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Objective

This trial is desighed to evaluate the efficacy,

safety, and tolerability of nab-sirolimus in a TSC1 and TSC2 form a protein complex and together are critical Results from the AMPECT exploratory biomarker . . . _ PRECISION 1 (NCT05103358) is a prospective, phase 2, open-label, multi-institution basket trial
patient population with advanced malignancies negative regulators of mTOR complex 1 activation® (Figure 1) analysis demonstrated rapid and durable Figure 2. Exploratory Biomarker A“a|V5[5 From AMPECT Demonstrated Rapid and evaluating nab-sirolimus in patients with malignant solid tumors with pathogenic inactivating
and limited therapeutic options responses in patients with TSC1 or TSC2 Durable Responses in the Subset of Patients with Known TSC1 or TSC2 Inactivating alterations in TSC1 (Arm A) or TSC2 (Arm B) (Figure 4)

Alterations Treated with nab-Sirolimus (n=14)

Figure 1. PI3BK-AKT-mTOR Pathway ** inactivating alterations and suggested significant

clinical benefit (Figure 2)’ Figure 4. Study Design

— TSC1 alteration

TSC2 alteration
Key eligibility criteria Treatment phase m

e Metastatic or locally advanced solid Arm A: Arm B: e Response assessment every 6 weeks

The safety profile in the overall study population
was consistent with other mTORis with no new
or unexpected safety signals®

o
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Measurements

tumor with a pathogenic . . . .. . . . .. for the first year, then every 12 weeks
The Most common a ny grade’ inactivating alteration in TSC1 or Patl:ogen_lc In.actl.r\;acgng Patl:ogen.m m.acu_’_\;acgng thereafter, until disease progression
nonhematologic treatment-related adverse ~50- TSC2 identified using NGS in tumor altérations in altérations in + Quarterly follow-up untillEQS) death,

tissue or liquid biopsy? n=~60 n=~60

or consent withdrawal®

Percent Change in Target Tumor

events (TRAEs) were stomatitis (28/34,

e >12 years of age

nab-Sirolimus is an mTORi utilizing nanoparticle 82%]), fatigue (21/34 [62%)]), and rash (21/34 « mTORi-naive o over 30 mimees on Dovs 1 ond 8 of each 210 eycl Endpoints®
albumin tEChnOIOgy to enhance anﬁtumor aCﬁVity '62%' )’ . nd the most common, any-grade * Patients must have received e Dose reduction allowed per protocol at 75, 56, 45, and 35 mg/m? Primary Endpoint
as shown in animal models nematologic TRAEs were anemia (18/34 appropriate standard treatments or * ORR by independent radiology review

be unlikely to tolerate or derive (RECIST v1.1)

53%]) and thrombocytopenia (12/34 [35%]) clinically meaningful benefit from nab-Sirolimus Dosing Schedule Secondary Endpoints

standard therapy as determined by e DOR, DCR, PFS by independent radiology

MTOR complex 1

pata from the AMPECT sxploratory analysis and VoSt TRAES were grade 1/2 and were —— . ———
ay ay ay epeat until disease progression, )
an expanded access program Suggest FrequentIY mutated in cancer manageable fOr |Ong'term treatment; NO Flgure 3. EStImatEd Frequency Of Pathogenlc and/Or InaCtlvatlng Alterat|0n5 In e ECOGPSOorl1l ((?r KPS 289; or % % wit:;‘?::vzrl,t:fbclir:(:::\cti“c’;rat Fﬁzviigglgtzif;?éi::gg;nESOR o
and/or validated target TSC1 or TSCZ by Tu mor Type LPPS 280 for pediatric patients) 8 investigator discretion and PFS; time on treatmer;t; ass’()ciati,on

e o . o o > E . . .
nab S|-rollrnus may provide clinically re.lev.ant [ ™ ] [ - ] grade >4 TRAEs were observed 1 el e o B between mutationl profleandcrica
benefit with a manageable safety profile in . . . . . . CT scan or MRI Patients will be enrolled in the United States and globally
: : : . . Patients with various malignancies bearing TSC1 Total TSC1 and/ NCTOS103358
patients with solid tumors harboring inactivating or TSC2 inactvating alterations treated with or TSC2
. _ . C ey : .. TSC1 ions (% TSC2 ions (% bined® (% a o o - | o - | o
alterations in TSC1 and/or TSC2 The utility of oral mTOR inhibitors (mTORis), such as sirolimus, R ° o o mtone o ommned e B o B i s B s o e e Dl o oo T o
as pan-cancer agents may be restricted by low bioavailability nab-sirolimus as part of the expanded access Bladder sladder |1 09-10 e e e O e e e e
and dose-limiting toxicity*? program (NCT03817515) showed evidence of Liver ver caee Fvaluation Critera for Solid Tumors; TSC1/TSC2, fuberous sclrosis complex 1 or 2.
Comblrled, TSC1 and/or TSCZ. Inactivating : response (partial response in 5/7 patients) and Kidney Kidney |77 0.7-0.8 5.2-5.9
alterations have been found in ~3% of patients To improve the pharmacologic properties of sirolimus, manageable toxicities® Endometrial Endometrial 1.6-2.0 3.9-5.0 Partnerships with leading next-generation sequencing companies (Foundation Medicine, Tempus,
with endometrial cancers; however, there are no nab-sirolimus, a nanoparticle albumin-bound form of sirolimus, STS TS 11-15 1.8-2.4 and Caris) and US Oncology will facilitate identification of patients with qualifying inactivating
specific treatment options for patients with was developed for intravenous use Inactivating alterations in TSC1 and/or TSC2 have NSCLC NsCLC [ 06-1.0 15-2.2 alterations in TSC1 or TSC2 and expand access to the study through just-in-time trial locations and
these alterations In animal models, nab-sirolimus demonstrated significantl been observed in several types of cancer, e RN = o accelerated site activation (Figure 5)
Hioher intrat ‘ ; R . tg yth including in ~3% of patients with endometrial Ovarian Ovarian | Oom1a h2m22
igher intratumor drug concentrations, greater tumor grow . cre [l o CRC 0.9-1.0 1.5-1.6
- - : N . . . cancers, combined; however, no treatment | Cer bound o : Cwer bound o Figure 5. Expanding PRECISION 1 Access and Enrollment Through Strategic Partnerships
PRECISION 1 (NCT05103358) is a registrational, inhibition, improved survival, and greater inhibition of the T Lo - sreast [ 0.6-0.7 = Lower bound of sreast |1 0608 Lowerboundof 12-15 8 P 8 & 8 P
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1 1 : 4 Pancreatic [ 0.1-0.2 Pancreatic | 0.3 0.4-0.5
entr_iollr:\en'ftzega;\ in I\/:a.rclh 2022, am.ulth_lc_)SpCeln to and everolimus The phase 2 PRECISION 1 trial was initiated to L - - - - + - - -
patients with endometrial cancers wi or o , , , . R . - - - - - - - - -
TSC2 inactivating alterations nab-Sirolimus is approved in the United States for the treatment evaluate the potential of mTOR inhibition with TSC1 mutation frequency (%) TSC2 mutation frequency (%)
of adult patients with advanced, malignant perivascular nab-sirolimus for the treatment of patients with e e o A e e o e e e e — paent machedto
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