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Abstract: Psychotic manifestations in primary
Sjogren’s syndrome (SS) represent a rare but clinically
meaningful complication of the disease. The aim of this
paper was to analyze the clinical characteristics, potential
pathophysiological mechanisms, therapeutic approaches,
and outcomes of psychotic symptoms in patients with SS.

A narrative review of the available literature was
conducted, with particular focus on case reports and small
case series describing psychosis in the context of SS.

Psychotic manifestations in SS may arise from
central nervous system involvement, immune-inflam-
matory mechanisms, cytokine dysregulation, and neu-
rotransmitter alterations, as well as from corticosteroid
therapy. Pro-inflammatory cytokines, particularly inter-
leukin-6, have been linked to dopaminergic dysfunction
and the emergence of positive psychotic symptoms.
Corticosteroids may induce psychotic episodes depend-
ing on dose and duration of treatment. Chronic somatic
symptoms, including ocular and oral dryness, pain, and
fatigue, may be vulnerable to delusional misinterpreta-
tion. In several reported cases, psychotic symptoms im-
proved following immunosuppressive therapy, support-
ing a potential immune-mediated subtype of psychosis
in this population.

Psychosis in primary Sjogren’s syndrome likely
has a multifactorial etiology. Early recognition of a
possible autoimmune basis is essential, as treatment
strategies may require immunomodulatory therapy in
addition to standard psychiatric management.

Keywords: Sjogren’s syndrome, psychosis, neu-
roinflammation, cytokines, corticosteroids, autoim-
mune diseases.

INTRODUCTION

Primary Sjogren’s syndrome (SS) is a chronic
systemic autoimmune disease primarily characterized
by sicca symptoms, including xerostomia and xeroph-
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thalmia. In addition to glandular involvement, up to
half of patients develop extraglandular manifestations,
with neuropsychiatric symptoms being relatively com-
mon. While mood disorders and cognitive impairment
predominate, psychotic symptoms—such as halluci-
nations, delusions, and disorganized thinking—are
rare but clinically significant. These manifestations
may result from central nervous system involvement,
immune-mediated mechanisms, chronic pain, or cor-
ticosteroid therapy. Despite their clinical relevance,
psychotic symptoms in SS remain poorly investigated,
with existing evidence largely limited to case reports
and small case series.

The aim of this narrative review is to analyze psy-
chotic symptoms in patients with Sjogren’s syndrome,
with a focus on clinical characteristics, potential trig-
gers, therapeutic approaches, and outcomes, while
proposing a conceptual framework linking the patho-
physiology of SS to psychotic manifestations.

PSYCHOTIC SYMPTOMS
IN SJOGREN’S SYNDROME

Sjogren’s syndrome, also referred to as “autoim-
mune epithelitis”, is a chronic, slowly progressive au-
toimmune disease characterized by immune-mediated
dysfunction and destruction of the salivary and lacri-
mal glands, accompanied by a broad range of system-
ic manifestations (1, 2). It represents the second most
common autoimmune rheumatic disease after rheuma-
toid arthritis and predominantly affects women (1, 3).
Owing to its potential involvement of the peripheral,
central, and autonomic nervous systems, Sjogren’s
syndrome may be associated with various neuropsy-
chiatric manifestations (1, 4). Among these, depres-
sive and anxiety disorders are most frequently report-
ed, whereas psychotic disorders are less common but
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remain clinically relevant (4). Although considered
rare, psychotic symptoms have been consistently doc-
umented in the available literature. According to the
literature, the prevalence can range from 2.5 to 60%
due to the non-specific presentation of symptoms and
different diagnostic criteria (5, 6). On the other hand
psychosis is a clinical syndrome characterized by im-
paired perception of reality, leading to disturbances in
cognition, behavior, and daily functioning. Core man-
ifestations include delusions and hallucinations (7, 8).

This paper addresses the question of where psy-
chotic symptoms in Sjogren’s syndrome originate. The
discussion focuses on the possible mechanisms in-
volved, including central nervous system involvement,
immune processes, and treatment-related factors, par-
ticularly corticosteroid therapy. We also examine how
Sjogren’s syndrome may affect patients with pre-ex-
isting psychotic disorders by triggering symptom re-
lapse or reducing treatment response. In addition, the
paper considers the role of genetic and environmental
vulnerability, as well as the occurrence of psychotic
symptoms in patients without an identifiable predis-
position. The overall aim of this work is to improve
understanding of the relationship between Sjogren’s
syndrome and psychotic manifestations and to high-
light their clinical relevance.

