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metastatic melanoma: Phase 2 results from the NuTide:701 study
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Metastatic Melanoma & Immune Checkpoint Inhibitors NUC-7738 generates 3'-dATP in patients’ biopsies NUC-7738 reduces pro-tumorigenic factors RAB27A & MITF Phase 1 (completed)

West of Scotland Cancer Centre/University of Glasgow, UK
» Patients with metastatic melanoma have limited treatment options after progression on c . NUC-7738 monotherapy dose finding study in previously treated patients with advanced solid tumors
oncentration (ng/g)

immune checkpoint inhibitors (ICls) and BRAF/MEK inhibitors o , Melanoma cell line _ Melanoma (mucosal) biopsies » MTD established: 1350 mg/m’
» Particular unmet need for patients who are primary refractory to ICls Patient blopsies NBE=7738 MRNA Protein mRNA
Phase 2 (ongoing)

» Resistance to ICls may be associated with secreted forms of PD-L1, which are partially Cutaneous Melanoma > 376
controlled by alternative polyadenylation’ » Monotherapy (completed): Intra-patient dose refinement (900-1350 mg/m* NUC-7738) in previously treated patients with
advanced solid tumors. Starting dose established: 1125 mg/m*
» Combination therapy (ongoing): 1125 mg/m* NUC-7738* + 200 mg pembrolizumab in patients with advanced cutaneous
melanoma previously treated with anti-PD-1 therapy
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*escalation to 1350 mg/m* NUC-7738 permitted
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NUC-7738 Deprotection NUC-7738 generates equivalent levels in patient PBMCs vs in vitro PBMCs

