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INTRODUCTION

Granulomatosis with Polyangiitis (GPA) is a rare
multisystemic autoimmune disease of unknown aetio-
logy, characterized by necrotizing granulomatous in-
flammation and pauci-immune vasculitis in small- and
medium-sized blood vessels. It has similar frequency
between both genders and diagnosis is more common
between 45 and 60 years (Comarmond et al. 2014).
Aectiology is linked to environmental and infectious
triggers inciting disease onset in genetically predis-
posed individuals (Lutalo et al. 2014). Anti-neutrophil
cytoplasmic antibodies (ANCASs) play an important
role in the pathogenesis (Comarmond et al. 2014,
Lutalo et al. 2014, Woywodt et al. 2006), they’re
present in most cases (often directed against proteinase
3 — PR3) (Chen et al. 2018), but aren’t essential for a
clinical diagnosis (Chen et al. 2018). Although GPA
has been defined and diagnostic criteria have been
pinpointed (Jennette et al. 2013, Leavitt et al. 1990),
diagnosis is still based on clinical manifestations of
systemic vasculitis and evidence of target organ
damage (Lutalo et al. 2014). Histological evidence of
necrotizing or granulomatous inflammation greatly
helps diagnosis but it isn’t essential (Comarmond et al.
2014, Jennette et al. 2013, Leavitt et al. 1990).

Here we report a case of GPA diagnosed following
psychiatric symptoms present at disease onset.

CASE REPORT

A 42-year-old man was brought to the emergency
department for behavioural changes over the last 3
weeks. He had past medical history of Type 2 Diabetes
treated with metformin 500 mg daily. He didn’t have
past psychiatric history. He had smoking habits (42
packs-year) and drinking habits (3 alcohol units daily).
He had no history of recreational drug use. He had
family history of suicide (his sister and his paternal
grandfather).

His mental state examination didn’t find conscious-
ness or orientation disturbances. He was agitated,
distracted, with pressured speech. He had grandiose
and persecutory delusions. There was flight of ideas
and irritable mood. He had insomnia in the last few

days and total insomnia the night before. He lacked
insight for his situation.

Further assessment concluded that behavioural
changes had started 4 months before and incoherent
speech started in the last month. He had lost around 20
kg in 4 months.

His work-up at admission showed hyperglycaemia
(247 mg/dl), elevated Gamma-glutamyl transferase (92
U/L). No other clinically relevant abnormalities were
found (including hemogram, cobalamin, folate, urea,
creatinine, serum electrolytes, remaining liver enzy-
mes, C-reactive protein, Free Thyroxine (FT4), Thyroid-
stimulating hormone (TSH), Anti-Treponema pallidum
antibody, serologic screening for Hepatitis B, Hepatitis
C and for Human immunodeficiency virus (HIV),
urine analysis, toxic screening and brain Computed
tomography [CT] scan).

He was voluntarily admitted to a psychiatric ward
and medicated with a mood stabilizer (valproic acid)
and an antipsychotic (risperidone). The diagnostic
hypothesis was a first manic episode with psychotic
symptoms (F30.2, accordingly with the International
Classification of Diseases, Tenth Revision — ICD-10).
Since day 2 after admission, he presented with cough
and rhinorrhea. His chest x-ray showed bilateral pul-
monary nodules. His Chest CT scan showed multiple
bilateral nodular lesions. His percutaneous CT guided
pulmonary biopsy showed histology compatible with
granulomatous disease and vasculitis affecting small
and medium vessels. His brain Magnetic Resonance
Imaging (MRI) showed white matter lesions sug-
gestive of central nervous system vasculitis and a
possible granuloma (Figure 1). Immunohistochemistry
was non-specifically positive (titer of 1:160) for
antinuclear antibodies (ANA) and didn’t show any
other relevant findings: it was negative for ANCA-
PR3, ANCA-myeloperoxidase (ANCA-MPO), Anti—
citrullinated protein antibody (Anti-CCP), Anti-centro-
mere antibodies (ACA), Lupus anticoagulant, anti-
cardiolipin (aCL) antibody and anti-beta2-glycoprotein
(GP) 1 antibodies, anti-double stranded DNA (anti-
dsDNA). Complement component 3 (C3) and C4 va-
lues were normal (respectively 116 mg/dL and
28 mg/dL). When evaluated by Internal Medicine he
referred complaints compatible with polyarthralgias
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Figure 1. Brain showing a possible granuloma

with inflammatory rhythm with 15-year evolution
course affecting coxofemoral, wrists and metacarpo-
phalangeal joints bilaterally. Involvement of other
organs was excluded. During the entire admission pe-
riod (65 days), the patient showed grandiose and ero-
tomania delusions resistant to treatment (valproic acid,
risperidone, olanzapine, benzodiazepines). Further com-
plete work-up didn’t show any relevant findings (inclu-
ding serum protein electrophoresis, anti—thyroid peroxi-
dase and antithyroglobulin antibodies, cerebrospinal
fluid analysis). Through cooperation with Internal Medi-
cine and Pulmonology the diagnosis of GPA de novo
with CNS vasculitis was established. He started treat-
ment with prednisolone 60 mg daily and cyclophos-
phamide (6 cycles, consisting on 500 mg every fort-
night). After one month prednisolone was cross-swit-
ched to azathioprine (titrated up to 100 mg daily). He
progressively and consistently showed an improvement
in psychiatric symptoms, and after 1 year of treatment
there was complete remission of psychotic symptoms.
Treatment was progressively tapered and during the
entire follow-up (24 months) he stayed completely and
consistently asymptomatic.

DISCUSSION

Our patient clinically presented with a first manic
episode with psychotic symptoms resistant to psycho-
pharmacological treatment. After further assessment and
with multidisciplinary cooperation, the diagnosis of
GPA with central nervous system (CNS) vasculitis was
established.

316

ANCA negative GPA is a rarely described entity
(Chen et al. 2018). GPA with CNS involvement is also
rare (Holle et al. 2011) and ANCA negative GPA with
initial CNS symptoms is even rarer (Chen et al. 2018).
CNS involvement has three different pathogenic pat-
terns: granulomatous tissue may contiguously invade
adjacent structures; granulomatous lesions may deve-
lop in intracerebral tissues; vasculitis may affect the
cerebral or spinal cord vessels (Holle et al. 2011, Seror
et al. 2006). Cerebral vasculitis has been associated
with haemorrhage, transient ischemic attacks or ische-
mic infarction, and arterial or venous thrombosis.
Manifestations include neurological and neuropsychia-
tric symptoms (e.g., altered consciousness, cognitive
impairment or dementia) (Holle et al. 2011).

To our knowledge this is the first case of ANCA
negative GPA with initial CNS symptoms which
presented itself with such psychiatric symptoms. This
case reminds us that GPA can affect any organ and that
unusual rare presentations are possible, such as
psychiatric manifestations at disease onset. Singular
GPA phenotypes have already been described through
disease’s history but they’re yet to be fully understood
(Chen et al. 2018, Lee et al. 2018, Rogaczewska et al.
2019, Seror et al. 2006).

CONCLUSIONS

This rare and defying clinical case raises awareness
for possible psychiatric manifestations of autoimmune
diseases that may go unnoticed and emphasizes the
importance of multidisciplinary team work. GPA is a
highly polymorphous disease and its CNS involvement
can be challenging.

When facing a first episode psychosis and possible
neuropsychiatric symptoms a strict differential diag-
nosis is crucial. In this case a thorough work-up, a high
clinical suspicion and a multidisciplinary approach
were vital to achieve an accurate diagnosis.
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