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Rationale

The recently completed Alliance trial AO41202 established ibrutinib as a frontline treatiment for
CLL [1]. While ibrutinib is hghly effective in previously untreated patients with CLL, there do
remain disadvantage to this therapy. Specifically, the low rate of complete response (CR) and
need for continuous administration. Currently, a number of studies have been designed with the
goal of discontinuing ibrutinib therapy by administering combinations with either chemotherapy or
additional targeted therapies. However, no studies have been undertaken to this point to
randomize patients to continue versus discontinue ibrutinib. Alliance A041702 has the potential to
diminish toxicity of the drug as well as drug costs significantly for patients who attain bone marrow
(BM) minimal residue disease (MRD) status and can go off therapy.

Venetoclax has demonstrated considerable efficacy in CLL, both alone and in combination with
ibrutinib or monoclonal antibody therapy. It has been well tolerated across studies, and is a
rational drug to combine with ibrutinib given preclinical data suggesting synergy, as well as
extraordinary clinical results as a single agent including impressive CR rates even in the relapsed
population [2-3]. The combination of ibrutinib with venetoclax and obinutuzumab is currently
under investigation in the phase I/l setting in both treatment-naive and relapsed/refractory CLL.
Based on previous trials showing a survival advantage for initial therapy even in the setting of
active agents for second line therapy, Alliance investigators find that investigation of a
combination of these most active agents in the up-front setting is justified [4-5]. As a secondary
endpoint, this trial will collect overall survival (OS) data.
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Objective
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Primary

Objective » To compare the progression-free survival (PFS) between control treatment and

experimental treatment strategies: ibrutinib/obinutuzumab (10) with ibrutinib
maintenance (IM) versus ibrutinib/venetoclax/obinutuzumab (IVO) regardless of IM or
observation.

Secondary

» To compare BM MRD complete response (CR) rates and depth of response at cycle 15
day 1 between patients treated with 10 versus IVO.

+ To compare OS between the control and experimental treatment strategies: 10 with IM
versus VO regardless of IM or observation.

Please use the + To compare the 5-year PFS and OS for the control and experimental treatment

headings above to strategies: 10 with IM versus IVO regardless of IM or observation.

navigate through the + To describe the toxicity profile for each of the treatment strategies and by each

different sections of treatment course.
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Study Schema

1 Cycle = 28 Days
’ PRE-REGISTRATION (STEP 0) |

Central specimen submission for FISH (see Sec 6.2),
Local assessment of Rai Stage (see Sec 3.3), &
confirmation of eligibi]i(y (see Sec 3.3)

'
[ REGISTRATION/RANDOMIZATION (STEP 1) ‘

AN

Arm 1 Arm 2
Ibrutinib 420 mg PO daily days 1-28 for 15 Ibrutinib 420 mg PO daily days 1-28 for 15 cycles
cycles Obinutuzumab 100 mg IV 100 mg on C1DI, 900
Obinutuzumab 100 mg IV 100 mg on C1D1, mg on C1D2, 1000 mg on C1D8 & CIDI5, C2-6D1
900 mg on C1D2, 1000 mg on Cycle1D8 & Venetoclax 20 mg daily PO beginning C3D1, dose
CIDI5, C2-6D1 escalated weekly to a final dose of 400 mg on C4D1,
l then 400 mg daily PO C4D1-C14D28
C15D1R A i bmissi CI5D1R A Speci t
for central BM MRD & local response assessment & for central BM MRD & local response assessment &
labs performed per Sec 5.0., labs performed per Sec 5.0.
At the same time, At the same time,
Continue Ibrutinib 420 mg PO daily C15D1-D28. Continue Ibrutinib 420 mg PO daily C15 D1-D28.
‘ /
Any response except )
BM MRD- CR bt
‘ (BM MRD+ CR, PR, PRL,
{ SD)

i l RE-REGISTRATION (Step 2! H
Ibrutinib 420 mg PO daily days 1-28 until Ibrutinib 420 mg PO Observation g3
progression or unacceptable adverse events daily days 1-28 until cycles for 6 years

progression or from registration
unacceptable adverse (step 1), then g6
events cycles until

Patients will be followed for 10 years from study registration (Step 1) or until death, whichever comes first.
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Treatment Plan
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+ Patients will be randomized into one of two groups.

» Those in Group 1 will receive ibrutinib orally once daily continuously in 28-day cycles. They
Treatment Plan will also receive obinutuzumab intravenously for six cycles. Treatment continues indefinitely
in the absence of disease progression or unacceptable toxicity. Beginning with course 16,
patients receive ibrutinib orally once daily every 28 days in the absence of disease
progression or unacceptable toxicity.

» Those patients in Group 2 will receive ibrutinib orally once daily continuously in 28-day
cycles. They also receive obinutuzumab intravenously days for six cycles. Beginning with
cycle 3, patients also receive venetoclax orally once daily continuously in 28-day cycles.

Please use the .

headings above to Treatment continues every 28 days for up to 15 total cycles from the start of therapy.
navigate through the Beginning with cycle 16, patients who do not achieve a BM MRD negative CR, receive
different sections of ibrutinib orally once daily continuously until disease progression or unacceptable toxicity.

ihe poster Patients who achieve a BM MRD negative CR discontinue therapy and undergo observation
every three cycles for six years, then every six cycles thereafter.

+ After completion of study treatment, patients will be followed every six months for 10 years
from registration.
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Eligibility Criteria
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Inclusion Criteria:
Pre-Registration Eligibility Criteria (Step 0)
» Patients must have been diagnosed with CLL and have > 5000 B-cells per uL of peripheral blood at
any point during the course of their disease
» Blood submission is mandatory prior to registration/randomization to perform fluorescence in situ
L o hybridization (FISH) centrally that will be used for stratification. It should be obtained as soon after
E"g'b"'ty Criteria pre-registration as possible
Registration Eligibility Criteria (Step 1)
» Patients must be diagnosed with CLL in accordance with 2018 IWCLL criteria
« Patients must be intermediate or high-risk Rai stage CLL
» Patients must meet criteria for treatment as defined by 2018 IWCLL guidelines
» Patients must not have had prior therapy for CLL (except palliative steroids or treatment of
e autoimmune complications of CLL with rituximab or steroids)

headings above to » Treatment with rituximab and/or high dose corticosteroids for autoimmune complications of CLL
navigate through the must be complete at least four weeks prior to enroliment. Palliative steroids must be at a dose not
different sections of higher than 20 mg/day of prednisone or equivalent corticosteroid at the time of registration

the poster « Age > 70 years
» ECOG Performance Status 0-2
Re-Registration Eligibility Criteria (Step 2)
« Completion of treatment through cycle 14 day 28, and remain on ibrutinib therapy
» Receipt of central BM MRD results
» Response assessment completed with CR determination
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FOR CLINICAL TRIALS IN ONCOLOGY Funding Support

Alliance A041702 is funded by the National Institutes of Health through National Cancer Institute grant

awards.
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navigate through the E-mail: woyach.2@osu.edu E-mail: bright.brandon@mayo.edu
different sections of Phone: 614-293-8165 Phone: 507-538-1484
the poster

Statistician: Amy Stark Protocol Coordinator: Destin Carlisle

E-mail: amy.stark@osumc.edu E-mail: dcarlisle@uchicago.edu

Phone: 614-293-9209




