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Individual patient-level data, including de-identified clinical metadata, raw RNAseq data, and processed RNAseq data are available to qualified researchers at the
European Genome-Phenome Archive under accession number EGAS00001006596. To request access to such data, researchers can contact the corresponding
authors, who will facilitate the review by the GCLLSG/Roche/AbbVie data access committees. The data will be released to such requesters with necessary
agreements to enforce terms such as security, patient privacy, and consent of specified data use, consistent with evolving, applicable data protection laws.

Hallmark genesets were used from the Molecular Signatures Database (MSigDB) (https://www.gsea-msigdb.org/gsea/msigdb/).

GRCh38.p10 was used for read alignment (https://www.ncbi.nlm.nih.gov/assembly/GCF_000001405.36/).

Sex and gender were not considered in the study design. Self-reported sex was collected and used in the analyses.

Patients were considered eligible for the study if they were 18 years or older, had previously untreated active CLL requiring

treatment as per iwCLL criteria and were considered unfit due to coexisting conditions, as indicated by a cumulative illness

rating scale (CIRS) greater than 6 and/or an impaired renal function (creatinine clearance < 70 ml/min). Further inclusion

criteria were a platelet count of at least 30 G/I (10 G/I if due to bone marrow involvement), total haemoglobin of at least 9 g/

dl without transfusion support (unless CLL related) and a life expectancy greater than 6 months. The full list of eligibility

criteria is outlined in the study protocol (supplementary material).

In the Clb-Obi arm, 33.8% are females, 66.2% are males; 20.4% have Binet A, 37% Binet B and 42.6% Binet C disease. The
median cumulative illness rating scale (CIRS) score was 8. The median age was 71. In the Ven-Obi arm, 32.4% are females,
67.6% are males; 21.3% have Binet A, 35.2% have Binet B and 43.5% have Binet C disease. The median CIRS score was 9, the
median age was 72.

Participants were approached during routine clinical visits and screened for eligibility/consented if inclusion criteria were met

and no exclusion criterial were identified. We do not anticipate a bias in recruitment of participants in this study.

The study was registered at US and EU clinical trial registries (NCT02242942, EudraCT 2014-001810-24) and approved by the
central ethics committee of the University of Cologne as well as by the ethical review boards responsible for each study site.
The study was performed according to the principles of the Declaration

of Helsinki. All patients provided written informed consent to participate.

The sample size for the study was determined given the requirements to perform a hypothesis test for clinically relevant statistical superiority

in the primary endpoint of the investigator-assessed progression-free survival (PFS). The assumptions used for the original sample size

calculation were given as follows:
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Data exclusions

Replication

Randomization
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1. Log-rank test at the two-sided 0.05 level of significance

2. Median PFS for chlorambucil—obinutuzumab control arm (27 months)

3. 80% power to detect HR = 0.65 for the comparison of venetoclax—obinutuzumab experimental arm versus chlorambucil—obinutuzumab,

with median PFS for venetoclax—obinutuzumab increased to 41.5 months

4. Exponential distribution of PFS

5. Annual dropout rate of 10%

6. One interim analysis for efficacy after 75% of PFS events, utilizing a stopping boundary according to the family error spending function

with parameter = 9.21

Based on these assumptions, a total of 170 PFS events were calculated to be required for the final analysis of PFS. Subsequently the timing of

the interim analysis has changed at a minimum f 110 (65%) events. However, this change did not require changes to the sample size, as the

impact on the statistical power calculation was negligible.

All randomly assigned patients were included in the efficacy analyses (intention-to-treat population). All randomly assigned patients who

received at least one dose of study medication (ie, obinutuzumab, venetoclax, or chlorambucil) were included in the safety analyses (safety

population). No data were excluded from the analyses.

To check robustness of the primary analysis of PFS and underlying assumptions, the following sensitivity analyses for PFS (both
investigatorassessed

and IRC assessed) were performed on the intention-to-treat population, which supported the robustness of the results:

• An unstratified log-rank test for the primary PFS comparison between treatment arms.

• The impact of patients' initiation of non-protocol-specified anti-CLL therapy without meeting the criteria of disease progression/relapse on

PFS was assessed by censoring these patients at the start date of the non-protocol-specified anti CLL treatment. Stopping only one

component of the randomized study treatment was not considered a reason for censoring patients.

• To assess the impact of missing assessments on PFS, an analysis on PFS was performed by censoring those patients who progressed,

relapsed or died after missing more than one visit consecutively at their last adequate response assessment date before the missed visits.

Patients were randomly assigned 1:1 to either the Ven-Obi arm or the Clb-Obi arm using a Web and voice mail system based on a
computergenerated

randomization schedule. A block size of six was used to balance the randomization. Patient stratification was based on Binet stage

(A, B or C) and geographic region (US/Canada/Central America; Australia/New Zealand; Western Europe; Central and Eastern Europe; or Latin

America). Allocation was not blinded to site investigators and patients.

This study as open-label and no placebo was used, therefore blinding was not needed.




