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Granulomatosis with polyangiitis (GPA) is a systemic necrotizing granulomatosis vasculitis characterized by predilection to affect
small- and medium-sized blood vessels and commonly affects the upper and lower respiratory tract and kidneys in most cases.
Genital involvement is reported in<1% of cases in large cohorts and nearly all cases have been in the setting ofmultisystemic disease
or during the course of the disease in patients already diagnosed as GPA. A case is presented of uncommon limited urogenital GPA
in a 66-year-old woman with an irregular mass occupying urethra and vagina.The patient showed a good response after Corticoids
and Methotrexate.

1. Introduction

Granulomatosis with polyangiitis is a multisystemic vas-
culitis associated with anti-neutrophil cytoplasmic antibod-
ies (ANCAs) characterized by necrotizing granulomatous
inflammation of the upper and lower respiratory tract and
kidney. Necrotizing vasculitis affects predominantly small-
sized blood vessels [1].

Even though GPA is considered a systemic disease, lim-
ited forms may occur without evidence of systemic involve-
ment (no vasculitic features) mainly affecting respiratory
tract. Limited urogenital tract form is reported in <1%
of cases. Gynaecological involvement is even much more
unusual and occurs in a minority of patients. To the best of
our knowledge, just one case of limited form with uterine
cervix and vagina involvement has been reported in medical
literature [2]. The diagnosis of GPA is mainly made by
the histological demonstration of vasculitis, necrosis, and
granulomatosis inflammation. Immunosuppressive agents,
especially Cyclophosphamide, are the cornerstone of the
treatment of GPA.

We report a case of a patient with a rare form of limited
GPA affecting the urethra and vagina simultaneously as the
first manifestation. Methotrexate was the treatment of choice
for this limited GPA with a good response.

2. Case Report

A 62-year-old woman presented with a 3-month history of
vesical tenesmus without dysuria, vaginal bleeding, and low
grade fever was referred to gynaecological and urological
units. Her past medical history was significant for hyperten-
sion, osteoporosis, and B-thalassemia. She underwent hys-
terectomy and adnexectomy 12 years before due to fibroids.
Clinical examination revealed abdominal pain and irregular
hardening of anterior vagina encompassing urethra. No dis-
orders involving respiratory tract, cardiovascular system, ear,
or eyes were noted. A test of cervical smear and colposcopic
evaluation were normal. Vital signs were normal, except tem-
perature 37.5∘C. Laboratory test revealed a hemoglobin level
of 9,8 g/dL, 13430 leukocytes, and 630000 platelets. Urinalysis
and intravenous urography were normal. Ultrasonography,
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Figure 1: Coronal plane pelvic MRI showed an irregular mass with
crenulated margins occupying the urethra and vagina.

Figure 2: Axial plane pelvic MRI showed an irregular mass with
crenulated margins occupying the urethra and vagina.

abdomen computed tomography (CT), and pelvic magnetic
resonance showed an irregular mass with crenulated margins
occupying the urethra and vagina (Figures 1 and 2). Under
the presumptive diagnosis of tumor, biopsy was carried with
several specimens obtained.The biopsy showed a granuloma-
tous inflammatory reaction, with small- and medium-sized
vessels vasculitis and a hemorrhagic and necrotic background
and without the characteristic features of caseating necrosis.
The diagnosis of limited GPAwas considered and patient was
referred to Rheumatology Unit.

We proceeded to extend the study. Chest X-rays were nor-
mal and a skin test for tuberculosis was negative. Laboratory
test revealed a sedimentation rate of 31mm/h and C-reactive
protein level of 20.7mg/dL. The serum chemistry was unre-
markable with creatinine of 1.0mg/dL. Tumor markers were
all in normal range. Anemia, thrombocytosis, and leukocy-
tosis persisted. Anti-neutrophil cytoplasmic antibodies (c-
ANCA) at a titer of 1/80 were noted. Rest of immunological
studies was negative.

Prednisone (0,5/mg/kg/day) and oral Methotrexate
(10mg per week) were started with resolution of the mass
and the symptoms. Sustained remission was achieved.
Two years later, the patient was admitted to hospital for
septic shock of urinary tract origin. Methotrexate was

suspended and treatment with Prednisone (5mg per day)
was continued. The patient remained well; however two
years later she began with a 2-week history of abdominal
pain and vaginal bleeding. MRI showed mucosal edema
at bladder neck and proximal urethra and persistence of
vaginourethral fistula. Laboratory tests including ANCAs
were normal. Prednisone dosewas increased (0,5/mg/kg/day)
and Azathioprine was started but had to be discontinued
for hepatotoxicity. At this moment, five years after the onset
of the symptoms, patient is in remission under low dose
of Prednisone (2,5mg per day), Methotrexate (7,5mg per
week), and Trimethoprim/Sulfamethoxazole three days per
week for recurrent urinary tract infections prophylaxis.

3. Discussion

Granulomatosis with polyangiitis is an anti-neutrophil cyto-
plasmic antibodies- (ANCAs-) associated vasculitis charac-
terized by granulomatous and necrotizing inflammation of
small- andmedium-sized arteries. It is an uncommon disease
with a prevalence of approximately 22–157 cases per million
and preferentially affects Caucasians in the 6th decade of
life [3]. It is characterized by involving preferentially the
upper and lower respiratory tract. Urologic and especially
gynaecological manifestations of GPA are rare and only
have been reported in <1% of cases with evident signs at
this level [2, 4]. Information is derived from case reports
and 3 small series [5–7]. In GPA, urogenital symptoms are
mainly observed as part of generalized systemic disease. The
diagnosis of limited urogenital GPA is uncommon [7].

