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/ Several autoimmune \

. . LB FE AT Rheumatoid arthritis  n=18884 L 0.11(0.07-0.15)
disorders can also result in
pulmonary manifestations fERS 7 Systemic sclerosis  n=31096 - 0.47 (0.44-0.50)
xﬁgé diopathic inflammatory myositis n=3781 —— 0.41(0.33-0.50)
EZJE/E Primary Sjogren syndrome  n=3899 —a— 0.17(0.12-0.21)
T . : _ )
Py Mixed connective tissue disease  n=599 = 0.56 (0.39-0.72)
ATRIMIRE Systemic lupus erythematosus n=6749 —— 0.06 (0.03-0.10)
Undifferentiated connective tissue disease ~ n=0 Insufficient data Not applicable
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Pooled ILD prevalence

CTD, connective tissue disease; ILD, interstitial lung disease OFEV
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Image adapted from https://academic-accelerator.com/encyclopedia/zh/interstitial-lung-disease
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1. Hyldgaard C, et al. Ann Rheum Dis. 2017;76(10):1700-1706.; 2. Raimundo K, et al. 2019;46(4):360-369.; 3. Bouros D, et
al. Am J Respir Crit Care Med. 2002;165:1581-1586.; 4. Palm &, et al. Rheumatology. 2013;52:173-179.; 5. Ito |, et al Am J OFEVo

Respir Crit Care Med. 2005;171:632-638.; 6. Enomoto Y, et al. PLoS One. 2013;8:e73774.; 7. Ji S-Y, et al. Chin Med J (Engl). “ntedanb
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YEARS FROM ILD DIAGNOSIS 1972-1976 1977-1981 1982-1986 1987-1991 1992-1996 1997-2001
—— RA patients with ILD  ---- RA patients without ILD Year of death
SRC, scleroderma renal crisis; PAH, pulmonary arterial hypertension; Gl, gastrointestinal; PF, pulmonary fibrosis OFEV
PC-TW-105891-03-DEC-2023 1, Bongartz T, et al. Arthritis Rheum. 2010;62(6):1583-1591,; 2. Steen VD & Medsger TA. Ann Rheum Dis 2007;66:940—4 nintedanib



EE G EESMRE(E Acute exacerbation
2¥812 - IS T E s

e
3

- BEZMERIEN
| RA-ILD &

O
2o

1
—
),
‘R* ‘nn

I

lmli
[T
0

SURVIVAL (%)

TIME (MONTHS)

Follow-up course: -== Improved Stable = Progress
------------------- \
Ir Acute exacerbation of ILD I
____________________ )

S{OFEV“

PC-TW-105891-03-DEC-2023 Song JW, et al. Sarcoidosis Vasc Diffuse Lung Dis. 2013;30(2):103-112. nintedanib



ILD T E (L2

Pulmonary function test
- ARG
3 - Forced vital capacity (FVC)

- Diffusion capacity of the lung
for carbon monoxide (DLCO)

HRCT h
= T E E k=
The gold standard for
diagnosis of ILD

-

n=

AAMES FVC R
E—O8R  B2ANENEEES A

—&EtxMZ2E DLCO : RAMEN—={EHx (CO) -
RN BRI L RS - RS MMEEE MR IR R ISAET]

_ /
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Idiopathic Pulmonary Fibrosis (an Update) and Progressive

Pulmonary Fibrosis in Adults
An Official ATS/ERS/JRS/ALAT Clinical Practice Guideline

8 Ganesh Raghu, Martine Remy-Jardin, Luca Richeldi, Carey C. Thomson, Yoshikazu Inoue, Takeshi Johkoh,
Michael Kreuter, David A. Lynch, Toby M. Maher, Fernando J. Martinez, Maria Molina-Molina, Jeffrey L. Myers,
Andrew G. Nicholson, Christopher J. Ryerson, Mary E. Strek, Lauren K. Troy, Marlies Wijsenbeek, Manoj J.
Mammen, Tanzib Hossain, Brittany D. Bissell, Derrick D. Herman, Stephanie M. Hon, Fayez Kheir, Yet H. Khor,
Madalina Macrea, Katerina M. Antoniou, Demosthenes Bouros, lvette Buendia-Roldan, Fabian Caro, Bruno
Crestani, Lawrence Ho, Julie Morisset, Amy L. Olson, Anna Podolanczuk, Venerino Poletti, Moisés Selman,
Thomas Ewing, Stephen Jones, Shandra L. Knight, Marya Ghazipura, and Kevin C. Wilson; on behalf of the
American Thoracic Society, European Respiratory Society, Japanese Respiratory Society, and Asociacion
Latinoamericana de Torax

