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A EE COPD(FEV, <50% predicted)/f & % £, & 187k 6 B2 M hnib ik
=~ HEEBRsaRSN:
® ERRBBCGEIRERR A AR B EATILE A 7453 Ay phase 111 3%,
B (M2-124 ~ M2-125 ~ M2-127 ~ M2-128 ~ M2-111 and M2-112) - & ¢ »
M2-111 (N=1173) & M2-112 (N=1513) & 7 #1 phase I1I B2 jk X8 » M2-124
(N=1523) & M2-125 (N=1568) 4 Bf 42 1€ 4z 3% f (pivotal studies) ; M2-127
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(N=933)2 M2-128 (N=743) = add-on studies -
IR LIRS

® Y"EAER &HJ‘F A ERAGRE R * = 5 oRoflumilast = 4p fi>*
% @3%' o avY B & R COPD z "% M & % i%(exacerbation)# 2
CEOWFS R m Pl B AR & e mean difference (MD) &
M2-124 Ly ;f; -0.19 > T T iam 4 & F 0 019 = 5 A M2-125 &=
7 5-0.28 ¢ t M2-127 pw;w&,xg it g (T2 4p 4 % (RR) 5 0.79
(95% 1 47 % F¥ 0.58-1.08) ; & M2-128 47 5 % & it 3 £2 g%t 5
15 0.84 (95% %47 % ¥ 0.57-1.23) -

€ FEV; - Roflumilast (e fpfii>t % &l » B 5 2 FEV p#RY A& B
sxd A2 & 2. £ B > mean difference & M2-124 # 3 5 39 mL (95% 1%
i % B 18-60mL) 5 & M2-1257 5 % 58 mL (95% (3 #f % ¥ 41-75
mL) ; & M2-128 7 3 % 81 mL (95% i3 #f % R 51-110 mL) -

W %> G o Roflumilast ¢ SR E T % > 2 SR Ba(e 2P fop
) o % ROPh "G A e EARREE o 2 A E 7 i & roflumilast 2 % 19 42
% & (withdrawals) ¢ & ﬂ% (5 30%) D R LRI A
sk (validity) 7 ic € = 3% 3] B 4 5 i J) 22 5 (withdrawals) 2 & #
3% % (protocol V|olat|ons)mﬁ .

B b g CADTH 4+ FDA #>% roflumilast s3% % 48 2 > 3% M2-124 ~
M2-125 :#5% # > roflumilast *% < & it ¥ i¥(exacerbation) s 4 I e - 4
Ao dphr 2R AR A kp? ERAECEMA AR ERRDENE
> roflumilast e 4p >t % G & 2 irL 5 g Ka? B & £ B COPD
EitFxq>283 0 FFTIRRE @ Lt‘éik%:ﬁ? Fame 4 o

® il - Bt 2011 & £ >t Respirology #f 7] 2. F B & R B B LR a0

PR TR R R

B Z7E - P - =32 roflumilast 500 pg 4p &> /& > o I COPD )J%
B2 PTE X 2o B EWA AL =4k~ 8 Ka &~ :PEé‘_/Ff .
% 482 54 COPD & + (roflumilast, n = 204; placebo, n = 207) » 4 » 32
R B H FEV1 R E 5 30-80% > A iFerun-in # {8 » B0k
w12 3% -

B G BT iR i r e (FEVY) RO A B e T 3081t » 4 & eht 3%
oAk 5 MBS A Rl > B AR R (FEVL)AR ot A g cnsg v
= Ripthe 3 COPD Bt en@ (¢ RE M hTk 2 FIRY T IRY
FARS L A ERE TR FAMR)E D UF BE - RKEE 4D
ot Al 2 o rx(FEVI 2. %1 2 COPD E it enpFr )2 % 2 4(3 %
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:x : CADTH % Canadian Agency for Drugs and Technologies in Health mﬂﬁ”# ;
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PBAC & Pharmaceutical Benefits Advisory Committee 5%

NICE % National Institute for Health and Clinical Excellence m‘ﬁ?’% °
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FL A pH: AR 101 & 9 7 25 p
TE KRR L RE SRS FR PR HIR RS AT ELE AR 2T

VLR G U R TR TR A o A Rk B AR AL © f—'}%‘ﬁﬁﬂla
AP w AR R ERER -H?ﬁf/%‘ﬁiiiﬁﬁ}%‘f P AETEG o A
2oL E BP I PEPFENFRPETERI O MBE A FEL L%
s (FEPFRE) S At FA45 HOWRFe? SR TSR (1T
AR ) “TH 2 ??%5}%‘7}1:&/‘1‘}‘?' FEE S PRI RIS B 42
BP AR PN xS SAGEGAR L ('1'“7&-*3?? ) A DANRREFGET
TEFRESL AL 5L BN ERH R OB RIF L BT A R A D F
NS XS L

AL AFRA LR FRPHTR ERR A GELATTL TR R EL
Mk A Y RAPFRR LR TR G - TAeRAE - Ther 22 8
PR AN ARG BTV RN EART o ¥ AFE 2L TR ROTA 1T A A
R A E R AR PR AR L B R DR TRE F L o

- A RISR R

A LA gy} 3k -;I*ﬁ(Chronic Obstructive Pulmonary Disease; COPD) e jic = 4%
Herwt f g snx e (airflow limitation) » % Zibrig s v 5 WERZ 2 g 1y 2
gl | el Bl NG NN Y el L (exacerbatlon) lfi’—t ,}gs.fi ( comorbidity )
BARROFUEERT M S 2R ELIRBEE RS RF b g B2
Fe~ fgrp e [13]

Zyp AR TR S Foent < = R FAAE TR A RIB9E MR et e R R
#Erﬁ‘gﬁ-‘fﬁi (ICD-9 #§ 4 490-493+496) >+= F L& L g A v 52224 » B+t &5
Floo %= AR EW|ALIEE B (ICD-10 § 204144 #8) 7= F 5 &
LH AT 51814 > AL A RELE AR X AT0&R T ALl & o
dhERA T AL ARHRA R BT[]

poan B e RECOPD2 4 & % % m‘ﬁ%)%#ﬁ 3l d 2 RB fes ¥ 2 n R A
oo fet Fiwrd s (WHO) % it {7 chCOPD 2 3¢ {4 {7 & 3+ % (Global
Initiative for Chronic Obstructive Lung Diseases GOLD) » & 3 2 $COPD 3z »
# > COPDig = ehif & {o7~ = #r4f # HGOLD ir4p 51(GOLD Guideline) [2,3] -
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L E S f}-_é\zf‘ﬁ% 5 ¢ 112011# #75<GOLD Guideline 3 i&#5 > *+2012& { 37
AR TR R B 2012 004050 [1] -

B LRI L2 COPDEIpdp il 7 - 57 > FIE 4T

B Qaseem A, Wilt TJ, Weinberger SE, et al; for the American College of
Physicians, the American College of Chest Physicians, the American Thoracic
Society, and the European Respiratory Society. Diagnosis and management of
stable chronic obstructive pulmonary disease: a clinical practice guideline from
the American College of Physicians, the American College of Chest Physicians,
the American Thoracic Society, and the European Respiratory Society. Ann
Intern Med. 2011;155:179-91[4]

B Chronic obstructive pulmonary disease (updated). Bloomington, MN: Institute
for Clinical Systems Improvement (ICSI); 2010[5]

B Marciniuk DD, Brooks D, Butcher S, et al; The Canadian Thoracic Society
COPD Committee Expert Working Group. Optimizing pulmonary rehabilitation
in chronic obstructive pulmonary diease—practical issues: A Canadian Thoracic
Society Clinical Practice Guideline. Can Respir J. 2010;17:159-68][6]

