DIH|EIERE100, 15022 |1 2H(HIEICRIo)AI M) (SR ISR (5F))

o otH HE

0l
IE
0l
ot

=57t

LH

0R

Z2HUEMZENEH)

1Z1= & nintendanib esilate 120.4mg, 180.6mg
(nintendanib2 ZA1 100mg, 150mg)

100mg: 2 Mol MM HEMS xSty = EfdEe =5FHe st

=M MILEl A s
150mg: 52 Mo MM SEMs xetstd U= BN =54t 24
Malel A& HE

1. S2A M 732 A =(IPF)

2. MAMAEES A ZHE M E A SHSSc-ILD) & Xte| Hi7|s &4 XA

3. MM S LIEH= 2 MRAM ZHEME A Ske| X| 2 (PPF)

- Mol 12 23], 158 150mge 12A|ZF ZHH o2 Fojst= HE HE
Stoh, AlAL = ZA| =35t0 F0 Al ¥X| 220 =3 2V s dAE
EZsict &S AL EMsHK] 2=t

- 13| 150mg, 1Y 23] Yol uekdo| X 2= dH2F 15[ 100mg,
12 23] 80| HZE=CH

- 0] &%= AtEst XI2= 0| ko] sz utet ZHHAE MEjo| Fch F
Az ddo| U= e|Abl efslf Al&tE[0{of 5t0Y, XS RX=E Al ZH|sS
S A AALE 3 otk

229(7|Ele| S E7|2Z2F)

LO1EX09

Tyrosine kinase inhibitor

2016 10¥ 21 (SLHMHMFS)

2020 28 12 (MAASS Az ZHE M HEEH

2020 68 6 (XM =



(1) ciar Azte| EM

O 7N W& SHinterstitial lung disease, ILD)2 H ZF!S(interstitial compartment)2|
SA0 s Ccltet 5 MESe e ¥ HE= MFsHfibrosis)7t sHEE=
HIH A Ol Rlats ZZI§h 1)2)3)4)5)6)

P Autoimmune-ILDs Exposure related arélifs;rfmiiﬁrg Sarcoidosis
lNérIP IPF RA HP LCH
0P iLip MCTD E?dl'r%’?'?m“ | PAP
AFOP AlP Myositis' Medication LAM
wmm Sjogrens Radiation Others
Vasculitis illicit drugs
SI;E Postlnf.ectious |
Otl';em F!BI.LE}1
® EgtM HAMFZ(Idiopathic pulmonary fibrosis, IPF)

O (H9]) EYMEHMFS2 st |olo] gles oM ZMAM HMFSIZE 2lsl,
HMEMoZ eglzl= S5zt H7|s HAE EXACZE st= ZHEME 2 al
(interstitial lung disease, ILD)2!. IPF= ®¢lo| 2MHsIX| &= |LD2l EgtM
MM H = (Idiopathic interstitial pneumonia, 1IP) S0IAM 712 =5 25kl

1) 74 H A ZHILD)

DR

=]
T1.

as 9 535783, 2023.

2) Maher TM et al. Global incidence and prevalence of idiopathic pulmonary fibrosis. Respir Res 2021 Jul 7;22:197.

3) An Official American Thoracic Society Clinicla Practice Guideline: Treatment of Systemic Sclerosis—associated Interstitial
Lung Disease: Evidence-based Recommendations. 2024.

4) An Official ATS/ERS/JRS/ALAT Clinical Practice Guideline: Idiopathic Pulmonary Fibrosis (an Update) and Progressive
Pulmonary Fibrosis in Adults. 2022.

5) Joung KI et al. Nationwide epidemiologic study for fibrosing

interstitial
population-based study. BMC Pulmonary Medicine 2023;23:98.

lung disease(F-ILD) in South Korea: a

6) Kwon BS et al. Progressive fibrosing interstitial lung disease other than idiopathic pulmonary fibrosis: Prevalence and clinical
outcome. KATRD 2020 Nov 16.
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@ MAAsEEs A ZHRAM H & & (Systemic sclerosis associated Interstitial
Lung Disease, SSc-ILD)

O (L) did=ets Ak ZHE Y HZEeH(SSc-ILD)2 7+ Y HZEeto| sgH
T U HEHOo|L ot AxzA|det it ZHEM HZeHCTD-ILD)8)Y.
— 7('_-| =

255 (SSc) &ALl A ILDoll 2|t H 7|5 o4t BlE= 70% X LIE
er, HRCTZ 2A3z2|d IS mf 50-70%2] RHEES 2.
= Mo =2 n|f ol FV|E FHSE HHLAMAMA =SS (diffuse SSc)
oAl ILDZ7} &5t 7t& =35| YdAs= A7t &A= anti-Scl-70&!. 0]
st 7t kMol 2hAte| 85%0iA LDt 2H4sto{, o &Ael s=<t ILD

of Z5F 9 AT} B0l Uctn EDE.