THIS OFFICIAL CLINICAL PRACTICE GUIDELINE WAS APPROVED BY THE AMERICAN THORACIC SocleTy, EuRoPEAN RESPIRATORY SOCIETY, JAPANESE RESPIRATORY SOCIETY, AND
Asociacion LATINOAMERICANA DE TORaX Fesruary 2022
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Raghu G et al. Am J Respir Crit Care Med 2022;205:e18-47
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PPF, progressive pulmonary fibrosis; IPF, idiopathic pulmonary fibrosis; SSc-ILD, systemic sclerosis
associated interstitial lung disease; PF-ILD, progressive fibrosing interstitial lung disease

Raghu G et al. Am J Respir Crit Care Med 2022;205:e18-47
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The three key receptors that OFEV®targets are PDGF receptor-a and -3, FGF receptor 1-3 and VEGF recetor 1-31

Fibrosis (fibroblasts and myofibroblasts) Angiogenesis (endothelial cells, pericytes,

and vascular smooth musclecells)
FGFR PDGF

FGF — VEGF — @ o

\Y
Cre qp e vsiFR H@H N

membrane

\ % v B B4R R Fibroblastiy
@ % B BEERISME
(rof J [E(EREYMNEE Extracellular
matrix BBJRE 57 &R
& O b IR R A A 4
o > GG rovston i s IR

of fibroblasts and angiogenesis

FGFR, fibroblast growth factor receptor; PDGFR, platelet-derived growth factor receptor; VEGFR, vascular endothelial growth factor receptor.

1. OFEV @ (nintedanib) Summary of Product Characteristics. 2. OFEV ® US Prescribing Information. 3. Huang J, et al. Ann Rheum Dis. 2016;75(5):883-890. N
4. Wollin L, et al. J Pharmacol Exp Ther. 2014;349(2):209-220. 5. Wollin L, et al. Eur Respir J. 2015;45(5):1434-1445. OFEV

PC-TW-105891-03-DEC-2023 nintedanib
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* 663 patients randomised

e 153 sites

e 15 countries worldwide
Participating countries: Argentina, Belgium, Canada, Chile, China, France, Germany, Italy,
Japan, Poland, Russia, South Korea, Spain, UK, USA.
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663 Placebo (n=331)
patients
randomised | 663 patients treated overall |
to receive either population Patients with a UIP-
OFEV®or ! like fibrotic pattern
placebo OFEV®150 mg twice daily (n=332) on HRCT

! || I

0 PartA 52 Part BT

Primary endpoint: Annual rate of decline in FVC (mL/year) assessed over 52 weeks

PF-ILD, progressive fibrosing interstitial lung diseases ) OFEV'
Flaherty KR, et al; N Engl J Med. 2019 Sep 29. doi: 10.1056/NEJM0a1908681. nintedanib
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INBUILD® 5 i@ &8 /R o] SE4EPF-ILD B & A I BERS (B2

Primary endpoint: B IliESE & FFRER A EEE(E

Annual rate of decline in FVC (mL/yr) Change from baseline in FVC (mL) over 52 weeks*
FiE=5Z Nintedanib Placebo 0 m oo

population

(n=332) (n=331)

= R e —
°©~ 07 s E S EEEaai
—_ — - OFEVe, UIP-like
LIJ cd Q o T fibrotic pattern
D &> -100 -
D] i e _
—_ > -50 c c f
Ol S o -150 — i
© S c £
— -100 i 8 E 200
T O -80.8 =g 20-
S >
E L '150 N -250 Lo | | | | | | I
c .S 02 4 6 12 24
S I
Qo c -200 - NO. OF PATIENTS Week
) Overall lati

g 8 '1878 “ET:ce'E?,p”w" 331 325 326 205 320 31
S O -250 - . . OFEV 332 06 220 322 314 298
< leference' 1070 mL/year Patients with UIP-like fibrotic pattern

(95% Cl: 65.4, 148.5); p<0.001 Placebo 205 20 202 201 o 10

’ ' OFEV 206 203 200 199 193 180

Relative reduction: 57%

* Change from baseline was a secondary endpoint of INBUILD®. Changes from baseline are adjusted means +SE based on the statistical models.

Cl, confidence interval; FVC, forced vital capacity; HRCT, high-resolution computed tomography; SE, standard error; UIP, usual interstitial

PC-TW-105891-03-DEC-2023 Pneumonia. 1. OFEV® (nintedanib) Prescribing Information 2023; 2. Flaherty KR, et al. N Engl J Med. 2019 Sep 29. doi: 10.1056/NEJM0a1908681.
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Adjusted mean (SE) annual rate of
decline in FVC (mL/year)
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Kaplan—Meier estimate of first acute
exacerbation of ILD or death (%)
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Time to first acute exacerbation of ILD or death (days)
No. of subjects

Nintedanib a4 a4 a2 a1 a1 a1 a1 79 73 53 a7 26 12 7 1 ]
Placebo 80 77 76 74 74 7 70 68 61 44 32 20 1 7 1] [u]
Time to death
(B) 100 -~ _ Nintedanib
-116.8 g )
. £ 80-
m SO0E—Ce0 E-0
@
o 70+ Placebo
o
% 60 -
£
= 50
@ Hazard ratio: 0.31
2 40+ (95% CI: 0.10, 0.96)
-207.9 T a0
&
. . e 20
Difference: 91.0 mL/year < 6.9
(95% CI: 8.1, 173.9; nominal p = 0.03) 101 3/i T fE

