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Terminology in Progressive Fibrosis

Progressive fibrotic phenotype
Progressive fibrotic interstitial lung disease (PF-ILD)
Progressive pulmonary fibrosis (PPF)

Progressive pulmonary fibrosis: an expert group consensus
statement

PPF (despite optimal management)?

Raghu, G et al. Am. J. Respir. Crit. Care Med. 9, e18-e47 (2022), PMID: 35486072.

Rajan, SK et al. Eur. Respir. J. 3, doi:10.1183/13993003.03187-2021 (2023), PMID:
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Etiologies of Progressive Pulmonary Fibrosis

( Interstitial Lung Diseases (ILDs) other than Idiopathic Pulmonary Fibrosis (IPF) ]
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Longitudinal change
Non-IPF Can Have Slow Progression
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Permission granted and reproduced from Ley B, et al. Am J Respir Crit Care Med. 2011;183:431-440.



Longitudinal Change
Non-IPF Can Have Rapid Progression

Onset of Faktori koji su povezani sa

Disease Sub-clinical Period kracim vremenom prezivljavanja
zbog PPF ukljucuju: dob, pusacki
staz, nizi indeks tjelesne mase
(BMI), ozbiljnije fizioloSko
oStecCenje, vecu radiolosku
prosirenost bolesti i razvoj drugih
komplikacija ili stanja, posebno
plucne hipertenzije, emfizema i
raka pluca
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PPF Definicija

Kod bolesnika s ILD poznate ili nepoznate etiologije (osim IPF), koji imaju radioloske
dokaze plucne fibroze, PPF se definira kao najmanje dva od sljedeca tri kriterija koja
su se pojavila u protekloj godini bez alternativnog objasnjenja:

1. Pogorsanje respiratornih simptoma

2. Dokaz progresije bolesti u pluénim funkcijama (kao slijedece)
a. apsolutno smanjenje in FVC >5% unutar jedne godine dana pracenja
(npr. pacijent prelazi s predvidenih od 60% na 55% FVC FVC)
b. apsolutno smanjenje DLCO >10% unutar jedne godine dana pracenja

3. Radioloski dokaz progresije bolesti (kao slijedece)
a. porast opsega ili ozbiljnosti trakcionih bronhiektazija i bronhioloektazija
b. nove ground-glass opacifikacije sa trakcionim bronhiektazijama
c. nove fine retikulacije
d. porast opsega i porast grubosti ranijih retikularnih abnormaliteta
e. novo ili povecanje postojeceg saca
f. povecanje gubitka lobarnog volumena



Monitoring Disease Progression

Is the ILD Progressing?
Definition of PPF

In a patient with ILD of known or unknown etiology other than IPF who has radiological evidence of pulmonary
fibrosis, PPF is defined as at least two of the following three criteria occurring within the past year with no
alternative explanation*:

] Worsening respiratory symptoms

2 Physiological evidence of disease progression (either of the following):
a. Absolute decline in FVC »5% predicted within 1 yr of follow-up

b. Absolute decline in Dico (corrected for Hb) »10% predicted within 1 yr of follow-up

3 Radiological evidence of disease progression (one or more of the following):
a. Increased extent or severity of traction bronchiectasis and bronchiolectasis
. New ground-glass opacity with traction bronchiectasis
c. New fine reticulation
d. Increased extent or increased coarseness of reticular abnormality

e. New or increased honeycombing
f. Increased lobar volume loss

Raghu G, et al. Am J Cnit Care Resp Med. 2022,205:¢18-e47.



