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Background: ANG1005, created from Angiochem’s Engineered Peptide Compound (EPiC) platform, has a novel mode of action targeting the low-density lipoprotein receptor-related protein (LRP-1) which is highly expressed KEY FINDINGS:
on the surface of the blood-brain barrier (BBB) and upregulated on various tumor cells to gain access to the brain compartment and entry into tumor cells. . . ] i . . i . .
Methods: Patients with advanced solid tumors, adequate organ function, ECOG <2 received ANG1005 by IV infusion g21d without premedication. Brain metastases were required at the maximum tolerated dose (MTD). Doses Al.\l(.;‘-1005 'S saf? e .w.ell toler.ate(fl, 119 GlEEIEE @ NS uendialsy eleley !mmun.ogenlmty _ _ _ o

were escalated using a modified Fibonacci scheme in sequential cohorts of 1-6 patients each. Study objectives included characterizing safety, tolerability, PK, identifying the MTD and obtaining preliminary evidence of efficacy. ‘Minimal systemic toxicity ; main side effect was bone marrow suppression which was transient and easily managed with standard hematopoietic support
Results: 56 patients received ANG1005 at doses of 30-700 mg/m?; 20 at 650 mg/m?, the identified MTD and recommended highest Phase Il dose. Median age: 54, male: 43%, =3 prior therapies: 73%. Most common adverse -ANG1005 has a linear bioavailability; no evidence of accumulation after repeat dosing

events (2Gr. 2, CTCAE v.3.0) were leucopenia (73%), neutropenia (66%), anemia (48%), thrombocytopenia (27%) and fatigue (18%); events were transient and manageable. The dose-limiting toxicity was Grade 4 B i s S o/ i i i i : i
thrombocytopenia. No evidence of CNS toxicity or antibody production even in patients who received multiple doses. Only 4 patients experienced infusion related reactions and there was no significant peripheral neuropathy (5 E\.lldence of efflc.acy, dlsease.control (_SI'..)) rate _Of 71% with 5 overall PRs in this heavily pre-treated patient population
Gr.2, 2 Gr.3). PK data indicate linear ANG1005 bioavailability and no accumulation after repeat dosing. At 650 mg/m?, Cycle 1: C__, 306 ug/mL, AUC, ; 2571 ug-h/mL, T,, 4.0 h, CL 285 mL/m?-h. Plasma concentrations of ‘Disease control in 83% of patients who failed prior taxane therapy

free paclitaxel measured at MTD revealed that it accounted for only a small fraction (<8%) of total plasma exposure. Overall disease control (= SD by RECIST) was achieved in 71% of patients dosed = 420mg/m? including 10 ‘Marked tumor reductions in metastatic disease locations including the brain, liver, lung and lymph nodes

patients who failed prior taxane therapy. PR in 5 patients at MTD: 2 Breast, 2 NSCL, 1 Ovarian. Important reductions were also achieved in metastases located in organs including the brain, liver, lung and lymph nodes. Median
time to progression was 18 weeks in responders (= SD) and 8 weeks in all patients.

Estimated median TTP in patients that achieved SD or better was 18 weeks (10 weeks longer than the median TTP in all patients)

Conclusion: ANG1005 is safe and well tolerated and demonstrates activity in advanced solid tumors and brain metastases, a disease for which there is currently no approved chemotherapy drug. *Final Phase | results support further development of ANG1005 and lend complementary clinical evidence to the EPIC platform
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Brain metastases:
~ 180,000 cases per year in the US alone Summary of bgne marrow and most commonly reported Grades 2-4 adverse events 2 possibly related to ANG1005 regardless of OVERALL BEST RESPONSE KAPLAN-MEIER CURVES OF TIME TO PROGRESSION
Incidence continues to rise as improved therapies for systemic cancers extend survival and baseline severity.
provide more time for brain metastases to develop The table lists the number of patients who experienced the event by most severe grade. _ Primary Tumor Type: | Primary Tumor Type: ALL PATIENTS VS. RESPONDERS (2 SD)
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*Preliminary antitumor activity

STUDY DESIGN:

*Multi-center, sequential cohort, open-label study using a modified rapid dose-escalation design
TREATMENT:

*ANG1005 by intravenous infusion (~1 hour) once every 21 days without premedication

STUDY POPULATION:

*Adult patients with progressing advance-stage solid tumors and brain metastases, an ECOG status
< 2 and measureable disease

Cycle 1 vs. Cycle 3 CASE STUDIES
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*Taxane-resistant

After 2 cycles of ANG1005 at 650 mg/m? the OVERALL
tumor response on CT showed 46% tumor shrinkage

PATIENT CHARACTERISTICS (N=56)
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Age (years)
Median (Range) 54 (23-81) 6 8 1022 24 26 5 4 & 8 10 22 24 26
Sex, n (%) Time (h) Time (h)
Male 24 (43%)

Primary Tumor Site, n (%) Free Paclitaxel vs. Paclitaxel-equivalent ANG1005
Breast 14 (25%) Cycle 1

Skin (Melanoma) 13 (23%) PK Data at the MTD (650 mg/m?) MTD Group_(650 mg/m?2)

Lung (NSCLC) 8 (14.5%) PARAMETER Cycle 1 (n=20) n=16

Lung (SCLC) 8 (14.5%) C,.ax (Ug/mL)

Head and Neck 7 (12.5%)

Other 6 (10.5%)
No. of Prior Therapies, n (%)

<2 15 (27%) half-life (h)

3-5 23 (41%) CL (mL/m?-h) - -After 2 cycles of ANG1005, the OVERALL tumor

>6 18 (32%) Vd (mL/m2) " response on CT showed 25% tumor shrinkage
Prior Radiotherapy, n (%) ) 2 4 6 8 1022 24 26 (45% reduction in the brain alone)

Yes 44 (79%) *After 4 cycles of ANG1005, the OVERALL tumor

ECOG Performance Status Score, n (%) Summary: resgonse on CT. showed ?’8% tumor shrinkage
12 (21.5%) -Linear bioavailability (55% reduction in the brain alone)

35 (62.5%) *No accumulation
9 (16%) *Most plasma paclitaxel is associated with ANG1005 (= 92%)
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-~ Free Paclitaxel
—— Paclitaxel-equivalent ANG1005 38 y.o0. female patient with BREAST CANCER

and BRAIN, BONE, LIVER AND LYMPH METASTASES

*Received 3 cycles of ANG1005 at 650 mg/m?
followed by 5 cycles at 550 mg/m?
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