CNS MECHANISMS

Sjogren’s syndrome can affect many parts of the
central nervous system, including the brain, brainstem,
spinal cord, optic nerves, and cerebellum (8).Neuropsy-
chiatric manifestations are increasingly recognized as
part of systemic autoimmune diseases, reflecting the
complex interaction between immune dysregulation
and central nervous system function (9). Patients may
experience a range of neurological problems such as
headaches, seizures, cognitive difficulties, movement
disorders, and sensory deficits. Cognitive impairments
often involve attention, memory, and executive func-
tions, while psychiatric symptoms can include depres-
sion, psychosis, and catatonia. These manifestations
are thought to result from immune-related dysfunction
in the brain, which may disrupt normal thinking, per-
ception, and emotional regulation. CNS involvement
can therefore contribute directly to the emergence of
psychotic symptoms, highlighting the need for early
recognition and management (10, 11).

One potential pathway through which Sjogren’s
syndrome may influence psychotic symptoms is im-
pairment in emotional processing and regulation. Sev-
eral studies have investigated emotional interpretation
and expression in patients with Sjogren’s syndrome,
a domain that is also critically impaired in psychot-

ic disorders, often in the context of alexithymia (12,
13). It is important to remember that this chronic dis-
ease is frequently accompanied by reactive emotional
symptoms, such as emotional lability, masked depres-
sion, and withdrawal, which can obscure the presence
of true alexithymia. Patients often appear detached,
sometimes anhedonic, and emotionally blunted. Be-
yond these general reactions, there is evidence of a
specific difficulty in understanding and decoding both
one’s own and others’ emotions. This impairment may
reflect an organic substrate and can interact with cog-
nitive dysfunction (6). All of this creates conditions
that resemble those seen in psychosis, where patients
similarly struggle with emotion recognition and reg-
ulation. Such deficits may therefore contribute to the
development or worsening of psychotic symptoms in
susceptible individuals (14, 15).

IMMUNE-INFLAMMATORY
PATHWAYS

Sjogren’s syndrome is increasingly recognized
as a condition capable of inducing immune-mediat-
ed neuroinflammation that extends beyond the classic
sicca manifestations and involves the central nervous
system. Pro-inflammatory cytokines, including inter-
feron-y (IFN-y), interleukin-1p (IL-1p), interleukin-6
(IL-6), and tumor necrosis factor-o (TNF-a), have
been implicated in Sjogren-related CNS involvement.
These mediators can activate metabolic pathways such
as indoleamine-2,3-dioxygenase, leading to alterations
in kynurenine metabolism and subsequent disruption
of serotonergic and glutamatergic neurotransmission
in the hippocampus and other brain regions (16, 17).

Importantly, similar inflammatory mechanisms
have been described in psychotic disorders. Elevat-
ed levels of pro-inflammatory cytokines have been
reported in patients with first-episode psychosis and
schizophrenia and have been associated with cognitive
deficits and impaired social functioning (18). In par-
ticular, IL-6 has beenshown to increase dopaminergic
activity in striatal regions, which is closely associated
with positive psychotic symptoms. Conversely, dopa-
mine signaling can influence inflammatory pathways,
indicating a reciprocal relationship between immune
activation and dopaminergic neurotransmission (19).