B Chronic obstructive pulmonary disease. Management of chronic obstructive
pulmonary disease in adults in primary and secondary care: update guideline.
London: National Institute for Clinical Excellence (NICE); 2010[7]

B McKenzie DK, Abramson M, Crockett AJ, et al; on behalf of The Australian
Lung Foundation. The COPD-X Plan: Australian and New Zealand guidelines
for the management of chronic obstructive pulmonary disease 2011. The
Australian Lung Foundation and The Thoracic Society of Australia and New
Zealand; 2010[8]

COPD =gl At & B2 2 b 2 ek S FIERL ~ P2t 2 v % © T e 4 F ek
FUEL~ BAReifi w2k 2203 R BT AR FlF 2 om0 3R LT S COPD -
i § 2k B g ;ccopo.\.Jg%ﬁsg 2 p g EE 3 L E= R COPDEE B
g~ fkfp o Flpt COPDergZ 77 v H LW 5 40 > » 7 fc RIS INXE & 3930 7
o M R e Iﬁuiknf:".;éw ° % 7 % JCOPDyE stk chups A v » L 8 FHoRA 1 2
FEVI/FVCE s 51 50 70%  RFERp 4§ 3 2 27 w i aed f §in e 4 je
# COPDs &[1,2] -

a

WERRIE GG B AN MR E (YA FEEE S FVC) B iR
- et g § (?f 4 vi$ - & ;FEV1) » #3358 - —ﬁrﬂk‘-«‘ (FEVL/FVC) - 7 B &
EFEV1E g e 5w 5 £ (vital capacity ; VC) st @ kB~ XFEV1 / FVC » 2 52 28 F 17 Tl
MenfeE (%A Ltiq? q? LP R I‘Pmri«‘i“f ) R RENOTE TR E R EVRASERY
FYEV RO L FTEERGES S PR PuafEa g
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COPD3= s eh P che b R JrenfeE it » $Hp A B F 2 A kg4 &
‘ﬁu“‘iﬁ%ﬁﬁééﬁ&%’fﬁ%ﬁﬁﬁ wd ikdy o WCOPDJK ¥ 5 %

B sk B F R N NP G TR BRSO
EHRE AL TTRGAHA A AL AT Fa g R RAER
FATAR O P ATEREF MBS MR R b DR @y isk [1,2]

=N

2011 GOLD #fCOPD i 3% s it £ 4 s o EiR e inda 3l B 8 1a m
ALY 39 RN SRS HEIEEE S35 E RS 8 2 B
?%ﬁ%ﬁﬁi&ﬁ&%\%ﬁgﬁf&%5i@ﬁmﬁui’i§m¢“”
00 #COPDJB 4 A SAB~C D ¥ o B4 81> 2 il Wi ¥ of § 50
RILARR (B L AR E s g > 58 i F pr ICOPDshdg fefd » » ¥ 1% 5 B
AivieR e # [1,2] -

Bk v R ECOPDREJ > S MARE oM X B EER > e d R
frfriEdm 4 o L § F PR ACOPDEA o e & Efe > 7 # 3 ya-‘},%:COPD
L FE R ¢ U B (R el feeid]) ~ o 2 Al A TR (& ok
AlEreq]) s FheF - HAMCE A2 L P)EEL 2 L EF piSE 3 B iF
PR ER L L FERRBRERCRIEY o - A B g
w0 B o A HE R F e (LR RS R k280 o3 R
FBEES kA TE R ¢ o2 A B A ST ok s Ut eg # - i (theophylline )
REERF o HU BN BAT (Aol K i R "{‘COPD)P\5 LERE
=)~ 2 F - 2R E (¢ F£4rambroxol » erdosteine - carbocysteine  iodinated
glycerol %) ~ L h &8 ~ (b vR F 2 0 g JFEBE > L@ 2 - [12]

7“

2011 GOLD guideline$tA ~ B ~ C ~ D #COPD; &, e ™| % & & 12 3% chde
e FE e e i [1,2]
AFERAEARS  EREHR -SRI RES SR FEES LB
s (QBRPFR T ) AEre - AR ETEH (LRPERY)
PR PURR B N ke Z AR A S A 0 ek Z ARBAH K
Tl fr e i By | FRERVERFRGEED -
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W \Jrﬁ\t *

Bﬁ%‘%&%&i’v "GP e ER A B IL R 0 FEES R

iy B Ib:ﬂ*kﬂ‘ﬂﬁ@34$m%ﬁw%%%%%ﬁ%w%
¢ - U,gk;z‘é SR FRER T EREce - AR A S Ao/ e

PG B F%ﬁ¥%°
C# %‘%&%F&’@%ﬁﬁwn%$ é@m{% ook HEES G

o A FER R ok = AR A ?J/ﬁf”‘ﬂl % "”»*m%%%*” P R AE
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frddrd|# > & mse - Al B A G s o/ mai bk B o N R iR E

D #p4 3 CapREE  GHREMREF S o §EFH PERTA {oCHp 4 AP
k’?%ﬁ*%ﬁww&%mnﬁi5£°4$%ﬁw—ﬁ g E G
#r (o~ AEEMm S Lrce - AR SRR S L ER ) ¢
Fori » A AR ok oo Pt B S5 AR ARE e 2 AR G
ﬁ%ﬁa.qu%%# u»*ﬂﬁﬂ%+azbsﬂ<ﬁﬁéﬁ®%ﬁ%ﬂ%ﬁ
B fq Be Adr 4] &) ~ B PR B ok sre 2 AR A TR~ &

%ﬁ%##@&?%m%ﬁr

COPDR H 2 22 Z 5 o Rl ¢ W30 0 ~ EF IR - B R2 § § ok

x5 I'/\;‘};\:")Ri’t}'\iﬁ:[i#\l 1;}%}3},"5&4 /—éw?ﬁ ’ ii‘gxﬁ_ﬁ ’#E/:G;—éfrv o zé?-;}vvvlr,,)%gl
LR AITE R R R T o B E R B B B S B B
XR o

io R COPDRF § %7 T R Tek sk forf i 4 d0 6% 1Y > B 23 Rt (7 18
Bogpfer LFFRMAGTEF L NREFR LI FRFEC BER 2
T#:f-‘flia s B doddk w f :U’?*“:jlia SR R AR s PR TR Y b S 7}%}]\]}% NSt Rt e
R l\é‘»}%fiﬁ"‘i/m"«k?rﬁ-‘ﬁp% FES LR R E [1,2,3]

