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OAFAEEH |- 712 7], 30T ol Hu
2 ARSI |- ARYEREH 2409
79 @ T e g2 o471 AdE /1A= LAMA/LABA E3AIRA 7 7|#8X] B34
o g Oneyes AT W &% IVHE JF RAEY A9S BRATEA
7]

- FulEEdaE: A& &5 27124 (Long-Acting Muscarinic Antagonist)
A = ’d W E}2 &5 4| (Long-Acting (B-Agonist)

e
R

ﬁ
B

- vl EdE ATEE A
- FDA: ANORO elipta for oral inhalation use(2013.12.18)
- EMA: ANORO elipta - positive opinion(2014.2.20)

- EFHIERSHE 5HA
- FDA: BREO Ellipta 100/25, 200/25 ng - COPD(2013.5.10)
- EMA: RELVAR Elipta 100/25, 200/25 png - %2}, COPD(2013.12.10)
- PMDA: RELVAR Elipta 100/25, 200/25 ng - 4]
- = S 7AAL @8 @ul00, 2002 HEF - H4], COPD(2014.3.5)

=14 2|
AH &

A2013-145%, 2013.4.5)
2

2 ]
TE pAzgel A Ae NBLLS

WHEZA A A S

% A
1 b=z dYe 1A

FDA(2013.12.18. 3]7}) EMA ((positive opinion) Al G AL}

ANORO ELLIPTA is a combination | ANORO is indicated as a 4l
anticholinergic/long-acting beta2- | maintenance bronchodilator | 573 ¢35 9Ig 7]#=] &
adrenergic agonist(anticholinergic/ | treatment to relieve =

LABA) indicated for the symptoms in adult patients
long-term, once-daily, maintenance | with chronic obstructive
treatment of airflow obstruction | pulmonary disease (COPD).
in patients with chronic
obstructive pulmonary disease
(COPD), including chronic
bronchitis andor emphysema.
Important Limitations of Use:
ANORO ELLIPTA is NOT
indicated for the relief of acute
bronchospasm or for the

ot ok
M ooff




treatment of asthma.

&4
+F

ANORO ELLIPTA (umeclidinium/
vilanterol 62.5 pg/25 ug) should
be administered as 1 inhalation is

once daily by the orally

inhaled route only. ANORO
ELLIPTA should be taken at the
same time every day. Do not
use ANORO 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 (Tinical

Pharmacology (12.3)].

Adults

- The recommended dose

one inhalation of

ANORO 55/22 micrograms
once daily.

- ANORO should be

administered once daily
at the same time of the
day  each day to
maintain bronchodilation.
- The maximum dose is
one inhalation of ANORO
55/22 micrograms once daily.

Special populations

Elderly patients

No dosage adjustment is
required in patients over 65
years.

Renal impairment

No dosage adjustment is

required in patients with

renal impairment.

Hepatic impairment

- No dosage adjustment is
required in patients with
mild or moderate hepatic

impairment.
- The use of ANORO has
not been studied in

patients with severe hepatic
impairment and should be
used with caution.
Paediatric population
There is no relevant use of
ANORO in the paediatric
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)

BlE Bug 1€ 13] % Fo
3l A
oA o] °F 125/25ug 1<
13 A8 & 7ed &
v o= AMEF #HEsto
F7HA1 A FdA S
etttk o] ¢y Hx
g2 125/25ug 19 13)

T
Folge 4% 97} gloh

2 o) B
A% wE FEEY 1 3

of Bxjelq ¥
A3 Fast g

L FZF W g BAE B
o @ A7 Ave 9o
5. 20}

AT ko) AT
| o]

population (under 18 years | ¥ AME7EE2 it
of age) in the indication
for COPD.
3. LABA+LAMA E3A 37183
= e m=
37k HE$E(2014.1.10) 2013.09.19 2013.12.18
A = JE|HEZAENE Ultibro Breezhaler Anoro Ellipta
TAE | dHHE+SYI I ZY S A7H E+2 822 Y A E+ S E YU s
1A GZAAE A HHA | Ultibro Breezhaler is indicated | ANORO ELLIPTA is a
. HAge & BHE AT | as a maintenance [c o m b i nation
}_iizr A QA bronchodilator  treatment to | anticholinergic/LABA
relieve symptoms in adult | indicated for the long-term,
patients with chronic | once-daily, maintenance
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obstructive pulmonary disease

treatment of airflow

(COPD).