Routine Monitoring of Patients With PF-ILDs (Non-IPF)

Proposed criteria that may be used in clinical practice to
assess disease progression in fibrotic interstitial lung diseases
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Traction Bronchiectasis

Fibrosis occurring in the lower
lobes is associated with traction
bronchiectasis

Traction bronchiectasis is a
valuable measure of disease

progression because it's in a
linear relationship with disease

Right lung Right lung worsening
First CT 1 year later

Airway dilatation (arrows) increases as fibrosis progresses

Images courtesy of Dr Joseph Jacob.
Milliron B, et al. Radiographics. 2015;35:1011-1030; Jacob J, et al. Thorax. 2020;75:648-654.



| Summary of Radiographic Patterns .
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Plucne funkcije i kapacitet za napor

Pulmonary Function
Testing

Restrictive physiology

L DLCO
TLC

Oxygen Desaturation
with 6MWT

Absolute change in 6MWT distance
Exercise capacity Change in oxygen saturation nadir during 6MWT
Change in maximal exercise capacity



MANAGEMENT OF PPF

Multi-Disciplinary Team (MDT)’

—

~ Pulmonary

=1

Rheumatolog;

1. Mitto S, Fell CD. Semin Respir Crit Care Med 2014;35:249

Initiation of ambulatory oxygen therapy at exercise

i B b
NescHOR g ive e Initiation of supplemental oxygen therapy at rest or change in flow of oxygen



Treatment Approach in PPF

Anti-fibrotics should not be considered
first-line therapy.

COMORBIDITIES

NEUROLOGIC SYSTEM
Depression/Anxiety C

respiratory system )
Obstructive Sleep Apnea ¢
Lung Cancer e
Pulmonary Hypertension e

Chronic Obstructive e
Pulmonary Disease (CoPD)

Pulmonary Embolism (Pg) ®

MUSCULOSKELETAL SYSTEM 0
Sarcopenia e
Muscle Weakness »

Deconditioning e

O CARDIOVASCULAR SYSTEM

* Congestive Heart Failure

® Corcnary Artery Disease

1' DIGESTIVE SYSTEM

e Gastroesophageal
Reflux Disease (GERD)

G ENDOCRINE SYSTEM

* Diabetes Mellitus
{Diabetes)



Algorithm for the Management of Progressive Fibrotic Phenotype

Management
SSc_ILD RA-ILD carcoidosic Chrenic hyperse_}rﬁsﬁmty Idiopathic Unclassifiable IPF
pneumonitis NSIP ILD
Antigen
eviction
1 1 | l Y 1
Consider immunomodulation treatment or observation
y / A \ y
Glucocorticoids | | Glucocorticoids Glucocorticoids Glucocorticoids Glucocorticoids
| | ' l l ;
MMEF, CPM, TCL RTX, ABA, MTX MMF MMF, AZA, or other
(AZA, RTX) MMF (AZA, IFX, ADA) (AZA) immunosuppressants
¥ / Y \ Y i

Consider antifibrotic agents (nintedanib)

Antifibrotic agents

(pirfenidone or nintedanib)

/

/

Nonpharmacologic treatment
Supplemental oxygen, psychosocial support, smoking cessation, rehabilitation, symptom palliation, end-of-life care

A

Reconsider Management

Monitoring of Disease Course

N\

Regular Follow-up

Disease progression

Stable disease

Ameliorization

Osim u slucaju IPF terapija prve linije je
imunomodulatorna terapija.

Pacijentima s idiopatskom plu¢énom
fibrozom (IPF), antifibroticke lijekove
treba ponuditi prilikom postavljanja
dijagnoze.

U zavisnosti od osnovnog stanja,
antifibrotska terapija se razmatra u
sluCajevima progresije bolesti uprkos
odgovarajucoj terapiji prve linije.

Nefarmakolosko lijeCenje treba uzeti u
obzir tokom cijelog toka bolesti.

Akutne egzacerbacije plucne fibroze
takode predstavljaju progresiju bolesti.

