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Definition

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 t|
following three criteria occurring within the past year with no alternative
explanation:

1 Worsening respiratory symptoms
2 Physiological evidence of disease progression (either of the following):
a. Absolute decline in FVC >5% predicted within 1 yr of fallow

b. Absolute decline in DLCO (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
b. New grouneglass 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

RaghuG et al, Idiopathic Pulmonary Fibrosis (an Update) and Progressive Pulmc
Fibrosis in Adults: An Official ATS/ERS/JRS/ALAT Clinical Practice Guideline. A
RespirCritCare Med. 2022 1;205(9).eH37.



Evolution of criteria in PPF

Coitin (2018) [?] ILD expert statement. Relative decline of at least 10% in FVC Within a 24-month period
Clinical practice. a relative decline of at least 15% in DLCO
or worsening sympfoms
or a worsening radiological appearance
accompanied by a at least 5 to less than 10%
relative decrease in FVC

George (2020) [35] ILD expert statement. Relative decline of 10% or more in FVC Over 24 months
Clinical practice. Relative decline in FVC of 5% or more with decline

in DLCO of 15% or more

Relative decline in FVC of 5% or more with
increased fibrosis on high-resolution CT (HRCT)*

Relative decline in FVC of 5% or more with
progressive symptoms

Progressive symptoms with increased fibrosis on
HRCT*

Flaherty (2019) [24™"] INBUILD clinical trial Relative decline in FVC at least 10%; Within 24 months
or FVC at least 5 to less than 10% and worsening
of respiratory symptoms or increased extent of
fibrosis on HRCT;
or worsening of respiratory symptoms and
increased extent of fibrosis on HRCT

Maher (2020) [36"] U-ILD clinical trial Either more than 5% absolute decline in FVC or
significant symptomatic worsening

Valenzuela C et al, Epidemiology and+#alexperience in progressive
pulmonary fibrosisCurrOpinPulmMed. 2022;1;28(5):40413.



Behr (2021) [37]

Raghu 2022 [11™]

RELIEF clinical trial

International guidelines
ATS/ERS/JRS/ALAT

Annualized perceniage predicted FVC decline at
least 5% (absolute)

1. Worsening respiratory symptoms;

2. Physiological evidence of disease progression,
gither of the following:

a. Absolute decline in FVC >5% predicted

b. Absolute decline in DLCO (corrected for Hb)
>10% predicted and

3. Radiological evidence of disease progression,
one or more of the following:

a. Increased extent or severity of traction
bronchiectasis and bronchiolectasis

b. New ground-glass opacity with iraction
bronchiectasis

c. New fine reticulation

d. Increased extent or increased coarseness of
reticular abnormality

e. New or increased honeycombing

f. Increased lobar volume loss

Within up to 24 months

Within 1 year of follow-up



o

The above criteria mentioned are chosen based on the 5 years transplant
free survival (TFS)

Most of thesedatasare from the IPF studies.

Pugashetti J.V. et alAmerican Journal of Respiratory and Critical Ce
Medicine,207(1),69-76.
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Dissecting the criteria used for PPF diagnosis, each component of the
composite criteria by itself predicts the transplant free survival by itself.

C+/ NEf I 0A QJPDLBRSAIE MWSS % wwrps: ZANIR
2F FAONRaAA& AY (UKS | 0aSyoOS 2F C=+/
transplant free survival at 5 years.

DLcoas a isolated criteria for TFS is confounded by pulmonary
vasculopathy

Using clinical symptoms alone for predicted TFS at 5 years has poor yield

rediction. quashetti J.V. et.a.IAmerican Journal of Respiratory and
P Critical Care Medicin@07(1),69-76
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Time period for identification of disease progression in most trials is 2 yea

However, if there is clear cut evidence that the disease is progressing at
3,6,9,12,24 or even 36 months, then one need not wait for the time period
criteria to fulfil to call it as a progressive fibrotic ILD.

The timelines for the criteria need not to be fulfilled to start treatment if
the other criteria are clearly satisfied.

Cottin, V. et alAmerican Journal of Respiratory and Criti
Care Medicine206(10),12931294
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Prevalence of PPF varies from 18 to 32% globally.

