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ABSTRACT

21 year old female with no significant past history presented with altered mental status as noted by her family
members. Two days prior to presentation, she started becoming increasingly restless, tearful, loud and irritable.
Social or functional status has been reported as well. Of note, she was evaluated for a skin rash involving her
mouth, palms and soles two month prior to presentation and was diagnosed with possible hand-foot-mouth disease.
On admission, patient vital signs were notable for. A Petechial rash was noted in the mouth, palms and soles
bilaterally. Mental status examination was notable for severe agitation, labile mood, tangential thought process and
delusions. Initial laboratory studies were significant for white blood count of 2100/mm®, red cell count of 3.24/mm®
and platelets of 77000/mm. EKG confirmed sinus tachycardia. Urine drug screen was negative. Lumbar puncture
showed normal CSF cell count was normal with normal protein. Patient was started on quetiapine and Haldol.
Further [aboratory testing revealed erythrocyte sedimentation rate of 24 mmvh, positive ANA with titer of 320, Anti
dsDNA of >300, low C3 and C4 complement level of 38 mg/dl and 3 mg/dl respectively. MRI and MRA were normal
and EEG revealed mild diffuse background slowing indicating mild diffuse cerebral dysfunction. Rheumatology was
consulted due to concern for lupus cerebritis based on high ANA titers, evidence of vasculitis on skin examination,
abnormal EEG and exclusion of other more common etiologies. Patient was started on 1 gram methyl prednisolone
after which she showed considerable improvement in mentation with normalization of her thought content and
process. Our case also illustrates the importance of maintaining a high degree of clinical suspicion of NPSLE even
with a paucity of evidence of clinical systemic activity.
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INTRODUCTION

Systemic lupus erythematosus (SLE) is an autoimndisease predominantly affecting women with a penee of
20 to 150 cases per 100,000 (1-3). Neuropsychiatpas (NPSLE) is the most prevalent manifestabbhupus
affecting 14% to over 80% adults (4-6) and is aisged with increased morbidity and mortality. Thbug
rheumatologic diseases are difficult to diagnos#elay may lead to serious consequences. We prisenase of a
21 year old female who did not receive timely tneamt due to a delay in diagnosis of SLE which legatient
presenting with NPSLE and requiring ICU admissiare do sudden alteration in mental status. The Acaari
College of Rheumatology (ACR) has identified 19afiént ways that lupus can affect nervous systeotding the
brain. This complication of lupus is known as n@sychiatric lupus, or NPSLE. Compiled research satgthat as
many as 90 percent of adults, adolescents, andrehilwith lupus will at some time experience theadtating
effects of NPSLE (7).

Despite this, involvement of the Central nervoustam is one of the least understood areas in rhlogg at the
moment. Even after decades of extensive resedremechanisms of how lupus attacks the nervousmsyst how
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to prevent damage is unclear.The most common coatgh of NPSLE is cognitive dysfunction, meaning
difficulty concentrating or reasoning and problewith memory and recall. These symptoms can disalispects
of life, including the ability to plan, work, orgexe, and learn, visual-spatial processing, anddagg. For children
and adolescents especially, this effect of NPSLEahool performance is a major concern. Addediktirden is
that NPSLE occurs frequently, early in the courfséhe disease, and with great severity in childséh lupus.

Yet other symptoms can be life-threatening, inclgdseizures and strokes. These manifestations ean rhajor
cause of iliness, severely diminished quality f&,land even brain damage and death (8).

CASE PRESENTATION

21 year old female with no significant past medibtory presented to our emergency departmengltered
mental status as noted by her family members. Taw gbrior to presentation, she started becoming@singly
restless, tearful, loud and irritable. She was asticed by her family to be pacing up and dowrhér room,
speaking gibberish, disoriented to her surroundanys refusing to eat or shower. Collateral hisfooyn the father
revealed that the patient did suffer a declineen social or functional status prior to this episoBatient’s father
did not endorse any prior history of psychiatriofgems in the patient or any of the family memb&snote, she
was evaluated for a skin rash involving her moygalms and soles two month prior to presentation \&ad
diagnosed with possible hand-foot-mouth diseaser&was no evidence of illicit drug use. On admisspatient
had stable vitals but for tachycardia with heat¢ @ound 140/min. A Petechial rash was notedemtbuth, palms
and soles bilaterally. Mental status examinatiors watable for severe agitation, labile mood, tatigethought
process and delusions. Initial laboratory studiesewsignificant for white blood count of 2100/fhed cell count
of 3.24/mnt and platelets of 77000/mimEKG confirmed sinus tachycardia. Urine drug sere@s negative. CT
scan of the head was negative for acute intradran@cess. Lumbar puncture was performed due teeronfor
possible encephalitis but the CSF cell count wasnab with normal protein. Patient was later transfd to
intensive care unit for further monitoring and weilkp of sudden alteration in mental status. Negsglofectious
disease and psychiatry were consulted. Patientstaated on quetiapine and Haldol. Further laboyatesting
revealed erythrocyte sedimentation rate of 24 mimdsijtive ANA with titer of 320, Anti dsDNA of >3Q0ow C3
and C4 complement level of 38 mg/dl and 3 mg/dpeesively, ribosomal P protein of 6.8, RNP Ab of, &nith
antibody of >8, chromatin Ab >8 and SM/RNP Ab >&tdfisive laboratory testing was negative for hegieplex,
EBV, HIV, Lyme disease, Coxsackie, Bartonella, W#¢ virus. NMDA receptor antibody IgG was <1:Hlood
and urine cultures were negative. MRl and MRA weoemal and EEG revealed mild diffuse backgrounavisig
indicating mild diffuse cerebral dysfunction. Rheatoiogy was consulted due to concern for lupusteéie based
on high ANA titers, evidence of vasculitis on skexamination, abnormal EEG and exclusion of otheremo
common etiologies. Patient was started on 1 granhyiprednisolone after which she showed considerabl
improvement in mentation with normalization of Hkeought content and process. She was diagnosedmatd
disorder secondary to NPSLE based on the abserechisfory of psychiatric illness, lack of a progha period, the
sudden onset of behavioral alteration and rapidamese to medical pharmacotherapy. She was switgliagys later
to oral prednisone and hydroxycholoroquine.