Legenda

ABA - abatacept, ADA - adalimumab,

AZA - azatioprin, CPM - ciklofosfamid,

IFX - infliksimab, MMF - mikofenolat mofetil,
MTX - metotreksat, RA—ILD reumatoidni
artritis i ILD, RTX - rituksimab, TCL -
tocisilumab



Conventional and biological immunomodulators and approved antifibrotic therapy are
used to treat CTD-ILDs

Conventional immunomodulators Biological Approved antifibrotic therapy
* Corticosteroids + Cyclosporine immunomodulators * Nintedanib’
« AZA + Tacrolimus * Rituximab

 Tocilizumab

e CYC |
Ab Nintedanib je oralni
. MMF p atacept . e peps .
intracelularni inhibitor tirozin
« In the US only, tocilizumab is licensed for slowing the rate of dedline in k.inaze. Blokira stan!érle
pulmonary function in adult patients with SSc-ILD® signalne puteve ukljucene u
« Although not approved treatments, other immunomodulatory therapies napredovanje fibroze.
are also frequently used to treat SSc-ILD and other CTD-ILDs in Dnevna doza je 150 mg dva
clinical practice* | puta dnevno.

Recent data from clinical trials, and the emergence of approved treatment options for some patient subsets, may lead

to a shift in the treatment paradigm for CTD-ILDs

‘Carticosteraids. AZA CYC, VW and abataces! are Nt licensed or e reaatmant of SSCILD and other CTDVILD s Ruimad is licensed for e reatmeant of S5¢ n Japan only

AZA azatopnne, CTDWULD., connective lssue dsease-assodated mersiial ung disease CYC, gydoghosphamide. MMF. mycaphendialtas maletl. SSo LD, sysleme scrosis-associaded imerstitial g
duease. US, United Siates

1. Castalno FV, Yarga, J Arthtis Res Ther 201012273 2 Cutscha M of ol Corr Resor Cove Rep 20121224202, A VIR _Strek ME. Chosl 201374381424 4 Vaochi C ol & J 0 Med 2020.9407
5. Olvara RP of &l Putmonciogy 202000010 1096 soiimoe X0 01 004, 6. Igbal K, Kally C. Ther Agv Musowoshaietad Dis 20157 24787, 7. Nirtacanid Summary of Product Chancersics

Avalable at www oma aurcpd su (accessed February 2023) 5. Toclumad Presorbing informaton. Avallable at Mips Deww 102 90wDrugs (accessed February 2023




Mehanizam djelovanja

Nintedanib je mala molekula, koja se kompetitivno veze na mjesto za

adenozin-trifosfat (ATP) na:

- o I [ receptore faktora rasta koji poticu od trombocita (engl. platelet-derived
growth factor receptor, PDGFR)

- receptor fibroblastnog faktora rasta (engl. fibroblast growth factor receptor,
FGFR 1-3) i VEGFR 1-3

- kinaze: Lck (limfocit-specificna protein-tirozin-kinaza), Lyn (tirozin-
protein-kinaza lyn), Src (protoonkogen protein-tirozin-kinaza src) 1 CSF1R
(receptor faktora 1 stimulacije kolonija)

te blokira unutarstani¢ne signalne kaskade tirozin-kinaze za koje je dokazano

da su ukljuc¢ene u patogenezu remodeliranja fibroznog tkiva u intersticijskoj

bolesti pluca.



Efikasnost i sigurnost Nintedaniba u Idiopatskoj pluénoj fibrozi

Dva ponovijena 52-sedmicna, randomizirana, dvostruko slijepa ispitivanja
faze 3 (INPULSIS-1 i INPULSIS-2) radi procjene efikasnosti | sigurnosti
150 mg nintedaniba dva puta dnevno u poredenju s placebom kod
pacijenata s progredirajuc¢om idiopatskom pluénom fibrozom (IPF).
Primarni cilj bio je godisnja stopa gubitka forsiranog vitalnog kapaciteta
(FVC).

Study Overview

* In this randomized, placebo-controlled trial, treatment with nintedanib,
an intracellular inhibitor of multiple tyrosine kinases, led to a reduced
rate of loss of forced vital capacity in patients with idiopathic
pulmonary fibrosis.