obstruction in patients with
chronic obstructive
pulmonary disease (COPD),
including chronic bronchitis
and/or emphysema




<B9 1> NAR-FEA AELS - ol=2625dHE, @IFSA A AZEQ)
<UAAY - FEY AANBE ASASEF>

O #ATG : ToJoRFe] FEEL - 2L - AAFE(AF I FEIHA A A2013-1455, 2013.04.05.)
A5=A2G [F3x1] “ LAY F 2. geqx BEv 2dxAde] A3 A= 4
q

AL FEAROR FHT BEAA olokE
22 MR =4 i 4% o | =
A8 | 1o |28 7185 S| i =R
H—]iﬂﬂﬁl%7]'7]';}‘?}%"%‘%’%9]%lm%‘ﬂk'AD%%lﬂ'fﬂz‘sﬂ
© A7 &5 8 5 0249 219G oF ME| 2| 4| 2| g | g
ofobE 82 A I ES DRI R A i
( 2) Z]—_,EJ_ * * * * * * * * *
wey| O 19|09 o]0l 2|alala ololOo|0o]o|o]oO
AZ
Quy| 0| 0|00 |0]0|0)00|0|Of - |- |- o|lolo|o|o|o]|oO
B

<AEAE FE>
719 e 48 € ALAEH B A=
TZ2AA - EY3sty 44 9 AESH Jdd @} AR
AP #T AR
S0 #% AR
oFg| Z-go #I AF
AIAERH A B A5 (F 357)
6.1 A&k A3(207)
6.1.1 PK 2 WA A1
(1) AC4112008: 7173 P4

.O\.U‘H‘P’!\’!—‘

34 A YPA}o Al GSK5737199] 3714 A4 fH=7) T3] FuEd,
1,0004g &3] B7F1, 1,000pg @3 FUFA A9 A, Wb, k=25
S ARG 971 I A& wAATF

2) AC4112014: 773 FA oA “C-GSK5737195 A78& &9 2 Aw Fow T3] Fo

A g GEFYETSS S 3 271 A

(3) AC4115487: 21745+ ALA A F 7HA Feje] AHZRELEFU7IE AHESt BE3HAm
289 F(GSK573719) FYELS
Z9ulg ol A 571 WAk AT

(4) AC4105209: GSK573719 (10~350p8)

2 93 FYTANS W AR, Wb, FEYT,
FEEYLS 2AF FASNY o FWR R WA §FF AT

(5) AC4108123: COPD ¥ =}ol Al DPIE F3ll GSK573719 (250, 500, 1000ug) 2 HEIIE]QLE
23% (18u) T3 FUTIRL Wl AR, WoFY, FEA, FEFY
g2 B TANNY olFWA G o FAGWA 4F WA §FF7}

n
o,

SFES] A% AkAA, B, ABRAAA 5o A% FAAGT, SJeFFE) B AuAl 5 A,
HTE A Exge] whe AZdtelol e AR BEE O
4 AR AZH AR BEL O, x2 JATh

&S]
=
o

, A, xZ 71,
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o

(7) B2C108784: 71733 AAA ol Al 2Eot24tntavlg o2 AP 5e GWed2444MS F
AP weo] AAA, Yok, FEFHE, He (extra-pulmonary) <& S}
ZARSE Ao ol A flofix B 14 WHE R AT

(8) AC4205211: COPD Hgz}ol| Al FFAQl 2Hol2inladl¢o 2 Agsst GSK573719
£ 19 13] 747 FUFARS WY A, WeRd, dEFHss A

3
B 9ug o) 3w 7

(9) B2C106180: 131733 G4 A LANA GW6424442 @3] AW Eo] 2 FAFEAIUS v
o +d4, ek, 9, GEFdss AR ddVId I A5 &F
7t AT

