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Diagnosis of Sjogren syndrome should be based on consideration of the clinical presentation,  
a pulmonary function test, blood and rheumatology laboratory findings, radiographic imaging 
patterns, and biopsy results.

Sjogren syndrome (SS) is a chronic in-
flammatory autoimmune disorder char-
acterized by lymphocytic infiltration 

of lacrimal and salivary glands causing sicca 
syndrome.¹ The disease can extend beyond 
the exocrine glands, and systemic manifesta-
tions, including vasculitis, lung, renal or neu-
rologic involvement, can occur.² Lung disease 
associated with SS is more commonly seen in 
women aged ≥ 60 years. The most common 
symptoms include dry cough, chest pain, and 
dyspnea on exertion. Sjogren syndrome also 
may produce several respiratory complications, 
including bronchial hyperresponsiveness, bron-
chiolitis, bronchiectasis, pulmonary infections, 
pulmonary amyloidosis, pulmonary embolism, 
pulmonary hypertension, lymphomas, and in-
terstitial lung diseases (ILD).² Although ILD 
typically occurs 5 to 10 years after the onset of 
SS, lung disease can precede SS. 

Pulmonary involvement is associated with 
systemic manifestations, hypergammaglobu-
linemia, and anti-SSA and anti-SSB antibodies.² 
Laboratory tests that confirm a diagnosis of SS 
include antinuclear antibody (ANA), anti-Ro/
SSA, and anti-La/SSB antibodies.² Pulmonary 
function test (PFT) results appear to reflect 
impairment of either the lung (restrictive syn-
drome) or airways (obstructive syndrome).² Im-
aging abnormalities may include ground-glass 
attenuation, subpleural small nodules, nonsep-
tal linear opacities, interlobular septal thicken-

ing, bronchiectasis, and cysts.³ Therefore, many 
ILD cases show similar imaging and pathologic 
findings; nevertheless, they have identifiable eti-
ology that are not idiopathic. 

CASE PRESENTATION
A 67-year-old man with a medical history of 
hypertension, peripheral vascular disease, 
and keratoconjunctivitis sicca (treated with 
eye drops) developed progressive shortness of 
breath, dyspnea on exertion, and weight loss 
(40 pounds) over the course of 6 months. A 
pulmonary function test showed a restrictive 
abnormality with decreased diffusing capac-
ity of the lungs for carbon monoxide (eFigure 
available online at www.fedprac.com). A chest 
computed tomography (CT) scan showed the 
presence of significant thickening of the in-
terlobular septi that was more pronounced in 
the subpleural regions of the lungs and lower 
lobes, which was consistent with usual inter-
stitial pneumonia. A chest X-ray conducted  
4 months prior showed no significant acute 
cardiopulmonary abnormalities (Figure 1). An 
open lung wedge biopsy revealed chronic orga-
nizing pneumonia with mild interstitial chronic 
inflammation, smooth muscle hypertrophy, and 
honeycomb changes consistent with usual in-
terstitial pneumonia. 

The patient had been diagnosed with id-
iopathic pulmonary fibrosis (IPF) by a pri-
vate physician and started pirfenidone and  
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oxygen therapy. Three months later the pa-
tient presented to the VA Caribbean Health-
care System in San Juan Puerto Rico when he 
developed an exacerbation of IPF. The patient 
reported having fever, chills, dry cough, night 
sweats, and marked shortness of breath. He 
was found hypoxemic (partial pressure of O2 
was 50 mm Hg) and required a venturi mask 
set to 50% fractioned of inspired O2 to main-
tain a peripheral oxygen saturation around 
90%. A chest X-ray showed decreased lung 
volume with bilateral interstitial and alveolar 
disease (Figure 2). Leukocytosis was pres-
ent at 17×10-3/µl. The chest CT scan showed 
interval worsening of diffuse ground-glass air-
space opacities and worsening of interstitial 
opacities; there was absence of pulmonary 
embolism (Figure 3). The patient was admit-
ted to the intensive care unit with a diagnosis 
of hypoxemic respiratory failure due to sus-
pected exacerbation of IPF vs pneumonia and 
was given broad spectrum IV antibiotics and 
oxygen therapy. 

