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Introduction Catechol PDE4 Inhibitors take advantage of a

Anacor develops novel boron containing small molecular weight  deep pocket where adenine binds — AN5323
inhibitors of human cAMP specific phosphodiesterase-4 (PDE4) takes advantage of the same pocket; it also
and other enzymes. An early PDE4 inhibitor, AN2728, has shown interacts with the metal site, whereas
therapeutic benefit in the topical treatment of psoriasis in Phase llIb Catechols do not

clinical trials. Synthetic chemistry was conducted with two aims: 1) ;

improve affinity of PDE4 active benzoxaboroles; 2) improve the
pharmacokinetics (PK) to match or exceed that of Roflumilast.

ANG6415 was identified as a novel benzoxaborole with affinity
and mouse PK parameters superior to Roflumilast and
Apremilast, two leading catechol PDE4 clinical candidates.
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ANG6415 is PDE isoform selective and likely PDE4 Conclusions
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1. AN6415 is a novel oxaborole with a
0 superior ability to suppress Th1 and
o - iiZ“ some proinflammatory cytokines
roeis o compared to Dexamethasone.

PDE5A 34% >10000 nM 5%

2. AN6415 is a more potent PDE4 inhibitor

PDE7A 7% 140nM 47% 200 nM

than Roflumilast, likely by AN6415’s

s making contacts both with the adenine
roeris pocket and bi-metal pocket.
Methods 3. AN6415 shows excellent oral availability,
PDE4 .
PDE4 w:sszjrﬁally purified from human U-937 myeloid leukemia cells. Test article and/or vehicle was incubated with IOW Clearance and |0ng t1 /2 N the mouse.

0.2 mg of enzyme and 1 mM cAMP containing [3H]JcAMP. The reaction was terminated and the resulting AMP was
converted to adenosine by the addition of snake venom nucleotidase. Unhydrolyzed cAMP was bound to AG1-X2 resin,

and the remaining [3H]Adenosine in the aqueous phase was quantitated by scintillation counting. Similar methods were 4 . The mouse PK prope rtieS Of AN 641 5 are

used for recombinant forms of PDE, however, cGMP was substituted in the case of cGMP specific enzymes. Care was . . .

taken to assay each enzyme near the Km of cyclic-nucleotide for that isotype. better than ROﬂU m||ast, Wh|Ch IS Safe and
Cytokine assays g 3

TNF-a was assayed using human peripheral blood mononucleocytes (hPBMCs), purified from whole blood by Ficoll effeCt|Ve N humanS, thUS we eXpeCt QOOd
separation. Cells were stimulated with 1 ug/mL LPS. Supernatants were harvested at 24 h, and tested using a human PK

multiplex assay. IL-23 was assayed using the human myelomonocytic THP-1 cells. Cells were stimulated with LPS (1
ug/mL) and IFN-y (100 ng/mL). Supernatants were collected at 48 h. IL-23 was measured using an ELISA specific for

the p19 subunit of IL-23 (R&D Syst . - -
In vivo TNFa D e 5. AN6415 is orally active and 4-fold more

In vivo TNFa release was measured in Swiss Webster mice, 10/grp. Animals were dosed via oral gavage with drug in 1% 1

CMC suspension at t=0min. Thirty minutes later LPS, 1.5mg/kg was administered by i.p. injection. Ninety minutes pOtent than ROflumIIaSt
later, animals were sacrificed, blood was collected by exsangination and serum prepared for analysis. TNFa
concentration was assessed by ELISA, LPS treated but non-drug treated animals had TNFa levels of 1000-3000pg/mL. 6

Pharmacokinetics studies . AN6415 is a strong candidate therapeutic

Pharmacokinetics was measured in female CD-1 mice, following an intravenous or oral dose. Plasma samples were I i
collected and then analyzed by LC/MS/MS. Ten point calibration standards curves were prepared in fresh mouse for Inﬂammatory d IS€ases.
plasma to which internal standard was added. Drug concentration was quantified based on peak area ratios of the

compound to internal standard. PK was modeled using WinNonLin multi-compartment models. Poster W|" be available at www.anacor.com