= =

>-||

- Mekg fsiM= 5% HRCT, HZ|s4AHpulmonary function test, PET)
2 gE T HZAAHB-minute walk test, BMWT) A|&i0o| =X ol
= HE|A7 F JIE E5F UM MM HIS0|ZHAHE HEfo|od, 10%
o2 M MZM H[SEO0|ZHEHESZ LIEHL,
» SSc-ILD &kX}e

| B =7| 3-447t LDl LAY Mol 7t& 37| f
17| ol Za o f kol sl of

Al
20l (44-55%) N PETE Sdll H7|s Z

O (x2) CTD—ILDE oxtel xZ R} MD 2IF BEsle] BE A2

€2 Y=o Ux s,

- = Jo|=2lelol =™ SSc-ILD X|EZ mycophenolate mofetil(MMF),
tocilizumab, rituximabsS =AE F st US.
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O (H9]) IPF ot ZIAAM HZESHNon-IPF ILD) & XMZAsSH xRl =F

st &5l ARyt A== Hatd2 MM HMF3(Progressive
Pulmonary Fibrosis, PPF)2 2 H2|&t.

b
o O
o
N
A‘
Rl
o,
it
o

A=A 43K Connective Tissue Disease, CTD)o|&, A7FaAI7} HAIS <=3hapbHA ofz] Z7]d 3
b dASE AES vl ol Hig WARkSo] HEGE fste], HUF ARslE e 23S A4 AR
H A g(CTD-ILD)o| gL st

&7} FA] Aol Heky|Fe]l hs] YA ¢k AEIS] wlwel dd Aol didl ‘R xHIFS Yrhlle T
¥ A 3HProgressive Fibrosing Interstitial Lung Disease, PF-ILD) % WWE Aoy T A= L U] IEA| A 3
slo]] thall A ‘Z A #H4d+5(Progressive Pulmonary Fibrosis, PPF) 2 W% 2 A7} AA]H

8)

& oﬁ, mﬁ
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oX, b
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[ Interstitial Lung Diseases (ILDs) other than Idiopathic Pulmonary Fibrosis (IPF) J

1 L Autoimmune-ILDs

Exposure related } [

ILDs with cysts and/or
airspace filling

W { Sarcoidosis }
A

HP

L

LCH

=

=
=
)

iDIP MCTD

—

Dccupanena}
Asbestosis
Silicosis

Coal miner

ﬂ

AFO ] yosms’f

l

[ ] | [
[ iLIp J ( Sf;c ‘
(»0 [

L

Lympho-
proliferative

Unc\assrﬁable] [E 0sinophihc'] Sjogrens

—_—

Berylliosis PAP
And many others
Medication LAM ‘
l—'—/
Radiation [ Others J

S

Vasculitis

Y \

SLE

L

Post Infactious

Others

[
[ Ilicit drugs
=
[

(—\r_\(—\f—\
L
L—

RBILD?

[ATS/ERS/JRS/ALAT Zlo|E2lel] M HMEMRESS F2 LIEIY= 2t

= o
H & eHAH0| A= PAHo| PPFE LIEH= 2HAtel of| & H|ES LIEHH)
- daolstdoz B ARSI b ZHEN HIS BX0IM, cfgel 374K
5 dusx) o 2 27IXE LHEsoke
- 87| Bl ol
. Wy e MalstH 2 F o Jhx| 0l
v 1A EETESHFVC Zhol 5% olAte] Mzt UaE Holk AT
v 1d FEpESH DLCOIO(EMAZ BHE) Zlo| 10% Olalel 248 Hols
A=
. WY e FASE 2 F 8 JER| 0faH1)

- o detdFo| =M, PPF et 20114 1,216HoA 20184

5,325 2 MAIMo=z ofjid Z7t5t04 2018 7|&= 10THHEr 10.38H 2|
THES Ho|of, ¥4 FYHLIO|= 69.24M¢l.

O (xl®) IPFe| Zdle =F&= SREAZE PPFe dlE =2 = US
nintedanib2 E=AHF AIES FHIOSHK|2E pirfenidone A0l CHaiM= FIF
AT Eeet

LHHERAM IPFE A 2fet ILD EJIPOH Ciet o=t

o
LD) BHxfe| M=

Aol w2 AHM FeEdES JHX = ZHEA H A EHPF
|ZF =2tzto| 2k 3.85-5 9402 BEAME

10) CO 7}2ol thet w1 &2 (Diffusing capacity of Lung for CO, DLCO)

11) @ Bronchiectasis®} §4He Traction bronchiectasis, @ traction bronchiectasis”} 5% ground-glass opacity, @ 22 1A%
WEEY, @ 9 599 AX FeHR gl @ AjRo] BE 52 o]dEtt F7HE honeycombing 2 #H ¢ €4 A



(2) 4R S412119)

— Al

Al (P

At =EA(FGFR 1-3), €2t WIM =z MEeIX -’F%ﬂI(VEGFR 1—3)
tyrosin kinase inhibitor&!.

= AMEHEZ intracellular ATP-binding pocketoll Z&tst0d kinase &

=

E Ao 24 M R7otMl 2 S Al (proliferation), Ol&(migration),

ot
THH
rlo
ek
>
8
30
o}
0x
0
o
Pal
1>
0f

(differentiation) 2 M|Z2| 7|Z&!(extracellular matrix, ECM)2| EH|Z

oA et

/ .

