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Mechanism of Action

Vintafolide (EC145)

Targeting  spacer Drug
Ligand Linker (Vinca
(Folate) System alkaloid)

9mTc-etarfolatide (EC20)

Imaging Agent

Covalent
Bond

The reduced folate carrier
binds folate with a low affinity.
Folate conjugates

will not enter cell through the
reduced folate carrier.

Upon binding to the folate receptor, the
conjugate is internalized via endocytosi

O/

Folate-conjugate
binds the folate receptor

Folate receptor recycles
back to cell surface
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Rationales for TARGET Study

Activity
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EC145 1 umol/kg, TIW x 2 wk (1/5" MTD): 1/5 cures

-
——
—4— Docetaxel 10 mg/kg TIW x 2 wk (MTD): 0/5 cures
—¥— EC145 + Docetaxel: 5/5 cures

Single-agent vintafolide activity in FR(100%)*

heavily pre-treated NSCLC patients N=14
Disease Control Rate (CR + PR + SD) 57.1%
Median PFS 7.1 months
Median OS 10.8 months

* FR(100%) = all target lesions positive for FR
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Study Design

Adeno and Squamous NSCLC

with one prior therapy (n=280)

Stratification Factors

& — Time since last chemo (< 3 vs 23 m)
somTe-etarfolatide scan — Bestresponse to last chemo

& — Stage llIB vs. IV

: » — Prior EGFRI treatment (Y vs N)
FR(100%) — all target lesions are FR positive _ _
Randomized 1:1:1 (n=199) Primary Endpoint: PFS

/ d \a — 75% Power for 50% Improvement
1-Sided Alpha=0.10

Arm A: Arm B: Arm C: o .
Vintafolide Vinta +DTX DTX — Futility Interim at 50% PFS events
2.5mg IV As per Arm A and 75 mg/m2 IV . .
Days 1, 4, 8, 11 Arm C schedules Day 1 g 3 wks Secondary End pomts
q 3 wks — ORR, DCR, OS

3 lv 3

PD or unacceptable toxicity
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Patient Disease Characteristics

Vintafolide Vinta + DTX
N=63 N=68

Median age (yrs) 64.0 63.5 63.0
E%OG = 22% 27% 27%

1 76% 73% 73%

5 2% 0% 0%
Adenocarcinoma 65% 63% 72%
Smoker 76% 90% 85%
Stage IV 82% 85% 87%
Time since last chemo

< 3 months 51% 49% 50%
Best response to last chemo 0 0 0
CR/PR/SD 73% 72% 71%
Prior EGFR inhibitor treatment 16% 15% 13%
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Drug Administrations

Vintafolide Vinta + DTX
N=63
Median # of cycles 2.0 (1-19) 4.0 (1-19) 4.0 (1-16)
Relative Dose Intensity Vinta DTX
95% 74% 84% 92%
% patients with Vinta DTX
> 1 dose omitted 22% 81% 15% 0%
> 1 dose adjusted 3% 29% 52% 35%
Reason dose adjusted Vinta DTX
Hematologic toxicity 50% 85% 77% 71%
Non-hematologic toxicity 50% 15% 31% 29%
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Efficacy Results — All patients

Vintafolide Vinta + DTX
N=63 N=68

Median PFS (months, 95% CI) 1.6 (1.4; 3.2) 4.2 (2.8;5.4) 3.3(1.7;4.2)
PFS HR (vs. DTX; 95% CI)* 1.35(0.92; 1.96) | 0.75 (0.52;1.09)

1-sided p-value 0.9421 0.0696
Median OS (months, 95% CI) 8.4 (5.6; 12.3) 11.5(7.3; 13.4) | 8.8 (5.4; 12.6)
OS HR (vs. DTX; 95% CI)* 1.05 (0.68; 1.61) | 0.88 (0.58;1.36)