After careful clinical assessment (+ dry 
eyes) and radiographic pattern evaluation 
(diffuse bilateral interstitial and ground-glass 
opacities), the clinical diagnosis of IPF was 
queried after the patient’s rheumatologic 
workup came back positive for ANA and anti-
Ro/SSA tests. Since the etiology of ILD was 
secondary to SS, pirfenidone was discontin-
ued, and the patient was started on steroid 
therapy with subsequent marked clinical im-
provement. Parotid biopsy revealed the pres-
ence of inflammatory cells supporting the 
diagnosis of ILD associated to SS. The patient 
was discharged home on a tapering dose of 
steroids. Four months after therapy with ste-
roids, a follow-up chest CT scan without con-
trast showed a chronic ILD with improved 
ground-glass opacities (Figure 4). The patient 
currently is in good health without oxygen 
supplementation.  

DISCUSSION
Diagnosis of SS is challenging, since it may 
mimic other conditions such as IPF. The most 
common type of SS-associated ILD is nonspe-
cific interstitial pneumonia (NSIP), although 
usual interstitial pneumonia (UIP) can be vi-

sualized, as in this case study. Usual intersti-
tial pneumonia is a lung pathology diagnosis 
characterized by spatial heterogeneity (patchy 
parenchymal involvement with abrupt transi-
tion from normal to diseased lung), architec-
tural distortion (honeycomb changes, which 
consists of enlarged airspaces embedded in fi-
brotic tissue lined by bronchiolar epithelium 
and often filled with mucin and inflammatory 
cells, obliterating the normal alveolar tissue), 
and temporal heterogeneity (due to the pres-
ence of fibroblastic foci, which are the site of 
ongoing injury, embedded in a background of 
scar tissue and honeycombing that is indicative 

FIGURE 1  Chest X-ray 4 Months Prior to Exacerbation 

No major cardiopulmonary abnormalities are visible.

FIGURE 2  Chest X-ray at Evaluation
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of an old established lung injury).4 
Diagnosing IPF cannot be solely based on 

a lung biopsy consistent with UIP. Appropri-
ate diagnosis should consider the clinical pre-
sentation; PFT, laboratory findings (including 
rheumatologic workup), imaging (especially 
radiographic patterns), and biopsies. Moreover, 
the pathologic characteristic of IPF, which is 
UIP, can be found with other diseases, such as 
SS. Thus, it is important to make an accurate 
diagnosis to provide the appropriate treatment 

available. Patients with ILD associ-
ated with SS who have worsening 
symptoms, PFT, and radiographic ab-
normalities may be treated with oral 
prednisone (daily dose: 1 mg/kg).

CONCLUSION
This case highlights the importance 
of making an adequate diagnosis of 
ILD considering that available treat-
ments differ for all possible etiologies 
other than IPF. This is a true clini-
cal concern taking into account that 
many patients might be receiving 
inappropriate therapy for IPF diag-
nosis, as illustrated in the case study. 

Author disclosures 
The authors report no actual or potential conflicts 
of interest with regard to this article.

Disclaimer
The opinions expressed herein are those of the 
authors and do not necessarily reflect those of 
Federal Practitioner, Frontline Medical Commu-
nications Inc., the U.S. Government, or any of 
its agencies. This article may discuss unlabeled 
or investigational use of certain drugs. Please 
review the complete prescribing information for 
specific drugs or drug combinations—including 
indications, contraindications, warnings, and 
adverse effects—before administering pharma-
cologic therapy to patients.

References
  1.  �Ito I, Nagai S, Kitaichi M, et al. Pulmonary manifestations of 

primary Sjogren’s syndrome: a clinical, radiologic, and patho-
logic study. Am J Respir Crit Care Med. 2005;171(6):632-638.

  2.  �Flament T, Bigot A, Chaigne B, Henique H, Diot E, March-
and-Adam S. Pulmonary manifestations of Sjögren’s syn-
drome. Eur Respir Rev. 2016;25(140):110-123.

  3.  �Koyama M, Johkoh T, Honda O, et al. Pulmonary involve-
ment in primary Sjögren’s syndrome: spectrum of pulmo-
nary abnormalities and computed tomography findings in 
60 patients. J Thorac Imaging. 2001;16(4):290-296.

  4.  �Wuyts WA, Cavazza A, Rossi G, Bonella F, Sverzellati 
N, Spagnolo P. Differential diagnosis of usual interstitial 
pneumonia: when is it truly idiopathic? Eur Respir Rev. 
2014;23(133):308-319.

FIGURE 3  Initial Chest Computed Tomography Without Contrast 

Imaging at different levels showed diffuse ground-glass airspace opacities and  
interstitial opacities.

FIGURE 4  Follow-up Chest Computed Tomography Without Contrast

Images seen 4 months after therapy with steroids, which showed a chronic  
interstitial lung disease with improved ground-glass opacities.