- oS ZE2 HyYwetel 2 W QlXtel PDFG, FGF, VEGFE
st e et A gHESEECR HYwetE AHMce Az 2

Fibrosis Angisgenesis
[fibroblasts and myofibrablasts) [endothelial cells, pericytes and

vascular smaooth muscle cells]

e
} 4

VEGF

Proliferation, migration,
survival and angiogenesis

12) 2oFA] ook F535]7F Bk

13) Wollin L et al. Mode of action of nintedanib in the treatment of idiopathic pulmonary fibrosis. Eur Respir J. 2015

May;45(5):1434-45.



@
Jm
nx
0x
i
0x
30

Z(ldiopathic pulmonary fibrosis, IPF)

O AEE2 LnpM149191617) & AT ZX|F 18190 ELH HYEYFES2E
ZlckaEl SRt Al A 2 Ao =0 /U=,

— An Official ATS/ERS/JRS/ALAT Clinical Practice Guideline: Idiopathic
Pulmonary Fibrosis (an Update) and Progressive Pulmonary Fibrosis in

Adults(2022)20)
» |PF X222 2AZ|S™(AMYE 3 mzfyE) X|ZHD} g k2| S (A
H= 3l/e= o ME) XEYH 25 d8e A= AL (Conditional

recommendation, moderate confidence in effect estimates).

|
Time \

1 //
@ kR & B “
TREATMENT CONSIDERATIONS MONITOR FOR DISEASE PROGRESSION
PHARMACOLOGICAL Consider pulmonary function testing and
* Nintedanib the 6-minute-walk test every 46 months or
* Pirfenidone sooner if clinically indicated
NONPHARMACOLOGICAL Gn_nﬁderfannuai HRCT 'rf_\‘literfeJ is clinical
o Oxygen supplemeniation suspicion of worsening or risk of lung cancer
~ (it hypaxem:c). L Consider an HRCT if there is concern for an Evaluate and
Oi o | * Pulmonary rehabilitation acute exacerbation list for fung
saglr;:,ﬂ'fts o 5 » —p transplantation
| COMORBIDITIES

Consider a CT pulmonary angiogram if there

* Pulmonary hypertension is & clinical concem for pulmonary embolism

Palliative care
* Gastroesophageal reflux

* Obstructive sleep apnea ACUTE EXACERBATION
* Lung cancer Corticosteroids
|SYMPTOM CONTROL RESPIRATORY FAILURE DUETO
e Palliative care PROGRESSION OF IPF
If increased risk of mortality, evaluate
for lung transplantation at diagnosis
\ b £/ L\\_ |
- /

14) Harrison’s Principles of Internal Medicine, 21e. 2022.

15) Goodman & Gilman's: The Pharmacological Basis of Therapeutics, 14e. 2022.

16) Goldman-Cecil Medicine E-book. 2023.

17) Martindale: The Complete Drug Reference.

18) HEAHAZHILD) Y3 EAHE, gstds 2 5-57]3hs]. 2023.

19) An Official ATS/ERS/JRS/ALAT Clinical Practice Guideline: Idiopathic Pulmonary Fibrosis (an Update) and Progressive
Pulmonary Fibrosis in Adults. 2022.

20) An Official ATS/ERS/JRS/ALAT Clinical Practice Guideline: Idiopathic Pulmonary Fibrosis (an Update) and Progressive
Pulmonary Fibrosis in Adults. 2022.



- A ME A SH|LD) AR ZX]|E (2023)21 )
= o = ; A
= QMM =2 xAS™Moz XChE |PF O EXIofAM FVC A HE XA
= = o|= 21 I © St A = — —
3 OAIRME HAAE 6l AMEES J-T’—?:l( HeZ:: sk, A3
ZstA H1)
. DA
- QAR O EI_-EF_']E_-:.': TICHE] |PEZEHE M, FVCE 4 £ XHS 23 Dirfenidones AHEY 7S 05
o. (BA4E S5, 3 %a 21 21
st AT T7/8, =HE A 1/8,
-glas 22 TISEOT UEE IPF BX0M, AMYE A2 91 PirfenidoneS A2 E S ATpich (2
A4z ZSE, ADSE: ol 2T
Z15HH A 88
-QlAE TO TEIGHEOZ TICHE |PF ZEH A, FVC 24 £ TEE Y6 Nintedanibs AT 21 306

L (2H+E BEE, i-T'—E = ZhotA o)
oA EDT/8, ZHR D18
- Y4 22 RO FICE |PF B A, AZE 24 2I5) Nintedanib2 AHSE 218 #asict (2
HezE 55, #0SS vt 2

ZHtA D 5/8, =HE A3 3/8

@ MAMAss A ZHAM  H Al 8 (Systemic sclerosis associated Interstitial

—_ -

Lung Disease, SSc—ILD)

O MHEEF2 wrtM22)28)0M Ag5td Ao, AT ZX|F2420)00| A HLH
st5 ik ZHEd HAEE 2Ate| x| =of| HAFE.

— An Official ATS Clinical Practice Guideline: Treatment of Systemic
Sclerosis—associated Interstitial Lung Disease(2024)26)
- MAZHEES AR TN HEE #Xlel xR0 AHES =ML AD

(conditional recommendation, very low—quality evidence).