(10) HZA102934: 71733 @A A FFH7
A ol & &S AR

b

=37 2 of| o) E(FF)/GW642444 T2 2e] A
R ALY 3F LA BEFe] AT

*
o
o
-

6.1.2 Intrinsic factor
(11) DB2114636: 773 FAA @ FZo] A7} e A A GSK5737198F GSK573719
2 GW642444 E9HA| G T digh @ vl-FAeA ke 9

AP AT
(12) DB2114637: 7s HAJx 2 F
4

T HAR7E de H¥A A GSK573719%)F
GSK573719 2 GW64244 3

FA|(VI) @3] Fole} GSK573719 WHEFofof] of
B IR Bk s LU B = a ol I A R R
(13) HZA111789: 2733 I @A B A4S, $5F5 £ T35 8N SAdX EFEtEFR
ol o] E(FF)/GW642444 534 RHEFAA 9] ofmFEst B hds H7het
BN, Bl A
(14) HZA113970: 733 @4 4 45, %—%
|

O

*714 HRAs A

(15) AC4110106: 773t D @A A48 A\ EFE P450 5T &4 2D6 AL ARl
glol2 2k 1u|45S R AR AMRsle] A& 3E GSK5737198 |3S Z7hA
A @3 2 HE ZAQEAIHNS uo ¢kAA, ek, FEEHES Pyrisk o
e TG o|FWA §FF7} AGE 2 JE AP

6.1.3 Extrinsic factor

(16) B2C112205: GW642444M-S A EFUZE (ketoconazole)? HM-E&FAUS wfo] FEF
3 okmoste zARRE olFWA Yotz B MA 2% wA %

§ a7

me > |

(17) HZA105548: %—E[‘Elf’]—é}—i,r—ioﬂolg( )/ GW642444 Frue AEzdEy =Edq9o
o] kEFHH Aol FEAQA AHRE XA oW FALMA,
Az, T 2% wA FEAdEHE AT



(18) DB2113950: F&x9 P-B&¥ % CYP3A49 FT5% AAA Wb (verapamil)©]
GSK5737199F GSK573719 X GW642444 E3HA| e FEF sl nxs a3
£ Hrie @1 FERE S A

6.14 QT AFAE

(19) DB2114635: FHA|EEAMS HAHHEEZAE ARGt A
GSK573719/ GW642444 E3+ W3} GSK573719 @<
of et aFE Hrigk FALuA AdE B A
o AT

(20) HZA102936: 7173¢t 3@ oAl FYF AT FFEHIIEF 200 o] E(FF)/GW642444 5-3HA
o AHAxE gEuHd o EHE < A FEAEFFAMI H 13}

Hrrsk TR, i X, 45 WA

O
o,
BN
M

(%]

62 AL HFEA A1F(157)
621 ¥ B LFLGAH
(21) AC4113073: COPD 3@ =}oll Al GSK5737195 1 13] % 19 23] Fo3S wjo] kA,
T84, F=FYsts 2ARE FAANA olTR A iz 3T uAAT
(22) AC4113589: COPD @ Aol|lAl 1Y 13 28Ut T3 GSK5737199) FEA T AL
B7reE FAA ole A BT AdE AT
(23) AC4115321: COPD kAt Al GSK5737195 1€ 13] = 1¥ =
o] &S HIFSE TS olFW A AU Edd Ad wA &7
9 AT
(24) B2C101762: GW6424445 &35 gl wtEFo A F84 (FEV1), HAA, Wb, o=
Aq%}, FEsdss AR Bl FANA olFHA Adux §FSUL 4
T ux a7
(25) B2C109575: A|&A4 H2lo] = Aad 2 Ad APANA T3 GWed2444MS 19 1
3 T3S W FaAT dRAES Ak 28Uzt Blaste] BFRE F2h
v ols A Sz BT SFHS A

=
(26) B2C111045: COPD Aol A GW642444M T k] &eFebal A
622 X853 33 A Y
(27) AC4115408: RHEH A F A& o @Atol A AAZEDEFY7IE T3l 19 13] TS
GSK5737199] fraA ¥ +Hd4& B7He 1257 FA9MA ole®wa gz
AT

