EYBRES 5+ 5B
S¥lIEN-
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Keishi Sugino’

'Tsuboi Hospital ILD Center, Fukushima, JAPAN

A

E- R MEREESENMK D

8T

R % = K BE 2 g (The American
Thoracic Society, ATS) / BX M Mg = 2 &
(European Respiratory Society, ERS) 2002
FRER FEMEE MM X (diopathic
interstitial pneumonia, IIP) A1) A4F 3 £ M
#261E (idiopathic pulmonary fibrosis, IPF)
E13E IPF M K$E HA IPF A9{5E£88RY 55%
Hz2 B S EE S EM B E M X (non-
specific interstitial pneumonia, NSIP)~ If
IR 14 40 =% 5 B K AE A R B 1 A 97 (respiratory
bronchiolitis interstitial lung disease, RB/
ILD) ~ BR & & [ & M Bl X (desquamative
interstitial pneumonia, DIP) ~ [E;R AR A 1E
fii K (cryptogenic organizing pneumonia,
COP)» & I i8] & ™ Bf % (acute interstitial
pneumonia, AIP) FliEZE R B ME MBI E 4
fii % (lymphocytic interstitial pneumonia,
LIP) & "o AT RIEE R FIEHELE 1P 2By
R R A A IEAE (k= 0.38) AEE A [EH
ERGBER  BHEPERNHEHEZEHEE (k=
0.49-0.70)> LESME B — 8 A~ A A Bl SR 11 & R A

T

Y RS EAREREZERERTRE R ALt
I RER IR L B R A B F i) R R A2
|IP BYRASE > B LE NFARESURRIELE

S —ERIERRERAR L R B EMNF TR
NSIP EI8:2ER ?7E 2002 FFHR ATS/ERS EERH#
52 NSIP 12514 TE Rt 1948 8 L NSIP
ESEITE BASERE (high resolution computed
tomography’HRCT) &% Z mE M AHEIRE
(bronchoalveolar lavage’BAL) 1 & 45 R E1T8#%E

Major Idiopathic Interstitial Pneumonias

Idiopathic pulmonary fibrosis (IPF)

Idiopathic nonspecific interstitial pneumonia
(NSIP)

Respiratory bronchiolitis interstitial lung disease
(RB-ILD)

Desquamative interstitial pneumonia (DIP)
Cryptogenic organizing pneumonia (COP)

Acute interstitial pneumonia (AIP)

Rare Idiopathic Interstitial Pneumonias

Idiopathic lymphoid interstitial pneumonia (LIP)
Idiopathic pleuropulmonary fibroelastosis
(iPPFE)

Unclassifiable idiopathic interstitial pneumonias

£R—.2013 FEF3KR ATS/ERS IIP S3E&R

iBEEE : Prof. Keishi Sugino
E5E 1 +81-3-3762-4151

i3k : 6 Chome-11- 1 Omorinishi, Ota City, Tokyo 143-8541,Japan
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SR EEARRRE D IS HERPRRIRA HRCT #2148
X ELEFUMERR (hypersensitivity pneumonitis?
HP):IPF~COP BLe5rHiB 7 &> i@ B¢ 2008
FHIXERIZ BAFEE M NSIP FES A A AVER RAT
HRCT SAR45181% 22013 4 ATS/ERS IIP D4EH
IRETUINASS 350 NSIP IS IBSZ B (R=— ) *

BR7T B EIN F—IHEAERAZMA
7 Unclassifiable IIP 8993487 —IEBUM ILD
RIRZE R AP FrETITRYAR 5T > Unclassified ILD
BIESERSERANA 10% *°> L A B A IR ER AN
FERRHAE 3@ F—RHERFIRES (B0 IPF/
HP~IPF/NSIP~HP/NSIP): E X & &k~ R %K
B2 B EEREE AT B —ERERIEREA
BB {51 4N [K] 4% 4% 48 48 & 7% (connective tissue
disease, CTD) £ HP FERYE2 ERSR4R R ERFTE R

&\~ 45 38 1 A A 4 16 52
EE=

RIS BTSSR IPF B UL B
S5 AR EAMBTAE S ILD PORREE (MIREE
WHERE CTD BUHNS ) 2 HERT
HRCT SRR S 2 B IERIE M3k (usual

interstitial pneumonia, UIP) &38R ; EIE UIP»
AR iBZEREXE & (multidisciplinary
discussion, MDD) JRE =TS BAL HFMitIA
B2 BT (B — ) - B EENZEIRITIES I HA

ME1& 4 #EES | Probable UIP ~ Indeterminate
for UIP ~Alternative Diagnosis i& = $85% £1%
SFEMUA EERRERS - B—HmE #
SAHTHRFES 1R H#EEE MDD BARFEEH LT
R BURECEREATIGEEHBEE #2
MDD 7s & Bt A RIBRH!