Prevalence of CTD related ILD progressing #. BPks more compared to
other ILD(38.7%) ascertained from various studies.

The incidence of PPF increases as the age increases

Gt NPINKaaAzy 2F L[5 RSALIAGS | LILINE LINA |
GLINRINBAAADS Ldzf Y2YIF NE FTAONRAAAE
Valenzuela C et al, Epidemiology and#alexperience in progressive
pulmonary fibrosisCurrOpinPulmMed. 2022 ;1;28(5):40413.

RajanSK et al, Progressive pulmonary fibrosis: an expert group
consensus statemenEurRespird. 2022 14:2103187
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LD Overview of
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Clinical assessment, PFT
HRCT

Serology
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Disease progression = No disease progression Cottin V et. al., Eur Respir Rev
PE-ILD 2018; 27: 180076




Risk factor for progression

Older age

Male sex

Lower baseline PFT
Radiographic honeycombing
UIP pattern of injury

Smoking

Cottin V et. al.EurRespirRev2018; 27: 180076
Copeland CR and Lancaster LH (2021) Management of
Progressivé-ibrosingnterstitial Lung Diseases {RD).
Front. Med. 8:743977.



Treatment overview

0 Pharmacological 0 Non-pharmacological
U  Antifibrotic agents T nintedanib, U Removal of triggers
pirfenidone

U  Oxygen therapy

U  Immunosupressants
U Lung transplantation

U Vasodilators
U Vaccinationi Influenzae, Pneumococcal

U Anti-reflux therapy vaccination.
U Pulmonary rehabilitation

Copeland CR and Lancaster LH (2021) Management of ProgFebsbaing
Interstitial Lung Diseases (RID). Front. Med. 8:743977.
AtsPrimer On Progressiviabrosingnterstitial Lung Diseases



Fibrotic Interstitial Lung Disease
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Evaluate and treat comorbidities: Gastroesophageal reflux, puimonary
hypertension, sleep disordered breathing
¥ | .

rehabilitation, symptom management

Some Antifibrotic Therapy, Lung Transplantation Evaluation if Applicable

AtsPrimer On Progressivi@brosingnterstitial Lung
Diseases



Antifibrotic agents
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RESEARCH Open Access
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Efficacy of antifibrotic drugs, nintedanib i

and pirfenidone, in treatment of progressive
pulmonary fibrosis in both idiopathic
pulmonary fibrosis (IPF) and non-IPF:

a systematic review and meta-analysis

James Patrick Finnerty', Aravind Ponnuswamy, Prosjenjit Dutta’, Ammar Abdelaziz® and Hafiz Kamil®

FinnertyJP et al, Efficacy aftifibrotic drugs,nintedaniband
pirfenidone in treatment of progressive pulmonary fibrosis in bc
idiopathic pulmonary fibrosis (IPF) and AdiF: a systematic
review and metaanalysis. BM@ulmMed. 2021 11;21(1):411.
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Total of 13 studies were included. 4 studies were that of-Hef progressive
fibrosis studies.

54%(1564/2872) in IPF population and 50%(647/1292) in thellRBn
population were on somenmunosupressants

FVC decline were similar in the IPF and-N&fagroup. The overall effect size is
<0.30.

Mortality benefit was observed in the IPF group but was not observed in the
NonIPF group.
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Meta-analysis: FVC changes
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Fig. 4 Comparison of two groups of studies: IPF versus non-1PF for standardised FVC change in response to therapy




Meta-analysis of FVC changes by treatment
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Effect size witmintedanibwas-0.34 and withpirfenidonewas-0.26 with p value
<0.001
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Meta-analysis of all cause mortality
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Nintedanib

Nintedanib in Progressive Pulmonary Fibrosis
A Systematic Review and Meta-Analysis

Marya Ghazipura“, Manoj J. Mammen®, Derrick D. Herman®, Stephanie M. Hon®, Brittany D. Bissell®”,
Madalina Macrea®, Fayez Kheir’, Yet H. Khor'®", Shandra L. Knight', Ganesh Raghu™, Kevin C. Wilson™, and

Tanzib Hossain™

GhazipuraM. et al,Annals of the American Thoracic
Society19(6),10401049



Study

Name Year Location Funding
Randomized, double-blind, placebo-contralied trial
INBUILD 2019 15 countries: Boehringer
(19) Argentina, Belgium, Ingelheim
Canada, Chile, (Phamaceutical
China, France, Co.)
Germany, Italy,
Japan, Republic of
Korea, Poland,
Russian
Federation, Spain,
UK, USA
153 sites
Do o ymized controlled tria
Wells 2020 15 countres (as noted Boehringer
(22) above) Ingelheim
153 sites (Phamaceutical
Co.)

