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pneumonia, IIP) » FEENREEA » EREBEE
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fiisk (usual interstitial pneumonia, UIP) A9 EY
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MEMRLEEEREER - RILBATE IPFAVEER L
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SAT HT 26 € 3 nintedanib & pirfenidone
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FB 71" & B 5& £ (Forced Vital Capacity, FVC)
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BE# nintedanib & pirfenidone Bt
% > B MEEY T L ERKABINERT -
FVC BFEN TRERBHNHBHAEEEN
EE > BERELELE IPFEAMINEENI R
75 > AR IB AT SRR B g s R E fth
EYAE LB SR RV B 0 tEILETE 2015
FEFTEFAY ATS/ERS/JRS/ALAT J&8f&f55 | »
A AR Y BT BE B[R] 51 4 B 1R 4
WiEZRER > AERARKIES PR =1EE
@) 7 o ZRZK Dr. Martinez BR$t¥tis =@y
REITEESR » IR MHERR BB AN TE /A FRIEIE /Y
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Bt #AGIB A TE )8 RIE5| LR
BA BEREHELCEYREtER > 2 —
WIEZEAR IPFRAS LY > BERR
nintedanib &z pirfenidone B X} E & FHE
W mERR BB B EEN > BB TEE
71 EERRERE » TRZ A BUERPR B SR PAHIRL
B IPFRAS FEBEEB(EHERE
FECERHMRE - AILERTAHFZEREE

A EREEREEZERMER 5 BRIE
RRBEMNERABRZFHEBRI > IPFHY
EYn AR E ERZIERZ ZE M nintedanib &
pirfenidone &84 o

R ¥ 2016 £ CanestaroWJ & A B
Chest t P 8% % » % 12 I8 2 nintedanib &
pirfenidone 18 REAER PR ST AL RETIEITRIADAS
ir & D I (network meta-analysis) ® 45 H »
M FVC TREABHE AT 10 % E4 IPF B1E
B9 #5 Z BF » nintedanib & pirfenidone £

ZR B ML > #EEBBUR L IPF BERY
o BTEIRF LEEERE ) BMEEL
SR B &R WEERAT LR
EEE 5—F@E > AWEFERAET (all-
cause mortality) EBREF > nintedanib &
pirfenidone & B A Z M EIMELE > UKW
EOMELEE > BRBEEIRSH LBEEE -
B REART IFE D EFIEREE (head-
to-head trial) > BRI BERER T &
7 » nintedanib K pirfenidone 7E &1
FREBENEERFT

Costabel U % NE—Z 734 nintedanib
TE 55 = HARGPRELER INPULSIS trial BUAESR °
Bt F & ~ ATE ~ 1R ~ EHEFINAE -
MR- 5 12 TERRHEEIES BIEIT R
BoRB N UEZBFPENTERF > B
TEMEERE IPF RAGBEZRE—RER ;
Noble PW % A ¥ pirfenidone B9 /i 18 5 =
HRBR PR 5 B CAPACITY trial 82 ASCEND trial
ERETREES BRI —HMER
pirfenidone BUERNTEEERS IPF IR ATREF L2
H—% -

AR LM ERRERTHEML
RARGEDIT ERFTIMEFTEENE
H,BEXHEREVMERIEEN 2015 FFR
BRW—BHE " OEEREERN=F
nintedanib £ = & pirfenidone 89 &8 /K &
En 45 R o #IATERE CAPACITY study 004 £
study 006 ETTE S E » BRAERE
& w9 &= 1k ; 1B pirfenidone 7& CAPACITY
study 006 & > X TFVC 7838 {& tE R &R
BEEMANEHEME) FaEXEHhsIRRA
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Analysis of Forced Vital Capacity and All-Cause Mortality.*

Study Forced Vital Capacity All-Cause Mortality
Change from Baseline ~ Treatment Difference Hazard Ratio for Time
(ml) (95% Cl) No. of Deaths (%) to Death (95% Cl)
study drug  placebo study drug  placebo
Pirfenidone study 2 318 475 157 (3o 311) 14(80) 20015 065 (033t0129)
(November 2008)
Pirfenidone study 3 3719 -6 (-178t0 167) 18(105)  17(93) 1,07 (0.55 t0 2.08)
(November 2008)
Pirfenidone study 1 (re- 235 4 193 (96 to 289) 12(43)  21(76)  057(08to116)
submitted; February 2014)
Nintedanib study 1 40 -1 131 (2710 235) 781 9(103) 073 (0.27t0198)
(June 2010)
Nintedanib study 2 -115 -240 125 (78 t0 173) 13 (42) 13 (6.4) 0.63 (0.29 to 1.36)
(October 2013)
Nintedanib study 3 A4 207 9 (45 to 143) 267 2001  074(040t0135)
(October 2013)

