Phase 1A Clinical Trial of the First-in-Class Fascin Inhibitor NP-G2-044 Evaluating Safety and Anti-Tumor Activity in
Patients with Advanced and Metastatic Solid Tumors
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Abstract #2548 Pre-Clinical Data Efficacy Inhibition of Ovarian Cancer Growth
BACKGROUND: Fascin inhibitors block tumor metastasis and increase antigen A B - c —_—
uptake in intra-tumoral dendritc cells. Filopodia, finger-lke protrusions on cel NP-G2.044 1 * No formal RECIST-based objective responses were
surfaces, are necessary for migration of metastatic tumor cells and intra-tumoral -G2- Increases . . N .
dendritic cells. Fascin is the primary actin cross-linker in filopodia, and elevated antigen uptake by g observed, consistent with the drug’s non-cytotoxic
fascin levels correlate with increased risk of metastasis, disease progression and intra-tumoral dendritic mechanism of action
mortality. NP-G2-044 is a novel small molecule that inhibits the functions of fascin. cells in cultured cells & ] Pre|iminary signals of anti-tumor and anti-metastatic
Pre-clinical data drug in tumor growth and and in mice Siviti b d
metastasis, enhanced immune responses and survivals in treated animals, and ° activiies were observed. .
drug-drug synergism when combined with anti-PD-1 antibodies. = Tumor regressions in multiple pre-treated refractory solid
METHODS: This multicenter Phase 1A clinical trial was designed to evaluate safety A . tumor patients were observed.
and tolerability of NP-G2-044 and to identify the drug’s recommended phase 2 dose - L NP-G2-044 = Of particular note, signals of efficacy were observed in e = = = |
(RP2D) using a 3+3 dose escalation design. NP-G2-044 was administered to i synergistically 100% (4/4) ovarian cancer patients. = Signals of fefflcacy were observed in 100% (4/4) ovarian
patients with treatment-refractory solid tumor malignancies as a single oral daily Y increases survival cancer patients.
dose for 6-week cycles that included 4 weeks on (daily dosing) and 2 weeks off e —— when combined .
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(rest) w.thbazt..po.1 Dose-dependent Increase of Time-on-Treatment Time-On-Treatment (TOT) Increases for Ovarian
RESULTS: A total of 23 patients were enrolled in 7 dose cohorts ranging from 200- i ; antibody -
2100 mg. QD. Overall, NP-G2-044 appeared well-absorbed and with Cancer Patients
Tmax of ~4 hrs and T1/2 of 20-24 hrs. Across all cohorts, no DLTS, drug-related o
SAESs or patient deaths were observed. Based on PK and safety findings, 1600 mg. . =il
daily was selected as the provisional RP2D. While no formal RECIST-based Methods and Study Design ow ko o s
objective responses were observed, consistent with the drug’s non-cytotoxic L . .
mechanism of action, preliminary signals of antitumor and anti-metastasis activity = Phase 1 clinical trial conducted at 3 U.S. centers: City of el Ml e S
were observed. These include dose proportional increases in duration of treatment, Hope; Honor Health; and MSKCC o Py o ISR
i vival, and i interval, in particular for 4 out of 4 = Late-stage pts. with advanced solid tumor malignancies
late-stage avarian cancer patients. = 20 cancer patients finished at least 1 cycle of treatments, S :
CONCLUSIONS: In this first-in-human clinical trial, the novel fascin inhibitor, NP- i i \ /
G2-044, appeared safe and well tolerated. Signals of single-drug anti-tumor and goc:]tr;:ts;;zageglt:scc;m;:ﬁ;? 302‘:::;’: gitlslr:: . ! ; 3 H H : 7 :
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anti-metastasis activity were observed. A Phase 2A dlinical trial will seek to .7 p" p y'l o dp " p | é’ 200, 400 et e wrme = orme - o f Summary and Next Steps \
elucidate signals of RP2D activity in both monotherapy and the combination of NP- orally bio-available dose cohorts evaluated: ) f wsuaie ey
G2-044 with anti-PD-1 immune checkpoint inhibitors. J 600, 900, 1200, 1600, 2100 mg QD = NP-G2-044 is the first fascin inhibitor used in clinical
Back 3 Dose-Dependent Increases in PFS and MFI Zt“t‘.jies- vty achieved through tandem abilfy &
ackgroun - - = Anti-cancer activity achieved through tandem ability to
. é Safety and Pharmacokinetics ) = ProgreSS|on-Free Survival (PFS) block tumor metastasis and activate dendritic cells in the
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7 X were observed. cancer centers and further evaluate NP-G2-044 as both
Fascin inhibitors are small molecule compounds that can occupy the actin-binding .D tration/ . ind rtional fashi c eV ’ >
site on fascin, thus blocking fascin from bundling actin filaments. rug concentration/exposure increase in dose proportional fashion monotherapy and in combination with anti-PD-1 agents.
(through 1600 mg QD) ) . = The Sponsor wishes to thank the patients and families
A Multi-Faceted Attack on Cancer NP-G2.044 is a first-in-class fascin = Based on PK and safety findings, 1600 mg daily was selected as the Metastasis-Free Interval (MFI) h i d his clinical trial
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