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Objectives

A To provide a brief background on C. auris, an
emerging multi -drug resistant organism that
presents significant concerns as a pathogen.

A To introduce SCY-078, the first representative of
a new c¢class of glucan
activity against C. auris.

S )



C. auris - Background

A C. aurfs is an emerging, multidrug -resistant yeast
that can spread in healthcare settings.

A Initially isolatedi n 2009 i n Japan

ear canal

Invasive infections due to C. auris have subsequently been
reported in five continents

A Associated with nosocomial outbreaks in

Intensive care settings and high mortality rates

According to the US CDG more than 1 in 3 patients with invasive
C. auris infection will die

Tsayet.al., CID 2018 and JeffreySmith et.al., Clin Micro Rev 2018, www.cdc.gov/fungal/diseases/candidiasis/pdf/Candida_auris_508.pdf




C. auris - Epidemiology

Frequency of Candida auris isolates per
_ country from 1996-2017
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Sekyere JO,Candida auris: A systematic review and meta-analysis of current
updates on an emerging multidrug -resistant pathogen, MicrobiologyOpen
(2018), http://doi.org/10.1002/mb03.578 e
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C. aurisz Challenges for Treatment

A Often misidentified

Cannot use methods such as ChromAgar, BD Phoenix,Microscan

|dentification requires:
A MALDITOF
A PCR/realtime PCR
A Whole genome sequencing

A Can be spread in health care setting

Difficult to disinfect; can persist in healthcare environment
Persists on skin
Transmission can occur between patients

Sekyere, j. Microbiology Open 2018, Tsayet.al., CID 2018 o




C. auris - UV Disinfection?

A Ultraviolet-C (UV-C) light room decontamination devices are often
used in cleaning programs in healthcare facilities.

A C auris is less susceptible to killing by UV-C exposure in comparison
to other pathogens.
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Candida auris Candida albicans Candida glabrata C.difficile

Cadnum JL, Shaikh AARiedrahita CT, et a/., Relative Resistance of the Emerging Fungal Pathogen
Candlida auris and Other Candlida Speciesto Killing by Ultraviolet Light, Infect Control Hosp
Epidemiol (2017), https://doi.org/10.1017/ice.2017.239
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C. aurisz Challenges for Treatment

A Isolates are often multi -drug resistant

In a meta-analysis of over 150 publications that identified 742 C.
auris isolates, most were resistant to fluconazole and/or other
azoles and to AMB

Resistance to all three classes of compounds (azoles, polyenes
and echinocandins) have been reported

Sekyere, j. Microbiology Open 2018, Tsayet.al., CID 2018 o




C. aurisz Challenges for Treatment

Antifungal resistance rates of C. guris strains
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Sekyere JO,Candida auris: A systematic review and meta-analysis of current updates on an emerging
multidrug -resistant pathogen, MicrobiologyOpen (2018), http://doi.org/10.1002/mbo3.578



http://doi.org/10.1002/mbo3.578

C. auris Z Treatment Guidelines

A Based on limited data available to date: the US
CDCrecommendations for treatment of adults

consists of:

Initiation of therapy with an echinocandin

Due to the potential for rapid resistance development - patients
should be carefully monitored for clinical improvement and
follow-up cultures and repeat susceptibility testing should be
conducted

Switching to a liposomal amphotericin B (5 mg/kg daily) could be
considered if the patient is clinically unresponsive to
echinocandin treatment or has persistent fungemia for >5 days.

https://www.cdc.gov/fungal/diseases/candidiasis/c -auris-treatment.html e
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SC¥078 - Introduction




SCY¥07/8 First-in-Class Triterpenoid
Antifungal

A SCY078 has a distinct molecular structure

A Validated mechanism of action:
A Inhibition of b-(1,3)glucan synthase
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SCY¥078 MoA: Glucan Synthase Inhibitor

Fungal Cell

Mucleus Cell Wall

\

Cell Membrane and Cell Wall

Depletion of
B-1.3)-glucans
in cell wall

Chitin

3-(1.3)-glucan synthase
{SCY-078 and echinocandins
site of interaction)

Phospholipid bilayer

SCY-078
Triter_pennid Glucan Synthase

Ergosterol Synthesis Pathway
(Azoles site of interaction)

A Validated MoA

A Differentiated binding vs. echinocandins
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SCYO078 z /n vitro activity vs Candida spp.

