Subglottic Stenosis Is a Form of Limited Wegener’s
Granulomatosis

To the Editor:

In a recent report in The Journal, Pagnoux, et al' performed a retrospective
analysis of patients with localized granulomatosis with polyangiitis
(Wegener’s, GPA) from the French Vasculitis Study Group database, which
accounts for almost 500 patients collected from 1982 to 2003. The aim of
the study was to estimate the frequency and describe the characteristics of
patients with strictly localized disease that did not progress to a generalized
form. In their analysis, Pagnoux, et al searched for patients with disease
limited to only one organ and with followup of more than a year, to ensure
that there was no progression to a systemic form of disease. Compared to
previous reports, they found a relatively lower prevalence of the limited
form of GPA: 3.2% vs 15%-30%?27. Interestingly, in their group of 16
patients only 3 forms of limited disease were found, including nose and
sinus involvement, orbital pseudotumors, and lung nodules. Of interest, no
patient with subglottic stenosis was included, considering that this form by
itself is a well recognized form of localized GPA%.

We describe a patient with longterm localized subglottic stenosis that
did not evolve into a systemic form on followup of several years.

A 73-year-old woman referred to our clinic in April 2009 for evaluation
of possible GPA presented with a 10-year history of shortness of breath,
which had worsened over the past 2 years. Tracheal biopsy showed ulcer-
ation with acutely and chronically inflamed granulation tissue at the base
of the ulcer, with focal dense fibrous tissue. Repeated antineutrophil cyto-
plasmic antibody (ANCA) tests were negative. In January 2009, she expe-
rienced a life-threatening episode of respiratory distress that required emer-
gency tracheotomy diagnosed as subglottic stenosis. Extensive diagnostic
investigation ruled out underlying malignancy, infections, and amyloid dis-
ease. Over the next 18 months, her clinical course was characterized by
severe episodes of shortness of breath and hemoptysis, only partially
responsive to prednisone therapy up to 60 mg daily, methotrexate (MTX)
up to 25 mg weekly, and trimethoprim/sulfamethoxazol (T/S DS) 3 times
per week. In July 2010, she was hospitalized for a severe episode of short-
ness of breath and hemoptysis, and ear-nose-throat (ENT) evaluation
showed dramatically narrowed subglottic region with essentially no air-
way. After 3 months of unsuccessful clinical response with high-dose pred-
nisone and MTX, a decision was made to use rituximab 500 mg 2 doses 2
weeks apart. Following the first dose her symptoms had mildly improved
and ENT evaluation showed significant improvement, with 50% limitation
of the airway space.

At 3-month followup, there was no shortness of breath, no hemoptysis
episodes, prednisone was down to 5 mg daily, MTX was withdrawn, T/S
DS continued; more significantly ENT evaluation revealed subglottic
region markedly improved with only 5% limitation of the airway, and the
patient was able to breathe easily with the tracheotomy plugged.

Our case clearly illustrates that subglottic stenosis should be considered
a localized form of GPA, and conforms with the European League Against
Rheumatism/European Vasculitis Study Group definition that localized
disease is expected to be ANCA-negative’. Holle, et al® from Germany
also analyzed their cohort of suspected GPA of 1024 patients from 1989 to
2009, and found that 50 patients (5%) had localized disease restricted to the

upper and/lower respiratory tract and orbital masses, and subglottic steno-
sis was present in 15% of their cohort. As in our patient, whose clinical
course was characterized by refractoriness to conventional therapy and a
relapsing course and required surgical intervention, a significant proportion
of patients with limited disease, particularly those with subglottic stenosis
in the Holle, er al series, also required cytotoxic therapy, exhibited relapse,
and needed surgery®.

Rituximab was shown to be highly effective in our patient, and con-
firmed similar reports of its use in patients with subglottic stenosis’.
However, we concur with Pagnoux, et al and Holle, et al that further
prospective studies are needed with a larger number of patients and longer
followup to better characterize this subset of patients with GPA and define
their therapeutic management.
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