. . A0 of,
Relative reduction: 44% 60 120 180 240 300 360 420 480 540 600 660 720 780 840 900

Time to death (days)

N_o of st._|b|ects o F E V
FVC, forced vital capacity; Cl, confidence interval; AE, acute exacerbation bt @ s 7 7 m m % m & o+ o= om s o
*Based on a log-rank test. Inoue Y, et al. Respirology. 2023;28:465-474. nintedanib
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(95% Cl: —6.0, —2.1)| |(95% CI: =5.2, =1.4)| | (95% Cl: -6.1, -0.9) | | (95% CI: =9.7, =2.5) | |(95% CI: -2.3, 2.2)| |(95% CI: -6.8, -2.1)
p<0.0001 p=0.0007 p=0.0081 p=0.0008 p=0.96 p=0.0002
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o
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7.8 B Nintedanib
8 [ Placebo

4.3 4.3
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:
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2 - -0.2

1.0 -1, -0.7
4 -1.8

Adjusted mean (SE) absolute change
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Scores range from 0 to 100. 3’ OFEV

Swigris JJ et al. Poster presented at American Thoracic Society International Conference 2020. intedanib
PC-TW-105891-03-DEC-2023 https:/iAww.usscicomms.com/respiratory/ATS2020/swigris hintedant
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Event*

Diarrhoea

Nausea

Bronchitis

Nasopharynagitis

Dyspnoea

Vomiting

Cough

Decreased appetite

Headache

Alanine aminotransferase increased
Progression of ILDt

Weight loss

Aspartate aminotransferase increased
Abdominal pain

A gt

® B
1IN
Z2E

222 (66.9)
96 (28.9)
41 (12.3)
44 (13.3)
36 (10.8)
61 (18.4)
33 (9.9)
48 (14.5)
35 (10.5)
43 (13.0)
16 (4.8)
41 (12.3)
38 (11.4)
34 (10.2)

ZEed

OFEVe (n=332), n (%)

- &lI{E

mEB

L=y

=]

[

Placebo (n=331), n (%)

79 (23.9)
31 (9.4)
47 (14.2)
40 (12.1)
44 (13.3)
17 (5.1)
44 (13.3)
17 (5.1)
23 (6.9)
12 (3.6)
39 (11.8)
11 (3.3)
12 (3.6)
8 (2.4)

Adverse events reported over the 52-week trial period or until 28 days after the last dose in patients who discontinued OFEV® or placebo before week 52. *Adverse events

that were reported in >10% of patients in either treatment group. These events were coded with the use of preferred terms in MedDRA. TThe phrase “progression of

interstitial lung disease” was based on the preferred term “interstitial lung disease” in the Medical Dictionary for Regulatory Activities (MedDRA). Gl, gastrointestinal; ILD,

PC-TW-105891-03-DEC-2023

interstitial lung disease. Flaherty KR, et al. N Engl J Med. 2019 Sep 29. doi: 10.1056/NEJM0a1908681. Hl @& E IS B ENEEDEIOFEVRAEBINESE < 6%
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. - reduction or reduction or
Dose intensity 21 dose No dose >1 treatment No treatment treatment treatment
Placebo overall Overall <90% >90% reductiont  reductiont interruption  interruptiont interruptiont  interruption®
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*Amount of drug administered divided by amount that would have been received had 150 mg bid been
administered over 52 weeks or until treatment discontinuation.fAmong patients who completed 52 weeks of OFEV’

treatment. Cottin V et al. Respir Res 2022;23:85.

PC-TW-105891-03-DEC-2023 nintedanib



Bl {FR =

% 1 RSN (4 R/XK)
£
B 2 #RIRIS (4-6 R/XK)

U

AafE(E FRHEREIEIERY OFEV®

o 1%F loperamide - & 4 mg F%a
(2 §8) - EEMEANE - oJB
—3 . —KREoaEHZEI8%E - 1F

AR FBARERERL -

[\

o [FHEER - BUERE - B RhRK
o ‘-:95 T\JEH 8 10 ﬂqgﬁ7j<_2/§/%/fﬁﬁﬂ
o WENE FRARBZER)

PC-TW-105891-03-DEC-2023

AR Bl Z IR EH e

% 2 ke
mINEE
B 48

N
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Hirsh VV Curr Oncol 2011;18(3):126-38.
Cancer Network. Diarrhea in Cancer Patients.

http://www.cancernetwork.com/nurses/content/article/10165/1170582. Accessed on 04/03/13.

Yang JC et al. Expert Rev Anticancer Ther. 2013;13(6):729-36.
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ICD-10: J84.170 (Interstitial lung disease with progressive fibrotic phenotype) (B112F 12 H1HEX )
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Summary
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