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Liens d’intéréts

J'ai actuellement, ou j'ai eu au cours des trois dernieres
années, une affiliation ou des intéréts financiers ou Intéréts
de tout ordre avec les societés commerciales suivantes en
lien avec la sante :

* Apellis, Astra-Zeneca, BMS, Boehringer Ingelheim, Genzyme,
LVL, Medimmune, Novartis, Roche, Sanofi



ldiopathic Pulmonary Fibrosis
the current definition

“A specific form of chronic, progressive fibrosing interstitial
pneumonia of unknown cause, occurring primarily in older adults,
and limited to the lungs, and associated with the histopathologic
and/or radiologic pattern of UIP”

Raghu, AJRCCM 2011,183:788-824
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La mortalité par
FPl augmente
dans la plupart
des pays
europeens
chez les hommes
et les femmes
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ldiopathic Pulmonary Fibrosis

30 years ago

Lung Biopsy
(Armed Forces, Washington)
N =101, Follow up : 10 years

I

~
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UIP Fibrotic Cellular DIP / RB-ILD
(55%) NSIP NSIP (16%)
(22%) (7%)
Survival
Svs | 43% 90% 100% 100%
rs
d 15% 35% 100% 100%
\_ _J

(Travis, Am J Surg Pathol 2000,24:19-33)



* |IPF was identified on behaviour and outcome

« The outcome was linked to a UIP pattern as
opposed to the outcome associated with an
NSIP pattern

100

s s

Survival (%)
=

20 1

Years after diagnosis
(Bjoraker, AJRCCM 1998;157: 199-203)



Principes du diagnostic

1) PIC nécessaire au diagnostic
Clinique

2) PIC TDM = PIC histologique



Current criteria allow for a confident diagnosis of IPF

(70 patients; 7 Multidisciplinary teams from 7 countries)

Cliniclans (kw)  Radiologists (kw) Pathologists (kw) MDTM (Kw)

Idiopathic pulmonary 072 (0-67-0-76) 0-60(0-46-0-66) 0-5B(0-45-0-66) 0-71(0-64-0-77)
fibrosis

Connective tissue 076 (0-70-0-78) 017 (0-08-0-31)  0-21(0-06-0-36) 073 (0-68-078)
disease-related
interstitial lung disease

Non-specificinterstitial ~ 0-31(0-27-0-41) 0-32(0-26-0-41)  0-30(0-00-0-53)  0-42 (0-37-0-49)
pneumaonia

Hypersensitivity 0-42 (0-30-0-47) 0-35(0-20-0-43) 0-26(0-10-0-45)  0-29(0-24-0-40)
pneumonitis

Data are median (IQR). MDTM-multidisciplinary team meeting.

Table 4: Welghted kappa values (kxw) for estimation of diagnostic likelihood for individual diagnoses of
diffuse parenchymal lung disease

(Walsh, Lancet Respir Med 2016)




An Official ATS/ERS/JRS/ALAT Statement: ldiopathic
Pulmonary Fibrosis: Evidence-based Guidelines for
Diagnosis and Management

Ganesh Raghu, Harold R. Collard, Jim ). Egan, Fernando ). Martinez, Juergen Behr, Kevin K. Brown,

Thomas V. Colby, Jean-Francois Cordier, Kevin R. Flaherty, Joseph A. Lasky, David A. Lynch, Jay H. Ryu,
Jeffrey J. Swigris, Athol U. Wells, Julio Ancochea, Demosthenes Bouros, Carlos Carvalho, Ulrich Costabel,
Masahito Ebina, David M. Hansell, Takeshi Johkoh, Dong Soon Kim, Talmadge E. King, Jr., Yasuhiro Kondoh,
Jeffrey Myers, Nestor L. Miller, Andrew G. Nicholson, Luca Richeldi, Moisés Selman, Rosalind F. Dudden,

Barbara S. Griss, Shandra L. Protzko, and Holger ]J. Schunemann, on behalf of the ATS/ERS/JRS/ALAT Committee
on ldiopathic Pulmonary Fibrosis

