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Abstract: As the spectrum of autoimmune encephalitis continues to grow,autoantibody-negative autoim-
mune encephalitis (AbNAE) has emerged as a significant subtype. However,due to its inherent heterogeneity
and the absence of auto-antibodies,diagnosing this subtype poses a challenge. Furthermore, there is still a lack
of understanding regarding AbNAE,as evidenced by an increase in misdiagnosis and inappropriate application
of diagnostic criteria. This article aims to enhance clinicians’ comprehension of patients with autoantibody-neg-
ative autoimmune encephalitis by reviewing existing studies on its diagnosis, clinical characteristics, treat-
ment, prognosis and follow-up. No characteristic difference has been observed in the clinical presentation and
ancillary findings between AbNAE and autoantibody-positive autoimmune encephalitis patients. However,
some studies have indicated that epilepsy,focal neurological deficits,and cerebrospinal fluid-specific oligoclonal
bands are less common in the AbNAE patients. Further research is necessary to validate these findings. The
AbNAE patients may potentially include individuals with unrecognized novel antibodies,cellular immune-me-
diated responses and low-titer antibodies. Therefore, the response to treatment may be heterogeneous. Over-
all,the AbNAE patients may derive similar benefits from immunotherapy as individuals who test positive for
autoantibodies. In the future,it is important to continue research on the underlying pathogenic mechanisms,
with a particular emphasis on identifying new specific biomarkers, which will allow for further classification of
patients and the development of targeted therapeutic regimens.
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