N L
oot

21) 7HAHEAZILD) 9 sAA. dg-ds 94 $57183]. 2023.
22) Harrison's Principles of Internal Medicine, 21e. 2022.

23) Goldman-Cecil Medicine E-book. 2023.

24) An Official American Thoracic Society Clinicla Practice Guideline: Treatment of Systemic Sclerosis—associated Interstitial
Lung Disease: Evidence-based Recommendations. 2024.

25) Hoffmann-Vold A-M et al. The identification and management of interstitial lung disease in systemic sclerosis:
evidence-based European consensus statements. Lancet Rheumatol 2020.

26) An Official American Thoracic Society Clinicla Practice Guideline: Treatment of Systemic Sclerosis—associated Interstitial
Lung Disease: Evidence-based Recommendations. 2024.



>

Treatment
Recommendations

Mycophenolate

Nintedanib plus

Cyclophosphamide Rituximab Tocilizumab Nintedanib Mycaphenolate

Pirfenidone plus

Mycophenolate /

— The identification and management of ILD in SSc: Evidence—based
European consensus statements (2020)27)

= MdlgeEts Ak A s shAte| gl X Z2E Rl MEES

RESEARCH

Pirfenidone

.,

M 18k Level of agreement: 100%).

S (Progressive Pulmonary Fibrosis, PPF)

(=]
Mo
wWoA28)of M AZ5tD Uon], AR Z X|EI29)30)0f| A I A

== =R
w5 At X Rof| =AF HIFE.

— An Official ATS/ERS/JRS/ALAT Clinical Practice Guideline: Idiopathic
Pulmonary Fibrosis (an Update) and Progressive Pulmonary Fibrosis in
Adults(2022)31)

=0 Aoiet MY HdFS A2 AR MEES AREE A

S
o

H kM
B MY
ok

(conditional recommendation, low quality evidence)

Ny

- ZFE M E R EH(LD) AT 2 X & (2023)32
. MEIL Btelol wWal EE xR0 Nus NYN HHRS BRIl xEH =
NHE AlgS FDF(EASE MUt el ANSE: 2l D)

27) Hoffmann-Vold A-M et al. The identification and management of interstitial lung disease in systemic sclerosis:
evidence-based European consensus statements. Lancet Rheumatol 2020.

28) Harrison's Principles of Internal Medicine, 21e. 2022.
20) AR ARALD) PARAL, haae 9 257158, 2028,

30) An Official ATS/ERS/JRS/ALAT Clinical Practice Guideline: Idiopathic Pulmonary Fibrosis (an Update) and Progressive
Pulmonary Fibrosis in Adults. 2022.

31) An Official ATS/ERS/JRS/ALAT Clinical Practice Guideline: Idiopathic Pulmonary Fibrosis (an Update) and Progressive
Pulmonary Fibrosis in Adults. 2022.

32) HAEHEEILD) A EAA. thHEs 3 25793 2023,



(4) glah o

-
rif
Mo

O MEEC| AZHOR 34 AMAIY B 5H(F7IZHET, ofAlot 39
O 24 oW Z3he HEsd

® E4M H M 7S (idiopathic pulmonary fibrosis, IPF)

O [INPULSIS]33)34) 54 ol SN HMFSE FICHEF2 40M| 0|4 2HXIE
CHah(n=1066)35)36) 22, AMHED} 2|2k Ix=F2Z 3:2 P2 HfH 5104,
Ct=oH/Ch7| 22470 =71 2057|tF), O|F =718, 34k dMA| A1t

- 1A "IIX|ZEel 5232 E™ =l FVC37) A7 ZA&(annual rate of decline
in FVC)Z 2}, INPULSIS-1, INPULSIS-2 25 AHETOM {2k CHiH|
SHHM2=ZE FolstH INMEUS.

FVC dZt ZHAaE(annual rate of decline in FVC), mL/yr

K

MEEL ek = Difference(95% CI)
1147 -239.9 125.3(77.7-172.8)
INPULSIS-1
ULSIS (n=309) (n=204) 0<0.001
~113.6 -207.3 93.7(44.8-142.7)
INPULSIS-2
(n=329) (n=219) p<0.001
oo analveis ~113.6 —203.5 109.9(75.9-144.0)
P y (n=638) (n=423) 0<0.001

- 32 2 HIK|Z2 A HH MUK Hel= AlZHtime to the first
acute exacerbation)Z 2},

= INPULSIS-10IME= & 27t SHNMSE Felst X1o|7F glemi(HR 1.15;

95% Cl 0.54-2.42; p=0.67), INPULSIS-20{|= AlEELO| 2 CHH|

SAMoZ {ogt AlZE EIE E2(HR 0.38; 95% Cl 0.19-0.77;

p=0.005)
= 52 EAM(pooled analysis) 21}, & #7t SAM2Z Folgh X}0|E HO[X|
2+=(HR 0.64; 95% ClI 0.39-1.05; p=0.08)

& AAMAIHO A, AZtSH O] AHFS (serious adverse events)2 A A ZA1}

33) Richeldi L et al. Efficacy and Safety of Nintedanib in Idiopathic Pulmonary Fibrosis. N Engl J Med 2014 May 29;370(22):2071
-2082.