* The studies are listed in chronologic order by drug, with study numbers as referenced in the product labels and the months in which enroll-
ment ended. Data for forced vital capacity are the absolute values for the change from baseline to week 52 for pirfenidone study 1, to week 72
for pirfenidone studies 2 and 3, and to week 52 for all nintedanib studies; the change from baseline for pirfenidone studies was based on de-
scriptive statistics, and the change from baseline for nintedanib studies was based on regression analysis. Mortality data are from the vital
status analysis (from randomization to the time of death) and include all deaths irrespective of the cause and of whether the patient had con-
tinued treatment. Hazard ratios for time to death are based on Cox proportional-hazards regression analysis. Cl denotes confidence interval.
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REAABRERR A FIEERKEER
FBIE B —REKE > nintedanib HFEER

pirfenidone °

ItE &b 7% 7 7 22 o 1E B PR 5 5 B9 B 5T iR
BMAGRHE LB E R nintedanib B9
INPULSIS trial X2 L EEBENMZRE
&SR (traction bronchiectasis) > 18 IPF @415
RARBIIEEHRET (honeycombing) BIFEKE * »
AIMARZIEMBEIEEZE > M pirfenidone
9 ASCEND trial BIABR * o fi7E Nicol L ¥ ATE
2015 FERNMATH > BETIRELEH 377
il IPFFEZ2 B E > 1§15 8 % A R# ASCEND
trial UM A BERR IR HER IR > IREH 29 1L
RARTEEM Y o B LB R BIA > ASCEND
trial RETWAABGHEREER R EHREH
8 IPF & & ° Raghu G & A Bl A3 INPULSIS
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nintedanib TER AR ZERE{LH EES R BB

R 5 M nintedanib ABRNMR O A EZEE
EHRIE (emphysema) §£8 o
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M CEYE IPFRANBERHER &£
RREUREERE—HEBAEKTIEEFR
BUERVERRS - AN EHEEYR AR EEILRE
FATHEERYSBAE » Rt B B &k R RIRZEY AR
R R ABPIIE N2 DERPR T B VE ?

1% pirfenidone 7 ASCEND trial 44 A
117 FVC FE38I1E 2 50-90 % A IPF B A 2
nintedanib £ INPULSIS trial B9 4% A & 4 2
FVCFBAIE A 50 % ML EBI IPFE A ° > A
£ IPF 7R 2 ¥ HA BE MR B 4 B B9 FVC TR A
B9 % U LE » UNREREERRAREN
88 FVC /R 50 % & » i E Y&
MEEMBERAS LNFERERRAEBIR > B
AR E 2R &S ¥ FVC F8RMETE 50-80 % BY
IPF B2 M A T4A1T ' - BESABRIENAIR
BERMMD T UBREE S — LR RINE R E
BIIHREH o

INPULSIS trial EL#A A R4 % FVC FEAIE 50
% M EBI%E A > #BE ASCEND trial B9 50-90 %
MEREZBERE > FLLRP DL EITE
I FVC {ETE 90 % M EBm A SRIETTRIEEE D
Mo ERET BmESTER FVCTE 0 % U E

FVC <90% predicted FVC >90% predicted

n=472 n=315 n=166 n=108

-250 1 A102.1 mL -223.6

A133.1 mL
(95% CI: 61.9, 142.3) 224.6

(95% CI: 68.0, 198.2)

Adjusted annual rate (SE) of dedline in
FVC (mL/year)
g

EL Treatment-by-time-by-
subgroup interaction
p=0.5300

M nNintedanib M Placebo

2 U THRA > #H nintedanib BB 2RI
AHABLEEBREREE AR RTZAVERME o

S—FHmE > EnMECERRRTER FVC
B/VIL 50 % FHABIEBS » INPULSIS trial 725
it Rz & > AEITIEMIEEER INPULSIS-ON
trial”? » FARAASER 52 BB M AR AVIEE
EIRF4N A RZS7E nintedanib 4852 2 E4EAY
B/ o #EELA T 1P nintedanib JA & - AR
TIEERMEER > INPULSIS-ON trial ATLUBAA TR
Z< INPULSIS trial HR7E 52 B B HAAE R
FRRIZERT FVC FERIE/GL 50 % BIRA
EITIREE > BN DAL R LR BI4HRYR A ©
MZE4E REEIR > EmimaEA INPULSIS-ON trial
BEFE R FVC B AR 50 % 2/ KL 50 % BIR
A > T nintedanib 2% > ERERERER
g RBRst LNEEER > BREFERRR
ABRENEA > A nintedanib A& AU
B—1xAEY o B0 > INPULSIS-ON trial th22
34 > 7€ INPULSIS trial #E4F#& £ A nintedanib
A9 A B3 A INPULSIS-ON trial 7 BRIAHH &
F3 nintedanib 8998 A » E# XX TFVC T8 RIME
EEEMERNEERNEREE) FATEFT
HIERER R LU REEEZE BnEH
nintedanib 8% IPF It A 2 H A BERERE
NES-S-4 &