PPF Diagnostic

Duration Criteria

52 wk  Adults with fibrosing  7) UIP-like fibrotic

Total Participants: Nintedanib Placebo

ILD other than IPF pattem (definite 663 150 mg 11tab
diagnosed by or probable) of Intervention: 2 times 2 times
investigator AND pulmonary fibro- 332 daily daily
presence in the 24 sis Placebo:
mo preceding study 2) Other, non- a31
screening of: UlIPdike fibrotic  UIP-like Fibrotic
1) FVC predicted pattems of Pattem of
decline of at least pulmonary Pulmonary
10%, or fibrosis Fibrosis:
2) FVC dedline 5 to 412
9% with symptoms
or increased
fibrosis on HRCT,
or
3) Increased
fibrosis on HRCT
with worsened
respiratory
symptoms
52 wk  Adults with fibrosing 7) Chronic HP Total Participants:] Nintedanib Placebo
ILD other than IPF  2) Autoimmune 6683 150 mg 11tab
diagnosed by -RA-ILD Chronic HP 2 times 2 times
investigator AND -SSc-ILD 173 daily daily
presence in the 24 ~MCTD-ILD Autoimmune
mo preceding study 3) Idiopathic 170
screening of: NSIP Idiopathic NSIA
7) FVC predicted 4) Unclassifiable 125
decline of at least 1P Unclassifiable
10%, or 5) Others 14
2) FVC dedline 5 to  -Sarcoidosis 114
9% with symptoms -Exposure- Others
or increased related 81
fibrosis on HRCT,
or
3) Increased

fibrosis on HRCT
with worsened
respiratory
symptoms

Study

ILD Subtypes Study Population Intervention Comparator Outcomes  Risk of Bias

Not
serious

Pramary:
Annual rate of
decline in
FVC
Secondary:
7) K-BILD
score change
2) Time to
acute
exacerbation
3) Time to
death
(monality)
Adverse
Events

Annual rate of
decline in
FVC
Adverse
Events

Not
Serious



Nintadanib
FVC: Rate of Change in FVC, mL/yr

PPF Subtypes PPF Subtypes by Study N Nintedanib | MD [35% C1j % Subgroup % Weight
by Cause of ILD Histopathology Control welght (Fixed) _ (Fixed)
A Hypersensitivity
Pneumonitis
Andiogrmphic UIP Wi 2020 {INBUILD Post-Hoc) 4446 80.80 [41.7, 20G.2] —— 42 50% 11.76%
Radiographic NonUIP Walis 2020 (INBUILD Post-Hoc) 40 42 66.00 402, 172.2] —— B7T.OT% 15.62%
Hypersensitivl
Pneumonitis 1bz! i 728 89,154.7) i
2 = 0.00%, p = 0.9580 p = 0.0771
B connective Tissue
Disease-Related ILD
Aadiographio UIP (1) Walis 2020 (INBUILD Post-Hoc) 57|56 144.25 5.5, 228.0] —— £7.00% 12.82%
Andiographic Non-UIP (1) Waks 2020 (INBUILD Poat-Hoc) 1518 86.02 [-70.7, 262.8) —— 2 B1% 634%
Connective Tissue |
Disease-Related ILD Total 72178 106.2[10.6, 201.9] Ead
2 - 0.00%, p - 0.8334 p - 0.0285
C nsip
Aodiographic UIP  Walis 2020 (INBUILD Post-Hoc) 2437 234.90 [94.7, 369.1] —— 4721% 236%
Radiographic NonUIP Wialis 2020 (INBUILD Post-Hoo) 3024 27001028, \66.7) —— 82 7% 10.4T%
NSIP Total 64161 141.7 [46.0, 237 4] ———

