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Chronic Lymphocytic Leukaemia (CLL) is associated with immunosuppression, and 
poor response to COVID-19 vaccination.

Observational studies demonstrate particularly poor responses to COVID-19 
vaccination in those taking BTKi drugs, and  improved responses off therapy.1,2,3

No previous randomised trials have assessed whether pausing BTKi therapy, 
rather than continuing as usual, improves response to COVID-19 vaccination in 
CLL.

Primary Objective: 

• To assess the effectiveness of a 3 week pause in BTKi, rather than continuing 
treatment as usual, on anti-spike-RBD antibody levels 3 weeks after COVID-19 
vaccination.

Secondary objectives:

• To assess anti-spike-RBD antibody levels 12 weeks after vaccination

• To assess neutralisation and T cell responses at baseline and 3 weeks after 
vaccination

• To assess self-reported and blood markers of disease activity and quality of life 
at 3 and 12 weeks after vaccination
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Study design: Randomised controlled trial

Participants: Adults with well controlled CLL, and on BTKi drug for at least 12 
months

Intervention: pause BTKi drug for 1 week before and 2 weeks after COVID-19 
vaccination

Control: continue BTKi drug as usual before and after COVID-19 vaccination

Primary outcome: SARS-CoV-2 spike RBD-specific antibody titre 3 weeks after 
vaccination (Roche)

Secondary outcomes: anti-spike RBD antibody at 12 weeks; neutralisation; self-
reported quality of life; compliance; T cell ELISpot responses

Trial registration: ISRCTN14197181

Cellular responses were detected in nearly all 
participants. 

No difference was observed in the cellular response to 
SARS-CoV-2 ancestral virus (B.1) or the recent XBB 
variant of concern between those that paused or 

continued on BTKi therapy at 3 weeks post vaccination.  

No difference in neutralisation to SARS-CoV-2 ancestral virus (B.1) or subsequent variants of 
concern were observed between those that paused or continued on BTKi therapy at both 3 

weeks and 12 weeks post vaccination.  

Self-reported lymphadenopathy was reported in 4/47 
(9%) in the pause group at 3 weeks after vaccination, 
which reduced to one (2%) participant by 12 weeks. 

No participants in the continue group reported any 
lymphadenopathy. 

Two participants sought National Health Service care 
before the 3-week follow-up and both were in the 

pause group. No participants required hospital 
admission.

No difference was observed in response rate or antibody titre between those that paused or 
continued on BTKi therapy. Post-hoc analysis showed amongst those able to generate an 

antibody response, pausing did not enhance the magnitude of antibody titre. 

Vaccine type received

Trial profile 

No difference in antibody titre was observed between the 2 study arms. No difference in sero-conversion rates were observed either.  An increase in 
self- reported lymphadenopathy was observed in the pause arm compared to the continue arm. 

Pausing BTKI around the time of vaccination is not recommended. 
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