AJRCCM 2011;183:788-824
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Diagnosis of Ildiopathic Pulmonary Fibrosis
An Official ATS/ERS/JRS/ALAT Clinical Practice Guideline

American Journal of Respiratory and Critical Care Medicine Volume 198 Number 5 | September 1 2018



Table 4. High-Resolution Computed Tomography Scanning Pattems

e Probabls LIP Indeterminsate for LIP Alternative Disgnosis

Subplewral and basal Subpleural and basal Subpleural and basal predominant  Findings suggestive of another
predominant; distribution is predomiinant; ) ) diagnosis, including:
often heterogenaous* distribution is often Subtle reticulation; may have mild & CT features:
pattern™) .
Honeycombing with or without  Reticular pattemn with peripheral . ® Marked mosaic
peripheral traction traction bronchiectasis or CT features and/or distribution of attenuation
bronchiectasis or bronchiclectasis lung fibrosis that do not suggest ¢ Predominant GGO
bronc hiclectasis" _ any specific etiology (“truly ¢ Profuse micronodules
hay have mild GGO imdetermiinate™)

& Orher:
& Pleural plaques (consider
asbestosis)
& Dilated esophagus
{comsider CTIOY
& Distal clavicular erosions

Definifon of shbevatons: CT= compuied tomography; OTD = connecive issue dissase; G600 = gound-gass opaciies; A= fheumatad arfeits;
UIF = u=ual inferstitial prewmonia.

“ariants of dietributon: occasionsly dfiese, may be asymmetrical.
"Superimposad CT features: mild GE0, retioular patiemn, pulmonary ossification.

Raghu et al. AJRCCM 2018
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Diagnosis of Ildiopathic Pulmonary Fibrosis
An Official ATS/ERS/JRS/ALAT Clinical Practice Guideline

IPF suspected* Histopathology pattern

Indeterminate for Alternative

HRCT

Alternative IPF (Likely) Non-IPF dx Non-IPF dx Non-IPF dx
diagnosis /non-IPF dx

Pas de catégorie “sans
biopsie”

Raghu, AJRCCM 2018



Faut-il biopsier les PIC probables ?

Diagnostic criteria for idiopathic pulmonary fibrosis:

a Fleischner Society White Paper

David A Lynch, Nicola Sverzellati, William D Travis, Kevin K Brown, Thomas V Colby, Jeffrey R Galvin, Jonathan G Goldin, David M Hansell,
Yoshikazu Inoue, TakeshiJohkoh, Andrew G Nicholson, Shandra L Knight, Suhail Raoof, Luca Richeldi, Christopher | Ryerson, Jay H Ryu,

Athol U Wells

Typical UIP CT pattern

Probable UIP CT pattern

CT pattemn CT features most consistent with
indeterminate for UIP  non-IPF diagnosis

|

|

Pas de Biopsie
pulmonaire

Pas de Biopsie
pulmonaire

|

=

(dans un contexte
idiopathique)

|

FPI

~

Biopsie
pulmonaire

|

Diagnostic

Lynch, Lancet Respir Med 2017



Faut-il biopsier les PIC probables ?

Raghu, Lancet Respir Med 2014

— TDM PIC probable ou possible proposés pour un essai
thérapeutique : 94% PIC Histo

Chung, Chest 2015

— TDM PIC probable (N=32) - 82% PIC Histo (N=26)
Raghu, AJRCCM 2016

— INPULSIS trial : 30% “probable” > méme déclin annuel
Brownell, Thorax 2017

— TDM PIC possible (n=64) : Sp 91%, VPP 62% PIC Histo

— score de bronchectasies = 4, ou sexe masculin ou age>60 ans :
AVPP




Faut-il biopsier les PIC probables ?

