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3. Microbial agents - several studies 
have investigated the possible role 
of chronic viral infection in the eti-
ology of IPF. Most research has been 
focused on Epstein –Barr virus and 
Hepatitis C.

4. Gastroesophageal reflux – several studies have suggested that 
abnormal acid gastroesophageal reflux; through it is presumed 
association with microaspiration is a risk factor for IPF.  

5. Genetic factors - Familial pulmonary fibrosis – Although ac-
counting for less than 5% of total patients with IPF familial 
forms of IPF have been reported. The most likely mode of 
genetic transmission of pulmonary fibrosis in familial cases is 
autosomal dominance with variable penetration.

DIAGNOSTIC CRITERIA:
The diagnosis of IPF requires the following:

1. Exclusion of other causes of ILD such as domestic and occupa-
tional environmental exposures, connective tissue disease, and 
drug toxicity.  

2. The presence of UIP pattern on high resolution CT (HRCT) 
in patients not subjected to surgical lung biopsy.

3. Specific combination of HRCT and surgical lung biopsy pat-
tern in patients subjected to surgical lung biopsy.
Thus the accuracy of diagnosis of IPF increased with clinical, 

radiographic, and histologic correlation and can be accomplished 
with multiple disciplinary decisions among experience clinical 
experts in the field of ILDs.

NATURAL HISTORY OF IPF:
The natural history of IPF has been described as a progressive 

decline in subjective and objective pulmonary function until even-
tual death from respiratory failure, or complicating comorbidity.  
Available longitudinal studies do not allow a clear assessment of a 
median survival in IPF.  Several retrospective longitudinal studies 
suggest the median survival time from two to three years from the 
time of diagnosis.  However, more recent data from clinical trials 
of patients with preserved pulmonary function suggests this may 
be underestimated.

There appears to be several possible natural histories for patients 
with IPF.  For a given patient, the natural history is unpredictable 
at the time of diagnosis. The majority of patients demonstrate a 
slow gradual progressive course over many years. Some patients 
remain stable while others have an accelerated decline. Some pa-
tient may experience episodes of acute respiratory worsening. It 
is unknown if these different natural histories represent distinct 
phenotypes of IPF, or if the natural history is influenced by geo-
graphic, ethnic, culture, race, or other factors. Other comorbid 

DEFINITION:
IPF is defined as a specific form of chronic, progressive fibros-

ing interstitial pneumonia of unknown cause, recurring primarily 
in older adults, limited to the lungs, and associated with histo-
logic and/or radiographic pattern of UIP defined below. The defi-
nition of IPF requires the exclusion of other forms of interstitial 
pneumonia, including other idiopathic interstitial pneumonias 
and ILV associated with environmental exposure, medication, or 
systemic disease.

CLINICAL PRESENTATION:
IPF should be considered in all adult patients with unexplained 

chronic exertional dyspnea and commonly presents with cough, 
bibasilar inspiratory crackles, and finger clubbing.  The incidence 
of the disease increases with older age, with presentation typically 
occurring in the sixth and seventh decades. Patients with IPF 
aged less than 50 years are rare, such patients may subsequently 
manifest with overt features of an underlying connective tissue 
disease that was subclinical at the time IPF was diagnosed.  

More men have been reported with IPF than women, and the 
majority of patients have a history of cigarette smoking.

INCIDENTS AND PREVALENCE:
There are no large scale studies of the incidence or prevalence of 

IPF on which to base formal estimates. One study in the United 
States estimated the incidents of IPF to be between 6.8 and 16.3 
per 100,000 persons, using a large data base of health claims in 
a health plan. 

Prevalence estimates for IPF have varied from 2 to 29 cases per 
100,000 in the general population. The wide range in these num-
bers is likely explained by the previous lack of uniform definition 
used in identifying cases of IPF, as well as differences in study 
design and populations.

POTENTIAL RISK FACTORS:
Although idiopathic pulmonary fibrosis is, by definition, a dis-

ease of unknown etiology a number of potential risk factors have 
been described.
1. Cigarette smoking – smoking is strongly associated with IPF, 

particularly for individuals with a smoking history of more 
than 20 pack years. This applies to familial as well as sporadic 
IPF.  

2. Environmental exposure – increased risk for IPF has been 
found to be associated with a variety of environment exposures. 
A  significant increased risk has been observed after exposure to 
metal dust and wood dust,  farming, raising birds, hair dress-
ing, stone cutting and polishing, and exposure to livestock  and 
to vegetable dust, and animal dust have  also been associated 
with IPF.  
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conditions such as emphysema and pulmonary hypertension may 
impact the disease course.

DEFINITION OF UIP PATTERN:
hrCt features:
HRCT is an essential component of the diagnostic pathway in 

IPF. UIP is characterized on HRCT by the presence of reticular 
opacities, often associated with traction bronchiectasis. Honey-
combing in common and it is critical for making a definite diag-
nosis. Honeycombing is manifested on HRCT as clustered cystic 
air spaces, typical of comparable diameters on the order of 3 to 10 
mm, but occasionally as large as 2.5 cm. It is usually sub pleural 
in location.  

