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INTRODUCTION METHODS

» Inactivating alterations in TSC1 or TSC2 are considered targetable biomarkers AMPECT Expanded Access Program
for mTOR inhibition’

o _ _ o _ » AMPECT was a phase 2, open-label, single-arm, multicenter study in patients with advanced malignant PEComa to determine the efficacy and safety of nab-sirolimus » Based on early signal of clinical benefit from the AMPECT study, this expanded access protocol bridged between the closure of the enrollment in AMPECT and the
g Zig;ig,:n;? :c;ili]g:’tlizlrj:crs”r\:\;i?r? ngam-racz:ja::zlebétzzﬁg‘;g;gl2%?;\/;2;?;; : © through intravenous infusion (data cutoff as of June 2021) regional marketing approval of the product in order to allow patients with malignant PEComa to be treated with nab-sirolimus
malignant PEComa, a tumor that frequently has inactivating alterations in
> :fec;,il\c/)lLESCC'l;jtzr’isal (NCT02494570) of nab-sirolimus efficacy and safety was the ey Eligibility Criteria freatment Primary Endpoint Patient Population of Retrospective Analysis freatment :
first prospective study in advanced malignant PEComa* L A =18 v * nab-Sirolimus 100 mg/m? administered as an intravenous infusion " ORR by central review per RECIST v1.1 . Age 218 years - nab-Sirolimus 100 mg/m? administered as an intravenous infusion Data Collection

. . L. . . over 30 minutes on Days 1 and 8 of each 21-day cycle . - _ = Post-hoc evaluation of
* In exploratory biomarker analyses, known inactivating alterations in 7TSC7 . Centrally confirmed inoperable metastatic or locally Other Endpoints - Advanced malignant PEC oma with prior exposure to mTOR over 30 minutes on Days 1 and 8 of each 21-day cycle

- - WY , T : response via electronic
or TSC2 were associated with response advanced malignant PEComa nab-Sirolimus Dosing Schedule = DOR, DCR (CR, PR, or SD of =12 weeks’ inhibitors nab-Sirolimus Dosing Schedule medical record review

» To allow access to nab-sirolimus treatment for patients with serious conditions . ECOG PS 0-1 e | Cuale s “rele 8 d“éat“’”)' Saf“-ltyfto'ek:ab“gyf and « ECOG PS 0-2 " Tumor molecular profile by
4 5 . Repeat until disease subgroup analyses based on tumor Repeat until disease i i
\l/\lvgc_)rzl)v?)eg%eXqudbe%fro;n QMPECbT , an explanded afCCeSS” progr.amh(EA'?\l\I;;DECT * No prior mTOR inhibitor therapy Day Day Day Day Day Day Day Day Day progression or molecular profiling by next generation Day Day Day Day Day Day progression or ?Vi);tegear:/ear”a;;;)lg)sequencmg
| S 5_) .r| ged the gap between closure of enroliment in the . Adequate organ function . 3 21 . 3 21 1 3 21 unacceptable toxicity sequencing (when available) 1 8 21 1 8 21 1 8 21 unacceptable toxicity
trial and nab-sirolimus market access ® o ® o ® o ® o ® o ® o
> We report data from the flnal anaIySIS Of AM PECT patlents’ Who were naive tO CR, complete response; DCR, disease control rate; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; mTOR, mechanistic target of rapamycin; nab, nanoparticle alboumin-bound; PEComa, perivascular epithelioid cell tumor; PR, partial response; PS, performance status; SD, stable disease. ECOG, Eastern Cooperative Oncology Group; mTOR, mechanistic target of rapamycin; nab, nanoparticle albumin-bound; PEComa, perivascular epithelioid cell tumor; PS, performance status.

MTORI, and from patients with malignant PEComa with prior mTORI exposure
treated with nab-sirolimus in the EAP

SAFETY

» There were no Grade 4 or 5 treatment-related AEs (TRAEs) in AMPECT
» The most common TRAEs in AMPECT were mucositis, fatigue, and rash (Table 1)
* Four patients with a response had TRAEs that were managed with dose

reduction; these patients maintained response on the lower dose Waterfall plOt of the efficacy of nab-sirolimus for tumor reduction in patients with malignant PEComa in AMPECT and on the EAP > ORRwas 39% (12/31 patients), including 2 CRs, and DCR was 717%
» AEs reported by the treating physician in the EAP were consistent with what

EFFICACY

Target tumor reductions were observed in patients with TSC7 and TSC2 inactivating alterations in both the AMPECT trial and the EAP AMPECT

» 31 patients with malignant PEComa and no prior mTORIi exposure are
shown as of June 2021