Table 3 The usual interstitial pneumonia (UIP) score model

Characteristic Points
Age, in years
50-59 2
=60 3
Male sex 1
Possible UIP+total traction bronchiectasis score > 4 6

Total score possible 10

The extent of radiographic traction bronchiectasis was scored in each lobe (right
upper, middle, and lower lobes and left upper, lingula, and lower lobes) as 0-absent,
1-mild, 2-moderate, or 3-severe, and then summed to provide a total traction
bronchiectasis score (see online supplementary figure S1 and ref. 14).

0.9

0.8

Probability of pathologic UIP
o =] o o o o
[ w NN w o -1

o
i

0.1

0.2

03 0.4 0.5 0.6 0.7 0.8
Population prevalence of pathologic UIP

Brownell, Thorax 2017



Faut-il biopsier les PIC probables ?

Discussion au cas par
cas intéegrant les
donneées clinigues




En I’absence de biopsie ?

PIC

Cause identifiée de PID ?

y

NON

TDM thoracique

Discussion multidisciplinaire }

PIC possible
Incompatible avec PIC

Biopsie pulmonaire

PIC
PIC probable
PIC possible
Fibrose inclassable

|

Pas de biopsie Autre aspect

Discussion multidisciplinaire

"FPI, diagnostic provisoire Non FPI
de travail™ Autre diagnostic

! N

Cottin et al, Rev Mal Respir 2017



Cumulative survival

IPF : working diagnosis

100 -
& 75-
S
= 90~
S
O 254
@ 1

O_

Definite IPF :
Probability >90%

Provisional high
confidence :
Probabllity 70-89%

I | | I

0 2 4 6

Follow-up time (years)
------- Provisional high-confidence IPF diagnosis
— Definite IPF diagnosis

Walsh, AJRCCM 2019



Surgical lung biopsy for the diagnosis
of interstitial lung disease in England:
1997-2008

John P. Hutchinson, Tricia M. McKeever, Andrew W. Fogarty, Vidya Navaratnam
and Richard B. Hubbard

Mortalité associée aux Biopsies
chirurgicales programmeées (PID)

* hospitaliere : 1.0%
* 30 jours : 1.5%
* 90 jours : 2.8%

Eur Respir J,2017



Les alternatives a la biopsie chirurgicale

Marqueurs

« Geénétiques
e Sanguins

« Air exhalé
« LBA

Analyse « profonde »
du scanner "

(texture, IA)




Cryobiopsie

Frequencies of guide line-refined histopathe logy pattems
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Nouveaux outils pour le diagnostic

Envisia™ Genomic Classifier

Improving Diagnosis of idiopathic Pulmonary
Fibrosis

The newly launched Envisia Genomic Classifier aids in
the molecular detection of Usual Interstitial Pneumaonia
(UIP), a hallmark of Idiopathic Pulmonary Fibrosis
(IPF}). The Envisia classifier may help reduce
unnecessary diagnostic surgeries, patient anxiety and

healthcare costs. Leam maore,

h 4

veracyte.

INTRODUCING

GENOMIC CLASSIFIER

ENVISIA

Improving Diagnosis of
Idiopathic Pulmonary Fibrosis

Biopsie
transbronchique
(exclusion des patients

avec TDM typique ou
probable)

UIP vs non UIP

Se: 88%(69-97)

Sp: 76% (50-93)

VPP : 81% (54-96)

VPN : 85% (65-96) )

Lynch, Chest 2018; Choi et al. BMC Genomics 2018, 19(Suppl 2):101
Raghu, Lancet Respir Med 2019



Traitement

An Official ATS/ERS/JRS/ALAT Statement: Idiopathic
Pulmonary Fibrosis: Evidence-based Guidelines for
Diagnosis and Management

Am ] Respir Crit Care Med Vol 183. pp 788-824, 2011
DOI: 10.1164/rccm.2009-040G L
Internet address: www.atsjournals.org

An Official ATS/ERS/JRS/ALAT Clinical Practice Guideline: Treatment
of Idiopathic Pulmonary Fibrosis
An Update of the 2011 Clinical Practice Guideline

Ganesh Raghu, Bram Rochwerg, Yuan Zhang, Carlos A. Cuello Garcia, Arata Azuma, Juergen Behr, Jan L. Brozek,
Harold R. Collard, William Cunningham®, Sakae Homma, Takeshi Johkoh, Fernando J. Martinez, Jeffrey Myers,
Shandra L. Protzko, Luca Richeldi, David Rind, Moises Selman, Arthur Theodore, Athol U. Wells, Henk Hoogsteden,
and Holger J. Schinemann; on behalf of the ATS, ERS, JRS, and ALAT

This guideline is dedicated to the memory of Mr. William Cunningham (June 7, 1935-October 23, 2014).