Phase 2: NUC-7738 monotherapy (completed)
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DiSI’UptS RNA Polyadenylation in vitro (50 IJM) 9 181 LI:I- Q’ ; Q’ 200- Diaarlliueea o . (emaurlggﬁaﬁ T ——
ARA S $ 9 0.5 $ Constipation 2 (18% 0 Head & Neck D
Cancer cell membrane gCJD 20~ = gCJD 100 Blood creatinine increased| 2 (18% 0 Melanoma e
NUC-7738 causes marked effects on polyadenylation & transcription 2 S E e 2 - e
= al = Infusion related reaction 2 (18%) 0 Velanoma 900 mg/m?
l_ _ l o . . EJ 0 0.0- | EJ 0 - | Most frequent (=10% population) NUC-7738 related AEs I(\;Uetlaat]zon:': B 1125mg/m’
Metabolic Stress Apoptosis Blocks Cell Division Melanoma cell line Cutaneous melanoma biopsy oI 75 96 Patient 1 Patient 2 . No G4 TRAES taneous| T —— B 1350 mg/m’
h ours (clegecr;ﬁ;
_ . : - r_ . . A . L . » 1 patient with treatment related SAE; pancreatic
NUC-7738: ProTide transformation of 3*-dA 200 200 « NUC-7738 reduces RAB27A and MITF mRNA in patients’ biopsies, similar to that observed in 5 cute idney injury ‘ ; 2 . ! ! ; !
» Generates high intracellular levels of active anti-cancer metabolite (3'-dATP) DMSO Pre-treatment melanoma cell lines® . No discontinuations due to AES months
» 3'-dATP induces transcriptional changes in genes involved in key cellular processes . MIL-7738 . Post-freatment e —
including metabolism, apoptosis, cell differentiation* = = S : . .
! 5 . . . . o 5o Phase 2: NUC-7738 + pembrolizumab (ongoing)
» 3-dATP is associated with changes in polyadenylation = - o
o p — — =
» Reduces secreted forms of PD-L1 and may enhance the clinical utility of PD-(L)1 agents® T 100 T 100 2 Best % change in tumor burden
< < = LRE _ . i Treatment related AEs (n=11) = 309
NuTide:701 Study Design S S 5 GiE sections show simitar S 0
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Paired biopsy example from 1 patient with cutaneous melanoma treated with NUC-7738 Anemia 3 (27%) 0 T 10%
NU"IDE 70, PolyA tail length assessment performed on 2 patients (NUC-7738 n=2) -Iq:-; EVE|S I'EﬂECt Changes ObSEFVEd Fatigue 3 (27%) 0 | 3 patientS W|th treatment relatEd SAES, %0 200/
» NUC-7738 caused a shortening of polyA tails (blue vs red) in both a tumor 5 n mMRNA after NUC-7738 AST increasec 2183 1oy G3 diarrhea (1), G4 ALT & ASTincreased (1), |
Patierits with _ _ _ L Blood magnesium decreased 2 (18%) 0 G3 vomiting (1) E -30%
bIOpS\/ frOm a Datlent and a mE|anOma CE” | ne 4‘-7 treatment Blood potassium decreased 2 (18%) 0 . . . LQ
advanced o i : | » 1 patient discontinued due to AE 2. ~40%
SO”CI tUMOrS T | . - 8 Most frequent (=10% population) NUC-7738 + pembro related AEs 00 +New lesions
i o - N w all E ‘500/0
NUC:|-7738 ‘ . . - All patients had received =1 prior line of immunotherapy
pembm"zumab Paired biopsy example from 1 patient with cutaneous melanoma treated with NUC-7738 Scale bar =50 IJM Prior Therap\/ Tlme on treatment
cutaneous melanoma Full immuno panel performed on 7 patients (NUC-7738 n=5; NUC-7738 + pembro n=2) Numperof | Reasonfor _
-§ (includiniadjuvant) (of PDI—:: SD—U)
. e . . - ! _____________________ _________________
Phase 1 (completed) Phase 2 (ongoing) S NUC-7738 modulates tumor morphology & immune cell infiltration 1 “:“_“’_”i” e A .,
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Methods _ « NUC 7738 + pembro.llzumab —— . g 20omym’
Cell cultures: Human melanoma cells (SK-MEL28) treated with DMS0 or NUC-7738 (IC5( levels). RNA extracted @ results in morphologlcal cell ‘ e B 1350 mg/m’
24 1 post-treatment. % changes (more prominent || o ~ —* ongoing
2 PD —>
Patient paired tumor biopsies: Patients received either NUC-7738 monotherapy (ranging from 900-1350 mg/m* on "rq:'; £ nucleoli and cytoplasmic vacuolation) . - .
days 1 & 8 of a 14-day cycle) or NUC-7738 (1125 mg/m* IV infusion over 2 h on days 1, 8, & 15 of a 21-day cycle) In = & dl hoid infiltrati |
combination with pembrolizumab (200 mg IV over 30 min prior to NUC-7738 on day 1). Biopsies collected pre- and 5 a dhd lympnold Infiitration J ! z 3th : = 5
pOSt‘drug infusion (S 6 h pOSt infusion). E (H&E SECtIOnS Of |nﬂamed tumor) PIUEATIE All patients had received =1 prior line of immunotherapy
PBMCs samples: NuTide:701 patient (2000 mg/m* NUC-7738) and healthy volunteers (treated in vitro with NUC-7738). § - R _
Intracellular metabolites: NUC-7738 and 3-dATP levels determined by LC-MS (Biopsy tissue: NUC-7738 & 3'-dATP e a3 g S s " \|UC'77_38 T pembr0||zumab
LLOQ = 5 ng/g; PBMCs: NUC-7738 LLOQ = 0.5 nM, 3'-dATP LLOQ = 20 nM). E e Ty % ‘esults in a decreased number of
. . . . . = : ’&".; s . . . / . . . . . .
PolyATail size: Determined with tailfindr R package. E 25'““’*@: AN PD-1 expressing lymphocytes (red) « NUC-7738 anti-cancer metabolite, 3'-dATP, concentrations in patient PBMCs are comparable to those achieved in vitro
Gene expression mapping and counting: Sequencing reads aligned to transcriptomic reference. Gene-level T o Ve RIS £ _ : : : : : . : - U
expression quantification performed with Salmon long-read counting mode -ont. Differential gene expression e biopsy example from 1 patient with cutaneous melanoma treated with NUC-7738 + pembro o > X e "." " Sy 8 » NUC-7738 + pembro izumab » NUC-7738 induced molecular Changes observed in patient biopsies are similar to those identified in vitro
performed using R package edgeR with -exactTest option for samples without biological replicates. mRNA levels performed on & patients (NUC-7738 n=2; NUC-7738 + pembro n=2) N e . results in an increased number s NUC-7738 + pembrolizumab has a tolerable safet\/ profile
Heatmaps generated using hierarchical clustering to group genes based on expression similarity. , , , _ QO SR BeS . g - | | | | - | |
JESS Western blot: RAB27A and MITF protein levels immunoprobed using capillary Western blots. . _NUC‘_7738’1 _pembrol|zumab causes major changes in MRNA expression — 2o B 5 s . ] of CD8* T-cells (green) = NUC-7738 = pembrolizumab demonstrates encouraging signs of anti-tumor activity in patients with advanced melanoma
Immunofluorescence: Paraffin embedded sections including antibodies specific to RAB27A, MITF, CD8 and PD-1. in patients’ biopsies Paired biopsy example from 1 patient with cutaneous melanorma treated with NUC-7738 + pembro scale bar =50 M who have received prior immunotherapies
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ABBREVIATIONS: 2'-dATP: 2'-deoxyadenosine triphosphate  3'-dA: 3'-deoxyadenosine  3'-dADP: 3'-deoxyadenosine diphosphate  3'-dAMP: 3'-deoxyadenosine monophosphate  3'-dATP: 3'-deoxyadenosine triphosphate  AE: adverse event _ALT: alanine aminotransferase = AST: aspartate aminotransferase  BRAF: v-raf murine sarcoma viral oncogene homolog B1  CD8: cluster of differentiation8 Cmax: maximal concentration DMSO: dimethyl sulfoxide H&E: hematoxylin & eosin  IC50: half maximal inhibitory concentration  ICl: immune checkpoint inhibitor  IV:intravenous LC-MS: liquid chromatography mass spectrometry _ _
LLOQ: lower limit of quantification = MITF: microphthalmia-associated transcription factor = MEK: mitogen-activated protein kinase kinase ~ PBMC: peripheral blood mononuclear cell  PD: progressive disease per RECISTv1.1  PD-1: programmed cell death protein 1  PD-L1: programmed death-ligand 1  PK: pharmacokinetics RAB27A: ras-related protein Rab-27A  RNA: ribonucleicacid TPM: transcripts per million  TRAE: treatment related adverse event  SAE: serious adverse event Data cleaning ongoing: data cut-off date 19 September 2023




