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Background

Progressive multifocal leukoencephalopathy (PML) is a rare and often fata l infectious disease of the central nervous system caused by reactivation of the 

John Cunningham virus (JCV) in immunocompromised patients. Current therapeutic strategies primarily focus on restoring immune competence, a challenging 

task in solid organ transplant recipients. Recently, treatment with allogeneic JCV-specific T cells has emerged as a promising therapeutic approach.

Case report

We report the case of a 66-year-old woman who underwent bilatera l lung transplantation for severe chronic obstructive pulmonary disease and was on 

immunosuppressive therapy with tacrolimus, mycophenolate mofetil, and corticosteroids. Approximately one year post-transplant, she developed expressive 

language dis turbance. Brain CT scan and MRI revealed subcortical demyelinating lesions in the left temporo-parietal-occipital region (Figure 1 and 2), and 
cerebrosp inal fluid PCR testing was positive for JCV-DNA, confirming the diagnosis of PML.

Intervention
Given the lack of effective antiviral therapies and the necessity to maintain some level of immunosuppression, treatment with allogeneic JCV-specific T 
cells was proposed. After careful reduction of immunosuppressive therapy, the patient received two infusions of allogeneic JCV-specific T cells two weeks 

apart. The therapy was well tolerated, with no significant adverse effects.

Outcomes
Clinically, a progressive improvement in language ab ilities was observed, corroborated by repeated speech therapy assessments. Follow-up magnetic resonance 

imaging showed gradua l resolution of demyelinating les ions with malacic evolution. Cerebrospinal fluid analysis performed two months after therapy demonstrated 
negativization of JCV-DNA. Six-month clinica l and neuroradiologica l follow-up (Figure 3) confirmed disease stabilization.

Discussion and conclusions

Allogeneic JCV-specific T cell therapy proved to be effective and safe

in the treatment of PML in a lung transplant recipient.
This case supports the potential role of this novel therapeutic strategy

in managing severe acquired immunodeficiency-associated PML.
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F igure 1A. Brain  F LAIR ( left) , DW I (middle) a nd  contrast -enha nced ( right) M RI sequences showing 
PML le ft tempora l lesion a t the dia gnosis.

F igure 1B. Brain  F LAIR ( left) , DWI (middle) a nd  contrast -enha nced (right) M RI sequences showing 
PML left parietal-occ ipital lesion a t the dia gnosis.

F igure 2A. Brain  F LAIR ( left) , DWI (middle) a nd  contrast -enha nced (right) M RI sequences showing 
PML le ft tempora l lesion pre-trea tment.

F igure 2B. Brain  F LAIR ( left) , DWI (middle) a nd contrast -enha nced (right) M RI sequences showing 
PML left parietal-occ ipital lesion pre-trea tment.

F igure 3A. Brain  F LAIR ( left) , DW I (middle) a nd  contrast -enha nced ( right) M RI sequences showing 
PML left tempora l lesion post-trea tment.

F igure 3B. Brain  F LAIR ( left) , DWI (middle) a nd  contrast -enha nced (right) M RI sequences showing 
PML left parietal-occ ipital lesion post-trea tment.
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