOELEDR/N _REHE

FEV, F 5 7 (mL) ° FEV: (0~6 ) INEEHE (mL) °®
77 %R +FF/VI 7T ER+FF/VI LD
cl: @% c % c
BERNE n (95% CI) (95% CI)
Bk 1
UMEC+FF/VI 206 124 153
(93, 154) (118, 187)
Bk 2
UMEC+FF/VI 206 122 147
(91, 152) (114, 179)
¢ BeH 85 HH
b b 84 HH
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¢ FZBRFFF/VI: RBR 11X n=206, A8 21Ln=206

FEV,= 1 D% )5 &

FFNI= 7 )VFH VT T ANRUFRT AT N 100 pg,/ BT 70— 125 ug
UMEC="7 A7 UY=L 625ug

Beh 1 HAEOEG% 15 0LURRICBWT, DA V=0 BRIV TF NS T T VR
TRATFN ST T a— VRERETIX., TI9BRRRTINANF IS T T IR BT AT )L
S BT T a— UG RHART, HiE FEV) OX— R T A Vb OB EO e/ I EEIE A
REPoTZ EDRINT, B 1IZBIT5%5 1 HHEKOES 84 H H D@ FEV, D~ — &
TA D DOELED RN RESEE, ENEN 4 KO ST T, #2128V THHE
FROFERDBBD BT,

X 4. $51BBIZBIT3HEEHZOERE FEV, (mL) OX—X5 4 b DER{LBOR/N_5
(LS) F¥fHE

250

200 —

150 —

100 —

R=ZR A UNEDELLED LS FHE (mL)

-50

T T T T T T
0 1 3 6 23 24
B (h)

Ak VADYTZHLE25ugt+TINFHY TS UAINRUBEIZATILA00 g ES T E—)L 25 g
o—o—eo JIER+ILFHAYUISUALKRUETRATILI00 ug ES>F0—)L 25 g
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X5 #E5 84 HBIBITZEEHZDER FEV, (mL) OX—X 74 P bOE{LEDOR/N_F
(LS) F¥fE

250

200~

150 7

100 —

R—=ZXZA UM LDELLED LS FHIE (mL)

\
0 1 3 6 23 24
i@ (h)

Ah—h—Ah HAH Y=Y L625ug+TINFHY VTS UALKRUEIATIL 100 ug/ ES > FHE—IL 25 ug
00— JouR+INFAIYLISUALRUEBIRTILI00 g ES >V THE—IL 25 ug

ABR 3 TIX, AFIBEEGRX, IAVTH Y T T UINR B ATV BT T a— VR
BLOUAZ VY=g A/ T T7u—V G i LT, MiBSREOFEHICHE B e dGE (52
HEHDR—2F A D FEVL b7 7006 O BoRnsivic, 52 MAD N7 7 (F5A0)
FEVI D_X—2 5 A SO EIL, IANFHS T T INR BT ATV T T
02— U R L S U 72 ARAIFE 58E T 97mL (95%CI @ 85, 109 : P<0.001) \ Y AZ U= L/
vT T u— V8GR L s U7 ARK B GHE T S4mL (95%CI : 39, 69 : P<0.001) Th -7z,

TINF IS TToANRBT AT IV /BT Tu—LBIRIA )= LM/ET T
— )b & U ARFI ORI kT D3R (R—AF A4 ®D T 7 FEV1 6O 13,
52 BEEBORET, 2ToSTHEINT (K6) |
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6. XR—ZXF A4 D FF77FEV: (mL) »HOB{LEDOR/PN_F (LS) FEHHE

140 4

120 4

100 R

80

60 L"‘hhﬁ‘*H‘“H‘HH*H~=‘Hﬁ_*H__HH1‘4
40 +

R=RSAUNEDEILED LS FHfE (mL)

] k\_\—ﬂ—\u
0____________-____:'?—_-.___;__.
20 4
4 16 28 40 52
Bl GB)
. kx|

098 S, FHYLISUHLRUBIRTIL100 g/ ES YT O—IL 259

OAH YO ZH L6259 ES VT E—IL 25 g

WA R 3 OTFET Y RiRA V ME, FVTFH T T UINVRUBBT AT V/E T T 10—
NEBIORURAZ ) V=g A/ET o T7a— LR LT, ARG LB icB g a8 5H0
HEER LOEEOMEOFEMEI G Th o7, MELIL, 2 2L EOEEREROER KN EE, &
P, EIRALIR) DO E L, F T BRAER (SR, it LOVEIREN), thoFRE
DRV & E 3RO EINN 7R s 2 BlER L TRRO L) O 1D%
HSEFERIER 1 ODOE(N L EFE L, 2 ALFaxT oA RBIWERITHEIEIC kL 515%
DB GEIE, EIIPEE AR I, ABREIBECIZEST2GA1E, BEEELARIN
776

AHNZ X DIREIL, THEE/EEOEOIRETOFMIEERE TNT N 7 T VR
TRATIVET T a—)LE LT 15%, BLORUAZ U= A/ BT T —LEHERLT
25% L F B BT S ¥ T2(F 3),
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3. Hh4pEE/EEED COPD DE
n |[FEMEBEE| EEORDE | BEEORDFE P&
ke (H T /4E) (95%CTI) (95%CI)
A 4,145 0.91
4,133 1.07 0.85 15 P<0.001
FF/VI (0.80, 0.90) (10, 20)
2,069 121 0.75 25 P<0.001
UMEC/VI (0.70, 0.81) (19, 30)

FENNI=INF A T T IR VBB AT L 100 ug,/ BT T 10—/ 25 ng
UMEC/NVI=TU A7 UV =UAL625ug/ BT 72—/ 25 g

AKHENC L AT, IAVTFHY 7T INAR B AT IVET o Ta—L (14.8% : 95%CI :
9.3, 19.9 : P<0.001) BIOU A7 V= h/ET T r—L (16.0% : 95%CI : 9.4, 22.1 :
P<0.001) &L T, WIEHEEE CORM CRIE L7 EE/EEOME DY X7 2 HHINICEE
WD 87,

AENC L DIRIEX, INVTFHS T HNR BT AT IVE T o TFa—)L g LT, BEE
DOHEIE (APEZET A0 TICED) OIRFETOFEMBEAERLZ 13%IK F I8, MEHICE
BT o7 (95%CL: -1, 24 : P=0.064) .

AFNC L DWEIET., VA Z VD= N ET o TFu— Ll LT, 1R O EEE O #EEDER
AR Z AT 34% A BB S8 72 (95%CT : 22, 44 : P<0.001) .

RS QOL 3 B TIZIB\W\ T, A YU ¥ F /L St. George’s Respiratory Questionnaire 7> & JiE R

WZHHb L7z a— v =T g > THD COPD Al St. George’s Respiratory Questionnaire (SGRQ-C)
A O CHEERBEE QOL 3l L7z, 3B 1 Tit. &5 REORE (R—R 7/ nbD4

RUEDA TP EFHEER) X, VAT VU LROTNVF NS T 7 VR

TATN ST Ta—ARET A%, ST ERERNTINTF IS T T INVR AT

E7 0T n— U EET35% Ch otz (F vy R 1.2, 95%ClL: 0.8, 1.8) . aBR2 Cix, #5 1238
DFEHRIT, VAT V=T LR OTINF NS T T IR BB ATV, BT T a—)L

BT35%, YT ERERTINVT IS 7T AINKRUBRT ATV BT 71—/ T 21%T

otz (F» X 2.0, 95%CL: 1.3, 3.1) ,

HER3IZBWT, 2EOFERIL, INTF I T T HINVR BT ATV /BT T 00—
JVEE (34% ; A X 1.41 5 95%CI : 1.29, 1.55; P<0.001) 2B NIT AT VY= L/ BT
Tr—/LHE (34% ; A v X 141 5 95%Cl : 1.26, 1.57 ; P<0.001) & kbl L-C, ARFIHEGRE
(42%) THEIZE»-T

FDMDFIMEE - AR 1 B L2 TIE, RABGRL T T B R RO TINT A T T 010
RUBBT ATV, T Ta— VL g LT LMD 128 b7z > TRFEOMHH
Bhieimnotz, BBk 3 IZBWTIR, AFBGRIITINT 7T U INVR ATV
ToTR=AHRLWNNIT AT YV V=L /T T a— UL i LT, 52 REIZ Tz 5T
LT S oM AN D22 o (1 B 24720 O AR E KOS Ko
24 IRl OEIS)
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16 A/ RERCEHE

AANL, BKAL_R—Y 2 @OHEEBEH T 7 AT v 7 A o~T—L LTRikEND, £~ T
—I%. T%zvx MU o FZ2BNELTWS, £A MY v AIEZ7 Y 22— 30 (e
7 1418) Ao TWb, —HDA Y v 71, IAFAS T T VR R ZAT )L
(7)x&b1@%toum%)%€ﬁb\%5~ﬁ@xh9y7m\Wf&)?:?A(f)
AL —1JHT=0 625ug) LT Ta—L (T AXZ—1EHZY 25ug) DREMEERT
Zo 1EIDOWAIZDE, %XF)/fﬁ51@®7)X& NMEREND, A o~T—I%, Fof
HIAND O, =T TVENFWOZHREA L L AZEEINTEY, UTORy 78355,

NDC 0173-0887-10 FIUNI—x Y SR 30 AH (7 A X —601#)
NDC 0173-0887-14 FUND—x ) SR 14/AR (U A% —281@) . BgNH/ Ny 7

68~77°F (20~25°C) DR THRETHZ &, FAHPAIT 59~86°F (15~30°C) Th 5 [USP
BHSESR] , BCCHENEEY T LRV IR LB E T2 L, NEDOFEDENR
WATICERRE T D Z &,

AFNIARBAE ORFEDBEA A /L b LA NTERE L. FIEEHBIAGELATIZ PR A A v b LA &
BE 22 &, BHBAA L LA ZBE LT 6 EBINRBE LI, 20T ¥ —DF
R T0) 2ol (TRTOT VR —%FEH L) OWTINEWIE D ORFRT, KK % B
FTHZE, KA UAT—IIFEATE R, KA AT LRNT &,

17 BEIEZDREER

FDA BEAGE D A MG SCE ( THREWHEHR) RO [EHHAE) ) 25l > BEEH
HIHI L,

SVEIERIZ R4 2 A Tid e

AH1E COPD ODAMIERZEBIMT A7-0D0 D TIER<, 295 LEEMNOT-OICREHIFEH L
RNE O BELRIEET S Z L, AMERIIT VT T o — VSO ERRIETER N B FIELEE T
BT DL ETLH L, FOXIRIERENSF L, FRBEEZHPATLZ L,

LIFOWFNMIHE T 25813, EHICEMOBRE%T 5 L) BEEZEFETL 2 L&,
JELIE AR IR N B IR DD R AN L7,
o FERFRVEIPERA B IR O RN E B L 0 b 272,
EERB2SRE L 723 LWOERE IR T 23580 bz,

HFIERRIIER DN ER T H2BENNH D720, [ERERMNEFEE & O LICARKIOfE %2
ELTHEHARLRNWZ E2EFIRET L2 &,

FRFRIEANE B A A B AEE A LA &
O LABA i L7aWE S B 258 T A L,

JEPT{EH
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—ERDOBEIZBWNT, 22K T XKD AFER OMHEED RFTRGE N BB L T\ 5
L HRBFICHAT AL, AlE - WHEED D AIENIEE LB AT, AFIOBS 2k L7
DB AT SUX G W) (T72bb, RO RPEREEIEEIT I & TH DL, FRTIL,
=Rl ORI 7R AR O F CARBI OB 2 — P2 Z ERMERGE A H D, WV HIEDY
A Y BRI H72012, WMARIZKTI DN NWE L, ) BWEOKITIAIAF X H BEICH
WY HZ L,

JitiZ&
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EBEEEETH L,

o N

REMHED 2V FaRXT v A MG 22T TOL AL, KEXIIRZ T A )L A ~DUREE
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BB BB A RE LIRS N OVRI B 4 il
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I R BICRIB R R 2RI E T2 ERNRB L TWA I L2 BRI+ L, &8
PEaFarTaf REANOARF~NED B Z 2551203, BEIXegEarFaxras Nl
ZARARICHI L 72 1 AuE7e & 720,
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OB ARAN & RIERIC, AFNL, ar REXE SRR 2 SR ZTRBENNH D, ar BIEKAE 0L
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AR OB EHIOBBUES S (B« 7TF7 4 7% —, MERE, B3, #HF2) BEITIE
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W This medicinal product is subject to additional monitoring. This will allow quick identification of new
safety information. Healthcare professionals are asked to report any suspected adverse reactions. See section
4.8 for how to report adverse reactions.

1 NAME OF THE MEDICINAL PRODUCT

Trelegy Ellipta 92 micrograms/55 micrograms/22 micrograms inhalation powder, pre-dispensed

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each single inhalation provides a delivered dose (the dose leaving the mouthpiece) of 92 micrograms
fluticasone furoate, 65 micrograms umeclidinium bromide equivalent to 55 micrograms umeclidinium and
22 micrograms vilanterol (as trifenatate). This corresponds to a pre-dispensed dose of 100 micrograms
fluticasone furoate, 74.2 micrograms umeclidinium bromide equivalent to 62.5 micrograms umeclidinium
and 25 micrograms vilanterol (as trifenatate).

Excipient with known effect
Each delivered dose contains approximately 25 mg of lactose (as monohydrate).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Inhalation powder, pre-dispensed (inhalation powder).

White powder in a light grey inhaler (Ellipta) with a beige mouthpiece cover and a dose counter.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Trelegy Ellipta is indicated as a maintenance treatment in adult patients with moderate to severe chronic
obstructive pulmonary disease (COPD) who are not adequately treated by a combination of an inhaled
corticosteroid and a long-acting f2-agonist or a combination of a long-acting f2-agonist and a long-acting
muscarinic antagonist (for effects on symptom control and prevention of exacerbations see section 5.1).
4.2 Posology and method of administration

Posology

Adults

The recommended and maximum dose is one inhalation of Trelegy Ellipta 92/55/22 micrograms once daily,
at the same time each day.

If a dose is missed the next dose should be taken at the usual time the next day.
Special populations
Elderly patients

No dosage adjustment is required in patients over 65 years (see section 5.2).
2
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Renal impairment

No dosage adjustment is required in patients with renal impairment (see section 5.2).

Hepatic impairment

No dosage adjustment is required in patients with mild, moderate or severe hepatic impairment. Trelegy
Ellipta should be used with caution in patients with moderate to severe hepatic impairment (see sections 4.4
and 5.2).

Paediatric population

There is no relevant use of Trelegy Ellipta in the paediatric population (under 18 years of age) for the
indication of COPD.

Method of administration

Trelegy Ellipta is for inhalation use only.

Instructions for use:

The following instructions for the 30 dose (30 day supply) Ellipta inhaler also apply to the 14 dose (14 day
supply) Ellipta inhaler.

a)  Prepare adose

Open the cover when ready to take a dose. The inhaler should not be shaken.

Slide the cover down fully until a “click” is heard. The medicinal product is now ready to be inhaled.

The dose counter counts down by 1 to confirm. If the dose counter does not count down as the “click” is
heard, the inhaler will not deliver a dose and should be taken back to a pharmacist for advice.

b)  How to inhale the medicinal product

The inhaler should be held away from the mouth breathing out as far as is comfortable, but not breathing out
into the inhaler.

The mouthpiece should be placed between the lips and the lips should then be closed firmly around it. The
air vents should not be blocked with fingers during use.

o Inhale with one long, steady, deep breath in. This breath should be held in for as long as possible (at
least 3-4 seconds).
e Remove the inhaler from the mouth.
e Breathe out slowly and gently.
The medicine may not be tasted or felt, even when using the inhaler correctly.

The mouthpiece of the inhaler may be cleaned using a dry tissue before closing the cover.

c) Close the inhaler and rinse your mouth
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Slide the cover upwards as far as it will go, to cover the mouthpiece.

Rinse your mouth with water after you have used the inhaler, do not swallow.

This will make it less likely to develop a sore mouth or throat as side effects.

For further instructions on handling the device, see section 6.6.

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

Asthma

Trelegy Ellipta should not be used in patients with asthma since it has not been studied in this patient
population.

Not for acute use

There are no clinical data to support the use of Trelegy Ellipta for the treatment of acute episodes of
bronchospasm, or to treat an acute COPD exacerbation (i.e. as a rescue therapy).

Deterioration of disease

Increasing use of short-acting bronchodilators to relieve symptoms may indicate deterioration of disease
control. In the event of deterioration of COPD during treatment with Trelegy Ellipta, a re-evaluation of the
patient and of the COPD treatment regimen should be undertaken.

Patients should not stop therapy with Trelegy Ellipta without physician supervision since symptoms may
recur after discontinuation.

Paradoxical bronchospasm

Administration of fluticasone furoate/umeclidinium/vilanterol may produce paradoxical bronchospasm with
an immediate wheezing and shortness of breath after dosing and may be life-threatening. Treatment with
Trelegy Ellipta should be discontinued immediately if paradoxical bronchospasm occurs. The patient should
be assessed and alternative therapy instituted if necessary.

Cardiovascular effects

Cardiovascular effects, such as cardiac arrhythmias, e.g. atrial fibrillation and tachycardia, may be seen after
the administration of muscarinic receptor antagonists and sympathomimetics, including umeclidinium and
vilanterol, respectively. Therefore, Trelegy Ellipta should be used with caution in patients with unstable or
life-threatening cardiovascular disease.

Patients with hepatic impairment

Patients with moderate to severe hepatic impairment receiving Trelegy Ellipta should be monitored for
systemic corticosteroid-related adverse reactions (see section 5.2).

Systemic corticosteroid effects

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.

4
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Visual disturbance

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.

Coexisting conditions

Trelegy Ellipta should be used with caution in patients with convulsive disorders or thyrotoxicosis, and in
patients who are unusually responsive to betar-adrenergic agonists.

Trelegy Ellipta should be administered with caution in patients with pulmonary tuberculosis or in patients
with chronic or untreated infections.

Anticholinergic activity

Trelegy Ellipta should be used with caution in patients with narrow-angle glaucoma or urinary retention.
Patients should be informed about the signs and symptoms of acute narrow-angle glaucoma and should be
informed to stop using Trelegy Ellipta and to contact their doctor immediately should any of these signs or
symptoms develop.

Pneumonia in patients with COPD

An increase in the incidence of pneumonia, including pneumonia requiring hospitalisation, has been
observed in patients with COPD receiving inhaled corticosteroids. There is some evidence of an increased
risk of pneumonia with increasing steroid dose but this has not been demonstrated conclusively across all
studies.

There is no conclusive clinical evidence for intra-class differences in the magnitude of the pneumonia risk
among inhaled corticosteroid products.

Physicians should remain vigilant for the possible development of pneumonia in patients with COPD as the
clinical features of such infections overlap with the symptoms of COPD exacerbations.

Risk factors for pneumonia in patients with COPD include current smoking, older age, low body mass index
(BMI) and severe COPD.

Hypokalaemia

Betaz-adrenergic agonists may produce significant hypokalaemia in some patients, which has the potential to
produce adverse cardiovascular effects. The decrease in serum potassium is usually transient, not requiring
supplementation.

No clinically relevant effects of hypokalaemia were observed in clinical studies with Trelegy Ellipta at the
recommended therapeutic dose. Caution should be exercised when Trelegy Ellipta is used with other
medicinal products that also have the potential to cause hypokalaemia (see section 4.5).

Hyperglycaemia

Beta,-adrenergic agonists may produce transient hyperglycaemia in some patients. No clinically relevant
effects on plasma glucose were observed in clinical studies with fluticasone furoate/umeclidinium/vilanterol
at the recommended therapeutic dose. There have been reports of increases in blood glucose levels in
diabetic patients treated with fluticasone furoate/umeclidinium/vilanterol and this should be considered when
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prescribing to patients with a history of diabetes mellitus. Upon initiation of treatment with Trelegy Ellipta,
plasma glucose should be monitored more closely in diabetic patients.

Excipients

This medicinal product contains lactose. Patients with rare hereditary problems of galactose intolerance, the
Lapp lactase deficiency or glucose-galactose malabsorption should not take this medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction

Clinically significant drug interactions mediated by fluticasone furoate/umeclidinium/vilanterol at clinical
doses are considered unlikely due to the low plasma concentrations achieved after inhaled dosing.

Interaction with beta-blockers

Beta-adrenergic blockers may weaken or antagonise the effect of beta-adrenergic agonists, such as
vilanterol. If beta-blockers are required, cardioselective beta-blockers should be considered, however,
caution should be exercised during concurrent use of both non-selective and selective beta-blockers.

Interaction with CYP3A4 inhibitor

Fluticasone furoate and vilanterol are rapidly cleared by extensive first pass metabolism mediated by enzyme
CYP3A4.