(28) HZA113310: &4 H2lo] e 184 ol el AFAoA AHFELF
53 GW6424445 Al S5 9 FoF 71407 oS wo FaAlx

= T AT —
*HPE Frhe vyl TS o]FW A fFE 571 wak A
(29) DB2113361: R H M FH A& s @atol Al AAXEDEFU7IE T3l 19 13 FAF
GSK573719/GW642444 FJ &2 2 /i &9 fFaAda hdAde Hrist

2 7y
26% PR olFWR goprlx AT



(30) DB2113373: Rt H o2 s JAANA AAXEEFA7
GSK573719/GW642444 & 2 7
247 TSl olTHW A AgE AT

(31) DB2113360: COPD 3| @ #}oll A GSK573719/ GW6424442] &4 7 QA1 GW642444
2 HLERIFI Hwd 245 tr|H Al

(32) DB2113374: COPD ] gA}ol| A GSK573719/GW6424442] a8 AT oHHAS GSK573719
2 HRERIFH Blwdg 245 thrd AlY

(33) DB2113359: wHdH A #H @3 (COPD) HFA A A AAZELEFY”7] (NDPHE 53l
GSK573719 125ngs 1€ 13 @5Fo 33 o} GWe42444 25pgote] 5
Hoeg 1¢ 13 FARS o 4y epde Hrhet 525 g7 73
A ol A BT A AT

(34) DB2114417: COPD 3tA}o| A o]F 7| HA A0 GSK573719/GW642444°] X5 &
Bk &5 AT AT

(35) DB2114418: COPD #xfol| X o5 7] AR A ] GSK573719/GWe424449] A 5 &3}
B7re &5 AT7E AT

bo

i

kil

i

7. 9=9 AHEEY ol B AR
8. Il FAMAFH HuHE B FI gFo SA AT AR



[Fel]
* GSK573719 ;
» GW642444
» GW642444H

o GW642444M ;

e LAMA ;
e LABA

e FEV1 ;
e FVC

e LN ;
o IC ;
e FRC

e RV/TLC

e DLCO

¢ BDI
e TDI
e CR10 ;

e mMRC ;
* CCQ ;
* CRQ ;
* SGRQ
e CAT ;
e EADL

FHlEHHE

; e &

; A E g E A YH ol E

; TAHZEE ¥ oA EALSA

long acting muscarinic antagonist

;Jlong acting 2 adrenergic agonist

Forced Expiratory Volume in one second

; Forced Vital Capacity

Lower Limit of Normal

Inspirratory Capacity

; Functional Residual Capacity

; Residual Volume/Total Lung Capacity

; Diffusing capacity of the Lung for Carbon Monoxide

; Baseline Dyspnoea Indices
; Transition Dyspnoea Indices

Borg Category Rating Dysnea Score

Modified British Medical Research Council

Clinical COPD Qiestionnaire

Chronic Respiratory Questionaire

; St. George Respiratory Questionaire

COPD Assessment Test

; Extended Activity of Daily Living (Nottingham EADL, London EADL)
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1. 714, &2 € /MT3E Yo #3 28
11 719 2 AeE9Y

« COPD Aol tjste] A= Aol we} 71F A4 34 2 24 F82 99 A4 718
A AHgo] A F e TE okel710e 7HKE LAMA/LABA B@AE 7} 719
FAAE UHLHOR AET W S Z/1E AT $A89 4GS F2AEA ABA T
42 A8 5 ok

g

o FUFE IS ol==e625 1259¥HE= AHEAH F 27t A¥A(long  acting
muscarinic antagonist; LAMA)SQ! 4 &2t g5 B &3E(GSK573719)% A&7 HIER2 &5
°F(long acting 2 agonist; LABA)Q! U THH EE g U H o] E(GW642444)°] 11883 53
Aol o,
o 2 AXEL FUAZE AREAH FU471 Wolle F o] 2EdH frgddeRass=d
™ | 7 7he] 2EHAA /I E8AH Y WEE

