Table 1 In Vitro Activity of Manogepix and Comparator Agents against Yeast

m_ = = u . : b : : a b Figure 2 Cumulative % Inhibition MIC Distributions
ACtIVIty Of Manogeplx (APXOOlA) agal nSt 2 7 669 ?':ga tested) e MiC,,, %R %WTECV%NWT ?':ga tested) e MiC,,, %S C:j' %WTECV%NWT fo? Manogepix and Ecl?linocandin Comparator Agents

Antimicrobial agent TYPe® Antimicrobial agent TYP€® _ _
Candida spp. (1,887)° Caspofungin ALL | 0.008 / 0.03 against 1,887 Candida SPP. Isolates (2018—2019)

H :
Fungal Isolates from the SENTRY Surveillance Program T Y AL Joea) ot
Manogepix (97) 0.008 / 0.06 Amphotericin B ALL 1/1
Manogepix (86) 0.008 / 0.03 C. lusitaniae (52) —e— Manogepix

| | |
— Micafungin 0.03/1 Manogepix ALL 0.03 / 0.06 Anidulafunain
(2018-2019) Stratified by Infection Type o |
Caspofungin 0.03 / 0.25 Manogepix (2) PIHP 0.03 / — 70 Micafungin
Fluconazole 0.25/4 Manogepix (4) SSS| 0.03 / —
Voriconazole 0.015/ 0.12 Micafungin ALL 0.12 / 0.25
Amphotericin B 0.5/1 Anidulafungin ALL 0.25/ 0.5
C. albicans (588) Caspofungin ALL 0.25/ 0.25
Manogepix 0.004 / 0.008 Fluconazole ALL 0.25/ 2
Manogepix (410) 0.004 / 0.008 Voriconazole ALL |0.008 / 0.015
Manogepix (33) 0.008 / 0.008 Amphotericin B ALL 05/1 20
Manogepix (29) 0.008 / 0.015 C. parapsilosis (321) 10
Micafungin 0.015 / 0.03 : : : Manogepix ALL ]0.008 / 0.015 oLie—=—
Anidulafungin 0.008 / 0.03 : : : Manogepix (249) BSI 0.008 / 0.015 0.002 0.004 0008 0016 003 006 012  0.25 0.5
Caspofungin 0.015 / 0.03 : : Manogepix (6) PIHP 0.008 / — MIC (mg/L)

. ' : >4- lve than :
I n t rO d u Ct I O n ManOgeplX (M|C5O/9O’ O 5/2 mg/ L) was 4 fOId more active tha Fluconazole 0.12 / 0.25 : : : Manogeplx (15) SSS| 0.008 / 0.015 Organisms include: Candida albicans (588), C. auris (11), C. bracarensis (1), C. dubliniensis (65), C. duobushaemulonii (2),

anidulafgngin’fcaSpOfungin’ and miC?fung'r_}_(mICiwgo values, >4/>4 mg/L) Voriconazole 0.004 / 0.015 . . . Micafungin ALL 1/2 : : : C. fabianii (4), C. fermentati (13), C. glabrata (460), C. guilliermondii (6), C. haemulonii (2), C. inconspicua (3), C. kefyr (28),
against C. neoformans var. grubii 1solates (Table 1). i : i C. krusei (44), C. lipolytica (1), C. lusitaniae (52), C. metapsilosis (14), C. nivariensis (3), C. orthopsilosis (33), C. parapsilosis
g g ( ) Amphoterlcm B 0.5 / 1 : AnIdU|afungm ALL 2 / 2 ' ' : (321), C. pelliculosa (5), C. pseudohaemulonii (2), C. sphaerica (2), C. tropicalis (225), and C. utilis (1).