RE® e NEW ENGLAND

JOURNALof MEDICINE




Osnovne karakteristike pacijenata u INPULSIS-1i INPULSIS-2

Table 1. Baseline Characteristics of Patients in INPULSIS-1 and INPULSIS-2.%
Characteristic INPULSIS-1 INPULSIS-2
Nintedanib Placebo Nintedanib Placebo
(N=309)  (N=204) (N=329)  (N=219)
Male sex — no. (%) 251 (81.2) 163 (79.9) 256 (77.8) 171 (78.1)
Age —yr 66.9+8.4 66.9+8.2 66.4+7.9 67.1+7.5
Weight — kg 82.0+16.8 81.2+16.3 76.6+15.9 76.3+16.5
Body-mass indexy 28.6+4.5 28.1+4.6 27.6+4.6 27.2+4.5
Smoking status — no. (%)
Never smoked 71(23.0) 51 (25.0) 103 (31.3) 71 (32.4)
Former smoker 217 (70.2) 144 (70.6) 218 (66.3) 139 (63.5)
Current smoker 21 (6.8) 9 (4.4) 8 (2.4) 9 (4.1)
Time since diagnosis of idiopathic pulmonary fibrosis 1.7+1.4 1.6+1.4 1.6+1.3 1.6+1.3
7
Specimen from surgical lung biopsy available 60 (19.4) 33 (16.2) 84 (25.5) 52 (23.7)
— no. (%)
Systemic corticosteroid therapy — no. (%) 68 (22.0) 43 (21.1) 68 (20.7) 46 (21.0)
FvC
Mean — ml 2757+735 2845+820 2673+776 2619+787
Median — ml 2700 2721 2615 2591
Percentage of predicted value 79.5£17.0  80.5+17.3 80.0+18.1 78.1+19.0
FEV,:FVC (%) 81.5+5.4 80.8+6.1 81.8+6.3 82.4+5.7
DLco
mmol/min/kPa 4.0+£1.2 4.0+1.1 3.8+1.2 3.7£1.3
Percentage of predicted value§ 47.8+12.3  47.5£11.7 47.0£14.5  46.4+14.8
Spo, — % 95.9+2.0 95.9+1.9 95.8+2.6 95.7+2.1
Total SGRQ score| 39.6+17.6 39.8+18.5 39.5+20.5 39.4+18.7

* Plus—minus values are means +SD. FEV, denotes forced expiratory volume in 1 second, FVC forced vital capacity, and

Spo, oxygen saturation of peripheral blood.

7 The body-mass index is the weight in kilograms divided by the square of the height in meters.

i Prednisone at a dose of no more than 15 mg per day or the equivalent was permitted if the dose had been stable for at
least 8 weeks before screening.

§ The percentage of the predicted value for the diffusion capacity of the lung for carbon monoxide (DLco) was calculated
with the use of the equation described by the European Community for Steel and Coal in Cotes et al.*® In INPULSIS-2,
data were available for 218 patients in the placebo group.

9 In INPULSIS-1, the total score on the St. George's Respiratory Questionnaire (SGRQ) was available for 298 patients
in the nintedanib group and 202 patients in the placebo group; in INPULSIS-2, the total SGRQ score was available for
326 patients in the nintedanib group and 217 patients in the placebo group. The total score ranges from 0 to 100, with
higher scores indicating worse health-related quality of life.




Godisnja stopa padai promjene u odnosu na pocetnu vrijednost u FVC tokom
vremena u INPULSIS-1 1 INPULSIS-2, prema studijskoj grupi

A INPULSIS-1 B INPULSIS-1
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-300
Nintedanib, Placebo Week
150 mg (N=204) No. of Patients
Twice Daily Nintedanib 303 301 298 292 284 274 250
(N=309) Placebo 202 198 200 194 192 187 165
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-300
Nintedanib, Placebo Week
1_50 mg (N=219) No. of Patients
Twice Daily Nintedanib 323 315 315 312 303 295 269
(N=329) Placebo 215 210 207 209 203 196 180

Kod pacijenata sa idiopatskom pluénom fibrozom, nintedanib je smanjio pad FVC, sto je pratilo usporavanje progresije bolesti;
nintedanib je Cesto bio povezan s dijarejom, sto je dovelo do prekida lijeCenja ispitivanim lijekom kod manje od 5% pacijenata.




