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» INPULSIS-2 &556% ? onintedanib EAp X A E L SCGRQBFEE AL 0 L3 &8
PR FLR LA INPULSIS-1 5% 2 - % 2R AT RO A HFLE o5 4
- X EME aopFRF > A INPULSIS-2 :#5% ¢ o nintedanib p gt % & 2 B szt g ¥
T %% 0 (e A INPULSIS-1 335 &8 = (2B el 497 RI AT E A E LB o (7%
AL &t 6] = B INPULSIS 325 97§ (#8  fR{% 1S o fe s & erui sl 2 A4p Mk
B 428 &% & INPULSIS-1 325 & INPULSIS-2 325 ¥ oA B e lg ¥ 4 B o
F
Bn R AR B 2. 3 2 F 2 fonintedaninb ik (71% vs 28%) c F1F R F i H R T ¢ 4k gt
5| f nintedanib 3 >t % &) £.(19% vs 13% ) - nintedanib 4p #i >t % &2 { B 05 *’;-3,5_
7 RFE 2t FE R a4 (76% vs 40%) 0 B ¥ LA 2 E 2§ YE5(62% vs 18%) 0 H T ¢ 4&
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€% Mg 2 &onintedanib fes 3 3% A 2 (9.7% vs 3.5%) °
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o AERFHPPREELE SR

% i BOAT A i 12 2R
CADTH/pCODR | 2015 # 10 *
(v &+)

A3 a B R~ M R E% (INPULSIS-1 [N = 515] =
INPULSIS-2 [N = 551]) &+ 4 nintedanib 150mg PP A% R h
FVC ipgr Z i > 2 5 mﬁ&«p—g‘ Gucd 2V FH & q’q;%'
> nintedanib & & LR B MY p|rfen|done ° "_]m [ e S
1T Rk HR B e ik 2 el o fod nintedanib * g 12
it (IPF) siod

m FVC=50% -

B AERI2BP RN > FEHHEE T 2109 0 R
nintedanib e 5% F @& ok o

B ZE$ 4] = Anintedanib# ¥ 4z W pirfenidone= # -

Nintedanib# J& £ pirfenidone = & i * o

B & * pirfenidone;s % e % RT ey B 775 i# * nintedanib=zg
¥ > FILCDECHE 23k * vt B3

L ﬁ%%%ﬁﬁﬁ%%ﬁﬂ%EF@ﬂ%ﬁi@ﬂﬁ%ﬁ%
(Restrictive lung diseases) (i-]4- collagen vascular disorders or

hypersensitivity pneumonitis)

NICE (# &) #2015 # 10 ¢ 7 B 3 ;iig;‘i’zole:a 10 22
PBAC (&) 12015 107 23 p A A AR TR AR & B HER o
tx : CADTH % Canadian Agency for Drugs and Technologies in Health 4 £ + & 5.2 ;5)% PR RO
pCODR & pan-Canadian Oncology Drug Review *v £ ~ "8 & J» & p 3= f 25 chig | > 2t 2014 & 4
* & ~ CADTH ;
PBAC % Pharmaceutical Benefits Advisory Committee % &% 59 £ R € E R

NICE % National Institute for Health and Care Excellence B #i: & T R 5 4%57 7 Fi mé»fﬁ
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7:%:0

-

-~ A iek R [1-7]

Fra 2% g s i (Idiopathic pulmonary fibrosis, IPF) & — féf 14 ~ wrigd - 5
W U IR R e e e Y BB R P R R RO R T A R
oo L&A BEEA S FRA L IRGHFRFER O S G e B 0 2R A
[1-3] -

IPFmEFA R o gm@dlm Az 238 - LFP I 2 Bk <
SRR G T M o [4] 3F 5 HA ARG KGR R LRI A7 b o IPF
PAE® » 0 FRNEF T § @wafﬁg‘ﬂﬁm%gﬁgﬁ#ﬂéwmw
FH§0 2010 & 4541 IPF £ R34 03 @ 5 Ademdingysl ¢ 0 & IPF
K,ﬁ; H A58 enf R % 5 (Intersstitial Lung Disease, ILD) % B v 2 5k 35 3219
PR* E g0 & 2 1n hdn B2 1% 3 (interstitial pneumonia o IP) © [5]
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PRt Al 4 & 575 6 fhed o FUERR W 2 G P B 1 o 4o X 5 1S
SO G Y dcs 25-350 o 5 A 1 5 20-40% o b T 6 % H
Bt F R B Y mlk- i £95% o [1,6]

............................................................ w AP T IPRAs k& A F PR ehioof 4p 51 ( [2015 Idiopathic Pulmonary

FIDNOSIS( 5 129 5 0.5 745 311 » H1 L4 )5 102015080 5 99024 § -
”ﬂkfﬁg‘ﬂﬁﬂkﬁg‘uikﬂiﬁw“?%Ef%%ﬁﬁ®ﬁw

(Idiopathic pulmonary fibrosis, IPF) & I 3 % o f & @sdp 51 ¢ > a2 @& * s
o B & 0 ¢ $EAnticoagulation (warfarin) ~ Combination prednisone, azathioprine,
N-acetylcysteine ~ Selective endothelin receptor antagonist (ambrisentan) ~ Imatinib ~ Dual
endothelin receptor antagonists (macitentan, bosentan) ~ Phosphodiesterase-5 inhibitor
(Sildenafil) = N-acetylcysteine monotherapy % > 32 i3 28 1 o & % ¢ 3% =nintedanib
A ordgal o AR R o [6] NICE52013# 67 = i 2 7 B & i 4338 |4 9% 4
ML UTE g iR 4 51 (CGL63)E k7 & & * T & - ¢ frambrisentan;
azathioprine; bosentan; cotrimoxazole; mycophenolate mofetil; prednisolone;
sildenafil 2 warfarin% > 1% 5 IPFen¥ 258 B & (o o [T]H # chd #5525
LR 7m%‘ummfam%ﬂkwwm@ (R ﬂ«iﬁﬁ&
%%?%ﬁ“v%m°H

ﬁﬁm%#r*ﬂﬂiﬁfﬁﬁBM]

A ;;3—&% F-nintedanib ethanesulfonate>* Bt & H & F = & 2 5. - [8]

12015#10% 23p ik & & s nintedanib ethanesulfonatez. WHO/ATC#S - 45 & %
YR Y 7R 0 nintedanibz. WHO/ATC#S = LOLXES3L - F /4 & antineoplastic
and immunomodulating agents / antineoplastic agents / other antineoplastic agents /
protein kinase inhibitors#g %] (LO1XE) » ¥ 2 *t g iF 45 i eng-78 f * % nintedanib
ethanesulfonate (LOIXE31)#t » ¥ § 3 38 #F 2o > > L3R B3 TR b g
A @ BE e [9-10]

