Phase 2 study of NUC-3373, leucovorin, irinotecan (NUFIRI) + bevacizumab

vs FOLFIRI + bevacizumab for the second-line treatment of patients with
advanced/metastatic colorectal cancer (NuTide:323)

BACKGROUND

» CRC 3rd most common cancer' = Global incidence 1.9 million and deaths 935,000 annually’

» Limited treatment options for 2™ line CRC
» MPFS ~ 5-7 months? =« mOS ~ 11-15 months?

» 5-FU remains the cornerstone of treatment for CRC, despite several limitations

» Rapidly degraded by DPD?

7 Short plasma half-life (8-14 mins)* requires long infusions (46-hour)

- Generation of FBAL (associated with hand-foot syndrome)

» Generation of FUTP (associated with diarrhea, mucositis, myelosuppression)

» Cell entry requires nucleobase transporters
= Complex enzymatic activation

NUC-3373 overcomes key limitations associated with 5-FU
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NUC-3373: A targeted inhibitor of TS

» Phosphoramidate transformation of FUDR>®
» Resistant to breakdown by DPD
» Enters cells independently of nucleobase transporters
= Directly delivers FUDR-MP intracellularly
» Low levels of toxic metabolites (FBAL, FUTP)
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DNA DAMAGE

» Generates high intracellular levels of active anti-cancer metabolite FUDR-MP’
» Causes an imbalance in the nucleotide pool leading to DNA damage and cell death’
» Induces ER stress and DAMPs release leading to immunogenic cell death®?

» Long plasma half-life allows for short infusion duration
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Richard H Wilson', Kristen K Ciombor?, Andrew L Coveler?, Janet S Graham®, Benjamin L Schlechter”, 1y
Thomas ] George, Elena Elez®, TR Jeffry Evans’, Jordan Berlin?, Aimery de Gramont’, .
Fiona G McKissock?®, Elisabeth Oelmann?®, Jeffrey D Bloss®, Giulia Martini®, Jaafar Bennouna’,
Dominik P Modest'’, Julien Taieb'?, Josep Tabernero®

1) Beatson West of Scotland Cancer Centre/University of Glasgow, UK 2) Vanderbilt University Medical Center, Nashville, TN, USA  3) Fred
Hutchinson Cancer Center/University of Washington, Seattle, WA, USA  4) Dana-Faber Cancer Institute, Boston, MA, USA  5) University of Florida
Health Cancer Center, Gainesville, FL, USA  6) Vall d'Hebron Institute of Oncology (VHIO), Barcelona, Spain  7) Franco-British Hospital,
_evallois-Perret, France  8) NuCana plc, Edinburgh, UK 9) Universita degli Studi della Campania Luigi Vanvitelli, Naples, Italy  10) University

Hospital of Nantes, France  11) Charité Universitatsmedizin Berlin, Germany  12) Université Paris-Cité, (Paris Descartes), Georges Pompidou
European Hospital, SIRIC CARPEM, Paris, France

Poster Number: BO49 Email: richard.h.wilson@glasgow.ac.uk

Prior Studies

Patient Population

NU7I/DE 30T - NUC-3373 monotherapy™

» Phase 1 first-in-human, dose escalation study in previously treated patients with advanced solid tumors
= NUC-3373 MTD established (2500 mg/m?)

= \Well-tolerated and encouraging signs of anti-tumor activity

NUTIDE 302 - NUC-3373 in combination

» Phase 1b/2 dose escalation study designed to investigate NUC-3373 combinations (NUFIRIxbev; NUFOX+bev) in previously
treated patients with CRC

= MTDs established
- NUFIRI-bev: 1500 mg/m* NUC-3373 + 400 mg/m* LV + 180 mg/m* irinotecan + 5 mg/kg bevacizumab

- NUFOX-bev: 1875 mg/m* NUC-3373 + 400 mg/m* LV + 85 mg/m* oxaliplatin + 5 mg/kg bevacizumab
» NUC-3373 combinations have favorable safety profiles

= NUFIRI-bev & NUFOX-bev have demonstrated prolonged disease control and signs of anti-tumor activity

Key Inclusion Criteria Key Exclusion Criteria

= Age = 18 years; life expectancy =212 weeks;
ECOGPSOor 1

» Measurable disease (RECIST v1.1)
» Known RAS and BRAF status

» Must have received =2 months of 1°* line FOLFOX/CAPOX
or have relapsed = 6 months of completing

