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Estimated Relative Distribution of Specific ILDs in the US



MCQ 2

60 yrs old female, ex-smoker, 
history of hypercalciuria, 

hashimoto, 
Non-productive cough, DOE 
(II/IV) last 6 mo, low-grade 

fever last 3 days – family doctor 
– moxifloxacin (WBCs: 17450, 

CRP: 3.4)- Raynaud, no 
arthralgia-myalgia

BAL: 37%L, (-) AFB, (-) fungi
ANA: 1/640, anti-SCL70+, RF: (-)
RVSP: 25 mmHg, 6MWD: 410 m, 

SaO2: 98% – 94%
FVC: 72%, FEV1/FVC: 85, TLC:63%, 

DLCO: 68%
Commenced on Rituximab plus 

MMF
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72-yr old, female, non-smoker, dry cough+DOE (mMRC II/IV) the past 9 months –
Morning stiffness, arthralgia past 3 years
Coronary Heart disease, arterial hypertension, hyperlipidemia
Velcro type crackles +

BAL: 28%L,N:13% (-) AFB, (-) fungi, 
FVC: 68%, TIF: 73, TLC: 63%, DLCO: 35% (used to be 56% 12 mo ago) under MTX-PZN)

RVSP: 35 mmHg, Serology: ANA: 1/160, RF: 165U/ml, anti-CCPs: 18 (3x)

Tocilizumab and nintedanib



INDUCTION: PULSES OF CS+RITUXIMAB-750 mgr
MAINTENANCE : MMF -2gr + RITUXIMAB-750 mgr

47 yrs old female, non-smoker, DOE (II/IV), dry cough-mild fever-recurrent RTIs 
past 9 months treated with BDs-antibiotics-NO MYALGIA-history unremarkable –

Velcro type crackles +



HRCT PFTs
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What we have learned so far?



L1: Screen patients with symptoms – Be aware

Tzouvelekis et al. Frontiers in Medicine 2019



• ANA
• Anti-CCPs
• RF
• p, c ANCA
• ENA panel
1. Scl-70
2. SSA-Ro
3. SSB-La
4. Jo-1
5. RNP
6. Sm

Sometimes you have to search deeper….

• Mi-2a

• Mi-2b

• TIF1-Υ

• MDA5

• NXP2

• SAE-1

• Ku

• PM Scl-100

• PM-Scl-75

• Jo-1

• SRP

• PL-7

• PL-12

• EJ

• OJ

• Ro-52

Myositis panel maybe necessary



75 patients with myositis-associated ILD 
4 centers – 2 countries (Greece-France)

Amyopathic 4 times worse prognosis
Poor Clinical suspicion Karampitsakos T et al- submitted



L3: Identify who will progress?

UIP pattern Extensive disease – Low 
baseline PFTs



Introducing the term of “progressive” disease







Is ILD essential in autoimmune diseases?

• YES!!!!! – MAJOR CAUSE OF DEATH

1-year 
mortality

39%

3.8%

5-year 
mortality

13.9%
18.2%

10-year 
mortality

60.1%

34.5%

RA-ILD
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Hyldgaard et al. Ann Rheum Dis 2017

RA-ILD



42% of deaths-1972
6% of deaths - 2022

6% of deaths-1972
42% of deaths - 2022

25% of deaths-2012
15% of deaths - 2022

Renal Crisis Pulmonary Arterial Hypertension

Interstitial Lung Disease

No treatment??

Following anti-fibrotics – what’s next? Lung Cancer

Major cause of death in SCL 



Behaves like IPF

Fischer et al. Lancet 2012

Lumping rather than splitting



Fibrosis

L3: Identify whether inflammation drives fibrosis 
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Sometimes the answer is not that simple
Who will respond to immunomodulation?



What options do we have?



Nintedanib efficacy across PF-ILDs

IPF, n=1016

PF-ILDs, n=663

SCL-ILD, n=580

Nintedanib efficacy across PF-ILDs



Nintedanib is a Rheumatology Friendly Drug
Anti-fibrotics plus Immunomodulation…Synergy
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Difference: 26.3 mL/year 
(95% CI: −27.9, 80.6)

Relative reduction: 40%

Difference: 55.4 mL/year
(95% CI: 2.3, 108.5)

Relative reduction: 46%
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Taking mycophenolate at baseline Not taking mycophenolate at baseline

Nintedanib 
(n=138)

Placebo 
(n=140)

Nintedanib 
(n=149)

Placebo 
(n=148)

Treatment-by-time-by-subgroup interaction p=0.452

ND + MMF MMF ND No MMF/No ND

If both drugs
Benefit of 79 ml



Post hoc analysis

163.6 ml 56.9 ml



INBUILD (PF-ILD) study – Functional effects at WK 6
Nintedanib exerts anti-inflammatory properties



INPULSIS (IPF) study – Functional effects at WK 6
Nintedanib exerts anti-inflammatory properties



Nintedanib dampens T – cell activity Nintedanib prevents M2 polarization

Ubieta et al. Drug Design, Development and Therapy 2021 ICLAF 2022 – Unpublished data



Nintedanib suppresses citrullination enzymes in 
RA-ILD experimental models







Design: RCT to receive 
pirfenidone or placebo 

N=231

Results: Primary end-point -Negative– Incidence of patients with FVC decline>10%
Pirfenidone resulted in 80 ml annual FVC benefit and 123 ml in UIP pattern

TRAIL study



Tocilizumab improves FVC in SSc-ILD

210 patients, mostly inflammatory 
component-NSIP



 101 CTD-ILDs patients 
 Mainly inflammatory (NSIP/OP) patterns
 68% females
 Mean FVC: 73%, DLCO: 40%
 99 ml gain in FVC – RTX=CYCLO
 10 m gain in 6MWD – RTX= CYCLO
 Fewer adverse events and OCS exposure in RTX



What’s in the box?

AZA/CYCLO/HIGH OCS BLACK LABEL FOR IPF!!!!



Take home messages

• Nintedanib can be efficiently combined with immunomodulatory agents
• Need to early identify progression 
• Need to identify whether inflammation drives fibrosis 
• Need to identify reversible – treatable - features
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