34) INPUSISE= 7 719 5% AAl(replicate) 3% AFAIH OS2 INPULSIS-1, INPULSIS-22 48 %] S &

35) 71491 g4} id 715 predicted FVC 50% ©], predicted DL (Diffusion capacity of lung for carbon monoxide) 30-79%,
12709 ool T4 HRCTES 3 glojof 3k
36) INPULSIS AA 1066Ho] 29 viAEon, 7 & Aol shH Fok3l 3z n=1061)< thatez 44,
nintedanib placebo total
INPUSIS-1 3094 204 5139
INPUSIS-2 3294 2147 548

37) forced vital capacity : =24 #&ek



ettt 25 FAIRIS.

= AZESE O|AMEES 2 INPULSIS-10|A] AlHZ 298 (96.4%), QI+
18124(88.7%), INPULSIS-20{M AMEHEL 311H(94.5%), ¢k 198
83(90.4%) 2Hdlist

- 712 &35t o|AtHtE 2 MALEZ, INPULSIS-10A AHZF 190H(61.5%),
2ok 38%4(18.6%), INPULSIS-20{A AIHEZR 2083 (63.2%), <2k

@ MAAEES oA ZHAM B & #HSystemic sclerosis associated Interstitial
Lung Disease, SSc-ILD)

O [SENCSIS]38) AFzld ™ 74 oldf &ol dA&0| ol
(non—-Raynaud’s symptom)0| A[ZFE 18M| o|&t MAlAZES A7t 2+
H & & XS O AH(n=576)392 2, AMEHEZF(n=288)2 [ (n=288
1.1 F2ke| vi™sto], ct=7H/ctr7| 23270 =71), olF =71, 34t
Al &3,

~—

noe |0 A ofy
0> Hu 0x 0z

— 1A HIIX[El 52F72F E™E FVC A2t ZdAS(annual rate of decline
in the FVC) A1}, AMAEZEZo|A -52.4+13.8mL/yr CHH| Q[2k -93.3+
13.5mL/yr(A=41.0mL/yr, 95% Cl 2.9-79.0;p=0.04)2 2 EHHM2ZE {9
SHAl FHME .

- FQ 2X} "HIIX|EQl 52FXk 2=4t mE H(modified Rodnan Skin
Score, mRSS)40) Zu} Al 17+0.27, {l<F -0.88%£0.87(A
=—0.21, 95% Cl| —0.94-0.53; p=0.58)22 F ZZ} SAHMo= Folst
XtO| & EO|X| 3.

0 4
T
H
o

- O|AtEFS (any adverse events) 2 AZtsE Oo|AMBES(serious adverse
events) 2 AEETLL AT 25 FAIRICO, FEctoZ o|{Zl o4t
HS 2 MY EZ(46H, 16%)0| {2 (25H, 87%) CHH| =AH LIEH,
= AIZESE O|AMHES 2 AMAEEZFO|AM 69 (24.0%), | 2kollAl 622 (21.5%)
HIAH SF
= O 3.

= JIAF 25 O|AMEFS 2 MAIR, AMEEIOAM 218H(75.7%), 220 A
0134(31.6%) ZHAsh

38) Distler O et al. Nintedanib for Systemic Sclerosis — Associated Interstitial Lung Disease. N Engl J Med. 2019 Jun
27,380(26):2518-2528.

39) 2379 A 12710 T E AFE @22 (high-resolution CT)E E3] 10% o) AlG87 Bl¥ 3 predicted FVC(forced
vital capacity) 40% ©]*, DLco(diffusion capacity of the lung for carbon monoxide) 30%-89%¢%1 A},

40) 2= I7 HFmRSS)= 175-919] S (palpation)S F3l 2] I3 FAE Hrsty] $18] AR, 24 919 A4 094 34
o2 uAAE Al A5E 51, W47 B85S A% As) o e e,



® MM FsidE LIEl= 2t M RAM ZHEAM B & &K Progressive Fibrosing
Interstitial Lung Disease, PF-ILD)

T
i

O [INBUILD]4") siatz HFE cHEZEA (high-resolution CT)ollA
H{7F 10% Z=3dlst= A7A HZ 2Hfibrosing lung disease)42
Jqon, EEFEXZ ( irfenidones M <)ol =
A3eld ™ 2474 EoyZ LIEt= =HE
OFE3Sl= 18AM O] Ak A5 2HALE AN (N=663)B)2 2, AMFH

(n=332)2} ¢ == (n=331)22 1:1 T2t vf&™sIo{, clt=71/ctr| &t

(1574 =2}, 15374 7|2&h) 2

o N

=

D

o

Q
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O
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rir
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rumr”ﬁ*
TN A
S o A
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ol
=
=
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First patient

//
//
1-_-

™~ PART A (12 months) \\\PART B (variable)

i
I
I
I
I
I
I
N I
™~ N I
t
‘\\ = [ IS
< I
. NS \‘ \:
Last patient b =y -
1 i 1
1 I ]
1 i i
1 I ]
1 I 1
1 I 1
1 I 1
1 ] ]
1 I 1
Y A4 v A’ S
>
First Last Last First
patientin patientin patient database
lastvisit lock
1 ]
I 1 I
13 months " 12 months
Time

41) Flaherty KR et al. Nintedanib in Progressive Fibrosing Interstitial Lung Diseases. N Engl J Med. 2019 Oct
31:;381(18):1718-1727.

