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Familial Mediterranean Fever with Psychiatric Disorder which Have not
Been Diagnosed over 30 Years: A Case Report
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Familial Mediterranean fever (FMF) is an inherited autoimmune disease characterized by periodic fevers and
serositis. Most cases have been diagnosed within 10 years or less; however, there have been no reports of cas-
es in which diagnosis was delayed for several decades. In this study, we encountered a case of FMF in which
the patient had recurrent unexplained fevers since childhood, but diagnosis was delayed for more than 30
years due to a psychiatric disorder. Our findings showed that a possible reasons for this delay are possibility
of neglect or parenting skills issues, little knowledge of FMF in Japan and the lack of social connections
due to the patient’s underlying mental illness. We suggest that it is important to conduct a thorough medical
interview to identify FMF, as it may go undiagnosed, especially when the patient has few social ties.

Key words: Familial Mediterranean fever, autoimmune disease, psychiatric disorder, schizophrenia, fever

INTRODUCTION

Familial Mediterranean fever (FMF) is an inherited
autoimmune disease characterized by periodic fever
and serositis [1]. Fever is the most common symptom,
and it is characterized by spontaneous resolution after
1-3 days. During fever, there is an increase in acute-
phase proteins, such as C-reactive protein (CRP) and
serum amyloid A (SAA). Associated symptoms may
include serositis, mainly pleurisy and peritonitis, and
synovitis symptoms in the knee and ankle joints. In
about 300 FMF patients in Japan, fever, pleurisy,
peritonitis, and arthritis were reported in 95.5%,
35.8%, 62.7%, and 31.3% of them, respectively [2].
The prevalence of FMF is high in the Mediterranean
region, and the Mediterranean fever (MEFV) gene has
been identified as the causative gene [3]. The diagnosis
of FMF is mainly based on the Tel-Hashomer criteria
proposed by Livneh et al. [4], and most cases have
been diagnosed in less than 10 years [2, 5-7]; however,
cases in which diagnoses was delayed for decades have
not been reported.

In this report, we describe a case of FMF in which
the patient had recurrent unexplained fevers since
childhood, but due to psychiatric disorders, the patient
did not seek medical attention, and diagnosis was de-
layed for over 30 years.

CASE REPORT

Case: A 43-year-old man

Chief complaints: Fever and mobility difficulty

Medical history: clipping of unruptured cerebral
aneurysm

Oral prescription: None

Life history: The patient had trouble with human
relationships, has had suicidal thoughts for over 20
years, and has been a recluse.

Present Illness: The patient had a fever of 39.3°C
and had difficulty moving. Since he was 10 years old,
he had been suffering from a fever of unknown ori-
gin, followed by mild recovery within 2-3 days, once
every 3 months.

Medical examination: Consciousness level on
Glasgow coma scale, 15 points (E4V5M6); blood
pressure, 148/96 mmHg; pulse rate, 118 times/min
(regular); body temperature, 39.2°C. He had been ex-
periencing recurrent thoughts of death for more than
20 years, and he has been experiencing worsening au-
ditory hallucinations and delusions for several months.
At the time of examination, there were no obvious
physical findings that could have been the cause of the
fever.

Laboratory findings at admission: Blood tests re-
vealed increased inflammatory response; white blood
cell (WBC) count, 13000/pL; CRP, 0.21 mg/dL; and
SAA, 292.3 pg/mL. Consolidation was not observed
on chest X-ray, and computed tomography (CT) re-
vealed no abnormal findings.

Clinical course: The clinical course is presented in
Fig. 1. Based on these findings, fever of unknown ori-
gin and schizophrenia were diagnosed, and meropen-
em (MEPM) was initiated. On day 2, his fever reduced,
and his condition improved. On day 5, considering
that the antibiotics had little effect, MEPM was com-
pleted, and the patient was discharged on the 7th day.
On day 19, a blood test was performed at the time of
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Fig. 1 Clinical Course

fever resolution and showed WBC of 3700 /pL, CRP
of 0.02 mg/dL, and SAA of 2.9 pg/ml, which were
negative inflammatory findings. We suspected FMF
and administered colchicine (0.5 mg). After 6 months
without symptoms including fever, he showed periodic
fever and elevated amyloid A levels during fevers, and
the seizures disappeared with prophylactic colchicine
use, leading to a definitive diagnosis of FMF. A genetic
search was performed, but no MEFV gene mutation
was found, nor was there any obvious family history.
In addition, amyloidosis was not suspected. Regarding
the psychiatric symptoms, the patient was discharged
from our hospital and consulted a psychiatrist, who di-
agnosed the patient with schizophrenia and prescribed
antipsychotic medication.

DISCUSSION

FMF is an autoinflammatory disease characterized
by periodic fevers of 1-3 days duration, with sponta-
neous resolution and serositis. Although symptoms of
serositis include peritonitis, pleurisy, and monoarthritis,
these symptoms were not observed in the case present-
ed in this study, as the only symptom was a fever of
38°C or higher, which improved within 12 h to 3 days.
In addition, the patient responded well to colchicine
and met the Ted-Hashomer criteria, one major and
one minor, thus confirming the diagnosis of FMF.