Caution is advised when co-administering with strong CYP3 A4 inhibitors (e.g. ketoconazole, ritonavir,
cobicistat-containing products) as there is potential for increased systemic exposure to both fluticasone
furoate and vilanterol, which could lead to an increased potential for adverse reactions. Co-administration
should be avoided unless the benefit outweighs the increased risk of systemic corticosteroid adverse
reactions, in which case patients should be monitored for systemic corticosteroid adverse reactions. A repeat
dose study was performed in healthy subjects with the fluticasone furoate/vilanterol combination

(184/22 micrograms) and ketoconazole (400 milligrams, a strong CYP3A4 inhibitor). Co-administration
increased mean fluticasone furoate AUC -24) and Cpax by 36% and 33%, respectively. The increase in
fluticasone furoate exposure was associated with a 27% reduction in 0-24 hours weighted mean serum
cortisol. Co-administration increased mean vilanterol AUC .y and Ciax by 65% and 22%, respectively. The
increase in vilanterol exposure was not associated with an increase in beta,-agonist related systemic effects
on heart rate or blood potassium.

Interaction with CYP2D6 inhibitors/CYP2D6 polymorphism

Umeclidinium is a substrate of cytochrome P450 2D6 (CYP2D6). The steady-state pharmacokinetics of
umeclidinium was assessed in healthy volunteers lacking CYP2D6 (poor metabolisers). No effect on
umeclidinium AUC or Cmax Was observed at a dose 8-fold higher than the therapeutic dose. An
approximately 1.3-fold increase in umeclidinium AUC was observed at 16-fold higher dose with no effect on
umeclidinium Cmax. Based on the magnitude of these changes, no clinically relevant drug interaction is
expected when fluticasone furoate/umeclidinium/vilanterol is co-administered with CYP2D6 inhibitors or
when administered to patients who are genetically deficient in CYP2DG6 activity (poor metabolisers).

Interaction with P-glycoprotein inhibitors

Fluticasone furoate, umeclidinium and vilanterol are substrates of the P-glycoprotein transporter (P-gp). The
effect of the moderate P-gp inhibitor verapamil (240 mg once daily) on the steady-state pharmacokinetics of
umeclidinium and vilanterol was assessed in healthy volunteers. No effect of verapamil was observed on
umeclidinium or vilanterol Cpax. An approximately 1.4-fold increase in umeclidinium AUC was observed
with no effect on vilanterol AUC. Based on the magnitude of these changes, no clinically relevant drug
interaction is expected when fluticasone furoate/umeclidinium/vilanterol is co-administered with P-gp
inhibitors. Clinical pharmacology studies with a specific P-gp inhibitor and fluticasone furoate have not been
conducted.
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Other long acting antimuscarinics and long acting beta,- adrenergic agonists

Co-administration of Trelegy Ellipta with other long-acting muscarinic antagonists or long-acting beta,-
adrenergic agonists has not been studied and is not recommended as it may potentiate the adverse reactions
(see section 4.8 and section 4.9).

Hypokalaemia

Concomitant hypokalaemic treatment with methylxanthine derivatives, steroids, or non-potassium-sparing
diuretics may potentiate the possible hypokalaemic effect of beta,-adrenergic agonists, therefore caution
should be exercised (see section 4.4).

4.6  Fertility, pregnancy and lactation

Pregnancy

There are limited data from the use of fluticasone furoate/umeclidinium/vilanterol in pregnant women.
Studies in animals have shown reproductive toxicity at exposures which are not clinically relevant (see
section 5.3).

Administration of Trelegy Ellipta to pregnant women should only be considered if the expected benefit to the
mother justifies the potential risk to the foetus.

Breast-feeding

It is unknown whether fluticasone furoate, umeclidinium, vilanterol or their metabolites are excreted in
human milk. However, other corticosteroids, muscarinic antagonists and beta,-adrenergic agonists are
detected in human milk. A risk to newborns/infants cannot be excluded. A decision must be made whether to
discontinue breast-feeding or to discontinue Trelegy Ellipta therapy taking into account the benefit of breast-
feeding for the child and the benefit of therapy for the woman.

Fertility

There are no data on the effects of fluticasone furoate/umeclidinium/vilanterol on human fertility. Animal
studies indicate no effects of fluticasone furoate, umeclidinium or vilanterol on male or female fertility (see
section 5.3).

4.7  Effects on ability to drive and use machines

Fluticasone furoate/umeclidinium/vilanterol has no or negligible influence on the ability to drive and use
machines.

4.8 Undesirable effects
Summary of the safety profile

The most frequently reported adverse reactions with Trelegy Ellipta were nasopharyngitis (7%), headache
(5%) and upper respiratory tract infection (2%).

Tabulated summary of adverse reactions
The safety profile of Trelegy Ellipta is based on three phase III clinical studies.

The first study included safety data from 911 patients with COPD who received fluticasone
furoate/umeclidinium/vilanterol 92/55/22 micrograms, once daily, for up to 24 weeks, of whom 210 patients
received fluticasone furoate/umeclidinium/vilanterol 92/55/22 micrograms once daily for up to 52 weeks,
with an active comparator (study CTT116853, FULFIL).
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The second study included safety data from 527 patients with COPD who received fluticasone
furoate/umeclidinium/vilanterol (92/55/22 micrograms) and 528 patients with COPD who received
fluticasone furoate/vilanterol (92/22 micrograms) + umeclidinium (55 micrograms) once daily for up to
24 weeks (study 200812).

The third study included safety data from 4,151 patients with COPD who received fluticasone
furoate/umeclidinium/vilanterol 92/55/22 micrograms once daily for up to 52 weeks, with two active
comparators (study CTT116855, IMPACT).

Where adverse reaction frequencies differed between studies, the higher frequency is reported below.
Adverse reactions detected during these clinical trials are listed by MedDRA system organ class.

The frequency of adverse reactions is defined using the following convention: very common (>1/10);

common (>1/100 to <1/10); uncommon (>1/1,000 to <1/100); rare (>1/10,000 to <1/1,000); very rare
(<1/10,000) and not known (cannot be estimated from available data).

System Organ Class Adverse reactions Frequency

Infections and infestations Pneumonia Common
Upper respiratory tract infection
Bronchitis

Pharyngitis

Rhinitis

Sinusitis

Influenza

Nasopharyngitis

Candidiasis of mouth and throat
Urinary tract infection

Viral respiratory tract infection Uncommon
Nervous system disorders Headache Common
Eye disorders Vision blurred (see section 4.4) Not known
Cardiac disorders Supraventricular tachyarrhythmia Uncommon

Tachycardia

Atrial fibrillation
Respiratory, thoracic & Cough Common
mediastinal disorders Oropharyngeal pain

Dysphonia Uncommon
Gastrointestinal disorders Constipation Common

Dry mouth Uncommon
Musculoskeletal and Arthralgia Common
connective tissue disorders Back pain

Fractures Uncommon

Description of selected adverse reactions

Pneumonia

In a total of 1810 patients with advanced COPD (mean post-bronchodilator screening FEV; 45% of
predicted, standard deviation (SD) 13%), 65% of whom had experienced a moderate/severe COPD
exacerbation in the year prior to study entry (study CTT116853), there was a higher incidence of pneumonia
events reported up to 24 weeks in patients receiving Trelegy Ellipta (20 patients, 2%) than in patients
receiving budesonide/formoterol (7 patients, <1%). Pneumonia which required hospitalisation occurred in
1% of patients receiving Trelegy Ellipta and <1% of patients receiving budesonide/formoterol up to 24
weeks. One fatal case of pneumonia was reported in a patient who received Trelegy Ellipta. In the subset of
430 patients treated for up to 52 weeks, the incidence of pneumonia events reported in both Trelegy Ellipta
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and budesonide/formoterol arms was equal at 2%. The incidence of pneumonia with Trelegy Ellipta is
comparable with that observed in the fluticasone furoate/vilanterol (FF/VI) 100/25 arm of FF/VI clinical
studies in COPD.

In a 52-week study, with a total of 10,355 patients with COPD and a history of moderate or severe
exacerbations within the prior 12 months (mean post-bronchodilator screening FEV; 46% of predicted, SD
15%) (study CTT116855), the incidence of pneumonia was 8% (317 patients) for Trelegy Ellipta (n = 4,151),
7% (292 subjects) for fluticasone furoate/vilanterol (n = 4,134), and 5% (97 subjects) for
umeclidinium/vilanterol (n = 2,070). Fatal pneumonia occurred in 12 of 4,151 patients (3.5 per 1,000 patient-
years) receiving Trelegy Ellipta, 5 of 4,134 patients (1.7 per 1,000 patient-years) receiving fluticasone
furoate/vilanterol, and 5 of 2,070 patients (2.9 per 1,000 patient-years) receiving umeclidinium/vilanterol.

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 national reporting system listed in Appendix V.

49 Overdose

An overdose will likely produce signs, symptoms or adverse effects associated with the individual
components’ pharmacological actions (e.g. Cushing’s syndrome, Cushingoid features, adrenal suppression,
decrease in bone mineral density, dry mouth, visual accommodation disturbances, tachycardia, arrhythmias,
tremor, headache, palpitations, nausea, hyperglycaemia and hypokalaemia).

There is no specific treatment for an overdose with Trelegy Ellipta. If overdose occurs, the patient should be
treated supportively with appropriate monitoring as necessary.

Cardioselective beta-blockade should only be considered for profound vilanterol overdose effects that are
clinically concerning and unresponsive to supportive measures. Cardioselective beta-blocking medicinal
products should be used with caution in patients with a history of bronchospasm.

Further management should be clinically indicated or as recommended by the national poisons centre, where
available.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Drugs for obstructive airway diseases, adrenergics in combination with
anticholinergics including triple combinations with corticosteroids, ATC code: RO3ALOS.

Mechanism of action

Fluticasone furoate/umeclidinium/vilanterol is a combination of inhaled synthetic corticosteroid, long-acting
muscarinic receptor antagonist and long-acting beta,-adrenergic agonist (I(CS/LAMA/LABA). Following oral
inhalation, umeclidinium and vilanterol act locally on airways to produce bronchodilation by separate
mechanisms and fluticasone furoate reduces inflammation.

Fluticasone furoate

Fluticasone furoate is a corticosteroid with potent anti-inflammatory activity. The precise mechanism
through which fluticasone furoate affects COPD symptoms is not known. Corticosteroids have been shown
to have a wide range of actions on multiple cell types (e.g. eosinophils, macrophages, lymphocytes) and
mediators (e.g. cytokines and chemokines) involved in inflammation.
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Umeclidinium

Umeclidinium is a long-acting muscarinic receptor antagonist (also referred to as an anticholinergic).
Umeclidinium exerts its bronchodilatory activity by competitively inhibiting the binding of acetylcholine
with muscarinic receptors on airway smooth muscle. It demonstrates slow reversibility at the human M3
muscarinic receptor subtype in vitro and a long duration of action in vivo when administered directly to the
lungs in pre-clinical models.

Vilanterol

Vilanterol is a selective long-acting, beta,-adrenergic receptor agonist (LABA). The pharmacologic effects of
beta,-adrenergic agonists, including vilanterol, are at least in part attributable to stimulation of intracellular
adenylate cyclase, the enzyme that catalyses the conversion of adenosine triphosphate (ATP) to cyclic-3,5’-
adenosine monophosphate (cyclic AMP). Increased cyclic AMP levels cause relaxation of bronchial smooth
muscle and inhibition of release of mediators of immediate hypersensitivity from cells, especially from mast
cells.

Pharmacodynamic effects

Cardiac electrophysiology

The effect of fluticasone furoate/umeclidinium/vilanterol on the QT interval has not been evaluated in a
thorough QT (TQT) study. TQT studies for FF/VI and umeclidinium/vilanterol (UMEC/VI) did not show
clinically relevant effects on QT interval at clinical doses of FF, UMEC and V1.

No clinically relevant effects on the QTc interval were observed on review of centrally read ECGs from 911
subjects with COPD exposed to fluticasone furoate/umeclidinium/vilanterol for up to 24 weeks, or in the
subset of 210 subjects exposed for up to 52 weeks.

Clinical efficacy

The efficacy of Trelegy Ellipta (92/55/22 micrograms), administered as a once-daily treatment, has been
evaluated in patients with a clinical diagnosis of COPD in two, active-controlled studies and in a single, non-
inferiority study. All three studies were multicentre, randomised, double-blind studies that required patients
to be symptomatic with a COPD Assessment Test (CAT) score >10 and on daily maintenance treatment for
their COPD for at least three months prior to study entry.

FULFIL (CTT116853) was a 24-week study (N=1,810), with an extension up to 52 weeks in a subset of
subjects (n=430), that compared Trelegy Ellipta (92/55/22 micrograms) with budesonide/formoterol
400/12 micrograms (BUD/FOR) administered twice-daily. At screening, the mean post-bronchodilator
percent predicted FEV| was 45% and 65% of patients reported a history of one or more moderate/severe
exacerbation in the past year.

IMPACT (CTT116855) was a 52-week study (N=10,355) that compared Trelegy Ellipta

(92/55/22 micrograms) with fluticasone furoate/vilanterol 92/22 micrograms (FF/VI) and
umeclidinium/vilanterol 55/22 micrograms (UMEC/VI). At screening, the mean post-bronchodilator percent
predicted FEV was 46% and over 99% of patients reported a history of one or more moderate/severe
exacerbation in the past year.

At study entry, the most common COPD medications reported in the FULFIL and IMPACT studies were
ICS +LABA+LAMA (28%, 34% respectively), ICS+LABA (29%, 26% respectively), LAMA+LABA (10%,
8% respectively) and LAMA (9%, 7% respectively). These patients may have also been taking other COPD
medications (e.g. mucolytics or leukotriene receptor antagonists).

Study 200812 was a 24-week, non-inferiority study (N=1,055) that compared Trelegy Ellipta

(92/55/22 micrograms) with FF/VI (92/22 micrograms) + UMEC (55 micrograms), co-administered once
daily as a multi-inhaler therapy in patients with a history of moderate or severe exacerbations within the prior
12 months.
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Lung Function

In FULFIL, bronchodilatory effects with Trelegy Ellipta were evident on the first day of treatment and were
maintained over the 24-week treatment period (mean changes from baseline in FEV; were 90-222 mL on
day 1 and 160-339 mL at week 24). Trelegy Ellipta significantly improved (p<<0.001) lung function (as
defined by mean change from baseline in trough FEV| at week 24) (see Table 1) and the improvement was
maintained in the subset of patients who continued treatment to week 52.

Table 1. Lung function endpoint in FULFIL

Trelegy BUD/EOR Treatment difference
Ellipta (95% CI)
_ Comparison with
(N=911) (N=899) BUD/FOR
Trough FEV, (L) at Week 24, LS mean change 0.142 -0.029 0.171
from baseline (SE)* (0.0083) (0.0085) 0.148, 0.194

FEV,=forced expiratory volume in 1 second; L=litres; LS=least squares; SE= standard error, N=number in the intent-to-
treat population; CI= confidence interval, ? Statistically significant treatment difference for FF/UMEC/VI vs. BUD/FOR
also observed at the other assessment timepoints (weeks 2, 4 and 12).

In IMPACT, Trelegy Ellipta significantly improved (p<0.001) lung function when compared with FF/VI and
UMEC/VI over a 52-week period (See Table 2).

Table 2 — Lung function endpoint in IMPACT

Treatment difference 95%
Trelegy Cl
Ellipta FF/VI UMEC/VI | Comparison | Comparison
(N=4,151 | (N=4,134 | (N=2,070 | Trelegyvs. | Trelegy vs.
) ) ) FF/VI UMEC/VI
Trough FEV, (L) at Week 52, LS 0.094 -0.003 0.040 0.097 0.054
mean change from baseline (SE)*? (0.004) (0.004) (0.006) 0.085,0.109 | 0.039, 0.069

FEV = forced expiratory volume in 1 second; L= litres; LS=least squares; SE= standard error; N= number in the intent-
to-treat population; CI= confidence interval; ? Statistically significant treatment differences for FF/UMEC/VI vs. FF/VI
and FF/UMEC/VI vs. UMEC/VI were also observed at the other assessment timepoints (Weeks 4, 16, 28, and 40).

In Study 200812, Trelegy Ellipta was non-inferior compared with FF/VI+UMEC, co-administered in two
inhalers, in the improvement from baseline in trough FEV at week 24. The pre-specified non-inferiority
margin was 50 mL.

Exacerbations

In IMPACT, over 52 weeks, Trelegy Ellipta significantly reduced (p<0.001) the annual rate of
moderate/severe exacerbations by 15% (95% CI:10, 20) compared with FF/VI (rate; 0.91 vs 1.07 events per
patient year) and by 25% (95% CIL: 19, 30) compared with UMEC/VI (rate; 0.91 vs 1.21 events per patient
year). In FULFIL, based upon data up to 24 weeks, Trelegy Ellipta significantly reduced (p=0.002) the
annual rate of moderate/severe exacerbations by 35% (95% CI: 14, 51) compared with BUD/FOR.

In IMPACT, Trelegy Ellipta prolonged the time to first moderate/severe exacerbation and significantly
decreased (p<0.001) the risk of a moderate/severe exacerbation, as measured by time to first exacerbation,
compared with both FF/VI (14.8%; 95% CI: 9.3, 19.9) and UMEC/VI (16.0%; 95% CI: 9.4, 22.1). In
FULFIL, Trelegy Ellipta significantly decreased the risk of a moderate/severe exacerbation compared with
BUD/FOR over 24 weeks (33%; 95% CI: 12, 48; p=0.004).

In IMPACT, treatment with Trelegy Ellipta reduced the annual rate of severe exacerbations (i.e., requiring
hospitalisation or resulting in death) by 13% compared with FF/VI (95% CI: -1, 24; p=0.064). Treatment
with Trelegy Ellipta significantly reduced the annual rate of severe exacerbations by 34% compared with
UMEC/VI (95% CI: 22, 44; p<0.001).
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Health-Related Quality of Life

Trelegy Ellipta significantly improved (p<0.001) Health Related Quality of Life (as measured by the St
George’s Respiratory Questionnaire [SGRQ] total score) in both FULFIL (week 24) when compared with
BUD/FOR (-2.2 units; 95% CI: -3.5, -1.0) and IMPACT (week 52) when compared with FF/VI (-1.8 units;
95% CI: -2.4, -1.1) and UMEC/VI (-1.8 units; 95% CI: -2.6, -1.0).

A higher percentage of patients receiving Trelegy Ellipta responded with a clinically meaningful
improvement in SGRQ total score in FULFIL at week 24 compared with BUD/FOR (50% and 41%
respectively), odds ratios of response vs. non-response (OR) (1.41; 95% CI: 1.16, 1.70) and in IMPACT at
week 52 compared with FF/VI and UMEC/VI (42%, 34% and 34% respectively), OR vs. FF/VI (1.41; 95%
CI:1.29, 1.55) and OR vs. UMEC/VI (1.41; 95% CI: 1.26, 1.57); all treatment comparisons were statistically
significant (p<0.001).

In FULFIL, the proportion of patients who were CAT responders (defined as 2 units below baseline or
lower) at week 24, was significantly higher (p<0.001) for patients treated with Trelegy Ellipta compared
with BUD/FOR (53% vs. 45%; OR 1.44; 95% CI: 1.19, 1.75). In IMPACT, the proportion of patients
who were CAT responders at week 52 was significantly higher (p<0.001) for patients treated with
Trelegy Ellipta (42%) compared with FF/VI (37%; OR 1.24; 95% CI: 1.14, 1.36) and UMEC/VI (36%;
OR 1.28; 95% CI: 1.15, 1.43).

Symptom Relief

Breathlessness was measured using the Transition Dyspnoea Index (TDI) focal score at week 24 in FULFIL
and week 52 in IMPACT (a subset of patients, n=5,058). In FULFIL the proportion of responders according
to TDI (defined as at least 1 unit) was significantly higher (p<0.001) for Trelegy Ellipta compared with
BUD/FOR (61% vs 51%; OR 1.61; 95% CI: 1.33, 1.95). In IMPACT, the proportion of responders was also
significantly higher (p<0.001) for Trelegy Ellipta (36%) compared with FF/VI (29%; OR 1.36; 95% CI:
1.19, 1.55) and UMEC/VI (30%; OR 1.33; 95% CI: 1.13, 1.57).

In FULFIL, Trelegy Ellipta improved daily symptoms of COPD as assessed by E-RS: COPD total score,
compared with BUD/FOR (>2 unit decrease from baseline). The proportion of responders during weeks
21-24 was significantly higher (p<0.001) for patients treated with Trelegy Ellipta compared with BUD/FOR
(47% and 37% respectively; OR 1.59; 95% CI: 1.30, 1.94).

Use of Rescue Medication
In FULFIL, Trelegy Ellipta significantly reduced (p<0.001) the use of rescue medication between weeks
1-24 compared with BUD/FOR (treatment difference: -0.2 occasions per day; 95% CI: -0.3, -0.1).

In IMPACT, Trelegy Ellipta significantly reduced (p<0.001) the use of rescue medication (occasions per
day) at each 4-week time period compared with FF/VI and UMEC/VI. At weeks 49-52, the treatment
difference was -0.28 (95% CI: -0.37, -0.19) when compared with FF/VI and -0.30 (95% CI: -0.41, -0.19)
with UMEC/VI.

Nighttime awakenings

In IMPACT, Trelegy Ellipta statistically significantly reduced the mean number of nighttime awakenings
due to COPD compared with FF/VI (-0.05; 95% CI: -0.08, -0.01; p=0.005) and with UMEC/VI (-0.10; 95%
CI: -0.14, -0.05; p<0.001) at weeks 49 to 52. Significant reductions were observed over all other timepoints
for UMEC/VI (p<0.001) and for the all but two of the of timepoints for FF/VI (p<0.021).