THis oFrFiciaL CLNicAL PRAcTICE GUIDELINE OF THE AMERICAN THORACIC SOCETY (ATS) was APPROVED BY THE ATS, May 2015, THe EUROPEAN RESPIRATORY
Sockety (ERS), APRIL 2015, THE JAPANESE RESPRATORY SOCETY (JRS), APRIL 2015, AND THE LATIN AMERICAN THORACIC AsSOCIATION (ALAT), APRiL 2015

Raghu et al, AJRCCM 2015;192:238
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French practical guidelines for the diagnosis
and management of idiopathic pulmonary
fibrosis — 2017 update. Full-length version

Recommandations pratiques pour le diagnostic et la prise en charge de la
fibrose pulmonaire idiopathique — Actualisation 2017. Version longue

V. Cottin®*', B. Crestani®, J. Cadranel,

J.-F. Cordier?, S. Marchand-Adam®¢, G. Prévot®,

B. Wallaert’, E. Bergot?, P. Camus”, J.-C. Dalphin/,

C. Dromer’, E. Gomez¥, D. Israel-Biet!, S. Jouneau™,
R. Kessler™, C.-H. Marquette®, M. Reynaud-Gaubert®,
B. Aguilaniu9, D. Bonnet', P. Carré®, C. Danel’,

J.-B. Faivre", G. Ferretti’, N. Just", F. Lebargy”*,

B. PhilippeY, P. Terrioux?, F. Thivolet-Béjui®?,

B. Trumbic®®, D. Valeyre?°

P ""i -
piratoires




Lung transplantation saves lives

Evaluate all patients < 75 years if :
* Dyspnea

 or FVC<80%

 or DLCO<40%

» or need for O2 (exercise or at rest) , .
Relative contraindications

* Age >65 years in association with low physiologic
reserve and/or other relative contraindications. Although
there cannot be endorsement of an upper age limit as an

USA absolute contraindication, adults >75 years old are

/s transplants > 65 years unlikely to be candidates for lung transplantation in most

cases. Although age by itself should not be considered a
contraindication to transplant, increasing age generally is
associated with comorbid conditions that are either
absolute or relative contraindications.

Weill, JHLT 2015



Jusqu’en 2011,
Prednisone + AZA + NAC

le standard therapeutiqgue

...Mais efficacite contre placebo non demontree !

Avis d'experts (consensus ATS/ERS 2000)
Résultats IFIGENIA



Increased mortality In treated patients

A Time to Death

=

=

8

2

o
No. at Risk
Combination therapy
Placebo

1.0-
0.9
0.8+
0.7
0.6
0.5
0.4
0.34
0.2
0.1
0.0

Combination therapy .

77
78

Weeks since Randomization

50 34 29 14
57 44 31 17

(IPFNet, NEJM 2012)



« Pirfenidone (Esbriet® ) disponible en
France depuis 2012, autorisé par la FDA le
15 Octobre 2014

— (médic d’exception)

« Nintedanib (Ofev®) : autorisé par la FDA le
17 octobre 2014 et par ’EMA le 20
Novembre 2014 . Disponible en Pharmacie
depuis Janvier 2016
— (médic d’exception)