Ground glass opacities are common, 
but usually less extensive than the reticula-
tion. The distribution of UIP on HRCT 
is characteristically basal and peripheral, 
though often patchy. Several studies have 
documented that the positive predictive 
value of HRCT diagnosis of UIP is 90 to 
100%.

SELECTED FEATURES ASSOCI-
ATED WITH INCREASED RISK OF 
MORTALITY IN IDIOPATHIC PUL-
MONARY FIBROSIS INCLUDE THE 
FOLLOWING:

Baseline factors which include the fol-
lowing:
A. Level of dyspnea
B. Diffusing capacity less than 40% of 

predicted
C. Desaturation less than 88% during a 

six minute walk test
D. Extent of honeycombing on HRCT
E. Pulmonary hypertension.

LONGITUDINAL FACTORS 
WHICH INCLUDE:
A. Increase in level of dyspnea
B. Decrease in forced vital capacity by 

more than 10% absolute value
C. Decrease in diffusing capacity by more 

than 15% absolute value
D. Worsening of fibrosis on HRCT

TREATMENT:
As there is no therapy that has been 

proven to be efficatious in this disease, 
management generally includes some com-
bination of supportive care. This includes 
supplemental oxygen, and pulmonary re-
habilitation, as well as consideration for 
participation in clinical trials, referral for 
lung transplant evaluation, and identifica-

tion and treatment of comorbid conditions, such as pulmonary 
hypertension and emphysema. 

Education in various components of supportive care should be 
offered to all patients with IPF. Supportive care may be preferred 
as the sole treatment option for many patients given the lack of 
proven therapy.

Inclusion and exclusion criteria for clinical trials vary so we 
provide all patients with information regarding participation in 
randomized clinical trials whenever appropriate trials are avail-
able. Patients with mild to moderate disease are frequently ideal 
candidates for clinical trial as many limit participation to patients 
with early disease. 

T H E  M O S T  A D V A N C E D  H E A L T H  C A R E  I S  R I G H T  H E R E .
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Agents such as Pirfenidone show promise but there is insuf-
ficient evidence to recommend their general use at this time. Pre-
vention of gastroesophageal reflux and recurrent microaspiration 
may slow disease progression.  

Ongoing monitoring is used to evaluate the clinical course and 
identify patients with progressive accelerated deterioration. The 
response to therapy is usually assessed at 3-6 month intervals. We 
monitor symptoms such as dyspnea, exercise tolerance, forced 
vital capacity, total lung capacity, diffusing capacity and oxygen-
ation at rest and with exercise.  

In patients with advanced or progressive disease, careful evalu-
ation for the development of hypoxemia, pulmonary hyperten-
sion, thromboembolic disease, or other comorbid conditions 
such as COPD, heart failure, and obstructive sleep apnea may 
yield additional treatment options.

The most important components of supportive care for pa-
tients with IPF are provision of supplemental oxygen when need-
ed, education, pulmonary rehabilitation, and vaccination against 
Streptococcus Pneumonia and influenza.  

CLiniCaL triaLs – The best hope for patients with IPF is 
that carefully performed clinical trials will confirm the efficacy 
and safety of agents that are identified based on animal models of 
IPF. We encourage appropriate patients to participate in clinical 
trials of emerging therapies for IPF. Specific trials and registries 
are available for patients with familial history of IPF.  

There are two ongoing IPF clinical trials at Central Florida Pul-
monary Group. Please call 407-841-1100 
for more information.

transPLantation – IPF is the most 
common interstitial lung disease among re-
ferrals for lung transplantation and the sec-
ond most frequent disease for which lung 
transplantation is performed.  

General guidelines for transplantation in 
IPF include histologic or radiographic evi-
dence of UIP and any of the following:    
I. A diffusing capacity less than 39% of 

predicted.
II. A decrement in the forced vital capacity,  

more than 10% during the six months 
that follow.

III. A decrease in pulse oximetry below 88% 
saturation during a six minute walk test.

IV. Honeycombing on high resolution CT 
scan, fibrosis score greater than 2.

Prognosis – Prognosis of IPF is poor 
with only 20 to 30% of subjects alive five 
years after diagnosis. Several factors have 
been associated with shortened survival time, 
such as older age at presentation, extensive 
cigarette smoking, low body mass index, 
more severe physiologic impairment, greater 
radiographic extent of the disease, and the 
development of other complications such as 

pulmonary hypertension, emphysema, and bronchogenic can-
cer. Comorbid diseases and adverse effects of therapy also con-
tribute.

Clinical deterioration is most frequently due to disease pro-
gression.

Y. Daniel Haim, MD, graduated from Sackler School 
of Medicine in Tel-Aviv, Israel. He completed an Inter-
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Hospital in Philadelphia, Pennsylvania. Then in 1995, 
he joined Central Florida Pulmonary Group in Orlan-
do. Dr. Haim is the current President Elect of Florida 
Hospital’s Medical staff, a member on the Tumor Board, 
and Assistant Professor at UCF’s school of Medicine. Dr. 
Haim’s special interests include interventional bronchos-
copy, which includes laser ablation, airway stents, and 
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research involving another area of interest, pulmonary 
fibrosis.

Dr. Haim may be contacted at 407-841-1100 or by vis-
iting www.cfpulmonary.com.  
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