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Background:  New treatment approaches for complicated Staphylococcus aureus
bacteremia (SAB) are needed. DSTA4637S is a THIOMAB™ antibody-antibiotic con-
jugate consisting of an engineered human IgG1 monoclonal antibody that binds to wall
teichoic acid at the surface of S. aureus, a protease-cleavable linker, and a novel rifamy-
cin class antibiotic, dmDNA31. This Phase 1b study assessed the safety, tolerability, and
pharmacokinetics of DSTA4637S in patients with complicated SAB.

Methods:  Multicenter, double-blind, placebo controlled, multiple-ascending
dose clinical trial. Patients 18-79 years old with complicated SAB requiring at least 4
weeks of IV anti-staphylococcal standard-of-care (SOC) antibiotics were randomized
to receive 4-6 doses of 15, 45, and 100 mg/kg IV DSTA4637S or placebo (6 active:2
placebo) every 7 days in combination with SOC antibiotics. Patients needed > 1
blood culture positive for S. aureus collected within 120 hours prior to randomization.
Patients were followed for 120 days after the end of treatment.

Results:  Twenty-five patients with complicated SAB (bone & joint, n=14; endo-
carditis, n=5; other endovascular, n=5; pneumonia, n=1) were randomized and
received 1-6 doses of study drug (19 active:6 placebo). Nine patients (36%) had MRSA.
Ten patients completed >4 doses of DSTA4637S. The most common treatment-related
adverse events were infusion-related reactions (IRRs) (5/19), and abnormal serum
color (5/19)/skin discoloration (3/19 (due to dmDNA31). IRRs were not dose-depend-
ent and were reversible with supportive care. Ten of 19 patients (40%) discontinued
study drug (9 DSTA4637S,1 placebo); 4/19 (21%) due to IRR. DSTA4637S recipi-
ents showed no dose-related changes in laboratory values or vital signs vs. placebo.
Observed exposures (C__and AUC) were lower in patients immediately after dosing
compared to a prior study in healthy volunteers; minimal accumulation occurred. No
obvious trends in exploratory bacterial and inflammatory biomarkers were observed
between treatment groups.

Conclusion: ~ DSTA4637S in patients with complicated SAB demonstrated
increased IRRs and decreased exposure compared to healthy volunteers, highlighting
the importance of Phase I studies of novel treatments in infected SAB patients and not
simply healthy controls.
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Background:  Cryptococcal meningitis (CM), caused primarily by Cryptococcus
neoformans, is uniformly fatal if not treated. Treatment options are limited especially
in resource-poor geographical regions, and mortality rates remain high despite current
therapies. New oral treatment options are needed that demonstrate rapid reductions in
CFU in CSF and brain tissue.

APX2039 is a novel inhibitor of the fungal Gwtl enzyme, which catalyzes an early
step in glycosylphosphatidyl inositol (GPI) anchor biosynthesis. It is highly active
against both C. neoformans and C. gattii and has previously demonstrated significant
efficacy in a mouse delayed-treatment model of CM.
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Methods:  Male New Zealand White rabbits were inoculated with C. neofor-

mans H99 (1.4 x10° CFU) directly into the cisterna magna. Rabbits were immuno-
suppressed with cortisone acetate at 7.5 mg/kg (i.m.), starting on Day -1 relative to
inoculation and then administered drug daily throughout the 14-day experimental
period. Treatment was initiated on Day 2 postinfection and continued through Day 14
consisting of: 50 mg/kg APX2039 PO (BID), 80 mg/kg fluconazole (FLU) PO (QD), ¢)
1 mg/kg amphotericin B deoxycholate (AMB) IV (QD); and vehicle control. CSF was
removed via an intracisternal tap on Days 2, 7, 10 and 14 post-infection and CFU/ml
was assessed. Animals were sacrificed on Day 14 and CFU/g brain tissue was assessed.

Results:  APX2039 demonstrated rapid reduction in CFU in both CSF and brain
tissue. The range in CFU values in rabbit CSF is shown (Figure). Reductions in CFU
were statistically different from the control group for all treatment groups. APX2039
was also different from both FLU and AMB and resulted in sterilization in CSF by Day
10. Brain harvested on Day 14 demonstrated a reduction in CFU/g tissue vs control of
1.8log  and 3.4 log,  for FLU and AMB, respectively, while a > 6 log, reduction (tissue
sterilization) was observed for APX2039.

Conclusion: ~ APX2039 demonstrated potent efficacy in a rabbit model of CM.
‘The more rapid clearance in CSF than either AMB or FLU, as well as > 6 log,  reduction
in brain CFU highlights the unique properties of this drug, warranting further investi-
gation of this molecule for the treatment of CM.
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Background:  The increasing global prevalence of human Dengue virus infec-
tion and the potential for life-threatening sequelae highlight the significance of this
unmet medical need. Here we report the potent in vitro activity of AT-281, the free base
form of AT-752, against Dengue virus and other flaviviruses and the in vivo efficacy of
AT-752 in a mouse model of Dengue viral disease.

Methods:  Antiviral activities of serial dilutions of AT-281 were evaluated in
infected Huh-7 cells. Effective concentrations of AT-281 required to inhibit virus
yield reduction by 90% (EC,) and to prevent cytopathic effect by 50% (EC,) were
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