ATC = 5i#8 e b T T ( 4)

Bt Hgid e i m(CML)
B3 B AT R

FR A R

AL T 7 20 iF F(MDS)/# R 2 125 5 (MPD)
KRBT ERACY)

ok fhn s R 4o i 3 (HES)

LO1XEO1 imatinib
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R R S ap % (DFSP)

B#B;’F;)%Taﬁ: 3

LO1XEO2 gefitinib o

2ho] fm vz % B (NSCLC) % — 355 %

............................................... LO1XEO3 erlotinib e :E%(NSCLC,)

GRAL Sl el B

B3 E R
LO1XEO4  sunitinib BLEp AT e

WA N A

bt Hp 4w ¥z i (HCC)
LO1XEO5 sorafenib 5.8 ¥ s %z g (RCC)

A i 3] @ ¢ UR(DTC) -
LO1XEO6 dasatinib WA o = A
LO1XEQ7 lapatinib A5 R
LO1XEO8 nilotinib Bt ¥ kit 5o (CML)
LOLXEO09 temsirolimus R T sme

A
LO1XE10 everolimus P THRS CES ARSI LR B RIEY o
LO1XE1l pazopanib A e R

B s B (STS)
LO1XE12 vandetanib -
LO1XE13 afatinib 2] km P2 5% i (NSCLC)
LO1XE14 bosutinib -
LO1XE15 vemurafenib 24 %5
LO1XE16 crizotinib oEHp 2L R A
LO1XE17 axitinib oHp B im e
LO1XE18 ruxolitinib iR AL
LO1XE19 ridaforolimus -
LO1XE21 regorafenib F; ? ;; zj‘z"ﬁ@
LO1XE22 masitinib -
LO1XE23 dabrafenib -
LO1XE24 ponatinib -
LO1XE25 trametinib -
LO1XE26 cabozantinib -
LO1XE27 ibrutinib -
LO1XE28 ceritinib -
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a%%iﬁymbfg%%w%,g%ﬁ BTN TR AT i
RTE (Z 5)3n e et THEg g | & Uidiopathic pulmonary fibrosis |
43 0 A %2 5100/150mg= 53 o [7]

;@Z]Bgu gg B Jl'niuAF%E?g N R g NEVE 3P SRS SR K| Z?éfL
R R (IPF) X b 3 & chiof £ #4p 31 2 NICE22013#6" = iF 2
Bt i R R T S 8T8 TR TR 4 51 (CGLE3) Y - h A RV E S
nintedanib#t » ¥ 4L 4% 2 9% 5.5 pirfenidone > e pirfenidonex &' F*+ # - @
N-acetylcysteine>t 2\ | z_ % ,ng' MedE 5 TR eE e E RN R endb AR 0 AR
@ rEgpEmgan ) kg -

SRR (FYRTERR)

*3F4 1 & %% CADTH/pCODR-PBAC % NICE 2z %%ﬁiﬁ’f—up I AP A 2
HERBEZFTHRGER LR FRAR TR ERF LS
Cochrane/PubMed/Embase #p B < /]?e » B R & %J%:vfi#i’éf—fé k2 X [EEE=1
AP wApMIEAAT 8% o

&k WL P

CADTH/pCODR October 15, 2015

(4e k=)

NICE (#®) #2015 # 10 7 7 B iEk 43k 0 2016 & 10 2
SR

PBAC (;&) 12015# 10" 23 p 1t A AARREERAR L A L ERe

L A SMC October 12, 2015

Cochrane/ Embase s s & % -
EHk L T

3= : SMC % Scottish Medicines Consortium &tz Z4 £ R ¢ HFR o

(- ) CADTH/pCODR ( 4t £ + ) [11]

‘v £ <~ pCODR*+2015# 10 * = i nintedanib* >*Idiopathic Pulmonary
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Fibrosis(IPF); 5% 2. 3= 5 4R 2. o

BT A B D SEHH PR 2% (INPULSIS-1 [N = 515] % INPULSIS-2 [N = 551])
& ##Fnintedanib 150mg » & p & = > )J;qé, SFVCip T X JA o &5 B F
e s 2 Y R D K nintedanibenE & L 7 % it pirfenidone o Fl@ e
e T ek R R AeiE AT T enintedanib # 33 14 9% Gk i
(IPF) s ¢

FVC=509¢ -

xR l2B P RN ER S E T 210%  Pnintedanibei s B F ik o
% 13-4 & Anintedanib7 17 4z iEpirfenidone = # -

Nintedanib 7 J& £ pirfenidone e & i * o

i¢ * pirfenidoneis f iz % P i B > L3 i * nintedanibszE g 0 Fpt CDEC
M EaER G A }?j B o

B OB ok R K,% g His e R FIERZ UG R J (Restrictive lung
diseases) (|4 collagen vascular disorders or hypersensitivity pneumonitis)

CDECH#* & % eh k4 £ 2 & % p nintedanib2 i Sl g4 4 B 2% ¥
WA ~ nintedanibenf 4 1R AT 0 Wi §enF R GRE AR L 2 PR L A8
m% o

= B A HAR L B # i apLEk > £ $2The Lung Association of Saskatchewan,
The Ontario Lung Association, The Canadian Pulmonary Fibrosis Foundation% The
British Columbia Lung Association and Lung Groups °o {8 Fl % %2015 {2014 # & {7
A T B IPF:}I%, B ﬂfrf‘iﬂl’ AR Fleape & * nlntedanlbrﬂ){% B 7 28
e BRI ERILEFR 1 EIPFR L RA SN %%ﬁm% A e T
FAL R LR R

W IPFARAUMEZE B2 2 EGinpop o Bi200 4 o IPRRR ¥ 2 oF e FEE
EE S BITA M SRR KR ek s B kR F2 R &9
RS TR S F R P B TR AR Ao F
EARY CAHEIPFPR R T E R RER PR R DL R

W E IRk E A BN 1 P e F ok
N-acetylcysteine ~ prednisone ~ azathioprine % ** $R4p i ; e izdt &2 A A 7 %
PO H A MG 2 L Fr R AT EEFR T (ol EH e R
A EE Pt o PERFIEEZR HiE > G PR ) o

LI B 72 iznintedanib & ;= ,pﬁlPF’ PHPHHTHE- B EIREHE > Y EP
ARG AFE R BT e 2w EIPFeiEE 0 10
TOA R BT o TRen B Lk o R ORAEAR M hpl (T > N R 3%a] (T
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R T NE E T PRRS T

