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colorectal cancer (NuTide:302)

» CRC 3" most common cancer = Incidence: 1.9 million” =« Annual deaths: 935,000
» 5-FU remains the cornerstone of treatment for CRC, despite several limitations

NUFOX NUFOX NUFOX NUFOX NUFOX NUFIRI NUFIRI NUFIR| NUFIRI NUFIRI

Baseline Characteristics (n=23) Safety Profile Baseline Characteristics (n=23) Safety Profile

« Rapidly degraded by DPD? Age, years Median 61 NUC-3373 / oxaliplatin 1500 / 85 1875/ 85 2250/ 85 Total Age, years Median 56 NUC-3373 /irinotecan 1500/ 120 1500 / 150 1500 / 180 1875 / 180 Total
_ . _ _ _ (range) (40-75) Dose (mg/m?) n=4 n=10 MITD n=9 n=23 (range) (36-74) Dose (mg/m?) n=4 n=4 n=9 MTD n=6 n=23
o Short plasma half-life (8-14 mins)® necessitates prolonged (46-hour) infusions
: _ _ Gender Male 11 (48%) Gender Male 8 (35%)
O Generat|0n Of FBAL (aSSOC|atEd W|th hand_fOOt S\/ndrOmE) Female 12 (52%) A” Gl’ades Grade 3 A” Gl’adES Grade 3 A” Gl’ades Grade 3 A” Gl’ades Grade 3 Female 15 (650/0) A” Grades Grade 3 A” Grades Grade 3 A” Grades Grade 3 A” Grades Grade 3 A” Grades Grade 3
» Generation of FUTP (associated with dose-limiting RNA toxicities; diarrhea, mucositis, myelosuppression N 75% 50% 1 (10% 56% 1(11% 13 (57% 2 (9% :
| ( | 8 ' PP ) ECOG PS 0 12 (52%) .alusea 3 (75%) 0 5 (50%) (10%) 5 (56%) (11%) 3 (57%) (9%) ECOG PS 0 12 (52%) Nausea 2 (50%) 0 2 (50%) 1 (25%) Ly (44,%) 0 2 (33%) 0 10 (43%) 1 (%)
» Cell entry requires nucleoside transporters 1 11 (u8%) | |Diarrhea 2 (50%) 0 L (40%) 0 L (14%) 0 10 (43%) 0 1 11 (68%)
x Complex enz\/matic activation Metastatic 1.3 14 (61%) Vomiting 2 (50%) 0 4 (40%) 1 (10%) L (44%) 0 10 (43%) 1 (4%) Metastatic s 12 (52%) Diarrhea 3 (75%) 0 1 (25%) 0 1(11%) 2 (33%) 1(17%) 7 (30%) 2 (9%)
R - - Sites, n =2l 9 (39v) | |>tomatitis 0 S 1(10% . 2 (22%) L S S Sites, n =4 11 (48%) | | Vomitin 2 (50% 0 0 0 2 (22% 2 (33% 0 6 (26% 0
NUC-3373 overcomes key limitations associated with 5-FU o 3oy | |ALT increasec > (50% > (50% 1 (10% 0 > (22% 1011% 5 (22% 3 (13% o o &
N(/C'_ 3 ",'73 Ve ° AST increased 1 (25%) 0 2 (20%) 0 2 (22%) 0 5 (22%) 0 ) Colitis 0 0 1(25%) 0 0 1 (17%) 1(17%) 2 (9%) 1 (4%)
RECIST Lung 13 (57%) _ RECIST Lung 14 (61%)
