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changes in lung function were small in favor of 
cyclophosphamide use, this drug is often used 
in other parts of the world when lung function 
is declining. When cyclophosphamide is used in 
the setting of acutely declining lung function, 
the benefits can be much more robust.(6) 

Another interesting aspect of the Lopes et al. 
study is the prognostic value of honeycombing. 
Honeycombing is most commonly seen in usual 
interstitial pneumonitis (UIP) which can be 
found in diffuse SSc.(7) Because we do not have 
pathology to further inform this observation 
in the Lopes et al. study, it is possible that a 
higher prevalence of UIP in the SSc population 
evaluated accounted for the fact that the decline 
in FVC was more rapid than that observed in 
other studies. It is not surprising that patients 
with fibrosis that is more severe, possibly with 
UIP on the baseline HRCT, had the greatest 
declines in FVC over the five-year treatment 
period. 

The results of the Lopes et al. study 
underscore the idea that the extent of disease on 
chest CT can indicate the rate of physiological 
and functional decline in SSc-related ILD. The 
strength of this five-year longitudinal natural 
history study of SSc demands that we now put 
forth some effort toward finding a cure. By using 
honeycombing as a “biomarker” of accelerated 
disease, we might select a population in which 
the effects of treatment will be more apparent. 
However, we might also find a population, similar 
to that of IPF patients, in which treatment-
resistant fibrosis further frustrates our efforts 
to find a cure. Therefore, the pessimist in all 
of us would suggest that conducting trials in 
this population with honeycombing and rapidly 
progressive disease will lead us down a path 
toward treatment failure in SSc. The optimists 
will insist that we keep trying to find all of 
the clues that can help stratify risk in this 
problematic disease.

In most patients, systemic sclerosis (SSc), also 
known as scleroderma, is a slowly progressive 
disease. However, in a subset of patients, 
there is a rapid decline in lung function and 
quality of life. Such patients often do not enter 
clinical trials because of the imperative to try a 
given form of therapy, even if the therapeutic 
options are limited. In this issue of the Brazilian 
Journal of Pulmonology, Lopes et al.(1) present 
a compelling case that an accelerated decline in 
lung function is the norm and not the exception 
in patients with SSc-related interstitial lung 
disease (ILD). 

Why do these SSc patients in Brazil have 
such rapid decline in lung function? The first 
point to be made is that an abnormal CT scan 
was required for inclusion in the Lopes et al. 
study. From our experience in the United States 
and from the results of a study conducted at the 
Royal Brompton Hospital in London,(2) we know 
that fibrosis observed on CT scans of the chest 
is a strong predictor of lung disease progression 
and death. The Brompton staging system 
has consistent prognostic value regardless of 
whether patients are started or continued on 
treatment. Another difference is that Lopes et al. 
excluded smokers. In idiopathic pulmonary 
fibrosis (IPF), the consensus is that the lead-time 
bias imposed by the added burden of smoking 
slows IPF progression.(3) However, the impact 
that smoking has on nonspecific interstitial 
pneumonitis (NSIP), the most common 
pathology in SSc patients, has never been quite 
as clear. This study could force us to re-examine 
the effects of smoking on the presentation 
and progression of SSc-related ILD. Last, we 
cannot discount the role of pharmacotherapy 
in the differences observed. Two studies, one 
conducted in the United States and the other 
conducted in the United Kingdom, produced 
nearly identical results using cyclophosphamide, 
administered by oral and intravenous routes, 
respectively.(4,5) Although the magnitude of the 
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