A SCY078 has been evaluated for activity against >1500
clinical Candida isolates using CLShAnd EUCAST methods

SCY078 demonstrated /n vitro activity against all of the Candida spp. isolates
tested with MIC 4, values ranging from 0.06 ug/mL to 4 ug/mL depending on
the species tested

A Demonstrated similar activity against wild-type (WT) and
azole-resistant Candida isolates
Overall, SCY078 was effective against > 90% of the azole-resistant strains.
A Has been evaluated /n vitro against| 2 Oe@hinocandin -
resistant clinical Candidaspp. isolates with the majority of

these isolates having mutations in the fksgenes

Overall, the majority of the echinocandin -resistant strains tested in these
studies remained susceptible to inhibition by SCY-078.

A SCY¥078 has also demonstrated activity /7 vitro against
bio-films

.
g
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SCYO078 - In Vitro Activity vs C. auris

A The activity of SCY078 against >110 clinical isolates of C. auris has been
evaluated in two independent studies

Berkow et.al. (N=100) Larkin et.al. (N=16)

SCY078 SCY078
MIC (mg/mL) MIC (ng/mL)
Range 0.0625 7 2 0572
1 1
MIC50 0.5 1
MIC90 1 1

SCY¥078 showed activity against all clades of C. auris with very little
variation in activity between the clades

15 Berkow et.al. AAC 2017, Larkin et.al., AAC 2017 &{SCYN EXIS



SCY¥078 - In Vitro Activity against ECHR C. auris

A SCY078 was active against a panel of C. auris isolates with elevated
ECH MICs

Minimum Inhibitory Concentration ( LJgml)
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: 1 4 .
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1 16 1 1
ETE 16 : 1
5 4 5 5 0.5
“ >16 >16 >8 0.5
4 16 1 1

Among seven isolates with elevated MICs to one or more echinocandins, the MIC range
of SC¥078 was 0.5 to 1 ug/ml, similar to that observed against the panel of WT isolates

1 Berkow etal. AAC 2017 ‘\{SG\{N EXIS



SCYX078 - Activity vs C. auris Biofilms

Control 0.5 pg/ml 2 pg/ml 4 pug/mi

PP e i e e

U ST e Ml e s s e -

~16 um ~15 um ~15 um

Confocal analysisz A/E = no drug, B/F = SCY078 0.5 mg/L, C/G= SCY078 2 mg/L, D/H z SCY¥078 4 mg/L
* Pvalue compared to untreated control (P<0.05)

SCY078 significantly inhibited C. auris biofilms at all concentrations tested.
(Reduction in green fluorescence resulting from concanavalin A [ConA] binding to polysaccharides)

17 “{SGYNEXB
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SCYX078 - Activity vs C. auris Biofilms
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The thickness (1) and metabolic activity (J) of untreated (control) and SCY078-treated biofilms.
* Pvalue compared to untreated control (P<0.05)

SCY078 significantly reduced the metabolic activity and thickness of the
C. auris biofilms at all concentrations tested




Activity of SCY078 on C. auris (SEM)

C. auris before SCY-078 C. auris after SCY-078*
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* C. auris were exposed overnight to SCY-078 at 1X MIC (0.5mg/mL) at 35°C

SCY¥078 interrupted C. auris cell division with the organism forming abnormal fused fungal cells

1o Larkin etal. AAC 2017 '*Q;SGYI\IEXIS