Nezeljeni efekti terapije

Table 3. Adverse Events.
Event INPULSIS-1 INPULSIS-2
Nintedanib Placebo Nintedanib Placebo
(N=309) (N =204) (N =329) (N=219)
number of patients (percent)
Any adverse event 298 (96.4) 181 (88.7) 311 (94.5) 198 (90.4)
Any adverse event, excluding progression 296 (95.8) 179 (87.7) 311 (94.5) 197 (90.0)
of idiopathic pulmonary fibrosis*
Most frequent adverse eventsy
Diarrhea 190 (61.5) 38 (18.6) 208 (63.2) 40 (18.3)
Nausea 70 (22.7) 12 (5.9) 86 (26.1) 16 (7.3)
Nasopharyngitis 39 (12.6) 34 (16.7) 48 (14.6) 34 (15.5)
Cough 47 (15.2) 26 (12.7) 38 (11.6) 31 (14.2)
Progression of idiopathic pulmonary fibrosis> 31 (10.0) 21 (10.3) 33 (10.0) 40 (18.3)
Bronchitis 36 (11.7) 28 (13.7) 31 (9.4) 17 (7.8)
Upper respiratory tract infection 28 (9.1) 18 (8.8) 30 (9.1) 24 (11.0)
Dyspnea 22 (7.1) 23 (11.3) 27 (8.2) 25 (11.4)
Decreased appetite 26 (8.4) 14 (6.9) 42 (12.8) 10 (4.6)
Vomiting 40 (12.9) 4 (2.0) 34 (10.3) 7 (3.2)
Weight loss 25 (8.1) 13 (6.4) 37 (11.2) 2 (0.9)
Severe adverse eventsit 81 (26.2) 37 (18.1) 93 (28.3) 62 (28.3)
Serious adverse eventsi 96 (31.1) 55 (27.0) 98 (29.8) 72 (32.9)
Fatal adverse events 12 (3.9) 10 (4.9) 25 (7.6) 21 (9.6)
Adverse events leading to treatment 65 (21.0) 22 (10.8) 58 (17.6) 33.(15:.1)
discontinuation§
Gastrointestinal disorders 26 (8.4) 3 (1.5) 21 (6.4) 2 (0.9)
Respiratory, thoracic, and mediastinal 12 (3.9) 10 (4.9) 8 (2.4) 18 (8.2)
disorders
Investigation resultsY] 10 (3.2) 1 (0.5) 8 (2.4) 1 (0.5)
Cardiac disorders 5 (1.6) 4 (2.0) 2 (0.6) 3 (1.9)
General disorders and conditions involving 8 (2.6) 3 (1.5) 2 (0.6) 1 (0.5)
site of study-drug administration|

< Progression of idiopathic pulmonary fibrosis was defined in accordance with the definition of idiopathic pulmonary fi-
brosis in the Medical Dictionary for Regulatory Activities, version 16.1, which includes disease worsening and exacerba-
tions of idiopathic pulmonary fibrosis.

i The most frequent adverse events were defined as those with an incidence of more than 10926 in any study group.

- A severe adverse event was related to intensity and was defined as an event that was incapacitating or that caused an in-
ability to work or to perform usual activities. A serious adverse event was defined as any adverse event that resulted in death,
was immediately life-threatening, resulted in persistent or clinically significant disability or incapacity, required or pro-
longed hospitalization, was related to a congenital anomaly or birth defect, or was deemed serious for any other reason.

§ Adverse events leading to study-drug discontinuation were reported when they occurred in 296 or more of patients in

any study group and are listed according to system organ class. The analysis included adverse events with an onset
after administration of the first dose of study medication and up to 28 days after administration of the last dose.

9 Investigation results refer to the results of clinical laboratory tests, radiologic tests, physical examination, and physio-

logic tests.

|| These events include disorders or conditions that involve several body systems or sites, including chest pain, fatigue,

asthenia, and general deterioration of physical health.

