A first-in-human study of NUC-7738,
a 3'-dA phosphoramidate, in patients with advanced

solid tumours

BACKGROUND

Nucleoside analogs form the backbone therapy for solid and haematological malignancies
3'-deoxyadenosine (3'-dA; cordycepin) isolated from Cordyceps sinensis

3'-deoxyadenosine triphosphate (3'-dATP) causes cell death by inhibiting DNA and RNA replication’
3'-dA not successful in clinical studies due to cancer resistance mechanisms, including:

» Rapid enzymatic breakdown by adenosine deaminase (ADA)

» Cellular uptake dependent on nucleoside transporters (hENT1)

» Reliance on adenosine kinase (AK) for activation

NUC-7738: Multiple potential anti-cancer modes of action
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PATIENT CASE STUDIES

Metastatic Melanoma - 2 Prior Lines

HISTORY

Original lesion identified
T2b Nunknown) MO melanoma

Stage llI

Received lymphadenectomy and routine therapy

Stage IV metastatic disease
Lung metastases

PRIOR TREATMENT

Primary resection

Target Lesion: 1 (pelvic side wall)

STUDY TREATMENT

NUC-7738

Starting Dose: 14 mg/m?
Highest Dose Received: 400 mg/m?
Number of Dose Escalations: 7

SAFETY

Treatment-related AEs:
Dysgeusia (G2, successfully treated with
artificial saliva spray); Nausea (G2, resolved);

Clinical Benefit

Tumour volume
= Reduction in of 14% following 8 weeks of treatment
= Stable Disease maintained for 12 months

= Treatment continued beyond progression due to
ongoing clinical benefit (see below)

» Disease control re-established from
month 12 to 15 (ongoing)

Pleural effusion resolved

= Patient had ongoing pleural effusion at the time of
study entry which required regular drainage
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ABBREVIATIONS: 3'-dA: 3'-deoxyadenosine 3'-dATP: 3'-deoxyadenosine triphosphate ADA: adenosine deaminase AE: adverse event AK: adenosine kinase AMPK: 5' adenosine monophosphate-activated protein kinase AUC: area under the curve  Cmax: maximum concentration  DLT: dose-limiting toxicity DNA: deoxyribonucleic acid hENT1: human equilibrative nucleoside transporter 1  IV: intravenous mTOR: mammalian target of rapamycin
pAMPK: phospho-AMPK  PBMC: peripheral blood mononuclear cell q1w: weekly dosing RNA: ribonucleic acid RP2D: recommended phase 2 dose
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