C R iR E RN A R P RR

1 Croflumilast | £ MeEF AR ARFEL FEFFTRET > THF A
2 EREy ARES [

72 TCOPD j & THMIm g 30a g T3 MiEF AN RiGFE § EF3F
THEET oA #E &S 4G salmeterol xinafoate ;- salmeterol xinafoate &
fluticasone propionate | ~ rformoterol fumarate dihydrate | ~ " formoterol fumarate
dehydrate & fudesonide ; ~ " indacaterol maleate | ~ " ipratropium bromide ; -
"salbutamol | ~ " tiotropium ; % T formoterol fumarate dehydrate & budesonide ; %
KIHEAFER BABDLIE RS v HH B 2AZ L g e £
B re oo (R % L F ¢ 5% A 18 FEVy M7 8 g c0 500) » 17 5 Fif4e
WA pRA AL ) 2 # &5+ F [salmeterol xinafoate & fluticasone
proplonate |~ formoterol fumarate dehydrate & fudesonide |~ % " formoterol fumarate

dihydrate& budesonide ; = 4§ = [9] -
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Ay S FE 24 B

salmeterol | & » & | ioH T @R EIEE (¢ HERFIFrE 2 FFFER G

xinafoate AL FERE)>PUEASHTEDRI GV ELFF
FERA R ORF L F TR SA L g A
B en ~ B L A (ﬁp}i’?fr PR LR T2 en
sodium cromoglycate ) v FRA F AR FfE o & A fiie
%%k (COPD) »

formoterol | S > &| | in R F P EBREIEE( BT F R E I ER A

fumarate L FERE) PR AHHTEDPRI LT E

dihydrate BAHCR DL c TR F AR EV R gy AL
3~ M FUE R (de L OFTRE FIAR 2 30 2§ 0 sodium
cromoglycate) & © PR A B FF o 2 A B re g A
F(COPD)« 2  Frf b & v i 2 AP 16> &
&£ ER fwigﬂ_ﬁwﬂ%,ﬂf e

formoterol | = & | F vh o ik & @ * #F FfE 2 £ ¢ beta-2 i * H| (beta-2

fumarate agonist) & & jof it § B # v (bronchial asthma) o i 1%

dihydrate, P 129 305 o5 (COPD): & 5 #u e € 2 B2 1m 2 ¥ 5

fudesonide (FEV1 >=vapiplEz 50%)% 3 & REMp L, i
PRI F R REAL A g B Ekm 2o

indacaterol | & > & | PR PR g PR 2 BMAFIL R o

maleate

ipratropium | T evE | RPEEERFEL A FEFE

bromide e

ipratropium | ¢ YRR | A F BORE Y BRI R Z B R B

bromide 7% LA F R R K

ipratropium | = x| BEFE RS F R LS X FEF A

bromide

salbutamol | = » & | L F B F vh o~ BRI R R

sulfate(

salmeterol | = » & | ¥ M ed g [E A I}%(ROAD)\ FHRioH ¢ 5 & 12

xinafoate RS- L R ﬂ%‘réxﬁﬂﬁi&_p)%ma,%’ﬁ F vh e

micronized, BB A A o T Ry 4R b * Eoace AT H

fluticasone (B-agonist) % . » A L B4R Wﬁ%a P AE R R R

propionate HooL XA FHEAMRRE 0 5 ok b

micronized H oo BRI FHRAL ¥R @ f,,i&/\“'lzi%"f

W2
H e o

BF‘;;’FHﬁo

V

& FEVllfvc<70%)x B

B o B Bthre k1% 205 g5 (FEV1<50%7F
e RBIELFF L
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formoterol | = » &| | F vHiF & & * FF FER F & v B2 1¥* AW|(B2-agonist) & &

fumarate e ek # f = (bronchial asthma) e i 42 Fe % |5 3% 5
dihydrate, T kP BBE 2 Bt & 0% A (FEV, > 3037 8] i 2 50%)
budesonide G REMRL o PR LA F R HEHD

PR R L -

salmeterol | &~ | = 4 2 12 v b § b E2 BE FEE Y T ER

xinafoate, (FEV1<60%) B 1412 3 4 9% 385 o 2 M4 15 o

fluticasone

propionate

tiotropium | S~ F| | M R A (¢ EREAL FF N R F )2 adE
e e

Roflumilast z. ATC code % RO3DXO07 : #p F #f W] 2. % 5. = &~ ( RO3DX
respiratory system/ drugs for obstructive airway diseases/ other systemic drugs for
obstructive airway diseases/ other systemic drugs for obstructive airway diseases ) 4-
T % [10] :

N AEZE P
ATCcode | = i» &4 _ %Z] s WV 24 B
v
PN E RMEIE A (T
A F B WSEAS FEVL MOtiE i
RO3DX07 | roflumilast | % % 5 B 1 500) 0 & P HEH R & TR ¢ en
é\:-&'&'f*i :T: ’F N %—%" » 1T 4 ‘fj’ﬁ
WA ? A BT LR o
RO3DX01 | amlexanox X
R0O3DX02 | eprozinol X
RO3DX03 | fenspiride \Y, AFE X

Mee R E P At e B
M aE F A W W 2 K sk
A (B2-agonist) /e K T 17 3 }’
F'&EE;P' liF'&'ﬁTﬁif -
Frh Bk danE E;#? ‘ﬁﬁa
RO3DX05 | omalizumab |V PR A b ER ZF (6K
SRR Eab VIR R A R
gd LR RIGEE A FéEéE%FT
B F Y EAR R
1 (FEV1<80%) o #* & 3 ¥ if * *v?;
2 5 IgE & /T"']m:r.v”“}?a’\o

Y
Il
w

)
-

&»\»*ﬁ\\ ﬂnb
Heoul
&Fsm RN
“‘—hrmm £

A

Ny
>z

=x *‘5
xﬁ o=k

M
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RO3DX06 seratrodast X

5 N - }gj';mﬂ_; ATC 2% » p o 3t H - ¥ Ei)‘;ﬁf'ji%ﬁ I';E?r
WERBBEEMEE AR Y L F g HRA S FEVD M IE ) i 50%) 0 3
B R 0 A e ?:b%aéﬁ*?vm AR L ZLESETF A
[91011] - ¥ AABFATHE AN FRELLHR T AR ESHRBIEE LR D
bR [11] -

CROKEREE (FRTERR)

~4F 4 2 & 4<% CADTH -~ PBAC 2 NICE i%ﬁr}%ﬁi,ﬁt?\;f—% LR R RE
PR AR Ry FOR PR 4R £ & Cochrane TR AR BE < 0 1
ﬁ’;_l__ﬁfjé‘?i;}j;l’-r—g«k7 V‘r}ﬁ;;&@w#ﬁﬁ;@‘ﬁ%fﬁ%ﬁ’“ —L_\;:o

* ik wE P

CADTH(#r £+~ ) | July, 2011

NICE (= &) January 2012

PBAC (i#H) July 2011

H SMC August 2010 ~ Cochrane 2011

R A
(- )CADTH (4r £ = ) [13]

Roflumilast €_— #&i% # {4 < phosphodiesterase 4 (PDE4)#r#1#] » 4 £ % fF
AFBPR YRR F E UM 2 £ R B R R s (Bl Bty
oS HL PR E) MRS TR R A A F R F A
RIS/ 3—‘115/\?)%»‘//] 4“/\:”%‘

CADTH #2011 & = * »CEDAC ¢ & ® ¥ roflumilast (Daxas® — Nycomed
Canada Inc.) # 1 7 @:;iz»ir.;\ -2k o

ofefiatd 3 =

1. Zroflumilast 4% 7 3 chd B B p ST $RRFS&% ¢ o roflumilast fo & & H
Tk & % (clinical outcomes) & & A& & 22 % 2% 5 o & - (severe COPD
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exacerbations) ~ 2 E&EFE; F2 g 0 R EIRPHEFOLE o

% B sk ¢ o roflumilast - & #| # FEV1 (pre-bronchodilator 15 * 4 »# §
- )P RAERRBIEESE A RE A F2 - BALRE iR
..:;.3: %‘ﬂ‘}g@f‘J o

# 3 (Of Note) :

i3 f 2 E M REORCT 2% 0 FIM %G iRk BRI ER
COPD Ifaﬁ,mﬁﬁg;f%)? it R R r*'];.,?»@i L OALIE A F
(long-acting anticholinergics)fe/s¢ vx » 4.8 # i (inhaled corticosteroids)z. & *
7o (concomitant treatment) -

LR gH B2 8 dhREE e §

LR AR TITERDTESE FHRY T A HFFOEFERFTR% > HAoE> 1
long-acting anticholinergics (LAMA) i+ % long-acting B2-agonist (LABA) %
inhaled corticosteroids (ICS)ir % 2= £ & COPD 5 & i& (74833 « £ 412 B it
oo ME T - R 52 ik h REACT #5% -+ & roflumilast ¥2 % & 41
% LABA plus inhaled corticosteroids =% z_%_ & (fixed combination); 55 » v »
£ % 4r » long-acting anticholinergics 7 COPD B RCT 8% -

Roflumilast e fp g% e > &¢® R £ & COPD 2 "% M & it 4 iF
(exacerbation)s 2 F > ¢ £ M3 A A At AR IR X kp Y ERAED
A LB E AR R (K o R gﬁ’» 7 FDA $fst £ 5% M2-124 %
M2-125 = g5 adF & A 158 % > B 45 0 roflumilast fepp >t % G 3 e s
23 e B E R COPD it X 4> 28 3 36 R I pR3E » A i
T IE E

F g i 5 e & (vallidity) £ B § 47 5 ¢hif 0 g2 sk (withdrawals) 2 & 5 3§ 3
(protocol violations) 118 48 o

A.

