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NOVEL MOA
IRS Degradation by NT219 & Prolonged Inhibitory Effect on STAT3

NT219 induces IRS1/2 targeting to the
proteosome after serine phosphorylation
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A375 human melanoma cells were treated with 3 and 10uM
NT219 for 4h and washed. pSTAT3 levels were determined 4,

24, and 48 hours following the washout. /
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NT219 PHASE 1/2 STUDY DESIGN

and Current Status

Study Design /Current Status h
 The primary objectives of the trial are safety, tolerability, MTD, * Asof April 25, 2021 (cutoff date), 6 patients were recruited
and RP2D and preliminary efficacy of NT219 alone and in e 3 adult patients with advanced solid tumors were enrolled to the 3
combination with cetuximab mg/kg of NT219 as a single agent and evaluated for safety and
 Measurements of STAT3 and IRS1/2 phosphorylation in biopsy efficacy
specimens and TILs will be evaluated as potential biomarkers * Here we present the preliminary analysis of the first dose level
cohort of 3 mg/kg. Evaluation of the 2" cohort (6mg/kg), is pending
N /

NT219 as a single agent in subjects with R/R solid tumors

el Dose Escalation Design

\
Dose Escalation Expansion
NT219 qlw NT219 qlw @ RP2D I

18<n<30 n=11+18 (Simon 2 stage design) H 6mg/kg 12mg/kg 24mg/kg 50mg/kg
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NT219 + cetuximab in subjects with R/M head and neck cancer?

NT219 + cetuximab

Dose Escalation Expansion
NT219 gqlw + cetuximab qlw NT219 glw + cetuximab qlw

9<n<18 n=11+18 (Simon 2 stage design)

1Colorectal Adenocarcinoma pts will be recruited in the Dose Escalation plrasendication TBD (expansion not part of the study protocol)

NT219 single agent
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NT219 — DEMOGRAPHICS, SAFETY and RESPONSE ANALYSIS
3 mg/kg Dose Level as a Single Agent

Patients Demographics

Demographics of Patients treated with NT219 3mg/kg

(n=3)

Median age (range)

74 (69-79)

Male/Female, n (%)

2(66.6%)/1(33.3%)

Race
White n (%) 3 (100%)
Prior Lines of Therapy
3 n (%) 1(33.3%)
4, n (%) 1(33.3%)
11, n (%) 1(33.3%)
Diagnosis, n
Pancreatic Cancer 1
Gastroesophageal 1
Junction Cancer
Breast Cancer 1
ECOG, n (%)
1 3 (100%)
Median time from initial 62 (22-90)

Diagnosis,

Months (range)
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Summary of Adverse Events

Adverse Event Grade 1 Grade 2 Grade 3
Description n (#Events) n,(#Events) n (#Events)
Abdominal Pain 1(2) 1(1)
Alanine 1(1)

Aminotransferase

Increased

Alkaline Phosphatase 1(1)*

Increased

Aspartate 1(1)

Aminotransferase

Increased

Back Pain 1(1)

Belching 2(2)

Cellulitis Left Foot 1(1)

Dyspnea 2(2)

Fatigue 1(1)

Nausea 1(1) 1(1)

Rash Pustular 1(1)

Retching 1(2)

Toxic Encephalopathy 1(1)**

*Transient- G2 after 2 weeks, **Transient- less than 24h

Response Analysis

Cancer  Prior Lines Treatment Best Resbonse™
Type of Therapy Duration(Weeks) P
Pancreatic 3 3 PD
Cancer
Target lesion:
Absent
GE Non. target
Junction 4 22 PR lesion 1
Cancer Absent
NT219
3mg/kg
Non target
lesion 2:
Stable
Breast 11 3 PD
Cancer

*Interim data
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CONCLUSIONS

and Acknowledgments

* In this first-in-human study, at the initial dose cohort, NT219 has been found to be well-

tolerated with minimal adverse events
* |n a patient with refractory GE junction disease, NT219 administration was associated with a

partial response (complete response at the largest target lesion and one non-target central
mesenteric lymph node, with stable disease at the other non-target lesion pre-carinal lymph

node)
e NT219 has the potential to provide a first-in-class treatment for patients with resistant

neoplastic disease

We would like to thank the patients, their families and
caregivers involved in this study
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