%ﬁﬁﬁﬁ'ﬁ%ﬁ%ﬁ ER B M imim
1)

{THRR 5T % SRR 70 B4 t S i 1 A B
M8 & % ff 9% (progressive fibrosing interstitial
lung disease, PF-ILD) FYE > A A K Z1EEFE
EERREE AT 6 21 24 BER RWENE A
fiiEE (forced vital capacity? FVC) FR£iBiB 5%
3 10% B &HERRER Z B161™ BH IPF UL
ShZ ILD B9 AT R sE R AE g A b S 1
BR R AEAR AR A IR S R IR BT IPF Vo 2Ep8
3RE8 PE-ILD % AR Al Th AE P& E ~ MR FE AR T2 16 X

Yes
Patient Potential No
ted causes/
suspecte associated
to have IPF condition
No (

Further s
orrer Specific Yes »|  Not IPF
(including diagnosis ‘
HRCT)
Alternative
diagnosis

N
| Chest HRCT
pattern .
N J

Probable UIP,
indeterminate,
alternative
diagnosis

K_Iﬁ

uip

SLB: surgical lung biopsy —

[E— .IPF sZERERRIZE




RiERMEEEEmE TEEA AR EF
FEREESRE ILD HPE I AE S KIS B RIR
(honeycombing)> B & honeycombing £2 75 [l
FERARMHERY (BZ) " E—SHERAIERE
2SR (hypersensitivity pneumonitis?
CHP)~CTD-ILD~Unclassified ILD i& = 18% & i

50% A
CTD-ILD CHP
IPF
40% A 42 42
<)
s Unclassifiable 38
Y 30% A
b 29
©
3 20% 4
a
10% -
0%
100% Log rank test,P<0.001
CT Honeycombin
. 75% A abglent S
§
S 50% -
z
=}
%) )
25% o CT Honeycombing
Present
0%

T T T T T T T T T L)
0 12 20 30 48 60 72 84 96 108 120
Time(Months)

Absent 831 678 536 406 326 246 183 129 83 46 32
Present 488 384 289 217 179 1279460740 30 22

[El= .PF-ILD i3’ Honeycombing #EE14- 7711
o 3%

B> 228 IR honeycombing I ATE/ERIRED
FEE L honeycombing &2 {BYE IPF JRET&
HE FRIERERNER MARFEREENER
FEFETEBR (cumulative mortality hazard) A
181> R CTD-ILD WISE T R PR LE Eth =72
FERIISE (B= )" e

1.50 A IPE

UNCLASS
1.25 1

1.00 A

CTD-ILD

Cumulative Mortailty Hazard
o
~
w

Log rank test, P=0.02

T T T T T T
0 24 48 72 96 120

Number at risk Time(Months)

IPF 237 126 60 28 10 4
UNCLASS 81 55 43 21 11 4
CTD-ILD 110 73 58 37 19 14

H= .PF-ILD HERRFECABLR
B2 ~BR PRI E (7 Bl ER PR sl B

I ER PR L & Rl id— i 65 sE X M Iw
BouhE 35 FRHIE R F M4 K E (limited
cutaneous systemic sclerosis) & 5> i
SEAREHHERNBELIFERI/CT AR
ERNCT RGETEALEERBRIER
(ground-glass opacification/opacity’GGO)
B4 4K R IR (reticulationEBEHI M X R E 1E
3R (traction bronchiectasis) #14f &% & & #&5&
(bronchiolectasis)? it & & & honeycombinge
&4 | 52 i %5 4 4 6 4B B 1% NSIP (fibro-
cellular NSIP)» #J & = £2 SSc 8 FH Z NSIP°—
B 48 3 F945 5 methylprednisolone Ak & %% 5%
(pulse therapy) Ii#%4& prednisolone &#&#Ak
7E5% cyclophosphamide BfFIE R B iFEE Bk
B FVC BRLLBHETFIFFERNTRET 11%°H
AP RE B pirfenidone &% macitentan
B prednisolone’ 7E#E LA 6 AR & RER
FThAE R RIAE SR B CT RARERBAREYT & Vo
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Double-blind

