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BACKGROUND STUDY DESIGN 40— Percentage change in tumour measurement Efficacy
o Resistance to chemotherapy reduces patient survival Obijectives : e Overall Response Rate*: 1039% (n=9)
e Llimited effective treatments for recurrent ovarian cancer Primary Secondary © Con)plefe Response::lé (n=1)
o Effective new agents and combinations required e Determine recommended Phase Il dose (RP2D) e Evaluate safety profile and tolerability 2 ; ECIJF“GI Response: 35% (n=8) . )
. 1 e . of NUC-1031 + carboplatin combination * Objective Response Rate (ORR) TR o Stable Disease: 57% (n=13). Duration 7.4 months (range 3.5-11.0 months)
':"g'd.es' dNUCIeOT'de Ik\"dogues . hani * Clinical Benefit Rate (CBR) 5 e Clinical Benefit Rate (RECIST Best Response CR, PR, SD 212 weeks): 96% (n=22)
esigned fo overcome key cancer resistance mechanisms o Progression Free Survival (PFs) g « PFS: 7.4 months [range 1-11 monthe
¢ Transformative phosphoramidate chemistry e Pharmacokinetics (PK) ¢ o .5 AT g e . . _
¢ Increased intracellular levels of active anti-cancer metabolite, dFdCTP Methods 2 /6 patients resqunT 1{0 'Pslr irstplatinum-containing  regimen
® Broad clinical utility ® 4 dose cohorts with NUC-1031 (500, 625 & 750 mg/m?) administered on days 1 & 8 + carboplatin < (]C;rbolpl"f'” + 'GXOF” achieved a ) bicved an ORR of 29%
. %
NUC-1031: The First Anti-Cancer ProTide (AUC 4 or 5) on day 1, g3-weekly for <6 cycles g 204 |p.ahnum re r”cxctory./.resmant. patients ac |t:{e ;n oF !
e NUC-1031 is a first-in-class nucleotide analogue Patient Population = e 6 pot!num partially §en5|f|ve/sen5|t|ve patients ac nieved an QRR ot 67%
e A ProTide transformation of gemcitabine * Aged =18 years with epithelial cancer of the ovary, fallopian tube or primary peritoneum 5 T EEEE ol thent hocli prev:ﬂous}y progressed ;)n oloparib and achieved a PR
e Overcomes the key gemcitabine resistance mechanisms!"2 ¢ Relapsed <24 months from completion of platinum-containing regimen £ 40 {39% tumour volume reduction, FFS 7.2 months)
b viiudiibopidimrmetievelll B REsUs M pest Qverall Response
e Activation independent of deoxycytidine kinase (dCK) 2 All Patients Evaluable Patients
e Protected from breakdown by cytidine deaminase (CDA) Patient Characteristics 3 60 : _ (n=25) (n=23)
o Greater stability e 25 patients (median age 64 years) e Status from last platinum-containing % Platinum Status n % n %
o Reduction in toxic metabolites e 3 prior chemotherapy regimens (median; range 2-6) regimen: 0 Refractory (7) Coml : . : 4
NUC-1031 bypasses the key cancer resistance pathways to gemcitabine * 10 patients received prior carboplatin + gemcitabine © 10 platinum resistant 80 Resistant (10 omplete Response
Cemeiabine e BRCA status: 9 positive; 4 negative; 12 unknown o 7 platinum refractory Partially Sensitive (4) Parfial Response 8 32 8 35
e 23 patients response evaluable (received =1 cycle) o 4 partially platinum sensitive Sensitive (2)
Pharmacokinetics © 2 platinum sensitive 100 "Plginum sats s o st Objective Response Rate 9 36 9 39
® Intracellular Active Anti-Cancer Metabolite: dFdCTP prinemreentaining regimen Stable Disease 13 52 13 57
e Combination with carboplatin rapidly generated very high intracellular dFACTP levels
(Crnax=14.0 pM/mg, Tissue Protein/500 mg/m? and Trmax=30 min) . Clinical Benefit Rate 22 89 22 96
e High dFJCTP levels maintained for 24 hours PFS by platinum status * - -
TRANSPORTERDEPENDENT  snEAKDOWN  ACTUATON . Lost Dose A confirmatory scan was not performed in all responders
JUS—— Safety Profile
2RO cobotn el lctd - - PrOONCLUSION R
o~ o No unexpected AEs reported ! . . o
B e 6 dose—limiﬁr?g toxicities [DLst) in 4 patients: Platinum e NUC1 O31°+ carboplatin is an effective combination:
(% > o 2 Grade 4 thrombocytopaenia (NUC-1031 625 mg/m? & 750 mg/m? + carboplain AUC4) Refroctory © ORR 39%
o 3 Grade 3 fatigue (NUC-1031 625 mg/m? + carboplatin AUC4) ° SD57%
o 1 Grade 4 neutropaenia (NUC-1031 750 mg/m? + carboplatin AUCA) - o CBR96%
o — superon ¢ No thrombocytopaenia in the platinum partially sensitive or sensitive patients (n=7) . ¢ Regimen is well-tolerated
‘ O vicwe Qurscer Q) e ™ o ‘ Most Common (>10% patients) Grade 3/4 TEAEs 2 EILTS: myelos:%prAeEsmon and fafigue
500 mg/m? | 625 mg/m? | 750 mg/m? | 750 mg/m? Flafinum W Complete Response o onexpeciec s . .
PRO-001: First-in-Human Study +"£g§;‘?§?ﬂ +AU%5 +AU%4 +AU%4 +AU%5 '(l:gfzgg Resistant : M Partial Response * NUC1031 is stable in plasma and rapidly generated high
e Highly active as a singleagent in relapsed/refractory cancers? P’ (n=12) (n=6) (n=6) (n=1) = : Stable Disease |ntr_c1ce!|u|ar levels of active anti-cancer metabolite, dFACTP, that were
e 78% disease control rate (DCR) in advanced solid tumours Neutropaenia 42% (5) 50% (3) 67% (4) 100% (1) 52% (13) Progressive Disease mainfained for 24 hc;urs )
¢ 93% DCR in patients with gynaecological cancers Loukopaenia P p—— % 100% 11 8% 1] — o 5P2D was 5(:(1)0 mg/m? NUC-1031 on days 1 & 8 + AUC5 carboplatin
o Well-tolerated ° ° ° ° ° Platinum ay 1, 921 b bined with carboplati ik
*  No unexpected adverse events (AEs| Thrombocytopaenia 33% (4) 33% (2) 33% (2) 0 32% (8) g:l’:'sl\cfl\l\l/)é o NUC-1 Oﬁ] can be combined with carboplatin at an AUC5, unlike
* Manageable myelosuppression and reversible transaminase elevation [ & o 50% (3 17% (0 o 16% ) - gemcitabine ] ' .
e Generated considerably higher intracellular levels dFdCTP compared £ ° ° ° Platinum [ .............. B P P P P P P I P I Iy * NUC1031 currently in Phase Il study (PRO-105) for patients with
with gemcitabine on an equimolar basis? Anaemia 17% (2) 17% (1) 0 0 12% (3) Sensitive 3 7 7 : - oA platinum resistant ovarian cancer
e 217x greater Crox ; o S e Phase lll study planned for combination of NUC-1031 + carboplatin
e 139x greater AUC Lymphopaenic 0 0 50% @) 0 12% ) Months for patients with platinum sensitive ovarian cancer
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