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INTRODUCTION
» Advanced malignant PEComa is a rare, aggressive sarcoma, with no approved Srowth Tumor IHC pS6 suppression:
treatment. Loss-of-function mutation of TSCI or TSC2 and mTOR pathway 0 o D7 post dose (15 mg/kg/wk)
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overactivation has been described in this disease. 4\ / R Sl L

Case reports of mTOR inhibitor treatment show substantial clinical benefit.12 @ q ¢ ‘% &
Oral mTOR inhibitors have poor and variable absorption and often require P e
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therapeutic monitoring.
» nab-Sirolimus (ABI-009) is a novel albumin-bound intravenous mTOR inhibitor
with significantly higher anti-tumor activity, significantly higher intratumoral

drug accumulation, and significantly higher mTOR target (pS6) suppression at @ e
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» The AMPECT trial evaluated nab-sirolimus in patients with advanced malignant "

PEComa and met its primary endpoint (Abst ID: 3206452): /
* Independently assessed ORR was 39% with 95% Cl of 21.8% - 57.8%
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METHODS

» 34 patients with advanced malignant PEComa were treated with 100 mg/m?2 nab-sirolimus on a 2/3 weeks schedule. 31/34 patients were evaluable for efficacy
(received =1 dose of ABI-009, had a post-baseline scan, had a centrally confirmed PEComa). Primary endpoint was overall response rate (ORR) by independent
review. The target ORR of ~¥30% in 30 evaluable patients was to exclude the lower bound of the 95% Cl of 14.7%. An exploratory endpoint was to identify predictive
biomarkers for response.

» Pre-treatment tumors (archival or fresh tissue biopsies) were collected from all patients. The following analyses were performed on all available samples:

* Oncopanel (next generation sequencing, n = 25 analyzable samples): Targeted exome sequencing was performed to identify mutations using the CLIA-certified
Oncopanel assay at BWH Department of Pathology. The Oncopanel assay surveyed exonic DNA sequences of 447 cancer genes and 191 regions across 60 genes
for rearrangement detection.

* phospho-S6 for mTOR activation by IHC (n = 25 analyzable samples)

* FISH for TFE3 translocation (n = 22 analyzable sample)

RESULTS
» Oncopanel: The results of this analysis were provided for 7 genes for which mutations were identified frequently, or for which previous studies had
suggested a role in PEComa development. .
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CONCLUSIONS

» TSC2 mutations were significantly associated with response (89% of patients) to nab-sirolimus in this cohort of 31 efficacy evaluable patients with

PEComa.
> Responses were also seen in patients with TSCI mutations (20%) or no TSC1/TSC2 mutations (9%) although at much lower frequency than for TSC2

mutations indicating nab-sirolimus is active regardless of mutational status. m|

> Lack of pS6 expression was a negative predictor of response. 1. Wagner et aI.,JC0720170

» This first prospective study in advanced malignant PEComa suggests that nab-sirolimus may offer an important benefit in a g 3ic'<5°“ Tt/iké;tzjoi:n;z;?m
.Hou et al., ,

rare and aggressive sarcoma for which there are no approved therapies. 4. Hou et al.. AACR 2019, #3896
» A prospective tumor agnostic trial of nab-sirolimus for patients with tumor mutations in TSC2 is warranted. 5. Aadi Bioscience internal data
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