Paediatric population
The European Medicines Agency has waived the obligation to submit the results of studies with Trelegy
Ellipta in all subsets of the paediatric population in COPD (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

When fluticasone furoate, umeclidinium and vilanterol were administered in combination by the inhaled
route from a single inhaler in healthy subjects, the pharmacokinetics of each component were similar to those
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observed when each active substance was administered either as fluticasone furoate/vilanterol combination
or as an umeclidinium/vilanterol combination or umeclidinium monotherapy.

Population PK analyses for FF/UMEC/VI were conducted using a combined PK dataset from three phase II1
studies in 821 COPD subjects. Systemic drug levels (steady state Cmax and AUC) of FF, UMEC and VI
following FF/UMEC/VI in one inhaler (triple combination) were within the range of those observed
following FF/VI + UMEC as two inhalers, dual combinations (FF/VI and UMEC/VI), as well as individual
single inhalers (FF, UMEC and VI). Covariate analysis showed higher FF apparent clearance (42%) when
comparing FF/VI to FF/UMEC/VI; however, this is not considered clinically relevant.

Absorption

Fluticasone furoate

Following inhaled administration of fluticasone furoate/umeclidinium/vilanterol in healthy subjects,
fluticasone furoate Cpax occurred at 15 minutes. The absolute bioavailability of fluticasone furoate when
administrated as fluticasone furoate/vilanterol by inhalation was 15.2%, primarily due to absorption of the
inhaled portion of the dose delivered to the lung, with negligible contribution from oral absorption.
Following repeat dosing of inhaled fluticasone furoate /vilanterol, steady state was achieved within 6 days
with up to 1.6-fold accumulation

Umeclidinium

Following inhaled administration of fluticasone furoate/umeclidinium/vilanterol in healthy subjects,
umeclidinium Cmax occurred at 5 minutes. The absolute bioavailability of inhaled umeclidinium was on
average 13%, with negligible contribution from oral absorption. Following repeat dosing of inhaled
umeclidinium, steady state was achieved within 7 to 10 days with 1.5 to 2-fold accumulation.

Vilanterol

Following inhaled administration of fluticasone furoate/umeclidinium/vilanterol in healthy subjects,
vilanterol Cpax occurred at 7 minutes. The absolute bioavailability of inhaled vilanterol was 27%, with
negligible contribution from oral absorption. Following repeat dosing of inhaled umeclidinium/vilanterol,
steady state was achieved within 6 days with up to 1.5-fold accumulation.

Distribution

Fluticasone furoate

Following intravenous dosing of fluticasone furoate to healthy volunteers, the mean volume of distribution at
steady state of 661 litres. Fluticasone furoate has a low association with red blood cells. In vitro plasma
protein binding in human plasma of fluticasone furoate was high, on average >99.6%.

Umeclidinium
Following intravenous administration of umeclidinium to healthy volunteers, the mean volume of
distribution was 86 litres. In vitro plasma protein binding in human plasma was on average 89%.

Vilanterol

Following intravenous administration of vilanterol to healthy volunteers, the mean volume of distribution at
steady state was 165 litres. Vilanterol has a low association with red blood cells. In vitro plasma protein
binding in human plasma was on average 94%.

Biotransformation

Fluticasone furoate
In vitro studies showed that fluticasone furoate is primarily metabolised by cytochrome P450 3A4
(CYP3A4) and is a substrate for the P-gp transporter. The primary metabolic route for fluticasone furoate is
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hydrolysis of the S-fluoromethyl carbothioate group to metabolites with significantly reduced corticosteroid
activity. Systemic exposure to the metabolites is low.

Umeclidinium

In vitro studies showed that umeclidinium is primarily metabolised by cytochrome P450 2D6 (CYP2D6) and
is a substrate for the P-gp transporter. The primary metabolic routes for umeclidinium are oxidative
(hydroxylation, O-dealkylation) followed by conjugation (glucuronidation, etc), resulting in a range of
metabolites with either reduced pharmacological activity or for which the pharmacological activity has not
been established. Systemic exposure to the metabolites is low.

Vilanterol

In vitro studies showed that vilanterol is primarily metabolised by cytochrome P450 3A4 (CYP3A4) and is a
substrate for the P-gp transporter. The primary metabolic routes for vilanterol are O-dealkylation to a range
of metabolites with significantly reduced beta;- and beta,-adrenergic agonist activity. Plasma metabolic
profiles following oral administration of vilanterol in a human radiolabel study were consistent with high
first-pass metabolism. Systemic exposure to the metabolites is low.

Elimination

Fluticasone furoate

The apparent plasma elimination half-life of fluticasone furoate following inhaled administration of
fluticasone furoate/vilanterol was, on average, 24 hours. Following intravenous administration, the
elimination phase half-life averaged 15.1 hours. Plasma clearance following intravenous administration was
65.4 litres/hour. Urinary excretion accounted for approximately 2 % of the intravenously administered dose.
Following oral administration, fluticasone furoate was eliminated in humans mainly by metabolism with
metabolites being excreted almost exclusively in faeces, with <1% of the recovered radioactive dose
eliminated in the urine.

Umeclidinium

Umeclidinium plasma elimination half-life following inhaled dosing for 10 days averaged 19 hours, with 3%
to 4% active substance excreted unchanged in urine at steady-state. Plasma clearance following intravenous
administration was 151 litres/hour. Following intravenous administration, approximately 58% of the
administered radiolabelled dose was excreted in faeces and approximately 22% of the administered
radiolabelled dose was excreted in urine. The excretion of the drug-related material in the faeces following
intravenous dosing indicated secretion into the bile. Following oral administration, 92% of the administered
radiolabelled dose was excreted primarily in faeces. Less than 1% of the orally administered dose (1% of
recovered radioactivity) was excreted in urine, suggesting negligible absorption following oral
administration.

Vilanterol

Vilanterol plasma elimination half-life following inhaled dosing for 10 days averaged 11 hours. Plasma
clearance of vilanterol following intravenous administration was 108 litres/hour. Following oral
administration of radiolabelled vilanterol, 70% of the radiolabel was excreted in urine and 30% in faeces.
Primary elimination of vilanterol was by metabolism followed by excretion of metabolites in urine and
faeces.

Special populations

Elderly

The effects of age on the pharmacokinetics of fluticasone furoate, umeclidinium and vilanterol were
evaluated in the population pharmacokinetic analysis. No clinically relevant effects requiring dose
adjustment were observed.

Renal impairment
The effect of fluticasone furoate/umeclidinium/vilanterol has not been evaluated in subjects with renal

impairment. However, studies have been conducted with fluticasone furoate/vilanterol and
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umeclidinium/vilanterol that showed no evidence of an increase in systemic exposure to fluticasone furoate,
umeclidinium or vilanterol. In vitro protein binding studies between subjects with severe renal impairment
and healthy volunteers were conducted, and no clinically significant evidence of altered protein binding was
seen.

The effects of haemodialysis have not been studied.

Hepatic impairment

The effect of fluticasone furoate/umeclidinium/vilanterol has not been evaluated in subjects with hepatic
impairment. However, studies have been conducted with fluticasone furoate/vilanterol and
umeclidinium/vilanterol.

The fluticasone furoate/vilanterol component of Trelegy Ellipta was assessed in patients with all severities of
hepatic impairment (Child-Pugh A, B or C). For fluticasone furoate, patients with moderate hepatic
impairment showed up to three times higher systemic exposure (FF 184 micrograms); therefore, patients
with severe hepatic impairment received half the dose (FF 92 micrograms). At this dose, no effects on
systemic exposure were observed. Therefore, caution is advised in moderate to severe hepatic impairment,
but no specific dose adjustment based on hepatic function is recommended. There was no significant
increase in systemic exposure to vilanterol.

Patients with moderate hepatic impairment showed no evidence of an increase in systemic exposure to either
umeclidinium or vilanterol (Cpax and AUC). Umeclidinium has not been evaluated in patients with severe
hepatic impairment.

Other special populations
The effects of race, gender and weight on the pharmacokinetics of fluticasone furoate, umeclidinium and
vilanterol were also evaluated in the population pharmacokinetic analysis.

In 113 East Asian subjects with COPD (Japanese and East Asian Heritage), who received FF/UMEC/VI
from a single inhaler (27% subjects), fluticasone furoate AUCss) estimates were on average 30% higher
compared with Caucasian subjects. However, these higher systemic exposures remain below the threshold
for FF-induced reduction of serum and urine cortisol and are not considered clinically relevant.

There was no effect of race on pharmacokinetic parametersof umeclidinium or vilanterol in subjects with
COPD.

No clinically relevant differences requiring dose adjustment based on race, gender or weight were observed
in fluticasone furoate, umeclidinium or vilanterol systemic exposure.

In terms of other patient characteristics, a study in CYP2D6 poor metabolisers showed no evidence of a
clinically significant effect of CYP2D6 genetic polymorphism on systemic exposure to umeclidinium.

5.3 Preclinical safety data

Pharmacological and toxicological effects seen with fluticasone furoate, umeclidinium or vilanterol in
nonclinical studies were those typically associated with glucocorticoids, muscarinic receptor antagonists, or
betas-adrenergic receptor agonists. Administration of combined fluticasone furoate, umeclidinium and
vilanterol to dogs did not result in any significant new toxicity or any major exacerbation of expected
findings associated with fluticasone furoate, umeclidinium or vilanterol alone.

Genotoxicity and carcinogenicity

Fluticasone furoate

Fluticasone furoate was not genotoxic in a standard battery of studies and was not carcinogenic in lifetime
inhalation studies in rats or mice at exposures of 1.4- or 2.9-fold, respectively, those seen in humans at a
daily dose of 92 micrograms fluticasone furoate, based on AUC.
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Umeclidinium

Umeclidinium was not genotoxic in a standard battery of studies and was not carcinogenic in lifetime
inhalation studies in mice or rats at exposures > 20- or > 17- fold the human clinical exposure at a daily dose
of 55 micrograms umeclidinium, based on AUC respectively.

Vilanterol

Vilanterol (as alpha-phenylcinnamate) and triphenylacetic acid were not genotoxic indicating that vilanterol
(as trifenatate) does not represent a genotoxic hazard to humans. Consistent with findings for other beta,
agonists, in lifetime inhalation studies vilanterol trifenatate caused proliferative effects in the female rat and
mouse reproductive tract and rat pituitary gland. There was no increase in tumour incidence in rats or mice at
exposures 0.9- or 22-fold, respectively, the human clinical exposure of vilanterol at a daily dose of

22 micrograms based on AUC.

Reproductive toxicity

Fluticasone furoate, umeclidinium and vilanterol did not have any adverse effects on male or female fertility
in rats.

Fluticasone furoate

Fluticasone furoate was not teratogenic in rats or rabbits, but delayed development in rats and caused
abortion in rabbits at maternally toxic doses. There were no effects on development in rats at exposures 6.6-
fold the human clinical exposure at a daily dose of 92 micrograms, based on AUC. Fluticasone furoate had
no adverse effect on pre- or post-natal development in rats.

Umeclidinium

Umeclidinium was not teratogenic in rats or rabbits. In a pre- and post-natal study, subcutaneous
administration of umeclidinium to rats resulted in lower maternal body weight gain and food consumption
and slightly decreased pre-weaning pup body weights in dams given 180 micrograms/kg/day dose
(approximately 61-fold the human clinical exposure of umeclidinium at a daily dose of 55 micrograms,
based on AUC).

Vilanterol

Vilanterol was not teratogenic in rats. In inhalation studies in rabbits, vilanterol caused effects similar to
those seen with other betas-adrenergic agonists (cleft palate, open eyelids, sternebral fusion and limb
flexure/malrotation). When given subcutaneously there were no effects at exposures 62-fold the human
clinical exposure at a daily dose of 22 micrograms, based on AUC. Vilanterol had no adverse effect on pre-
or post-natal development in rats.

6. PHARMACEUTICAL PARTICULARS
6.1  List of excipients

Lactose monohydrate
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Magnesium stearate
6.2  Incompatibilities
Not applicable.

6.3  Shelf life

2 years
Shelf-life after opening the tray: 6 weeks

6.4  Special precautions for storage

Do not store above 30°C.
If stored in a refrigerator allow the inhaler to return to room temperature for at least an hour before use.

Keep the inhaler inside the sealed tray to protect from moisture and only remove immediately before first
use.

Write the date that the inhaler should be discarded on the label and carton in the space provided. The date
should be added as soon as the inhaler has been removed from the tray.

6.5 Nature and contents of container

The Ellipta inhaler consists of a light grey body, beige mouthpiece cover and a dose counter, packed into a
foil laminate tray containing a desiccant sachet. The tray is sealed with a peelable foil lid.

The inhaler is a multi-component device composed of polypropylene, high density polyethylene,

polyoxymethylene, polybutylene terephthalate, acrylonitrile butadiene styrene, polycarbonate and stainless
steel.

The inhaler contains two aluminium foil laminate blister strips that deliver a total of 14 or 30 doses (14 or 30
day supply). Each blister in one strip contains fluticasone furoate, each blister in the other strip contains

umeclidinium (as bromide) and vilanterol (as trifenatate).

Pack sizes of 14 or 30 dose inhalers.
Multipack of 90 (3 packs of 30) dose inhalers.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling

After inhalation, patients should rinse their mouth with water without swallowing.

The Ellipta inhaler contains pre-dispensed doses and is ready to use.

The inhaler is packaged in a tray containing a desiccant sachet, to reduce moisture. The desiccant sachet
should be thrown away and it should not be opened, eaten or inhaled. The patient should be advised to not
open the tray until they are ready to inhale a dose.

The inhaler will be in the ‘closed’ position when it is first taken out of its sealed tray. The “Discard by” date
should be written on the inhaler label and carton in the space provided. The date should be added as soon as

the inhaler has been removed from the tray. The “Discard by” date is 6 weeks from the date of opening the
tray. After this date the inhaler should no longer be used. The tray can be discarded after first opening.
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If the inhaler cover is opened and closed without inhaling the medicinal product, the dose will be lost. The
lost dose will be securely held inside the inhaler, but it will no longer be available to be inhaled.

It is not possible to accidentally take extra medicine or a double dose in one inhalation.

For further instructions for use and handling, see section 4.2.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

GlaxoSmithKline Trading Services Limited

Currabinny

Co. Cork

Ireland

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/17/1236/001

EU/1/17/1236/002

EU/1/17/1236/003

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 15 November 2017

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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DAEDETH D, BROWMAL, VA7V V=0 AKRRE T o7 m—/LX5GEICKR L CRFTIIICIE
L., ZNENRHOEFIC L > TREXIEZE I L, IAVF IS 7T IR VEET AT LIT%
JE & KT D,

TITF T 2 T TR IR AT R L

TNFRS T T ANR BT AT L, BARPRIEEEZ AT 5 avFaAxTaf K ToHD,
TNF B T T TR ERT AT LS COPD DSERIZ 2 NI IEfE T IR TH 5D, =
NTFaRxRTaA Rix, RIECEGT2EEOMET (F : iFfREk, ~7u77—, U2k KO
AF 4= — Bl : YA MLV, TEHAY) KT DHDEARIEREZET DI ENRINTVD,
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DX 2= A

A Y)Y MIERFERMELA A D Y U2 FEEETEE (Fia ) U E BIEEN D) Thd, U A

7 )= AE, KETRHDOL ALV UZRIRICHT DT 2F L al oA EZBAIICILET S

LIk o TRE IR 234 5, invitro TIE, & FARD Y VZRIKOY T % A4 7 M3 %2R

RIZKT 20 A7 ) V=0 AOERITERZ2 ALK L, invivo TIX, BIEKE T MBI S Hi~0
BEEEGICED, vAZ V=0 AREREERT2 2 ERRO LTV S,

EZ T m— L

E7 7 m— VR 72 R RIERME B i (LABA) Th b, © 707 m—/La 5T B HIHEE
OIHIERIZ, 77 /v =V (ATP) OV A7 Vw3577 /v —0 g (B4 270 vo
AMP) ~DZEHZ il HEFE THLMBNT T =1 — 7 7=V ORIEKIC, D7 &by
ERT D, 427V v AMPIRED EHIT, Q& ERHOMBEDIZN, fMid (R~ A Miia) 7
5 O REFRLEEUE A 7 ¢ = — % — O Kl &2 5 & & 2,

A FAEH

LD 7 TP

INT RIS TTZUHNRBREATIV,/ A7) =g L/ T 7 a—1Lo QT MRicx4 21EH
1. #E72 QT (TQT) MBRCiIHMEi S TWRY, IANTF NS T T HIVR BT AT IV, BT T
D=Lk R A7 YT =0h/ 770 —L) TQT R TlX, TN OMEEHET QT RIkE It
T LERIRBIERD & HERITRD bz o Tz,

INFRS T TUANRKRBT ATV, DA V= b,/ VT T u— ViR 24K LT
911 f5l> COPD #¢5a#E X3 52 G L7- 210 OB EMIC BT, PheflE Sz
RO L E2—IZ& > T, QT HRREIIX3 2 HIKRIERD H D EMITRRD biveinoTz,

[ AR ) A 2

2 AR FEHTFRERER K O 1 ROIELBRBRIZI\ T, COPD DEFIRZ W & 52 1) 7= A ITARA] (92 ug /55
g/ 22ug) &1 H 1EEE L, REOGHMEEZFAM L7, 20 3AKORERIIA T, Sz dkREES
(L —EHERRBR T, BFITEREERT OV 3 ARICBWT, COPDTEAAY M T A K

(CAT) A 7N 10 EERDIERNH V. 7237>> COPD DHERFIBE 252 1T TWAMLENH - 72,

FULFIL 38 (CTT116853 38%) 1%, 24 MMHEER (N=1,810) T, #EREH LM (n=430) 1Zxt LT
1T 52 R ORG240 AAF (92 ug/ 55 ng,/ 22 ug) & 1 B 2EFRG5-O 75 Y = K 400 ng,”
RVET H—/L 12pg (BUDFOR) & #&HHR LTz, A7V —= 7, K8 PRRMER 5% O FEV|
DT RZFEONVIIEIL 45% T, BED 65%IFTiBE 1 FHM D 5 HIZ 1 [BILLEO R HE OHERE D &
STl EEWEL TV,

IMPACT &8k (CTT116855 #lR) (%, 52 SR (N=10,355) T. AH| (92 ug55ug/22ug) &7
NTF NS T T ANVERBTAT IV R ug/ BT T a—22ug (FE/VD) KO A7 )= A55
ng/ 77 u—n22ug (UMEC/VD) &% LI, A7 U —= W KUE SHRIRIER 5% D
FEV: O TISEOFEEIEIL 46% T, BE D 99%BILiEE 1 FEH D 9 HIZ 1 [P, Lo RS/ o5
JEN D o722 & B WE LTV,

TR EEIF . FULFIL #RB& M OY IMPACT BRI W Tl © 2 < #id S 7= COPD 1R HK1E. 1CS
+LABA+LAMA (FIZH 28%K% 1N 34%) . ICS+LABA (ZNFh 29%K% 1 26%) . LAMA+LABA
(ZNFN 10%KL T 8%) M TNLAMA (FNFI 9% KN T7%) Thotz, ZibDHEEIIMO COPD
TR CREIRIEARSE, oA 2 b Y = U R RENTIESE) 2R L e o7z,

200812 FRBRIZ, WBE 12 W ARID O HICHEE IIELEOMEREN D -7 BEZ XI5 & Lz 24 BHREE
HEGAER (N=1,055) T, ZAIMEAREEE LTI H 1EEGLZE EOARA (92 ug,/55 ug,/ 22 ng) &
FF/VI (92 ug 22 pg) +UMEC (55 pg) & Z L L7z,
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NiitERE

FULFIL 3BRIZFBW T, ARFIORESHLRERITE G 1 HEH TRO L, 24 WO FIZh7z - T
HEFF SN2 (FEVI D= Z A b OEHE LB, #5 1 BB T90~222mL X O¥&4- 2438 B T
160~339mL) , AFNC L - T, filitkhE 2438 H D FEV, b 7 7EDRX—RA T A )36 OB &
EF) DARICEEL (p<0.001) (F1SM]H) | ZoEIHRG 52l E £ TR 2k L7 B0
BV CHERF S L7,

# 1. FULFIL #RBRIZ B 1T 2 HfitsEE O R EAE H
Ellipta (95% CI)
(N=911) (N=899) BUD,/FOR & O L8
#5248 EDFEV, b7 7 (L) OX— 0.142 -0.029 0.171
A5 A LS DB ED LS EHfE (SE) @ (0.0083) (0.0085) 0.148, 0.194

FEV =82 JJMNKED 1 #0&E ; L=V v bV ; LS=f/N 3 ; SE=fRH#ERAZ ; N=Intent-To-Treat 8£[H O HBERE %L ;
CI=ZHEX ., Mt OF S (%52, 4 XKWV 12i H) TFF/UMEC/VI & BUD/FOR & Z bl L7- & &12h
MEHNCE B e B BRI Z SR bz,

IMPACT #RB2 TlE, 52 N 7Z - T, AANT X - T FE/VI TR UMEC/VI & H_THiSREN A B 12tk
L7z (p<0.001) (GE2ZM) |

2. IMPACT RBRIZH T 2 M RE O FTIIE B
REHEZE (95% CI)
Trelegy Trelegy & | Trelegy &
Ellipta FF/VI UMEC/VI | FF/NL &® | UMEC/VI
(N=4,151) | (N=4,134) | (N=2,070) 204 L DB
P15 520 H D FEV, k7 71 0.054
(L) OR—=ATALOE | 0,094 -0.003 0.040 0.097 | 0:039,0.069
kD LS F¥)fE (SE) ° (0.004) (0.004) (0.006) 0.085, 0.109

FEV =2 IR &0 1 B ; L=V v Fb ; LS=fx/ 3 ; SE=FE#EFAFE ; N=Intent-To-Treat 52 D YR L%k ;
CI=EEKX M. MOl S (%54, 16, 28 X V40 BH) T FF/UMEC/VI & FF/VI & % Ll e O
FF/UMEC/VI & UMEC/VI & iz L7- & IS eI A B R SRR ZEN R b,

200812 #BRCTiL, 241 E D FEV, b T 7D R—A T 4 U InBEDOREIZBNT, 22504 »~T7—%
L7z FF/VI+UMEC & i L€, AKANIFHELMETH - 72, FRNTRE LIS ME~—T 0% 50mL Th o7,

HHE

IMPACT ikB Clx., S2HMICH7= - T, AFNC L - CTHEE /EE OB RO R FEBISE )Y FE/VI &
T 15% (95% CIL: 10~20)  (EBBHEE : BEFEHZD 091 [H LT 1.07[E]) . UMEC/VI &t T
25% (95% CI: 19~30) (EBUHE : BEEHTZY 091 BIKX O 1.21 1) AEIEF L7z, FULFILER
BRCIX, 4 BETOT—XIZEDE, RANZ X - THEE HEEOMEEOFERFEBLSEE 7Y BUD/FOR
LT 35% (95%CI: 14~51) AEIZIETF L (p=0.002) .