Newer antifungal agents are needed with increased activity against rare — Similarly, manogepix (MIC , ., 0.03/1 mg/L) was at least >8-fold more C. auris (11) Caspofungin ALL 0.25 /0.5

mould isolates, as well as activity against yeast and moulds that exhibit active than anidulafungin, caspofungin, and micafungin (MIC_, values, Manogepix 0.015/ 0.03 Fluconazole ALL 0.5/ 4
Micafungin 0.25 / 0.25 : Voriconazole ALL 0.008 / 0.06

reduced susceptibility to current antifungal agents. >4 mg/L) against other (non-Candida) yeasts (Table 1). N EET 0.25 7 0.25 _ Amphotericin B ALL 05/ 1

— Ths:;,e rarler isoltates tend to exhibit reduced susceptibility to current Mz?]nogepiﬁ_(MEcg(a, géOQSfrT?/L) was c;pmgarle\a\/lt?ge ir;hacti\_/tity to the I Caspofungin 0.12 / 0.12 C. tropicalis (225)

antifungal agents. echinocandins and =s52-10ld more active by VL., than itraconazole, Fluconazole 128 / >128 Manogepix ALL 10.015 / 0.015 : : e e
Manogepix (MGX, APX0O01A) is a novel inhibitor of the fungal Gwt1l enzyme. voriconazole, and amphotericin B against Aspergillus spp. isolates (Table 2 Voriconazole 1/ 2 Manogepix (154) BSI 10.008 / 0.015 Figure 3 Cumulative % Inhibition MIC Distributions
The manogepix prodrug (fosmanogepix) is being evaluated in Phase 2 and Figure 3). Amphotericin B 1/1 ' Manogepix (12) i 0008 L0 for Manogepix and Comparator Agents against 578

clinical trials for invasive candidiasis/candidemia (NCTO3604705), Candida Manogepix (MECq,, 0.03 mg/L) was 2256-fold more active by MIC,, than “Manadenn 0.004 / 0.008 Mﬁ!;‘?ﬁﬁ;‘ﬁ - AL 003 E/3 0.06 . . . Aspergillus spp. Isolates (2018-2019)

g : : ) : ) : : : Manogepix
auris infections (NCT04148287), and invasive aspergillosis and rare mould the other comparator agents against Scedosporium spp. isolates (Table 2). Manogepix (37) 0.004 / 0.008 Anidulafungin ALL | 0.015/ 0.06

infections (NCT04240880). Rare mould isola’ges, includip_g Col_orinop_sis cinerea, Exo_phiala dermatitidis, Manogepix (10) 0.004 / 0.004 Caspofungin ALL 0.03 / 0.06
In this study, we evaluated the in vitro activity of manogepix and comparator Fusarium spp., Gibberella fujikuroi species complex, Microascus cirrosus, Manogepix (3) 0.008 / — Fluconazole ALL 0.25/1
2018-2019 and stratified by infection type. spp., Sarcocladium kiliense, Scopulariopsis brevicaulis/S. brumptii, Anidulafungin 0.03 / 0.12 : Amphotericin B ALL 05/1 : ag| | &= Caspofungin

and Tricoderma longibrachiatum were inhibited by low concentrations Caspofungin 0.03 / 0.06 Cryptococcus neoformans var. grubii (49) voriconazole

(£0.002-0.12 mg/L) of manogepix (Table 3). Fluconazole 0.12 / 0.25 : Manogepix ALL 0.5/ 2 70 | | —®— Amphotericin B
Voriconazole 0.008 / 0.015 Manogepix (27) BSI 0.5/ 2

Amphotericin B 0.25/ 0.5 Manogepix (1) PIHP /
C. glabrata (460) Manogepix (1) SSSI / >
Manogepix 0.03 / 0.06 Micafungin ALL >4 / >4 40

M ate ars | S an d M eth Od S Manogepix (336) 0.03 / 0.06 Anidulafungin ALL | >4/ >4 N
0 Manogepix (97) 0.008 / 0.06 Caspofungin ALL >4 / >4 .