Testove jetrene funkcije
(transaminaza) treba pratiti
mjesecno tokom prva 3
mjeseca, a zatim svaka 3-4
mjeseca tokom lijeCenja.
Porast transaminaza 3 X iznad
gornje granice ref. vrijednosti
vodi ka smanjenju doze na
100 mg 2 X dnevno ili prekidu
doziranja;

cca 20% pojedinaca ostaje bez
lijeka zbog nepodnosljivih
nuspojava.



Nintedanib za intersticijalnu bolest plué¢a udruzenu sa
progredir. sistemskom sklerozom

an
Enrollme“t’ R

819 Patients were assessed for eligibility

[low-uP
domizatioﬂs dFo

239 Were excluded

2 Had an adverse

196 Did not meet inclusion criteria
or met exclusion criteria
23 Withdrew consent

18 Had other or unknown reason

event

580 Underwent randomization

1 Withdrew consent

4 Did not receive intervention
3 Underwent randomization but were not eligible

288 Were assigned to receive nintedanib,
150 mg twice daily

|

|

232 Did not prematurely
discontinue the intervention
before wk 52

56 Prematurely discontinued
the intervention
40 Had adverse event
9 Refused to continue taking
assigned intervention
1 Did not adhere to protocol
6 Had other reason

288 Were assigned to receive placebo

|

257 Did not prematurely
discontinue the intervention
before wk 52

24 Did not complete
visits up to wk 52

264 Completed visits up to wk 52

31 Prematurely discontinued
the intervention
21 Had adverse event
7 Refused to continue taking
assigned intervention
1 Did not adhere to protocol
2 Had other reason

13 Did not complete
visits up to wk 52

275 Completed visits up to wk 52
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Table 1. Baseline Characteristics of the Patients.*

Nintedanib Placebo
Characteristic (N=288) (N=288)
Female sex — no. (%) 221 (76.7) 212 (73.6)
Age —yr 54.6+11.8 53.4£12.6
%) 152 (52 1) 146 (50 7)
Years since the onset of the first non-Raynaud's symptom
Median 3.4 3.5
Range 03-71 04-7.2
Extent of fibrosis of the lungs on high-resolution CT— % 36.8+21.8 35.2+20.7
FVC —ml 2459+736 25411816
FVC — % of predicted value 72.4+16.8 72.7+16.6
DLco — % of predicted valuef 52.9+15.1 53.2+15.1
Antitopoisomerase antibody positive — no. (%) 173 (60.1) 177 (61.5)
Modified Rodnan skin scoref 11.39.2 10.9+8.8
Patients with diffuse cutaneous systemic sclerosis 17.0+8.7 16.3+8.9
Patients with limited cutaneous systemic sclerosis 4.9:+4.2 5.4+4.1
Total score on the SGRQY| 40.7+20.2 39.4+20.9
Score on the HAQ-DI| 0.65+0.70 0.55+0.58
Scaled score on the FACIT-Dyspnea questionnaire** 47.01+9.64 45.67+9.90
Receiving mycophenolate — no. (%) 139 (48.3) 140 (48.6)
Receiving methotrexate — no. (%) 23 (8.0) 15(5.2)

%

Plus-minus values are means +SD. Data on some variables were not available for all patients. A larger table of base-
line characteristics is included in section G in the Supplementary Appendix. CT denotes computed tomography,
DLco diffusion capacity of the lungs for carbon monoxide, FACIT Functional Assessment of Chronic lllness Therapy,
FVC forced vital capacity, HAQ-DI Health Assessment Questionnaire-Disability Index, and SGRQ St. George's
Respiratory Questionnaire.

The DL¢o value was corrected for the hemoglobin level. DLc values were available for 285 patients in the nintedanib
group and 284 patients in the placebo group.

Historical information on antitopoisomerase antibody status was used, or, if this information was not available to the
trial sites, it was provided by a central laboratory.

