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10302: Hypothesis

= Radium-223 dichloride is a calcium mimetic that localizes to bone
metastases and induces double-strand DNA breaks.

= We hypothesize that the combination of Ra-223 and paclitaxel will
have synergistic anti-tumor activity in bone metastases

Primary Objective

= Progression-free survival (PFS)

NRG

ORICOLCKGEY™



10302: Study Schema

Randomized, open-label, phase Il trial in patients
70 patients will be randomized (35 patients in each arm).
For response assessment, imaging every 8 weeks (CT scan and bone scan)

Cycle 1-6 Cycle 7+
Arm A
RANDOMIZE 1:1 Paclitaxel . | Continue with paclitaxel
Radium-223 dichloride alone if CR, PR or SD
Stratify by:
» Hormone receptor '
status Arm B
. presence. S viscera \ ——— _| Continue with paclitaxel if
metastasis CR. PR or SD

T

Cycle = 4 weeks (28 days)
Paclitaxel (90 mg/m?/week IV; 3 week on/1week off)
Ra-223 dichloride (1.49 microcurie/kg IV every 4 week)

t Dosimetry scans at +4, +24, +48 hours after Ra-223 dichloride
administration during cycle 1 only (Optional)
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10302: Study Eligibility
= Age=18 years, ECOG 0-2

» Metastatic breast cancer with bone only or bone dominant disease
(HER-2 positive tumors excluded)

» Visceral metastases allowed if
» three orless (< 2 cm in size) and asymptomatic and
= all lymphadenopathy < 3 cm

= Adequate counts, liver and renal function

» < 3 lines of chemo in metastatic setting

» Progressed on prior hormonal and CDK therapy (unless intolerable
toxicity or contraindication)
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10302: Accrual

Dartmouth University = City of Hope

Ohio State University =  University of Miami
Rutgers Cancer Institute = University of Pittsburgh
University of California- Davis = \Wake Forest University

University of Kansas

University of Virginia

Wayne State/Karmanos Cancer
Institute

Lead site activated June 2020, other sites Nov 2020 onwards
Accrual: 1
Goal: 3/month
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Logistical and management Issues

Site Specific:

»Sites have to be certified as Targeted Radiopharmaceutical Facility (TRF) with
CTEP and need local radiation safety approvals as well

»Ability of local site to administer Radium-223 and chemotherapy on same day

Patient specific

= Accrual barriers due to COVID-19 pandemic: weekly visits,
myelosuppressive therapy

» Dosimetry scans require SPECT machine at local site (optional study done
at 4, 24, 48 hours)

» ePRO require patient to use their own device (download app) or enter data
on tablet provided at local site
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