IMPACT &R CTld, AFNZ K-> T, HEE " SHEOHEOYEIEEE COMMNMER L, HHEE &
FEOWEOY 27 (PEEEE TOWM L &) 2 FF/VI (14.8% ; 95% CI : 9.3~19.9) & TX UMEC/VI

(16.0% ; 95% CI : 9.4~22.1) ELHA_RTHEIZIKTF L (p<0.001) , FULFIL &RERTiX, AFNIT LT,
24 Tz » T, WEERE S BEEORED ) 2 7 7 BUD/FOR (33% ; 95% CI : 12~48) L H_THEIC
KT L7 (p=0.004) .

IMPACT &R Tld, AAIRGIZ L - T, BEOHEOERBIEE (T2bb, Atz®d5, U

FAZED) 23 FF/VI (95% CI: -1~24) LT 13%{KF L (p=0.064) . UMEC/VI (95% CI : 22~44)
LHEART 3% A EICIET L7z (p<0.001)
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RERFEBT# QoL

BUD/FOR (2.2 HA{i7 ; 95% CI : -3.5,-1.0) & Lbi#fs L 7= FULFIL Bk (524 H) K O'FF/VI (-1.8 ¥
fiL ; 95% CI : -2.4,-1.1) KON UMEC/VI (-1.8 BAfiL ; 95% CI : -2.6,-1.0) & Lb#E L 7= IMPACT ikt (&5
52 EH) W TH, ARANZ X - THEEFEBSE QoL [St George’s Respiratory Questionnaire (SGRQ) DA
FrRa T CHE L] 8, AEICYEE L (p<0.001)

KA HAZ L > T SGRQ D EFHA A TIZERRIICEBR D & HUGENGRD b BH OFIA 1L, FULFIL
ﬁ%f@&%mﬁamBmM@R$@%<(%M%hm%&UM%)(#ﬁ@m ﬂ#éﬁwmmﬁ
v A0 141 5 95% CI : 1.16,1.70) . IMPACT &k CTld# 5 52 3 B2 FF/VI X X UMEC/VI X 0 & <
(FNEN 42%, 34%M X 34%)  (FF/VIIZRT3 B4~ Xk 1 141 5 95% CI : 1.29,1.55., UMEC/VI {Zx%}
T4 v XLk 1.41 5 95% CL: 1.26,1.57) | #&G-HEHE O RIT S THEICAE CTH -T2
(p<0.001) .

FULFIL #BR TIE. AFFREGIZ L > TE G 24 BB CATIZ L D20 (R—R2AF A4 L0 2HMKT
X@N—X?4V$ﬁkﬁ%>kﬁot%%®% /% BUD/FOR IZHE_THEICHED2 > 7= (p<0.001)
(53%K% TN 45% ; A XLt : 1.44 5 95% CI : 1.19,1.75) , IMPACT iBRCld, AAFE LI L - THRE 52
B HIZ CAT I L B2FEHI L 7o o T2 BE OEEIX FF/VI (37% ; 4 v Atk 1 1.24 ; 95%CI : 1.14,1.36) &
NUMEC/VI (36% ; A~ R 0 1.28 5 95% CI : 1.15,1.43) L HA_THEICE T (p<0.001)

HERAEF

FULFIL 55k T34 5- 24 8 H & UV IMPACT 55k CiX 52 i H @ Transition Dyspnoea Index (TDI) #&A =
7(5@m%@mbt(%%%%\%l n=5,058) , FULFIL iB& CiX, TDIIZ X 5206 (1 HArLL
b EER) DEEIL. Kﬂ@ﬁﬂBMM@R;Dﬁﬁ_mﬂot(mmm)(m%&wﬂ%;ﬁyf
%:LM,%%CLL%J%)Omm%%ﬁ%f@ﬁﬂm®%A%\$ﬂ(%%)@ﬁﬁFWW

(29% ; A Xtk : 1.36 ; 95% CI : 1.19,1.55) K ONUMEC/VI (30% ; 4~ Rt : 1.33 5 95% CI :
1.13,1.57) XY AREIZ&E»->72 (p<0.001)

FULFIL B ClL, AAFNZ L - T COPD OfEHDIER (E-RS : COPD A I TIZ L AFHE ; "—R T A
UG D2 BALLL EOIET) 23 BUD/FOR & lER_RTHWE LT, 5 21~24 # B OZEFI O EIE1TAH]
50575 BUD/FOR & EEARTHEIZE -T2 (FNFNAT% KD 37% ; A v At 1.59 ; 95% CI :

1.30,1.94) .

BFED [
FULFIL 3B Tlx. AHNC L - TEE 1~24 B R OfE 75 BUD/FOR & B THEICHA LT
(p<0.001) (FHREEMAE 1 HH7=v-0.210] ; 95%CI: -0.3,-0.1) .

IMPACT &l Tl AFNZ K> TH 4 HMROBGEIEOLER (1 BdH72 0 ofEHEFE) 23 FF/VI KDY
UMEC/VI & EERTHEISHA L7z (p<0.001) ., 5 49~52 3 B OIRFRERZEIX FE/VIIZRE L T-0.28
(95% CI : -0.37,-0.19) . UMEC/VI{Z%f L C-0.30 (95% CI : -0.41,-0.19) T&H 7=,

B

IMPACT ik Cld. AFNZ X > THYG 49~5238 H D COPD |2 X 5 &R EED S [RI%)s FE/VI (-
0.05 ; 95% CI : -0.08,-0.01 ; p=0.005) } X UMEC, VI (-0.10 ; 95% CI : -0.14,-0.05 ; p<0.001) & T

HRrEIL ﬁi_ﬁybtymmOWTim® TOREET (p<0.001) . F7= FF/VI TiE 2 RER AR
ETORET (p<0.021) . HERBD BB D Hiiz,

JANAE S il

PRINIEZL T IZ, COPD DIREICK W T, /NEEFEMOEY 72y hTT YA Y—x ) 7 ¥ ORERE
RERHT 28520 L UNE~OEGIZET ZIHEHRICOVTIZ42HEZSR) |

52 RKyEheret
12
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BEREGEBREICTINT NS T T HNVR BT AT IV, DAY= AR T T a— Ve E
LCH—=DA U~T—PERAEE LB, S0 ORMEEIL, T ENOFRD % 7 VT T
YITTUANRAET AT ST T a— VARSI A7 V=T LT T m— B E A
XIET A7 )P =g AHEAIE LCERE LIZBICERD b= EyEhe L FETH -7,

TNFHS VT T UHNVRBT AT IV, AT ) =g L/ VT T a— L ORMEN Y EhRE AT
1. 3ARDE MR D 821 51> COPD #8aE OOFAG PK 7 — % & v N axtBICHE i Lz, B—DA

NG =W TINVNTF ST T HIVIR BB ATV AT Y= A ST —L 3Rk
SELEAD B GH% OB DR IEMIRE (BHFRED Cunx LOVAUC) 1X, 20D A T —%
T IONF IS TS HNRBEATNL 5 TFa— N+ 27 Y= MG, 2 RASBAFH
(FNVFHS VTG HINRUBZATIL 5 Fa— eI A 7 Y= A /5 Fa—)L)

BEHSWNNCHEE (AT B TS HNARVBT AT, DAY= A, ESTr—)L)

BeHRRITFRD HNTZREOFHBEANICH > T2, WEBOIFNTIZB W T INVTF A 7T INVEAR BT
AFNS T Ta— IV TINF A T FTUHNRET AT A7 V= A/ T Ta
— BT AL TVTF NS T T ANRUTBT AT VDO RNNTOZ VT T A (42%) HE
T EDURENTZA, T ORRITERMICEETH D & RSN,

LIS

TIT G T T IR T R T

R E ~DINTF IS T T HNVR BB AT IV, AT Y=L /BT Tua— O A
BEH%, IVFHYS T T IVR BT AT L1555 T Cox WCRIE LT, TAFHS T T hL
RUBBTATNETINT B VT T ANVERBRTAT IV, BT T a—ILORAH L L THRARE
L7ZBR OB NRA T _A T EY T 13 152% ThHh o712, 2T, BEED 5 WA S ES 3
RS NVTHRIN S, OO FGIIBECELRETHDL I ENERBHATHD, ZVTFTHY
VI TUANVKR BT ATV T T — VDR ER AR GRS, EEIREEICIZ 6 HUPNIZEIEL,
R L6 EOEMMPAED b,

DX Y= A

R E ~D I NTF IS T T HNVR BT AT IV, AT Y=L/ BT Ta— O A
BE%, VATV V=T NI T ConCEIE LT, VA Y =0 A ERARE LMy
AFT_NAZEV T L IFEGEDOFE]13%TH Y, BORNOFHGITMETELHLEEZ2 bR, UA
7 ) V=0 AORER AL 5%, ERIRBICIE 7~10 ALNIZE L., 1.5~2 E0OZE/ENRD bz,

BT a—L

BB E~D I VF D TG HNVRUVBEBT ATV, AT )= A5 Fa—LOlA
BE#%, 7070 — T 79T Ca \CEE L, BT 0T a— L2 WAL UIZBEO# IS A 4
TRAZEY T 13 EEEOTYE 27% TH Y, RORNOFGIIEMETELEEx 6N, VA7 Y
VUL T T u— L ORKERAE %, EFIREIZIZ 6 HUAINICRGE L, HK 15 EOEMNE
O HNT,

/\ﬁ

N

TIFZ S T T IR AT R T

TEREBRE ST VTF I T T NIRRT AT )V EFRIRN S L T2 BE O & FRIE TO A A D
SEYMEIL 661 L Th o~y TNAF B 27T AR BT AT VITFRIER & OFEIFEY, invitro
TOINF RS T T ANRBT AT L0 MIUERAESRITIELS . T4 99.6% B TH - 7~

DX Y= A
T AT Y V=T N EREREABRE I CEIRNEE S L7200 A B O EYEIL 86 L THh ~ 7z, invitro TO
JA 7YY= AOE MUEEAEERITEY 89% TH - 72,

EZ =
BT T a— )L A B ICFR RN IR S L 72 BR O E R IRREE COOMBEOFEEIEIL 165L Th-o7=,
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BT T a— UITARIER & OB XKV, Invitro TOE T 7o —Ld b hEE RS RITEY
T94%ThH -7,

TIF S T T IR AET R T

in vitro RERICE D, TATFHY T T UANVR VBT AT VILEIIZT b7 v—2A P450 3A4 (CYP3A4)
MRICEIOVRHMSIND L, STV FAY T T ANR BT AT VL P-gp b TV AR—F —D

FETHDHZEDRENTZ, TNTFHY T T VR T AT O EEARHREEE L, S-7 /041 R
FNTINVRTF I — NEOHKGIEC L HREOERTHY . REITanTF a X7 a1 RIEER

REE LD F L <RV, W OLTRE &I D0,

DX Y= A

invitrofABRICE D, A7 U V=0 I FEICTF b7 v —L4P4502D6 (CYP2D6) FEHRIC X s h
2L, FEUAZ VT NEP-gp NTUAR—F—DIHETHDHI EWREINTZ, AT D=
7 AOEERIREE X, BRI OKig{b. O-ii7 vx(bk) LZhicki e (Fvr v g
BE) ThDH, xRN ERSND, 26 OREIE., HEEMEN KRR X 0 R0
TN TH 5, B OEHREERITV R0,

EZ T a—L

invitroRERIC LV, BT T o — LT FEICF M7 o —L4 P450 3A4 (CYP3A4) EEEIC L W REfENn D
ZE, FEET T VI P-gp T UAR—FZ—DIETHLHZ LB REINTZ, BT T er—1D
FEARHHREE L O-BL 7 v AbiZ L A8k 4 GO & TH D . REWIL L X2 7 KLU
ZRRRBIEME DN RELA L W F L <KV, B b TORMEESRRRICBVN T, BT o — 1%
N5 LEBoOmERE 72 7 7 A4 ik, moslEiERf#H s —HT b0 ThoTz, Ko ay
BREE IR,

HEi:

TIT G T T I T R T

INFNS T T ANKRART AT N,/ BT o Ta— IV ERAERE LZBEomErhorsFhy 07
T U ANR BT AT VD FLNT ORI T 24 R Th o 7o, FRIRNE G- L 72 BROTE KA
PPN T T 151 B ChH o 70, BIRNEEG L72BRoMsE s V7 7 2 A3 654 LRI CTH - 72, R
PRI IIFRIRN R E B DK 2% ThHh -T2, TVT DY T T U DNR VBT AT VIR O&E 5%, b
MIBWTEIRFIC L L L, BT E A EDNTICEPICHRESdL, BEEED R PRI RIX
1% TH -7,

DX = A

10 BRI ARG L7-BRo Mg A 7 U 2 =0 AOMIEEENT L T 19BFTH Y . EFiRiEick
W T 3~A%IEMALE DS RZBAUIA TR S iz, ERIRNER S Lo iigEs V) 7 7 o &% 151

LRI TH o7, ERNIE G, BRI O 5B 0K 58%NHEH . K 22%2 R ICHRt &S

oo T OFNRNE G2 123 T 2 3 BEY E O Fh PRt =R 1X, AP ~0gRit 2R LT, ok

545, BURREAZRRERY) O # 5B 92% N FICHE PSP S vz, IRTPICHEIES oo, ROhE

D 1%A EARERIE 1%) Tho7oZ &b, BROBEGZOWIILIZ S OTNTH D Z L3R
iz,

EZ T m—L

10 B AES- LIZBEomiEth v 7 7 v — L O ICEEINI TS T 11 R Th - 7=, §RRNES L
oI oTFa—LomdEs V7T 2T 108 LI Th o 7-. BEEESR LT T —L 0Kk
NP G% . BUNRERERIEY) D 70%D3 R, 30% 0N F#H IRt & iz, B 7 7 e — W EITREHIZ X

DIER L, IR P R ORI P S vz,
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FrRI 70 EE

Vo

FREE SR e mﬁ%ﬁw17w%ﬁ//77/ﬁwf/&i27w ﬁ%ﬁ)/ﬁ?A&Ut7/
T v —)LOIRYBNRE BT 2 FE OB’ R S, HEREZ2ET 2BRERDO S 5 22IIR
OBV Tz,

EHEREIR T

BHRER T 28T 2HBEI BN, IVFHS VT ITUINRUBEAT IV, A7 V=08,
BT T a— L OEBIIBRFTEN TR, LIl FLVFD T T INR BT AT )V, BT
TR LRI AT V=LA ST — ) LORBIIEBINTEY ., BRBOMEENLS, 7L
FAS T TUANRPBETATIV, AT Y=g AIE T T e — VO REGEENIEINT 5
SEHUIERD B ino Tz, EEOBEEEICT 243 D90E & NSRS 2 i L7 invitro B A&
MR EFEHm L= 2 A, EAKESEILEZ R TERARMICERZ2ERUIFED 2o T2,

1T OB IBE STV,

HFREREIR I

FSEEIR T2 AT AWBREICBWT, IAF A VTG ANRUBT AT TA T Y=L/
BT T a—LOmEBIIMEFENTWARY, L, IVFHS T T HIVR B ATV, T
YTV KR AT Y=L ST T a— L ORBRIFFEm I N TWD,

$ﬁ®m STHAINVF NS T I HNRUVBBT ATV /T TFa—Lk, & TOEREEDFE
REIX T (Child-Pugh A, B XL C) IZBWTHF LIc, ZATF A 7T U IINR BT AT VT
owfm\ﬁ%ﬁmﬁ%%ﬁT%ﬁﬁé%%% CHEREGEERE DK 3 5D L IgiE &) %w%ﬂtt
D (TNFHS T T HNVRBET AT 184 ng) « EEDAFEREIRT 24 2R E 12135
e (IAVFHS T T HNVR BT ATV ng) &5 L, ZOARTIEE §§§EA®%%
RO NIRRTz, LER- T, TEE~BEEDOIMERT2AT 5BEICBWTIEENSLET
HDHM, FAERRICES S BEOREREITHEE L2\, B 7 07 a— 1 O2HIREEICH B8N
RO LI Tz,

HEEE DI T2 A TAHREICBWT, "AZ V=0 AXIE T T a—/LOLETIRGERE
(Coax XN AUC) MEINT AFHLTIERD SN hoTz, A7 Y=g T, BEEOHEERTZE
T 5 HEE TORFHISEmM L TV,

F DM DFER e EE [T
TINT NS TITUANKRABREAT N, UAZ ) D= AR OE T o7 a— VOEWENREIZ LI T
NFE, MR MR OFEIZOWT G, RHEEMSR B REMENT & I CREM L 7=,

H—DA v ~NTF =N INF A VTG ANRUBT AT, AT Y= h /5 Fa—)L
ZPeE Uz 113 61 (s D 27%) DT 7 AN COPD #r#E (HARAMOET T N) DT NVFH
VT T UHNRIFET AT VD AUCHEEMIL, B ABERE IZH AT T 30%m0 o7z, LinL,
INOLOEEEEITIER R ORI NF S — LD TINANF IS T ANREEZ AT T LY
FHEINDBWCBET HRIMEL VIR E EHERE L2720, BRICEE & 3R S/, QPD%
BEIZBWTC, NERTUAZ V=0 AXIE T T o — VOEWENFE R T A — X IZMIET 2T

O LN T,

TNF NI TTUHNVRBBT ATV, DAY o AT T T e — VO FREENLIT
A@\$%Xi¢3 WICHESWTHERSI 2 L E L T AHMRMICEERZTRBO LN T2, FOM
DBRERMEIZE L CTlX, CYP2D6 Poor Metaboliser %14 & 4~ 2#BRiZ L - T, CYP2D6 DIE(ERIZLA
WU AT VT =0 MO NRREIHRIICE R L KT REHLITERD v o7z,

53 RIEBREZEMHT—%

JERRRBRICBW T I F I U TS5 HNRVBET AT L, TAZ Y= AT T a—)L
15
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(ZFRD BV I ER R O ERIE, ZvaanFas R, A2AH U U/ AHEETEUT B iR
WCE-oTEERDSNHEHTH o7z A XCTNVFHS VT T UANVRABET AT IV, AT )Y
ZULAKRET T — L EEAG L TEE LIERER, ERRFHROERITREO NS, ZLvTFHa Yy
TIUHNRKRUBBT ATV, DA )= AT T 7o — /L OBEARE I > TSNS AT
ROBBRLEAGRD Lo T2,

BUREIE N O A

TIF T T T IR AR X T
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(7HH) (276.2, 348.9) (0.08-0.17) (108.7, 140.2)

S (TS HE (95 % (K D)

FET) H R (i)

1£2) AUCe- @ #5250 I§fi] 7y 5 1 K¢l & TDAUC

TE3) 64
AANERER AN BB 7V F I > T hIVR BT
ZTIV(ELF, FF)200ung% BiE KR O RER A S (1 HE © 4]
BEEE, 5~1MHHE: 1 H 1\ 7 HE#ES) Uk & EoimEh
FFODJEEHER S SEMBIREIN T A= IZLL FDEB D ThH 5,
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I3 P SV 5% 2 IR (Fh R fE) S5 C 0 e v of B8 H O
(Coo) 1T U7z, M BEHFF DR FE & (AUCK TiCrad) 13200~80019
DG BIIMOHIEITIZIFZLHI L TN L 72, teld#124~330
M T EME) Th o /. £, MIETHFFREIIKERS 5 H
H(9HE) £TITERIREICEL /.

