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ZUMA-7
AXI-CEL

TRANSFORM 
LISO-CEL

BELINDA
TISA-CEL

Median time to infusion 13 days NK 52 days 
Received ASCT 36% 47% 33%
Received CAR-T 94% 97% 96%
HGBCL with gene rearrangements
in MYC and BCL2, BCL6, or both

17% CAR-T
14% SOC

24% CAR-T
23% SOC

20% CAR-T
12% SOC

Cross-over Not permitted 66% 50.6%

Bridging therapy 36% only
glucocorticoids 63% 83.3%



Overall Survival with Axicabtagene Ciloleucel in Large B-Cell Lymphoma

Westin JR et al. N Engl J Med Volume 389(2):148-157 July 13, 2023
 

median follow-up of 47.2 months



Progression-free Survival
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Event-free Survival
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Deaths among Treated Patients (Safety Analysis Population).

Westin JR et al. N Engl J 
Med2023;389:148-157



BridgeRefractory Axi-celAph

1x 2x 3x 4x 5x 6x

CR Relapse
≤ 12 m

Patient Journey to CAR-T in 2L LBCL: the «brain to vein» vision  
Diagnosis*

1L treatment 

Ensure identification of early relapse****

Active
follow-up Bridge Axi-celAph

* Rosenwald A. et al. Blood. 2018; 132(Suppl 1): 344-344; Alaggio R. et al. Leukemia. 2022 Jul;36(7):1720-1748. Epub 2022 Jun 22; Johnson NA. et al.  J Clin Oncol. 2012; 30(28): 3452-3459; Fox CP et al. BR J Haematol 2024 Apr;204(4):1178-1192.
** Cheson BD. et al.  J Clin Oncol. 2014 Sep 20;32(27):3059-68; Eertink JJ. Et al. Blood Adv (2021) 5 (9): 2375-2384; Dührsen U et al. J Clin Oncol 2018 Jul 10;36(20):2024-2034.
*** Cheson BD. et al.  J Clin Oncol. 2014 Sep 20;32(27):3059-68; Kostakoglu L. et al. Blood Adv (2021) 5 (5): 1283-1290; Moskowitz CH. et al. J Clin Oncol. 2010 Apr 10;28(11):1896-903. 
**** Cheson BD. et al.  J Clin Oncol. 2014 Sep 20;32(27):3059-68; Moskowitz CH. et al. J Clin Oncol. 2010 Apr 10;28(11):1896-903; Locke FL et al. N Engl J Med 2022 Feb 17;386(7):640-654 ; SmPC Yescarta

High-risk patients

PD, SD 
PR

End of Treatment Evaluation***

Alert

Month 1 after the end of CT 

Month 5-6; Month 11

Interim Evaluation ** 

PD, SD, PR

CR

4



Jain. Biol Blood Marrow Transpl. 2019;25:2305. Kansagra. Bone Marrow Transplant. 2019;54:1868. 











Curative Potential of Axicabtagene Ciloleucel (Axi-Cel): an Exploratory Long-Term Survival 
Assessment in Patients with Refractory Large B-Cell Lymphoma from ZUMA-1

Lymphoma-Related Event-Free Survival (LREFS)
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‡

With ≥5 years of follow-up (median 63.1 months), the 5-year 
LREFS rate was 33.5% (95% CI, 24.4-42.9)



Lymphoma-Related Event-Free Survival  Among Patients Who 
Achieved CR

Among patients with a CR, the 5-year LREFS rate was 56.8% (95% CI, 43.1-68.4), with a plateau 
emerging in the curve by Month 36 
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Overall survival

Median (95% CI) follow-up for OS: 60.1 mo (59.1—62.2)

Total
(n = 257)

OS rate at 5 y, % (95% CI) 38 (32—45)

Patients with 
CR

(n = 136)

Patients with 
PR

(n = 51)

OS rate at 5 y, % (95% CI) 56 (46—65) 20 (10—33)