STEROID-INDUCED PSYCHOSIS

Corticosteroids are widely prescribed due to their
potent anti-inflammatory and immunosuppressive ef-
fects and are commonly used in the management of
various conditions, including Sjogren’s syndrome.
However, their use is associated with a range of psy-
chiatric adverse effects collectively known as corticos-
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teroid-induced psychiatric disorders (CIPDs) (20, 21).
These manifestations may include mood disturbances,
sleep disorders, irritability, agitation, manic symp-
toms, and psychosis. Psychotic features can present
as hallucinations, delusional thinking, disorganized
thought processes, and affective instability (22, 23).
Such symptoms may emerge soon after the initiation
of therapy, at any stage during treatment, or even fol-
lowing the discontinuation of corticosteroids (24).
Evidence suggests a clear dose-response relationship,
with higher doses conferring greater risk. Data from
the Boston Collaborative Drug Surveillance Program
demonstrated psychiatric adverse effects in 18.6% of
patients receiving more than 80 mg/day of prednisone
or methylprednisolone, compared with 4.6% in those
receiving 41-80 mg/day and only 1.3% in patients
treated with doses below 40 mg/day (25). In the Di-
agnostic and Statistical Manual of Mental Disorders,
Fifth Edition (DSM-5), these conditions are catego-
rized under substance- or medication-induced psy-
chotic disorders, occurring in approximately 5-18%
of patients receiving corticosteroid therapy (26, 27).

Prolonged use of corticosteroids affects the hy-
pothalamic—pituitary—adrenal (HPA) axis, leading to
changes in the body’s response to stress and in normal
feedback regulation. These disturbances, together with
imbalances in neurotransmitter systems, can result in
various psychiatric symptoms. Corticosteroids influ-
ence dopamine pathways, which may increase the risk
of developing psychotic symptoms. In addition, long-
term corticosteroid exposure has been linked to struc-
tural changes in the brain, such as hippocampal atro-
phy associated with memory problems and depression,
as well as increased activity of the amygdala, which
contributes to anxiety and emotional instability. These
mechanisms help explain the wide range of psychiatric
effects seen with corticosteroid use (28).

SOMATIC SYMPTOM
MISINTERPRETATION

The next important question we wanted to ad-
dress is the relationship between Sjogren’s syndrome
and psychosis. More specifically, we aimed to explore
how the key symptoms of Sjogren’s syndrome may
affect patients with psychotic disorders, and in what
ways these symptoms can worsen existing psychosis
or lead to the development of new psychotic symp-
toms. We were particularly interested in identifying
which symptoms are more likely to exacerbate psy-
chosis and how they might be experienced or interpret-
ed by patients who are already psychotic.

Primary Sjogren’s syndrome is defined by chron-
ic ocular and oral dryness resulting from autoimmune

damage to lacrimal and salivary glands, with sicca
symptoms present in the majority of patients. These
persistent somatic symptoms have been associated
with a range of psychiatric manifestations, including
psychosis, and case reports describe patients with
psychotic features occurring alongside or following
prominent dryness symptoms (29). These symptoms
provide persistent, ambiguous bodily sensations that
are vulnerable to delusional misinterpretation in pa-
tients with impaired reality testing. Severe dry eye
disease is associated with burning, foreign-body sen-
sation, blurred or fluctuating vision, and visual dis-
comfort (30, 31). In psychotic individuals, this may
be experienced as externally caused or threatening,
thereby becoming incorporated into persecutory or
somatic delusions. Similarly, xerostomia and the oral
discomfort seen in Sjogren’s syndrome often lead to
a range of oral symptoms, including speech difficul-
ties, trouble swallowing (dysphagia), changes in taste
perception, and a burning sensation in the mouth
(32). Psychotic patients often report disturbances in
the way they perceive and interpret bodily sensations,
including unusual bodily experiences and alterations
in body representation (33). Case reports and clinical
observations indicate that these individuals may mis-
interpret physical discomfort or other bodily sensa-
tions, and these misinterpretations can sometimes in-
tensify psychotic symptoms when patients are unable
to accurately contextualize or articulate their experi-
ences (34). These sensations may be distorted and in-
corporated into somatic delusions, depersonalization,
and cenesthetic or ksenopathic phenomena, where
patients experience abnormal bodily perceptions or
feel as if external forces are acting upon their bodies.
Several case reports of primary Sjogren’s syndrome
have documented severe psychiatric features, includ-
ing persecutory and referential delusions, paranoia,
anxiety, auditory hallucinations, and even suicidal
ideation (35, 36, 37). Catatonic phenomena such as
mutism, negativism, immobility, and Gegenhalten
have also been reported in association with neuropsy-
chiatric involvement in Sjogren’s syndrome (36, 37).
In some of these cases, the psychotic symptoms ap-
peared to be closely intertwined with the underlying
autoimmune process and bodily distress, and im-
proved with immunosuppressive therapy rather than
with antipsychotics alone. Besides the typical dry
eyes and mouth, many patients with Sjogren’s syn-
drome experience persistent fatigue and widespread
pain. These ongoing physical symptoms can make in-
dividuals more sensitive to perceived threats and may
shape the way they interpret their bodily discomfort,
which can in turn affect their psychological well-be-
ing (37).
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THERAPEUTIC IMPLICATIONS