The modified Rodnan skin score is used to evaluate a patient’s skin thickness through palpation of 17 areas; scores
range from 0 to 3 for each area (to give a maximum score of 51), with higher scores indicating worse skin fibrosis.
Scores were available for 288 patients in the nintedanib group and 286 patients in the placebo group. Among the pa-
tients with diffuse cutaneous systemic sclerosis, scores were available for 153 of those in the nintedanib group and
for 144 of those in the placebo group. Among the patients with limited cutaneous systemic sclerosis, scores were
available for 135 of those in nintedanib group and for 142 of those in placebo group.

Total scores on the SGRQ range from 0 to 100, with higher scores indicating worse health-related quality of life.
Scores were available for 282 patients in the nintedanib group and 283 patients in the placebo group.

Scores on the HAQ-DI range from 0 to 3, with higher scores indicating worse disability. Scores were available for 283
patients in the nintedanib group and 281 patients in the placebo group.

Scaled scores on the FACIT-Dyspnea questionnaire range from 27.7 to 75.9, with higher scores indicating worse dys-
pnea. Scores were available for 283 patients in the nintedanib group and 285 patients in the placebo group.




Smanjenje forsiranog vitalnog kapaciteta u slucaju sistemske skleroze
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Table 3. Adverse Events.*

Nintedanib Placebo
Event (N=288) (N=288)

no. of patients (%)

Any adverse event 283 (98.3) 276 (95.8)
Most common adverse eventsy
Diarrhea 218 (75.7) 91 (31.6)
Nausea 91 (31.6) 39 (13.5)
Skin ulcer 53 (18.4) 50 (17.4)
Vomiting 71 (24.7) 30 (10.4)
Cough 34 (11.8) 52 (18.1)
Nasopharyngitis 36 (12.5) 49 (17.0)
Upper respiratory tract infection 33:(11.5) 35 (12:2)
Abdominal pain 33.(11:5) 21 (7.3)
Fatigue 31 (10.8) 20 (6.9)
Weight decrease 34 (11.8) 12 (4.2)
Severe adverse eventi 52 (18.1) 36 (12.5)
Serious adverse eventf 69 (24.0) 62 (21.5)
Fatal adverse event 5.(1:7) 4 (1.4)
Adverse event leading to discontinuation 46 (16.0) 25 (8.7)

of the intervention

* Adverse events, as reported over 52 weeks plus a 28-day post-treatment peri-
od, were coded according to the preferred terms in the Medical Dictionary of
Regulatory Activities. Data are shown for the patients who had at least one
such adverse event.

T The most common adverse events were those that were reported in more
than 10% of the patients in either trial group.

1 A severe adverse event was defined as an event that was incapacitating or that
caused an inability to work or to perform usual activities.

§ A serious adverse event was defined as an event that resulted in death, was
life-threatening, resulted in hospitalization or prolongation of hospitalization,
resulted in persistent or clinically significant disability or incapacity, was a con-
genital anomaly or birth defect, or was deemed to be serious for any other reason.

Distler O et al. N Engl J Med2019;380:2518-2528



Nintedanib u progresivnim fibroznim intersticijskim

plu¢nim bolestima

Osnovne klinicke dijagnoze ILD-a u Enr'
skupinama uklju€enim u ispitivanje bile su:

1010 Patients were assessed for eligibility

4 Follow-UP

mizatiom 2"

oliment

- hipersenzitivni pneumonitis (26,1%), |~
- autoimuni ILD (25,6%),

- idiopatska nespecifi€na intersticijska

upala pluéa (18,9%),

- neklasificirana idiopatska intersticijska

upala pluéa (17,2%) i
ostale ILD (12,2%).

Rando

347 Were excluded
304 Did not meet inclusion criteria or met exclusion
criteria
88 Did not have fibrosing lung disease of >10%
extent on high-resolution CT
74 Did not have diffusing capacity for carbon
monoxide of 30% to <80% of predicted value
142 Did not meet =1 other inclusion criterion
or met additional exclusion criteria
22 Withdrew consent
5 Had adverse event