Time after liso-cel infusion, months
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Abramson et al Blood (2024) 144 (Supplement 1): 3125.
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OPEN QUESTIONS 











• Time from leukapheresis to infusion, known as vein-to-vein time (V2Vt)
• Impact on clinical outcomes
• adult patients with R/R LBCL who had received ≥1 prior line of therapy before treatment with axi-cel, tisa-cel, or liso-

cel. Clinical trials or observational studies, including prospective and retrospective studies, were included.
• A noninterventional post-authorization safety study (PASS) was facilitated using the CIBMTR registry, which

prospectively enrolled patients treated with commercial axi-cel in the US after ≥2 lines of prior therapy for R/R LBCL

Locke FL, et al. Blood Advances 2024 

«vein-to-vein» vision  



Patients treated with axi-cel 
had a significantly shorter
median V2Vt (30.6 days, 
95% CI: 28.3–33.0) when
compared with tisa-cel (48.4 
days, 95% CI: 42.9–52.9) or 
liso-cel (35.9 days, 95% CI: 
34.8–37.0), irrespective of 
geography or study design  

Meta-analysis for V2Vt and V2Vt subintervals

axi-cel

tisa-cel

liso-cel

Locke FL, et al. Blood Advances 2024 





Axi-cel response rates by V2Vt 

Panels show 
(A)response rate by V2Vt, 
(B) adjusted odds ratios of ORR and CR
(C) adjusted DOR by V2Vt in patients treated with 
axi-cel



Axi‐cel adjusted PFS and OS by V2Vt. 

Panels show (A) adjusted PFS and (B) adjusted OS by V2Vt in patients treated with axi-cel. 



real-world prospective observational study across 21 Italian
centers (CART-SIE) compares axicabtagene ciloleucel (axi-cel) 
and tisagenlecleucel (tisa-cel) out- comes in 485 patients with 
relapsed/refractory large B-cell lymphoma with baseline 
characteristics matched by stabilized inverse propensity score 
weighting. 

Stella F. et al. Blood Cancer Discov (2024) 5 (5): 318–330.



Survival from infusion of tisa-cel vs. axi-cel before (continuous line) and after (dotted lines) PS weighting. A, OS. B, PFS. 

Stella F. et al. Blood Cancer Discov (2024) 5 (5): 318–330.

PFS at 1 year AXI 46.5% vs.TISA 34.1%, P = 0.0009)



Stella F. et al. Blood Cancer Discov (2024) 5 (5): 318–330.

OS according to response to bridging therapy. 
PFS according to response to bridging therapy. 



Stella F. et al. Blood Cancer Discov (2024) 5 (5): 318–330.

PFS axi-cel vs. tisa-cel in patients not responding to bridge 
therapy. 

PFS in patients receiving pola-based bridging therapy vs. other
type of bridging therapy. 

Axi-cel PFS was superior to tisa-cel (37.5% vs. 
22.7%, P = 0.0059)



Autologous transplant or CAR-T therapy in patients with DLBCL treated while in 
complete remission? 

360 patients with LBCL who received auto-HCT (n = 281) or CAR-T (n = 79) while in a CR 

Shadman M, et al.  Blood Cancer J. 2024



Shadman M, et al.  Blood Cancer J. 2024





Esempi di modelli organizzativi a livello regionale



Esempi di modelli organizzativi a livello regionale



Esempi di modelli organizzativi a livello regionale



Il problema del «DRG»



Take Home Messages 
• CAR T-cell therapy has made a significant impact in the treatment of relapsed

and refractory (R/R) DLBCL. 
• There are significant barriers to timely administration of CAR T. 
• Vein-to-vein time (time between leukapheresis and CAR T infusion) is an 

important barrier reported by clinical trials. 
• In the real world, administration of CAR T may be further delayed due to 

financial «problems»
• The time between CAR T referral and infusion (brain-to-vein) in the real-world 

is unknown. 
• Understanding the barriers to timely administration of CAR T is crucial to 

expanding the access to CAR T for patients with R/R DLBCL
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