$%T%kgmﬁ%€ﬁgﬁ%ﬁ—ﬁﬁﬁfﬂ’Mkﬁﬁﬂ#@ﬁﬁlﬁ
5 4 0 72 % 44 COPD fd 72 5 = & ek g1t o

Ij'*‘uéi"fﬁﬂ‘ Amdaodo ) Rk xE A3 0 £ R ¢ L M roflumilast e orEL g F
e el e E R e 2 ReE MR 5 20 A SO A (4 (neuropsychiatric) £2 p Mo 4p
BenZ 2 2 o

TR FRAHL - B RRIERRTE TR ApIRS L Adg o T

BaT A
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PR | R | R AR Bl e o i A #ic
M2-124 roflumilast 500 mcg daily| N = 1,523 | 40 years of age
with placebo or greater with
. severe or very
Randomization was severe COPD
56 weeks [stratified by concomitant (FEV < 50% of
(composed |treatment with pred_icted)
of a long-acting beta agonists associated with
four-week |[(LABA) and by smoking chronic
single-blind [status; approximately bronchitis and a
RCT |placebo 50% of patients in both history of
M2-125 run-in trials received N =1568| exacerbation.
period and a |concomitant LABA.
52-week ) approximately
treatment |1 1€ use Of long-acting 30% of patients
period) gntlchollner_glcs and_/or from both trials
inhaled corticosteroids withdrew
was disallowed during
the treatment periods of
both trials.
R ERR e S R R RS
M2-124 Efficacy or Effectiveness
® The mean rate of moderate or severe COPD
co-primary exacerbations was statistically significantly lower for
outcomes were: (i) roflumilast compared with placebo in both studies; the
the mean change mean difference (MD) in combined moderate or
from baseline to severe COPD exacerbations per patient per year
end of treatment in was —0.19 for study M2-124 and —0.28 for study
pre-bronchodilator M2-125. In both trials, the statistically significantly
FEV,, and lower rate of COPD exacerbations for roflumilast
. compared with placebo was driven by differences in
(if) the mean rate moderate exacerbations. Severe exacerbations were
m2-125 |of COPD much less frequent and not statistically significantly

exacerbations that
required oral or
parenteral
corticosteroids
and/or
hospitalization, or
that led to death.

different between roflumilast and placebo.

® Roflumilast groups had statistically significantly
greater improvements from baseline to end of
treatment in pre-bronchodilator FEV; (in mL)
compared with placebo,; mean differences (95%
confidence interval): 39 mL (18 mL to 60 mL) and 58
mL (41 mL to 75 mL) in studies M2-124 and M2-125,
respectively.

® Quality of life, as assessed by the EQ-5D,
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demonstrated no statistically significant improvement
in patients treated with roflumilast compared with
placebo. No COPD-specific quality of life measures
(e.g., St. George’s Respiratory Questionnaire) were
collected in the trials.

® Neither trial reported total hospitalizations,
hospitalizations for COPD, or exercise tolerance.

Harms (Safety and Tolerability)

® The incidence of mortality and serious adverse events
was similar between roflumilast and placebo in both
trials. However, the long-term safety of roflumilast is
uncertain, given that no data are currently available
from studies longer than one year in duration, and
postmarketing data are also of limited duration.

® In both trials, gastrointestinal and nervous system
disorders were more frequently observed in roflumilast
groups compared with placebo. Mean weight loss was
2.09 kg in the roflumilast group (based on pooled data
from studies M2-124 and M2-125) compared with a
weight gain of 0.08 kg for the placebo group.

® Two patients treated with roflumilast (compared with
none treated with placebo) experienced suicide-related
adverse events: one attempted in M2-124 and one
completed in M2-125.

(= )NICE (# &) [12]

Roflumilast >+ & B ehig g & - 347 g Retp e o NICE 22012 & 1 ”
22 TRoflumilast for the management of severe chronic obstructive pulmonary
disease ; #4371 4% 4 (NICE technology appraisal guidance 244) » ** 3% iz 3f £ ¢
NICE £ R ¢ 32 % roflumilast 2 g »x38 4 3 33 2% 4% £ > 22 3% roflumilast &5 & 7@
FriRERT o

ARk B TG 04 0 NICEZ® & 7 M2-124 ~ M2-125 ~ M2-127 ~ M2-128 ~
M2-111 and M2-112% = B -5k 388 » ¢ = B %395 & % JF & #2oRCT#
o H ¢ 5 M2-111 (N=1173) % M2-112 (N=1513) % % # phase |11k 25 5% » M2-124
(N=1523) 2 M2-125 (N=1568) = B &t = 325 (pivotal studies) ; M2-127 (N=933) 2
M2-128 (N=743) % add-on studies -
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M2-124% M2-125 e 53k 3+ e % 3 £ CADTH & > M2-111 ~ M2-112 ~
M2-127 2 M2-128 5 S 3k 3 frib % 37 4

R | ARG | AR BRioR Yo A B
1173
severe or very severe COPD
M2-111 (post-bronchodilator FEV; 50%
predicted or less). Participants did not
. need to have chronic bronchitis or a
ro&?gg;ﬁ;é}ioo history of frequent exacerbations.
RCT 1year once daily) with
placebo 1513
severe or very severe COPD
M2-112 (post-bronchodilator FEV; 50%
predicted or less). Participants did not
need to have chronic bronchitis or a
history of frequent exacerbations.
rOﬂL.ImilaSt (500 n =933
micrograms
once a day) plus moderate to severe COPD
LABA (post-bronchodilator FEV; 40—70%
M2-127 (salmeterol, 50 predicted)
micrograms . ) .
twice a day) did not need to have chronic bronchitis
with LABA plus| ©F @ history of exacerbations (78% had
placebo chronic cough and sputum)
RCT 6 months
roflumilast (500 n=743
onT;C(;gﬁre;mfus moderate to severe COPD
)P (post-bronchodilator FEV; 40—70%
LAMA redicted)
M2-128 (tiotropium, 18 P
micro_grams_ had associated chronic bronchitis and
once daily) with | frequent use of as-needed short-acting
LAMADlus | Dbeta2 agonists (at least 28 puffs per
placebo week)
W | A Ropocdpik e R
exacerbations was lower in the roflumilast arm than in the
M2-111

overall

comparator arm, the difference was not statistically
significant.RR of 0.86, 95% CI 0.72 to 1.06, p = 0.1279 in
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exacerbation M2-111.

roflumilast was found to reduce the proportion of participants
who experienced a moderate or severe exacerbation. Odds ratio
0.74,95% CI 0.58 to0 0.95, p = 0.015

and

pre- and
post-bronchodilat |Iowest improvement in lung function was seen with a relative

FEV1 change of 38 ml (SE = 10) for roflumilast compared with
or placebo over the 1 year study.