100

—e— 200ug(1 HE)
—&— 200ug(11A B)
-—- EETBR(10pg/mL)

1M 3FFFFRE (pg/mL)

0 6 12 18 24 30 36 42 48
B8 (h)
BARANBRERABMICFFER D200ug& BRI KU 1 8 16 7 BERARS
Liz&Eoms =PFF,gF?E1%(4:i’-J{E+F'éﬁ#) (1 RG11ERB. 1261)

BAANERBASEICFFEH D200ugZ BEILC 1 B 1| 7 ARRARS
Lz & EDMmEPFFOEMERE/NS L —F

%50 Crnax (pg/mL) trmax () TED AUC (pg*h/mL) &2
59 H 36.50 0.50 224.6
(1T HHE) (30.72, 43.36) (0.25-1.00) (161.6,312.3)
&5 H 62.31 2.00 743.8
(THHE) (54.28,71.52) (0.08-3.00) (659.5, 838.9)

S S fiE (95 % EHEIX ) |
) i ()
H2) 1 HHE 5 0 REEA S Ff&ElE R s O AUC (AUCo-)
TTHHE = #5 0 Kefin o 5O AUC (AUCo-- )
(2)  &E KRB
HARN KR E A DS 30 S B 1T VIFF S FF R & A Wk
A5 U7 & & O e O E E (R RS B R R AT) 13
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DFDEBOTH S,
BAARVEAADRE X BEE ICVIFFX (IFFERZ RERARS Lo &
ZDMFROVIRUVFFORER (BEHEMENRERITIC K SHEE)
” VI FF
;((Zgig il Cooe AUCo | il Cron AUCo2¢
| (pg/mL) (pg-h/mL) | %k (pg/mL) (pg+h/mL)
HAN
VIFE 1, 133 139.1 ” 18.0 348.6
25/100 (38.7,243.7) | (117.2,159.0) (11.8,26.1) | (214.7,510.8)
VIIFE | 144.9 146.1 13 424 605.1
25/200 (63.4,236.1) | (119.4,168.0) (28.2,59.7) | (489.2,871.8)
EPN
VI/FF 499 15.2 232.2
25/100 660 492 165.7 (14.9, 15.6) % | (226.0, 238.5) &)
VIFF (39.7,44.9) | (160.2,171.4) A 30.0 4716
25/200 (29.1,30.8) %" | (459.0, 484.2) )

BT Y i (95 9% 15 HE X D)
TED VIFFSUSFFEAIR 10 SR L 72,

(3) 1 AEPHZENE R
HA N B O N DAY ZEMEBE R 1 VIFF & AT AR
G U e & & UG E O HEEE (RHEF SR B REAAT) 13 LUT
DEBOTH %,

HEARCAADEEMAEEMREEEICVIFFERBRARZRELLEED
MEZHOVIRUFFORE S (BEEARMENERN IC X SHEE)

VI FF
TIL%’_E‘
’fugjg il oo AUCoe | 41 Coor AUCo2
¥ | (pg/mb) | (pg-h/ml) | % | (pg/mb) (pg+h/mL)
HARN
VIFE | 60.7 2623 " 17.1 255.2
25/100 (28.9,97.0) |(174.1,384.0) (83.36.6) | (151.4,422.5)
EPN
VIFFF | 5e0 417 2570 |0 1.6 179.3
25/100 (17.4,85.5) | (147.8,500.3) (4.3,30.9) (82.3,363.7)

FeAAT I fiE (95 96 {5 HE X )

2. VIFFiREROIFRE
H 7 A e Rl A B P64 12 VIFF 50/800p0g % BE R A 4% 5 L 7=
& EDIMERVIR FFOEDEIEINT A—F I FOEBO T
HD, MBPEHVIROFFBEIR. FNZNHEE5% 5 0 KO 2 ki
(i) £ TICCndTE L 72,



BARARERRA B (CVIFF 50/800ug% BEIRAKRE U & & DMEHVIR
UFFOEYENRE/NS A —5

I E 2 Crax (pg/mL) timax (h) 2 AUCo-(pg+h/mL)
v 424 0.08 223
(351,512) (0.08-0.08) (177, 280)
. 7.4 2.00 1015
(58.0, 88.0) (0.08-4.00) (627, 1643)

ATTAIME (95 % (FHIK D . 164
TED) L E (EEPH)

3. 9%

7.
M

)

8.

FHEN O R B 166112 VI 55 g OFF 25009 % BRARINT%E 5- L
7o & EDEFIRBITBU 2 0 RO EIXThEn
165 ] 661LE R E NS Fzo VI OFFD IMERAE KN > 72 F
72 VIXOFFDinvitoTO b MiKEEEESEIX, TNE093.9
JO9%IE EFD o Tz,
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7oo VIZEIZO-BE 7 IV FIbL S =R ER L, FRIZS-7
VAT AFIVIIVRF A T — N HEIIK RS 7= R At
kT 5,

. HEM

H A N O fi BE 4% 55 351661 12 VIFF 50/8000g 7% BE [ A 4% 5 L 7=
& E DIMBEHFFD AT DI EFINIHK27RE I TH > 7=, 4t
[E] A\ OD 1 1 53 31 6451 12 VIJFF 100/80010g % BE[EI A$E 5. L 7= &
EDIMEEHFVIO BT DI FEHNTHI2. SR Th > 72, FAE
N D i BB B 5 11T C-FF 2 mg & BA[ERE 4% 5 U 7= BR AT ik
SHREIX BT & Ui . IEEO R AR kbR
131 %R TH o7z JFEAN DB TR 6 B112*C-VI 20019
7 WA 4% 5 U 72 BRI IO RE I =i & L TR I
Pt X . O EE O R I R R I E N Z K70 TU30% T
Holz.

. EWMEEER

VI & FF 2 B PR B R B TR AR 5 U 7 BRI PR A 72 S AR LA
JEfER I TR,
SV N O fekt JBE 4 B 1841 1T VIJFF 25/20070g & CYP3AARHE 3K C &
54 ka3 —)L400mg % KEN ARG L7z & & Oy A {E
AEBE Lz, TOMRE, PR GROVIOAUCH K UNCraddZ
NFN65SK V2% M L. FFDAUCo i DCradd TN ZF 36 %
U33% L 7z,
Rl BER
BRI T GLELN)
& D B AR TR (Cler @ 30mL/%y R 3) 9 il IVI/FF 25/200
ugZ 1 H 1\ 7 HERA$ES L & &EDIMEEHOVIOCHK
OAUCo I Z N4 8 Je 56 % HENI L. FFD Coo S AUCo24k
FTNEFN 4K %K F L=
FFHEEIC T ¥ JHEN)
R T OV 5 B O TR AE K R (Child-Pugh 2 27 * AX1EB)
% 9 FITVIFF 25/200g,  EE BE O iF ¥ BEAX 35 (Child-Pugh &
a7 O 8 FITVIFF 12.5/1000eg7% 1 A 1 [6] 7 HE AR5 L
7o & E DFFDAUCo 2 HEFEHE B 1T L THRAHK 3 5128
UZco 58 THIE LU ZFFORTGE RIS P& K OVEE O
HEE R (Child-Pugh 2 37 @ BXI30) CRIFETH > 7=,
T O E DJFFHERER T 3% (Child-Pugh 2 317+ AXI3B) IZ
VI/FF 25/2004tg, P& O FFHEEE(X T & (Child-Pugh 2 a7 @ O)
IZVIFF 12.5/100.9% 7 H#%EG- U 7z & & DOVIO Coo S AUCIE
fRFEHHE LK TH - .
LERICHT HHZEGNEAN)
fd B B N 55 22 7345112 VIJFF 25/20040g LI VI/FF 100/80011g7% 1 H 1
[\ 7 M. REW ARG Uz & & OQTCFRFE D f/h =3 F il
DT TR EDE LU0 % EHEXH EBRE) 1. VI/FF 25/20019
BEDPE 5143043 T4.5(6.9) msec, VI/FF 100/800.gHf D 55305
T9.6(12.0) msecTH o 7= (RFN DK S N7z @5 HEIZ. VIFF
25/10049 1 H1EITH D, KE GBI BT 2 ARG IV
FF25/2001g 1 H 1 ®ITH %, (k- AR OESM))

(B R Bk #8)
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1

SEXWE

FINHEBRERFZR(BEAAZSD)

(B FH B~ v BEICS UK B DICS/LABA T #Eh D ik N4
i BB AE 60961 (H A N B S06 2 5 8) 2 0t RICHEE L 72
1230 [ D B 2o b — B B BT BE R LB GABR 1 ) 1T B
WT, LILR7I100TY 7% 21 A1 EIRAKSLZEED
FER, T OE HRICS XU H A B DICS/LABAT IR H Dk A&
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B S R S8e i (H A N 366 2 &) 2RI E i L
72 2438 ) O M 2 (b — B AR T R ] b i B G 2 9) 12
BWT, LILART200LY & %1 H1EIRAZLGLZEE

DIERIZTEDERDTH o =,
Al 1
VI/FF FF N
25/100ug8F | 10008k 77w
_ . 234440642 | 2.290+0.617 | 2.334 + 0.626
N=RI1> ©o1) (205) (203)
. 2.69840.804 | 2.611+0.762 | 2.5760.844
JL I
#1288 (200) (203) (193)
_ 0.35440.484 | 0.321+0.452 | 0.222+0.468
i =N . B . B . K
’\Fgf 2R (200) (203) (193)
L | TTuREEDE 0.172 0.136
[95% [E#EX ] =0 | [0.087,0.258] | [0.051,0.222]
pliitn p<0.001 p=0.002
FF1000gB & D3 0.036
[95% 54X [il] = | [-0.048, 0.120]
pfiEn p=0.405

P + R 2 (B0

D RGH N—Z T A A ML PR R OVERR 2 SR AR E U k)

HOHTET IV
k& 2
IINF T >
o 3~ iRt
VI/FF FF ZE;E&E‘)‘
25/2000Lg% 2001 gk 50019
1H 2 [BH% 58
_ . 2.129+40.654 | 2.190+0.676 | 2.138+0.673
NATA (91 (193) (194)
. 2.538+0.856 | 2.426+0.855 | 2.310+0.769
= I
Rk (193) (187) (191)
SR 0.388+0.474 | 0.21840.495 | 0.173+0.390
k57 | (187) (186) (190)
FEVi IFpsooug 1 H 2 [ 0910
O 5oz [0 127 0.294] 0018
[95% (RHK I | = " [-0.066, 0.102]
byt p<0.001
FF 2001.gBE & D3 0.193
[95% fE X ] =0 | [0.108, 0.277]
p{ﬁiw) D<0.00W

SEE i+ RRER 2= (150

DGR N—R T U, Mk, TERIROER 2SI E U2y

Wortre TV

2) AR E~ i A I CS DU AR &~ Hh 2 ICS/LABA THE #EHH D ik
NG S 2R #201961 (A A N B 6261 2 3 8) & KR ITHE
it U 7= Fe K 76308 [E] O M 2 (b — B B ARG T BE R b sl B 12
BWT, LILRTI00TY 7 1 H 1 ERARSGLZEED
FEOIGEBMERITOY 2713, FTEDEBV TH- 72,

VI/FF 25/100 g f FF 100tgft
RIS (R 15% (154/1009) 18% (186/1010)
NF— R 0.795
[95% {5 #i X ] =0 [0.642, 0.985]
P p=0.036
D R N—=2 51 2 OFEV kT 7l TR il & O 2 B4
& UZzCoxbbiNg — REF)L
E/z. #H36EBKICBIT D N T TFEVIEOBIERRIT TR
EBDTHo 7,
VI/FF 25/100pgE FF 100ugif
N=AF1 > 2.216+0.643 (1009) 2.193+0.640(1010)
%536 % 2.566+ 0.826(926) 2.452-+0.852(902)
2t 0.35240.488 (926) 0.26140.499(902)
FF100pgBf & D 0.083
[95% {5 feiX fif] 0 [0.044, 0.123]
Pl p<0.001

TR + RRHE (R 22 (R0

D $GH N—Z T A A, ML PR R ORI 2 S AR S U kg

WA ET IV

@  ERERKREER

H A A D B & S i BB 5 243451 22 1 1T il L 72 523 [
DIEEMENZGHABICBNWT, LILRTI00LY 7% Kt
LIIVR7200L) %% 1 H 1 ARG LzET A, PEFIZRE
12/ BICEGEENRD 5., B 28 U TR S Nz,




(3) EHERREER
AR GE S B R 8061 2t I ENE U 7224 0 —HEE
i BIc BT, LILARTI00TY 74 1 H 1 [E#%5 &
PIVATFO—=)VF TR/ 7NVF Y > O+ L
Z 5 )V (LR, SALM/FP) 50/250ig 1 H 2 [ #¢ 5 2 b U /=
FEAL TTHEAE R OVER ICBE 9 2 A8 H IS G R OB &
FENETRIN o T2 [FEVIINE S fE (0 ~24/F ) D% G-/ 5 D
2L B O R IR SRR [ 25 1 -0.037L (95 % {5 #H X [1-0.088,
0.015L, p=0.162)1,

2. IBMHEMEMEE (BHEREXX - WRE)

(1) SENEEBRERHABR(BRAAEZSD)
18 PR FEME I R R 162001 (H A N B E370615 1) 20 5
W fE L 721208 0 ZEEBRILERBICB W T, LILRY
100LY) /4% 1 H 1 ENEMZES LZEEO N T TFEVI()
13, FROEBVTH-o =,

(B3R ICBIT 22N R)
—t BT >FO—)L Y T Z)VERER

(Vilanterol Trifenatate)

VI/FF 25/100pg8¢ VI 25ughE
iE 11 X 8064 81445
51251 1.4100.465 (760) 1.3910.476 (750)
2kt 0.11740.215(759) 0.08240.212(749)
VI25uglEE D7 0.034
[95% {4 ] 0 [0.014, 0.055]
pfi#™” p=0.001

SEE M R (R 2 (150
D R el (E) . X=X T fl, Hisk, SkBiH. RKEiH &X—
ATA MEDZLENEH, KbEH EHGHOLEMEH AR EL
R EREET IV
() EHNERKREER
H AN D12 BAZE M i 7% R 5187481 2 R ST FE it L 72521
Mo _—EERENRGRBICBWT, LILARYI00nY 7%
o) 2 1 H 1A% LEzE A, BRI ZmELUFEV. O
TR S 7z,
(3)  BHMNRREER
1) 12k BAZE ML B AR RS 2 K RICHENE L 725l B 1 S OV 2
(ZFNZF162261 K TR163341) D 2 D O52 [ D —H 5k Lh i
HEOICBWT, LILRYI00LY 74 1 H 1 G ToHh
LI EE OISR B OERI O X7 (h%
I EE QBB E) 1T, TEOEBO ThH-o 7,

Akl 1 kbR 2
VIfFF Vi VIJFF Vi
25/100ngBE | 25098 | 25100008 | 2509%E
SE KL 4033 40941 4034 40941
AR T B 0.70(401) | 1.05(407) | 0.90(401) | 1.14(402)
ERTEBIA L 0.66 0.79
[95% {5 HEIX ] | [0.54,0.81] [0.64,0.97]
P £<0.001 p=0.024
A 34% 21%
[95% {5 fe X ] 2 [19,46] [3.36]

1) RN FEEEE (B1ED
2) G, 27U —Z 2 JREQOBEIRI (8), X=X T4 > OFEEBE
iEE (551 0 H OG-/ OFEV O FRIME I 0T 5 E6) K OVl 2
B E L, RO EES 7y FEKE LA IHE
REFIL
2) 1BPEEAZEME R B ERE (ZNTNS5196, 5116) 2k 512
L7ZLIVRTI100L Y 74 1 H 1 [EH% 5 ESALM/FP 50/25049
1H2E#%5 2 kiU 7= 2 Do~ HE R O 5,
FEV INEE Sl (0 ~24K5RE]) OZBLRICHBNT 1 DD T
VAR GRS B AR 5 N7z [FEVINE SF il (0 ~ 2415
fil) DGR © D2 L = O F R IR F A2 © 0.080L(95%
{EHEIX 810037, 0.124, p<0.001)]1 %%, il OB T3 58
FCAE B2 RS s Nieh o 7= [FEVIINE 8 (0 ~248;
) DGR 5 D2l 5 O FREFE FERERH 22 1 0.029L(95%
{EHEX -0.022, 0.080, p=0.267)1,

*[FE 2 FE #)
FRIAERINFARTOA RO—FETH D, RIEET AT M1 2
EOME, PISIERAFHOME, bR O PRE K& O R EREHN
OMEIREDEMZEN LT, T bOIRAT IV T I A FEMilTEER
BIEE TV EEERO 7 LIVF—EEETIVITBU DEIR 2 M
T2, VIZHHHOERMEBMBABRFEAITHO., 75 ZIVEE
U=V EE L LMBNOBRIRY 7/ > > —U CBEEISE
52 ET, [EXFEBEMRESES, IZEILEY MAOHEE
HIZED e RY I VFHFREE G 2 R HIHI L 72, & MR
I HLRZER 2 F W 7z in vitrofif FERBRIZ 33 W TVINEFF O TNF-a i FEIL-8 %
HAAMGI /A 2 s U 7z,
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(b4 4-{(1R) —2-[ (6-{2-[ (2,6-Dichlorobenzyl) oxylethoxy}hexyl)
amino]-1-hydroxyethyl}-2- (hydroxymethy!) phenol mono
(2,2,2-triphenylacetate)

ﬁ?ﬁ o CaaH3:CINOs « CaoHi602

Sy FaL 77477

R

oy QO
HOL H 4y
Ho/j@)\/N\/\/\/\o/\/Op . O o
HO c

%R HEOHMKRTH S,

—fH  INT R 2T T IR VBT ATV
(Fluticasone Furoate)

b4 & 6,9-Difluoro-17B-[ (fluoromethylsulfanyl) carbonyl]-118-
hydroxy—16a-methyl-3-oxoandrosta—-1,4-dien-17a-yl furan—
2-carboxylate

IFI L CorHasFs06S

7y FH ¢ 538.58

Mg

()
\ /

" R EAOmEKRTH 2,

(B EDEE]

FHIZAT B

() HBEFICHEMFHHEZEL, WA E2EE TSI &,

Q) AANIFHEO7=D T )V I WIINTWD DT, #HBHIAIE T
K7 EEERET X OFETL L,

w7 3R 5 ]
PR 2 0 A ERE D b BT 5 &,

(= %]

LILRT 100U 74 140 AH X 1
LILR7 100 ) 74 300 AF X 1
LIV ART 200 A 140 AR X 1
LIV AT 200 74 300 A X 1
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1. mMPRE

fRE AR A
A4 E R EERE A B2z 9 1 (1 N) ITUMEC 125¢9% 1 H 1 [8]
HEI AR 5. U 7= & & OUMECO I B HERS J OV Bl i
A=ZIUTFOEBOTH ",

500

m

—@—125ug(1 HE)
—O—125ug(7 HE)
E & TFBR(10pg/mL)

M3FRUMECEEE (pg/mL)

7
INT

0 4 8 12 16 20
B fE (h)

24

SEABRERAICUMEC 125ugZ% 1 B 1R 7 BRERARE L LD MmiE
FRUMECIREHERS (i fE + ZHERZE. n=9)

SHEARBERAICUMEC 125ug% 1 B 1E 7 AERARS LA L EDMmiE
FUMECDEYBRE/NS A -5

H(288.9% CTH > 7=,

4. Rt
UMECIZin vitroff B 12 BV T EITCYP2D6 CRE#| X 1172, UMECD
FE BRI (L (12, KB R O-Bi 7 )V F)L(k) Td
D, ISIHAER)IVy OB BERT S,

5. HEtt
HLE N O FERE B 6 41112 “C-UMEC 651097 BilaI B AR N $% 5 L
T BT R IR & U CIREE ISR X N, SRR
TR ZRIIE L 22 T58% T > Tz,

6. EYIHEER
A1 O i 5 4 B 316481 L2 UMEC 50010g & CYP3AARE 22 1 il B O
P-gpfHEIEM 2H T 5N /8 2 )L240mg (R 1) 2 [ 8 i % 5
Lz ZomighsEyamic FTEEesmat Lz, Ok
. UMECOCmax ik FAUCo- D SEIMEIZ Z N F 3 5 B U39 % 1
v =2,

7. 4RI/

(1) BHEEKTEGTEADT—%)
D BHEREIR T # 9 FIICUMEC 1251g% Bi[Ek A$% 5 L 7=
& E DUMECDCmax & NAUC-D S, fad Hewk B &
NTENZNIN K MO%KN > 727,

() R TE GFEADT—%)

rf1 25 2 O TR R A R #F (Child-Pugh 2 T 7B) 9 il ICUMEC 125
1g% 7 AMKER AL G Lz & & OUMECDCmax & AUCHD
SEEMEVE. BB S R TENTN24 R N4 % Mo 72",

(& K A #R)
1. SIAERLRERRR(BAAESE)

(1) 12 EPASEME R R 20601 (A A NBF2161 2 5 10) 2 k5
I H N U 7z 75 2 R sk B 1 2 (b — 5 5 Al {7 3 ] et
BRIZHBWT, AFlE 1 B EN2EBRS LRk ORE RIS TR
DD ThH-7",

| 1 [ Ioex
SR
N—=ZA51 > 1.255+0.5657 (69) 1.2140.4305 (68)

