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INTRODUCTION METHODS RESULTS
In Vitro Potency NK Cells CD8 T Cells T, o0 Cytokine Erbitux (ug/mL) Campath (pug/mL) ALKS 4230 (ng/mL)
Human Levels
EC,, (nM) 0.09 £ 0.08 0.18 £ 0.06 0.13 £ 0.09 (pg/mL) R 1 S 10 1 R
EC;, (nM) 0.46 £ 0.08 1.1+£0.1 0.59+£0.24 IL-2 0 0 0 0 0 0
IL-4 0 0 0 0 0 0
NHP IL-6 943 864 613 1130 971 335
EC,, (nM) 0.10 £ 0.03 0.32 £.012 0.11 £0.03 IL-8 246 172 136 1064 880 357
EC;, (nM) 0.48 £ 0.22 1.3+£04 0.50£0.14 IL-10 0 0 0 0 0 0
IFN-y 349 351 336 1404 528 0
Mouse TNF-a 0 0 0 0 0 0
EC,, (nM) Data presented are median cytokine concentrations (pg/mL) measured in human whole
EC,, (nM) blood samples from 20 healthy donors.
Data presented are mean * standard deviation values generated from three
experiments with each sample being stimulated in triplicate.

Ratio to Projected C, ., at
MABEL Dose in Human

Approach | Surrogate Measurement " Human Dose | Cax at NOAEL in NHP
ivati 243 (M) - 2.61 (F /mL 784 - 842
MABEL Dose NKEC1I(I) f-oc: g(c;)trls\;auo? 0: hou:)nganM 0.1 ug/k = —
@ @ celis. L. el (0.0 ) -1 H9/Kg Lowest Concentration in Cytokine Release Assay
o, — 0.01 pg/mL
EC;, for activation of human
MED NK cells: 0.016 (0.46 nM) 0.7 ug/kg Projected C,,., at MABEL dose in human is 0.0031 pg/mL, the in vitro EC,, for NK cell
(o o 9 (o Ly Ly CD8 T cells: 0.038 (1.1 nM) 1.6 ug/kg activation, assuming IV administration to a 70 kg human with 3 L plasma volume.
Immune Suppression & Antitum_or Effec_:t_s Immune Suppression & Antitumf)r Effec_:ts_ e ——
(igh-Affinity Receptor) | Receptor) | (High-Afimty Receptor) | Recepton) HED of NOAEL in NHP NOAEL of 100 pg/kg in NHP 32 uglkg CONCLUSIONS
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