A statistically significant difference was observed for moderate

M2-112 exacerbations. (RR 0.82, standard error [SE] = 0.09).

exacerbations was lower in the roflumilast arm than in the
comparator arm, the difference was not statistically significant.

RR of 0.79, 95% CI1 0.58 to 1.08, p = 0.1408
M2-127
roflumilast was found to reduce the proportion of participants

who experienced a moderate or severe exacerbation. RR 0.60,
95% C1 0.43 t0 0.82, p = 0.002

exacerbations was lower in the roflumilast arm than in the
comparator arm, the difference was not statistically significant.
RR of 0.84, 95% CI1 0.57 to 1.23, p = 0.3573

M2-128
the greatest improvement in post-bronchodilator FEV; with a

relative change of 81 ml (95% CI 51 to 110) over the 6
months.

NICEZ | ¢ 53R &idimis » SR c B B2 Ap M 6 o 170140 B35 °

ikl

‘QH-

Bl

1. Roflumilast 2 2k * *v 2 §F g X ¥ 3 F ¥ T 2+ 4+ £ R COPD
(post-bronchodilator FEV; <50% predicted) i¥ & £ § & # 5k in R D5 4e o fr 2
Tk Y o

2. 4 F ¢ BHini o s fRroflumilast™ 4L B2 4c 2 e (additive effect) » fe
FLH - Bhop ik avck 0 & B LABAR B E * & 2 LAMAY B E ¥ gt
% » &% ¢ frroflumilasts LABA/ICS plus LAMA® * i $l4p I %k > 4%
FE e B B ROTREERT LET R

3. Roflumilastefik 72 3 3 1+ 2 e % <% 5 LAMA plus LABA/ICS » &
ICS & i @t % 2. LAMA plus LABAJ: i+ ch4F sy o

Current practice
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BATRRE R ¢ §% | HCOPDEEE ™ » A8 L3 fifechp L o Ha 2
i e ol XS ﬁ_wag&w ‘ » COPDEfBLE B it 827~ b
%5 AR L -

The technology

HiFagre F 2% £ F7EF  | roflumilast - & 285k ¢ ¥ 5% @;g;r—;ag Lk B =
AFEF £ ’ff"? R | REFAR CHEHWWHGG A BN F e St A
s g B0 BATRA S T Rk ETRA LK -

e iBARY 2 TR T D | ¥ AR = L2 —‘ﬁ(triple therapy) 2. & %5 %
VX F o ¥ A okmo roflumilast;‘,’f 4v » LAMA
plus LABA/ICS= & it ¥ it & £ 3244 -

B (E 7 2 F % g L roflumilast 2 § ¥ 4 R % F
(withdrawals) =& & F]14 ( * %30% ) - Roflumilast
EERME T > B RE(e B fop B
%R el M 4e B AR B o

Evidence for clinical effectiveness

o MR R | BB R SR Kk p o Broflumilaster = A foen

%’T W o & R € %%Hini roflumilastic ¥ ap * AT Hf e »
Z B e M- TR R TG OB R TRA
Tibk B (7 eig % Theophyllinew * 3t & }iCOPDm}ﬁ BoFle L g3

FQ\LL}’%43—3—_ w v 2 i@mbbﬁ*W’ IE_J;'l”ﬁ
roflumilast£ theophyllinet #2332 o

it/ G EE T & el 82 2% roflumilast # 4% B % 4o & sk & (additive
effect) > e 2 {7 5 H — 2 %k > 1 2 22LABA
Hjpe* &2 LAMAE H e % gk > £.F ¢ 4
roflumilastez LABA/ICS plus LAMA® * i $]4p e i
vek o A3 RF e N B ROTREERT VET S
FER o

L FERpp R R roflumilast & 37 % © &7 % 5 " MOpHE F o
Vi o Tk ik BEom A Eb’ﬁ 0 £ A a3 'ﬁ%)%
.&%WFI—%{‘ o XL AR B oF i/’ér'r'r'?ﬁ EREERAPN
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(2 )PBAC (&) [14]

PBAC 72011 # = ¥ ¢ k¢ »¥f roflumilast tablet 500 microgram, DAXAS®
(Nycomed Pty Ltd)2 ¥ i dt 7 Fe & dc it cdsk o

kBB H PBAC 4 et 3 (restricted benefit listing requested by
sponsor) & T AR FE LY 1?‘ﬁF}J§3F‘4\:'€‘ ERMMIE RS
£ H £ a i §f« ’? ¥ 7% A —»“.B‘.;;’?‘f/r)%f

PBAC A=t 5 »xien7 g 2 2 (uncertain effectiveness)® 7 f& 2 # i
% en= & 2z F (uncertain and likely unacceptable cost effectiveness)
l«]{ ?\4 E' g%— o

(=) F?)%yfi;}i Galc R

SMC (&) [19]

SMC 7% 2010 # ~ * ¢ 3k 7 - %t roflumilast tablet 500 microgram, DAXAS®
(Nycomed Pty Ltd)# * »* ['maintenance treatment of severe chronic obstructive
pulmonary disease (COPD) (forced expiratory volume in 1 second [FEV;] post-
bronchodilator <50% predicted) associated with chronic bronchitis in adult patients
with a history of frequent exacerbations as add on to bronchodilator treatment. ; 2_ ¢
SRR Fiﬂ{?\ S EIE: W

SMC % roflumilast 500 mcg/ tablet (DAXAS® )2 i & 3= iz 44 % ¢ CADTH
1ok chs MR RS 0 FHR R 2 BRF L3S CADTH ¢ & - SMC 4
& amdih R Bhif & 4o if

1. Roflumilast = % — i 3% {2 PDE4Fr4 &) » o pF¥ 100 JRAF X = = > F]pt ki

1 f;‘:COPD}I% B add-on therapyp# ¥ — #8755 28 W) 2 18 38 o fr 20FT 7 B2 AR T 41”‘]'
W H N E G AR AR ERPHF TS o XA COPDe s B AR D

b FAeEMEEFIRT i) 0 @ AT E T W o f+_“ %« COPD

& - F 2 G o roflumilastiedp ot % A ese R PR EFHLE o
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2% 20 4 A (mild) (2 E v 0 exacerbation rate < %% X & 4 moderate
exacerbations:Z 3] et % & @ A frsevere exacerbationsif I 5Lt R & o

NICE %4>+ COPD 1§25 :FH FIE R EHATFEV < 50%FERIE > 3 =& B B F]F
g EFLE RS TR AMIR121% 0 chE RCOPD L 0 & * LABAZ /
2 anticholinergics# #~ fovx » {Lig FIfE - &= B M EEIREFHRY > 42%505 &
LA A % F 4% dFinhaled corticosteroids > e R EB Y A LFHEg R oo

3. 4K L B AT B AL PR ELABA LRI AT T B % TR
R r o ptdt s oSS AKREERFEE TR ESE R R
roflumilast it % — f& 3 i 5 & 7 Svor oo~ MBE FH AR 0 iz B AR 2 roflumilast
S ELE=N7 e s 1 AP T

4. rars BRI R AR BT AR 4 A 4 T

=t

~—~
[SX)

N
St
=

1. Cochrane ¥ # & [16]

R 4 F “roflumilast”#2% Cochrane Library » % j& Chong % 4 *t 2011 # #¢
RS rPhosphodiesterase 4 inhibitors for chronic obstructive pulmonary disease
(Review) | ksl wpgsrd £ 14 -