_ _ , Manogepix (86) 0.008 / 0.03 Fluconazole ALL 4/ 8 98.0 2.0
Fungal isolates were collected from 82 medical centres located in North C O n C | U S I O n S Micafungin 0.015 / 0.03 _ _ _ Voriconazole ALL 0.06 / 0.12 1000 | 0.0 10

America (34 medical centres; 9 US census divisions), Europe (30 medical Anidulafungin 0.06 / 0.12 : : : Amphotericin B ALL 0.5/1 69.4 | 30.6 0
centres), the Asia-Pacific region (11 medical centres), and Latin America « Manogepix is a first-in-class antifungal agent possessing a novel Caspofungin 0.03 / 0.06 : Other Yeast (37)¢ 0.002 0004 0008 0016 003 006 012 025 05

(7 medical centres). mechanism of action and potent in vitro activity. Fluconazole 4 /16 : Manogepix ALL 0.03/1 MIC/MEC (mg/L)

Fungal isolates were collected consecutively from patients (1 per patient Manogepix demonstrated potent antifungal activity similar to or greater volienlezele SHDIA0ES Manogepix (12) BS| 0.05/1 Organisms include: Aspergillus flavus species complex (69), A. fumigatus (397), A lentulus (2), A. nidulans (8), A. nidulans
Amphoterlcm B 1 / 1 . Manogeplx (5) PIHP 0.06 / — species complex (2), A. niger (32), A. niger species complex (32), A. nomius (1), A. parasiticus (1), A. sclerotiorum (1),

infection episode) with bloodstream infection (BSI; 1,381 isolates); than the azoles and echinocandins when read at the same test/end C. kefyr (28) VETaEE 0 () SSS| 0.015 / — A tamarii (2), A. terrous (8). A. terreus Species complex (11), A, tubingensis (3). A. unguis (1), A ustus species complox (4),
Intraabdominal infection (lAl; 50 isolates); skin and skin structure infection point conditions against Candida spp. (except C. krusei), Aspergillus spp., Manogenpix 0.12 / 0.25 Micafungin ALL 1/ >4 A. versicolor (3), and A versicolor species complex (1).

(SSSI; 147 isolates); urinary tract infection (UTI; 62 isolates); respiratory C. neoformans, and many less common non-Aspergillus moulds. Manogepix (10) 0.12 / 0.25 Anidulafungin ALL 2/ >4

tract infection (RTl), including pneumonia in hospitalized patients (PIHP; — Notable activity was observed for manogepix against C. auris, Manogepix (2) 0.12 / — Caspofungin ALL 2 / >4
562 isolates); and other infection types (467 isolates) (Figure 1). echinocandin-resistant and azole-resistant yeast and mould isolates, Manogepix (1) / Fluconazole ALL 8 / >128
A total of 2,669 fungal isolates were tested; of these, 1,887 (70.7%) Scedosporium spp., and rare mould isolates. Micafungin 0.03/0.12 Voriconazole ALL 0.12 /0.5

were Candida spp. and 95 (3.5%) were non-Candida yeasts, including 49 Further clinical development of the manogepix prodrug (fosmanogepix) in Anidulafungin 0.03/0.12 S = - Refe re n Ce S
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%S, percent susceptible; %l, percent intermediate; %R, percent resistant; ECV, epidemiological cutoff value; WT, wild-type; NWT,

Cryptococcus neoformans var. grubii, 578 (21.7%) were Aspergillus spp., difficult-to-treat resistant fungal infections is warranted. ol pe.

and 109 (4.1%) were other moulds. 2 All includes BSI, PIHP SSSI, IAl, UTI, and other infection types.

* Criteria published by CLSI M60 (2020). ECV criteria published in CLSI M59 (2020). CLSI. Reference method for broth dilution antifungal susceptibility testing

|solate identifications were confirmed USing matrix-assisted laser c Organisms include: Candida albicans (588), C. auris (11), C. bracarensis (1), C. dubliniensis (65), C. duobushaemulonii (2),
C. fabianii (4), C. fermentati (13), C. glabrata (460), C. guilliermondii (6), C. haemulonii (2), C. inconspicua (3), C. kefyr (28), of yeasts. 4" ed. CLS| standard M27. Wayne, PA: Clinical and La boratory

desorptlon lonization-time Of ﬂlght Mass Spectrometry (BrUKer Daltonlcs, Table 2 ’n v,trO ACtIVIty Of Manogeplx and COmparator Agents C. krusei (44), C. lipolytica (1), C. lusitaniae (52), C. metapsilosis (14), C. nivariensis (3), C. orthopsilosis (33), C. parapsilosis (321), Standards Institute' 2017