The current situation : treatment of IPF

Pirfenidone Nintedanib
wPirfenidone (N=278) = Placebo (N=277) A INPULSIS-]
0—
0 -
& -50-
-50 - =
O W
E 100 5 — -100
o g =
z EE .l 1147
L]
£ 150+ 3
0 = E
£ 00 <.E _700 Difference, 125.3
£ : (95% Cl, 77.7-172.8)
0 3 P<0.001 I
-250 - 'E: —250+
_239.9
300 - 300
300 MNintedanib, Placebo
Absolute Difference, 116 mL 150 mg (N=204)
(41.5% relative reduction) TT:E:E:;;IT
P<0.0001* -

King, NEJM 2014 Richeldi, NEJM 2014



Top ten pathways modulated by Pirfenidone

L Macrophage
INn vivo
Kwapiszewska, Eur Respir J 2018 RET . Huang, Ann Rheum Dis 2017
b Tight junction . " R

Endocytosis - GG

Ribosome - St et
Ras signaling pathway - s nO oo 00
Influenza A - .

i
1
1
1
1
l
HerpelaI jsimpllexbinfec:ion . :
ineral absorption - .

Systemic lupus erythematgsus - Lehmann, Respir Res 2018 1
Hippo signaling pathway - € | |
Rap1 signaling pathway 1— ¢ | | | I

0 35 4 5 6 |
-log10(p-value) VEGFR :

I FGFR :

: PDGFR ;

: CSF-1 ]

: T Src, Lyn, I

! activation Lck, Elt3 ]

1

Pirfenidone ‘ A A A

- Nintedanib
Cytokines, Chimiokines,

Lipids, GFs, ROS
Developmental pathways

Collagen fibril

Kniippel, AIRCMB 2017

Activation, Migration, Proliferation
of Fibroblasts

Lehtonen, Respir Res 2016



A trend toward improved Survival

Pirfenidone

oo

:

(o)

=0.0117

R 0.52 (95% ClI 0.31—0.87)}

N

Cumulative Risk of Death (%)
S

o
o

Patients at Risk, n

Pirfenidone623
Placebo 624

Placebo
(N=624)

Pirfenidone

Nintedanib

(N=623)
3 6 9 12
Month
618 609 596 509
619 603 586 490

* Cox proportional hazards model

T Log-rank test

King et al, NEJM 2014

1001
991
9-
97
9-
9+
94
9-
92-
914
90-

Kaplan-Meier estimate of death (26)

>
~
0.

— Nintedanib 150 mg bid
—_— Placebo

=L i=l) -
¢ v

HR 0.70
(95% CI; 0.43, 1.12)
p=0.1399

0 30

%0

120

50 180 210 240 210 300 30 36033
Time to death (days)

Richeldi et al, NEJM 2014




Real life data support a survival benefit

Australian registry?!

o
—_—
=
=

y

90+

Transplant-free survival %

........

HR: 0.56 [0.34-0.92]
p=0.022

------ No anti-fibrotics (n=501)

0
0

— Anti-fibrotics [n=146]

1 2 3
Time years

1: Jo et al, Eur Respir J 2017
2. Guenther, Respir Res 2018
3: De Sadeleer, Respirology 2018

Kaplan Meier plot of cumulative survival

EurlPF registry?

0,87

0,64

0,44

0,04

Belgian series?

Antifibrotics
HR : 0.36
(0.23 - 0.55)
P<0.001
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Real life data support a survival benefit for 2 years (US)

All cause mortality
40 -

Cumulative Risk,%
n w
o o

| |

—
o
|

o
|

0 6 12 18 24
Follow-up Time (Month)

— Untreated 10.4 (8.7, 12.4) 16.5 (142, 19.1) 21.6(188,247) 23.9(20.7, 27.5)

e Treated 67(52,85  12.0(104,160) 17.2(13.8,213) 24.2(19.3,30.2)

Dempsey, AJRCCM 2019

Acute Hospitalization

60

Cumulative Risk,%
-t )] (] £ (8]
o © © © o©

| | | | |

I I
0 6 12 18 24
Follow-up Time (Month)

— Untreated 329 (302, 35.8) 449(41.7,482) G&5ET(521,594) 634(59.3 67.5)

e Treated 21.5(19.0,24.3) 36.8(33.1,40.0) 48.0(43.3,530) 655.2(49.6 60.9)