CDR i Seft ¥ gew forip » DTk 2% 1 & 5 = 455 521 ~ % { A R o
ENER P R S %;’1 % : INPULSIS-1 (N =515) % INPULSIS-2 (N =551) -
Jﬁiﬁ. T (3:2) 4 fe3nintedanibe (150mg > & p & )& & Al E o g 4 7
TF 2 HERT o nintedanibsH £ F 34 5 1100 Mg o gt B SRR TR N g S
QOMcri A T &N AR RGBSR IR A g o R
W € Dokdpsl o Y S IPF2 FVCA# E250% @ b - § it g% R

(ccarbon monoxide diffusing capacity - DLCO) #30%~79% s & ©

INPULSIS-1% INPULSIS-2= 5% e & ‘ialﬁ e 5 521 ek P 18 FVCH
Aj e B BH NI K hx & Jordp kA p AHE D RH Y52 HSCRQK S £ &3
% (St. George’s Respiratory Questionnaire) % % — =t 3 2 % 4 £ 4 IPFE (FeanpF fF o

R

B B ir hEF TS R FERS - OERE RS RE
nintedanib e e & ez BF At E 3L g F L 8 o INPULSIS-12
INPULSIS-2- @5k s & 245k " v 4o o
® Time to death: 0.70 (95% confidence interval [CI], 0.43 to 1.12); P =0.1399
® Time to death due to respiratory cause: 0.74 (95% ClI, 0.41 to 1.34); P =
0.3435

® Time to on-treatment death: 0.68 (95% CI, 0.39 to 1.19); P = 0.1599

® Time to death or lung transplant: 0.70 (95% CI, 0.44 to 1.10); P = 0.1185

® Time to death or lung transplant or qualifying for lung transplant: 0.80 (95%
Cl, 0.60 to 1.06); P = 0.1233.

B - EE ¢ R HP52:F 15 e B (8 FVC % 13 & (The adjusted rate of decline in
FVC) nintedanib®g ¥ <t % &) & -
® INPULSIS-1: 125.26 mL per year (95% ClI, 77.68 to 172.84); P < 0.0001
® INPULSIS-2: 93.73 mL per year (95% Cl, 44.78 to 142.68); P = 0.0002
® Pooled: 109.94 mL per year (95% CI, 75.85 to 144.03); P < 0.0001.

B - EE%Y P AAHE D R YP52: FVCSE { % 1 Anintedanib g F Kt %
S I
® INPULSIS-1: 109.93 mL (95% ClI, 71.27 to 148.59) 2 3.22 (95% CI, 2.11 to

4.33)
® [NPULSIS-2: 109.77 mL (95% ClI, 70.92 to 148.62) 2 3.06 (95% ClI, 1.87 to
4.25)

B -z T B AFVC % 12 F 1€ 305% 0 &) » fnintedanibi s fe (= B A

] % 52.75%% 53.19%) &8 ¥ % >t % &) £.(38.24%%2 39.27%) ; FVC# i3 5 i1
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3:10%¢vt 5 & INPULSIS-1» gLz 33 st dg % £ £ > e & INPULSIS-232
Ze & o FVC# i3 F M3t5% % <3+ 10%:} *& +* (odds ratios)4-—™ :

® INPULSIS-1: 1.85 (95% CI, 1.28 to 2.66) 2 1.914 (95% ClI, 1.32 to 2.79)

® INPULSIS-2: 1.79 (95% CI, 1.26 to 2.55) % 1.286 (95% ClI, 0.89 to 1.86).
INPULSIS-2:#5 # - nintedanib e 4p 2>t % &3 2 ASGRQKF ¥ & £33+ 4
o2 AR FALE o AINPULSIS- 1325 5 - Bk g A 470 A B IR
MR ELR o f AHE T BHRIPE2F2 TP LR 4T

® INPULSIS-1: - 0.05 (95% CI, — 2.50 to 2.40); P = 0.9657

® INPULSIS-2: - 2.69 (95% CI, —4.95 to — 0.43); P = 0.0197

[ ) Pooled -1.43 (95% CI, - 3.09 to 0.23); P = 0.2081.

5 - X EMRLEFEFRER > AINPULSIS-2:8% ¥ > nintedanibp #&>t % &

B

—

3
et B S BEE eh T % o (2 A INPULSIS-13%5% & - &8k ehise & A 45 ¢ )
Bom L ’L?«?—g £
® INPULSIS-1: 1.15 (95% ClI, 0.54 to 2.42); P = 0.6728
® INPULSIS-2: 0.38 (95% Cl, 0.19 to 0.77); P = 0.005
® Pooled: 0.64 (95% CI, 0.39 to 1.05); P = 0.0823.

T e Bovt ) = B INPULSIS: 25 e 5 385% & LR %™ (i.e., 0%
to 1.3% with nintedanib and 0.5% to 0.9% with placebo)

i &gk 2 4R Mk hBRE AR R S Un i IPFeNE & TRk Froocdp ik 0 2 m e
% INPULSIS-13#5% 24 INPULSIS-2:#% » 324 BLZ D]/ R EAP RO R 2 2
FAYEEFLE

el

\

>l4_

T AMS G

Z #%° > nintedanibfr® ek ¥ Lenfd 2 X 2 S IPF- 53
- AN EER T u—mjl%é,b“ Bil4eT

® [NPULSIS-1: 31.1% with nintedanib and 27.0% with placebo

® [NPULSIS-2: 29.8% with nintedanib and 32.9% with placebo.
Nintedanib e s % L% 2% % o078 (3 4 A w 561.59%% 63.29% ) (%
R ® 5186%%£183% ) B v % B 3 RF & (bldorkw ~ 5T R
e 2R E R ) » B R e AR 4 otnintedanib o AT 3 0 - &Y
B S AN m}}%g )

® INPULSIS-1: 96.4% with nintedanib and 88.7% with placebo

® INPULSIS-2: 94.5% with nintedanib and 90.4% with placebo.
F|A AE 2@ ﬂ;i&agm?;g o)
® INPULSIS-1: 21.0% with nintedanib and 10.8% with placebo
® INPULSIS-2: 17.6% with nintedanib and 15.1% with placebo.

