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Agents Available Under CTEP
Collaborative Agreements for Clinical
and Non-clinical Studies

*81 Agents: radiopharmaceutical, small molecules, monoclonal antibodies,
monoclonal antibody-drug conjugate, antibody, antibody-drug conjugate,
pleiotropic cytokine, cytokine, oncolytic virus, protein, ....

Pharmaceutical Drug
Agent Name Collaborator Monitor Mechanism of Action Classes
i Advanced Radiopharmaceutical that binds to
Lutetium Lu . . : : :
Accelerator Kunos somatostatin receptor, is internalized Radiopharmaceutical
177 Dotatate . :
Applications and accumulates in lysosomes.
Radium-223; . " . . . .
Thorium-227 Bayer Kunos alpha particle-emitting radionuclides Radiopharmaceutical
Tin-117m-DTPA Serene Kunos Radlopharmacgutlcal that selectively Radiopharmaceutical
accumulates in bone metastases
EMD Serono DNA-PK inhibition, delay DNA repair
M3814 Kunos of the DSB pathway in solid tumors Small Molecule
(Merck KGaA) : : :
and hematologic malignancies
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Phase | and Randomized Phase Il Trial of
Radium-223 dichloride, M3814, & Avelumab in
Advanced Metastatic Castrate-Resistant
Prostate Cancer

Two-step sequential lead-in Phase 1 trial

A safety lead-in 3+3 design of 222Ra (1.49 uCi/kg [55 kBqg/kg] IV D1 g28days x6) & M3814 (50, 100, or 200
mg PO D3-26 BID x6 [de-escalation 100 mg QD, 50 mg QD]) (day 2 bowel prep if no BM)

|

A safety lead-in 3+3 design of 222Ra (1.49 uCi/kg [55 kBq/kg] IV D1 g28days x6) & avelumab (10 mg/kg IV
glddays x12) & M3814 (at the recommended phase 2 dose PO D3-26 x6 ) (day 2 bowel prep if no BM)

Randomized phase Ilb

: : !

Arm A (n=25) Arm B (n=25) Arm C (n=25)
223Rad: 223Rad: 223Rad:
day 1, 1.49 uCi/kg [55 kBg/kg], day 1, 1.49 uCi/kg [55 kBqg/kg], q 28 days day 1, 1.49 pCi/kg [55 kBqg/kg], g 28 days x 6
q28daysx6 X6 avelumab:
M3814: day 1 and 14, 10 mg/kg IV, q 14 days x 12
day 3, TBD to day 26 (day 2 bowel prep if M3814:
no BM) day 3, TBD to day 26 (day 2 bowel prep if no
BM)

*4 cycles considered full treatment
*mandatory use of bone health agents (BHAs): denosumab (preferred) or bisphosphonates
*see protocol calendar for specimen collection timepoints
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Two-step sequential lead-in Phase 1 trial

A safety lead-in 3+3 design of 222Ra (1.49 uCi/kg [55 kBg/kg] IV D1 g28days x6) & M3814 (50, 100, or 200
mg PO D3-26 BID x6 [de-escalation 100 mg QD, 50 mg QD]) (day 2 bowel prep if no BM)

|

A safety lead-in 3+3 design of 222Ra (1.49 uCi/kg [55 kBg/kg] IV D1 g28days x6) & avelumab (10 mg/kg IV
gl4days x12) & M3814 (at the recommended phase 2 dose PO D3-26 x6 ) (day 2 bowel prep if no BM)
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Randomized phase IIb
A J
Arm A (n=25) Arm B (n=25) Arm C (n=25)
223Rad: 223Rad: 223Rad:
day 1, 1.49 puCi/kg [55 kBa/kgl, day 1, 1.49 pCi/kg [55 kBa/kgl, g 28 days day 1, 1.49 uCi/kg [55 kBg/kgl, q 28 days x 6
q 28 days x 6 X6 avelumab:
M3814: day 1 and 14, 10 mg/kg IV, q 14 days x 12
day 3, TBD to day 26 (day 2 bowel prep if M33814:
no BM) day 3, TBD to day 26 (day 2 bowel prep if no
BM)

*4 cycles considered full treatment

*mandatory use of bone health agents (BHAs): denosumab (preferred) or bisphosphonates
*see protocol calendar for specimen collection timepoints
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NCI Experimental Therapeutics Clinical
Trials Network (ETCTN)

ETCTN Sites
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Challenges

« Creating the workflow for the optional dosimetry part of the
study required a lot of coordination

* Phantom credentialing took about 7 weeks to get approved

* Bone specific alkaline phosphatase has to be outsourced to a
central lab which can delay startup by about a week

« Multidisciplinary coordination between medical oncology for
referrals and administration of M3814 and avelumab, nuclear
medicine for optional dosimetry part of study, and radiation
oncology for administration of Ra-223

« Creating a fair system for slot allocation especially with the initial
cohorts of 3 patients each
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Accrual

« Completed 1st cohort of 3 patients, and activated
2nd cohort
* 4 activated sites, and 3 pending sites
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