BEEER 0 HAB ARSI RIELR
LAFE R FVC B K5 90% 3% 2 /it 50% B9 f%
ANEBEEDIREFRIETTIAZE > HFIzt B AT
nintedanib B INPULSIS trial M R EIEFH MR
% INPULSIS-ON trial FHIZB D 4ERBER > &
MEEA RS LR AR IIERRRE
BRI o BEMBMBAE CEYERRRER
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INPULSIS®- ON: study desgin

Double-blind, placebo- Open-label

controlled extension
' INPULSIS® IMPU_I.SISSE-%Q )
Nintedanib 150 mg bid Continuing nintedanib

(n=638) M (n=430)
1

-y 3:2 No
Screeni’| ratio treatmeI itiati intedanib
ng Placebo (n=423) , M* nitia E;',g:;:,"q_ an
fomepm - ANEIRNL

Week
52

= Patients who completed the 52-week treatment period and follow-up visit
4 weeks later in an INPULSIS® trial were eligible to enter INPULSIS®-ON

« Dose reduction to 100 mg bid or treatment interruption was allowed to
manage adverse events; dose re-escalation to 150 mg bid was permitted

Change from Baseline in FVC at week
52 in INPULSIS® and at week 48 in
INPULSIS®- ON

Continuing  Initiating
Nintedanib Placebo nintedanib - nintedanib
n=519 n=345 n=352 n=233

0 0
: l : .
100 -100 T/}l

< -96.4

-150 -150

-200 -200

-203.
0

Mean (SEM) observed change from baseline in FVC (mL)

-250 -250

INPULSIS® INPULSIS®-ON

ERESHE AR et AERRVERRY > XRIBAHE

gt IPF B ATEM IR R ZERVIER IR S 12 o
g aRE RG> SECRBROES > FitE
IPF B8 L » EF 2T EHRRBERGT
BEEARTOER °

B2 ~ K%K IPF EYamiRE

Nintedanib £2 pirfenidone Bt » 2 IPF
HR RS SRR KBIZEN > 1B IPF 28 RRVIE
RBABIEIEL UL > BRT LM A EEY)
MARRERARERSERE— DRI RER
REWGREI 0 BRIt A MEE ¥ nintedanib
£ pirfenidone &R Z BHERARGR BEETE
EITH o Rt Z SN BRItWE 7T @RS

ERARA RO SRR EEETH UKk 6 EE
45REY IPF AR R ERER PR S SR IE FFIA SR A R 38
x> FNBENBEEMFLHEEY RN IPF A
BRERPR U BR EEEITINEE » BIETERKBRT
nintedanib £ pirfenidone 45 > hAJfE & B H
EEYRESRIAR IPF VAL ©

bR T ABVEEYRR SR IEE R EREITZ5h 5 IPF
FRREt ARG ERREE » ERMHNE
1288 o KR IPF BB HRA SEGREER DA REL
REREL  EREVERRS > HhHEEY)
FRERNERRIR R EEYRERIR
mERA1E  BRKEREZHIEAL

1f ~ 515R

1. T2 ERRR LA IPF IR AR » & 7 HERRAGE 4
#A4R5 1 ERY ILD » FEMMIL MFREE ?

R1E S £ 1 American Thoracic Society (ATS)
#¥ IPF ZEELRRERBI AN Gg=ET &
RdAtHE—HERZ TAEEBEMN
N2 NN ER2mE > REEMEXE
BEHNMESEERIEERR > BRINHE#TA
Antinuclear Antibodies (ANA) ~ rheumatoid
factor ~ cyclic citrullinated peptide (CCP) ~
Sjogren's syndrome antibody (SSA & SSB) 2
ZREZNVAZEE » HtMIBERANZERBHEA
B 25 BYR 52 K B Bl B9 B BUE R BR PRAE AR R AR

EROHRENE -

2 EBERLELBERUIPFHRE A i E
rheumatology test 23R EMH » BERK L
BB 1EM rheumatology #H B BY iE #K B »
HEZAURAG TRIEZE ?



RE D EEFHREERMAT IPFRBERRRR
FRR BB BAMETHR > EHVHBME
12{245F IPF A& o Dr. Martinez &7 » Itb5&
BNESER ATS &P TR ° M ATS FHE
REERFNEREARERGHER—H o