Antipsychotics remain the cornerstone of treat-
ment for psychotic symptoms in primary psychiatric
disorders (38, 39). Despite their well-recognized ad-
verse effect profile, they occupy a central position in
the therapeutic hierarchy for psychosis and are among
the most frequently prescribed classes of psychotropic
medications overall (40, 41).

In contrast, the management of psychotic symp-
toms occurring secondary to Sjogren’s syndrome ap-
pears to differ substantially. Based on case reports pub-
lished over the past decade, treatment strategies in this
context often extend beyond conventional antipsychot-
ic therapy (35, 36, 37). Given that Sjogren’s syndrome
is primarily an immune-mediated systemic disease, im-
munosuppressive and immunomodulatory treatments
are frequently employed and, in many cases, lead to
significant improvement of psychiatric symptoms. This
therapeutic response mirrors observations in other im-
mune-mediated neurological conditions, where similar
treatment strategies have proven effective (42). The
aforementioned supports the hypothesis that psycho-
sis associated with Sjogren’s syndrome may be driven
by underlying immune and inflammatory mechanisms
rather than by primary psychiatric pathology.

CONCLUSION

Psychotic symptoms in primary Sjogren’s syn-
drome constitute a rare but clinically meaningful man-
ifestation of the disease. Evidence from published case
reports and small case series suggests that psychosis
in this context may arise from multiple, potentially
interacting mechanisms, including immune-mediated
neuroinflammation, cytokine dysregulation, central
nervous system involvement, corticosteroid exposure,
and the psychological and perceptual impact of chron-
ic somatic symptoms.

The observation that psychotic symptoms in sev-
eral reported cases improved with immunosuppres-
sive or immunomodulatory therapy—sometimes more

Sazetak

robustly than with antipsychotic treatment alone—
strengthens the hypothesis of an immune-driven sub-
type of psychosis in this population.

Clinicians should maintain a high index of suspicion
for autoimmune etiologies when encountering atypical,
treatment-resistant, or late-onset psychosis, particularly
in patients presenting with sicca symptoms, systemic
autoimmune features, or neurological signs. Early iden-
tification is critical, as treatment strategies may differ
substantially from those used in primary psychiatric dis-
orders and may require targeted immunotherapy.

Future prospective studies are needed to deter-
mine the true prevalence of psychotic manifestations in
Sjogren’s syndrome, to better characterize their patho-
physiology, and to establish evidence-based treatment
algorithms. Improved recognition of this association
may enhance both psychiatric and rheumatologic out-
comes and contribute to a more integrated understand-
ing of immune-brain interactions in psychosis.
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Psihoti¢ne manifestacije u primarnom Sjdgreno-
vom sindromu (SS) predstavljaju retku, ali klini¢ki
znacajnu komplikaciju bolesti. Cilj rada je analiza kli-

nickih karakteristika, mogu¢ih patofizioloskih meha-
nizama, terapijskih pristupa i ishoda psihoti¢nih simp-
toma kod bolesnika sa SS.
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Sproveden je narativni pregled dostupne literature
sa posebnim osvrtom na prikaze slu¢ajeva i manje se-
rije bolesnika koje opisuju pojavu psihoze u kontekstu
SS.

Psihoti¢ne manifestacije u SS mogu se javiti kao
posledica zahvatanja centralnog nervnog sistema,
imuno-inflamatornih mehanizama, disfunkcije citoki-
na i poremecaja neurotransmisije, kao i usled terapije
kortikosteroidima. Proinflamatorni citokini, narocito
interleukin-6, povezani su sa dopaminergickom dis-
funkcijom i pojavom pozitivnih psihoti¢nih simptoma.
Kortikosteroidi mogu indukovati psihoti¢ne epizode u
zavisnosti od doze i trajanja primene. Hroni¢ni somat-
ski simptomi, poput suvoée ociju i usta, bola i umora,
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