_9 P51200% 1.37940.6315(61) 1.24940.4571 (50)

g 2k 0.11940.2139(61) 0.000+0.2381 (50)

N | T REEEDE 0.127

~ [95% (5 #H X [#1]» [0.052, 0.202]

pfE? p<0.001

H A Ny SR

. N—=A51 > 1.424+0.5401 (7) 1.079+0.4205 (8)

= #5125 % 1.514+0.5942 (7) 1.109+0.4355 (4)

N (Lt 0.089+0.1160(7) -0.165+0.3842 (4)

’2 TR E D& 0.243
[95% {5 #& X ] [0.006, 0.481]

5 H Cmax (pg/mL) tmax (h) &0 AUC (pg+h/mL)
#H 220 0.08 87
(1 BHH) [151,320] (0.08-0.12) [68, 112] >
122
AEH 283 0.08 (101, 147)%»
(7HED (220, 363] (0.08-0.12) 482
(383, 607]
(M [95% (FRER ] . n=9
1) Pl (R BH)
1#2) AUCo @ %5 0 IR 5 2 I E TDAUC
73) AUCo @ #2450 IRERiA & % 5[ ha Q41R§RE) D AUC
) 12VEPAZEEZE R AR
H AN B O E N D121 B ZE M it 2 2B FB 8 1A (UMEC 62.5

1Q) WM AFEE Uiz & EDEFIREICBITHUMECOIRE &
IZDWTC, RHEMEY BT 2 VW THH SN/ ZIBRE R

PLFOEBOTH =

BMPFAEMMERERE TOMBHROUMECOERRECE T IBRERE (BE
FIZEMBEERAR IC L 5 FRlE)

" Cmax AUCo-=
T
R i (pg/mL) (pg+h/mL)
80.4 3721
AAEA 18 [63.8,99.9] [300.1, 464.0]
69.8 314.7
SHEA 399 [66.4, 73.4] [300.2, 330.7]

e A fil [95 % 12 HE X [H]]

2. BHENAATRASEY T 4
SHE A D EFER R 9 #ICUMEC 1000119 % ] A L 72 & & DUMEC
DHFSHINA F T RA FTEY T 113128% TH > 7z,

3. O
HLE N DR 5 6 (il UMEC 6510 % BRIRINIE G L= & & D
TEFARREIZ BT 2 0 M BAE ORI EIZ86L T d - 7z, UMEC
D MLEREE VAR 5 72 UMECDIin vitro TO & b IMLAEE 5 &
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S R 2 (B0

a) R—RAFA U, %58, BERN, GR7)V—7, 50, £50&
N=Z T MEDLEAE R O 0 LB 5RO L HARH 2 AR &
U, #as N CEERGSE L HNE 2 (0E L 72 RIEIER G E TV

D) R—=ZTA M, $GH. BYERN, B £E5H, B5AEX-Z51
EDZEEARM, 5 H ERGHOZEEM, B RGO EER K&
OE &S A SR GREOLARERA ZHIIERE U, BBEN TG
Sy EUiE & (OE L e KRERIEIR & ET )

() 1B MEEAZENE I R 153201 (H A N B 6801 2 5 80) & k5
IZENE L 72 7 R ok BEAE 2 b — B BT IR P
BRICBWT, A&IZ 1 H 1 R4S U 7RO RIT TR
DO THo 72",

\ A [ Foex
SRR
N=AF1 > 1.199+0.4875 (417) 1.2000.4686 (280)

% 52431 1.357£0.5156 (322) 1.226£0.4745(201)

E 2t 0.12340.2246(322) 0.00440.2302 (201)

R TR EDE 0.115

~ [95% (S HEIX ]2 [0.076, 0.155]

pfiEi? p<0.001

H A NI £

= N—=2F1 > 1.118+0.3486 (18) 1.20440.5077 (12)

§ B 5.248% 1.32940.4531(13) 1.28640.5635 (8)

E Yl 0.205+0.1437 (13) -0.0060.1401 (8)

’2 TR EDE 0.215
[95% {Z il ] [0.018, 0.412]

S AEE R 2 (B RO




a) N—=ZTA1 M. 58, BEIRN. 7)) —7, %50, #5H0&
N=ZA T4 NEDSEAEM K O 5 H & 4% GO AR 2 A &
U B8R N C RS i 3 o0 WOk 2 (0E L 72 RIEIIE IR &£ TV

b) N—=Z A l, BEGHE, BYERML, L (HA/IERA), #5H, #%
BHER=Z T EDLZHMEM, #5H SR GREOLEIEM, ks
PEG B OIS E AR L O M & 365 H &35 5 BED S HAE 2 W4 5 &
L. HEBRE N CMERE S L 00 WO 2 (i L 7= KBl E IR G £ 51

2. ENEEREER

H A 12 M B ZE M i FE R 81 31491 22 5ok AT S it U 7= 5230 ]
OENE R S5RBICHB VT, UMEC 125002 1 H 1 [H#E 5L
=& A, IBEMMZE LUFEV O%RENHEF S Nz,

%) AFOKBENHEIZ. UMEC62.50g1 H 1 EITH S,

(& 2 & #)

UMECIZ R RIERMEORIRIN A Z N ) > 2B/ KEEFETH D, T
NTDOLANY ZEERS T A T (MI~M5ZEA) 126 L TR
BRI 2R T, UMECIRRE ST MICHFIET D LAY 281k
ANQTEFINAY > OFEEEHEMICHEET S Z LTk DEE LT
W 2 BRI 5. In vitro CUMECDM3Z 2R3t 3 % 15 F 1342
WIzEEMEZR L, UMECOEIE Y hADHEGENZEGIZE D,
72 FIV A SREFEEE G U CRB R O MG ER 2
RUT=.

(B ICEE T BB FHIER]

— k% A7) D= ARALY) (Umeclidinium Bromide)

(k544 © 1-[2- (Benzyloxy) ethyl] —4~ (hydroxydiphenylmethyl) -1~
azoniabicyclo [2.2.2] octane bromide

ﬁ?ﬁ : CH34BrNO:

4y FH 1 508.49

Mg

O N- Br-
~,
O -0

% R aaomEkTH 2,

(Exfk L\ EDER]
IR

() BECHEMFAEZEL, @HAEEHFETL L,
Q) AHNIBHEDDT IV I EESNTND DT, [ BLAE R
K7V IERZERET L OEET S &,

(% 22 5 4]
PR 2 0 S AR O b B EET S 2 &,

(2 ]
T2 5y t62.50gT) FE 7THAFHX 1
T2 5 v&62.51ugT) 74300 A X 1

[ ZE 3 #]

1) MehtaR,etal. : ClinTher, 36(7) : 1016-1027 (2014)

2) MehtaR, etal. : IntJ Chron Obstruct Pulmon Dis, 8 : 159-167 (2013)
3) MehtaR, etal. : Int J Chron Obstruct Pulmon Dis, 10 : 15-23 (2015)
4) TrivediR, etal. : Eur Respir J, 43 (1) : 72-81(2014)
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EZS T BT L&,
BALEDIEE
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C RANE DR~ DRSS 512 DB M B 2 & (IR L

THRIZALNRN), EENEESIL. BEFITELY
B GEZTICHAT 3 2 &,

[(E Y &) #E]
1. MARE
m

Rk A

ANENEFERA7SBI (AN, 77U %R 727 R &R
F—& ¥ n=74) ICUMEC/MVI 125/25 g% 1 H 1 [E110 H R A
BHLUZEE, 8510 H O P UMECK DVID i HE
KOEMFHEINT A —F I TOEBO TH o 7=,

500

—e— UMEC(10A B)
—= VI(10B B)
-- EETFBR(10pg/mL)

400

300

M#ERUMEC R TVID EEE
(pg/mL)

5 (h)

S E ARERALA ICUMEC/VI 125/25ug% 1 B 1 E10HBIRARE L&D
M#ERUMECKR UNVIDREHER (Fi9{E + ZERE. n=74)

S EABERBAICUMEC/VI 125/25ug% 1 H 1 EI10OHMIRAZRELIZEED
MEFEPVIRRUMECDEWBNHE/NS A — 5

HE 5L Crax(pg/mL) tmax (h) D AUCo- (pg * h/mL)
334 0.10 495
UMEC [294,379] (0.08-0.15) [431, 569]
Vi 340 0.10 429
[307,376] (0.08-0.15) [379, 486]
M fiE [95 % (ZHIK ] . &n=74
TED o fiE ()
(2)  BVEPAZEMEIG B R E

H 2 N B O L O 18 1 B ZE M ity EERR B 1 AT (62.5/25109)
EMAIRG U2 EEOEFREICB I 2BERICONWT, &
LMY ERRMAIT 2 W THHINZBERIILLFTOLBD
ThHo7z,

IBMHEAEMMRBERE TOMBEFDOUMECRUVIOEERECE T BRERE
(EHEEBI M BNERAR IC K 5 FiRI(E)

UMEC VI
B | i Crnax AUCo < Conex AUCo <
(pg/mL) (pg * h/mbL) (pg/mL) (pg * h/mL)
79.4 365.3 126.8 677.3
AAA 20 [64.8,99.7] |[299.2,450.4] | [103.1,160.6] | [568.7, 806.2]
A 68.0 305.4 127.9 609.2
SHELA | 390 [64.5,71.6] |[291.3,320.6] | [121.8,134.6] | [584.9, 633.9]

(®))

RIS (95 % (S HE X [H]]
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SR N O fa FEHEBR ¥ 9 511 ITUMEC 1000ugZ WA L 7= & & D
UMECDASHEINA 7 XA T E U T 1 13128% TH > 1=,
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VAR BT AT IV(BAR, FF) 800pug EPEH TR ARG L= &
ZDVIOHESHEINA F T XA T E U T 1 1d273% TH > Iz,
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1ZZFNFN8 K NELTH >z, UMECK UVID Bk G AR >
72 UMECK TVIDin vitroTO & S IEE P & RIZZ T 4889
KT39% TH >,

A ]
invitroit BR 12 B W T, UMECK DI 2 1 F 3 FE1TCYP2D6 J T
CYP3AMATAR# S N7, UMECOD FE 2RI e 1L (fhic, 7k

b R UO-B 7 VF I TH D, s iZaakZIL o>y
IG5 2 2R U, VI 53RO Y IV F )b & 7= A
WIS %,
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() FHEN D FERL B 184112 VI 2519 (FF 20040g & [R]F L2 W A%
5) ECYP3MIHES TH S5~ aF Y —)1400mg (F& ) % K
WO G Uiz & & OEMMEIEM 2R Uiz, T ORER,
Bf 1 #% 5 OVID Cow Sz TRAUCo-+ D SE I 13 2 N E 22 % O
65% L 72",

(3)  FhE A O i B B 1661 1T UMEC/VI 500/25 g & CYP3AARH 2
TR R OP-gpflEE 249 % N5 /X 2 )L240mg (1) % X
BOFH G Uz & & oM S Ehigic k3T 282 Rt
L7z T DHER, UMECDCCrafk FAUC D EIT Z N Z 1
M%AR T R O37% B L. VIO Cro g RAUCH D SEH E 1T Z 1
FRNS5 KO4% L 727,
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SEHEEENEIN 3 RO %EL 72,
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UMEC/VI 500/1004g%% 5- %3043 ©8.2 (10.2) msec, UMEC 5001.g#%
5443053 C-08(1.1) msec TH o /=7, (AFIOEBIN-HE
&, UMECMVI62.5/25191 H 1 [EICTH 5,)

[B& K Bk #&]

1. FNHEEREREREAR(BAAZED)

(1) ABTEEAZENE IR AR 153261 (H A N EBE o8l & & 80) 250t 4t
WZHESi U 7z 7 5 Bt B MR 24— 5 5 Mol 17 3 R b i
BRICHBWT, AFlE 1 H 1 ER4ARKEES L 7ZRFD k5 7FEV:
BEORFTEDEBD THo Y,

A UMEC Vi I
62.5/251gBE | 62.51g% 251198 77w
RARER
N7 54 |1:282 £ 0.556(1.199::0.488| 1.047+0.485 | 1.200+0.469
(413) (417) (421) (280)
. 1.461 4 0.557|1.357£0.516 | 1.358£0.492 | 1.226 +0.475
L 1%
Bel20i8 % (330) (322) 317) ©o1)
- 0.164£0.246 0.1230.225|0.0830.234 | 0.004£0.230
2t
(330) (322) (317) (201)
- | TR
'\Fg\/? LD 0.167 0.115 0.072
O [95% {2 ##1X | [0.128, 0.207] | [0.076,0.155] | [0.032, 0.112]
HIRR p<0.001 p<0.001 £<0.001
p@n
AH
%2%/25“9‘5 0.052 0.095
- [0.017,0.087] | [0.060, 0.130]
0, =
[95&1;.#&[3 p=0.004 p<0.001
RN
pfiti®
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AFH UMEC Vi R
62502500t | 62.5ught | 2spghe | 2 ENHE
H AN &5 =
o = . |0.890 4 0328|1.11840.349 | 1.094+0.450| 1.204+0.508
N=ATT 00 (18) (8) 12)
o | 10790342 |1.32940.453|1.184-0.509 | 1.286+0.564
B2t | ) 3 (1) ®
ol 0.20140.153 | 0.205+0.144 | 0.091 £0.170|~0.0060.140
IR (19) (13) 18) ®
'“Fgf 75t F B
O LD 0.201 0.215 0.114
[95% {2 #E[X | [0.013, 0.388] | [0.018, 0.412] | [-0.076, 0.303]
IR
AH
62;/25“9‘3 -0.014 0.087
o o o
(655 [2 [ [-0.177,0.149] | [-0.067, 0.241]
IR
SER M £ (R A (B850

a) N—RA T . R BRI, MRSV — 7, BE5H, RE5HE
N—=Z T4 IO RO 5 H EFEGREOZ B 2 AR &
U BB N C IS 1 3 o ks 2 0 U 7= I E IR A B )L

b) N—2 T Al G BRI, MU (AAGERA). %50, #
HHENR=Z A AEORZAER, 1250 RS HOLAMEH, ke
PG BEOIZEAE N O & 3% 5 H & 3% 5 RED S HLAR I & S i &
L. #5RE N CEME IS 2 (F L REMERA TSIV

2. ENERREER

H A N 121 PR SE M i FB R 31 30091 2 5uh ST K s U 72523 )

D E RN E B 5B B 0T, UMECVI 1252509 2 1 H 18]

BELEZA, HENEEE LRV OBENHRF S 2,

*) ARFNOEBS NI AERIE. UMECVI 6252519 1 H 1 [T
5,

[E % & #)

UMECIZ ERITE R OBIRIN L A K ) > 2Bk TH O, T
NTOLANY) ZHEERYTHA T (MI~MZEZA) 10 L TE N
BRMEZ RS, UMECIZRE S| IICHFEIET D LAY 284K
ANDTEFI A COEEERAMICHEFET S Z LICK D RELT
W G 2 M09 B, In vitro CUMECOM3Z 2RI 5 3 5 1R 48
B EEEZR L, UMECOEILE Y hAOHBEIRENEZEGITELD.,
TR FIV Y ARG I U C R o MR 2
RUTz,

VI ERFEERMERHBEHITH O, 7TV 7 5 —E 25t
LHIEROBIR Y 7/ 3 > — 1 VB ZEE 85 2 & T, [EXF
WHZEmEIE 2, VIZENLVEY PANOHEHREICEZDEXSY I >
I S I 2 R I L 72

[(B2hR 5 (CBE T BB R]

— Bt T T AT ) DD LR
(Umeclidinium Bromide)

(k544 ¢ 1-[2- (Benzyloxy) ethyl] —4- (hydroxydiphenylmethyl) -1~
azoniabicyclo [2.2.2] octane bromide

ﬁ?ﬁ I CsH34BrNO:

43T 508.49

g

OH
% R EAOHEKRTH 2,

—Mt# BT > u—)b b T = Z)VERERR
(Vilanterol Trifenatate)

b4 4-{(1R) —2-[(6-{2- [ (2,6-Dichlorobenzyl) oxy] ethoxy}thexyl)
amino] = 1-hydroxyethyl}-2- (hydroxymethyl) phenol mono
(2,2,2-triphenylacetate)

7373 1 GalssClNOs + Coobi0:

SR 77477

MG

cl
HO, ::H N o
AN e .
@]
HO

" R EAOHMEKRTH 2,
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() BHFCHAFEEEL. EHSEEEET L,

) AFEPHEO DT )L L AESN TN OT, MBI
CYNIAEEMET 5 XS RET 52,

(2 %]
7 /=0Ty Ty 7THAAX
7 /=0T TH30HARX 1
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1. #RR
FYNLP—100 = ) T X
14 A, 30 mAH
TINFHS | vAZ VY= | BT Ta—
TIUHNR | LR R T x=
VR ATV IVEERR
100pg 742ug 40pg
17U RH (VAZ VY (7 v7nm
—h & = AELT | —ELT
62.51g) 25ug)
Y BT | ZATT Y U~ SRV T A
Y. ARFERRGABRA T, 722 —DONE
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) KL LTHEAE ST,
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BRI DAL )
4. BlIfEA

FHIARE RS R (R5HR : 52 ) 2BV T, AFIAFEE S
FUIZHIER] 4151 B 485 1 (11.7%) (ZEGPE A 5 A & de R
ERRWE SNz, ZOERLOE, Okl P HIE 101 5
(2.4%) | iz 45 B (1.1%) . FEREE 26 i (0.6%) Th-o7-.
URGRIF)

(1) EXGEHER

) PFrI2453F% —RE : 777 4 7% v—G (WEERE, &
B N HbILD 2 ENH DS FEERHY ) 0T, e
BTV, BEDRD SN IGAICIIAR OS2 ik L,
WY RAE AT H 2 &

2) Wi (1.1%) :HWRBHSbNDZEnNHDHDOT, BEE2+50
ATV, BE RO N ZEA T, BURMEERITH Z L,

3) DEHE (0.1%) : LEMBINRKET LI LRNHLDT, BE
DO ONTGE RS2 P IE L, WORAEEITY Z L,

(2) ZDHtuDEIER

1%L E
[ JPenrEE 2 o
¥ HE

1%FK
L AR
HEREG, EX
TERCYE . R
fEge, 47
=0 )
K. WHIAK
REIR, R
iR
SR
R E AR
R
FEIEE, %
Wk, 0PN R
b
AN, fE
i
BRI, 5
NG
FEEUHRE X, KRR O AR BARHEBRORE RIS FH L,

EETH"
S IHER

BRRE

BHERER
ERS

FRO% 3R

HIEER

HRER

Feb 122019 11:31:15

) BHER O RRBRLUSN TR D BIERITEERT & L
7=

5. iFiR, EiR. BILRE~OKRS

(1) R IERE L T B RO & 2 im AL, RE EoFL
PERERIEE D W SN BB EICOREE T L,
[TNFHS T T IR AT ILVOEHEOR AR
52Xk, 7y FORETIHREMW EMICEE L2 B oK
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EENRTWD, £/, 7T u—LOmEmHAROW AT
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2) EFIHOmANCK L TE, BFICKHT 2ARFOEEEE ZE
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FroFn—)LEBEMTRS L&, A% 10 B4R
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WX DAEWR (A, BLAR IR S M OSEIRSE) . By WIBH D3
HAEWERNC K20 IR, REENR. =5k, SR K OV e
%) ORI BRI S O RS EOERNRBT 82NN H
%o F10. AEMNMEERNCTINANTHY V7T AR BT A
TIE T T a—)L 800/100ug % 1 B 1 [ 7 AFW AL L7z &
T, NIV AT VY=g LBk T T r—L MY T = = VR
Fet 500/100pg % 1 A 1 [E 10 AR AL L L7z & & QT MRIEE
RO b,  ( FEYERE] OESM)

BB - AH OB 5 O R RN 2R EANL 2\ RIERIEZAT
b, MBISUTREERE=F—TT5HZ &,

8. ALDIERE

(1) AFNTAEN~OBAFELEIZOLERTH 2 (MWIRLTSH
BRI H BN | EREFE T, BEICE LWERA G
P o 015 b R RN

(2) WA : AHILAKIZ, HSBVEERTH XS BEEHES
52 & (NMPEHEES o ¥ 2HE UFE R O TRio7-0) , 1272
L. I DO RREEEZRBEFITIL, 29BN TIEARLS, AENEZT
FTEOEET L L,

[EERE]

1. FFIUMEC/VI 1% 58 if o R B

(1) fERERCA
TR N 43 BN T NTF A 7T v AR BT AT VT A
)=y ARIE G T a— L ) T = VERRE (DL
F. FF/UMEC/VI) 400/250/100pg % HiEIE A$2 5. L7z & &)
DO IMHET FF, UMEC KO8 VI OFRYTHEE T A —Z ZLLIF D &
BV THD VEAT—%) ,

#EERLAIZ FFIJUMEC/VI 400/250/100pug £ B EIRABRE L= &
QIR FF, UMEC B U VI OEMEIE/ 5 X —4

BEEY | Cow(gmL) | tw ™D | AUCq (pg-h/mL)"?
FF 81.1 0.25 607
(72.2,91.1) | (0.05 - 2.00) (525,702)
539 0.08 323
UMEC (443,657) | (0.05-0.12) (282, 369)
VI 638 0.12 488
(580,701) | (0.08-0.17) (449, 531)
BAPEEME (95%IEHEXE) | 43 6l

