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Prior to CAR-T:
Hold therapy & 
Bridging therapy



Factors Affecting CART Therapy Eligibility:
❖ Bulky/rapidly progressive disease increases risk of clinical deterioration 
during washout for leukapheresis /CAR T-cell manufacturing

❖ Severe cytopenia  unsafe apheresis, poor CAR T-cell yield

❖ High doses of alkylator            reduced lymphocyte counts & T-cell fitness for 
CAR T-cell manufacturing

Consensus guidelines and recommendations for the management and response assessment of CAR-t  therapy in clinical practice for 

RRMM: a report from the IMWG Immunotherapy Committee. Lancet Oncol 2024



Patients Selection
❖The following patients were excluded from KarMMa/CARTITUDE studies, safety 
of BCMA CART in these situations remains to be defined: 

• Active plasma cell leukaemia 

• Secondary CNS involvement

• Poor renal function (CCT<30 mL per min)

• Secondary amyloidosis 

❖Successful results from case reports are available

Consensus guidelines and recommendations for the management and response assessment of CAR-t  therapy in clinical 

practice for RRMM: a report from the IMWG Immunotherapy Committee. Lancet Oncol 2024



Distinction between holding therapy, bridging therapy and LD 
chemotherapy in the care of patient undergoing CAR-T

IMWG immunotherapy committee recommendation 

on sequencing immunotherapy for treatment of MM 

Leukemia 2025



Recommendations for myeloma treatment 
before leukapheresis:

Consider drug half-life, effect on number/fitness of T cells, and 
clinically feasible washout period to optimize the collected T cells for 
CAR T manufacturing

• Avoid lymphotoxic drugs [Bendamustine, HD cyclophosphamide, 
Melphalan, Fludarabine, HD steroids] where possible- should be 
avoided at least in 1–2 months before leukapheresis, possibly longer 

• A 14 days washout  period for chemotherapy drugs should be used 
when possible to allow T-cell count recovery

 • Radiation <5% of the BM, a washout period might not be needed

• LD corticosteroids IMIDs, venetoclax - a short half-life, 7 days 
washout period 



Recommendations for myeloma 
treatment before leukapheresis:

➢T-cell exhaustion is reported in patients who are refractory to / relapsed after 
BCMA T-cell engagers (TCEs)

➢Patients proceeding to CAR T immediately after TCE have higher risk of 
manufacturing failure and less durable responses 

➢A treatment-free period from bispecific antibodies might help improve T-cell 
fitness; a 4-week minimum washout period before apheresis is suggested 
regardless of TCE target

➢For patients who could qualify for both TCE and CAR T-cell therapies -considered 
for CAR T-cell therapy first 





Bridging therapy 



After leukapheresis (Bridging therapy): 

❖Bridging therapy (BT) is essential before CAR-T infusion 

❖Main aim: tumor de-bulking

❖Rapid PD/high tumor burden- associated with:

❖Shortened survival

❖Increased rates of CAR-T–related toxicities (more severe CRS, ICANS, late neurologic 
symptoms)

❖A recent analysis demonstrated an ORR of 12% to BT in patients treated with 
CAR-T outside of clinical trials in United States







After leukapheresis (Bridging therapy): 

❖Disease burden and previous kinetics of disease progression should guide the selection of BT

❖Patients with low disease burden that is not rapidly progressing, consider minimum therapy to 
limit disease progression during CART manufacturing to reduce risk of organ toxicities and 
serious side-effects that might delay/preclude CART-infusion

❖Priority for agents to which a patient’s disease has not become refractory

❖Preclinical data suggest IMIDs and anti-CD38 antibodies might improve T-cell function and 
CART activities 

❖Given the risk for CAR T-cell manufacturing failure, consider avoiding lympho-toxic drugs - re-
collection of T cells might be required 

❖If bridging therapy is used, consider completing at least 1 cycle prior to LD and a washout 
period of at least 1 week





After leukapheresis (BT): 

❖The effect of other BCMA-targeted therapy  immediately before CAR T-cell therapy is unknown; 
therefore, due to potential concern for down-regulation of antigen expression-not recommended if 
alternative therapies are available

❖Real-world data suggest that CAR-T after BCMA-targeted T cell–redirecting agent is associated with 
adverse outcomes. These analyses included patients who progressed upon treatment with a BsAb, with 
CAR-T cells being the salvage therapy 



TCE therapy is reasonable as BT if 
targeting a different antigen than CART
Talquetamab Bridging: Paving the Way to BCMA CAR-T Cell Therapy in RRMM 

- An ORR 62%

- 58 patients went on to receive CAR-T following talq bridging (45 cilta-cel; 13 ide-cel)

◦ 65% experienced CRS,  grade 3 CRS in 2 (3%) pts 

◦ ICANS occurred in 5 (8.6%) pts, 1 (1.7%) grade 3 ICANS 

◦ Only 1 pt had delayed NT (facial nerve palsy) at the last follow up

- Response was evaluable in 40 pts -  a response at day +30 in 39/40 (97.5%) pts

Dhakal et al ASH 2024



BsAb as Bridging to BCMA CART for RRMM

Fandrei et al BLOOD CANCER DISCOVERY Jan 2025

5 pts- TAL, 5 pts-TEC

9/10 patients received 

their first BsAb dose

before leukapheresis



Remission status after BT influences 
outcome after CAR-T cell therapy

Fandrei et al BLOOD CANCER DISCOVERY Jan 2025

ORR to BT PFS to CART according to BT 

RESPONSE

ORR to BT – sub 

groups

CRS according to BT
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