2R
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B Nintedanib2 pirfenidonesi® # 4|7 fo 22§ HIpiT = ¥ Fl £ %
<>9:'fr'-:< E )
B 5 R G5 nintedanib 2 pirfenidone s »xdp i (e d 30 A7 50 3B {7 0L
FrrRCT 7 B F 0 Flet 3 B2t = i 2 % 2985 safant i &7
FE T o

® & BINPULSISz: k=4 # “éfﬁ ¥ F a en A @t mpirfenidonefp #03Y % &
) ePASCEND S P 3 % TFVCet T o pt H RINPULSIS{-ASCEND £ %
BlA#m FVCofen R 47 £ 8 - b A#HB2 A pRERALE 77 i
Pehy = i AR i #c: P8 ¥ B EE Anintedanib®s i = &
g 4o

nintedanib# p & =t % % = % @wpirfenidone> i -

i R plrfenldonem:;}ia B ¥ 3 & @ * nintedanibis By o

(=) NICE (#R)

Fp3- #2015 100 72 Bk €3k 0 20161 2 GRS

(=) PBAC (&)

22015 % 10 % 23 p )t A mApRiEin AR N A HERR o

(2) 26 FRTR
Lo# 6 R HTR R
(1) SMC (st ) [12]

PRI E 4 B € (SMC)**2015&97 = i nintedanib(Ofev® )100mg# 150mg
* »*1diopathic Pulmonary Fibrosis(IPF)/a % 2. 3% iz 3F 2 ©

SMC7 &3 ** INPULSIS-1% INPULSIS-27 %,%;1 Jﬁ%ﬁﬁéﬁ% ¢ »nintedanib
1P % AAHIPFR & FVCE § B B F e d 5 2 ¢ G B2 G
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F Ak g E s Fla L e finintedanib® g 1 g e 1 (IPF) e o fe
"L * S FVCS 8096 HIPF 5 &,

PERG R R TR FEOL LN - PACEE RIEFT Y E o SRR ik
% R EARERALS o

g 5 INPULSIS-1% INPULSIS-2= sk it § & ° § B2 - & Lw%@
BHERUTE fORS R H X 2P %iﬁﬁiovﬁ%xé%¢ﬁ 2

INPULSIS-1 INPULSIS-2

Nintedanib Placebo Nintedanib Placebo
Change in -114.7 -239.9 -113.6 -207.3
FVC (ml) 125.3 (77.7t0 172.8), p<0.001  93.7 (44.8 to 142.7), p<0.001
Difference
(95% CI)
Exacerbations  6.1% (19/309) 5.4% (11/204) 3.6% (12/329) 9.6% (21/219)
HR (95% CI)  1.15 (0.54 to 2.42), p=0.67 0.38 (0.19 t0 0.77), p=0.005
time to first
Change in 4.34 4.39 2.80 5.48
SGRQ total -0.05 (-2.50 to 2.40), p=0.97 -2.69 (-4.95 to -0.43), p=0.02
Difference
(95%ClI)

£ > > 6 > INPULSIS-1 4= INPULSIS-2 35 3t & & 47 85+ © nintedanib
Efek AR A SHoE ARG P L E B2 dE 2 (AW 5 96% (609/638)
909% (379/423)) » #2 i AP M 2. 3 2 F 2 4 nintedaninb 2# % 71% (455/638)4p #i
%+ 28% (120/423)) - fc € 7 2 F 2 A nintedanib & 2 % & esg (s B 5 27%8
23%)° F1* L FE EFRA Y Pk et B Aonintedanib f % v FA (4 B 5 19%
(123/638)¥2 13% (55/423)) -

Nintedanibip #iss % G &1 { B 0% HF 7 L F &0 5 2 M (76%
(488/638) versus 40% (168/423)) » # % L3 L F it § 78 /5(62% versus 18%) » #
v & ek (24% versus 6.6%) ~ " (8% versus 2.4%) ~ F PE¥RR 5 (6.4% versus
3.5%) % 1f $4(6.0% versus 4.0%) ; #8 £ "% i< 3R £ fnintedanibis B 3t A e
(9.7% versus 3.5%) -

Nintedanib+ 223%55c7% 2% & B A M o - Rt AT
T & A EE L F PIAZ R ¥ 5 B B (nintedanib e Ap ot & F A e s ) 5
27% versus 7.2% for aspartate aminotransaminase; 21% versus 5.3% for alanine
aminotransaminase; 15% versus 6.8% for alkaline phosphatase; 39% versus 10% for

~=h
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gamma glutamyl transferase; and 7.7% versus 5.3% for total bilirubin) -
B TR R RS £

IPFE - 67 L s AR : W Faan %;iw:;% TR I §
Wﬁk’z‘»i%%ﬂ?f R AR AREREF DR ARG - BHR ORI
Ep§igE s 2ty - Lk'“}]%ﬁﬂ }]%fj‘g Peig B oo Iy R m—li”1¢/éﬁﬁ % 2~5
PR R ERRG O R BET RS FERROGES B - BPEY
IPFmﬁﬂ«pplrfenldone P g R 3 ¢ R OIPFA Ao &0 340
FVC=80% s & » pirfenidone &= B % o3ds @ © &7 ¥ % MFVCE i+ > 5]
PE R FE S S BBk R ¢ 355 FIEE - L& P4 B 2 N-acetylcysteine o i
PUEAE AR T IPE s ke G A AR T AR Y AR
g oo

AEa BRREFEHRE PPV R E AR mntedamb:}gm%“ R e
PV FROCDFVCHT iR c RFVCHZ2LE iR 2% 0 T AEHKEY (TA
CAGNEY Y- R Sttt ST iR AR U GER PR S st ﬂzzﬁﬁf?’ BEH#RE
o F]pt oo R Ry ii}p%ﬂ‘l ’ ‘J’*&ﬁp‘% EAV R Al e AR X e SN2 p) SR
ddcdy o 2 INPULSIS-23#% ¢ > nintedanib i 4p >t % 3% 2 £ SGRQRK % & %
LN Z oA - :,;%,]4 EpERE - e e AP EFLE
INPULSIS-1385 &% = 5 ehi & A 477 Bl A BT £ 532 58 ¥ £ 8 (The HR for
time to first exacerbation was 0.38 (95% CI: 0.19 to 0.77) and 0.16 (95% CI: 0.04 to
0.71) in the INPULSIS-2) - 3 **SGRQE # 12+ & > nintedaniby % & & 2. fFF ch i
B BEKY AWE2608 612 A ER L RPN AR TER(R
COPDi4%)» 2 BHEFHLDRELET W Ao

#INPULSISF 7 ¢ > nintedanib«#] & 7 1233 "5 g (7 &5 3 4 p 120 2t &
£ 3 %8 (7 E£ 47 % 3 4 >tnintedanib e o fe =¥ e s #fr # o FIRFVCT R A3
F L H o pr X A ,\nmtedamb,ﬁkﬂ PR Y - BRAIE AR
chz B o= P TRk Bk RS 5 - E o B %,i” MR Y 23
FehT oAz s X H6H Y > gt M;Pi - #”fFVC I #2509 e & o Flat
Fopr B % R 49 o RS AR ¥t — JE 1 IPFiE 3 ¥ ¥ erpirfenidone s 4 2
FOE il