#1148 # q 3= PDE4 inhibitors #f % 544 % stable COPD 5 & 2 pc i %
»Pedp 2 ¢ 444 roflumilast 500 pug/250 pg % cilomilast®- = 4 % &% 23 # RCT
Tk 375 (nine trials for roflumilast, 9211 patients) or (fourteen trials for cilomilast ,
6457 patients) 0 » 470 e 3R 2 ¢ A £-4F roflumilast 2 cilomilast = = » & 7 4p B
St g 45 o

Py % @%@ * PDE4 inhibitor o Ap#3t & A EAT FEVL G B F
¢z L (MD 45.59 mL; 95% confidence interval (CI) 39.15 to 52.03) ; &2 & & F %
COPD #p B s 4% 3 | iz i (StGeorge’s Respiratory Questionnaire MD-1.04;
95%CIl -1.66 to -0.41) > e A iF & chmt X 2> & 15 2% ; PDE4 inhibitor £ "% i<
COPD exacerbation 7 #p B 12(OR 0.78; 95% CI 0.72 t0 0.85) < i Je4p # >+ 44 R e
PR A AE RS  EREY BE G gk 2 R 0 #% PR roflumilast

b cilomilast & 2 4 + % > 4 % % 4+ ATC code -
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11 EU R

2N 22

T Bwms *ZJL*:-“COPDHT),% %, » PDE4 inhibitors A2z £ % 75 it & & 4p st
FREA RIS R RE T e W W F SR LA NS o e Qi -
A e R R HiE 2 g g (B ol R LY L7 L& i -PDE4
inhibitorsi¢ * +*COPD; 5% # T2 dh 4 T T ind FFER > 3 & £ ) e 1 AE
iu4_7% PDE4 inhibitorsit :2 & FEV1enT™ "% ~ %5@5‘ FiE e & COPDense = ¥ o

2 BB FTH

&Rt (20122)97 13p i F M #\‘;’% ; gw FH W H- 3202011
# 4 A > Respirologylf 712 § B & K % 530 LV RUT ES R TR AR T Rk

PR B D cht B - B - = & roflumilast 500 pgdp #TE FA 0 s
R Ay “COPD}?P‘ BB e 2 o BBEEA AL S E B B Rk &
EER ~afEs: 08 mCOPD,&—’ﬁ (roflumilast, n = 204; placebo, n = 207) » 3 » &
B i & B FEVLE R & 5 30-80% » few 3k corun-indlp 1 - 28 o 3% 5 123 - 32
Hesni &3R4 S % i (FEVL)Ap fon AdEE e T 10% 10 1 & nt £ 356 4
LA S F PR H S (FEVDAR RS A#H B gt » H & 2215 ;}F’ A
¢ JZCOPDE I crp (¥ RE L eha & 5 IR PR HEBA L 2 EAEN
T A LT AIR)E A AR REoEERY L@ * 2 8 ¢ FH 2 $ssalbutamol (1 5
rescue medication) ~ Bk B (E B T AT C RAEMLTILT > BT F LR
EEAERE TON ﬁw%x?f‘)ﬁaxm%*wi oo B E R AR FA e
2 fxr»x(FEV1Z2. % i 2 COPDE i* erper )2 % 2 14(7 7 2 & Ji)IBRE 3t A o3t
A CEEATIRTZ R RE R o

%*7

E o~ RIGER B

1. &A%z 0 (roflumilast) Bap e ATC $5%) > B % D3PS 5 2 41w
o TERBBIEERFA(RY L F FHEH S FEVY M IE I Hicid oh
50%) > I Ti"‘gf%ﬁ'ﬁ’qifﬂ:lf;;x{ s ERELFF L é.& DT L e L
EXIEE ﬁﬁm%J£@&~+w*”ﬂﬁi°“£ﬁ“§%ﬁri*”f
Bfp e b (i@ % 1§ ¢ $h5R A1 FEVL M3 8 i@+ 50%) - 17 %

bt A F B WRA AR 2 BRI A EFUERE £A
Mdre g (R * L §F § %A FEVl 43 7 Hp #c 8 40 50%) 0 1% A it
e A F EPFERMRE LR 2 B &S > [ salmeterol xinafoate&
flutlcasone propionate ; ~ " formoterol fumarate dehydrate & fudesonide |~ %
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I formoterol fumarate dihydrate& budesonide | = 4§ = » #4359 5 & » F| o
Roflumilast m?};};’]a}%‘f ezEp L & K p & A A #7453 4 chphase [N 3#5% o
» B RCT #5225 82 % AR 71 fefngse o

‘e £ % CADTH ~ ;f-r’-f' PBAC » 2 ® NICE 2 SMC 54 FF &, ¢ roflumilast
* x4 4 &£ & COPD (post-bronchodilator FEV: <50% predicted) ¥ % £ § ¢
PR SR 2 e in g o

? g er@d deT ol
Tk B oA TR T B

B Roflumilast ‘ff'—lz Rt FEVL 2 ¢ R & € BRI R %5 5 & et

41:@' ﬁﬂm*% LZREFEC) 2 - BRR b RBRE Sk
LA L A INERMMEEREEY AR K (severe COPD
exacerbatlons) CAREFAS E G ARG R AR TE o

B Roflumilast . B#gm*“ XA e P AR & )EE:E‘ ﬁ)ii COPD z_ " M &
iv g it (exacerbation)s # F = & L § M3 & AR F kpo
SRR ECE KA EERAEDELE KD Roflumllast wp Y%
FaerrEap gt mg? BAE R COPD EiF 93283 36k 5 1
B3 sk MEwm e 4 oo

B d g ¢ 7B REDRCT 385 0 FIt B F DIRhk 25 AR 50 5 £
£ & COPD J5 & enfipfk By e 4 F Fi2g '3 F15 # 2 A4% i & onfd
#% % 4 (long-acting anticholinergics) f=/ & = » 1+ % 7 f% (inhaled
corticosteroids) 2 # * jg B (concomitant treatment)

B Tk 35k T A ¥R R 38 (7R 5% 0 & o ¥ 12 long-acting
anticholinergics (LAMA) ;5 % #-* long-acting B2-agonist (LABA) %
inhaled corticosteroids(ICS)i5 % 2= & & COPD 5 & i& 745834 ©

u é%v%ﬁ%ﬁﬁﬁéﬁgw&m—ﬁiﬁfﬂ,Mwﬁﬁﬂﬁgﬁﬁ
1 (Fehie 4 0 2 444 COPD &2 75 %0 > o g 7R g 1L o

AR R

B Roflumilast e 2w 3 T oM E B iE 2 KRB A F 2 4 S B
(neuropsychiatric) ¥ p #4p rzg A A E % o

B =5 %% g (validity) ® 7| % 4 5 9018 432 5% (withdrawals) % & & 3+
% 2 (protocol violations) 5% gs 7 2 FE 27 i &_roflumilast 2§ 2 41 3%
By & FE (< 530%)-

T T
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B ORpEH :m.;#; % p -~ Broflumilastez = & #) v & i2 5% - Roflumilasti
A 2N ~ = & % % (LAMA plus LABA/ICS 2 41CS & i a5 2
LAMA plus LABA) ; f F MU — TRk T TR B ROk RERE
F5 0 Fletroflumilasti® 5 ¥ — 2405 2 cck > 112 B LABAYE B A+ &
2 LAMAE Jp & * gwcsk o £ F € feroflumilaste? LABA/ICS plus LAMA
B AR e ek 0 G 5 R e 4 i roflumilastes 57 00 s R Fi2
% 2 (b]4-theophylline) 2. vt i 3L o