FOLFOX/CAPOX adjuvant therapy
» Known UGT1A1 status or consent to testing

= Prior irinotecan therapy
» Mutant BRAFY0%5
=« MSI high or dMMR

= Hypersensitivity/current contraindications to 5-FU,
FUDR, or capecitabine

» Symptomatic CNS or leptomeningeal metastases

NuTide:323 Study Design

Statistical considerations
» 171 patients randomized on 1:1:1 basis
(57 patients per arm)
= Final analysis planned after 139 PFS events

Primary endpoint Secondary endpoints
» PFS » ORR = DoR =« DCR
» Maximum % change in tumor size

NUTIDE323 « 0S = Safety = PK

NCTO5678257

Preliminary Safety

Patients with
advanced CRC who
have received 1t line
fluoropyrimidine

TEAEs (=10% of safety population) after the first 40 patients enrolled (aggregated data)

Preferred term Grade 1 (%)

Grade 2 (%)

Grade 3 (%) TOTAL (%)

» No Grade 4 or 5 TEAES

& oxaliplatin-based Nausea 13 15 0 28 » 4 patients experienced treatment
treatment A related SAEs

(N=171 patients) arrmed 13 10 : 26 » G2 infusion related reaction

Asthenia 13 3 5 21 » G3 diarrhea

Decreased appetite 8 10 0 18 » (3 extravasation |
— « G3 pulmonary embolism & G3 general

Vomiting > 13 0 16 physical health deterioration

Enrollment Endpoint Alopecia 10 0 0 10

Q1W NUFIRI-bev: 1,500 mg/m* NUC-3373 (Q1W) + 400 mg/m* LV (Q1W) +180 mg/m* irinotecan (Q2W) + 5 mg/kg bevacizumab (Q2W)
Q2W NUFIRI-bev: 1,500 mg/m* NUC-3373 (Q2W) + 400 mg/m* LV (Q2W) +180 mg/m* irinotecan (Q2W) + 5 mg/kg bevacizumab (Q2W)

Q2W FOLFIRI-bev: 400 mg/m’ bolus 5-FU followed by 2,400 mg/m* continuous IV 5-FU (Q2W) + 400 mg/m* LV (Q2W) + 180 mg/m?* irinotecan (Q2W) + 5 mg/kg bevacizumab (Q2W)
NUC-3373 is given as a 2 hour IV infusion

Data cleaning ongoing: data cut-off date 12 September 2023

Participating Countries

Objectives

Primary

= Compare PFS of NUFIRI-bev (two dosing schedules) to FOLFIRI-bev
» Determine optimal NUFIRI-bev dosing schedule

Secondary

» Compare tumor response, duration of response, and survival of NUFIRI-bev to FOLFIRI-bev
» Assess safety and tolerability of NUFIRI-bev compared to FOLFIRI-bev

Stratification factors

» RAS status (KRAS mt vs NRAS mt vs wt)

» Prior bevacizumab treatment (Yes vs No)

= Duration of prior line of therapy (<6 months vs >6 months)

STUDY SUMMARY

» Phase 2 study across 61 sites in 6 countries

» No new safety signals identified in first 40 patients

« NUFIRI-bev has the potential to become a new standard of care for 2" line CRC patients

Further study information: NuTide323@nucana.com

DAMP: damage-associated molecular pattern  DCR: disease control rate DHFU: dihydrofluorouracil dMMR: deficient mismatch repair DNA: deoxyribonucleicacid DoR: duration of response  DPD: dihydropyrimidine deh\Kltljrogenase dUMP: deoxyuridine monophophate = dTMP: deoxythymidine monophosphate ECOG PS: Eastern Cooperative Oncoloil\/ Group performance score  ER: endoplasmic reticulum
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TD: maximum tolerated dose NRAS: neuroblastoma ras viral oncogene homolog NUFIRI: NUC-3373 + LV + irinotecan NUFOX: NUC-3373 + LV + oxaliplatin ~ ORR: overall response rate

T: response evaluation criteria in solid tumors  RR: ribonucleotide reductase  SAE: serious adverse event  TK: thymidine kinase  TP: thymidine phosphorylase  TEAE: treatment emergent adverse event TRAE: treatment related adverse event  TS: thymidylate synthase  UK: uridine kinase  UGT1A1: UDP glucuronosyltransferase family 1 member A1  UP: uridine phosphorylase



