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3. HYPOTHEISIS AND SAMPLE SIZE

Hypothesis: | | | o . Trial Number: ISRCTN51675454
We hypothesise that an intermittent treatment strategy using BTKI including
 EudraCT/CTIS Number: 2021-005854-27

Ibrutinib or acalabrutinib, will reduce treatment-emergent resistance and thus be Cere
at least non-inferior to continuous treatment with regards to time to treatment * Currently  STATIC trial Is  open 1o
strategy failure whilst reducing resource impact for the NHS and improving Lefclfg'et;nse”t n UK running from University

quality of life. - - . . . * The trial has been amended recently to
Number of participants: 800 participants will be randomised into the nelude the utilization of acalabrutinib in

randomisation trial over a 6-year period with ~45% coming from ibrutinib-based relapsed refractory cohort.
treatment arms of the frontline CLL trial FLAIR and ~55% receiving ibrutinib or . As of 13.5.2025, 164 participants have

the safety and overall survival of patients with CLL receiving acalabrutinib off-trial (via NHS access) for previously treated for CLL. An been randomised, and 12 participants are
long-term continuous treatment with ibrutinib. additional cohort of ~30 patients from the ibrutinib-based treatment arms of treated on the clinical need cohort.

2 AIMS AND OBJECTIVES FLAIR will be enrolled to a non-randomised Clinical Need Cohort to receive

. . . . . continuous ibrutinib.
* Aim:The primary aim was to assess whether patients with

1. INTRODUCTION

* Continuous BTK inhibitor therapy leads to improved
outcomes but can induce resistance and toxicity.

 Randomisation Trial: A prospective, national, multicentre,
open-label, randomised, controlled, 2-arm, parallel-group,
non-inferiority, phase Il trial to assess whether patients with
CLL on long-term treatment with a BTK inhibitor, (including
ibrutinib or acalabrutinib) have similar disease control with
an intermittent treatment strategy (experimental arm)
compared with standard continuous treatment (control arm).

* Clinical Need Cohort: A prospective, national, multicentre,
open-label, single-arm, non-randomised cohort to assess
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