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Introduction  TrialDesign | Design Dose Escalation Status Safety Summary

TL32741 is a small molecule Smac mimetic that potently and specically Phase f, multi-centered, open-label, dose-escalation 3+3 design, with dose cotort | Dose | Threr  #patems | AOTel | AGraed 4 Gradeos +  No Grade 3 or Grade 4 Adverse Events attributed to study drug
antagonizes inhibitor of apoptosis proteins (IAPs), resulting in caspase- expansion at recommended Phase 2 dose - oo - ith inci
depegndent apoptosis andpinr;ctivatﬁm of NI(:-kB )Signaling-gln precll;nica\ + Dose levels escalated by 100%. If CTCAE v.4 drug-related AE Grade>2 o 1 0.18 3 3/3(100%)  None None Most Common Drug -Related Adverse Events with incidence > 2
studies, single agent tumor regression was observed for multiple tumor >1 change abg\{e baseline, sub§eque_nt cghorts escalated by 50% or 33% 2 036 100% 3 113 (@3%) None Nono Adverse Event Number of Grade 1 or 2 Events (%)
types and potent anti-tumor activity was observed when TL32711 was + TL32711 administered as a 30min IV infusion once weekly for 3 Nausea 5 (14%)
combined with specific chemotherapies and death receptor ligands. This consecutive weeks followed by one week off (Cycle) repeated every 4 ° o2 1o s SOl || KD Nore Fever 4(11%)
firstin-human study assesses the safety, pharmacokinetic (PK), and weeks IV until progression/ toxicity/ voluntary withdrawal‘ _ _ 4 144 100% 3 113 (33%) | 1/3 (33%) None Rash 3(8%)
pharmacodynamic (PD) profile and anti-tumor activity of intravenous * Weekly study assessments (+C1D2, C1D16) "'n?” reatment discontinued 5 288 100% 3 113 (33%) = None None Lymphocytopenia 2(6%)
administration of single agent TL32711 « PKI/PD markers (IAPs, apoptosis activation) - pre-dose and 4 and
’ 24 hours post dose on Day 1and 15, and pre-dose and 4 hours © S0 O S fone) pone WD e T
- 9 u o nti-Tumor Activi
FIGURE 1 TL32711 Mechanism of Action . pRosttdo‘se on DzySdots; o Crclo2 7 15 100% 3 113 (33%) | 1/3 (33%) None - 2
estaging was done at the end of Cycle 8 172 50% 3 3/3(100%)  None None CRC Patient 01-202 (Dose cohort 0.36 mg/m?)

« Patient with relapsed progressive disease after 7 prior regimens

: i: oo . Patient Characteristics 9 * S Pending | Pending | Pending | Pending « CT scan: 3 of 5 metastatic lesions decreased after 2 cycles of TL32711 -