1-sided p-value 0.5818 0.2874
PR 4 (6.3%) 15 (22.1%) 9 (13.2%)
SD 22 (34.9%) 33 (48.5%) 32 (47.1%)

* Unstratified log-rank
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Patient response to Vinta + DTX

Baseline After 2 cycles

@ MmTc-etarfolatide scan
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Efficacy Results — PFS Forest Plots

EC145+doce doce HR {Cl) BEC145+doce doce
Subgroups OfM OfM better better
Crwerall 54 | 68 5O f 68 0.75{0.52,1.09) ———
Time since Last Chemotherapy
= 3 MONTHS 27133 31734 0.67(0.40,1.14) ——
== 3 MONTHS 27135 28134 0.90{0.53,1.55) —a—
2
Interaction test L =058, P =0446

Best Rezponge to Last Chemotherapy

CRIPRJ/SD 381 49 43 1 48 0.76(0.49,1.18) ——

PO/UMNEK 16/ 19 16 / 20 0.78(0.37,1.61) — T
F

Interaction test L =0.01, P=0.920

Disease Stage at Study Entry

STAGE B 7110 g9 0.890.31,2.58) L
STAGE IV 47 f 38 51;‘ 59 0.75{0.50,1.13) ———
Interaction test XL =0.02, P =0.878

Prior Treatment with EGFR Inhibitor

b G710 &r9 0.54{0.19,1.58) —
M 45 1 58 51;' 59 0.80{0.54,1.20) ——
Interaction test %L =057, P =0.452
Histology
ADEMO_* 337543 42149 0.73{0.456,1.16) —
SQUAMOUS CELL CARCINOMA 21125 17 /19 0.87(0.46,1.66) ——
2
Interaction test L =018 , P =0.669
[ I 1
o 1 2 3
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Progression Free Survival

All patients

% Patients progression free
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Adenocarcinoma
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Overall Survival

All patients Adenocarcinoma
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Efficacy Results — Stratified Analyses

All Patients

Vintafolide
NEGK]

Vinta + DTX
N=68

PFS HR (vs. DTX; 95% CI)
1-sided p-value

OS HR (vs. DTX; 95% CI)
1-sided p-value

1.35 (0.89; 2.04)
0.9266

0.96 (0.62; 1.50)
0.4396

0.78 (0.52:1.17)
0.1175

0.75 (0.48:1.18)
0.1066

Adenocarcinoma

Vintafolide

Vinta + DTX

PFS HR (vs. DTX; 95% CI)
1-sided p-value

OS HR (vs. DTX; 95% CI)
1-sided p-value

N=41
1.32 (0.79; 2.21)
0.8590

0.88 (0.51; 1.52)
0.3274

N=43
0.68 (0.41;1.14)
0.0732

0.51 (0.28; 0.94)
0.0147
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TEAEs Regardless of Causality

Vintafolide Vinta + DTX
N=63 N=68
% TEAES G1-4 G3 G4 Gl-4 G3 G4 Gl-4 G3 G4
Neutropenia 3 0 2 77 15 57 62 18 37
Febrile Neutropenia 0 0 0 13 12 2 6 3 3
gggigleeutropenic 0 0 0 F 0 6 5 0 5
Anemia 24 6 0 21 4 2 29 6 0
Thrombocytopenia 0 0 0 7 0 0 4 0 0
Nausea 5 0 0 15 2 0 19 0 0
Vomiting 5 0 0 13 0 0 12 0 0
Constipation 16 0 0 9 0 0 7 0 0
Peripheral neuropathy 18 2 0 34 9 0 21 0 0
Fatigue 14 6 0 27 7 0 34 9 0
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Conclusions

* Vintafolide in combination with docetaxel showed
clinical meaningful improvement across all efficacy
endpoints over single-agent docetaxel

* Best improvement was seen in the pre-defined
adenocarcinoma patient subgroup with PFS HR 0.68
and OS HR 0.51

» Safety profile was manageable and expected from
the single-agent agents
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