P2 - T7.89%, p - 0.0334 p-0.0t01



234404732, 84.19] | -

Andiographic UIP Wiali= 2020 (INBUILD Poat-Hoc) 112 > 17TET% 0.935%
Andiographic Non-UIP  Wiolis 2020 (INBUILD Post-Hoc) 38 —84.20 [-410.8, 242 5] b L i £2.43% 165%
Sarcoldosis Total ais —20.5 [-337.1. 296.1] ——r———
"2 - 0.00%, p - 04230 p - 0.8520
E Occupational LD
Radiographic UIP {2)  Walis 2020 (INBUILD Post-Hoc) 14 14 22970 {5.4, 454.3] — . 62.43% 3.40%
Radicgraphic Non-UIP {2} Walis 2020 (INBUILD Post-Hoc} 7i4 333 20 [43.6, 622.7] —_—— AT 5T 210%
Occupational ILD Total 21118 252.8 [79.2, 426.5] ————
2 - 0.00%, g - 05799 p - 0.0030
F unciassifiea Aibrotic ILD
Andiographic UIP Viclia 2020 {INBUILD Poat-Hoc) 43, 34 37.10[-81.8, 966.1] — B0.75% 10.50%
Andiographic Non-UIP  Walis 2020 (INBUILD Post-Hoc) 21,16 $22 80 [-36.7. 284 3) —.— 30 25% 694%
Unciassifiea
Eairolic i Fotad 64|50 68.5 [-31.3, 168.4] e
F2 - D.00%, p - 0.4092 p - 0.1656
Total 332 | 331 107.0 [65.4, 148.5] < 100.00%
P2 - 6.42%, p - 03815 p < 0.0001

Commants on Hstopat|
(1) RA-ILD, SSc-LD, MCTDA D
(2} Exposurcrelated i Ds scparmis from HP

| e L 5 G . S
-500 -300 1000 100 2300 ©&OO
Favors Cortrol Favors Nintedanib

Maan Differanca [95% O
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Radiological UIP like pattern has better responseitbedanibthan
radiological norJIP pattern.(2/3 of 663 patients)

Fibrotic HP, fibrotisarcoidosiand unclassified ILD are poorly responsive tc
nintedanib( however the sample size of these ILD subtypes are small)

Nintedanibdoes not have influence on time to first exacerbation or any
mortality benefit



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Nintedanib in Progressive Fibrosing
Interstitial Lung Diseases

K.R. Flaherty efl.,NEnglJ Med 2019;381:17187.



Study design

Randomized double blinded
control trial

15 countries

663 participants included

Inclusion criteria Intervention

relative decline in FVC of at leas' 1:1 randomization to either
10% of predicted value, a placebo or nintedanib
relative decline in FVC of 5% to

less than 10% of predicted value

worsening of respiratory
symptoms or an increased exten
of fibrosis on higkresolution CT,

worsening of respiratory
symptoms and an increased
extent of fibrosis

FVC of at least 45% of the
predicted value and a

diffusing capacity of the lung for
carbon monoxide

(corrected for hemoglobin) of 30
to less than

80% of the predicted value

End points

PRIMARY ENDPOINT:

FVC decline at 52 week
SECONDARY END POINT:
Absolute change from baseline i
total score on KBILD
guestionnaire at 52 wk

Acute exacerbation of interstitial
lung disease or death at

52 wkt no. with event/total no.

(%)

Death at 52 wk no. with
event/total no. (%)



Double-blind

< >
Nintedanib [
| Open-label
' extension
Screening 0 [ s i e
Placebo |
|
|
Visit 1 2345 6 7 8 9 1
—tH+— i i | # o
Week 0246 12 24 36 52 T
PartA Part B*
T First database lock"
Assessment of primary end-point Final database lock*

FIGURE 1 INBUILD trial design [4]. R: randomisation 1:1 stratified by high-resolution computed tomography
pattern (usual interstitial pneumonia-like fibrotic pattern or other fibrotic patterns). *: visits occurred every 16
weeks until end of treatment; *: first database lock took place after the last subject had completed the week
52 visit; : final database lock took place after all patients had completed the follow-up visit or entered the
open-label extension study (INBUILD-ON).