16 Had other or unknown reason

663 Underwent randomization

and were treated

|

332 Were assigned to receive nintedanib

331 Were assigned to receive placebo

252 Did not prematurely discontinue
nintedanib before wk 52

80 Prematurely discontinued
nintedanib
65 Had adverse event
11 Withdrew
1 Had protocol deviation
3 Had other reason

282 Did not prematurely discontinue | [49 Prematurely discontinued placebo
placebo before wk 52 34 Had adverse event

18 Did not complete 52-wk
observation period

314 Completed 52-wk observation period

9 Withdrew

2 Had protocol deviation
1 Was lost to follow-up

3 Had other reason

20 Did not complete 52-wk
observation period

311 Completed 52-wk observation period

Table 1. Characteristics of the Overall Population at Baseline.*

Nintedanib Placebo
Characteristic (N=332) (N=331)
Male sex — no. (%) 179 (53.9) 177 (53.5)
Age —yr 65.2+9.7 66.3+9.8
Former or current smoker — no. (%) 169 (50.9) 169 (51.1)
{U1P-like fibrotic pattern on high-resolution CT — no. (%) 206 (62.0) 206 (62.2)
Criteria for disease progression in previous 24 mo — no. (%)
Relative decline in FVC of 210% of predicted value 160 (48.2) 172 (52.0)
Relative decline in FVC of 5% to <10% of predicted value plus wors- 110 (33.1) 97 (29.3)
ening of respiratory symptoms or increased extent of fibrosis on
high-resolution CT
Worsening of respiratory symptoms and increased extent of fibrosis 62 (18.7) 61 (18.4)
on high-resolution CT
FVC
Mean value — ml 2340+740 23214728
Percent of predicted value 68.7+16.0 69.3+15.2
Diffusing capacity for carbon monoxide
Mean value — mmol/min/kPa 3.5+1.2 3.7+13
Percent of predicted value 44.4+11.9 47.9£15.0
Total score on K-BILD questionnaires: 52.5£11.0 52.3£9.8

* Plus—minus values are means +SD. FVC denotes forced vital capacity, and UIP usual interstitial pneumonia.

i The values for diffusing capacity for carbon monoxide were corrected for the hemoglobin level.
1 Scores on the King’s Brief Interstitial Lung Disease (K-BILD) questionnaire range from 0 to 100, with higher scores rep-

resenting better health status.
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Smanjenje forsiranog vitalnog kapaciteta u odnosu na po€etnu vrijednost (FVC)
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Pirfenidon — mehanizam djelovanja

Pirfenidon inhibira TGF-B1-indukovanu diferencijaciju ljudskih fibroblasta
pluca u miofibroblaste, sprjeCavajuci na taj nacin visak sinteze kolagena i
proizvodnju ekstracelularnog matriksa. Pored tog ima antiinflamatorni i
antioksidativni efekat.

Pirfenidon u bolesnika s idiopatskom plu¢nom fibrozom (CAPACITY): dvije randomizirane
studije

Dva istovremena ispitivanja (004 i 006)

pacijenti (u dobi od 40-80 godina) s idiopatskom plu¢nom fibrozom nasumicno su rasporedeni na
oralni pirfenidon ili placebo u toku najmanje 72 sedmice u 110 centara u Australiji, Evropi i Sjevernoj
Americi.

U studiji 004, pacijenti su dodijeljeni u omjeru 2:1:2 na pirfenidon 2403 mg/dan, pirfenidon 1197
mg/dan ili placebo.

U studiji 006, pacijenti su rasporedeni u omjeru 1:1 na pirfenidon 2403 mg/dan ili placebo.

Dobiveni rezultati pokazuju da pirfenidon ima povoljan profil koristi i rizika i
predstavlja odgovarajuéu opciju lije€enja za bolesnike s idiopatskom pluénom
fiborozom.



AMERICAN THORACIC ¢

DOCUMENTS

Idiopathic Pulmonary Fibrosis (an Update) and Progressive

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

Evidence-based Recommendations
for Treatment of PPF, Other than IPF

Pirfenidone. We recommend further
research into the efficacy, effectiveness, and
safety of pirfenidone in both 1) non-IPF ILD
manifesting PPF in general and 2) specific
types of non-I1PF ILD manifesting PPF.