Nintedanib 150mg bid

Placebo

®

PartA

* stratified by the HRCT pattern

Week52

Nintedanib 150mg bid

Nintedanib
open-label
Placebo
PartB EOT

R: randomisation (1:1 ratio for nintedanib:placebo); EOT: end of treatment; ILD: interstitial lung disease; PF-ILD: progressive

fibrosing interstitial lung disease

.Nintedanib ;4% PF-ILD /% &5 = HAER R BR 2R 51

Ba1B—IEM nintedanib 4% PF-ILD &
WS = HABRR A BRI R TR Hal B stunE
MUEr~ B—BZEZP S5 BEiESE 7
T HERRER - FRMRETLL nintedanib 4% PF-
ILD 7558 52 BRVEMAL 2 ; Sl BRERn - =-
T4 15 EERPET BEBRSNIAEE ILD
AE RIS B B o AN5l5RAY HRCT sHMETZETRY
F3 INPULSIS SE&TE 2 AR > IbMRE BRRI4F
BERMAKRE HRCT SRR AE UIP 24
B NERRSHAEN 2/3 7 BYE B
AN INPULSIS &tEz4E[E > A& 52 #1& FVC &
ETRBREE P72 o thiBE HME
nintedanib A# ILD JABEAYERBR IETE TR ¥ o

Cottin HZEEXIR LAV AR IE T BATHK
IR PF-ILD BN KRB MIRITHIR
ARAERENEEMZERNEARNR T
MEAEEIS PF-ILD RSB HEARIF A
PF-ILD NEZHFBENREHREMINEREE
mENEATE BN RRRHAIRERE &
MEMSET > M PF-ILD FAIEZRIRAA IPF A

4 15 ) NSIP (fibrotic NSIP, fNSIP)~ CTD-ILD ~
CHP 25> T UM E B /AR RE B IF o
ERAN_Eat > B M BRIIEMESR ILD /BB A AEE
MR iR RER G ERIERRIEITEO KRR
FEREERIERRBENEAREREEAD
$H LR B AVARER o

BRI AE(E B 2587
85|

BZ<BY IPF 855 5 M A ATS/ERS
L2 BH ENBEEIRAER 51 A X TMR %
GRADE R Z 1R EBHRE SR ERS
EE ENEAEMERERES BIEMTH
R A ME N-Acetylcysteine (NAC) BB —fiA =&
M 221 (acute exacerbation, AE) A4 3% i
HaE S SR

B4k IPF af&e5| 28 17 EERRMRHE
PRAERL EEHH = AZE M (D%
YRR S IR ) = E AN S HEIf = 2 5l



EITRM o UABR RSB AES
Bl-f55IPEIIHEE - EEAND EREEMN
SIRERNGE (R ) HFIRIVEZZEREU
FEE AN e sRER AR IPF €M & (B rlfE
F pirfenidone 3§ nintedanib; IR A NAC 12
INEB Y B EA S FEARESTHAY IPF BE T

AIAR
IR R AR A

=MD PRAERGERER (BIEHRER

Clinical question

CQ1: Should patients with IPF
be treated with corticosteroid
monotherapy?

CQ2: Should patients with IPF
be treated with combination

therapy of corticosteroids and
immunosuppressant agents?

CQ3: Should patients
with IPF be treated with
inhaled N-acetylcysteine
monotherapy?

CQ4: Should patients with IPF
be treated with pirfenidone?

CQ5: Should patients with IPF
be treated with nintedanib?

CQ 6: Should patients with IPF
be treated with combination
therapy of pirfenidone and
inhaled N-acetylcysteine?

CQ 7: Should patients with IPF
be treated with combination
therapy of pirfenidone and
nintedanib?

SRMFEPIER Co7E BEEHTS o
Statement

We recommend strongly that patients with IPF
in the chronic phase should not be treated with
corticosteroid monotherapy.

We recommend strongly that patients with IPF
in the chronic phase should not be treated with
combination therapy of corticosteroids and
immunosuppressant agents.

