A Phase Ib open label study to assess the safety and pharmacokinetics of
NUC-3373, a nucleotide analog, given in combination with standard
agents used in colorectal cancer treatment (NuTide:302)
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Background NUC-3373 generates significantly higher levels of intracellular FUDR-MP

e Colorectal cancer (CRC) is the third most common cancer in men in HT29 human CRC cell line compared with 5-FU
and the second most common cancer in women' and has a
5-year survival rate of 10% for patients with metastatic disease Control

e 5-fluorouracil (5FU) remains standard of care for patients with CRC,
either as monotherapy or in combination with other chemotherapies 366x increase In

* Fluorodeoxyuridine-monophosphate  (FUDR-MP) is the main active metabolite
anti-cancer metabolite of 5-FU, which binds to and inhibits 5F FUDR-MP
thymidylate synthase (TS), reducing the pool of deoxythymidine -
monophosphate (dTMP), leading to cancer cell death

e Key cancer resistance mechanisms are linked to reduced efficacy,

poor prognosis and offtarget toxicity with a 5-FU regimen? NUC-3373
e Poor PK properties of 5-FU, including a plasma halt-lite of 8-14

minutes, necessitate prolonged administration times, often over

46 hours | | | | | | | 7 |

| |
o Effective new agents and combinations are required 0 20 40 60 30 100 120 140 160 200 1,000

FUDR-MP concentration (nM)

5-FU Resistance Mechanisms 5 . .
Susceptibility to breakdown NuTide:301 Study Patient Population

Over 85% of 5-FU is broken down by dihydropyrimidine  NUC-3373 first-in-human study in advanced : Aged =18 years with an ECOG performance status of O-1

dehydrogenase (DPD)’ lid 1 Locally advanced/unresectable or metastatic CRC
. 1 : SOII umors : : :
e Thymidine phosphorylase (TP), commonly overexpressed in tumors? , , , o : ° Relopse .of’rer >2 prior .||r.1es of .’rherapy, one must be an
or infroduced by mycoplasma infection?, also breaks down 5-FU * This study is ongoing and the results are based on interim data (n=21) oxaliplatin + 5-FU containing regimen and one must be an
e Metabolic degradation results in generation of toxic metabolites ¢ Pafients had 10 primary cancer types, with the majority (57%) irinotecan + >-FU containing regimen
such as dihydrofluorouracil (dhFu), which is associated with being CRC o * Measurable disease as defined by RECIST
hand-foot syndrome e NUC-3373 showed an advantageous pharmacokinetic (PK)  Methods
Requirement of activation /ﬁhGFTGCOdY”GmiC PD) profile ;:ompored 1o S-FUF, Whictlmayf * Patients treated every 2 weeks until disease progression
- - - - allow for a more convenient dosing regimen, tavorable satfe : : : :
* 5FU is a prodrug that requires complex intracellular enzymatic G o ot Lot g reg Y NuTide:302: Patients with recurrent metastatic CRC
activation to generate FUDR-MP? protile and enhanced efficacy | -
o Deficient enzvmatic activation is linked to poor proanosis o Intracellular FUDR-MP detectable at 5 minutes post-infusion
Y Poeor prog . . . NUFOX
Reliance on active transport with t,, of 14.9+1.4 hours and still present at 48 hours [FOLFOX)
* Low expression of the nucleoside transporter hENT1 is associated o IS was e‘cf'c'e”f}’ inhibited and sequ.esjrered info fernary NICTT
witlh 5] reaielarees complexes, depleting the pool of dTMP within 2-4 hours oxaliplatin
, o The toxic metabolite dhFU was undetectable, suggestive of an cetuximab
NUC-3373 bypasses the key cancer resistance pathways of 5-FU improve d tolerab: ity profile compare d to 5-FU NU?; '{,37 7 ianitu.muma:
o \ e  Based on these data, the NuTide:302 study was initiated to SYEEEEEE
0.0 ot o investigate NUC-3373 in combination with other anti-cancer N(F'-(!E,,!,',"
QOQ o | _‘:' agents in patients with recurrent CRC NUC-2373
— — =  — - +
OQO JToNo, NUC-3373 PK profile comparison with 5-FU - irinotecan
o ‘ ohort
O % | NUC-3373 5-FU e Part 2 (+/1Y
BREAKDOWN  TRANSPORTER ACTIVATION ACTIVEANTLCANCER ~ TARGET UMOR APOPTOSIS Randomized Assignment to Cohorts at invlfsﬁgafor discretion
PEPENDENT HETABOHITE SNaYiiE n=6 patients per arm n=6-12 patients per Cohor.
NUC-3373 Plasma t, , 9 7 hours 8.14 minutes (n=6 patients per arm) (n=6-12 patients p J
x NUC-3373-> 2wk w/o»NUC-3373+1v  1a
FUDR-MP (in PBMCs) Detected (dose proportional) Undetected’
o NUC-3373+1v->2wk w/o—>NUC-3373  1b
D TS inhibition Strong Weak
2 NUC-3373 + oxdliplatin
Intracellular levels of dTMP Depleted No change : P
-33/3 + irinotecan
Toxic metabolite (dhFu) Undetected High levels i NV f
INDEPENDENT ACTVETABOLITE ENSYME TUMOR APOPTOSIS 2b  NUC-3373 + oxdliplatin + bevacizumab

%Q: F-BAL O Enzymes o FUDR MP ‘Thymidylate synthase ™ Phosphoramidate N u Ti de : 3 o 2 s tu dy De s i g n 2c NUC-3373 + oxa/ip/aﬁn + panifumumab

3b NUC-3373 + irinotecan + cetuximab

ProTides: NucleoTide Analogs Primary objective

e A new class of anfi-cancer agents * Determine a recommended dose of NUC-3373 in combination  gTUDY STATUS

* Transformative phosphoramidate chemistry with agents commonly used in the freatment of CRC e Study open with sites in the US, UK, Spain and France
* |ncrease intracellular levels of active anti-cancer metabolites Secondary obijectives

e Broad clinical utility e Safety and tolerability in each combination

SUMMARY

Effects of each combination agent on PK of NUC-3373 . - .
e NUC-3373 is specifically designed to overcome the key cancer

o
e Anti-tumor activity of each combination
®

NUC-3373: A ProTide Transformation of 5-FU

* Designed to overcome key 5-FU resistance mechanisms®” | resi hani sted with
. . Effect of | in (V] when added to NUC-3373 on PK and PD cell resistance mechanisms associated with 5-FU
’ i(rB]ehnUenr]cltre]sCC%R%é:ePl\lLglf\ne(/iltr;;rccel|u|or levels of FUDR-MP than 5-FU pafsmzte?:c(:%\f]rl)n ) when added o oA e The NuTide:302 study will determine the optimal dose of

NUC-3373 in combination with agents commonly used in the
treatment of patients with CRC

e NUC-3373 has the potential to offer a more eftective and safer
treatment option than 5-FU

Up to 330x significantly greater cytotoxicity than 5-FU in vitro ~ Exploratory objectives

Significantly greater anti-cancer activity in vivo compared to 5-FU ~ ® Assess markers of resistance to 5-FU in blood and pre-treatment
Not degraded by DPD or TP tumor samples

Favorable toxicology protile e Relationships between NUC-3373 PK, PD and clinical activity
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