It has been reported that MEFV gene mutations
occur in 53.2% of FMF cases, and the frequency of
serositis complications is high [2]. In the case presented
in our study, no mutation was found, and no compli-
cation of serositis was observed, which is in accordance
with previous reports [2]. Furthermore, Kiyoshi et al.
reported 134 cases of FMF in Japanese with an aver-
age age at onset of 19.6 = 15.3 years, age at diagnosis
of 28.7+18.5 years, and delay duration of 9.1 +9.3
years from onset to diagnosis. In particular, 20.1 + 4.5
years elapsed in cases of amyloidosis, suggesting that
the longer the time to diagnosis, the more likely amy-
loidosis is to occur [2]. However, there were no findings
suggestive of amyloidosis in our case report. The age
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at onset, age at diagnosis, and time from onset to diag-
nosis, including data from overseas, are summarized
in Table 1. In this case, the age at onset was approx-
imately 10 years, and that at diagnosis was 43 years,
which was similar to data from other countries [5, 9,
10]. However, in other reports, the time from onset to
diagnosis was generally approximately 10 years, and
there have been no reports of cases in which diagnosis
was delayed for 30 years, suggesting that the time from
onset to diagnosis reported in this study may be the
longest ever.

The delay by at least 30 years in the diagnosis will
be discussed in two categories: the period between the
onset of FMF and mental illness, and time after the
onset of mental illness. In the former period, the par-
ents may not have anticipated any abnormality in the
child's condition that could receive clinical attention.
When the diagnosis of a chronic disease is delayed, as
in this case, neglect and parenting skills issues need to
be considered. We also searched PubMed for “Familial
Mediterranean fever” and retrieved reports from 1981
to 2020, pertinent reports by Japanese (Fig. 2). The
disease may have affected the patient during the 1980s
and 1990s, when cases of FMF were extremely rarely
reported, especially in Japan. As those few reports had
suggested, there was little knowledge of FMF, which
might have prevented its diagnosis. In the latter period,
one possible reason is the lack of social connections
due to the patient’s underlying mental illness, which
may have prevented him from visiting a medical insti-
tution for fever-related symptoms, or may have resulted
in a one-time visit. Another reason is because he lived
with his parents for a long time, had little contact with
them at home, and shut himself indoors at home. The
fact that the fever, which is a characteristic of FMF,
lasted only a few days and that no one suggested that
he saw a doctor was thought to be a reason why the
diagnosis was not made.

In the case of fever in patients with psychiatric
disorders such as schizophrenia, malignant syndromes
and malignant catatonia should be considered in
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Table 1 Summary of the patient’s clinical characteristics
Characteristics Age at onset (year + SD) Age at diagnosis (year + SD) Delay to diagnosis (year + SD)
This case about 10 43 >30
Japanese [7]
(n = 26) 27.3 38.9 11.5
Japanese [2]
(n = 134) 19.6 £ 15.3 28.7+18.5 91+9.3
Turkish [5]
(n = 2838) 9.6 £ 8.55 16.4 +11.57 6.9 +7.65
Chinese [8] 294 +18.2 37.7+15.2 8.31+7.08
(n=11)
Ashkenazi [3] 21.6 + 13.6 34.3+15.9 12.8 £ 12.1
(n=57)
Iraqi [9] 954 = 14.9 34.9+13.3 9.8+10.9
(n=62)
North African [9] 96+ 9.1 166 +12.2 70+8.38
(n=61)
number of papers
O Japanese @ Total
2500 2136
2000
1442
1500
1000
530
500 331
0 6 7 54 177
1981-1990 1991-2000  2001-2010  2011-2020

Fig. 2 Number of reports on “Familial Mediterranean fever” in PubMed from

1981 to 2020

addition to general medical disorders, and more differ-
entiation is required than in patients who visit general
internal medicine outpatient clinics. FMF has a good
prognosis if it is not associated with amyloidosis and
if it does not present with consciousness disorder, and
it should be considered when the patient has periodic
symptoms including fever for a short period. However,
it is believed that some patients with latent fever do not
receive medical attention or follow-up services due to
mental illness, in addition to the fact that their symp-
toms improve within a short period and do not require
a thorough examination.

It has been reported that patients with schizophre-
nia are at risk of severe acute coronavirus 2 (SARS-
CoV-2) infection and mortality [10, 11]. Mental illness
has also been reported as a risk factor for other dis-
eases. Nemani et al. discussed the possible involvement
of impaired pro-inflammatory cytokine signaling in
patients with schizophrenia, in addition to causing de-
layed treatment in SARS-CoV-2 infection. Hence, the
possibility that schizophrenia itself is related to FMF
cannot be ruled out.

In this study, we were able to differentiate fevers
and diagnose FMF by carefully interviewing the pa-
tient. Since colchicine prevents fever and amyloidosis, it

is important to start treatment early. As this is the first
report worldwide of an FMF patient with psychiatric
disorders, more cases are required to clarify whether
there is a relationship.

In conclusion, considering that FMF may go undi-
agnosed in patients who also have schizophrenia and
other psychiatric disorders, with little social connection,
it is important to conduct a thorough medical interview
to identify FMF.
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