BiIIerica, MA)7 phenotypic, proteomic, or SequenCing based methods. against Aspergi"us spp_ and Scedospor"um spp_ isolates C. pelliculosa (5), C. pseudohaemulonii (2), C. sphaerica (2), C. tropicalis (225), and C. utilis (1).
4CDC tentative breakpoint interpretive criteria for this organism is published at https://www.cdc.gov/fungal/candida-auris CLS| Referen . . . o oy .
: ce method for broth dilution antifungal susceptibility testing

All isolates were tested for susceptibility to manogepix and comparator o . T Infects /c-auris-antifungal.html,
agents using reference broth microdilution methods as described in Clinical C I lOW e el I Iel |ts rganism (no. tested) fiection MIC/MEC * Organisms include: Aureobasidium pullulans (1), Geotrichum clavatum (5), Lodderomyces elongisporus (1), Magnusiomyces capita- of filamentous fungi. 3 ed. CLSI standard M38. Wayne, PA: Clinical and
Antimicrobial agent Type 50/90 tus (1), Pichia norvegensis (5), Rhodotorula minuta (1), R. mucilaginosa (4), Saccharomyces cerevisiae (9), Trichosporon asahii (5), . _
Laboratory Standards Institute: 2017.

and LabOratOry Standards Institute (C LSI) documents M27 (2017)7 M38 Aspergillus SppP. (578)C I. loubieri (1), T. mycotoxinivorans (1), unspeciated Pichia (1), unspeciated Rhodotorula (1), and Yarrowa lipolytica (1).
(2017), M59 (2020), M60 (2020), and Mo1 (2020). This study and poster presentation were funded by a research grant from Manogepix ALL 0.015 / 0.03 CLSI. Epidemiological cutoff values for antifungal susceptibility testing. 3" ed.

Manogepix MIC values were determined for yeast and MEC values Amplyx Pharmaceuticals, Inc. Manogepix (4) BSI 0.008 / — CLSI supplement M59. Wayne, PA: Clinical and Laboratory Standards Institute:

for mould isolates using the same reading criteria as echinocandins Manogepix (401) PIHP 0.015 / 0.03 2020.

(“approximately 50% inhibition™ for yeast and “small, rounded, compact, Manogepix (33) SSS 0.015 / 0.03 CLSI. Performance standards for antifungal susceptibility testing of yeasts.

hyphal forms™ for mould). Micafungin ALL 0.008 / 0.015 . . . : 2" ed. CLSI supplement M60. Wayne, PA: Clinical and Laboratory Standards
Anidulafungin ALL 0.008 / 0.015 Table 3 In Vitro Activity of Manogepix and Comparator Agents against Institute: 2020

Caspofungin ALL 0.015/ 0.03 Infrequently Encountered Mould Isolates

ltraconazole ALL 0.5/ 2

Voriconazole ALL 05/1 Organism (no. tested)

CLSI. Performance standards for antifungal susceptibility testing of filamentous
MIC/MEC range (mg/L) fungi. 2" ed. CLSI supplement M61. Wayne, PA: Clinical and Laboratory

Figure 1 Occurrence of Fungal Infections by Infection
Type (2018—2019) Amphotericin B ALL 2 /2 Manogepix Caspofungin Voriconazole Amphotericin B Standards Institute: 2020.

Coprinopsis cinerea (1) 0.004 >4 0.25 EUCAST (2020). Breakpoint tables for interpretation of MICs and zone

Scedosporium spp. (33)¢ : T
Re S u |tS Manogepix ALL 0.03 / 0.03 I’f:XOph_’a'a dermalt(:)t:gl:s (3) o 562%803 >j 0'02'2'12 diameters. Version 10.0, January 2020. Available at: http://www.eucast.org
Manogepix (O) BSI / SR 7019 (10), e - - /clinical_breakpoints/. Accessed March 2020.