F 11 Bayesian i % %L & 4 47 +¢ $nintedanib, pirfenidone %2 N-acetylcysteine %
F

R G A5 s IPFE Mg 1722 9% 54 5t g 4 (decline in percent predicted FVC2 10%)
E3 g aney o R BRECHICT HFE A LEREFT LT 2P @K ant 5]
e - Ldkg ﬁﬂ”ﬁiﬁmwgff*% Ok Si=g2 AN eI S Rl g il sk
BEOPN G o EREEREFLIPEEFF A - R b FEA T B % i Ak
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BG4 o
PRFEFRELRWETREFFLR ERALEL L L RRIAT

B oEgpmgar (IPF) ¢ X% i abngfddp 4 o b g A% § an
AR R BEHNF Fenkif e FALIAR P S BER T B2
_&mfﬁ}»"&o“{—gﬁ%ﬁ—mxi * A ¢ BT TP p A ETEED

kL B4 o

WV ena & 5% o pirfenidone » & 3 22 nintedanibsg 17 7 sk gy o e &

SEEF R RN Rk BT FLAREY ofRA FEILL 2 95 20060k &
&% L % pirfenidoneshg] (£ % > fpgtnintedanibidsk # o @it @ E E 2 2
F R 89590 0 it F - B et B2 2 b B 0 e glaniop g &

B SMCr*24]Pirfenidonei * %?FVCf*&%?80%_'rf?JFf‘s EoferFLir aifphd
Y o BPEEEFRERBHEL A T i pirfenidone 0 3 % G K% e
Pg K E & onintedanibig 7 ¥ RE R M R 0 TR H {t;ﬁﬁp—@ﬁa )4
AL - R T G R R L e e 6 o £ 2t
WHA T RF AT

W IPF§ FIERE e EptE > 7= &4 2850%; pirfenidone A it > it B
42 > enintedanibe &x ¥ R C E R E g 2 o

||
Woom @

SMC3u 5 A & b i 5 5 pirfenidone 2 N-acetylcysteine °

2. TF FARARBE 2 pr

(1) #=-2
~4R £ * 3v 4% Cochrane/Pubmed/Embase 7+ 3t B2 & 2 sl 4o !
1T 5] PICOS s & iF 1+ > TioF B £ AR ERATELHEET 254

¥ (population) ~ i > i (intervention ) ~ % »c ¥ & & (comparator ) ~ & »<ip]
24tk (outcome) % 7= 3 F -2 > ;2 (study design) > H & ix it F@ 4o @

Population s~ 1% @ idiopathic pulmonary fibrosis
PREEE DA

Intervention nintedanib ethanesulfonate

Comparator A%

Outcome A%
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Study design RCT g Systematic Review

% P+ it 2. PICOS » i% i Cochrane/Pubmed/Embase % ~ /I%?“q‘»'i » %+ 2015
#1077 23 peAdpxE o

d 3 CADTH# SMCe7# i 47 4 #9°02015£ 107 ¥ f 24 Bl o e
B3¢ o W442015% A7 < ll%i’é 7h3 o

Pubmed F L & 2 & { vk -

("nintedanib”[Supplementary Concept] OR "nintedanib”[All Fields]) AND
("2010/09/20"[PDat] : "2015"[PDat] AND "humans"[MeSH Terms])

Embase 3L & 2 $0F [ ¢

#2 #1 AND (‘phase 3 clinical trial'/de OR 'phase 3 clinical trial (topic)'/de
OR 'randomized controlled trial’/de OR 'systematic review'/de) AND
fibrosing alveolitis’/de AND (2015:py) AND 'nintedanib’/de

#1 nintedanib ethanesulfonate

(2) #=x%

r2nintedanib ethanesulfonate i % B 424% 3 > **Cochrane F 4L £ » 4% > 1
2015# 10" 23p 1k % % @& * >*idiopathic pulmonary fibrosistp & & seid < 11% ¥ ER
FL e

Pubmed# Embase§ #L & # # & nintedanib ethanesulfonate * *+idiopathic
pulmonary fibrosisgz 31 & % 5.2 & 40 TRk ¥ k5 e £ 5 BRI RS
£ 3212 ik 35 cnintedanib <HRE 42 15 & 325% (INPULSIS-12 INPULSIS-23% 2 )[13]
B jE- K Loveman# 4 3t2015+# = * % £ z_idiopathic pulmonary fibrosis; ;>
R 2 e s A 49[14] -

Loveman® A - 4FIPFS R * # 2 il o7 2 115 < frie it
¥ % J Al 4p > 54 pirfenidone (odds ratio 0.62, 95% CI 0.52, 0.74) % nintedanib
(0.41,95% C10.34,0.51)v & # ﬂj,f #2352 FVCT i B RS ek o Aga
TR R RIF o R RS K BT 0 nintedanibeFVCT FE R sk B
¥ ig>*pirfenidone (odds ratio 0.67, 95% CI 0.51, 0.88) = @ 5 = & chfF 314 i
nintedanib£? pirfenidone & 8 % % & -
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(3 )23y w2 T

r&© ;ﬁ-;ﬁﬁ & 23 | 7 M AFE 0 g e (idiopathic pulmonary fibrosis) 4a
e~ J,?’% c e 2 PR IPE AR AR I T RERS AR BEEFA )E’v =
B rxZEYR > o 3% & nintedanib 2. INPULSIS %5 [13]% Loveman % + ¥t IPF
it FL g A 4T[14] % - K v pk 0 ¥ 3t ATS/ERSIRS/ALAT > 2011

Sp vl

£2 2015 & &5 IPF i dp 3l A MR 5 = 3P 0w b 6o 2k B i -

FHFLARTISSESF ALY FRFTETENMTRELIART > &
A s Dkt g v | 8¢ Tidiopathic pulmonary fibrosis | if & E 2. %
& A % % 5 nintedanibl00 mg 2 150 mg = &3% o

#2 nintedanib ethanesulfonate F /& = antineoplastic and immunomodulating
agents / antineoplastic agents / other antineoplastic agents / protein Kinase
inhibitors #g %] (LOIXE) » & © 3" & % & & e 5 38 ér‘ * % nintedanib
ethanesulfonate (LO1XE31)# » ¥ 5 5 3B & &2 i > L3R L3 T
L I AL 00

EFREE € - @\,l}'viv,\?ﬁg €~ Pp AEBEE R P FNIQIEE
§ S HPF R A (IPF)2 b3 & i & 384531 2 NICE £ 2013 # 6
P iE 2 G M AR IR R R s TR o TR YRk 4 51 (CGLE3) ¢ o Gi *
% ¢ F-# & nintedanib ¢t ¥ AL 2 ch# 5.5 pirfenidone » 2 pirfenidone
* AR P o @ N-acetylcysteine »t 2% 2 Pl if ok 5 T b o o b
WA LR 0 ABE TR a | R o