42) defined as reticular abnormality with traction bronchiectasis, with or without honeycombing

43) oldst
© AA7=

- 184 o] A4

- IPF= #1938 A4 70244 d 23K ibrosing interstitial lung disease)

- ¥ HRCT % lung volume?] 10% ©]’ Ad+3}

- nintedanib, pirfenidoneg #|9]gt standard therapyol®= &-138}1, 24709 ool o}a9} 2 disease progression 74
5 s ol el et A
= relative decline in FVC% pred = 10%
» 5 < relative decline in FVC% pred <10% ©o]WHA 587 &
» 5 < relative decline in FVC% pred <10% o]dAx &4 &
» 557 249 otsk 9 FH ZdA Y Atk 18 gl

- predicted FVC = 45%

- 30% < dA3leks wlE5 (Carbon Monoxide Diffusion Capacity, DLco) <2 < 80%

@ A9)Z7: azathioprine, cyclosporine, MMF, 9 20mg ©]*¢] glucocorticoid® Fo13F #kx}
44) Bt oFE =Z7|7Hpart A): AFET 10.3£3.8709, Y+ 11.212.6709
45) 3t oFE =F7|1H(first database lock): A13E 15.0£6.870€Y, Hk* 16.2£5.570€
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— 1A HIIX[El 52372 E™=E FVC AdZ2F ZdAS(annual rate of decline
in the FVC)= A._féﬂ%:.ﬁoﬂﬁ -80.8+15.1mL/yr tHH| ¢ =&
-187.8+14.8mL/yr(A=107.0mL, 95% Cl| 65.4 -148.5; p<0.001)2=
SHM2=Z 9—|3P71I M E.

Nintedanib, overall
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& _ i fibrotic pattern
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X SMCSIEX| o] A|ZH46) ALEX| o] AlZEES 2A et
AN mastel SN0 9 Al
A ER slof iz o
(n=332) (n=331) Hazard Ratio(95% ClI)
at 52wk 26/332(7.8%) 32/331(9.7%) 0.8(0.48-1.34)
until first 41/332(12.3%) 59/331(17.8%) 0.68(0.46-1.01)
database lock
Apat
at 52wk 16/332(4.8%) 17/331(5.1%) 0.94(0.47-1.86)
>
until- first 27/332(8.1%) 38/331(11.5%) 0.70(0.43-1.15)
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O % vs. 5.1%), MEEAM= @t SFAl ST
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(dyspnea) A =2 34 dsi(F= 1/1€ oJu), @QCTE e A=ZE 4= j%*é H A4 (ground-glass opacity) &< (HdA 1
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- (F71aa A T)47) first database lock O|F 2= SHAFZ}E follow—up
HIE 52 = 370 2t AZ A7 (INBUILD-ON)oll 558t Al™ Q! final

database lock48)of| M 215t &M A1}

Double-blind

Nintedanib

| Open-label
. extension
Screening IR i S

Visit 1 2345 6 7 8 9 .
I — i i i T
Week 0246 12 24 36 52 T
Part A Part B*
T First database lock"
Assessment of primary end-point Final database lock*
time—to—event "IIX| &
UEET flof =+
H d Ratio(95% ClI
(n=332) (n=331) azard il )
Absolute decline FVC = 0.67(0.56-0.81)
217(65.4% 263(79.5%
5% pedicted ( ) ( ) nominal p<0.0001
Relative decline in FVC = 0.71(0.6-0.84)
245(73.8% 285(86.1%
5% predicted ( ) ( ) nominal p<0.0001
Absolute decline FVC = 0.64(0.50-0.81)
114(34.3% 160(48.3%
10% pedicted ( ) ( ) nominal p=0.0002
Relative decline in FVC = 0.63(0.51-0.77)
161(48.5% 221(66.8%
10% predicted ( ) ( ) nominal p<0.0001

= Al22 MEEZAM 36%(10.8%), Ik 45H(13.6%) ZHAHSIFS.
(HR 0.78, 95% CI 0.5-1.21; nominal p=0.26)

a) 100

80-
60-
401

20- Hazard ratio 0.78

(95% Cl 0.50-1.21);

nominal p=0.26

0 T T T T T T T T T T T T T T f
a 60 120 180 240 300 360 420 480 540 600 660 720 780 840 900

Time to death (days)

Kaplan-Meier estimate of death (%)

Subjects (n):
Nintedanib 332 330 329 326 322 317 315 311 273 199 129 84 36 14 1 0
Placebo 331 331 328 327 324 317 312 306 268 183 129 81 35 14 0 0

47) Flaherty KR, et al. Nintedanib in progressive interstitial lung diseases: data from the whole INBUILD trial. Eur Respir J.
2022;59(3):2004538.

48) Ht oFE :=%7|1Hfinal database lock): AAEw 15.6£7.2704, ¢ 16.8+5.8714



- (Asian S8 &4)49 INBUILD &AMA|E EH0 &AL = ofA|ofol CHAH
(n=164)5002. 2 5I?a5 &4 Z1},

= —1

¥ e EAM 2 final database lock H|O|E 7|&=¢l.

