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Abstract

After reading an article in the journal, regarding affective disorders in patients with rare ill-
nesses, the authors would like to discuss a case of non-affective psychosis, presenting with
olfactory reference and Truman symptoms, in a patient with three unusual conditions:
Gilbert disease, Hughes syndrome and Lyme neuroborreliosis.

Introduction

We recently read an interesting article in your journal regarding affective disorders in patients
with rare illnesses (Uhlenbusch, Swaydan, Hoéller, Lowe, & Depping, 2021). Therefore we
would like to discuss a case of non-affective psychosis presenting with olfactory reference
and Truman symptoms, in a patient with three unusual conditions: Gilbert disease, Hughes
syndrome and Lyme neuroborreliosis.

A 22-year-old white man, was brought to the psychiatry outpatient clinic for schizophrenia
diagnosis review. The patient had been asymptomatic until 6 months earlier, when he started to
have olfactory reference syndrome (ORS) complicated by persecutory and grandiose delusions
I felt my body odor different, because of toxins (...) my life was on live streaming online’(sic).
He reported neonatal jaundice, childhood tainted by recurrent ear infections and attention def-
icit hyperactivity disorder. His mother had systemic lupus erythematous, and his three brothers
were described as anxious. He had regular contact with countryside farm animals. Urine was
negative for drug abuse. Bloodwork revealed positive anti-Beta2-glycoprotein IgM antibody,
plus a uridine 5'-diphospho-glucuronosyltransferase A1 (UGTA1) gene mutation. Lumbar
puncture was positive for anti-Borrelia burgdorferi 1gG. Electroencephalography was normal.
Brain magnetic resonance imaging (MRI) showed hyperintense T2 signals in subcortical bilat-
eral frontal areas. Neuropsychological assessment revealed frontal lobe and dysexecutive syn-
dromes. After almost 4 years of follow-up, total remission was achieved under injectable 350
mg paliperidone quarterly.

ORS happens whenever a patient believes that emits a foul or offensive odor that makes
people react negatively (Feusner, Phillips, & Stein, 2010). The Truman syndrome consists of
persecutory, grandiose and reference delusions, in which the patient believes that he is
being filmed for the entertainment of others (Madeira et al., 2016). Gilbert syndrome is an
inherited disorder of bilirubin metabolism, with intermittent unconjugated hyperbilirubine-
mia in the absence of hepatocellular injury or hemolysis, recently linked to a higher risk of
psychosis (Pommerening Dornelles, Gama Marques, & Ouakinin, 2019). Lyme disease is a
tick-borne infection caused by the spirochete Borrelia burgdorferi, with a wide range of clinical
manifestations, including central nervous system involvement (Koola et al., 2015). Hughes dis-
ease, also known as the antiphospholipid antibody syndrome (APS), is an acquired systemic
disorder associated with circulating autoantibodies to phospholipids that can manifest as
psychosis (Graf, 2017).

This is, to our knowledge, the second case of Truman syndrome and ORS presenting sim-
ultaneous in the same patient. While in the first described patient the authors raised the
hypothesis of schizophrenia (Bardanca, Vivanco, Gonzalez, Ventoso, & Vazquez, 2006), we
believe that would not be appropriate in our case report. Based on the presence of brain
MRI findings showing hyperintense T2 signal focal areas in the subcortical white matter of
both frontal lobes plus the anti-Borrelia burgdorferi 1gG in the cerebrospinal fluid, and the
anti-Beta2-glycoprotein IgM in the serum of the patient, the first diagnostic hypothesis to
be considered was an organic psychosis secondary to chronic neuroborreliosis with
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Fig. 1. Gilbert disease, Lyme neuroborreliosis and Hughes disease, contributing to
psychosis.

concomitant antiphospholipid antibodies, in a patient with famil-
ial nonhemolytic jaundice. The brain MRI findings in our patient
are highly suggestive of evidence of recurrent thrombosis of small
arteries (Chaturvedi & McCrae, 2017) that could be better
explained in such a young patient, by the presence of
anti-Beta2-glycoprotein IgM in blood tests. On the other hand,
there is also some literature regarding the high frequency of
APS in patients with chronic Lyme disease, raising the possibility
that these ones may be of significance for neuropsychiatric symp-
tomatology (Greco, Conti-Kelly, & Greco, 2011). Since this
patient has so many medical causes that could explain his symp-
toms and once it is very difficult to affirm which one contributed
more to them, we believe that a possible synergistic contribution
to an organic psychosis, combined between the three different
entities discussed here, deserved further investigation before
assuming the diagnosis of schizophrenia (Fig. 1).
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