DISCUSSION

In 1999, the American College of Rheumatology (AGHRIped standardize determination of neuropsydbiatr
manifestations in SLE by establishing case defingifor 19 neuropsychiatric syndromes, dividingrihiato two
broad categories: central and peripheral (9). Sincepatient did not have a previous diagnosisLd,Sve first had
to confirm the diagnosis of SLE based on the ACRega (10). Our patient had oral ulcers, hematmog
abnormalities leukopenia and thrombocytopenia Veitioratory evidence of elevated ANA titer, positiveti Smith
and Anti ds DNA antibodies which meets the diagicasiteria for SLE.

Once the diagnosis criteria of SLE were met we well all the diseases that could have been caubing
presenting symptoms of acute alteration in menttus and psychosis in our patient. ACR criteria N6°SLE
requires at least one of the 19 case definitiortsetmet to diagnose NPSLE. Our patient did havéeamenfusional
state and psychosis which was confirmed on ingialuation by our psychiatry department. The nép svas to
determine the etiology of neuropsychiatric mandgsehs as to having a functional or organic baBiese diagnosis
of NSPLE is a clinical challenge and needs to belenan a case-to-case basis after careful exclusfiasther
possible etiologies and supportive evidence fronmolegical and neuroimaging studies. Various etiaab
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mechanisms have been proposed to be causal to NBlUging autoantibody, vasculopathic and inflanong
cytokine (11).

Various serological markers have been proposeé tasbociated with CNS lupus, most notably anti-Silnoal NP.
However, a recent meta-analysis reported anti-RiNIRate limited specificity of 80% for NPSLE (14)uOpatient
had normal CRP and ESR (0.3, 24), uncharacteridtian actively inflammatory state. Studies haveedathat
neurological manifestations can occur even in theeace of clinical systemic activity and that thare no
significant difference in clinical characteristiostween NPSLE patient and a SLE patient withoutopychiatric
manifestations suggestive of the fact that no cdihfactors predict NPSLE (12,13)

MRI imaging is very sensitive and is the imagingdst of choice for detecting subtle vascular iscteetasions
noted in CNS lupus characteristically showing npldtj small, punctate areas of increased signakavgntricular
or subcortical white matter of both cerebral hemées (14). However, studies have shown normal StRahs in
upto 40% of patients with a wide variety of 1999 R@efined NPSLE syndromes (15). NPSLE patients wih
findings on the conventional MRI scans may be hdetectable abnormalities on more advanced quandtMRI
techniques including Magnetic resonance spectrgsangd Magnetic transfer imaging(16). Using MT ffuie grey
matter damage has been observed reflecting neuiopaly from possible anti-neuronal antibody medéht
processes undetectable on the conventional MRIss(20). Studies have noted EEG to be 80% sensiti&LE
patients irrespective of CNS lupus activity, withltd and theta wave activities observed to be wnifipdings
(17).EEG in our patient revealed presence of miftlsk background predominating in the delta aretahrange
indicating mild diffuse cerebral dysfunction. Owtignt improved considerably after receiving mgthgtinisolone
which corroborates with the suspected diagnosiRSLE.

CONCLUSION

NPSLE is major diagnostic challenge that shouldrizele on a case to case basis after careful excle$iother
etiologies and supportive evidence from serologisatkers, CSF analysis, and neuro-imaging stu@es.patient
met the ACR 1999 criteria for NPSLE and had highAAtiters, positive anti-RNP, EEG abnormalities. MiRhs
normal which might have warranted more advanced M®Aging techniques given the fact that significant
percentages of NPSLE patients have undetectablermblities on the conventional MRI scans. Howetkese
imaging modalities might not be available in mastatment centers and should not delay treatmecases with
high clinical suspicion. Our case exemplifies thaltenges faced in making a diagnosis and detengitiie basis
for the underlying psychosis of NPSLE. Our case dlsstrates the importance of maintaining a higygree of
clinical suspicion of NPSLE even with a paucityeeidence of clinical systemic activity.
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