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A Case of Autoimmune
Encephalitis Probably Due
to Adalimumab in a Patient
Treated for Rheumatoid
Arthritis

To the Editor:

umor necrosis factor o (TNF-) blockers

are widely known to possess a good ef-
ficacy mn treating rheumnatoid arthritis (RA)
and other inflammatory diseases. Besides,
these agents even are more effective than
common (hmmodlfymg antirhcumatic
drugs in preventing structural damage due

to RA'" However, studies reveal that
mmmnuﬂlmmad\w
cffects, inchuding susceptibility to mfoctions,
mahgmncu. and neurological complica-
tions, mpecnlly autoimmune encephalitis
(AE)." Besides, some indicate that adminis-
mlgwmr‘wmmwbcm
ated with other complications,

synedrome.* However, it would be challenging
for chinicians to differentiate the etiologics
of the aforementioned neurological mani-
festations, Clinicians could reach the diag-
nosis by a llmugh medical hitory taking
and a precise evaluation of manifestations
and findings through parachinacal tests, which
can rule out cthapmubkmkm Studses
indicated that anti- N-methyl-D-aspartate re-
ceptors (NMDARs) might play a role in de-
veloping encephalitis tnggered by anti-TNF
agents. Thus, 1t would be a good measure to
cvaluate the level of anti-NMDAR antibodscs
m a patient when climcal suspicion of AE
is present. Herein, we report an RA patient
who experienced AE following anti-TNF
therapy with adalimumab,

CASE PRESENTATION
A 67-year-old woman presented to the crmer-
gency department with sudden dyspoca, diz-
ziness, sudden blurry vision, a mild chest
pain beginning some days before, and a
mild headache mitiating a week earbier.
The patient was a known case of RA,
under treatment with prednisolone, hydroxy-
chioroquine, and methotrexate for 12 years.
Slnabomn\rdmupto\utrmb
ing year, without any response. As the RA
could not be controlled, adatimumab 40 mg
was administered foe her for 6 months (every
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other week). 1t is worth noting that the pa-
tient discontinued taking methotrexate on
her own without consulting her physician,
She also had a history of hypertension, hy-
perdipidenia, diabetes mellitus, anxd ischemic
heart discase ( had undergone 2 courses of
angioplasty before). However, she did not
mention any previous history ofneumlogi-
cal complications, such as seizures or de-
creased level of consciousness,

Clinical evaluations revealod a kow-grade
fever of 38 2°C, rhonchi and rales on pulmo-
nary auscultation, and a shight docrease in
the sounds of the base of the lungs. Mild
edema of the fower limbs (1+) was also pres-
ent. Further physical examination showed
no other abnormal findings, except for a
positive Babinski sign, whereas other neu-
rological evaluations were normal,

During the second day of hospitali-
zation, the patient detenorated suddenly,
became lethargic, and experienced a gen-
cralized tonic<clomic sexaure for 30 manutes.
Further investigations uncovered a leukocy-
tosts, a high C-reactive protein kevel, and a
bikseral pleural effusson on the chest com-

NOT

After 3 days, no sigmficant response was
observed, and the patient was still confused
and agitated, and her speech was indistin-
guishable, At that point, further results on
the anti-NMDAR antibodies test were ob-
tained. and they were positive, which led
us to think of AE. Therefore, treatment with
intravenous immunoglobulin (IVIg) was
initiated (20 g daily), and a dramatic re-
sponse was obscrved; adalimumab was
discontinued, and treatment with 1VIg suc-
cessfully continued for 5 days, whereas there
was a significant improvement from the first
dose of the treatment. The patient, eventus
ally, was discharged after 9 days, in good
condition, and we put her on treatment with
leflunomide (20 mg, daily), prednisolone
(20 mg. daily), methotrexae (15 mg, weekly)
becase ctaneroept was ineffoctive. Affer 1 year,
there was no recurrence at her follow-up,
and the patient’s general condition was stable.

DISCUSSION

Autoimmune encephalitis is known as one
of the most common causces of acute nonn-

puted tomograply scan, wh

mmogaphy scan and magnetic resonance
imaging of lhc bran (wnh md without
¢ ) and ¢l logram were
all clear and normal. Mom‘cr a lumbar
puncture was performed, and the cercbro-
spinal luid (CSF) analysis was also in the
reference range, reported in detail in Table;
other laboratory tests are presented in Sup-
plementary Table 1, htpe/links. lww.com/
RHU/A208.

Empincal therapy with acyclovir, mtra-
venous antibiotics (vancomycin, ceftriaxone,
and ampicilling, and peednisolone (1 mgkg
of body weight) was initiated immeodiately
1o cover any probable mfctious encephalitis,

f encephalitis, and the possible triggers
for AE include tumors, infections, crypto-
genic causes, and autormmune discases. It
could have different chinical manifestations,
such as behavioral and psychological symp-
toms, autonomic d)sfmm. motor disor-
ders, and seizure.”

Moreover, ami-NMDAR encephalits
is on¢ of the most common causes of AE,
which was mitially reported in 2007 in
12 patients, 11 of whom had ovarian terato~
mas"; it should be noted that this condition
mostly affects young children and women,
Concerning anti-NMDAR encephalitis, some
recent studies incriminated adalimumab, as
it occurred in paticnts under treatment with

TABLE. Cerebrospinal Fluid Analysis of the Patient

Patient's Result Laboratory Reference Range
Opening peessure, em HO 10 $-20
WBC 2 <5
RBC 1 0
Protein, g/l 038 0.15-0.6
Glucose, mg/L 40 45-80
Microscopy No organisms seen
Culture No growth
Cytology No malignant cells detected
PCR Negative for herpes simplex virus | and 2 (HSV1 and 2)

WBC, white blood cells: RBC, red blood cells; PCR, polymerase chan reaction.
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