TE ) PR (D)
1 2) AUCo: #2850 FERT A & S5 I E IF AR D AUC

(2) 1BIEPAZEMEMIR B R
H AN K OV E N O 18 1 P ZE 1 it % 2B B 38 I FF/UMEC/VI
100/62.5/25ng % KW AFR G Lz & & ORBEROHEEE (R4
M BRERRAT) IZLAF D L8 TH D,



BARAARUSNEAOBEFRAESEMEBRBREIC FFIUMEC/VI #R{E
RABEL-EEZ0MmEEHD FF, UMEC RU VIOBRER (B4%£H
EYBREMATIC & S E(E)

WE Y BE B3] Cuw(pg/mL) AUCy- (pg'h/mL)
EF AAN | 56 | 253(22.7,282) | 311(270,358)
ShEA | 357 | 17.8(17.1,185) | 220 (208, 232)
AAAN | 56 | 85.6(78.9,92.8) | 529 (476, 587)
UMEC shEA | 357 | 56.3(53.6,59.2) | 389 (370, 408)
- AHAN | 56 | 77.8(69.4,87.3) | 389 (348, 434)
SEA | 357 | 65.9(63.4,68.6) | 358(343,374)

SATFIE (95%(F 4 X 1)
AUC, : 5 0 FERE 2S£ G-flR (24 R5fi)) @ AUC

2. FF, UMEC X[ VI Efl#% 50 m B E
fERERR A

H AR R B 1 12 5112 FF 200pg % Bl O EW RS (1
HE : HEES, 5S~11 HE :1H1E7 AfE&EE) Lizss® o
MSEH FF OREHEE K OFEMENRE T A — X |ZLL T O LB TH
%, IMYE FF I G% 2 BFR (FPOfil) & CIT e g v
E (Coa) WCEELTZ, IMEETD FF OBEFERE (AUC KT Chad) 1 200
~800pg DG FHIMOEIAITIFIFELEI L THEM L7, 6,135 24
~33 WF[E] (T FEME) Thotz, F7-. MET FFRETRIE
Bh5S5BHE OBH) FTICEFREICELRZY,

100
—e—200pg IHE)
—&—200ug (1MBB)
75 --- EETE (10pgimL)

MFEPFEER (pg/mL)

B (h)

BAANERERABMIC FF EH|0) 200pg ZEEERVU1B81E7H
BBRARS L= E0miEsd FFREHRRE (FHE+HEEREE)
1RU11EHB. 124)

BAANBREASBEIC FF BH|O 200ug ZEERV181E7H
FBALRE LIz & ZDMED FF QENBE/IS5A—4

—8— 250pg (1EH)

3

=

ERal —o— 250pg (10EE)
e --- TEFE (0.02ng/mL)
Q

w

s

o

B

=

o

Bsf (h)

BARAEERABMIC UMEC B0 250ug ZEE (1 HA)
RU1B1@78E (4~10BB) RARE L ZDMmIE
 UMEC REH® (FH{E+MERZ, 198124, 108
B :114)

BARANERRABEIC UMEC B0 250pg ZERRUT1B1E7
HRBARE L& EDMiEHh UMEC OENEIRE/NS *—4

#5-A Cinax (ng/mL) tinax (D)D) AUC (ng-h/mL) *2)
BE5HA 0.37 0.08 0.170
(1 AHA) (0.28, 0.50) (0.08 - 0.25) (0.130, 0.220)
Fofsf5-H 0.69* 0.08* 1.081%*
10 HHE) (0.56, 0.86) (0.08 - 0.08) (0.937,1.25)

Be5-H Conax (Pg/mL) tox (ED JAUC (pg-h/mL)E?
B 54 H 36.50 0.50 224.6
(1 AR (30.72, 43.36) (0.25 - 1.00) (161.6, 312.3)
s 5-H 62.31 2.00 743.8
(11 B H) (54.28,71.52) (0.08 - 3.00) (659.5, 838.9)

SATEEIE  (95% XD . 12 4

1) fE ()

H2)1 BH : 85 0K EAHER D AUC (AUC,.)
11 BE : #5450 R 55RO AUC (AUC,.)

H A AR A B 12 45112 UMEC 250pg % B[R] B OV 1 W A3 5-
(1HE : BE#%E, 4~10HE : 1 H 1[E7 BEEE) Lzt
o M iE UMEC OREHER K CRMENE T A — 2 3L F o &
BOThHD, MmAEH UMEC EETHREIR % 55 (FhRfl) £T
W2 Coax IZEE LTz, O, M UMEC R ITH0NTIHR L,
Be 5% 6 RERICIZ 29k CE= MR (0.02 ng/mL) A & 72 o 72,
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BAEME (95%IEFEKIHD) . 1261 (<11 451, **10 51)

W) RfE (i)

H2)1 BE &5 0RO EA&RER 0 AUC (AUC),) .
10 HE : &5 0 B2 S E G- FEE (24 BEfE) @ AUC (AUC.)

AA NG A B 12 612 VI25ug 2 1 B 1[E 7 BB AZL (1

HEKROT HEIXZEEERS) Li-e &P omifEth VI oREH»

R OSEENRE T A —Z IZUTD LB Th D, M VI EET

Be bt 5~104y (HRff) F T Cun \CEE LT, T, MEH

VIREE TN R U, B b4 6 RN IT Ry < & PR
(30pg/mL) AKiifi& o721,

500 r
—&— 259 18>
400
-+ —&—25ug <7TEHE
E
@ 300 | - - —E& TE(30pgmL)
&
&
= 200 r
i
=
8 100
ok | )
0 025 05 075 1

B (h)
BAANRERABHIC VIEEIOD 25ug 21 B 1H 7 BERARSE
Li-& EnmiEdh VI BEHE (THE+HEEREE. 124D

BARAEERABHEIZ VIEA® 25ug # 1 H 1 E 7 BERARE
L& EnmifEh VI OEDERE/S X —4

®5H Cinax (pg/mL) tnax (D)D) AUC. (pg-h/mL)™*?
BEHIH 253.7 0.08 1043

1 HH) (218.6,294.5) | (0.08-0.17) (86.1, 126.3)E)
Fefepe A 310.4 0.13 123.5

(7 HH) (276.2,348.9) | (0.08-0.17) (108.7, 140.2)

BAPEEME (95%IEHEXE) | 12 61

VE D) HhfE (BEEH)

V£ 2) AUC,, : &5 0 Rl 6 1 Rl & T AUC
7% 3) 6 44l




3. RMNL AT RS EY T 1

(1) fEHERRA 16 11 FF/VI 800/100pg 2 A5 L7= & %% o> FF
KOVI DRERIH S A FT XA 8T T A1 EZNEI 152 KDY
273% T -olz BNEAT—%) ,

() HEFERA 9 i UMEC 1000pg 2% A L7= & %) o> UMEC
HSINA AT _ATEY T 413 12.8% TH o2 GHEAT —
Z)

4. 5%

(1) FF XO* VI @ in vitro TO b MUEEAMKSRIZ, ZhEh
9% K T 93.9% & < . UMEC @ in vitro TOt ~EEH
FEAEIT 88.9% ThH o7z, £7=. FF, UMEC K® VI OIER
FEA Lo T2,

(2) fERERCA 16 BIIC FF 250pg & OV VI S5pg & #lRNE G- L7 & &
B D E AR IEIC B 1 5 A OB TEITZ A Zh 661
F V1651 & RE otz BEATFT—4)

(3) HEHERA 6 HliC UMEC 65ug % HlRINEE S L7z & =™ oE#
WABIZ I T DA RFEOKMELEIL 86L Th o7z UEA
F—H)

5. M

(1) In vitro RBRICFWT, & FCFF RO VIIZFEIZ CYP3A4 TR
#EH. UMEC (3312 CYP2D6 TR S iz,

(2) FF 1% S-7Fa AF TNV RFFz— FIEERIKSRS iz
RN AERT %, UMEC IXFICEME (s, KER(ER O O-
W7 k) S, BIaGE (Fvr e @Biasgs) »E
KT D, VIIZEIL O-BLT7 /VF b SN RE A ERT 5.

6. HEitt

(1) BARNEERERA 16 B2 FF/VI 800/50pg % HEIE AL G L7 &
= s FF 020 ORI 27 HEITH -
7oo AMEABEREA 16 11 FE/VI 800/100ug % H[EW, A$E 5
L& =B pfierh VI onsd ORI 2.5 FEE
Tl otm, SMEMERERA 5 HIC “C-FF 2mg % HiEH 0 # 5
L™ oo AR R & LT IR S L, K
FHEED R PP 1% R Ch o7z, FMEAMERER A 6 B
HC.VI 200pg % KR N4 5 LB o e 3 o 1oy
& LTRERICHE S 1L, HURRED R EFHEIERITZ N2 h
70 LT 30%TdH o7,

Q) HEHERRA 6 iz C-UMEC 65ug % HEIEIRMN G L= 1o
BRI B & U CIRIE PP S, B AR IR 3
FRHEER T 2 5922 OV 58% ThHh 72 GMEAT—4)

7. EMNEER

(1) FF800ug & VI 100pg % ORI AR5 Li=is™) (B 2esg
WA AAERIIRERE STV Ly,

(2) UMEC 125ug & VI25ug % F R A#L- L7 ) g iE
IR EAERNTERD STV,

() B 18 i FF/VI200/25pg &) & CYP3A4 FREIETH %
r b=y —v 400mg (&A1) ERKEFRELG Lo s 203K
W EAER 2B LTz, 2R, DFHE5KFO FF @ AUC,.
2 LR Conan 1XENEI 36 KO 33%HIM L, VI D AUC S
Conax [ZFIEHL 65 L 22%H800 L 7= BMEATF—%) 2,

(4) HEFERA 16 5112 UMEC/VI 500250 ) & CYP3A4 B &
O P-gp ILEMEM A AT 5T /33 )L 240mg (F&H) &g B
R Lz & & o MR EY BRI LT E LR LT,
ZDOFEF, UMEC @ Cpox Jx OY AUC,. D FE¥EIZZE N EH
1% T RN 37%HEM L, VI @ Coax S OV AUCo, D -l IE
TRENS RO 4% L GMEAT—4) 3,

8. ®AlLGR%KH

(1) BRI TE
HEEOBHEAEIR T (CLler : 30mL/%3K3M) 9 B FF/VI
200/25pug % 1 A 1[E 7 ARRASESL L7z & & oo FF
D Conax XN AUC 2 1 ZEALEI 4 HTNI%IK T L. VI D Coax &
N AUC 1l ZZENEN 8 L 56% M L= FMEAT—4) |

Feb 122019 11:31:15

T DOBEREIK T H (CLer : 30mL/2yRi) 9 il UMEC/VI
125/25pg % B[R A S G- L7z & & D UMEC @ Cpay &2 Y AUC,
DOIFHMETRERE RN & R TERTIL 2% T RO 10%H00 L,
VI @ Cax 2N AUCo D FEHMEIZE NI 3 LN 21%IE 00 L 7=
GFEAT—%) 9,
JHHEREIR P2
R R O S O FHREIC T (Child-Pugh 2 =27+ A XX
B) % 9 liZ FF/VI200/25ug, BEJEOFHEAEIX T4 (Child-Pugh
Za7 1 C) 8B FE/VI100/12.5ug 2 1 B 1[0 7 B WA
B L72&&® @ FF O AUC0 (TIERER AT TR 3 15
WCHAIN U7z, $E5-8 CHITE L7= FF OMREE &3 P45 K OV S
DIFEEHEIR F % (Child-Pugh 2 =7 : B XL C) THERETH
Sl B R OHEEOFHEREIL T (Child-Pugh 227 : A
X% B) |Z FF/VI200/25pg, HEEOFHEEEIN T (Child-Pugh
A7 . C) IZFF/VI100/12.5ng % 7 BRI G L7 &0 VID
Conax XV AUC (ZERERRA E R CTH o 72 GMEAT—%)
R OFHSHREIK T (Child-Pugh 2 =27 : B) 9 filic
UMEC/VI 125/25pg % HEIR ARG L7 = = o UMEC
Cinax X OV AUC. DFEEITERE A & T2 15 KO
6% T L, VI®D Cpox ST AUC,., DE¥IMHEITZ N Z 4 22 L
26%(K T L7z, FEEDOJFHEREIR T2 UMEC/VI & 53 53
BRILERM S TRy BHEAT—4) %,

2

—~

9. DERICHTIEE

(1) ERERRA 73 BIIC FF/VI 200/25ug X% FF/VI 800/100ug %2 1 H 1
7 AR, SERALE L= L & o QTeF MO fh 5k
TEEDO T TR E D (KO 90%I5 X ERIE) 1%,
FF/VI 200/25ug #E O 5% 30 43T 4.5 (6.9) msec, FF/VI
800/100pg BEDO# L% 30 43C 9.6 (12.0) msec TH-o7z 9+
EAT—4) ,

(2) FERERK A 103 1l UMEC/VI 125/25ug. 500/100pug. UMEC
S00ug % 1 H 1 [ 10 HREERAL S Lz =™ 0 QTeF
MR E/ N " HREHED T TR EDFE (T 90%(EHE X [
LIRAE) OfKIEIZ, R UMEC/VI 125/25ug #5-% 10
43T 4.3 (6.4) msec, UMEC/VI 500/100ug #¢5-# 30 43T 8.2
(10.2) msec, UMEC 500pg #¢5-%% 30 43 7C-0.8 (1.1) msec Td -
7= GMEAT—%) 9,

) AHIOKRAEIX FFFUMEC/VI 100/62.5/25 pg 1 B 1 B9 A$
HETha,

(B R k]

£ N HERXRERRGR (BAAZED)

184 PAZEME R BB 10355 5 (AARANESE 378 fla&ide) %Xt
ST EME L7 T ES MRSV T, FFFUMEC/VI 2 1 H 1
(6] 52 B G Lo s sOams ™ ok pger ik s
OMERIBLOY 27 (FERIEEREER) TFROEBY Tho7?,
k. ARRBRO%IE 1L, COPD Assessment Test (CAT) R 72
10 AL LB, KiERAZE (FEV/FVC Eb @ 0.70 Kiifi. FEV, : TRIED
80%AM) A DAL, E 12 » A BN HPEEEE ST E R O R O
b HIBPEAZEMEMRBRE L L, WELZSN TV D REIR
B L7y, BEEREOH 5 BFITMAANAIREE Lz,

1E) PEEORE . 22T o FEIHEROR G 2 51
% COPD FER DEAL

FEEOME « AR XIFE 1 IZE - 7= COPD fietk D #EAL

52 B DARHARE O P FE R (ZEED COPD iEEDNFMARE
(ITT £HD)

FF/UMEC/VI FF/VI UMEC/VI

100/62.5/25 100/25 62.5/25
pg ng pg B

SiE 2K 4151 4134 2070

il (A - 3714.9 3457.9 1698.3

)

COPD HYTEA& B 3428 3636 1949

(5]




AR R T 0.91 1.07 121

D (@A - 4F) (4145) (4133) (2069)
i) [0.87,0.95] | [1.02,1.12] | [1.14,1.29]
[95%(5 5 X [#]

FE/VI#£Xi% 0.85 0.75

UMEC/VI BEIZ % [0.80,0.90] | [0.70,0.81]

B ED p<0.001 p<0.001
[95%({EHEIX ]

Ejﬁ?é p 1@ 1) iE2)

¥ 1) COPD HAERBUF S E B, S # U7 BIE MM 2 4
Z®y b BEHE MR PR UIEE D COPD #EIE (1
DUF, 2EIELE) | BRERE (R U —=278) | Mk, K&k
RIEP A% D FEV, O TRHEISR T 281G (A2 ) —=78) &
ML E LIZAo _HARERET IV

H2) A ERMERI 5%, (RKFHURE D2 BT truncation parameter
% 0.6 & FHANIZFE L7z truncated Hochberg method (2253 & Fidk &
ni®

AARN (378 f5l) 1235 1F 2 H B 33 2 oD 1 PR ZE MR I % K oD 3
BREAOY X7 (FRZEHRR) ZTEROLEBY Th-oTe,

52 B DARAR RO FEISERED COPD EENFMALE
(BRAESEE)

FF/UMEC/VI FE/VI UMEC/VI
100/62.5/25 100/25 62.5/25
ng B pg B ng
JiE 515k 149 149 80
iemlE M (A - 138.4 124.7 68.4
)
COPD H4HE S B 1 109 105 81
(B
AR R L 0.90 1.07 1.42
D (BN - ) (149) (149) (80)
%) [0.71,1.15] | [0.83,1.37] | [1.04,1.92]
[95%{E 4 IX ]
FF/VI B3 % 0.85 0.64
UMEC/VI #1235 [0.60,1.20] | [0.43,0.94]
T B ED
[95%(5 X[

Tk 1) COPD MBI B % H ALK, SetBe e L= Bl & 4
Tey b HERE MR PEESGITEE O COPD HEE (1 [H]
AR, 2EIEAE) | BYERE (X7 U —=r20) | Mk, KSR
IRIEW AL D FEV, O FRUEIC T 286 (27 V) —=27K) |
B L HUROZZBAFR 2B AER L LizAo “HRFET LV

€ 3 E-35)|

FF 38R arFarTof RO—FETH 5, FF IZRIEES A A
A VEEAOIE], PIRIEERARBOEHE, kAL O R#E & O
BEZHEOMEEDOEREZN LT, 7y hOIFAT VT I ViR
Rl ER ERBEIE & 7 VDT L VX —R BT 7 VIS BIT HERE
T,

UMEC (ZEFERERMEORIRM L AT ) VSR IRETERTH Y |
TRCOLADY VZREF T X AT (MI~M5 ZRE) (ZxL
TEWBRIMEZ 7R, UMEC 1358 SOFRGICHFEET D L AN Y
VEREAOTEF LY OREAEHAMICIET S LIck
0 K& SO RN 2 195, In vitro T UMEC @ M3 52 & {KIC
St AERITABR 2 BEM LR L, UMEC DOE/LE >y h~DH[E
SENBEHIZEY . TEFLa ) UHERERE ISR L TR
MReEE O INHIE A &2 7R~ LTz,

VI IZEFRERAERA B A THY . 7T =Ly 7 7—E%
TEMEL LN OB T 5 7 v — Y VR EINE &5 2 & T,
R EmG 2R S e 5, VI IZELE Y b ~OHEWEER G
L0 bR I UFHRERE I E PRI Lz, & bR
HEZERZ H\ = in vitro OEHRRBRICIS VT VIIE FF @O TNF-o #5%
IL-8 Jisg A/ A B30 L 7=

(ARG IEY SEEFHAR]
R TNTF T T TNV BET AT )L
(Fluticasone Furoate)
{b%4 : 60,9-Difluoro-17p-[(fluoromethylsulfanyl)carbonyl]-11B-
hydroxy-160-methyl-3-oxoandrosta-1,4-dien-17a-yl
furan-2-carboxylate

Feb 122019 11:31:15

12 CoHaoF306S
1 538.58
HEEL

PE R BEOKHERTH D,

—xG U AT VY= LR
(Umeclidinium Bromide)

{b%4 : 1-[2-(Benzyloxy)ethyl]-4-(hydroxydiphenylmethyl)-1-
azoniabicyclo[2.2.2]octane bromide

fj\%ﬁ 1 CooH34BINO,

53 1 508.49

M

O N~ Br-
' _\_D '
Q i

PR AEOBEKRTH D,

—f4 BT T a— N N T o = VERRYE
(Vilanterol Trifenatate)

154 © 4-{(1R)-2-[(6-{2-[(2,6-Dichlorobenzyl)oxy]ethoxy}
hexyl)amino]-1-hydroxyethyl}-2-(hydroxymethyl)phenol
mono (2,2,2-triphenylacetate)

Q%I\: N C24H33C12NO5 M ConmOz

oy 77477

[ SEEav
Al ANENENEN /\/"j@ .
P50 S

PR BEOBEKRTH D,

[Mik L EDEE]
E-34Eedh): ]
(1) HBECHEHRAELEL, FRFEzEETs 2L,
2) ARANIBHEDT-HT VI @SN TNWDOT, i HBLGERT
TNV BEARET L L RET DL,

[@%]
TUNAT—100 =V 7 X7 14 B AFHX1
TUNT—100 =Y 7% 30 A H X1

[E£Ex#]
1) Nakahara N, et al.: Int J Clin Pharmacology and Therapeutics, 51(8),
660-671 (2013)
2) Kempsford R, et al.: Br J Clin Pharmacol, 75(6): 1478-1487 (2013)
3) Mehta R, et al.: Int J Chron Obstruct Pulmon Dis, 8: 159-167 (2013)
4) Mehta R, et al.: Int J Chron Obstruct Pulmon Dis, 10: 15-23 (2015)
5) Mehta R, et al.: Clin Ther, 36(7): 1016-1027 (2014)
6) Kelleher D, et al.: Pulm Pharmacol Ther, 29(1): 49-57 (2014)
7) Lipson DA, et al.: N Engl J Med, 378: 1671-1680 (2018)
8) Dmitrienko A, et al.: Biometrical Journal, 50(5): 667-677 (2008)
9) McCormack PL, et al.: Drugs, 67, 1905-1915 (2007)

