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Admission 1

New Signs/Symptoms

Background

*Chimeric antigen receptor (CAR) T-cell therapy was first approved for
treatment of select hematologic malignancies in 2017

. . . Dysarthria Shuffling gait
*T-cells are genetically modified to express antigen receptors Dysphagia Cognitive rigidity
targeting B-cell precursors R Masked facies Worsened anxiety

-Ciltacabtagene autoleucel is a CAR-T therapy which express two B- S [— Worsened BUE resting tremor Auditory hallucinations newly

cell maturation antibodies (BCMA) and a CD3-{ domain to increase i i New BUE postural, intention benevolently

lymphocyte activation D+5 D+13 D+26 tremors
DO D+11 D+19 D+34

Benztropine 0.5mg gHS START
Haloperidol decanoate 200mg q28D Quetiapine 25mg gAM
Olanzapine 7.5mg qHS Quetiapine 50mg qHS

Case Report e

Right facial droop Bradykinesia

Discussion

*69-year-old male with history of schizophrenia (complicated by
medication-induced resting tremor) and multiple myeloma treated Arplissions
with Ciltacabtagene autoleucel T-cell therapy

*Post-treatment course was complicated by CRS (grade 3) and ICANS. hiah CAR T-cell ) q ot
ICANS (grade 2); resolved with standard of care , NIQ -Cell expansion and persistence

-Post-infusion day 45 he developed right-sided Bell’s palsy and & z i *Relative risk following exposure to dopaminergic antagonists
new MNTs [P——— W e | o remains unclear

‘No improvement with changes to his antipsychotics | | L, BT D Gl *Only one published report of symptom remission with
ongeato | D+57 oansagnezsmsaan D+63 e D+104 treatment3

Haloperidol 5mg qD Olanzapine 10mg qHS

*Disordered movements returned to baseline with - e T o e e

Lorazepam 0.5mg ahead of meals

immunomodulatory therapy oo T [ i This patient's new parkinsonism resolved, however cognitive
changes remained

«Cognitive changes persisted . . . .
ICANS C Grading? «Available MNT reports focus on motor findings, little mention of
onsensus Grading cognitive symptoms

*May represent fertile area for future research and care

Encephalopathy Score 9 30 Common Neuropsychiatric CAR-T
Level of Consciousness Awakens Spontaneously Awakens to auditory stimuli Side Ef fects1

Seizure Activity None None R ef e r e n C e S

Elevated Intracranial Pressure; None None Cytokine Release ~95% Median onset: 7 days
Cerebral Edema Syndrome (CRS) Median duration: 4 days 1.Cohen AD, Parekh S, Santomasso BD, et al. Incidence and management of

CRS Consensus Grading2 immune Effector Cell- ~159%, Median onset: 8 days CAR-T neurotoxicity in patients with multiple myeloma treated with ciltacabtagene

_—_—_ A iated N toxicit Median duration: 4 d autoleucel in CARTITUDE studies. Blood Cancer J. 2022;12(2):32. Published
Parameter Grade 1 Grade 2 Grade 3 Grade 4 SSOocClate eurotoxicity edian duration ays 2029 Eob 24. doi10.1038/e41408.022.00629.1

Fever T=238C T=238C T=238C T=238C Syndrome (ICANS) | 2.Lee DW, Santomasso BD, Locke FL, et al. ASTCT Consensus Grading for

With Movement Median onset: 26.5 days Cytokine Release Syndrome and Neurologic Toxicity Associated with Immune

Hypotension None No pressor Vasopressor +/- Multiple and Neurocognitive Median duration: 70 days Effector Cells. Biol Blood Marrow Transplant. 2019;25(4):625-638.
requirement vasopressin Vasopressors Treatment- doi:10.1016/j.bbmt.2018.12.758

And/Or emergent Adverse 3.Graham CE, Lee WH, Wiggin HR, et al. Chemotherapy-induced reversal of
Hypoxia Low-flow Nasal Highflow Positive Events (MNT) ciltacabtagene  autoleucel-associated movement and  neurocognitive
el 87 INEIHRE e PlESETE toxicity. Blood. 2023;142(14):1248-1252. doi:10.1182/blood.2023021429

*MNT incidence reported at 4%!
*Possible risk factors include high tumor burden, grade =22 CRS,
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