We suggest that the majority of patients with
IPF in the chronic phase should not be treated
with inhaled N-acetylcysteine monotherapy,
but that this therapy may be a reasonable
option in a minority of patients.

We suggest that patients with IPF in the chronic
phase should be treated with pirfenidone.

We suggest that patients with IPF in the chronic
phase should be treated with nintedanib.

We suggest that the majority of patients with
IPF in the chronic phase should not be treated
with pirfenidone and inhaled N-acetylcysteine,
but that this therapy may be a reasonable
option in a minority of patients.

The committee is at the moment with

holding judgement on the recommendation
regarding co-administration of pirfenidone and
nintedanib to patients with IPF in the chronic
phase.

&R . B IPF a#iE5|  SHHAREYERES

Strength of
recommendation

1
Strong
recommendation

1
Strong
recommendation

2
Weak
recommendation

2
Weak
recommendation

2
Weak
recommendation

2
Weak
recommendation

i O

Hiognn

% A E | PMX [polymyxin B-immobilized
fiber column] & ) H4R&E A58
HELNmE it & thhze IPF mARARE,
155 FVEERR T MR EEIIN RREAA T UL
RE R EMEYUTERS FieSMEE T
BRI Z SN EAABRR A R (bR TFT)

Quality of
evidence

Very low

Low

Low

B
Moderate

B
Moderate

Low

[ZRURES
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e~ frua A1 E

BHeI B LM mERMAECE nintedanib
# pirfenidone EfREFE TR REFEN - HEKE
FEERBREVAFEMBRRN G S ENRR
EBEESHEE MMA nintedanib ABETFER M
B{ERE oM nintedanib WEERB R IE
AIEENREEAS SLERBEL ¥ ERE
ARG YR E N Y R EMAER R, HEARE
s&ERAR L4 75 B 80 sRAVEEEE S nintedanib
R Tl FRBEE 209 HMK 100mg /E4

eemIE

%t 6 BERREBESDMIAERER 1#
% nintedanib A B R BN TRIAGFERBELL
ZRFAHRSGE (B R )7 R nintedanib &%
EHidd; iR3% INPULSIS s ERAVAE R B 2ERE GAP
DR | BIREREL GAP 1I/II| AR BIEEFEIES

& U E R FVC EZETEHA 90% EA DR
ETHEE RS H T mmBREER FVC 2E
S 90%: &% nintedanib J&ERABSEREE B/
FEFVC TREE S ELEMPBERIEE
nintedanib ¥ IPF EHIRERNE BB
ZIEM R RAER AT IR ?E &
B IPF B E - ERERBELEMA-IRERRE

s LSRR B ARGl I IPF B E R Al
HEEE AR ) RMIRE R IPF I EE
BIRENERER R D

AFREREHARSAREMERE (Pa0,)
w5 IPF BREF R D Ak IR =P A& 1/
R BEADEERASEPHIRRE QRS
IR —Ro% IPF BB A RAMIZSE —
Irist bR ER B2 HIRHEHEW AT

100
% Nintedanib-Trial data
= = = Nintedanib-Weibull distribution

g\c, 80 ~ Placebo-trial data
£ =
0 = = = Placebo-Weibull distribution
=5 70
-é:{ Q2 Mean (95% Cl) survival was estimated as 11.6 (9.6, 14.1) years

—
L: k% 60 In nintedanib-treated patients and 3.7 (2.5, 5.4) years in placebo
o O \ :

\ F

(>3 (_>u 50 . < treated patients.

= N
g2 ' s
q__) S 40 - \ N
s 7 \ RN
c S 30 ' RN
KCaa] \ ~
Q £
N

@O

Q

20_ \ \\
\ \\\‘
10 S Tt~
o r—T—T T T T T T T T —T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36

Time to death (years)

ElE . %% Nintedanib ;&%

% o5 B2 R A TR AR &5 EE 3



Staging Pa0, at rest SpO, in 6BMWT

| = 80 Torr
should be

I 70-79Torr  Ncreasedby
one stage less
than 90%
should be
increased by

I 60-69 Torr
one stage less
than 90%

v <60 Torr Not need the
measurement

®R=.H& IPF RERESRIFE

B =B E SWES | 3 I REFEER AR
HERNMa T aR ERYIEH NEHI HIRR
FGAP F&R = 1Nt RTUIF IR 2 (modified

Medical Research Council, MMRC) 1512581 >
2> 7E 6 BB K FVC B2 LEREEEEIR 5% - 10%

pirfenidone BE—ZY78 %% Il 3 IV &HE A
E A ZIFAA nintedanib 3§ pirfenidone B—
BYRERINE R SHHBRREBATE EHA
nintedanib £ pirfenidone’ AT & HHE%
BR AR 258 15 A A B R L AR Z 24
M4 R RERF 2 B iR G nl 2o