...And no difference between the two molecules in terms of
survival effect

4071 All cause mortality

73]
Q
L

Cumulative Risk,%
M
o

10 A
0 -
0 6 12 18 24
Follow-up Time (Month)
= pirfenidone 6.3 (4.4, 9.0) 13.1(9.7,17.6)  17.2(12.7,23.0) 21.5(15.0, 28.7)
nintedanib 7.1(5.0,9.9) 12.7(9.3,17.3)  17.2(125,234)  28.3(20.0, 39.2)

Dempsey, AJRCCM 2019



Pirfenidone and nintedanib are effective in early
fibrosis

Noble, Eur Respir J 2016

-300 -

subgroup interaction

[ Treatment-by-time-by- J

P=0.5300

B Nintedanib

B Placebo

Kolb, Thorax 2016

Pirfenidone Nintedanib
FVC >90% predicted FVC =90% predicted
Subgroup Favours placebo  Favours pirfenidone
0 n=166 n=108 n=472 n=2315
c
Region USA —— o
Rest of world —— % -50 4
Age years <65 — =
65-74 —— Is) . -100 -
275 — W s
23
Sex Male —— ©=E 150 -
Female — © E
=9
Race/ethnicity White —— 3 E
Non-white . E -200 1
FVC % pred Egiau ¢ E 250 - A133.1mL [ A102.1 mL
.80 3 (95% Cl: 88.0, 198.2) | -224.6 (95% CI. 61.9, 142.3) | -223.6
—_— =
<<



Treat early !

French practical guidelines for the diagnosis

and management of idiopathic pulmonary
fibrosis — 2017 update. Full-length version

Guideline 18. It is recommended to treat patients with
a confirmed diagnosis of mild-to-moderate IPF (defined
by a FVC = 50% of the predicted value and a DLco = 30%)
with pirfenidone; this treatment should be initiated
and monitored by a pulmonologist experienced in the
diagnosis and treatment of IPF and requires a regular
monitoring of the clinical tolerance and liver enzyme
levels; patients should not smoke during treatment.

Cottin et al Rev Mal Respir 2017

Guideline 19. It is recommended to treat patients with
a confirmed diagnosis of mild-to-moderate IPF (defined
by a FVC = 50% of the predicted value and a DLco = 30%)
with nintedanib; this treatment should be initiated
and monitored by a pulmonologist experienced in the
diagnosis and treatment of IPF and requires a regular
monitoring of the clinical tolerance and liver enzyme
levels.



INPULSIS INPULSIS-ON
Mintedanib Placebo Continuved Initiated
nintedanib nintedanib
(n-638) (n=423) (n=430]) (n=304)
0 I I 0 I I
Lsl}
= ~Gi0— -L0—
L=
—=
5 3
g S -100- - 1004 .
= - 1%3 3 =
3 J -113. ~119.7
c & 1504 ~150- T
o E -145-0
a
o
S -200- ~200
< T
1
-250- -223.5 _I50—-

Figure 3: Annual rate of decline In FVC over 52 weeks In INPULSIS and over 192 weeks In INPULSIS-ON

Error bars show SE. FVC=forced vital capacity.
Crestani et al, Lancet Respir Med 2018



Adjusted mean (SE) change from

Evolution du score de qualité de vie (selon la CVF)

baseline in SGRQ total score

10

co

[ Treatment

by
subgroup interaction}

[

A-0.34
(95% CI: -2.34, 1.65)

3.90

|

3.56

p=0.0631
6.86
A-3.34
(95% Cl: -6.29, -0.38)
3.52
n=199 n=150 '

FVC £70% predicted

B Nintedanib 150 mg bid

n=410 n=263
FVC >70% predicted

Placebo

(Costabel, AJRCCM 2015)



Kaplan-Meier estimate of time to first investigator-

Délai de survenue de la 1ere exacerbation (selon la CVF)

reported acute exacerbation (%)

20

19 —— FVC <70% predicted - placebo

18 — FVC =70% predicted - nintedanib
17 ===- FVC >70% predicted - nintedanib
16 ~-——- FVC >70% predicted - placebo

15
14
e HR 0.52

12 [95% CI: 0.28, 0.99]

11
10

w

O =N WH o~ D

T T T T T T T T T ™
0 30 60 90 120 150 180 210 240 270 300 330 360373

Time to first investigator-reported acute exacerbation (days)

(Costabel, AJRCCM 2015)



Deux médicaments efficaces
dans la FPIL...Comment choisir ?

