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INTRODUCTION * In preclinical animal models, nab-sirolimus demonstrated significantly A) higher intratumor drug concentrations, B) greater tumor growth STU DY DESIG N
inhibition, C) improved survival, and D) greater inhibition of the downstream marker of mTOR activity, phosphorylated-S6 (pS6)

ribosomal protein, relative to equal weekly doses of sirolimus and everolimus (Figure 2)

* Tuberous sclerosis complex subunit 1 or 2 (TSC1 or TSC?2) are critical negative regulators of
mechanistic target of rapamycin (mTOR) complex 1 activation’ (Figure 1)

* PRECISION I (NCT05103358) is a prospective, phase 2, open-label, multi-institution basket trial to determine
the efficacy and safety profile of nab-sirolimus in patients with malignant solid tumors with pathogenic

Figure 2. (A) Intratumor drug concentration, (B) tumor growth inhibition, (C) survival, and (D) mTOR activity
inactivating alterations in TSC7 (Arm A) or TSC2 (Arm B)
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* The overall safety profile was consistent with other mTOR inhibitors, with no new or unexpected safety signals emerging in the

TSC1/TSC2, tuberous sclerosis complex subunit 1 or 2.

SUMMARY

* Available data from the exploratory analysis and an expanded access
program suggest acceptable efficacy and safety of nab-sirolimus, an
MTOR inhibitor with enhanced antitumor activity, in patients with solid
tumors harboring inactivating alterations in TSC7 and/or TSC2

aThe proportion of patients with definite impact alterations (ie, alterations known to have a biological impact; this includes frameshift,
nonsense, and splice-site alterations and deep deletions) was derived from the NIH NCI Genomic Data Commons Data Portal (NIH NCI
Genomic Data Commons).

CRC, colorectal carcinoma; NCI, National Cancer Institute; NIH, National Institutes of Health; NSCLC, non-small cell lung cancer;
TSC1/TSC2, tuberous sclerosis complex subunit 1 or 2.

AMPECT trial

 Patients with various malignancies bearing TSC71 or TSC2 mutations treated with nab-sirolimus as part of the expanded access
program (NCT03817515), showed evidence of response (partial response in 5/7 patients) and manageable toxicities®

* The utility of oral mTOR inhibitors, such as sirolimus as pan-cancer agents, may be restricted by low
bioavailability and dose-limiting toxicity?3

* To improve the pharmacologic properties of sirolimus, nab-sirolimus, a nanoparticle form of human
albumin-bound sirolimus, was developed for intravenous (IV) use

1. He Y, et al. Signal Transduct Target Ther. 2021;6(1):425. 2. Saxton RA, et al. Cell.
2017;169(2):361-71. 3. Pavavra F, et al. Oxid Med Cell. 2017;9820181. 4. FYARRO (sirolimus
albumin-bound particles for injectable suspension). Package insert. Pacific Palisades, CA. Aadi
Bioscience, Inc.; 2021. 5. Wagner AJ, et al. CTOS, November 10-13, 2021, Virtual. 6. Dickson MA,
et al. ASCO, June 4-8, 2021, Virtual.

* The phase 2 PRECISION I trial was initiated to evaluate the potential of mTOR inhibition with nab-sirolimus for the treatment of
patients with solid tumors harboring TSC17 or TSCZ2 inactivating alterations
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* PRECISION I is a registrational trial now recruiting for patients with solid
tumors driven by TSC1 or TSCZ2 alterations, an underserved patient
population with no targeted therapeutic options; this trial is designed to
evaluate the efficacy, safety, and tolerability of nab-sirolimus
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