Laboratory findings include elevated acute phase reac-
tants, leukocytosis, thrombocytosis, and normocytic nor-
mochromic anemia. ANCAs are present in 75–87.5% of
cases, of these 90% are directed against proteinase 3 (PR3)
being highly specific for GPA. The remaining are against
myeloperoxidase (MPO) [5–7]. Urogenital disease is an
unusual presenting feature of GPA occurring in 12–18% of
patients [5, 6]. Most of these patients will develop systemic
disease at some time during the course of the illness and only
few cases will remain as urogenital limited GPA. The case
presented did not developed systemic manifestations and
the main symptom was urogenital. Recurrences are observed
in 36–50% of patients with urological manifestations [5–
7]. Furthermore, some cases are asymptomatic or with mild
manifestations because genital examination is not a routine
in the GPA management [8].

To The best of our knowledge there are 19 published
cases of GPA presenting as an inflammatory lesion involving
urogenital tract which are discovered in imaging studies and
are described like pseudotumors [2, 9–13].

Themost commonurogenitalmanifestations are prostati-
tis (the urological manifestation with the highest number
of reported cases, approximately 40), penile necrosis (20
cases reported) [7], orchitis (12.5–36% GPA patients with
urogenital disease), ureter involvement (20 reports), renal
masses (18 cases), urethritis (8 cases), and epididymitis (4
patients) [3]. Vagina or cervix is very rarely affected (1 case)
[2].
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There are no controlled studies about the therapeutic
approach of urogenital GPA. Therefore, general GPA treat-
ment can be applied to the urogenital involvement. Treatment
will depend on the severity of the symptoms [14]. In the
extensive disease, Glucocorticoids, Cyclophosphamide, or
Rituximab will be considered. Methotrexate or Azathioprine
is valid options in limited disease [15]. Most patients have an
excellent response with immunosuppressive therapy. Surgical
treatment is reserved for temporarymeasure to relief obstruc-
tive symptoms.

4. Conclusion

We describe a rare case of GPA with isolated urogenital
involvement as the only manifestation, without systemic
symptoms, where diagnosis was provided by a mass biopsy
and supported by analytical findings. We would like to stress
on the importance of a genital examination in patients with
systemic illness. Immunosuppressive drugs should be used as
first-line therapy to avoid unnecessary surgery and prevent
recurrences.

Conflicts of Interest

The authors declare that they have no conflicts of interest.

References

[1] J. C. Jennette, R. J. Falk, P. A. Bacon et al., “2012 Revised
International Chapel Hill consensus conference nomenclature
of vasculitides,” Arthritis and Rheumatism, vol. 65, no. 1, pp. 1–
11, 2013.

[2] P. Bastone, J. L. Squifflet, E. Marbaix, and F. Houssiau, “Success-
ful treatment of gynaecological involvement of granulomatosis
with polyangiitis (Wegener’s granulomatosis) by rituximab,”
Clinical and Experimental Rheumatology, vol. 33, no. 2, supple-
ment 89, pp. S-142–S-144, 2015.

[3] M. A. Alba, J. Moreno-Palacios, S. Beça, and M. C. Cid,
“Urologic and male genital manifestations of granulomatosis
with polyangiitis,” Autoimmunity Reviews, vol. 14, no. 10, pp.
897–902, 2015.

[4] C. Comarmond and P. Cacoub, “Granulomatosis with polyangi-
itis (Wegener): clinical aspects and treatment,” Autoimmunity
Reviews, vol. 13, no. 11, pp. 1121–1125, 2014.

[5] J.-F. Dufour, T. Le Gallou, J.-F. Cordier et al., “Urogenital
manifestations in Wegener granulomatosis: a study of 11 cases
and review of the literature,”Medicine, vol. 91, no. 2, pp. 67–74,
2012.

[6] D. L. T.Huong, T. Papo, J.-C. Piette et al., “Urogenitalmanifesta-
tions of wegener granulomatosis,”Medicine (United States), vol.
74, no. 3, pp. 152–161, 1995.

[7] A. Davenport, S. E. Downey, S. Goel, and A. G. MacIvert,
“Wegener’s granulomatosis involving the urogenital tract,”
British Journal of Urology, vol. 78, no. 3, pp. 354–357, 1996.

[8] M. Agraharkar, S. Gokhale, and R. Gupta, “Wegener’s granulo-
matosis diagnosed by testicular biopsy,” International Urology
and Nephrology, vol. 34, no. 4, pp. 559–564, 2002.

[9] A. Ward, C. Konya, E. J. Mark, and S. Rosen, “Granulomatosis
with polyangiitis presenting as a renal tumor,”American Journal
of Surgical Pathology, vol. 38, no. 10, pp. 1444–1448, 2014.

[10] M. Roussou, S. K. Dimopoulos, M. A. Dimopoulos, and M. I.
Anastasiou-Nana, “Wegener’s Granulomatosis Presenting as a
Renal Mass,” Urology, vol. 71, no. 3, pp. 547.e1–547.e2, 2008.

[11] E. Ruiz Carazo, A. Medina Benitez, G. López Milena, J. Rabaza
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