[o5

2. AR - ET3EE 4d 2 AETH AP #AI AR
o A& F271 DA (long acting muscarinic antagonist; LAMA)Q! fH| 25 E83&
(GSK573719)

14C- or 3H-GSK573719 (Umeclidinium)

71El FARA A

) OH
)
\( o OH

Ipratropium

Tiotropium Bromide Atropine

_12_



e A &4 WER2 &5 %(long acting B2 agonist, LABA)Sl AHHEEFHUHOE
(GW642444)

OH
N 0
Cl
HO .Ph,CCO,H

* = chiral centre
- INN: vilanterol trifenatate - 84 24
IUPAC: Triphenylacetic acid-4-{(1K)-2-[(6-{2-[(2,6-dichlorobenzyl) - pKa 9.8(basic)~10.0(acid)
oxy]ethoxy}thexyl)amino]-1-hydroxyethyl}-2-(hydroxy methyl) - pH 6.1~6.3
phenol (1:1) (10% suspension in water, 7<)
- CAS No: 503070-58-4 - MP: 133C
- A CosH3CNOs.CooHiO2
- A 774.77(E-H UEH 0| E9)), 486.43(free cation)

ek AR A
HaC
i o
T CHy ““CHa
W HO, 5 \cHa
] N
e HN
0
Il HO
H/
OH “
s N
H
OH
Salmeterol R,R-Formoterol Indacaterol
H
aC CHs
HO.
N
H CHa _'CH3
NH
HO— <
HO
OH
Salbutamol Isoprenaline

3. ¢t B A=
- HEs fFoekE: AV|RE25T/60% RH) 12719, 7H5A13(40C/75% RH)
- AR THEAD 7R Et 7o HQ WAL flen, BAEY 23E AEsiierng, 4
7IREAY 717H1278 )0 1270 €S g3 7|7te g AAI AL 4 E) QA

A

_13_



4. EXO B 28
@ GSK573719(- M 2 2] #)+GW642444 ("L 7HEl| =)
% F A9 QE, "=

1) 5 Fo 54 A9

2)

Ja
et

(2T

o %4 AY

@ GSK573719(f+Hl &2 Y )

¥ T e vhe2, HE, HIEH, E7
1) @3] Fo 54 Alté
2) WHE Fof 54 AY
3) 3 =4 A3
4) T A9
5 A4 =4 A
6) =& Wepd MY
7) 718t =74 A9

@ GW642444( THH 2)

% F MY vkex, HE, HEH, B7
1) @3 Fo 54 A¥
2) WHE Fo =4 AJY
3) F3 54 A3
4) T AY
5 A4 =4 AE
6) a7l =4 A
7) =& Wepd Ald
8) 71t =4 A1¥

oFE) 2o #F AR
51 A4

511 9 &8 Y+ in-vitro, "2, 7|43 1
51.2 W&E| =2 in-vitro, P}, 71U ¥

52 guteky] & GAA A H
52.1 FH &8 YE: in-vitro, AE, 7}
522 WTHZE: in-vitro, RE, 7}
523 B34 7Y

53 & - BX - UlA} - v A #S A Y

531 fFHlEEds: v, RE, E7, )

532 ATEHE: v, HE, 7Y, E7], 7
— 14 —_
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QA AIF B#Z A B
e A &% - &2Y : A vHAAAHES sy S estE f 71AA G F A S
e A &Y - &F:
o] ke Fdozvt B, 1Y 13 mjd & At B g3 oF 3}
1. 4<1
FrEddE 625us 2 AHEE 25z 1€ 13 Y F
AREE WhEE Shabol A o] oF 125/25ug 1Y 13] AMg-S H 753 $F & AL
|3 At F7HAQ A3 frelds e o] 9o Ha &7 125/25ug 19 1
3 9 Foolth
2. T AH65H 23
Fogs 248 ot gith
3. A7) 2=t
FoAZFS 24T da7) gith
4. 2t &=}
BE BT TTEY 1t Ao SAolM FoAZFS 2T oVt gtk 59 1 el
s o= 3 A7 A= gl
5. Ao}
TR A EH A Aol AT (184 mIRhol A o] ¢k A AZE AME-HFS gl
6.1. 93A @AH 3] (Clinical Data Package, CDP)®)
611 7ML
o AAANHAAAT: F 291, LA 1374, X 58%F B2 AlF 94, X583 5 A|g 7
il
62 7R &

