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of inhibition by IL-7 neutralizing antibodies.
MDK1319 and MDK-701 do not activate nor inhibit
any other (“off target”) Ryc family receptors at
concentrations 100-fold greater than required for
maximal IL-7R activation. MDK-701 administered to
cynomolgus macaques (single dose 1V at 1mg/kg) NK
exhibits a circulating terminal half life of ~32hr; and
induces peripheral lymphocyte profiles similar to IL-
7 treatment. This includes initial reduction (tissue
migration), followed by elevation of peripheral

the Ryc cytokine family. (A) pSTATS5 dose response of IL-7 in TF1-7Ra cells, naturally expressing Ryc, and
engineered to express IL-7Ra subunit. (B) Inhibition of IL-7 (~EC,) responses by Ra-binding (MDK1246) and
\ Naive T-cells Memory T-cells Ryc-binding (MDK1188) peptide fragments of MDK1319. IL-7 activity was not significantly inhibited by either
MDK1246 or MDK1188, indicating that MDK1319 interacts with both receptor subunits at sites outside of
the cytokine binding sites. (C) Dose response of IL-2, IL-4, IL-9, IL-15, and IL-21 STAT activation in TF-1 cells
expressing the respective Ra or  subunits. (D) Evaluation of MDK1319 and (E) MDK-701 inhibition of Ryc
cytokine responses indicate detectable interference with only the IL-2 response, with an IC;, of >1uM. The
potency of this effect is ~100-fold lower than the affinity of MDK1319 for Ryc binding, indicating weak non-
competitive inhibition; and >1000-fold lower than the EC, of the MDK IL-7R agonists, thus likely to have no
practical impact in therapeutic applications. Slight IL-2R inhibition is also seen with MDK-701 at the highest
concentration tested (1uM). Receptor activation induced by the other “off-target” Ryc cytokines is not inhibited by
either MDK agonist.
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Fig 5. MDK-701 stimulates STAT5 phosphorylation in resting naive and memory T-cell
populations with efficacy comparable to IL-7. Fresh human PBMCs were isolated from a buffy coat
by density gradient centrifugation, then rested overnight in T cell medium. The following day, the PBMCs
P T T T were plated in a 96-well plate at 10° cells/well and treated with test compounds for 30 minutes. After the
[Agonist], (M) incubation, the cells were fixed, permeabilized, and stained with fluorophore-conjugated antibodies for
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MDK-701 offers a potential alternative to recombinant forms of IL-7 as a monotherapy for
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