Target Abdomen 7 (30%) Appetite decreased 1 (25%) 0 3 (30%) 0 3 (33%) 0 7 (30%) 0 Target Abdomen 5 (22%) ALT increased 2 (50%) 0 1 (25% 0 0 0 5 (22%) 2 (9%)
Lesions Lymph nodes | 5 (22%) Hypokalemia 0 0 1 (10%) 1 (10%) 1(11%) 0 2 (9%) 1 (&%) Lesions Lymph nodes = 8 (35%)
i Glaasy "o Other 7/ (30% | | Hyperuricemia 0 0 0 0 1(11%) 1 (11%) 1 (%) 1 (6%) Other 9 (39%) | | AST increased 2 (50%) 0 O O O 0 3 (13%) 0
1 il KRAS Yes 16 (70%) Anemia 0 0 T (10%) 0 5 (56%) 0 6 (26%) 0 KRAS Yes 17 (74%) ALP increased 0 0 0 0 0 0 1 (4%) 1 (4%)
OffTargetToxicity Transporter I Mutated™ No 6 (26%) Thrombocytopenia 0 0 1 (10%) 1 (10%) 1(11%) 0 2 (9%) 1 (4%) Mutated™” No 5 (22%) |
\ Prior Lines Median (range) 3 (2-8) Fatigue 3 (75%) 0 5 (50%) 0 5 (56%) 2 (22%) 13 (57%) 2 (9%) Prior Lines Median (range) = 4 (2-10) Appetite decreased 1 (25%) 0 0 0 2 (33%) 0 > (22%) 0
ne - N — | | ) 1 1 0 0 0 0
CE\\N\Eb\'a ‘ - ) , | 2 7 (30%) |nfUZIOﬂI-‘I‘E|atEC| I’EaCtIOI'\ 1 (25/0) O 2 (20/0) 1 (1 1 /o) O L|- (1 7/0) O 2 5 (22%) vaomagnesemia O O ’I (250/0) O O O 3 (1 30/0) O
| . X N 0 Headache 1 (25%) 0 2 (22%) 0 3 (13%) 0 . 3 3 (13%)
Sl Prior Lines, n 3 8 (35%) Prior Lines, n ’ : 0 . :
«ﬁk\o@/& ?@F 1 —{(Fuog C 4 3 (13%) | |Feeling hot 2 (50%) 0 1(11% 0 3 (13%) 0 4 6 (26% | |Anemia . £ Z 50 . 0 (072 £ 21220 £
Rl EEaoxcty up oPRT \ 5+ 5 (22%) Chi”S O O 3 (33%) 1 (1 10/0) 3 (13%) 1 (Ll-o/o) 5+ 9 (39%) Fatlgue ’I (250/0) O ’I (250/0) O 2 (330/0) ’I (1 70/0) 7 (30%) 2 (9%)
S | Ti Prior Bev Yes 11 (48%) Pyrexia 0 0 1(11%) 1(11%) 1 (4%) 1(4%) Prior Bev Yes 14 (61%) o
TR K G Exposure No 12 (52%) Infection 0 0 1 (11%) 1 (11%) 1 (%) 1 (%) Exposure No 9 (39%) Proteinuria 0 0 1 (25%) 1 (25%) 0 0 1 (4%) 1 (4%)
l ;1” E)gﬁsr'?tssit:cgﬁcueri]sgg\gﬁor 5-FU, oxaliplatin & irinotecan 21 out of 23 patients experienced a TRAE TRAEs reported are related to NUC-3373 or NUC-3373 & oxaliplatin; All grade TRAEs with incidence of =210% in any dose cohort; All grade 3 TRAEs reported ;1” E,taﬁsﬁtss ?\tjéurzcuer;\‘,‘gg‘gﬁor 5-FU, oxaliplatin & irinotecan 18 out of 23 patients experienced a TRAE TRAEs reported are related to NUC-3373 or NUC-3373 & irinotecan; All grade TRAEs with incidence of =210% in any dose cohort; All grade 3 TRAES reported
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FUDP '<— RR —>{FUDR-DP