7“‘}"1?5*(20123)9 P13 %i‘*’*ﬁ Boh %2 % TR @ - 52t 2011

#74F 4 %> Respirology # 72 5 M Ak E 530 TR TP ER 5 2%
TR R R P - RS roﬂumllast 500 pg #p 3% A ¥ AR I
i COPD 5 B2 froe 2 % 2% o » " A R & £ 411 &= 3 FEV, 77
Bl 5 30-80% » 3Gk in 3T 12 1F o Sk hd &3 g4 5 W # it (FEV))
PP AHE T o BB R iR e 355 AR W i (FEV) %
i* \COPD E*cnpFF 2 % LK % o ¥k L 2 Hi BhH o2
salbutamol(® 5 rescue medication) ~ ‘&3 L gk B (F 3T EHK T 4 F  REE
TR O RT IFL R H Y ER) BB ERARLIRELSE AT o
Bk % ApECTE FA 2 fx(FEV, 2 $ 1 2 COPD & it erpF fF)gr & >
Bz 3 2F )Pt La it A EETEFTLREHRES o
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1~ EAERES (32 REAERR)

*3f 4 3 & 2% CADTH -~ PBAC %2 NICE z FRPHTRAEL 2 RP &
TR ERHE B SMC 2 F R #= k44 2 Cochrane/PubMed 2
wwéﬁ’u%ﬁiﬁ§&ﬁﬁgﬁggi$ﬁéﬁaBﬁ&iﬁéﬁi%%o

%k wL P

CADTH (#c £ %) 2011 & 7 *

PBAC (&) 2011 & 7 % » W PBAC ¢ RARK 2% > ZiFwmips
NICE (& &) 2012 # 1 *

SMC (g ) 2010 # 8 *

Cochrane/PubMed I A EET AR

(- )CADTH (4 £ = ) [13]

CADTH *+ 2011 & 5 7 ch¢ 3 # » & 2 3% Jc g roflumilast -

EEAGTG RN PRI B A ST AT T E o i
ZHHE & COPD i 4 FEViinp Bp ¢ ~ E4 8 FEVL isfock » 2 AR/ &
LR o AT R G2 Ry el
(1) T Roflumilast 4« LABA | vs. LABA alone ;

(2) T Roflumilast 4c tiotropium | vs. tiotropium alone ;
(3) T Roflumilast 4c tiotropium ; vs. tiotropium “c % » %] corticosteroid/LABA e

CADTH £ | §303 B A17¢ eha & 4] 3 TR e RT3k -
7 B3k roflumilast s »ev 7 & A A > TRk @A ¢ T roflumilast
4\: LABA | & LABAalone & f5% » *t 3% ¥ 44 % 0 o B S AR 0 R
Bk ¥ 1 roflumilast ;o7 2 % JE# 0.0622 QALY » fe ** ek sk ¥ I A i LR T
PRipREp AL FEETHLE -

v

B kA E 7T o roflumilast sh& p % 5 4 2.10 & - ¢ tiotropium 2 & p
EH4pk ot LABAZ 5 p # R (4o 145-1.87 ) F o

(= )PBAC (EM) [14]

PBAC B # & itz PR 463524 « PBAC 2011 & 7 7 eh 3%
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MAFET IS PRI E VR AEFTREIZ DS ANE LA TES IS P
0 B P
roflumilast -

(Z)NICE (# ®]) [12]

Roflumilast »* & B i g 2 & %+ 7 3§ e 4p B o NICE #3% roflumilast
L PE R AR L4 2012 # 17 2@ CNICE & R € 32 5 roflumilast 2 »c3g o5 &
33 &4 2 > 223k roflumilast &4 J@%f% WY R o

Bp A1

R e 2 AT R 0 2 & 4Rt roflumilast i 4t X F g 43R A i
R o * £ R COPD s d & },%Qm'&ﬁ»% BREF > BREIe KA
s hok o AHFHCAIS BT AR X4 5T fEREKLE £ A COPD (- @
e R MsR R - BRE LAELRY LG EBEME FEVL LY
30-49% )~ 2L ¥ £ & COPD (- #ip# 2 - Rk & - BRGE > THEZR® L F
FARERA S FEVL P 23 e030%) 2 7= o A5 A LB o ARG K
(30 # ) Frrrd RPLRS Aok hE T o Td TR R EF L
Boend B R B (u EQ-5D F* ¥R & )e A3 p ¢ 7 COPD ipf ~ ik s
FEEEASJILY

P LEeRmr 85 ET rroflumilast 4t LAMA ~ LABA/ICS ; » &
I—LAI\/IA LABA/ICS | #pt » ICER & 3 16,567 #43/QALY gained ; % &/ @t
= 1CS e 4 ¥ 5 ICER & 5 13,764 &4 -

NICE £ f § 3%

® Ak ATV B &R EF)E Croflumilast fF R o & 1 a2 B
A A RS M S AR L &- % o roflumilast $#5 pk & 1 4 b
< F gl o

® S THAY R mm Rt Lt AR R A#H X B4 72 roflumilast @ * - & >
NICE £ f & :n5 roflumilast & # % ¥ it F BTk Bk o 8@ » B a0 iX
%3588 0 roflumilast & 3 & * o »c > % roflumilast s »<ig % 5 P LR
Al ICER & ¥ i B % 3 4¢ -

® & roflumilast fesk ;25 ¢ - roflumilast shgl v % 7 i 2ig &5 4 § 1900 5
E B FE > RS 0 SRS HEAY AT E e 8E 2 F g roflumilast &) F*
ARk HA RS TR AR E T R LGRS B

® NICEZ R ¢ A#miz* roflumilast 4 %] 4 & & A& th= %3 o
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d 2 Ap b dcdp it £ 0 NICE & Jl § Bimin s P 2 541 le % 5 & A0
PR A P OH e 47 1 ore s & roflumilast it 4e 3 triple therapy s &
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()3 F R AR o
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SMC 2010 & 8 * e & ¢ > 7 2= F < §* roflumilast -

EEATR 0 O RPFRI- BN A 247 2L 30 & 0 A RIF
1 roflumilast 4c LABA » # =€ & COPD E'g#f R Bt pd chi it § L &
> & LABAalone 4p v+ ihs k 2k A 47 ¢ @ % 2 LABA L salmeterol -

Focdp e & B AR L § EBEM L O FEVIEY 0 F R A B R E
oz 5 g s L A FARAEE Y RIR R A hd FR et @ (EQ-5D Rl
B FRFRDORT ) 1 BURF LB (54 RIEW DS RRE ) © #
% 2= & 22* £ 47 2 NICE/Global Initiative for Chronic Lung Disease F# 4p a K

Ny 2= 20 5K
BT E o

R 22 AR & b~ 47 % % roflumilast 4« LABA > v 4= LABAalone > ¥ % j&
# 0.257 QALY » # 4 7o % 3,398 ® 4 - ICER & & 13,212 % 4 /QALY gained -

SMC 235 B 2 AR 470 B 424 JoT !