= 11X} WIX|EQl FVC 94Z2F A ES(annual rate of decline in the FVC)2

MHEEZAOA -116.8mL/yr, I2FAIA -207.9mL/yr(A=91.0mL/yr,
95% Cl| 8.1-173.9; nomianl p=0.03)22 HxA| =tXtZ1n} Lot=El HIis

Hol
- -
Difference in rate of
(©) g g decline in FVC
Nintedanib Placebo (95% CI) p-value
All subjects 332 331 —— 107.0 (65.4, 148.5) <0.001
Asian subjects 84 80 91.0 (8.1, 173.9) 0.03
100 0 100 200
Favors placebo Favors nintedanib

[6252t £EE FVC Azt 448 Aol T gHAbZzt ofAlot stela&E 21t

= I 2! A2+ (Acute exacerbations of ILD or
deaths)2 AEEZ 5 (6.0%), 2 20W(25.0%) =Msr (HR
0.24, 95% Cl 0.09-0.64)

v A2 AMEEZO|AM 4% (4.8%), Q| 2olAl 1328(16.3%) LM SHHR
0.31, 95% Cl 0.01-0.96)

49) Inoue Y et al. Nintedanib in Asian patients with progressive fibrosing interstitial lung diseases: Results from the INBUILD
trial. Respitology. 2023:28:465-474.

50) A F n=84, 9o =7 n=80



st3| oA
E4tM H M FZ(idiopathic pulmonary fibrosis, IPF)

oA shglshof m2H, SE2M HMF3S0M pirfenidoneZl HfE0]

34 Ao XEE2fe} eHMAMo|l SHE F JIX| glof = &M 7
= s7IX|2, F 2= EXR2 profile0| Ct27| mf2ol| s 71X| 2ol &£

o Al 29 MZ ChAer 4= Jg0{of Stol= 2|42 HAlg

MAMAsts oA ZHE M H A &K Systemic sclerosis associated Interstitial
Lung Disease, SSc-ILD)

M H A FS(Progressive Pulmonary Fibrosis, PPF)

e sH5l82)of| w2 M) MEE2 MAHESE ot 2N malak 2 Ry
xS HEE HE MM ZHEAM HZEE 2 34 o4 153)54)0| M
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At H7|s d4a XA, @ M ZedES HEW = 2HY 74 Z2HE
dHAete| X|20| 37t w2 M EZ, i M It o XEEE o
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53) Nintedanib for Systemic Sclerosis-Associated Interstitial Lung Disease. Distler O, et al. N Engl J Med. 2019 Jun
27,380(26):2518-2528.

54) Nintedanib in Progressive Fibrosing Interstitial Lung Diseases. Flaherty KR, et al. N Engl J Med. 2019 Oct
31;381(18):1718-1727.
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[229] 1) Predicted forced vital capacity(FVC) 45% O|At
Nintedanib 2) Predicted carbon monoxide diffusing capacity(DLco) 30%
4 7H| o|At0|11 80% O|g2t
3) 7| EXZ(AH 20|, HAAX K )AL =7t =2 2474
(Y ojtf 71, ), cf) & stt o|ato] =elE A
REEAMN = 71) relative decline in predicted FVC(%)7F 10% O|4f
1002 2|2, L) 5% < relative decline in predicted FVC(%) < 10% O|HA{,
15022 1Y) =57 B4ke| 2=t
CH 5% < relative decline in predicted FVC(%) < 10% O|HAM,
HRCTAlA2] M7t &I

_C|>_
10

2. HolubH
X2 AR & 12742oict HIHHRCT 2 H7|sZHADE sto{ot &t

i7t2 AAISto] mY ZW(1274E OlUf Predicted FVC7H
& ZhasieAl HRCT otst 420)0| Stelsle E9 015




(8) Mel= «f7tE +x &

O NEES A8 27t B HR(0IF, ¥, 5Y, TYA, ojgeloh, A9IA,
o) orEof x50 AUS.

O M= grtdut
® E4M H M 7S (idiopathic pulmonary fibrosis, IPF)

O NICE (20164 1¥): Recommended

- MHEE2 'Predicted FVC 50% 0|4, 80% O|st E2M HAH RS &HXPo

otof, Sl H 1= PAS(Patient Access Scheme) M 222 Al
Zo| "H|2a1Mo| JIMEl WS et Zdel.
A

& Z3 Ofx| A pirfenidone & BSC(best supportive care)E& H|ulst
E2-88 &AM (cost-utility analysis)ol HM&=A204, predicted FVC
50-80% etAtTO|A 2IIQISHE A Estd MEE2 pirfenidone CHH|
dominant(H{ E1t&olo] H|E2 XEst )2 HIIHE.

= predicted FVC 80% O|Ar &tX[70| Al AEZ3 BSC H|WA| £30,000/
QALY Oo|M2 =2 H[ZEIH0|X| 322 HItE.

