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Background

TSR-011 is a Dual ALK/TRK inhibitor? Pharmacokinetic (PK) Profile

Anti-tumor Activity

Anaplastic lymphoma kinase (ALK) is a tyrosine kinase that Binding and inhibition of ALK, TRKA, B and C ~ 3 >ingle Dose at Day 1
: : : : 27 o Tumor Type |Dose (mg)| Cycle 1 |Cycle 2 |Cycle 3| Cycle 4 |Cycle 5| Cycle 6 |Cycle 7| Cycle 8| Cycle 9
IS an oncogene in a number of cancers, including non-small cell -E, 000 - §4A%e.
lung cancer (NSCLC), anaplastic large cell lymphoma (ALCL), _ E— g:z‘-}:f:;:;_f_::'--.-._ Papillary 190 —
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Genetic aberrations at the ALK locus, including point mutations, ALK 0.36 0.7 <1.0 £ 100 wlal CTm iEma ALK+ NSCLC | 480 > 240 Non-RECIST PR
amplifications, translocations and inversions, are observed in TRKA 4.7 0.5 1.8 &8 51, i R T bancreatic | 480 > 240
tumors. Inversions are seen in ~3-8% of NSCLC patients, and TRKB 12 15 140 S 2 {4 ee B LT A T p——— -
generate oncogenic fusion proteins, most commonly EML4-ALK. TRKC 71 5 4 26.9 e 105" e . T g ;
Despite availability of crizotinib, a dual cMet/ALK inhibitor, & Diroct comoan r—E — I 1 . r = 2 |# [“e- TROmMEOmMgad | e . ALK+ NSCLC 40 —
significant unmet medical needs remain. In order to address mparison ot ceflular activity was evaluated In engineere = 2] 7R Rotsomosin ALK+ NSCLC 120(1(6153)”‘9’ PR
limitations of crizotinib, such as resistance mutations in ALK, TSR- BaF3 cell line dependent on the specific kinase for proliferation % l ¥ TSR11120mg QD LK o NSoL o120 (60 mg,
011, a potent, dual ALK and TRK inhibitor is undergoing clinical =3 & TER011320mg ab q12)
valuation. _Inhibition of Proliferation (1C50:\M) ;2 [ mRmmme ovaran 20 E0MG
TSR-011 has very high affinity for the wild type recombinant H3122 cells NB-1 cells KM12 cells TF-1 cells ; T Cholangioca | 80
ALK kinase activity with an IC50 value of 0.7 nM and exhibits EML4-ALK |ALK amplification | TPM3-TRKA | NGF stimulated - 0 4 812162024 28 32;::{‘:1)44 48 52 56 60 64 68 72 76
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ustaned ptet bton of ALCdependent mor growt [ L s 2| [FBrExponenta PR PR parameters were dose praporioral] | AILITES evalusbie ALK NSCLC patients reman on stuy (e
drivers of NSCLC cell growth and crizotinib resistance are « TSR-011 displays potent inhibition of tumor growth in ALK* ’f The terr_mnal elimination t,,, was es_tlmated at 12- 24 hqurs + RECIST Partial Response (PR)
iInhibited by TSR-011 at low nM (IC50 values of 0.1 to 2.2 nM) tumor Xenograft models ** ApprOXImately two fold accumulation was observed with e Non-RECIST PR**

concentrations. In addition, TSR-011 inhibits TRK kinase activity =~ < TSR-011 causes regression in ALK* tumor graft derived from a once a day repeat dosing
and is capable of inhibiting cancer cell line proliferation driven by patient progressing on crizotinib

either rearranged or NGF stimulated TRKA (aka NTRK1). < TSTSR-011is a potent inhibitor of TRKA, B and C and inhibits Safety/TOlerablllty
Approximately 3% of marker-negative NSCLC was reported to proliferation of naturally-occurring TRKA-rearranged

« Stable Disease (SD)
**» Long term SD observed in papillary thyroid, colorectal and
pancreatic cancers

**Investigator assessed thinning of pleural disease; Duration on therapy over 5 months
after progressed on crizotinib (3.5 months)

Conclusions

have rearrangement of TRK-A in a recent study!. We are colorectal cancer cell line KM12

conducting a Phase I|/lla dose escalation and cohort expansion
study to evaluate safety, tolerability, PK, and efficacy of TSR-011; Patient Dem ograp hics
and are reporting the preliminary results from the Phase | study.

Dose (in mg; schedule is once daily unless otherwise indicated)
_ _ Adverse Event | 50| %D | B0 | SZL B0 QTN 2 52 ) AT “TSR-011 is a potent dual inhibitor of ALK and TRK
Objectives Sl e I O O O kinases. Phase lla will explore the activities of TSR-011 in both
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__o evaluate the safety and tolerability of orally administered Soy Peripheral _ _ N _ - _ _ ++TSR-011 was rapidly absorbed following oral administration and
“()Sldqc-e(t);rlmine LT and MTD of TSR-011 Male 5 Neuropathy displayed dose proportional PKs with an elimination t,, of 12-24
) ] . = hours
e T i ineti - Female 13 Dysaesthesia : . - | - : = . : . . . .
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