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Maschio, 62 anni

APR:
2019: adenoCa polmone sottoposto a lobectomia polmonare superiore dx + chemoterapia neoadiuvante.
2019 à 2021: controlli negativi per recidiva della neoplasia polmonare.

Novembre 2021
ü Comparsa di adenopatie laterocervicali e sovraclaveari bilaterali; rinolalia
ü Sintomi sistemici B
ü LDH 428 (max 220)
ü ECOG PS 2
ü TAC/PET total body: ipercaptazione della parete posteriore del rinofaringe, regione tonsillare; plurime e

confluenti adenopatie in quasi tutte le stazioni linfonodali sovra e sottodiaframmatiche; captazione
splenica; captazioni sottocutanee; captazione ossea diffusa

ü RMN encefalo: infiltrazione ORL e parotidea; ipertrofia ghiandole lacrimali e muscoli retti inferiori, palpebre,
nervi infraorbitari



Maschio, 62 anni

Novembre 2021
ü Biopsia linfonodale: DLBCL non-GCB sec. Hans, Ki-67 95%, BCL2 (100%) e c-MYC (20%) in

immunoistochimica, FISH negativa per traslocazioni BCL2, BCL6 e C-MYC
ü MYD88 positivo
ü Biopsia osteomidollare e aspirato midollare: infiltrato da parte di linfoma a grandi cellule B del 55%
ü Rachicentesi diagnostica: citoflussimetria compatibile con meningosi linfomatosa

DLBCL non-GCB sec. Hans, Ki-67 95%, BCL2 (100%), IPI 4, CNS-IPI 4, stadio IV B
R-CODOX-M/R-IVAC

Terapia di induzione complicata da: insufficienza renale acuta durante Mtx e infezione Sars-Cov2 sintomatica.



Maschio, 62 anni

DLBCL non-GCB sec. Hans, Ki-67 95%, BCL2 (100%), IPI 4, CNS-IPI 4, stadio IV B
R-CODOX-M/R-IVAC

Terapia di induzione complicata da: insufficienza renale acuta durante Mtx e infezione Sars-Cov2 sintomatica,
risolte senza sequele.

Rivalutazione di malattia:
- Aspirato midollare e biopsia osteomidollare negativi
- Rachicentesi: citoflussimetria negativa
- RMN encefalo: regredita l’ipertrofia dei nervi infraorbitari
- PET: Persistenza di malattia linfonodale e ORL; Deauville Score 5.

Eseguita linfocitoaferesi per CAR-T
Eseguita II linea: R-Gemox, con progressione dopo un ciclo di terapia.



Patient selection is primarily guided by the AIFA approved 
indications 

§ Age 18-75 (axi-cel and tisa-cel); > 18 (brexu-cel)
§ Histotypes according to product specification
§ Active uncontrolled infections à no use

§ ECOG > 1 à no use
§ HBV/HCV/HIV active infection à no use
§ Venous thrombosis in the last six months à no use
§ Active CNS disorder or primary CNS lymphoma à selected cases
§ Previous allo-SCT à selected cases

§ Adequate renal (eGFR > 60 ml/min), hepatic, pulmonary or cardiac function (LVEF >50%)
§ Prior anti-CD19 therapy à repeat biopsy to prove the presence of CD19
§ ANC > 1000,  Hb > 8, PLTS > 75.000, ALC >100



CAR T-Cell Therapy: more than one step

Median manufacturing time: 17-28 days

Patients undergo lymphodepleting (and possibly salvage/bridging) therapy

Majors. EHA 2018. Abstr PS1156. Lim. Cell. 2017;168:724. Sadelain. Nat Rev Cancer. 2003;3:35. 
Brentjens. Nat Med. 2003;9:279. Park. ASH 2015. Abstr 682. Axicabtagene ciloleucel PI. Tisagenlecleucel PI.
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Bridging therapy?

Michael J. Dickinson, Carmelo Carlo-Stella, Franck Morschhauser, Emmanuel Bachy, Paolo Corradini, Gloria Iacoboni, Cyrus Khan,
Tomasz Wrobel, Fritz Offner, Marek Trněny, Shang-Ju Wu, Guillaume Cartron, Mark Hertzberg, Anna Sureda, David Perez-Callejo, Linda
Lundberg, James Relf, Mark Dixon, Emma Clark, Kathryn Humphrey, and Martin Hutchings



Male, 62 years, DLBCL non-GCB sec. Hans, Ki-67 95%, BCL2 (100%), IPI 4, CNS-IPI 4, stage IV B
Primary refractory to R-CODOX-M/R-IVAC; R-Gemox.

Bridging therapy: Glofitamab.

25/JUL I inf 2.5 mg

01/AUG II inf 10 mg

08/AUG III inf 30 mg

31/AUG IV inf 30 mg

21/SEP V inf 30 mg

23/JUN/2022 20/SEP/2022



25/JUL I inf 2.5 mg

01/AUG II inf 10 mg

08/AUG III inf 30 mg

31/AUG IV inf 30 mg

21/SEP V inf 30 mg

23/JUN/2022 20/SEP/2022

Male, 62 years, DLBCL non-GCB sec. Hans, Ki-67 95%, BCL2 (100%), IPI 4, CNS-IPI 4, stage IV B
Primary refractory to R-CODOX-M/R-IVAC; R-Gemox.

Bridging therapy: Glofitamab.



Male, 62 years, DLBCL non-GCB sec. Hans, Ki-67 95%, BCL2 (100%), IPI 4, CNS-IPI 4, stage IV B
Primary refractory to R-CODOX-M/R-IVAC; R-Gemox.

Bridging therapy: Glofitamab.

The patient achieved a clinical condition in terms of control disease (PR) and 
ECOG PS (0) that allowed the use of CAR-T cells.Tisa-celAxi-cel

Lymphodepleting chemotherapy: Bendamustine 90 mg/mq
09/NOV/2022: CAR-T Tisa-cel infusion

ü CRS grade 1
ü ICANS 0
ü Grade 4 neutropenia
Tixagevimab+Cilgavimab as SarsCov2 prophylaxis





In vivo expansion is associated with 
response and survival 

C10 could represent an early biomarker to predict response and survival in vivo on an individual 
patient level, regardless of the IP used

median C10: it was selected to dichotomize the population into Expanders & Poor-Expanders
Response à CR + PR by day 90 after CAR T



Before CAR-T infusion Day + 30 CR à Day +90 CR

Male, 62 years, DLBCL non-GCB sec. Hans, Ki-67 95%, BCL2 (100%), IPI 4, CNS-IPI 4, stage IV B
Primary refractory to R-CODOX-M/R-IVAC; R-Gemox.

Bridging therapy: Glofitamab. 09/NOV/2022 CAR-T cells infusion.
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