Actual treatment of idiopathic

[:_)ulmonarx fibrosis

Athol Wells, Royal Brompton Hospital,
London, UK

ASTURPAR Congress 2008




| will address treatment aimed to
Increase life expectancy

* This talk Is essentially about best current
treatment in IPF

« Palliation/ supportive care are also part of
treatment

| will not cover Oxygen therapy, treatment of
pulmonary hypertension and other
supportive care




IPF Is a
malignant : Survival in IPF
disorder
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The old treatments do not work

Caveat: We do not know whether
Prednisolone, with or without
Immunosuppressive therapy, Is wholly
Ineffective or whether these treatments
might have a crucial ancillary role




There iIs an urgent need for new
therapies

Pirfenidone: encouraging but not routinely
available

Bosentan: requires further exploration

Anticoagulation therapy: may apply
selectively to acute exacerbations

The key data Is the anti-oxidant study of
Demedts et al: the regimen is routinely
available




The Ifigenia study. Demedts M et al.

N Engl J Med 2005; 353:2229 2242

A watershed study




Study design

Control arm : combination therapy (low dose
Prednisolone and Azathioprine) + placebo

Treatment arm Prednisolone, Azathioprine, N
acetyl cysteine at 600 mg tds

One year of therapy

Serial FVC, DLco the primary end-points




The prognostic value of serial
PFT in IPF has been quantified
IN many studies:

- Latsi et al

- Collard et al
- Flaherty et al
- King et al

- Jegal et al




How predictive are serial PFT in the first year?

Change in DLco
and FVC at six
months and one
year examined

against survival

Comparison with
prognostic value
of histologic
diagnosis

Latsi Pl et al. Am J Respir Crit Care Med 2003; 18:531-7




Survival patterns
based on
longitudinal
behaviour

Some IPF patients
have a NSIPHlKes
survival pattern



Population
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The Ifigenia study



Key Issues



“Mortality has been shown to be
unaffected by anti-oxidant therapy”

Anti-oxidant therapy is ineffective in
patients with severe disease, who
are about to die, and it may be
iIneffective in acute exacerbations



The issue of clinical significance

baseline

average



Decline Iin IPF

large
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Trends at
12 months



In IPF, the very most that might
be achieved by the ideal drug
(realistically!) is prevention of
all progression



An ideal drug, preventing
all progression, is “not
clinically insignificant”
(using the 10% criterion)!



We have to have a
miracle drug before we
can talk about “clinical
significance’.......



As oncologists well understand, in
relentlessly progressive disease
Incremental benefits are more
realistic than a “miracle effect”.

The Ifigenia data satisfy a realistic
requirement.



Azathioprine toxicity hypothesis



In conjunction with azathioprine




Poorly concelved statistics



Based on unwarrantable assumptions



No support from previous treatment
data in IPF




Absolutely no support in other
contexts such as CTD
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Above all, serial HRCT In IPF
patients on Azathioprine simply

shows progression of the same
disease



The Azathioprine toxicity hypothesis

Caveat: just occasionally, implausible ideas
turn out to be correct!



The Ifigenia data are HIGHLY unlikely to
represent rescue from Azathioprine
toxicity
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NAC i1s NOT the final answer



Best current treatment in IPF
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