» Manogepix (MIC_, 1907 0.008/0.06 mg/L) was the most potent antifungal Manogepix (24) PIHP 0.03 / 0.03 Sé%’glfeei’%f)uﬁkumi species 0.004-0.03 -4 2.8

agent tested against 1,887 Candida spp. isolates (Table 1 and Figure 2). Manogepix (2) SSSI 0.03 / — Microascus cirrosus (1) 0.008 >4 -8

— Anidulafungin, caspofungin, and micafungin MIC__ values were 16-, 4-, Micafungin ALL 0.5/ >4 b
and 16-fold higher » Intraabdominal infection (2%) ——e¢ Anidulafungin ALL 4/ >4 Mucor spp. (6) 28 < G
: 0 Paecilomyces spp. (6)° 0.008-0.015 | 0.004->4 0.25-8

+Against common Candida spp. isolates, manogepix was highly active Urinary tract infection (2%) —e ﬁfascifgggig ﬁtt >18//>>48 Pleurostromophora richardsiae (1) 0.06 >4 0.5
against 588 C. albicans (MICy, 4,, 0.004/0.008 mg/L), 460 C. glabrata Rasamasonia spp. (5)° 0.004-0.015 0.004-0.015 8->8 C O nta Ct

(MICyq,q0, 0.03/0.06 mg/L), 321 C. parapsilosis (MICy,,, 0.008/0.015 Skin and skin structure infection — sloodstream A T A= S Rhizopus spp. (13) 4>8 -4 4>8
mg/L), and 225 C. tropicalis (MICg, 4,, 0.015/0.015 mg/L) isolates. infection D Sarcocladium kiliense (3) 0.03-0.12 0.06->4 2-4 Michael Huband BS

52%, %S, percent susceptible; %l, percent intermediate; %R, percent resistant; ECV, epidemiological cutoff value; WT, wild-type;

— Manogepix was active in vitro against Candida spp. isolates, regardless ' NWT, non-wild-type. Scopulariopsis brevicaulis/ :
g p g pp g ReSplratory a All |:§Eo\|,\gs BySpl?PIHF,’ SSSI, 1Al, UTI, and other infection types. Scopulariopsis brumpt” (2) <0.002-0.008 0.25-1 1->8 JBI\Z/II_ISLBag;)\EZtO&IreeSek Centre Surte A

of infection type (Table 1). Al Ine ! inte YPES.
tract Criteria published by CLSI M38 (2017). ECV criteria published in CLSI M59 (2020). Trichoderma longibrachiatum (1) 0.06 0.0083 1 ot L o s

— I VI ' [ ' - . ¢ Aspergillus flavus species complex (69), A. fumigatus (397), A. lentulus (2), A. nidulans (8), A. nidulans species complex (2),
Manogeplx aCtIVIty Was unchanged agalnSt Candlda Spp ISOIateS’ InfeCtlon A. niger (32), A. niger species complex (32), A. nomius (1), A. parasiticus (1), A. sclerotiorum (1), A. tamarii (2), A. terreus (8), a Fusarium oxysporum species complex (2), F. solani species complex (8).

demonstrating resistance to echinocandins and the azoles (Table 1). 21% A. terreus species complex (11), A. tubingensis (3), A. unguis (1), A. ustus species complex (4), A. versicolor (3), and A. versi- b Mucor circinelloides (2), M. circinelloides/M. ramosissimus (2), and unspeciated Mucor (2). Phone: (319) 665-3370
color species complex (1). ° Paecilomyces lilacinus (3), P, variotii (2), and unspeciated Paecilomyces. Fax: (319) 665-3371 httpS//amplyX

° A” C auris |SO|ateS were mhlblted by 3006 mg/l— Of manogeplx (MIC5O/907 d Sce_dos_porium (Lomentospora) prolificans (3), S._ apospermum/S. boydii (20), S. aurantiacum (3), S. boydii (4), 4 Rasamasonia argillacea (4), R. argillacea species complex (1). ] . L. / t
0015/003 mg/ L) (Table 1) S. minutisporum (2), and unspeciated Scedosporium (1). ¢ Rhizopus microsporus group (7), R. oryzae (5), and unspeciated Rhizopus (1). Email: mlchael-huband@JmlIabs.com com/poster-
archive/