62.1 ICH E5 32 Do ©}& &g
=of

454 B

e AW ZEYE/UHHEY T Al QIFZE Zpole AA] BE ALSZE dFdHT.
Less More likely Comments
- VI 25~100ug 9ol A 413 43 (B2C108784)
Pharmacokinetic Linear Non-linear - UMEC2  250~1000 pgollA AFAES HSY
(AC4108123)
Pharmacodynamic Flat Stee - UMEC 625~1000ug ¥  FEV1e] ety
y P MAEE FASHATH(ACA113073, AC4113589)
- VI 3~50ugoll Al fFAFSE o] dih-g Fds B
- UMEC 12.5~5000ug W9l Wekde]l Fa,
. . SFoE S Holx S (AC4113073,
Therapeutic range Wide Narrow ACA113589, AC4115321)
- EY ERAE Folste] TdA e HlEHo
oS0l FUMekE S HolX gkon,
5) [B93] YAEAE Q%A Fx
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Less More likely Comments
UMEC/VI 125/25 % 62.5/25ug ol Al fALgH
ol guLg FAE 1Y
Extensive - UMEC2 F=Z CYP2D6°| 9j&l, VIie F=
Minimal Sinele pathwa CYP3A49 JSH thAHE
Metabolism Multiple gGerI:etic Y. cyrapeel $4GEe 2 geiAd gou, A
pathways olvmorbhism = g 0]’}}‘%}8 A M 2 EMI PM7F 59
polymorp Aol ol AT,
- FYF A UMEC ¥ VI®] BAE 717} 1% ¥
. . s . " HT = i
Bioavailability high Low 7, 2%v]gholu} so] ®a gahe AAY)
- In vitro A4 UMEC# VI= ZHZ} 88.9% <}
Protein binding Low High 93.9%9] SWAFES Holu, ¥R &
o] Hg
. . . . FTUFAR AAxZEo] AFHolnr G243
Drug interaction Little High ;‘_ 806 VS Ao o o h
. . . AT FYARA F& 48 BHo2 shy,
Mode of action | Non-systemic Systemic AFol EAZ Lpehd 2= 9)e
. . . . 54 9ol ARoFFoRE 28 JteAe 2A
Inappropriate use |Little potential High oo oz oy
i - =20l X 8E Oﬂi\—'ﬂ a o] Wl
Mul’flp.)le. Little High 5 E«] | 4 a4 AASke] HEF o
co-mediciation ey
6.22 2|5 Y/FAIF 7] Hl 1w (DB2113374)
S wEe] AWPANRL ANEA 23 FAUEES o8 A=A A3 QRN
DB2113374° 35 =919 A8E o83t st £43 A5 vt

1) Al@Ns

- At
404 o]delar, FiEe] 103 °]/d]l COPD A}
AREE R0} $ FEV,/FVCH$<0.70
ANEE Fo F FEV: oS AEa<70%
- mMRC >2%
- Foy g 717k 2473 1Y 135 Y5
- Al YAl
Figure 1 Schematic of Study DB2113374 Design

UMECHVI (125/25meg QD) N=208

UMECIVI (62.5/25meg QD) o

- Follow-up
— UMEC (126meg QD) N=208

TIO (1Bmca QD) s
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2) AEYA
- @iy wFFAe) A UMEC ¥ UMEC/VI %341% TIOS MmB7td 434
@ A, ¥RANA FEALS BAOH FTHAR WFTA Atolo] FAHCE FI%

AFole 9

T A AR #% As

* FDA : ANORO elipta (2013.12.18. 3{7})

e EMA : ANORO elipta (2014.2.20. positive opinion)
e PMDA AA}F F

C FURAAIEF S HlnHE B 3 tFEe SO #d AE(E
H < )

=
o 7|57} 572 Bl ol =2 AHE} vs HEHEZFYEHE vs

N R EEE
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