.Tabac
.Interactions UIP
certaine

UIP Precfautlons :
-Anticoagulants
-Double
antiaggrégation

probable
?

Exacer-
bations

1 ou 2cps x3/j Survie

Digestif Toleranc Toleranc Digestif
Cutane

1gelx2@




Pirfenidone

die with IPF

Nintedanib

All patients will progress and ultimately will

Change in FVC (mL)

-200

-250

-300

m Pirfenidone (N=278)

Absolute Difference, 116 mL

(41.5% relative reduction)
P<0.0001*

Placebo (N=277)
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The next frontier
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The next frontier
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ANDROTELO : Danazol pour les patients porteurs de mutations

Sélection

des genes des telomeres

Schéma de l'essai:

Signature du Fin d’étude
consentement
Inclusion (JO) Visites de suivi: l
M1 M2 M3 M6 M9 M12
60 jours 12 mois de Traitement par danazol
Ordonnance
renouvelée

tous les 3 mois

- Prescription a JO ﬁ}
- Début Traitement a J1

v Diagnostic Téloméropathie avec
atteinte médullaire et/ou fibrose
pulmonaire discutée en RCP

v' Information éclairée du patient

Critére de jugement principal: réponse
hémato a 12 mois « augmentation Hb,
Plg, PNN » ; pneumo: une diminution de
moins de 5% de la capacité vitale forcée




Nintedanib + Sildenafil
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Nintedanib Nintedanib
+ sildenafil + placebo
(n=134) (n=135)

-58,2

Difference 37.4
(95% CI: -17.4, 92.3)

p=0.18

Kolb, NEJM 2018
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Mean (SE) change from baseline
in FVC (% predicted)
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Nintedanib + Pirfenidone
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Macrophage
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Galectin-3 inhibition I o

PBI-4050 _| (e

Thérapies
senolytiques
ER stress, UPR
activation
CTG Cytokines, Chimiokines, NOX4 inhibition
Anti-CT F—I Lipids, GFs, ROS - ) ST
Developmental pathways Tipelukast (5-LO inhibition)
AntiPIBn It-e4gor?g Autotaxin inhition
e —I LOXL2 inhibition
ROCK?2 |nh|b|;or PRM-151
(NIDZ) INK-Inhibition

Src inhibitor



Safety and tolerability of acetylcysteine and pirfenidone
combination therapy in idiopathic pulmonary fibrosis:
a randomised, double-blind, placebo-controlled, phase 2 trial

Jirgen Behr, Elisabeth Bendstrup, Bruno Crestani, Andreas Giinther, Horst Olschewski, C Magnus Skold, AtholWells, Wim Wuyts, Dirk Koschel,
Michael Kreuter, Benoit Wallaert, Chin-Yu Lin, Jirgen Beck, Carlo Albera
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PBIl 4050-interaction avec la pirfenidone
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Essais thérapeutiques en cours dans
notre centre

Anti-BAFFR Inhibiteur

(Phase 2) autotaxine
sous-cut (Phase 3)
per os

Auto-immunité
dans la FPI ?

Inhibiteur Anti-CTGF

Galectine 3 (Pamvrelumab)

(Phase 2-3) FNEEE )
SS-Cut
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Patients who progress with a first antifibrotic ?

e Continue ?

« Progression » trial
e Switch ? ‘ .
| (V. Cottin)
« Combine ?



Soins

Greffe .
Palliatifs

Réhab
(Dyspnée)

Comorbidités

RGO, HTAP,
SAQOS, Cancer