. . = DLTsin 3 patients » DLTs in 3 patients
s Nucleotide Pool : . = No Grade 4 or 5 TRAES .
l l Tyt X Imbalance SO Grage i fc)'r 2 TRtAIiIS 0 ad ‘ | 139 = (Grade 3 fatigue (2 pts at NUC-3373 2250 mg/m* + oxaliplatin 85 mg/m?) Discontinuation rate due to adverse events was low (9%) » Grade 3 ALT/ALP increased (1 pt at NUC-3373 1500 mg/m* + irinotecan 180 mg/m?)
I I lw N - DR meiy ielis s O? IR EE szwas OI\'N I( ) 2 » Grade 3 ALT increased / Grade 2 bilirubin increased : 1D, NU(LiJ 2374 . oy S ; 2 « Grade 3 colitis (1 pt at NUC-3373 1875 mg/m?® + irinotecan 180 mg/m?)
ol DT ~ p « MTD: NUC-3373 1875 mg/m? + L\ 400 mg/m? + oxaliplatin 85 mg/m (1 pt at NUC-3373 2250 mg/m? + oxaliplatin 85 mg/m?) n : : 1500 mg/m? + L\/ 400 mg/m? + Irinotecan 180 mg/m . Grade 3 fatigue (1 pt at NUC-3373 1875 mg/m’ + irinotecan 180 mg/m’)
NMNA 1IN | |fifflj1N
RA DAMAGE I N 7 | Pharmacokinetics Time on Treatment Pharmacokinetics Time on Treatment
DNA DAMAGE o o o o
NUC-3373: A targeted inhibitor of TS » Preliminary data indicate that A » Preliminary data indicate that
ProTide transf tion of FUDR-MP%5 the acti fi tabolite of 5-FU oxaliplatin had no impact on R e ——— - rinotecan had no impact on e —— -
" FTOTIAE transtormation o i  tE ACHVE diti=Canter Metabolite of 5 NUC-3373 exposure . | o NUC-3373 exposure - | -
= Resistant to breakdown by DPD 500 - A A N 500 A r
. . s
= Able to enter cells independently of nucleoside transporters e —— ' ' ' ' A
. Low levels of toxic catabolites (FBAL, FUTP) w0 T - w0l T ————
= Generates high levels of FUDR-MP®, which binds to TS E" : 2 E, =
= (Causes animbalance in the nucleotide pool leading to DNA damage and cell death’ 2 300 1 2 3001 T
= Induces ER stress and DAMP release leading to immunogenic cell death®? U — — U
= 200 - 4 = 2007 — 1500 /120 mg/m?
NuTide:302 Study - Phase 1b/2 = . I N 1500 mg/n = ) B <00 /150 me/me
=100~ —— I R B 575 me/m << 100 I 500 /180 me/m
B 2250 mg/m? = I 1575 /180 mg/m’
N U FOX O | | o — ongoing 0 | | A —» ongoing
(Q1W) NUC-3373+LV  NUFOX A pD NUC-3373+LV  NUFIR A PD
s rd [ . n=17 n=17
>3 |ine (n=23) % 39 % % 39 %
i _ 0 T 2 3 4 5 6 7/ i . 0 T 2 3 4 5 6 7/ 8
max & median e 15 porcoion + cmean e Months max & median e 15 prcoion + cmean e Months
Patients with Received =2 prior lines
?gl\(lﬁgg’?j containing a fluoropyrimidine Best Overall Response in Evaluable Patients ]
+ oxaliplatin & irinotecan Conclusions & Future Plans
30 DCR=80% — 80 DCR=55% [—
Participating countries: = ) - . ) ) ) o ] ) -
UK, USh, France %9 50 _ = NUFOX & NUFIRI have favorable safety profiles compared to = Encouraging signs of anti-tumor activity in heavily pretreated %o 60 _— SOOMO -
== mg/m: o L . . . o - 5 g/
Wor RS s 7 P “OLFOX & FOLFIRI' historical data patients who have received prior 5-FU, oxaliplatin and irinotecan = B 1500 /150 g/
2 10 e | . g a I
2 5 I n & — « RP2D for NUC-3373 «» Prolonged SD: NUFOX - 6 patients >3 months; 2 5 =jzf§jizm§m
>3 [ine (n = : : : - - w 20 —
SRl - I I I «» NUFOX: NUC-3373 1875 mg/m? + LV 400 mg/m* + oxaliplatin 85 mg/m* NUFIRI - 6 patients >3 months > S I I I -
Part 2 (completed) ER ) « NUFIRI: NUC-3373 1500 mg/m* + L\ 400 mg/m* + Irinotecan 180 mg/m* &« Future Plans 5= 0 — I
NUC-3373 minimum infusion durations; Objectives: Scans every & weeks 220 | — = NUC-3373 PK profile unchanged by oxaliplatin or irinotecan = Randomized Phase 2 Study (NuTide:323) -20-—— —
1500 mg/m’ -120 mins NUC-3373 + LV RP2D in combination with Bealuablo ~ 10 patients receive =754 planed frestment. Undergo post-ireatrent scar . . - - s Fvaliablo 11 patients receive =754 planned trestrment, undérgo post-treatment scar
1875 mg/m? -150 mins oxaliplatin (NUFOX) or irinotecan (NUFIRI), safety, | s NUC-3373 has a convenient dQS|ng schedule NUFIRI-bev vs FOLFIRI-bev in second-line CRC initiated
2250 mg/m* - 180 mins PK, anti-tumor activity
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ABBREVIATIONS: 5-FU:5-fluorouracil ALP: alkaline phosphatase ALT: alanine aminotransferase AST: aspartate aminotransferase AUC: area under the curve Cnac maximal concentration CRC: colorectal cancer DAMP: damage-associated molecular pattern DCR: disease control rate DHFU: dihydrofluorouracil DLT: dose-limiting toxicity DNA: deoxyribonucleic acid DPD: dihydropyrimidine dehydrogenase ECOG PS: Eastern Cooperative Oncology Group performance score ER: endoplasmic reticulum FBAL: alpha-fluoro-beta-alanine FOLFIRI: 5-FU + leucovorin + irinotecan FOLFOX: 5-FU + leucovorin + oxaliplatin  FUDP: fluorouridine diphosphate FUDR: fluorodeoxyuridine FUDR-DP: fluorodeoxyuridine diphosphate
FUDR-MP: fluorodeoxyuridine monophosphate FUDR-TP: fluorodeoxyuridine triphosphate FUTP: fluorouracil triphosphate KRAS: Kirsten rat sarcoma virus LV: leucovorin  MTD: maximum tolerated dose NUFIRI: NUC-3373 + leucovorin + irinotecan NUFOX: NUC-3373 + leucovorin + oxaliplatin  OPRT: orotate phosphoribosyl transferase PD: progressive disease RECIST: response evaluation in solid tumors RP2D: recommended phase 2 dose RR: ribonucleotide reductase SD: stable disease TK: thymidine kinase TP: thymidine phosphorylase TRAE: treatment-related adverse event TS: thymidylate synthase UK: uridine kinase UP: uridine phosphorylase
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