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Comorbidità: Cardiopatia ischemica cronica con lieve riduzione della funzione sistolica globale, 
ipertensione arteriosa 

Raccordo anamnestico: 

à 2017  LNH Follicolare G1-G2 Watchful waiting

à 2021 versamento pleurico bilaterale e pericardico con tessuto ipodenso di natura linfonodale 
che interessa l’atrio dx

à DLBCL GC "double expressor "         Es. citologico da toracentesi   positivo per cellule linfomatose 

ECG/ECOCARDIOCOLORDOPPLER (14.05.21): ECG: Tachicardia sinusale a FC 122 bpm. Normale conduzione atrio-ventricolare. Blocco di branca destro
completo. Anomalie secondarie della ripolarizzazione. ECO: Radice aortica di dimensioni normali, sclerosi delle semilunari. Ventricolo sinistro con volumi normali, ipertrofia del setto, cinesi
globale moderatamente depressa FE 48%. Sclerosi dell’endocardio valvolare mitralico, lieve rigurgito e pattern di riempimento come da disfunzione diastolica di I grado. Atrio sinistro
ingrandito. Sezioni destre nei limiti, ventricolo destro normocinetico (TAPSE 20mm). Presenza di versamento pericardico circonferenziale in parte saccato senza segni, al momento, di
compromissione emodinamica

firma consenso informato per partecipazione allo studio randomizzato open-label di fase III NLG-LBC7 (POLAR BEAR)   
à Braccio A: R-mini-CHOP per 6 cicli



à C1

à dopo nulla osta cardiologico pratica II e III ciclo   (ripetuti accessi per aritmie e toracentesi)

à rivalutazione SD 

à Paziente in SD, prosegue trattamento come previsto dal protocollo.
21.07.21: 4° R-miniCHOP
11.08.21: 5° R-miniCHOP
01.09.21: 6° R-miniCHOP

Programma terapeutico di II linea: R-miniDHAP per 2-3 cicli (in base alla tollerabilità) e successiva rivalutazione.

à pratica 2 cicli ……….. Tossicità ematologica di grado 3, continua toracentesi 

à rivalutazione PD 

à rivalutazione PD 

à inizia III linea:  lenalidomide 15 mg /die   21 gg 

g +20   Fibrillazione Atriale à UTIC digossina



à rivalutazione post 4 ciclo PR… ?



Considerazioni:

1) In corso 5° ciclo … pz asintomatico, ancora citopenia ma riesce a completare il ciclo 

2)    Risposta parziale…. Come proseguire?

§ Farmaco ben tollerato

§ Non gravato da importante tossicità ematologica

§ Miglior controllo della malattia sistemica

§ Ma…. il passaggio attraverso la  barriera ematoencefalica….
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PRIMARY OBJECTIVES: I. To determine the maximum tolerated dose
(MTD) and recommended phase 2 dose (RP2D) of lenalidomide in
combination with Tafasitamab in patients with relapsed central nervous
system (CNS) lymphoma (Phase 1). II. To evaluate the clinical benefit rate
of Tafasitamab in combination with lenalidomide in relapsed CNS
lymphoma (Phase 2). SECONDARY OBJECTIVES: I. To describe the
toxicities of Tafasitamab in combination with lenalidomide in relapsed
CNS lymphoma. II. To describe the efficacy of Tafasitamab in combination
with lenalidomide in relapsed CNS lymphoma. EXPLORATORY
OBJECTIVES: I. To obtain pilot information about CSF penetration of
Tafasitamab as well as CSF partition coefficient of lenalidomide in
combination with Tafasitamab to evaluate possibility that Tafasitamab
enhances CSF penetration of lenalidomide to an extent greater than
CSF/plasma partition coefficient of lenalidomide which was 20% at 15 and
20 milligram (mg) dose levels. II. To evaluate the relationship between
tumor mutational profile and response to Tafasitamab plus lenalidomide,
via whole exome sequencing of diagnostic specimens. II. To evaluate
change in immune cell phenotypes in CSF and blood in patients via flow-
cytometry of natural killer (NK) cell, T-cells and CSF
monocytes/macrophages in patients treated with combination
Tafasitamab plus lenalidomide. IV. To evaluate the relationship between
CSF cytokine microenvironment such as Interleukin-10 (IL-10), Chemokine
ligand 13 (CXCL13), etc. as well as CSF metabolites, including energy
metabolites and neurotransmitters, and response to combination
Tafasitamab plus lenalidomide Tafasitamab, PFS, OS, and neurocognitive
endpoints. V. To test the hypothesis that Tafasitamab in combination with
lenalidomide impacts blood-brain barrier permeability associated with CNS
lymphoma lesions, as assessed by albumin levels and MRI vascular
permeability imaging metrics. VI. To explore the correlation between
immune cell subsets and response and/or resistance to
lenalidomide/Tafasitamab. VII. To evaluate the relationship between
Minimal Residual Disease status (MRD) and response and PFS using
either circulating tumor DNA or Clonoseq technologies. STUDY DESIGN:
This is a single arm open-label multicenter phase I/II investigation of
combination lenalidomide/Tafasitamab in patients with relapsed CNS
lymphoma.During the phase 1 portion of the study, the investigators will
examine three dose levels of Lenalidomide (10mg, 15mg and 20mg) in
combination with Tafasitamab at a dose of 12 mg/kg. After MTD/RP2D is
determined during phase 1, the phase 2 portion of the study will begin
enrollment to the established dose. Participants will be followed for AEs
90 days after last dose/decision to discontinue treatment, or new
treatments are administered and followed for overall survival/disease
status for up to 1 year after last dose. Participants may continue study
treatment until disease progression.



Phase 1 (Tafasitamab, Lenalidomide)
Participants will be given 12mg of 
Tafasitamab on days 1, 4, 8, 15, and 22 
of cycle 1, days 1, 8, 15, and 22 of 
cycles 2 & 3, and days 1 and 15 for any 
cycle thereafter. Participants will also be 
given daily Lenalidomide on days 1-21 of 
each cycle.

Phase 2 (Tafasitamab, Lenalidomide)
Participants will be given 12mg of 
Tafasitamab on days 1, 4, 8, 15, and 22 of 
cycle 1, days 1, 8, 15, and 22 of cycles 2 & 3, 
and days 1 and 15 for any cycle thereafter. 
Participants will also be given daily 
Lenalidomide on days 1-21 of each cycle at 
the recommended phase 2 dose.



GRAZIE