3. Bt —LE IPF B BEEMRENREA > W
KL AR AR BRIAHINGE ?

Dr. Martinez R B ELEAERBX E
RERNER AR - MRS RIEHEER —F1E
WA AL E (DL o) MBI FVC S H Mt AfiTh
BEIEIRE  EMESRAKREANSERAEEN
B ThBEAR ST ©

4. $t¥FRA FVC ERH 80% BY IPF /A » &
BRRERNMS R RSaERNE?
ARGEPE 2% HEERERMAKBER
28% RATHEE - BERRIAIULFIZEE
178  BETHIBMRIED L —m ARERN
ER > ARASREZW FVC BEFES
AEZEERFEREY > BE5RASREZK
MERIEE > AIEREYNLESRRE o #
¥ IERRE Dr. Martinez 53 AU B AN EREAE
EEMHARAFERANAECEY P RER R
MHEEREERRER > BRABRREZERNE
B BUS BT LAE EAER o b4 Dr. Martinez 135
> BRIEAMEINAME2EKIES IPF
MR > WBRSIETTEECEY R ER
ENERAE - FENBRERF  FEFE—D
AR 22 B B A RS 2 VIR B E B TR AR AR
TRIEFZRIIRIE > #ETER FVC B KRR 80% B
REERZERBEERIENRA > IUZTBLEE
BE > RZBIPTLURHEESERAE KRR M
YafE R CEEY) o

5. #H 7RI FVC {E/Vit 50% BY IPF B A > &
ERAR L BN AR HERE 2
BHgERER T NEEFEBAMICEYN
A BRANG 70 AR Mg — & B
g% 18 » i Dr. Martinez thR/-"ERAERE ° Itb
4b Dr. Martinez 222 B& 7 I AE L ZEW 50 > 40
ol U E & B sildenafil J55% » REATERH#HR
i@ 2 sildenafil FARCEERA IPF (DL CO < F&RI{E
H 35%) B9%E = HRERPREA R » MU 8E1TE
PERE(EA T EMEIEIE - WRZEFIEELER -
BRATELEERE « BARERKRIET R R
ERETHIER LB ETREENCRE » AL Dr.
Martinez 58 % 1 tb — /% A iR 8% £ A sildenafil
MBEEMEHFE > RRATUBEMRTERAR
ERsRAmBR LA ©

6. KL BREGEZENML acetylcysteine
A ?

Dr. Martinez 347 » BRIEERARBUE °

7. AR A E AR CEYBINEaER
E?

A BB B9 B & B 55D A T AT A Th AEAE R A%
BN U REERERTEAERIE > M
1250 (biomarker) FH > 2RBEXRERA
F2—ERFH LA E R ERTEIE o thIME
EERENMGAE > BEXERADELT
BB B LA R 18 1% PR 2= M B s RIS (CAT) @F
$E B9 sT (L $54Z > Dr. Martinez th A B LEE 3% »
it B B Fith A #t¥ CAT B IPF /B AABRIE
BRIETEEEITER ©

8. X HEHE = IPF RRNEBERZ— > fuid
MECEEY) AT AR Z I —REAR TS 2
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RIRIBERARG RS » MR E nintedanib
3¢ pirfenidone # M AN S 5% fEAR > B EA)
EEMRAEZNERAE > YFTNERIEHE
MREY L2 ZE Y R SE TR Y BB B2 IR EAR » K2R
BB B ] BE & FA A AT A (C ZE Y 2R IE 4R TR R
SR & B4R L2 Y LS ERRAEAR ©

9. BRAERE A H thistR Al UTERIfE A
A CEYR » SARREBIERRAL?

N
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10. BB (hypersensitivity pneu-monitis)
B |PF ZERRZE LR R HUE S » A2 EER
PR E—EEfERn S CEYa %N IPF RAHRE
EIBSIERMXAEA ?

tEMfERERERA ENEENE D > BEATE
HIEARMMAECEYBIRIEIPFH ILD HBA
HERRE B ERET > FELARERETRE
BRAEMRNE  KRREDHBAZES % IPF &
BEETAKREE > RAaBmESS IPF AN
MY ERRE B HEINRR ©

11. BRimER AR CEYNERERES © £H
BRI IPF RARE R MM ?
Dr. Martinez ¥ & EERER R EGEER—ER
RRETRRI S % SRS IMIEE ~ BEERRE N
T ERBEIE > RTEMMEAT—BREEA M
RERCRYPTAEE » IR EREIR EMPLER A 2181
RERMERNAMECEY AR  FREYT
R EREEMMNRT SRR A TN A o

12. L BEIR TERRRAETIRERE
(bronchoscopy examination)

Dr. Martinez B AZ2FHAR » TREHERLE
RES AR EREERZEEREMAY IPFREA ©
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