AR IRERHKRID L X AR R2E% o A& nintedanib 22 H Ak &
SVt B2 TR 2 )]?% °

S SRR s
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‘v £ 5 pCODR A+ i B p ~HT 4 P8 32 5% (INPULSIS-1 [N = 515]
2 INPULSIS-2 [N = 551]) £ ##nintedanib 150mg > =

2015 & 10 * ) .
B Ao m b FVCAp T X A &3 R
sl 5 2 ¥ R 0 anif R o nintedanibsnE #
B 7 % tpirfenidone - Flm e R A & T TRAk 1R
B Aeik 2 ehfA)T o dedinintedanib * ¢ g 145 g
aiv (IPF) ding
B FVC=50% -

B Lxel2B P HFR > FEHPEFETE210
9 > Bnintedanibs; 5% Z &k o
B &34 = Anintedanib# ¥ 4z iE pirfenidone =
X o
B Nintedanib# j& £ pirfenidonee & & * o
W & % pirfenidoneir i & % prhup B0 X R H
nintedanibszg 35 » F1 CDEC & ;2 23k & * 3%
P R
L - L 3%2%“% Ay Ao R FERL
#1425 7 s (Restrictive lung diseases) (&1]4-
collagen vascular disorders or hypersensitivity
pneumonitis)
# B NICE TR #2015 2 107 7 B3Pk € k0 2016817 2%
Gl
%+ PBAC 22015% 10" 23 p t H AP ERAR L AL HaE
it SMC SMC 7 £ >~ INPULSIS-1% INPULSIS-27 BEp o utd
2015 & g 3 R #E% 7 o nintedanibip % JAHIPFR & o

FVCE § szt g Femecy ; 2 ¢ ;ﬂ—*"ﬁ, ip 1 5
PR A E e FlA R v]’zfnintedanib’# KO3
s gk i (IPF)es % o 23 % 1 FVC< 80
%6 IPFJs & o

PR AR T AT F B ARERALA o
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3. MH st 2 (AHEE):

AL TR ERE S BOL 2 X FRHRDE Z P EEPBHRER F
S : INPULSIS-1 (N =515) 2 INPULSIS-2 (N =551) -

A4 2 A E 2R o nintedanib <HH E 7 p 150mg (£ p S )3 %
3100 mg o A RS TG~ i B35 5 40 A o Ed T E N R¥
ATS/ERSIIRSIALAT #4731 » 5% 5 IPF 2 FVC A# 82509 @ k fF— §
iv g4 % %4 (carbon monoxide diffusing capacity » DLCO) = 30%~79% ¢
Bk oo L Boch R s 52 M 14 FVC 175 o 4 & st & o ey L
iR D RS 52 e SGRQ K 5 £ 2544 % - 4 A4 2 &1 IPF
wmTepE R o

B 0 S

B Baed > pFEfl s Fle s FIER S - PpF R O 4 gk
% o nintedanib EArx FAlEz BRAREPEN T F LR - BE%Y FE
P 52 ¥ enA Kt FVC %13 5 (The adjusted rate of decline in FVC)
nintedanib & ¥ M3t % A2 & SGRQ A ¥ £ 4 2 & » INPULSIS-2 #5% 7 >
nintedanib ‘e p it % Al et SGRQ RE¥ £ 4342 5 L3 M lEF A
B > e & INPULSIS-1 #% 2 - BHR RSP A TR DS F LR -
AT - XELE PR > A INPULSIS-2 335 ¢ > nintedanib 4p &> % &
AL SR F e 8 o (v A INPULSIS-1 325 & - @Bk i s 2477 Bl &
I 2 A A N SR f,ﬁ_m}]% Bovt ) = B INPULSIS 385 cr7 3
AR o T },% Bk 2 Ap Mok B € A2 R £ % & INPULSIS-1 22
2 INPULSIS-2 ;8% ¢ 39 A BRI o h BAp R HR e E B lgF L 8 o

INPULSIS-1 INPULSIS-2

Nintedanib Placebo Nintedanib Placebo
Change in -114.7 -239.9 -113.6 -207.3
FVC (ml) 125.3 (77.7t0 172.8), p<0.001  93.7 (44.8 to 142.7), p<0.001
Difference
(95% CI)
Exacerbations  6.1% (19/309) 5.4% (11/204) 3.6% (12/329) 9.6% (21/219)
HR (95% CI)  1.15(0.54 to 2.42), p=0.67 0.38 (0.19 t0 0.77), p=0.005
time to first
Change in 4.34 4.39 2.80 5.48
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SGRQ total -0.05 (-2.50 to 2.40), p=0.97 -2.69 (-4.95 to -0.43), p=0.02
Difference
(95%CI)

EENE

BonFip 2. 7 2 F 2 fnintedaninb 2k % 71% (455/638)4p #13t28%
(120/423)) o F]H A F B HERF Y Pk gt b fenintedanibie g 3t F A 2 (4
| 5 19% (123/638)£2 13% (55/423)) - nintedanibp 3t % & & { & 05 H i
7 A FE Et B R d 4 (76% (488/638) versus 40% (168/423)) 0 B F R e 2
¥ H5(62% versus 18%) - H U ¢ F5+E . (24% versus 6.6%) ~ "L (8%
versus 2.4%) ~ F "E38% J§ (6.4% versus 3.5%) % i{ #4(6.0% versus 4.0%) ; 2 £
"% 1< endF 2 Anintedanibie s B >t FA 2(9.7% versus 3.5%) -

Nintedanib» 223F3%en7 2 F 2 LA M o - BB s A 4787 ¢
e RoerFpas 2 g 3lAg I F B ] & (nintedanib e Ap o & F A A v
;3 27% versus 7.2% for aspartate aminotransaminase; 21% versus 5.3% for
alanine aminotransaminase; 15% versus 6.8% for alkaline phosphatase; 39%
versus 10% for gamma glutamyl transferase; and 7.7% versus 5.3% for total
bilirubin) -