O SMC (20154 94l): Recommended
Z 2 ‘Predicted FVC 80% 0|5 E2M HM T

=
—_ o 6 —
SHE H 1= PAS(Patient Access Scheme) M2 2 AMAEEZ9 H|251HM
ol 7HMEl HAZ ozt Al

- AMHEED =2 A M 2 pirfenidone} H|WEH HE-22 ZAM(cost—
utility analysis)O| MZ %A 204, PAS =715t0l| A& Z0| pirfenidone® Cl
dominant=2 "7} .

. MHEZS 3 o|otZo| Zste 2 (orphan—equivalent medicine) 2A1
AMAM m@oto| 3l 2sAMS 425t

O PBAC (20164 119): Recommended
A

- MAHE2 ‘Predicted FVC 50% O|A EdrM lfﬂ“ = SEX6S)0f| Al Hnsho,
& M= Special Pricing Arrangements? Z= AE et

- MAHEZ3} BSC(best supportive care)& H|Wsh HE-52 &4 (cost—utility
analysis)0| MZ&x2n, &M Z1l $75,000-3$105,000/QALYZ, RSA

55) F71A9 tiakskal =4 HRCTE 1270 oW IPF A, FEV1/FVC > 0.7, DLco = 30%, tF2 2oz 23k ILD A<




+& Jtssiotl EoHE.

O CADTH(2015d 109): Recommended

- MEEZ2 ‘Predicted FVC 50% O|&t E4tM HAFZS 2HRPof|H| A 115H0,
SHE M= AMAEEQS 2MH|= pirfenidonel| 2AUAMH|E ZIISHK| $2 HES
7oz st

- MAEEZ2 BSC(best supportive care)& H|ulsh H|E

analysis)0| M&EZ/AS0q,
H Al dominant® HJt= .
= nintedanib($109/&!)0|
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- =-

=
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@ MLEEES A2 Y mE

Lung Disease, SSc-ILD)
O NICE: Suspended

pirfenidone($117/day) Hcf &<

_ O

-2 EAM(cost-utility

A1l $248,186/QALY, pirfenidonezt

ol ol Hlo |

| 3H(Systemic sclerosis associated Interstitial

— SSc-ILD &XIZ20| PF-ILD &kt W Ze=|2 2 SflE "WILE Fctet
% SMC, CADTH, PBAC E7|Zates ZA4=(X| et
@ AHM HMFS(Progressive Pulmonary Fibrosis, PPF)
O NICE(20214 11¥): Recommended
- AMEE2 NN FAHES LIEH = 2HE MM 2H8AM H A& SHPF-ILD)
SIRPo| X2 Moz A=
= AMAHEEE commercial arrangementg S8 &Ql=E 2P MEE D /US.
- MAHEEZ2 NICEQ| end of life criteria®®& &ZSHX| 4=,

OIAIA|SIo| @|ek22 24712 oAb

F0{5IX| 22 PF-ILD &HK}2o| M| M= St
- AME =0 Z(placebo)E H|Wst H|2-28 2

56) (D Small patient population, @ Prognosis (<24 months), @ Life-extension (>3 months)

2 2-5H0[ASZ
A (cost—utility analysis)

=4 Z I} £20,000-30,000/QALY He| ctof| 2= H|E



O SMC(20214 5¥): Recommended

- AHES PFE MelF FuA EHES LIRS oMM MRAM 7HEA
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—

H & ZHPF-ILD) &tXPollA A5, sHE #HI= PAS(Patient Access
Scheme) M2 2 MHEES| H|gEMo| J|M=E A2 st AL,

=2
—_r— A=

0>—

— AMAHED} BSC(best supportive care)& H|WEH H| -2 &8 2M(cost—utility
analysis)0| MZEZEFond, &AM A} £44,013/QALYSNZ, F|H|e|ek&Eol| =
sk= 2HA|(orphan—equivalent medicine) &l 12is5t0] =& Jlsoictl HIHE.

O PBAC(20214d 949): Recommended
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— MAEEZ73} BSC(best supportive care)& H|nsh HE-2& &4 (cost—utility
analysis)0| M&=A20{, FA Z3} $45,000-55,000/QALYZ, H|E =1}
Aof| cist ==AMo| HolUX|2E PF-ILDe| 21fMQl X|Z Mo CHsh =2
05% +2E 112sto] =& Jts3stctl HoHE.
= 20214 3 "It A, EHAM "ot FA4 Z3f $55,000-75,000/QALY

Z ICERS| E=t4ld S22 AHISHK| A/UZ. ds{Lt REIE A, 287t
2Ist 2 RSA(ZSNH * 2 Sofl HE=2td 2 T

O CADTH(20214 4¢): Recommended

- MHEE2 ‘Predicted FVC 45% O|Atel ZHM EdAES LIEILH= 2HE Ao
M MM H A SHPF-ILD) &HAPol|AH A5t siE A= 7

2 gk

o
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=

=1} BSC(best supportive care)E H|u st H|E-2& EAM(cost-utility
analy8|s)0| M&Exden, FA4 Z1}l $154,68 8/QALY§ $50,000/QALYE
ST M= 77% o|ate] kIt © Z

= SlE EAM Zil= MESt EEAME JIXD Jend, MEES 0OS

ZJiol |lcty 7H™¥3E o ICER= $317,832/QALYE &7tet.
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57) list price 7]&