Flaherty KR, et al. Nintedanib in progressive interstitial lung
diseases: data from the whole INBUILD trial. Eur Respir J 2022; 59: 2004



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 66.319.8
Former or current smoker — no. (%) 169 (50.9) 169 (51.1)
UIP-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£1.3
Percent of predicted value 44.4£119 47.9£15.0
Total score on K-BILD questionnaires: 52.5+11.0 52.31+9.8




Table 2. Efficacy End Points.*

Nintedanib Placebo Difference
End Point (N=332) (N=331) (95% Cl)
Primary end point
Rate of decline in the FVC at 52 wk— ml/yr{
> Overall population -80.815.1 -187.8+14.3 107.0 (65.4 to 148.5)f
> Patients with a UIP-like fibrotic pattern -82.9:20.8 -211.1+20.5 128.2 (70.8 to 185.6)1
Patients with other fibrotic patterns -79.0:21.6 -154.2+21.2 75.3 (15.5t0 135.0)§
Main secondary end points
Absolute change from baseline in total score on K-BILD
questionnaire at 52 wk§
Overall population 0.55+0.60 -0.79+0.59 1.34 (-0.31 t0 2.98)f
Patients with a UIP-like fibrotic pattern 0.75+0.80 -0.78+0.79 1.53 (-0.68 t0 3.74)§
Acute exacerbation of interstitial lung disease or death at
52 wk— no. with event/total no. (%)
Overall population 26/332(7.8)  32/331(9.7)  0.80 (0.48 to 1.34)f|
Patients with a UIP-like fibrotic pattern 17/206 (8.3) 25/206 (12.1)  0.67 (0.36to 1.24)§]

Death at 52 wk — no. with event/total no. (36)
Overall population
Patients with a UIP-like fibrotic pattern

16/332 (4.8)
11/206 (5.3)

17/331 (5.1)
16/206 (7.3)

0.94 (0.47 to 1.36)f|
0.68 (0.32 to 1.47)f)

Additional end points assessed during period until first
database lock

Acute exacerbation of interstitial lung disease or death
— no. with event/total no. (%)

Overall population

Patients with a UIP-like fibrotic pattern
Death — no. with event/total no. (36)

Overall population

Patients with a UIP-like fibrotic pattern

41/332 (12.3)
28/206 (13.6)

27/332 (8.1)
20/206 (9.7)

59/331 (17.3)
44/206 (21.4)

38/331 (11.5)
31/206 (15.0)

0.68 (0.46 to 1.01)f|
0.61 (0.38 t0 0.98)f]

0.70 (0.43 to 1.15)§|
0.63 (0.36 to 1.10)f|

KBILDc] Ay 3Qa
guestionnaire

o NA S
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pulation
2 e
2 K, Nintedanib, UIP-like
& R fibrotic pattern
g E -100- e -
EE ‘{k_"*‘ — Placebo, overall
e —_ ulation
g8 T 1 f‘ e sy
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é 200 Placebo, UIP-like ~ ~ ~ -
= fibrotic pattern
-250 T T T T T T 1
0 2 4 6 12 24 36 52
Week
No. of Patients
Overall population
Nintedanib 332 326 320 322 314 298 285 265
Placebo 331 325 326 325 320 311 296 274
Patients with UiP-like fibrotic
pattern
Nintedanib 206 203 200 199 193 180 171 160
Placebo 206 202 202 201 157 130 176 162

Figure 2. Decline from Baseline in Forced Vital Capacity (FVC).
Shown is the observed mean change from baseline in FVC over the 52-week trial period in the overall population and in patients with an
imaging pattern of usual interstitial pneumonia (UIP} on high-resolution computed tomography in the nintedanib group and the placebo

group. The I bars indicate the standard error.




