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Background:

Ibrutinib in combination with Venetoclax (I+V) and Venetoclax in combination with Obinutuzumab (V+G) are
both authorized for use in 1L CLL in the European Union (EU) as a fixed duration treatments for adult patients
with previously untreated chronic lymphocytic leukemia (CLL). While the efficacy comparison of these
treatments is of interest for clinical practice, there are currently no head-to-head clinical trials investigating it in
patients who have comorbidities.

Aims:

To evaluate relative efficacy of the fixed-duration I+V and fixed-duration V+G in previously untreated adult
patients with CLL with comorbidities.

Methods:

The efficacy of I+V and V+G were compared to Chlorambucil in combination with Obinutuzumab in patients
with comorbidities in GLOW; NCT03462719 and CLL14; NCT02242942 respectively. The inclusion/exclusion
criteria of both studies, as well as the patient baseline characteristics were different. Therefore, an anchored
matching-adjusted indirect treatment comparison (MAIC) was performed following the guidelines from the
National Institute for Health and Care Excellence (Phillipo 2018).

Individual patient-level data (IPD) with median follow-up of 46 months (m) were available for the GLOW study
(Niemann 2023). For CLL14, only aggregate level data were available. Several data cuts were published, but
none matching that of GLOW. Therefore, data with a median follow-up of both 39.6m (Al-Sawaf 2020) and
52.4m (Al-Sawaf 2021) were used in the MAIC.

The method first excludes patients from the GLOW IPD following the criteria of CLL14, and then reweights the
remaining patients so that the average baseline characteristics of the two studies are the same. Characteristics
matched are listed under Table 1. The reweighted relative treatment effect from GLOW is then compared to the
reported one from CLL14 using a Bayesian indirect treatment comparison. Results are expressed as median
hazard ratios (HR) with 95% credible intervals (CrI) and the probability of I+V to be better than V+G are also
reported. Endpoints of interest were progression-free survival (PFS) assessed by investigator (INV), time to
next treatment or death (TTNT) and overall survival (OS).

Results:

After adjustment, baseline characteristics between both trial populations were balanced, while maintaining a
sufficiently large effective sample size (ESS). All relative treatment effects improved within GLOW after
matching the population to CLL14. Comparative analysis results between the two trials suggested that I+V
improve PFS, TTNT and OS over V+G, with probabilities over 97% (Table 1). Results were consistent across the
different datacuts.

There are potential sources of bias that cannot be accounted for in this MAIC. Patients with deletion of 17p
were not allowed in GLOW. This difference between populations can therefore not be adjusted for. Treatment
with Chlorambucil was longer in CLL14 than in GLOW, which may have impacted relative treatment effect.
There may be additional unreported treatment-effect modifying patient baseline characteristics which cannot
be accounted for.



Summary/Conclusion: This analysis suggests that I[+V outperforms V+G on PFS, TTNT and OS.
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