Background

® The Hedgehog (Hh) signal transduction pathway
plays a critical role in cell differentiation and Smo é

Ptc
patterning during development, but is inactive @
/ in
Smo /

in most normal adult cells.

® |n certain cancers, malignant activation of the
pathway is ligand-dependent. In the presence
of Hh ligand, Patched (Ptc)-mediated inhibition
of Smoothened (Smo) is relieved, enabling
Gli transcription factors to translocate to the

Increased Gli-1,
Cyclin D1, Myc & Bcl-2, etc.

nucleus and activate expression of genes that J’ﬂ“)ﬂlj?[
promote tumor growth and survival.

® |n basal cell carcinomas (BCC) and some medulloblastomas, malignant activation
of the Hh pathway is ligand-independent and due to a genetic mutation.

® |Inhibition of Smo disrupts this malignant activation of the Hh pathway by ensuring
that Gli transcription factors are held in an inactive form.

m |PI-926 is a potent, orally delivered small molecule inhibitor of Smo that is currently
being investigated in multiple Phase 1 and Phase 2 clinical trials.

Study Design

Study Objectives

® Determine safety, pharmacokinetics (PK), pharmacodynamics (PD), and anti-tumor
activity

Study Design
® Phase 1 dose-escalation in patients with locally advanced / metastatic solid tumors
Key Eligibility Criteria

= Adults with pathologically confirmed diagnosis of locally advanced / metastatic
solid tumors with no available standard therapy
m ECOG performance status 0-2; life expectancy > 3 months

® Adequate hepatic and renal function

Dosing Schedule
® Once daily on 28-day cycles

m 1 - 6 patients per cohort for dose escalation to maximum tolerated dose (MTD),
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Safety

Related TEAEs in210% | <130mg | 130 mg 160 mg | > 160 mg
of Patients (N = 5) (N=56) | (N=13) (N =15)
Fatigue

Grade 1-2 1 (20) 17 (30) 3 (23) 5 (33)

Grade 3 0 (0) 2 (4) 0 (0) 1(7)
ALT increased

Grade 1-2 0 (0) 6 (11) 2 (15) 6 (40)

Grade 3 0 (0) 2 (4) 1 (8) 5 (33)
Nausea

Grade 1 - 1(20) 13(23) |  3(23) 4 (27)
AST increased

Grade 1-2 0 (0) 6 (11) 3 (23) 7 (47)

Grade 3 0 (0) 0 (0) 1 (8) 3 (20)
Alopecia

Grade 1 - 0(0) 15(27) |  0(0) 1 (7)
Dysgeusia

Grade 1-2 - 1(20) 11(20) |  0(0) 3 (20)
Muscle spasms

Grade 1-2 - 0(0) 6(11) |  1(8) 3 (20)

followed by expansions in selected tumor types

Patient Disposition

Patients <130mg| 130 mg | 160 mg |> 160 mg
Treated, n 5 56 13 15
On-Study, n (%) 0 (0) 17 (30) 3 (23) 3 (20)
Discontinuations, n (%) 5 (100) 39 (70) 10 (77) 12 (80)
Radiographic Disease 2 (40) 22 (39) 6 (46) 10 (67)
Progression
Clinical or Symptomatic 2 (40) 6 (11) 3 (23) 1 (7)
Progression
Adverse Event 0 (0) 4 (7) 0 (0) 1 (7)
Patient Withdrawal 1 (20) 6 (11) 1 (8) 0 (0)
Other 0 (0) 1(2) 0 (0) 0 (0)
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Demographics
Parameter BCC Non-BCC
(N = 34) (N = 55)
Age, years
Median (Range) 67 (50 - 87) 60 (40 - 79)
Sex, n (%)
Male 30 (88) 29 (53)
Female 4 (12) 26 (47)
Cancer Diagnosis, n (%)
Basal Cell Carcinoma 34 (100) 0 (0)
Colorectal 0 (0) 7 (13)
Pancreatic 0 (0) 7 (13)
Chondrosarcoma 0 (0) 5 (9)
NSCLC 0 (0) 5(9)
Ovarian 0 (0) 5 (9)
SCLC 0 (0) 3 (5)
Other 0 (0) 23 (42)
Years from Cancer Diagnosis to First Dose
Median (Range) 13 (0.2 - 61) 3 (0.5 - 22)
Stage at Screening (BCC only), n (%)
Locally Advanced 9 (26) —
Metastatic 21 (62) —
Unknown 4 (12) —
History of Gorlin Syndrome, n (%) 5 (15) —
Previous Therapies, n (%)
Surgery 32 (94) 48 (87)
Systemic 15 (44) 49 (89)
Prior Hh-inhibitor 9 (27) 0 (0)
Radiotherapy 16 (47) 27 (49)
Pharmacodynamics

Gli-1 Expression as Fold of Control
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Patients (N = 65)

B Gli-1 expression in normal skin assessed by RT-PCR

B Change in normal skin from pre-dose to Day 22

B IP1-926 < 130 mg
B 1P1-926 130 mg
I IP1-926 160 mg
B IP1-926 > 160 mg

TEAE = treatment-emergent adverse event

A Phase 1 Study of IP1-926, a Novel Hedgehog Pathway Inhibitor, in Patients with Advanced or Metastatic Solid Tumors

Evidence of Clinical Activity in Hh-Inhibitor Naive Patients with BCC
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B Clinical and/or RECIST Partial Response
Bl No Response to Date
MET Metastatic

LA Locally Advanced
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Patient A
BCC Lesion, 6 Months of Treatment

Patient A

BCC Lesion Pre-Treatment
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m All patients treated at doses =2 130 mg/day

B Among all patients, mean Dose Dose Limiting Toxicity

duration on study has been Patients, n Events

115 days (range: 1 - 583 days) 160 mg 1 Grade 3 AST and ALT elevation

involving 5 treatment cycles _ _

ranae: 1 - 22 Grade 3 fatigue and anorexia

( J _ ) 180 mg 2 Grade 3 AST and ALT elevation
B No patient deaths have occurred

on study 200 mg 2 Grade 3 AST and ALT elevation
® 160 mg was defined as the Grade 3 AST and A!_T elevation

single agent MTD of IP1-926 210mg| 2 |Grade 2 ALT elevation and

hyperbilirubinemia
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o 1 BCC patient who started at 40 mg/day was on trial =, . SR
Patient B

for 19 months

Pre-treatment biopsy of a
BCC lesion stained for Gli-1

B 5 patients with diseases other than BCC were on trial
without progression for at least 6 months — 2 patients
with chondrosarcoma, and one each with ovarian
cancer, adenoid cystic carcinoma of the nasopharynx,
and neuroendocrine tumor of the nasopharynx

B Quantitative image analysis revealed a 60% reduction in
nuclear staining for Gli-1 after IP1-926 treatment and an
accompanying 57% reduction in total Gli-1 protein levels.

Conclusions

H |PI-926 is a well-tolerated and clinically active inhibitor of the Hh pathway.

B The MTD of IP1-926 as a single agent is 160 mg PO QD.
o0 Primary related TEAEs were Grade 1 and 2 fatigue and nausea. Asymptomatic, reversible transaminitis has also been observed.
0 No Grade 4 or 5 related TEAEs have been observed.

B Multiple radiographic and clinical partial responses have been observed in patients with BCC.

H |PI-926 is being investigated in multiple Phase 1 and Phase 2 trials as a single agent as well as in combination.

22-day post-treatment biopsy of
a BCC lesion stained for Gli-1




