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Bridging Therapy - The Balance Between Efficacy and Toxicity

Low toxicity (Plt, PMN, infection, organ failure)

Effective (able to reduce the tumor burden à
LDH, MTV, CR/PR..)

Referral Apheresis Infusion
BRIDGING TPHOLDING TP

Washout Washout

Low toxicity (Ly > 100/mmc)
T-cell fitness (no Benda)

Effective



Bridging Therapy - The Balance Between Efficacy and Toxicity

• Predict time to CAR T-cell infusion
• Disease burden
• Prior treatment 
• Comorbidities
• Potential toxicity

Chemotp +/- Immunotp +/- Small molecules +/- RT +/- Steroids



Bridging Therapy – ZUMA 2

a. BT therapy may be considered for any subject, particularly those with high disease burden at screening (eg, > 25% marrow involvement and/or ≥ 1000 leukemic phase
mantle cells/mm3 in the peripheral circulation); BT has to be completed < 5 days before initiating LD, PET-CT was require post BT. 

Modified from Wang ML, Abs 1120 ASH2020



Bridging Therapy – ZUMA 2

Wang ML et al, N Engl J Med 2020;382:1331-42.

«The majority of the 17 pts who had
assessments both before and after BT
had an increase in the median tumor
burden after the receipt of BT».



Bridging Therapy – TRANSCEND 001

Wang M et al, J Clin Oncol 2023;42:1146-1157

.



Bridging Therapy – RWE: US Lymphoma CART Consortium

Wang Y, J Clin Oncol 2022; 41:2594-2606.

. 

ORR: 33%

68%
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Bridging Therapy – RWE: DESCART

Herbaux C, Hematologica 2024.
. 

126/152 (83%)



Bridging Therapy – RWE: DESCART

Herbaux C, Hematologica 2024.
. 

The need of BT and the response after it are 
significantly associated with OS from infusion (OS 
at 12 mo: 58% vs 80% vs 84%)



Bridging Therapy – RWE: CART-SIE

Stella F, et al. Br J Hematol 2025.
. 

No response                                             68 (72%)                                 41(67%)



Bridging Therapy – RWE: CART-SIE

Stella F, et al, Br J Hematol 2025.
. 

BT correlated with the in vivo expansion of CAR T-cells



• No standard approach for BT, in particular in cBTKi refractory patients

• RT provides rapid cytoreduction and has retained efficacy for chemorefractory
disease. Moreover has known immunomodulatory properties, raising the
possibility of immune synergy with CAR T à can be an option for localized
bulky disease

• Non–cross-reactive immunochemotherapy? Although R-BAC is a valuable
third-line option after covalent BTKi, use of bendamustine before/after
apheresis is generally discouraged.

• Other experimental non-chemotherapeutic approaches (Zilovertamab?
Glofitamab?)

Conclusions



Conclusion – is continuing with covalent BTK a good option?

Stella F, et al, Br J Hematol 2025.
. 

• Continue cBTKi regardless of PD to avoid disease flare?
• Earlier intervention à PRIMA CART STUDY
• Non covalent BTKi ?
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