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s ~ L NP339 Is an arginine-rich linear peptide (2,048 Da). The fungicidal mode of action and rapid time of kill of NP339
There is a clear clinical & economic need for improved therapeutic options (safety, | was Bdle4m0nstrated by flow cytometric analysis of C. albicans
efficacy, resistance) for the increasing problem posed by systemic Candida spp. . : |
Infections. To address this, NovaBiotics has developed NP339, a fast-acting | e e ] )| ] Cells were exposed to 0, 0.0625, 0.125, 0.25 and 8.0 uM
: : .. : : : : : : : L NP339 for 30 min or 36 min and the scatter plots shown here
candidacidal cationic peptide active against Candida species, including examples — e Untreated 0.1250M 0.254M 8.0uM demonstrate that almost all C. albicans SC5314 cells are
known to be insensitive/resistant to azoles. R - o killed (no detectable events becaqse of lysis of the C. albicans
\_ Y, \ / Incubation Time = 36 min SC5314 cells) after 30 — 36 min exposure to =0.125 mM
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Methods 4 The antifungal susceptibility profile of >80 clinical isolates of Candida spp. was N . | |
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Antifungal Susceptibility testing on >200 Cancida Spp CIinical isolates and other SPECIES NUMBER OF MIC 4, 2 Bl "“ MIC,,, values obtained when the antifungal activity of NP339
C|inica||y relevant yeasts and fungi was performed using CLSI Approved STRAINS \ Untreated 0.06250M 0.125uM 8.0uM was determined by broth microdilution. /
Standards M27-A3 & M38-A2. The impact of physiological salt concentrations and Candida albicans 24 1-8
serum was determined, as was the in vitro haemolytic & cytotoxic potential of C. parapsilosis 21 1->512 . ™
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NP339. TOIerablIlty and a..CtI.VIty Of NP339 In _VlVO \_Nas determined In a murine < glat-)ratf'sl 17 - ungcéalgircaenns(sc:53g12822ir-%%r;ta}%iSa;sc?rmlgﬁecnognero)Tolerability and activity of NP339 in vivo was determined in a murine model
model of acute candidiasis in which peptide in native & PEGylated forms were C. tropicalis 14 1-2 L of acute candidiasis.
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R I g,gg ol infection. Twenty-four hours after infection (21 h post-treatment) kidney
esu tS g ° 201 burden of C. albicans was determined by viable counting.
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In all cases, Candida spp. isolates, including isolates known to be versus C. albicans SC5314 of NP339 over 60 passages R A RS A single dose of NP339 in the presence of PEG300 successfully reduced
: - : : : _ : 0.7 204 . Unexposed MIC & & % ¢ & o fungal burden in a murine model of acute candidiasis. Mice tolerated a
Insensitive/resistant to azoles were rapidly killed (<=30 min), MIC,,, range 1-512 o = Water < . & E S dose of NP339 of 10 mg/kg.
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Fusarium Spp. & Cryptc_)coccus spp. _The primary mode of action of NP339 Is S 02 {\. - £ s Conclusions
membranolysis. No resistance (acquired or spontaneous) was observed (>60 - N i St St miiete & - : : — — — : : —
passages). Activity of NP339 was not significantly inhibited by physiological salt S 4 v e e 9 @ RN I NP339 is an effective, novel fungicidal cationic antimicrobial peptide & a promising
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tolerated in vivo. PEGylated-NP339 successfully reduced fungal burden in a tested against C. albicans SC5314 in the presence concentrations of NP339 over 65 passages. No I '0'?15- e it eh A ab?’ orf NOPS\’ISr;)r?VGnOUSd SOl AA £ hur her
- TR of physiological salt or serum concentrations. increase in MIC was seen over this time demonstrating researcn shall assess the suitapbility o or co-administration with other
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