CADTHZ SMCHf »xzg dp e s 4p i % £ ¢

Nintedanib 2 pirfenidonesi® * 417 e 22 5 #EIpiTfe = ﬂ L@
refe® 2 o
7 i R vt )R 5 nintedanib 2 pirfenidone s »cAp i 5 (2 d 309750~ 3B 7L
$PRCT i R F 1 Flot 3 Mot - s 2 % 2285 sfhant s &7
FE T o
7 B INPULSIS:# 3 35 A # MfJ_ O F a en A s @t ggpirfenidonep #3Y % &
#) 7ASCEND 5% 1 $ 2% 2 FVCit 2 o pb % 5 INPULSISF-ASCEND 5%
B h RS FVCTRR LA L8 b RABL ABRERRLE AT i
P e AR = ikE B FBE Znintedanib™E <
L_'fh,;‘b 4 o
% hd B %P o nintedanibp #03t% FA 207 B EF R CFVCHT
g o BFVCT 2EE BinE R L% A LBKRBEVITLEIPEBRER LS
SRRt RS R TR ORI RS ERHE AR T T X
E itk ¥R R LB ST O E 2 B T S L M At
A INPULSIS-2:#5 ¥ - nintedanib e 4p #2>t % & 22 A SGRQFK ¥ & £ 3+ 4~
FHFA - XERETOREI - R MG T REFLR > 2R
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INPULSIS-1385% 2 = 382k enst & 2477 Rl A ko & 5 g ¥ £ 2 (The HR
for time to first exacerbation was 0.38 (95% CI: 0.19 to 0.77) and 0.16 (95% CI:
0.04 t0 0.71) in the INPULSIS-2) - % **SGRQ®& # =3+ 4 - nintedanib# < &
Hz BenZ B - B aém%%t‘ A w5269 6120tk EE LR
AT E(ECOPDEAL ) LA BEFTRBIRELET & Adr o

S TR RRATERD S - £ BRREHT FeFu Ay o L Es T
P AR S < H6R 2 o b gty #”fFVC 2e50% o R o Bl

IR YEh < W PR
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I ~ R RILFIF

(-)EHF RN AP FpgAEE

L 2kpRNZEFLPNFHE

EREFR N - A OB GARFRL R LR R S RE( R
%)k 45+ nintedamb(,u T AENDB) ¥ At G T A - ML A A
L FE o AT N A 2 A 2% 4 7 (cost-effectiveness analysis) » 2= i Hp BF 12 3% 4 %
A o P RTAIFRF 2 A~ Kk 2 & pPR¥ S =0 nintedanib 150mg(- p &3 #
300mg) o ‘R vE @ 3E

(1) & i & ¥ % = (Best Supportive Care, BSC)
(2) # p pR* = = N-acetylcysteine (2 ™ fi #zNAC) 600mg

sttt BT 2403 (Markov model) Bofstp £ it B g % 8 F R & &
&7 41 % 05 L INPUSISS2 2 e sk i = 5 AL A o 4 R Azde# 84 5 66.76
F(lekp 4 T oEE) > HEUR L B RERLARR A 77 %3 INPUSIS T & 5 4 s
ez B 5 BRI X &l "l%%‘ ME B ik B K Rk (health states)
k5 &M E 1 (exacerbation) 2 2 & £ 14 & i* (no exacerbation) ; A% - B LT
x i Do 4k x g 4k 3R E(FVC% predicted) | s F R itk wA 58
[ 3=y 3 FVC% predicted>=110% ; FVC% predicted =100%-109.9% ; FVC%
predicted =90%-99.9% ; FVC% predicted =80%-89.9% ; FVC% predicted
=70%-79.9% ; FVC% predicted =60%-69.9% ; FVC% predicted =50%-59.9% 14 %
FVC% predicted =40%-49.9% o }t $5-A] ers & 2 s E 375 ¥ 2 3% > 112013 #

FT oML AN R EH o

B B e o B dp ¢ 7 B OE S8 - £12E 1 (acute exacerbation) ©
B AR & (progression)’ sk " 14 & ok 2 -8 8w F LR G 4

a Fa o gk ai &4 17 2 % (Acute exacerbations of IPF) : Acute exacerbations of IPF are
defined as acute, clinically significant deteriorations of unidentifiable cause in patients with underlying
IPF. Proposed diagnostic criteria include subjective worsening over 30 days or less, new bilateral
radiographic opacities, and the absence of infection or another identifiable etiology. The potential
pathobiological roles of infection, disordered cell biology, coagulation, and genetics are discussed, and

future research directions are proposed.
"% INPULSIS Tk 3% ¢ > 7 5 & i+ (progression) éh & & & 4 s * predicted FVC § 10%:g
AR 5 7 :j}% FEiv oo

23/37



104BTD09004_Ofev soft capsule150mgLC] 100mg

M2 AF 2fed 207 AF EA BRI WA - BRERE S
(network meta-analysis):E 3 4p B T4 5% (INPULSIS 2 TOMORROW) & 2 & i
g0 TER A RR DS E A Flop A AL e AR R IR
PEF T CERIBER T AR UF PR RAEBG Y - F
“%“\%ﬁﬁﬂ%? MERMRGER T o B Y AT TRAER S H R
A A R A R TR

B2

P G A HCR Y ERE A SEREN T A oY Y g T
AHE 22 2R ga gL gt 3p 4 (utility decrements) o »c % 4odici £ 195
k% INPULSIS trial @ o 4 GidBeAc®lh~ % 12 24 35100 2 B2 3“1 o

Em iR 4 (EQ5D) » 2 m AR EH YL S Bt @ o

L*Fi;'*zm'v*ﬂ‘ et o TR BT 0 AT #1 0vE (NAC 2 2 BSC) » NDB
7RG ek Pt o NDB pgst BSC 0 ICER 2.4 & 34— B QALY > F i
FATAT &% 600 (3 4c 0.41QALY » = ﬂki‘g’ﬁ?”ﬁ; i 200 3 ) ; NDB #p iz
* NAC 7 ICER BRI 5 = 34— B QALY - ”‘%‘V‘*frrr"*r'& q (3 4
1.19QALY > 3§ 4r = A& X 5 375 % 200 § =) -

22 BSC 2 NAC s AT R A 479 g A B T &k fl 2 A4 4
Z (transition probabilities) #_1 & e 58> H ¢ = ﬁ,fgﬂﬁa o F v Fehjp

25 & - (odds ratio) = ST & A 745 Bl @ > NDB 4p i BSC £ + & & &2z
FooL g A E ot DAt R AT Rl E S £ > BSC 5 £ & A2xE - NDB
21 NAC ' iz chid % rimg B 45k % BIEE S 0 NDB # NAC B & A5 » vt
EE A AR (odds ratio)d & E % i F|& + @ ICER £ p 5+ QALY
TR AT S 1100 F R0 $19F QALY A7 5 % 100 § & o

d IR AR E T P REER LS - BT BHABORN 4 -
(percapita GDP ) » & 5-22BSC  #F » :E |2 & = A7 v fu i ; A 5
ENACH 2T > 3 0%~56%:7+ 5p (27 & = AoxE o BT AA77 0 3
Hic#t % predicted FVCiZ 5]50%(stopping level) = i% 1 m)%‘m'r BostrRERT o
KB oA A BREaFRL -