TABLE 1 Time to absolute and relative declines in forced vital capacity (FVC) >5% predicted or >10% predicted using data up to the final

database lock in the INBUILD trial

Overall population Subjects with UIP-like fibrotic pattern on
HRCT
Nintedanib (n=332) Placebo (n=331) Nintedanib (n=206) Placebo (n=206)
Absolute decline in FVC >5% predicted 217 (65.4) 263 (79.5) 137 (66.5) 168 (81.6)
Hazard ratio (95% Cl) 0.67 (0.56-0.81) 0.64 (0.51-0.80)
Nominal p-value <0.0001 <0.0001
Relative decline in FVC >5% predicted 245 (73.8) 285 (86.1) 152 (73.8) 178 (86.4)
Hazard ratio (95% Cl) 0.71 (0.60-0.84) 0.69 (0.55-0.86)
Nominal p-value <0.0001 0.0006
Absolute decline in FVC >10% predicted 114 (34.3) 160 (48.3) 77 (37.4) 99 (48.1)
Hazard ratio (95% Cl) 0.64 (0.50-0.81) 0.69 (0.51-0.93)
Nominal p-value 0.0002 0.0138
Relative decline in FVC >10% predicted 161 (48.5) 221 (66.8) 101 (49.0) 140 (68.0)
Hazard ratio (95% Cl) 0.63 (0.51-0.77) 0.61 (0.47-0.79)
Nominal p-value <0.0001 0.0001

Data are presented as n (%), unless otherwise stated. HRCT: high-resolution computed tomography; UIP: usual interstitial pneumonia.

Flaherty KR, et al. Nintedanib in progressive interstitial lung
diseases: data from the whole INBUILD trial. Eur Respir J 2022; 59: 2004538
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Table 3. Adverse Events in the Overall Population.*

Nintedanib Placebo
Event (N=332) (N=331)
no. of patients (%)
Adverse event
Any 317 (95.5) 296 (89.4)
Any except for progression of interstitial 317 (95.5) 295 (89.1)
lung diseaset
Most frequent adverse eventsi
Diarrhea 222 (66.9) 79 (23.9)
Nausea 96 (28.9) 31 (9.4)
Bronchitis 41 (12.3) 47 (14.2)
Nasopharyngitis 44 (13.3) 40 (12.1)
Dyspnea 36 (10.8) 44 (13.3)
Vomiting 61 (18.4) 17 (5.1)
Cough 33 (9.9) 44 (13.3)
Decreased appetite 43 (14.5) 17 (5.1)
Headache 35 (10.5) 23 (6.9)

Alanine aminotransferase increased 43 (13.0) 12 (3.6)
Progression of interstitial lung diseaset 16 (4.8) 39 (11.8)
Weight loss (123 11p3)
Aspartate aminotransferase increased 38 (11.4) 12 (3.6)
Abdominal pain 34 (10.2) 8 (2.4)
Severe adverse event| 60 (18.1) 73 (22.1)
Serious adverse event 107 (32.2) 110 (33.2)
Fatal adverse event
Any 11 (33) 17 (5.)
Any except for progression of interstitial 10 (3.0) 14 (42)
lung diseaset
Adverse event leading to treatment 65 (19.6) 34 (10.3)
discontinuation
Adverse event leading to permanent 110 (33.1) 14 (4.2)

dose reduction




Dose: 150 mg twice dally, in case of adverse effects it can be reduced to 100
twice daily

Adverse effects: most commonly diarrhoea and deranged liver function tests.



Pirfenidone in Progressive Pulmonary Fibrosis
A Systematic Review and Meta-Analysis

Marya Ghazipura' 2, Manoj J. Mammen®, Brittany D. Bissell*®, Madalina Macrea®, Derrick D. Herman’,
Stephanie M. Hon®, Fayez Kheir”, Yet H. Khor'®"", Shandra L. Knight'®, Ganesh Raghu'®, Kevin C. Wilson™, and
Tanzib Hossain™

GhazipuraM et al,Pirfenidonein Progressive Pulmonary Fibrosis: A Systematic Rev
and MetaAnalysis. Ann AmihoracSoc. 2022;19(6):1030039..
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Included 2 studies (RELIEF trial aHd). Total patients included 380.

Studies did not perform subgroup analysis of ILD subtypes for the outcom
neither differentiated the radiological pattern into UIP or rohP pattern.

RELIEF trial which ended prematurely due to slow recruitment (because c
strict enrolment criteria) has many imputed values, which makes the study
as low evidence based.

There were no mortality benefit found in this medaalysis with
pirfenidone(sample size small, follow up period is less).