(1) # gt ig - FiFWRES Tdpd 1 £& COPD 2uph
BRI LFF R E  MITISR 5 LABA & 7 \Eﬁﬁ§m€ &
DI S O e '#W-{#m”"i‘,%,“%m%? °

(2) Temdichpenit ® §ax2 o § A Hinamek il BPHFLERE S BR
roflumilast &t "¢ K& R E i FE 7 Lo

At A B SMC 33 R 2 54 17 7 5342 F(robust) > &2 4 SMC
B o
()H

A3F £ * 3t 30F Cochrane/PubMed 7 + FAL R 2. = j2 P 4o ¢

1. HoF i
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11 5| PICOS b s 40 iE i o THOE B & A GATEL AR T 2L
¥ (population) ~ ;5% > ;£ (intervention) ~ & »c4f P& 5 (comparator ) ~ % % ip)
2 3p 1% (outcome) % #2 3 3k 3-#r = & (study design) » H 0% i i+ a2 4o ¢

Population 4~ % & ¢ Chronic obstructive pulmonary disease

/’( /,AL . /”
F “f [ E ]

Intervention roflumilast

Comparator A%

Outcome 3% L

Study design Cost-effectiveness analysis or Cost-utility analysis

2. 1% {nk

i pe it 2 PICOS > %4 Cochrane/PubMed % < gt Tt » & @ 2t A
101 # 9 % 3 p > 2 roflumilast 2 cost a5 B4 F 2 (730F » £ HE 2 B ~ 52
EARTREET > HEER T

% - & % Rutten-van Molken % 4 %+ 2007 & % % = Pharmacoeconomics %=

v

1 [16] - :/P;g % piggyback 3 0 A & ERE- B EE - £ S RESHEHR - F R e
Rk RS - T o A2 7 A & 3 roflumilast £2 % A Ap > * b E R 2 LY
€ & COPD s 4 ehik hoich > A 472 34 4 3 8 B R 4§ = 52 #F2 NHS
ZH o

Fly oy 1514 =40 e b % X 5 B PRRAIEE FEVL Mg ficie
50%¢< COPD 35 4 > *t ek (85 A AL 4 fe I roflumilast 500pg = (- % - = »
N=761) & % Al (n=753) - #7F B4 > § 62%J5 4 § & * o~ LA FE
T E A AT Y PoE s * B 48 % (stable dosage)si ~ MEE AR S BT R
£ oA Egp LY E R Y ®aind § F kA (salbutamol & anticholinergic)

*AGE S FERFR A2 LA q\ljk’:)%/\ﬁ:'(@ﬂ?‘;/f}ﬁﬂ%:}%?;}ﬁ%;? o
%?éﬁ%&‘%’iu2m43£W§%mﬁaﬁ$@ﬁ$i%E’mMmma
R BK F X 1ES o A 4748 intention-to-treat analysis > A 7.5 % 12 T & ¥
f- TABEN AT E AR - AFLp 4y (ApIEE L& S St George’s
Respiratory Questionnaire (SGRQ) £ x> 44 ) » Z 575 &K ET M -

AATEE A B A AR E %m%’mfiﬁﬁ b
(SGRQ 4 #c) 4 #rt & > roflumilast 2 (0.19) & % *+ % fﬁl‘{’i"l A (0-14) e

m-k’{_
‘\‘E
™
.3%\,\‘
;‘“\J
e
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ARFAPHEFLR o BARE IS TEEL- XA RKEN ) 5 COPD 49 M
* A5 2356 e [EATH - 1*".}1,.}%‘:{—}% 4 (1 COPD 4p B = A& 5 4,712
~AE4 e w2b¥ £ B COPD If?, H (n=223) F AR BEF LA
A & & 1.7 = > roflumilast & 5 = = i ¢ & & 1.1 =t - &= roflumilast ;2% ¥ "%
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549) - roflumilast (et & gl e » 7 " M8 5 & 1 5 19% ICER B35 5 T @
f- XARBEN ) F T804 AEL -

IF-‘;{ b it 2R roflumilast e v b & %%fi&rﬁﬂ ~ o fe EERY
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roflumllat R T Mo A em o B Lok ap IS ok A o &% roflumilast

-

PSR EY .

i3

$ - K 5 Sun & 43 2011 &4 4 £ Journal of medical economics " 3
[17] > i & =k & % B iRs& £ = 3> v roflumilast 27 tiotropium 2 & & ;5% » 22
tiotropium 8 = i5gdp st o * N E R I 2K £ & COPD s 4 s oy o

STE R = iﬁﬁ‘u&ﬂﬁﬁ@ﬁﬂﬁmé:’ g
M (1) £& COPD, (2) £/ COPD Ui S &t me () ¥ LA
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RERARS S AL A GIRFR AT FR
Wh-XAREN 2 TEH - BRTREZFEQALY), 5577 28 %
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Bk ARE TR (L SAREL 2 TEEL-
SERGARBEL  AUF STT580F 12 5860 %45 [F A4 - B QALY
757515815 4 0 AW AR Sl AR R AL RS TEH - B
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A& ia? Rk FahT R RS AT 2 BB
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estimate) - & g - ] il m'ﬁ%/% WEk oM BRERAT A LR LR
roflumilast ¥t [}ii,u fLHE Foer ek o

B i LR 2 25 £ R 60 COPD s 4 > 4 4r roflumilast *: tiotropium
in S S Aok eho

#2734 Forest Research Institute #° 24 -
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S MY s F rAp iz ATC code & 4p 00 B & R R ER
PTE A RiE TR G

1. 4pi2 ATCcode: & 52 ATC code 2 RO3DXO07: p % ATC code # 7 #%4p IF >
BN I —’“ % fenspiride %2 omalizumab (ATC code 4 %] %
R0O3DX03 % R03DX05)o Ra o PiEA ERAAE FRET AR (2 F
LT RBREGFFLAEE TARIRESTARA R L)
R FEEY A ARG AR L’]‘“%%‘brf"

2. AEREE A EZ R BRI D AR AL F R RRA LR

“¥ & COPD 5 4 » & % gy e Fo8 7 A 2 T roflumilast £ & LABA/ICS( &
LAMA) | - & Troflumilast & # LAMA -~ LABAJ/ICS | & f& » & figié-4* 4t

E2 SRS 0 A B A ST R P R &

® EAEsREN A& L Troflumilast £ & LABA/ICS (& LAMA) | : (1)
% % i€ LABAJICS :@-'i#’ﬁm HF o LAMA 7 i 7 H b h E B
2 - o EE P m % LABA: tiotropium ¥ i F OF L A S22 P S
o (2) F A .é * LAMA s fii413 &/ LABA/ICS 7 i ‘{’F"f@ﬁ%né‘h
o E R 2 - 0 & H * 2 salmeterol ~ formoterol % indacaterol (' if=
BRHERERF LEF2 LABA) »B AR 2 formoterol/budesonlde .
salmeterol/fluticasone # it ¥ i 2 & &2 51 4 &o R m b i B i * iR
j& % #10 gs i e roflumilast '+ 7 b 0 A i gi;rf,a AP S5

® gz i*:ti& i Mroflumilast & % LAMA ~ LABA/ICS | : 4 s ¢
¢ * LAMA -~ LABA/ICS g fid#]7 i P > o 205038 - 9 E 8 e 205 5

o HAMFETAY o T EER AL %*%%{r%?f#iigio
(Z)% VRt A FRR P £ = A g

AEP BT EFP AR AELATT LY AR ER A STRP AR
155.-/]:5 A EHF £ 2 &2t F o Rutten-van Molken % 4 >t R <%= 7 8 IRt roflumilast
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$775 5 490-492 % 4963‘4) SFH R (YR ARFRE ) [20]
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B S E AL R g 4 A g o
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# ICD9 Z #7485 & 490 ~ 491 ~ 492 & 496 > * E X > & * LAMA 2 s 4 i
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LABA/ICS | & Troflumilast & & LAMA > Bl adp i Rt -7 3 g H 2
2. LAMA: tiotropium ~ ¥ = 2_ LABA: salmeterol ~ formoterol ~ ndacaterol > &
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