« Median DOR was not reached after 3 years of follow-up, indicating

that >50% of patients will have a DOR >36 months

reported in AMPECT . . - - - - . . . -
was reported | c AMPECT (mTORl-nalve) EAP (patlents with prior MTORI exposure) « No clinically relevant differences by baseline characteristics were noted
Table 1. Most frequent TRAEs and Grade 3 TRAEs in AMPECT - Patients obtained benefit regardless of TSC7 and TSC2 alteration status
40 * During long-term follow-up, 2 patients ineligible for tumor resection at
TRAEs Any grade (>25%) Grade 3 15 baseline had successful resection after treatment with nab-sirolimus
Hematologic TRAEs E’ c Table 2. Best overall response in all evaluable patients and patients
Anemia 18 (53) 5 (15) IC_B ‘g ] with known inactivating alterations in TSC17 or TSC2 in AMPECT
o I . ]
Thrombocytopenia 12 (35) 1 (3) “5 = . . Patients CR or PR
Nonhematologic TRAEs °\° 8 ——————————————————————————————————————————————————————————————————————————————— - - - All evaluable patients 31 12/31 (39%) 16/31 (52%) 3/31 (10%)
N 14
Mucositis 27 (79) 6 (18) E o TSC1 or TSC2 alteration 14 9/14 (64%) 4/14 (29%) 1/14 (7%)
i : O 4/31 patients, all with response, were ongoing at the data cutoff.
Fatl ue 21 62 1 3 a Onpirme rés onses g , ? ?
g ( ) ( ) E E CCR, cf;omp(ljete rgsponsé; PD, progressive disease; PR, partial response; SD, stable disease.
Rash 21 (62) -- ; IE EAP
Nausea 16 (47) = © . . . . .
= » 16 patients with malignant PEComa and prior mTORI exposure were treated
Diarrhea 14 (41) - on the EAP from July 2019-July 2021; prior mTORIi included sirolimus,

. Patients Patients everolimus, temsirolimus, and sapanisertib; 12 patients had exposure to 1
Hyperglycemia 14 (41) 3 ) prior mTORIi and 4 patients had exposure to 22 prior mTORIs; and 50% had
Weight decreased 14 (41) - had progressive disease as best response on previous mTORI
Dermatitis 12 (35) - B 7SC2 alterations TSC1 alterations ~ M No TSC17 or TSC2 alterations Not evaluable for TSC1 or TSC2 > The DCR was 63% (10/16)

Hypertriglyceridemia 11 (32) 1(3) T, R Table 3. Best overall response in all evaluable patients and patients
Hypercholesterolemia 11 (32) ata cut as 0T June 421 ala cut as ot JUly £0<1. with known inactivating alterations in TSC17 or TSC2 on the EAP
_ EAP, expanded access program; mTORIi, mechanistic target of rapamycin inhibitor; PEComa, perivascular epithelioid cell tumor. Patients PR?2 SD PD
Decreased appetite 12 (33) --
Dysgeusia 9 (26) _ All evaluable patients 16 4/16 (25%) 8/16 (50%)° 4/16 (25%)
Headache 10 (29) -- TSC1 or TSC2 alteration 9 419 (44%)  3/9 (33%)  2/9 (22%)
6/16 patients including 2b without.alterations in TSS1 or TSC2 were ongoing at the time of data cutoff.
ALT 9 (26) 1 (3) C O N C L U S I O N S E(?&)gfg)rg)ea?léee%pggggssé gggrgﬂl;elgg, gargg?«gs;?\;e_;izs;vaeseelisﬁ’R, partial response; SD, stable disease.
Edema 9 (26) - REFERENCES
Pruritus 9 (26) - » nab-Sirolimus provided clinical benefit in mTORi-naive patients with malignant PEComa in the AMPECT trial and in patients with malignant PEComa with prior mTORi therapy in an EAP £ FYARRO solmus sori-und o o sl suspersr).Pacage e, o Palsaces, O A2 Bsrce, . 2021.
Vomiting 9 (26) 1(3) » Although AMPECT and the EAP cannot be directly compared, response rates showed similar trends regardless of prior mTORIi exposure and in patients with TSC7 or TSCZ2 alterations 5. Dilon .ot i ConneciveTissuo Oncdoy Sty Mesing Novmber 10-13, 2021 01l Presnitin
ALT, alanine aminotransferase; TRAE, treaiment-related adverse event » Based on the emerging biomarker results, a tissue-agnostic pan-tumor Phase 2 study in patients with TSC7 and TSC2 alterations has been initiated and is currently enrolling patients (NCT05103358) ﬁqgv?waEEGME.NLS.WWpM by Hilary Durbano, PhD, of AlshaBioCom, LLG, King of Prussia, PA, USA, and funded by Aadi Bioscienc, Inc.
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