R R E M 3 E

1R4% Collard ¥ AREH IPF AE R &I
Z|IPF AE Al D AR M B S AEN
RASERF R EENFME %%%’I_&L‘E
IBA 0 CT AR AE R B IREAINHIRR 52 4R
Biit1E RS honeycombing £ GGO°$E}F
Bl#stEEm 72 3 B 5 FERRERPEE 4 AE B9 IPF
BB B2 30% F 40% > 1 INPULSIS &
B RIEBE 0 A5 REETRIER nintedanib J&

FEHA FVC 1KH% 70% BY IPF fREB 854 AE E’JE’Z T

B9 | 4R IPF %558 BUREBRSSIETT nintedanib 8f  REEEEUE > 84 EIRAREIE 50% (BN ) 28
Q 20
= = %FVC=70% - Nintedanib 48%
£ 8 1 %FVC>702% - Nintedanib Risk Reduction
Q _fé’ 16 m— OSFVC=70% - Placebo 8
g § 1wl g 2%FVC>70% - Placebo o
B x
o 12
L5
e o 10
2% 8 -]
[l
23 6
9 @
S o
£2
o ® 4
Q 0
2 0
- 0 30 60 90 120 150 180 210 240 270 300 330 360373
Time to first investigator-reported acute exacerbation (days)
TEBIEL
%FVC=70% - Nintedanib 207 205 203 198 195 191 190 186 183 179 177 174 169 160
9%FVC>70% - Nintedanib 431 427 424 411 410 404 399 398 397 391 385 379 368 332
2%FVC=70% - Placebo 154 152 148 144 144 142 137 133 132 130 120 118 116 106
2%FVC>70% - Placebo 269 267 267 264 263 261 256 256 254 251 250 249 243 235

[E7< .INPULSIS SHEERIRB DI B (FRRITRILE
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SRS nintedanib JAERREETE AE BEFET X
RIF HERERYER B ENBE- RERT
BEER D TAMBEEIMNERKE BY
1% pirfenidone &2 NAC’nintedanib {3 @M——
&4t AE R BRRER ZRAE A T P

HaEBBAMRAEIPFAE WEY 8 5 48
EfE ~ BB AEE R PMX » EH AT E 5
cyclophosphamide % cyclosporine % % & i
EAE > AT IS LR ARVARRARA ST S R IFH IR
AT > BB DERGE » BETHREORCE R
AHEA AER BN AR EE ) 20 - HANIR
17789% IPF AE BUARZEMUE B S TR B BZ AR iEr
Bof o REBHBHEMEY) ERBREER
@A 1C R > IR A& B 45 F nintedanib 3¢
pirfenidone °

Transition of IPF treatment

1Al ~ 5 35 14 b A 4 (£ S5 AR [l BB
BREE

RZ<a% |PF RO 2 B s @ N E -t Frm o 3
f37£ 2000 FE = IAXLEEEZ R HIHEIFD NAC
ZH 8K IPPBRRAE > HE INPULSIS
BLASCEND BB RER RS T AR EE
F nintedanib 0 pirfenidone i #& 1 4 4 15
BleAMESMEFRMAKS AR Liks
¥ AthIFEY e RN S =M E (nasal high
flow, NHF) PR j& &~ JE 1= B8 14 1F BR P IR 23
(noninvasive positive pressure ventilation,
NPPV)PMX ZF 75 N BIFRFRE B FRER A At
HiEfite

ASCEND
INPULSIS

2000 2014 2016
= O -
Treatment of
stable period Diagnosis by MDD

A
NAC
y
Treatmen? of Steroid (+Ciclosporine)
exacerbation

Respiratory care

Bt .IPF ;&R

) Nintedanib =
Steroid,Immunosuppressant

Respiratory rehabilitatu

Anti-fibrotic
agents

PMX rTM

NPPV

Nasal High Flow
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