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VHL/ HIF/ VEGF pathway is a key axis in clear
cellRCC

Multiple VEGF/ VEGFR inhibitors are currently
the standard of care in metastatic RCC

Single agent axitinib is approved after failure of
one prior systemic therapy with ORR 20% and
PFS 6-8 months.

- Bratslavsky G et al. Clinical Cancer Research 2007
- Rini B et al. Lancet 2011



Seleno-L-methionine(SLM)

Natural nonmetal element, orally bioavailable

Pleiotropic actions: Antioxidant, down regulates the
expression levels of HIFs, VEGF, and oncogenic
mMiRNAs-210 /155

Normalize tumor vasculature, resulting in increased
drug delivery to tumor tissues

Protects normal tissues against toxicity induced by
chemotherapy
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Antitumor activity of MSC or SLM * Axitinib in

0 1 2 3 4 7 8 9% 11 14 15 16 18
Days

nude mice bearing gcRCC 786-0 xenografts

—¢—Control
== M5C 0.2mg/mouse/day PO
=dr—SLM 0.2mg/mouse/day PO

=i Axitinib 25mg/kg (S days/week)
x &4 weeks PO

——MSC + Axitinib 25mg (5
days/week) x 4 weeks PO

—8—5LM + Axitinib 25mg (5
days/week) x 4 weeks PO

- Chintala, Rustum et al, BMC Cancer 2012, 12:293
- Zakharia, Rustum et al, Oncotarget 2018
- Durrani, et al, Trends in Cell & Molecular Biology 2015
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DOSE ESCELATION EXPANSION PORTION
Starting
dose
SLM 2500 5:1':‘:;;“ SLM 4000 RP2D of SLM BID for 14 days then
";:5 :;D fori4 meg BID for — continue with Axitinib 5 mg PO
o o
ﬂ’l!ll continue e i“ue
continue A)::itr':ih n:,t;m
with
Axitinib ftinib Cohort 2: Will include 19 patients with advanced clear

cell renal cell carcinoma , treatment will continue until

Axitinib 5 mg PO BID disease progression or unacceptable toxicities.

Adult patients with histologically proven clear cell renal cell carcinoma.
After progression of at least 1 prior line of therapy in metastatic setting

Key endpoints: Safety, Objective response rate (ORR), PFS

28 days DLT period for dose escalation
19 subjects screened, 17 were eligible to start treatment, 15 were evaluable for efficacy.

Data cutoff: December 2019



Baseline Characteristics

Characteristics

All Patients (N=17)

Age, median (range), years
Sex, n (%)
Female
Male
Prior systemic therapies, median (range), n
Prior systemic therapies, n (%)
1
2
23
Prior anticancer therapies, n (%)
VEGF/VEGFR
Immune Checkpoint Inhibitor
Investigational /Other
Axitinib (alone or in combination)
mTOR Inhibitor
Cytokine
IMDC* Risk Group, n (%)
Favorable
Intermediate
Poor

*IMDC - | Renal Cell C:

Database C

62 (51-77)

3(18)
14 (82)

2(1-4)

7(41)
5(29)

5(29)

12 (71)
11 (65)
6(35)
2(12)
2(12)

2(12)

3(18)
10 (59)

4(24)
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AEs-Evaluable Patients (N=17) N (%)

Any AE 17 (100)
Grade 3 AE 11 (65)
Any Treatment Related Adverse Event (TRAE)* 16 (94)
Grade 3 TRAE 8 (47)
Discontinuation due to TRAE 1(6)**
Death from AE 0

*AE is considered TRAE if AE association between either SLM and/or Axitinib is "possible, probable,
or definite"

**0One patient self-removed from treatment due to AEs previously experienced with another TKI



All-Cause >20% Adverse Events*®
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AEs (N=17) Grade 1/2 Grade 3 Grade 4** All Grades

Fatigue 10 (59%) 4 (24%) 0 14 (82%)

Diarrhea 13 (76%) 0 0 13 (76%)

Nausea 10 (59%) 1(6%) 0 11 (65%)

Anorexia 7 (41%) 3 (18%) 0 10 (59%)

Hypertension 2 (12%) 7 (41%) 0 9 (53%)

Cough 7 (41%) 1(6%) 0 8 (47%)

Proteinuria 5 (29%) 2(12%) 0 7 (41%)

Weight Lass 5 (29%) 2 (12%) 0 7 (41%)

Anemia 4 (24%) 2 (12%) 0 6(35%)

Vomiting 6 (35%) 0 0 6 (35%)

Constipation 5 (29%) 0 0 5(29%)

Hoarseness 5 (29%) 0 0 5 (29%)

Maculopapular Rash 4 (24%) 0 0 4 (24%)

*QOther AEs present in >20% of participants include the following (%): Dyspnea (47), Alanine Aminotransferase Increase (35), Dehydration (35), Headache (35), Pain in Extremity
(35), Alkaline Phosphatase Increase (29), Aspartate Aminotransferase Increase (29), Back Pain (29), Dysgeusia (29), Fever (29), Abdorminal Pain (24), Chills (24), Dizziness (24),
Hypercalcemia (24), Hyperkalemia (24), Hyponatremia (24), and Lymphocyte Count Decrease (24)

**A single Grade 4 toxicity of Cholecystitis was experienced by one patient, deemed unrelated to study drugs; No Grade 5 toxicities were documented in any patients
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Efficacy Parameter Evaluable Patients IMDC Risk IMDC Risk IMDC Risk
N (%) N=15 Favorable (0) Intermediate (1-2) Poor (3+)
N=2* N=9* N=4

ORR (CR+PR) 8 (53) 2 (100) 4 (44) 2 (50)

CR 2(13) 2 (100) 0 0

PR 6 (40) 0 4 (44) 2 (50)
SD (Lasting longer than &6 months) 3(20) 0 2(22) 1(25)
Disease Control Rate 11 (73) 2 (100) 6 (67) 3 (75)
(CR+PR+SD)
PD 4(27) 0 3(33) 1(25)

* Two subjects came off study prior to first scan deemed unevaluable for efficacy
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Maximum Decrease From Baseline in Target Lesions: Evaluable Patients (N=15)
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Duration of SLM and Axitinib Treatment Acrass Dose Cohorts
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Blood Selenium Levels

3 8 5 g 3 3 g

Blood Selenium Concentraations (uM)
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| Patient with metastatic ccRCC treated
8 by primary oncologist with sunitinib,

nivolumab, everolimus, pazopanib
presented with collapsed lung.
Started on SLM+ axitinib

Achieved PR for 2 years

Went skiing in Europe
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| Metastatic RCC to lung and lymph nodes,
| progressed on clinical trial with
ipilimumab and nivolumab

Achieved CR for 30 months

04/2017

e



Conclusions

Blood selenium concentrations determined therapeutically synergistic with anticancer therapy in
Xenografts were achieved clinically without dose limiting toxicity that can be attributed to SLM

No dose limiting toxicity encountered, no treatment related grade 4 or 5 toxicities
No side effects encountered due to SLM alone treatment for 14 days.

Promising efficacy observed, with ORR of 53% in the evaluable cohort of 15 subjects, .




Future Directions:

e Study is ongoing in expansion phase using SLM 4000 mcg

* Another cohort is being considered using BSA based SLM dose.

e Dual Energy CT (DECT) scan at day 0, 15 and 75 in expansion phase.
e Optional biopsies for biomarkers at baseline, day 14 and 74.
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