[EHERE]
TS50 AI AT TA MRS
T 107-0052 H AT PR AR 1-8-1
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1.8.2. ZhEE - R KOZF O TR

1.8.2. ik - R RUZ DRERHL

1.8.2.1. Zhek - IR
2Pk PASEMERTE B (1B PELAE KA - IEIE) DOERER O (BART A KAl ERRE
FPER AT = U S F R QSR BERIVE R PEW A Bo RINEA O OF F 3 L B 72 55 5)

1.8.2.2. R ERRL

TNF T T INR AR ATV (FF) /U A7 VY= LBl (UMEC) /&
Frru—/L )7 ==V (VD 1L, BART e A FEE (ICS) Th D FF, RFRFME
HPEFi= U 3 (LAMA) Tod 5 UMEC K QMR ReEIMERIME B #ili#E (LABA) ThH 2D VID
3FIEARAMKHTH D,

AFNZFBWTIL, FF, UMEC X% VI Z 5 DR AAI L OHAF L LT, LAXT® (FF/VD) |
7/ —nr® (UMEC/VI) K> 7 7 v&® (UMEC) 723, @MPAZEMEMZEE (COPD) Dif
I L L TENZENLL T OMHE « R TERIN TV D,

o LAY L IBMPAZEMERTR R (BIERE XK - MEIE) OFFER O (RARXT 1A
RA K ORREVEEhV R A By B O OF i 23 B2 70 5 5

o T/ —nu  IBMEPASEMERTR R (BIERUE K - MKIE) O K0E PAZEEMREEIC D < FEE
WOREMR (RRERVERMERAST 2 U A ONRREFIE RN By FA O O F 23 24022
)

o T2V T vt BMEEHEMMER (f
FEIEAR D fR iR

XEm
A
X1
A

PEAE S48 - VAUE) o SGBRATENERE 135 <

COPD %, KUiPHIEDTUHEZ KB L T 2 THEOEBTH D . 1BIEDOKHK, WEE DN,
N R Wi O R g fR 23 Be Pl L Bk 9~ 5, COPD XA E OATED'E (QOL) %%
LRTFEE AT T, Bl EECEIMEAE, AEEAR, FERP%E, OHFT 2 0MmE
RIEREBET 52 L 20, COPD BT — M, KEFHIEOLEHE 2B T 5 HE
W72 LB O FIPH % 8 2 7= B OIER OB N THh D & TV, COPD HEIZ X Y COPD &
F#H D QOL K OWEN e nME T L, Am Pas#ElT 5, UbkoZ &ne, COPD ##ED T
BAE ONTHESR, QOL R OMEMM T1% DEk#(L COPD (B IT A EHEREHAE L SN TWD
[GOLD, 2017; JRS COPD, 2013],

EEAY72 COPD B A KA > (GOLD A K74 ) 1281} 5 COPD HBH OEHLE
#+TlL, COPD HEHED Y 2 7 D3 L IBH TR L, AL LAMA, LAMA/LABA X%
ICS/LABA LBt L, BEICHICHEN A O NT-5E . HEEH 26 0 1REEZBINT 5
BB 22V BRIE S HESE S TV A [GOLD, 2017], AFRD COPD  (18P:PAZEMERIEAR) 2l &
BREDT=ODH A RT A4 2B W TIE, LAMA X% LABA HFI2 SRR EZBRG L. 159%h
KPR RGEIIMMA LT 5 2 LR RIS TWD, £z, HEZEVIRTHEIC
IX. LABA KO LAMA O£ B XHERIZINZ TICS OBMEEET D Z LRSI T
Y [JRS COPD, 2013], HEARRIZRIERFEHIMEAN LRI U TH D, 725, 20184 4 AIZHKET S
NWIZAFLD COPD A KT A4 > Tix, MEIREOEIINE 2 5586 (Asthma and COPD
Overlap) 13 ICS Z0FH 3% & &4 TV 5[JRS COPD, 2018],

May 14 2018 11:39:54 1.8.2-p. 1



1.8.2. ZhEE - ZhR KL ZE O ERIL

FF/UMEC/VI @ [COPD DFEEMR DFER | (2% D568 « 2RIV T, ERNSA O
COPD O A KT A v FAIOLNHEE « 2R K O FF/UMEC/VI @ H RN % & Te kB I
K DR EGRIC S EFRE LTz, AARANER~OEHIL, RO U728 W HHE
BRI RIFBR 1235V T FF/UMEC/VI O B AR AKERE TORRNE « BRI OV TRIEZE S Z O
Tl 5 Z ik Vst Lz,

LITIZ, HAANIZIIT D FE/UMEC/VI DOZIHE « Zh RO R E DARYL & 72 o 7~ B R R BR ARSI
DWTCHRLHET D,

HEE - DR DOFJRERI & 45 o 1-ERERHABRHE

W 1 FELANICHEREZ 675 COPD B Z x4 & L7z 52 5D CTT116855 iRERIC
BT, FF/UMEC/VI 100/62.5/25 ug 1 B 1 [A#% 51X, FF/VI 100/25 pg X% UMEC/VI
62.5/25 ug 1 B 1 [B G- & Hefig LT, PRSI EE O COPD HEEOERIE LR 2 BITK
TEE, BiZ, ZOMOFGIEE [HE5EE XIXEE O COPD HFEDW)RIFEBLE TOREH,
1 & (FEV)) b < 7f#. St. George’s Respiratory Questionnaire (SGRQ) #2 A =7, COPD
Assessment Test A =7 Transitional Dyspnea Index (TDI) focal score (2% < BRI OFHIE
AL L ORMAEEE] (28 Th, FF/UMEC/VI i FF/VI & (Y UMEC/VI & Frifg LT
HEREEDRE RS Z EDRMEREINT (2544)

T, WEEUNICHEEREZ A9 5 COPD BE 2 x4 & Lz 24 il E#5-0 200812 7
BRIZF T, FF/UMEC/VI 100/62.5/25 pg @ 1 H 1 [A1#5- &% O FF/VI 100/25 pg & UMEC
62.5ug ® 1 B 1 EPFHE G FEV, b7 7lEZ2RX—RA T 4 U bHdE S,
FF/UMEC/VI ® FF/VI & UMEC @ﬁ#ﬂ% IR DIELENRRES LTz, E72, RRLSLORE
fiEEE (PSR T E L O COPD ORI HL £ TOHIM. SGRQ # A =7, TDI focal
score [ZHD K FIFIOEE) 1ITB T, FREORENRERT Z LRI N

(25.44.) .,

PLEORER IV | FF/UMEC/VI 100/62.5/25 ug 1 H 1 [F#5-1%, COPD B3 281 5 filitkEE

Fe OV FE ST HE O EA B ORRIER 2 dE T 2 2 LR EnT,

FF/UMEC/VI ) EfkZ (ZB8 9 % 51

COPD & Z x5 & U725 M ARERRILERABR D 9 B ARFA 6132 3Bk (CTT116855 7k
B N 1) 200812 #BR) (200 L. FF/UMEC/VI IZOW TR & Dfs B — B PEZ 57k L
Too ZDFER. FF/UMEC/VI OELA Ry 7 & e dEAl & U CTREIZAFE 41TV 5 FF/VI,
UMEC/VI K TN UMEC DFFA R THERR SV TW) D RElRE 5 & AR, B A AR CREA
L 7= FF/UMEC/VI (ZBHE 4 2 5 RO KE 0 1E, EWBREEN TR bR L o —B N
ootz (254471

AR NGB & SRE MO —EMERARES, BRMICERD D D RIEZEITRD
Nipinoi=Z &35, FF/UMEC/VI OZhEE « ZhER O EIZIB VT, FF/UMEC/VI @Egr“7~
B8 e — VAR OFHIRE R A2 AR NERICEA T 5 2 L 13%4 Th D &l Lz,

May 14 2018 11:39:54 1.82-p.2



1.8.2. ZhEE - R KOZF O TR

B35

HARRER 28522 (JRS) COPD A N7 A V&5 4 HifEkZTE L. COPD (84 BAZE M ik )
W EIRIEDT=DDHA KT A > dthed. A AT ¢ /10 L B = —%k; 2013:Available on
request.

H AR 2854 (JRS) COPD HA KT A 5 5 H{ERZEES. COPD (&M PAZEME iy )
ZWr EIRIE DT DDHA KT A 2. 5thed. A AT ¢ /1L L B = —%k; 2018: Available on

request.

Global Initiative for Chronic Obstructive Lung Disease (GOLD). Global strategy for the diagnosis,
management, and prevention of chronic obstructive pulmonary disease. 2017:Available on request.
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1.8.3. HE - HEEAOZE ORERIL

1.8.3. [k - AERUZOHRERRL

1.8.3.1. Ri% - AE

HE, RAZIET I ALY —100 =Y P2 1WA (TVFHY T T ANR AR AT L E
LTI100pg, VAZVY=0ULELTRSuEMOPETZ T —/L 1L T25ug) %1 H11H
WAFE-T %

1.8.3.2. B ER L

TINFAS T T HNRABT AT, TA T )= LB,/ ©F T r— kY
7 = =VEEREHE (FF/UMEC/VD) O4ELA 5y O &1L, FF 100 pg. UMEC 62.5 pg & Y VI
25ug THY, FOMEIT1H I EORARETHD, ZNLDME - HEIE, 1BIEFZENE
Jifii & (COPD) DIAfEHE L L TAF L OMIN CRUTAR STV 25 2 Al ﬁa/\ﬁu@ FE/VI
Y UMEC/VI, TN UMEC HANZ B 2 ik - HELF—TH 5,

EYERER UENFENER

fFER N 2 X5, FF/UMEC/VI % HLEIW A 5 U7z & & O 3EWshRE M O )77 24 31l L
72& 24 (CTT116415 3R K& TF 200587 #klk) . FF., UMEC & O* VI O RIRF G231 % 3K
WIENHE X OE )12 FF/VI X% UMEC/VI & Heig U CRRRAICE B2 2213580 b o 7z
(253) o F7o, AHEPOHSIN L2 W HHEBEILFERERZ 5T 3 38k (CTT116855 75k,
200812 B K TN CTT116853 #R) D7 — & & W CRHEM S ENRE (PPK) Mi#HT 2 520 L
77 TOFER, COPD HE|ZEIT 5 FF/UMEC/VI O#p@Ehiers, 2 ZELAAl (FF/VI LT
UMEC/VI) OEDER 7 v 7 7 A THLNTEREFERETHY . HAAN COPD BHEIC
BT, FF, UMEC MM VI D PK /3T A —Z T8 % RAFTHIRINCERZ D & DR 7134
bieinotz (253) .

Aot

ARFDHIE, 2 DOEFEILFEZE AR (CTT116855 3R & OF 200812 #ER) (2S00 L,
FF/UMEC/VI 100/62.5/25 pg @ 1 B 1 [l 5-OH M OV M2 51l L 7=,

CTT116855 &k Tl%, COPD & % x4 & L T FF/UMEC/VI 100/62.5/25 pg, FF/VI
100/25 pg XI% UMEC/VI 62.5/25 ng 4 1 A 18] 52 @G- L7c, BERICR W T, FERE
A B T D 4 FE X EE O COPD HEHE ORI FEILHIZ, FF/UMEC/VI X FF/VI Z O}
UMEC/VI & bl U CHERIKRTARD b, TOMOFEAMEE [H% R L EE O COPD
HEOYBEIZFEBLE CORFE, 1 & (FEVY) ~7 7ff, St George’s Respiratory Questionnaire

(SGRQ) # A =7, COPD Assessment Test A =27 | Transitional Dyspnea Index (TDI) focal
score {230 < MBI OFN G, BFEOEH L OERITEE] 2B\ TH, AERUEDRE
R EN «énkoEKA%I;kmf%£%%lfmb6htﬁﬁkﬂﬁﬁﬁ%@
Hiv, BRRMICERDO® D RIEAZITA LR oTc (25447.1.1)

200812 iR TiX, FF/UMEC/VI 100/62.5/25 pg X I% FF/VI 100/25 pg & UMEC 62.5 pg ()
Beh) &1 8 1R 24 BE&ES L, 2FREMIZBWT, EEFEEE TH 5 FEV, 7 7E
DR—=ZF A 5 OEALEIZIB W THTEERE & HICBEN RO H i, FF/VI & UMEC Off

May 09 2018 17:02:35 1.83-p. 1



1.8.3. HE - HEEAOZE ORERIL

FIZ%I9 % FF/UMEC/VI OIELMEN R STz, £, ZOMOFAREE (% XIXEE D
COPD ¥4HEDOHEIFEL £ TOMM. SGRQ # 2 =17 K1 TDI focal score (255 < ZEh 5| D E|
) IZBWTH, FEOSEDRE T I ENHERESNTZ, ARBRTIZ, AaAnshZA
RNYEIRE DI T o o T Te D —HOFHIE H THHEHEMICEVWR A LT H DD,
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Ze
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Tﬁ%éhfwéKwumA]AMNM%A&U%AMA@%@%%W%ii< BHI SN T
W%, FF/UMEC/VI DI T Ziu b O PAWERIC X 2204 U 5 ATeetEIc 2T, il
IRRBRIZB W TR 21T o 72, Z DFEE. EKA@ﬁMLtCHH%ﬁﬁ%(ﬂ A [ 3
5) KON 200812 5lBR (24 B E) TORMKLEMIZIHIT D FFUMEC/VI O ZaM: 7w 7 7
A /LI, ICS/LABA, LAMA/LABA FXONLAMA O 7 Z A7 =7 b Effla—E L T\,
F 72, PPKFEATORE R, i8ED FF/NVI DK v 7 Z A EEREIZ, AN TIL FF ORFE &
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X 5|2, COPD A |2 FF/UMEC/VI % #:5- 1L C% ., FF/VI (X UMEC/VI & [eils U CHri=7¢
BEINTEY A7 CBENY 27 13380 bR oT- (2555) .

ICSDY TALT =7 hE L THLNDMZD CTT116855 RER D &AL I 1T 5 I H,
FA X, UMEC/VI B & g L C FF/UMEC/VI BE X O FF/VI BE T o 7223, FR/VIEE L b
# L C FF/UMEC/VI B TRk DBIMY A 7 IZrm sz o7z (2.55.5.55.) &

F7-. CTT116855 ikl (52 M E) KUN200812 ki (24 HEHKES) 2BV T, BAA
® COPD & 2% 9 5 FF/UMEC/VI 100/65.2/25 ng. 1 A 1 [ 5-0% 2707 7 A Vid4e
REMEHR—FHLTBY, BANCEBIT D 52 BEOERENHER SN (2.555.10.1)

CTT116855 &R D A A NIZIIT D ik DFBEIGIL, FF/UMEC/VI B} O FF/VI #£ CH AR
ANDSR KR OV RIRER K0 @ o723, ZORBIEIG IO MERFEEOBETEm ) A7 2 f
95 HESED COPD BBE & x4 & L7z ICS/LABA OiEDiER (HZC113782 #kBRr) (2851)
L HARND FENVI BECTORBREIG LREETH-7- (1.13.134) , £/, BAANZB T
H A AL OV R & Hele U CRitiZe D U 2 7 R+ (S, BMIEAE, Wik OBEERE) o
ERELS, ZOZENHBARNTHEDOHIHEIENEHWVRETHD EE 2 BT,

PLEX 0, &RER &R, BARAD COPD E#FIZx LT FF/UMEC/VI
100/65.2/25 pg ® 1 A 1 [F& 5O BRI 72 @2 et 7 v 7 7 A )V R OBEMEDFE O b i,

May 09 2018 17:02:35 1.83-p.2



1.8.3. %L - HEAUZ OBEMRIL
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ELTOR5ug kT Tr—/L L T25ug) 18 1 RWARSSTS) &L,
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1.9. —BHIBWHICRIXE

AFNIER B EAI DT DREYE L7V,

BB, KEOEIES THLINF A T T IR BT ATV, BT T 0—
VYT = 2 AVERRIE RO T A 7 ) =0 AR O— R FRE, UTDEBYD Th D,

1.9.1. IVFHAIVIZGVALRUBIZATIL

1.9.1.1. JAN
R 184 7 A 12 AfFEEARAFE 0712001 512 K Vi@ S iz,

JAN :

(AAA) TNF AT T TNV AT L

(I 4) Fluticasone Furoate

b4 -

(HA&A%4) TR IR 60 ,9-F T NF 1T B[(TINAEAFIL AT 7 =)L)

FNVR=)V]-ILB-BE RERX v 16a-AFT/N-3-FF YT KRR AKX 14V
17a-A )V AT )L

(. 4) 6 « ,9-Difluoro-17 8 -[(fluoromethylsulfanyl)carbonyl]-11 3 -hydroxy-16 « -
methyl-3-oxoandrosta-1,4-dien-17a-yl furan-2-carboxylate

1.9.1.2. INN
fluticasone /X, WHO Recommended International Nonproprietary Names: List 25 (WHO

Chronicle, Vol.39, No.5, 1985) CUU#E ST\ 5,

1.9.2. ESy5o—JL ) 7z Z)LErERIE

1.9.2.1. JAN
SRR 24 455 H 17 BAFRESEAIE 0517 55 1 2 K vimmn S iz,

JAN :
(BAA) =V A =R Ry (7 31
(& 4) Vilanterol Trifenatate

%4

(AAA) 4-{(1R)-2-[(6-{2-[2,6-F 7 B X U N)A X V] FF UIAF )T 2 ]-1-
t Refdxv=Fui2(e ReX T AF /)72 /) —/L—0222-F) 7 = =)L
FiHE)

(I 4) 4-{(1R)-2-[(6-{2-[(2,6-Dichlorobenzyl)oxy]ethoxy } hexyl)amino]-1-hydroxyethyl} -
2-(hydroxymethyl)phenol mono(2,2,2-triphenylacetate)

1.9.2.2. INN

vilanterol /£, WHO Recommended International Nonproprietary Names: List 65 (WHO Drug
Information, Vol.25, No.1, 2011) (ZIX&E ST\ 5,
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1.93. DAV LRIEY
1.9.3.1. JAN
SRR 24 AF 11 A 2 AATSRESRAR 1102 55 2 ol K @ms iz,
JAN :
(A A4) TA 7Y V=g AR
(& 4) Umeclidinium Bromide
===
(AAA) 1-2-(N DN FFINTTF)L]4-(E R P T = =)L A F)L)-1-
T =T aR2A s X B

(I 4) 1-[2-(Benzyloxy)ethyl]-4-(hydroxydiphenylmethyl)-1-azoniabicyclo[2.2.2]octane
Bromide
1.9.3.2. INN

WHO Recommended International Nonproprietary Names: List 68 (WHO Drug Information,
Vol.26, No.3, 2012)|Z umeclidinium bromide & L CUX#E ST\ 5,
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Sy - R

Mik - H&E | @E, RAZIET VAT —100 =) T2 1RAN (IAVFAS T T BBy
B AT L LTI00pg, VAZ VY= LELTOR5ug KOPET T n—/L
ELT25ug) %1 H1ERARST S,

B DR E

TR OV | A :

TINF S TG AR B AT ABLIORT A Y= LB, ©5
vrua—)L N 7 = LR

A

FTUNLY—100 =V 7% 14 | AH., 730 ®WAH

1| Z7UVRZ =BTV LLTFORRSG « mEEZNENEATHT Y AX—% 14 i
(14 e AH) F7201530 f 30 "AH) AT257VAZ—ZA R v 7B 1 K

ToIECTALEIND,

CTINTF R T T TIVR PR AT L 100 pg

ANV =g ARt 7420g (DA )TV =g AELT625ug) KOE S
vTFa—)L s T = = VR 40 pg (BT T m— L LT 25 pg)

TINF BT TR g AT (LU, FF)

vk RS D B 48 & B (mgkg) WA (ng/kg)
7 v b (i) > 2000 > 4360
7 b () 2000 > 4360
S = - > 88.0
g | BipfE HHHIE BGRRE el MR
(ng/kg/H) (ng/kg/H)
7 v b 23 S EN 80, 160 pg/Vt/H < 80 ug/Vt/H
1% A N 6.9,17.6,71.7 <6.9
1% A N 6.5,19.5,72.0 <6.5
3% A IYIN 43,8.5,243 <43
6 » A IIN 3.2,8.3,20.3 <32
A X 1% H SN 400, 1200 ug/VS/H - <400 pg/Pt/H
1% H VPN 10.57, 30.59, 104.6 <10.57
3% A A 11.3,33.0, 64.7 <113
6 » A SEN 1200, 2400 pg/PL/H < 1200 pg/PE/H
9 %A WA 13.3,30.1, 59.6 <133
[F=7epr ]
BB O RARZE GBS | IKESINIMEIAERD (7 v b)), KE
BETCHE(A X)), SRIMERR ST A —H OEE), U o RERER O,
MY Z YUY R, abAxTre—L, REH, Z/Lba—Z ALP K}
ALT OZH), GBI K OMIROZERE, U o SIS 2 U N ERkES
B, BHCOMBEEOK T, HEEHME YT ) a—4 kgl
£ 2 Fffa 2= (A X), S EHIE IR U7z RAEPE G 8 %
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