‘r\
Y
=

d D RP) B ERE R A TS R B 0 - B3] = & GDP per
capitas R &4 47 » AP0 E L HR A (BSC) AR T AL R F AokE Rk
FNAC > Rl E = A3 o

2. HEk¢ v

"}J'/}’,'\Li'—?%fﬁ ELY#% 4'm§;/ﬁ’f“zj—“p§rﬁr ’ é‘,‘;—%‘,c‘ \*pu,—a\ prﬂz plz ;E—L%E—;E’EE;E
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v £+ CADTH »> 2015 & 10 * 2w 2 44 ¢ ANk R% 2% A F ;haﬁ&*»“
pirfenidone 3 ¥ :x % 5 4 FVC - » & & % § & pirfenidone i{ & @ 2
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e Tresindpd (3 ?J*’r‘ﬁ"ﬁég%ﬁﬁ )| FHmEmp o
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T Hom A ER ~ F F M E £ ik (concomitant)- ¢ 4 S+ JTF A s R
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(antitussive treatment) > 12 INPULSIS 385 @ endydlle 5 % & o gt vb o a3k F » Ji
= % # § + (public-payer perspective)gL 2+ 4t & =-¢2 pirfenidone - N-acetylcysteine
BAFNFLEIRRRL R A TG o S kAR ITSR Y AHIREA
de % % 3450 ehh Y% Bikcdp & p INPULSIS 2 2 TOMORROW #5 » & 2 #ic§ 7]
RAFRIE 2t o aE gk 1L e i L g & 47 (network meta-analysis, NMA) & f e
KAk g3 > 1 5 INPULSIS 3% # g5 4 < predicted FVC & ‘g
4 E ST aE -

* Ir %4 % 4 (Common Drug Review, CDR)dp 14 3k h& 4+ el 5 1

s quﬁ;J.

(1) M- #onfphFScdp kv B 30 # (Senfa) > TR 17 el k1 R
B, BT NED A A mL R o
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& E % e 247 (network meta-analysis) %X F St HE P EFOL K -
Q) ZRf B EFF LR TRA RREEI Do G e R L 2T Rdpf 4 P
Gk B o
(B) AHZWAFERET AR R FNR  EH L A @
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£ < EH L A R ¢ (Canadian Drug Expert Committee, CDEC),T.%L% EN L
PR ES JIS 3 S
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P 2R 0 (e d 3t RCT 20 fF 73 437 % 03 B {2 (heterogeneity) >
CDEC » f (Bt 3 E4 cnEsgr % 25 3% 5 073 /2 2% (uncertainty) -

(2) nintedanib - % & * & t# - X = =X ~ - =X JR* = 3 e pirfenidone * 2 2
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Rxm 3 > CDECHp Mgk cha {7484 L & § A BLA7 3 4% v (research gap) : &
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ICER(Incremental cost-effectiveness ratio) ie. ¢ = 1 30,000 = 40,000 4%/QALY -
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A5 3 & B3k ninetidanib fc L A g TR R g 2 e 4 ok B F R
pirfenidone » #x @ > NMA 4ril 3 &7 g% -
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(\x,
N

1T ) PICOS Mz H0F 1 THOF DL AXSHATEL A FET 254
¥ (population) ~ ;5% > ;= (intervention) ~ & »c4f P& 5 (comparator ) ~ % % Jp)
235 1% (outcome) % 7 7 3k 3+22 2 & (study design) » H & i i a2 4eT

Population B~ % & Idiopathic Pulmonary Fibrosis
Intervention Nintedanib

Comparator #

Outcome Cost-effectiveness , cost-benefit
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Study design meta-analysis, RCT, Cost-effectiveness analysis

i pe it 2 PICOS - i i PubMed/Embase % < g&?&i& » 2015 # 11 *

N 2

5 El 1Eif’r;}f’.2¥ ’ ;}f’zﬁ ﬁ\“p pF ELKIT@?‘
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i m it $0F vk >t PubMed 12 2 Embase F q"}ixamjﬁw SRR A B
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d 3Rk Y AEREH @872 MH ) PubMedF 3m | o H P
- % ¥ Embase 4p 7 [18] > ¥ — & R &_F 4+ #& nintedanib {v pirfenidone » 12 = -
#FS"#& v & nintedanib - pirfenidone == 1,%[14]3@ TERGER

Loveman E. et al. & 2015 & 2% % — k& & * fixed-effect model [14]=n5L & & 47
FE oo d ki /*Jeﬂ* RE 5N E e 32 5L S 2 47 (network meta-analysis)F= 7 4

3 gk i rn,r.)%‘ ggﬁxm? /}%F""F’“ A A RFERAE N FHA T TR
¥in o 3 S5 % Kr & pirfenidone {- nintedanib -t 3% 5 4 FVC & it ek o

£3. “L?fi PEng & o

d et #& (indirect comparison) % 3 4 47 % % &1 0 nintedanib 5 %

1 B ¥ ot pirfenidone > faf A R TR IR B G BEF AR R P 5T

R4 47 (sensitivity analysis) % random effect model 4 47 #& BlzE P #p F£ #|2 -
phth o B RV S S BE o 0 5v = 5 & pirfenidone >t nintedanib > X @ A3t

PAERE

d & F AT %% B o pirfenidone - nintedanib fgF it 5 B 1 g 4 F
FoiekE ke b K f P Fet BB T ninetedanib At g G B F kG BA e

6. EHE/ELH UL XA EFT] FH

EHE ERE- R BB

AR PHREMBREE

(= )5 48
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PubMed | 2015.11.05 |1 "nintedanib" [ Supplementary Concept] | 181
OR "nintedanib" [All Fields]

2 idiopathic pulmonary fibrosis[MeSH | 5880
Terms] OR ("idiopathic"[All Fields]
AND "pulmonary"[All Fields] AND
"fibrosis"[All Fields]) OR
"idiopathic pulmonary fibrosis"[All
Fields]

3 cost-benefit analysis[MeSH Terms] OR | 95108
("cost-benefit" [All Fields] AND
"analysis"[All Fields]) OR
"cost-benefit analysis"[All Fields]
OR ("cost"[All Fields] AND
"effectiveness"[All Fields]) OR
"cost effectiveness"[All Fields]

4 meta—-analysis[Publication Type] OR | 98412
"meta-analysis as topic" [MeSH Terms ]
OR "meta-analysis"[All Fields]

5 | #1 AND #2 AND #4 2
Embase | 2015.11.05 "nintedanib’ /exp OR ’"nintedanib’ 903
idiopathic AND pulmonary AND 9511
(" fibrosis’ /exp OR fibrosis)
cost AND effectiveness 147329
#1 AND #2 AND #3 8
network AND 'meta analysis’ 4194

#1 AND #2 AND %5 6
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