Stable Disease by RECIST criteria

:,“‘ @ Coxe ) Patients Treated Cancer Type n % Pharmacody cS « Patient received 6 cycles (24 weeks) of TL32711 before disease
/. e SRS (Cobortelte) 29 Anal 1 4% FIGURE4  cIAP1 Target Suppression in Tumor Biopsies progression
8and 10 T TS 65 Appendiceal 1 4% 01-703 BIO::::N::T:::M A)nalvsls 03-803 Emp:ix?:?_ﬂi:cfﬁi Melanoma Patient 01-703 (Dose cohort 11.5 mglm’)
Q[Wg cFUP (range) (31-80 yrs) Colon 5 21:/“ o e ’ - Patient with rapidly progressive disease prior to study
= ” Gastric 2 8% ) - « Stable Disease by RECIST criteria after 2 cycles of TL32711
Gender, n (%) 1 ;
[Ceaseases ] Male 15(625%)  Head & Neck 3 12% | i o « Progressed after 3 cycle with increasing cutaneous lesions
Female 9 (37.5%) Hodgkin's oo [ h  —
[caspases,7_ |, Lymphoma 2 8% Cospaced [N AciveForm ¥, CRC Patient 01-801 (Dose cohort 17.2 mg/m?)
£coc Melanoma 3 13% e ac « Patient with progressive disease after multiple prior therapies
erformance preaose cots p— = )
Potently degrades GIAP1 Status, n (%) Ovarian 2 8% 1 « Patient's CEA decreased (150 to 90) and developed a 4-5cm photopenic
Antagonizes XIAP H b S‘G‘ff’; Pancreatic 2 8% [ cIAP1 degraded by ~90% after TL32711 treatment, with sustained onon day7 | lesion in a hepatic metastasis after 1 cycle of TL32711. Patient had marked
Blocks TNF-a pro-survival signaling 2 0 (0%) Sarcoma 2 8% clinical improvement of early satiety and pain during 1! 2 cycles.
scLe 1 % FIGURE 5 Rapid and Sustained clAP1 Suppression in PBMCs « Patient progressed with development of a new liver lesion after 2 cycles
Study Objectives Good Carlatonveween L3271 el and APt Prdicted AP suppression st and 7 days post dose | Subject 01-801
il \ \ Baseline Day 15
Primary Objectives: Pharmacokinetics . o by Wesem 3 —38
« To determine the maximum tolerated dose and characterize the safety FIGURE 2 TL32711 Pharmacokinetics in Plasma and Tumor Tissue f 3" CFwith
and tolerability of TL32711 when administered as a 30 minute : 2w without
. . f . - k4 g contrast
intravenous (IV) infusion once weekly for 3 consecutive weeks ° : 3 =
followed by one week off (Cycle) repeated every 4 weeks as tolerated ° .
in patients with refractory solid tumors or lymphoma X & T S S I szt tmay
Secondary Objectves: W
« To assess the pharmacokinetics, pharmacodynamic effects and anti- b . ¢ FIGURE 6 Dose-Related Decrease in clAP1 Levels in PBMCs « TL32711 is well tolerated in patients with solid tumors and
tumor activity of TL32711 oo Predicted clAP1 Level ymp with no dose-limiting toxicities and the MTD has not
e ) 100. been reached
Eligibility bose = u.m(:m;m” s s o TL3271_1 displays dose_pr?‘po(tinnal pharmacokinetics, moderate
(me/m) o | miswe | magmt | et | it | maim | e | i | "o | Mo % s to low inter-patient variability in C,,,, and AUC, and a long
Inclusion Criteria: T B B B B T B ey o ° s terminal half-life in plasma (35 hrs) with high uptake and
«  Confirmed advanced metastatic or unresectable malignancy that is Avcvenm) | s | 200 [ w3 | uiae | aas | vy | s | a0 | s | o retention in tumor tissues (half-life 49 hrs)
bt o | 2o | oo | o7 | va ] o3 | en ] we | w8 ] %o  armram O L +  TL32711 causes rapid (within 4 hours) and sustained (for 7 days)

refractory to currently available standard therapies
» ECOG performance status of < 2; life expectancy > 3 mo

*Estimated clAP-1 levels based on TL32711 concentration in PBMC

suppression of clAP1 that is dose-dependent as measured in

«  Adequate renal, hepatic and bone marrow function FIGURE 3 Dose Proportionality of TL32711 in Plasma FIGURE 7 No Increase in Serum MCP-1 or IL-8 Across All Cohorts both PBMCs and tumor biopsies
oo ot s * TL32711 causes dose-related activated serum caspase-3/7 and
Exclusion Criteria: Jo00 £ cleaved cytokeratin-18 levels (data not shown)

« Evidence of anti-tumor activity observed
« Patient accrual to this study continues
o ATL32711 Phase 1b12a flve -arm combmatlon cllnlcal trial with

car litaxel and

+ Received standard or investigational anti-cancer therapy within 4
weeks prior to first dose of TL32711

+  Symptomatic or uncontrolled brain metastases requiring current
treatment

«  Clinically significant auto-immune, cardiac or pulmonary disease

s 1 15 20 25 30 liposomal doxorubicin is ongoing

Dose (ma/m?)




