DEUTSCHE
STUDIENGRUPPE

2017 - Venetoclax—obinutuzumab for previously untreated chronic lymphocytic leukemia: 6—year results of the randomized CLL14 study

Othman Al-Sawaf!, Sandra Robrecht', Can Zhang', Stefano Olivieri?, Yi Meng Chang?, Anna-Maria Fink?!, Eugen Tausch#, Christof Schneider?, Matthias Ritgen®, Karl-Anton Kreuzer’, Liliya Sivcheva®, Carsten Niemann’,
Anthony Schwarer?®, Javier Loscertales®, Robert Weinkove'?, Dirk Strumberg!!, Allanah Kilfoyle'?, Eva D Runkel’3, Barbara Eichhorst!, Stephan Stilgenbauer*, Yanwen Jiang'4, Michael Hallek?, Kirsten Fischer’

Department | of Internal Medicine, University Hospital of Cologne, Cologne, Germany; 2F. Hoffmann-La Roche Ltd, Basel, Switzerland; 3F. Hoffmann-La Roche Ltd, Mississauga, Canada; “University Hospital of UIm, Ulm, Germany; ®Universitatsklinikum Schleswig-Holstein, Campus Kiel, Parkhaus, Kiel, Germany; Multiprofile Hospital for Active Treatment Pazardjik, Pazardzhik, Bulgaria; "Blegdamsve;j 9,
Kabenhavn, Denmark; 8Box Hill Hospital, Box Hill, Australia; °Hospital De La Princesa, Madrid, Spain; 1Wellington Hospital, Wellington, New Zealand; ""Evangelisches Krankenhaus - Herne, Herne, Germany; 12 Palmerston North Hospital, Palmerston North, New Zealand; 3AbbVie Germany Gmbh & Co. Kg, Ludwigshafen Am Rhein, Germany; “Genentech Inc., South San Francisco, United States

BACKGROUND

The CLL14 trial (NCT02242942) showed significant improvement
in progression-free survival (PFS) with fixed-duration venetoclax-
obinutuzumab (Ven-Obi) compared with chlorambucil (Clb)-Obi
chemoimmunotherapy in patients with previously untreated chronic
lymphocytic leukemia (CLL) and coexisting conditions.’

High rates of undetectable minimal residual disease (UMRD) suggested
deep remissions; thus, long-term efficacy data including patients with
high-risk disease are of particular interest. We therefore continue to
follow-up with these patients. 2 3.4

Here we report updated efficacy and safety data from the ongoing follow-up
of the CLL14 open-label trial, with all patients now having been off study
treatment for at least 5 years.
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v’ Study enrollment was performed from 2015-2016.

v All patients are off study treatment, follow-up is ongoing.

v During follow-up, MRD response was measured in the peripheral blood by next
generation sequencing (NGS) every 3—6 months up to month 18 and then every 6

months until 9 years after the last patient was enrolled.

« Median follow-up for this analysis was 76.4 months.

6-YEAR PFS AND OS

PFS continued to be superior for Ven-Obi vs Clb-Obi, (median 76.2 vs 36.4 months, respectively; hazard ratio (HR) 0.40 [95% confidence
interval {Cl} 0.31-0.52], p<0.0001) and was observed across biological risk groups.
The 6-year-OS rate was 78.7% in the Ven-Obi and 69.2% in the Clb-Obi arm (HR 0.69 [95% CI 0.48—1.01], p=0.052).

A multivariable analysis indicated TP53 deletion/mutation (HR 2.26 [95% CI 1.24—4.12]), unmutated immunoglobulin heavy chain (IGHV; HR 2.26
[95% CI1 1.27—4.02]) and maximum lymph node size 25 cm (HR 1.92 [95% CI 1.19-3.09]) as independent prognostic factors for PFS in patients
treated with Ven-Obi.
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* No new safety signals.

» The secondary primary malignancy (SPM) incidence rate
per 1000 patient-months was 2.3% in the Ven-Obi arm
and 1.4% in the Clb-Obi arm.
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TTNT was longer with Ven-Obi vs Clb-Obi (median not reached vs « Depth of remission of patients after Ven-Obi beyond 10-# correlates with long-term PFS indicating the prognostic value
52.9 months, respectively; HR 0.44 [95% CI 0.33-0.58], p<0.0001). of the end-of-treatment MRD status.

Most patients received targeted agents as second-line therapy: the « Patients with MRD =10-* after Ven-Obi have a shorter OS than patients with MRD <10+

majority received Bruton tyrosine kinase inhibitors (BTKi; Ven-Obi: « 5 years after treatment, 17 (7.9%) and 4 (1.9%) patients had sustained MRD <10-4in the Ven-Obi and Clb-Obi arms,
59%; Clb-Obi: 53.4%); 17.9% (Ven-Obi) and 14.6% (Clb-Obi) respectively.

received second-line Ven; 23.1% (Ven-Obi) and 30.1% (Clb-Obi)

received second-line chemo/chemoimmunotherapy. PFS after Ven-Obi according to MRD status OS after VEN-Obi according to MRD status
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End-of-treatment MRD status in peripheral blood, by NGS
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CONCLUSIONS q

53.1% of patients treated with fixed-duration Ven-Obi
remain without PFS event five years after treatment
cessation.

The benefit was observed across all subgroups of patients
treated with Ven-Obi, including TP53del/mut and IGHVunmut.

Over 60% of patients treated with Ven-Obi have not
required a second-line treatment.

End-of-treatment MRD status after Ven-Obi significantly
correlates with PFS and OS.

No new safety signals and no significant difference in the
incidence rate of secondary malignancies observed.
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