Table 1. In Vitro Activity of Manogepix against Yeasts Table 2. In Vitro Activity of Manogepix against Molds C O n C | u S I O n S

In Vitro Activity of Manogepix Against 2,810 Fungal Isolates from the el atont g O bl atent N

Candida spp. (2,075)? - Manogepix is a first-in-class antifungal agent that possesses a novel mechanism
Pp- ( ) Aspergillus spp. (534)> Eep & & P

SENTRY Survelllance Program (2020-2021.) Stratified by Infection Type anogepy (1,302 0.006 /0.6 31616/ 665  of action and potent n vitro activty

Manogepix (134) Manogepix demonstrated potent in vitro activity equal to or greater than the

- M i BSI .008-0.2 03/ — . . . . . .
Manogepix (145) <0.002-0.06 0.008 / 0.03 AR () S 0.008-0.25 0.03/ azoles and echinocandins against Candida spp. (except C. krusei), Aspergillus

C. albicans (700 : _ .
Manogepif( ) <0.002-0.12 0.004 / 0.008 Manogepix (371) FIRP OO0 % DL GO spp., C. neoformans, and many infrequently encountered yeast and non-

Manogepix (404) <0.002-0.03 0.004 / 0.008 Manogepix (49) SSS 0.008-0.12 0.015/0.03 Aspergillus molds.

Manogepix (71 <0.002-0.12 0.004 / 0.008 : b . . . : :
Manoéegix E57§ <0.002-0.015 0.004§ 0.008 AL Sk (B 2), . Notable manogepix activity was observed against C. auris, Fusarium spp.,

C. auris (22) Manogepix ALL <0.002-0.06 0.015/ 0.06 Lomentospora prolificans, Scedosporium spp., and rare mold isolates.

Manogepix <0.002-0.06 0.004 / 0.03 - > o - - | o
Manoéegix 4) <0.002-0.06 o.004§ 0.06 Manogepix (4 55 OHORE=0HbE S . Additional clinical development of the manogepix prodrug (fosmanogepix) in
)
)

(4)
(1 .
Manogepix (3 0.004-0.03 0.015 / — Manogepix (3) PIHP 0.015-0.06 0.015/ — difficult-to-treat/resistant fungal infections is warranted.
(2 (5)

-t : . Broth microdilution susceptibility testing was conducted according to Clinical and METIRIIIN DR SR G008 /= Manogepix (5 SSSl 0.015-0.06 0.015 / —
n rO u Ctl O n C. dubliniensis (68)

Laboratory Standards Institute (CLSI) documents M27 (2017), M38 (2017), M39 Manogepix <0.002—0.008 0.004 / 0.008 Lomentospora prolificans (12)

_ _ _ (2020), M60 (2020), and M61 (2020). Manogepix (33) <0.002-0.008 0.004 / 0.008 Manogepix ALL 0.004—-0.06 0.03 / 0.06
- Current antifungal agents are active against most common fungal pathogens; Manogepix (11) 0.004-0.008 0.004 / 0.008

- - - - - - Manogepix MIC values for yeast isolates and MEC values for mold isolates were i _ _ Manogepix (3) BSI 0.015-0.03 0.03 / — i
however, breakthrough infections occur and increasingly involve less frequentl . . . oo . . . Manogepix (6) =0.002-0.008 0.004 / M
encountered yeast agnd mold isolates &Y ; g determined using the same reading criteria as the echinocandins (“approximately C. glabrata (471) Manogepix (7) PIHP 0.004-0.06 0.03 / — u n I n C n OW e e ntS

50% inhibition” for yeasts and “small, rounded, compact, hyphal forms” for Manogepix 0.004-0.12 0.03 / 0.06 .
Manogepix (MGX) is a novel inhibitor of the fungal Gwt1l enzyme and moI(::Is). g P P Manogepix 2321) 0.004-0.12 0.03 / 0.06 Manogepix (2) SSS| 0.015-0.06 0.015/ — This study was performed by JMI Laboratories and supported by Pfizer, Inc. MDH,

demonstrates potent in vitro activity against most common fungal pathogens m:ggggggi (%; 8:8%2:8:82 8:82; 8:82 Paecilomyces spp. (11)° MAP, CGC, and MC are employees of JMI Laboratories, which was a paid consultant

Including rare yeast and mold strains. C. guilliermondii (10) Manogepix ALL <0.002-0.008 0.004 / 0.008 to Pfizer in connection with the development of this poster. PAB is an employee of

. The prodrug of manogepix (fosmanogepix) is in Phase 3 clinical development mgﬂgggg;i 5 8:882:8:8(132 O'8_%%é 9'0_15 Manogepix (7) PIHP 0.004-0.008 0.004 / — Pfizer, Inc.

for invasive candidiasis/candidemia (NCT05421858) and Phase 2 clinical Manogepix (2) 0.015 0.015 / — Scedosporium spp. (17)¢

development for invasive aspergillosis and rare mold infections (NCTO4240886). Re S u |tS C-I\’Afzzygégg))( 012/ 0.5 Manogepix ALL 0.015-0.5 0.06 / 0.12

In this study, we evaluated the activity of manogepix and comparators against Manogepix (11) : . 0.25/ 0.5 Manogepix (8) PIHP 0.015-0.12 0.03/ —

2,810 recent (2020-2021) clinical fungal isolates collected worldwide and - Manogepix (MICy, 44, 0.008/0.06 mg/L) was the most potent antifungal tested Manogepix (2) : : 0.12 / — Manogepix (3) 3SS| 0.03-0.5 0.06 / — Refe re n Ce S

stratified according to infection type. against 2,075 Candida spp. isolates (Table 1 and Figure 2). C. lusitaniae (38) ALL includes bloodstream infection (BSI), intra-abdominal infection (IAl), skin and skin structure infection (SSSI), urinary tract infection (UTI), pneumonia in hospital-
Manogeplx - - 003 / 006 ized patients (PIHP), and other infection types.

Manogepix demonstrated potent in vitro activity against common Candida spp. Manogepix (27) : : 0.03 / 0.06 aOrga:nis(rg)s i:cmde A(\;gc)eriiuus alabamensis (1),IA. ilgéL)lsAspeCies com|r()l2e)x%(\44);A. fumigat(uis) (i66)&A. hfzrlt)aiA(l),A. Ien(t;;uz@),A. nic(jill2a)n2(14),A. nidulans speciles CLSI. Reference method for broth dilution antifungal susceptibility testing of yeasts.
. . . . I m , A. niger , A. niger species complex , A. parasiticus (2), A. sclerotiorum (1), A. sydowii (1), A. tamarii (1), A. terreus , A. terreus species complex
isolates, including 700 C. albicans (MIC, 0.004/0.008 mg/L), 471 C. glabrata Manogepix (2) 0.015/ i "

’ /907 y 15

. . (15), A. thermomutatus (1), A. tubingensis (1), A. udagawae (1), A. unguis (1), A. ustus (1), A. ustus species complex (3), and A. versicolor (3). 4th ed . CLSI Standard M27 . Wayne y PA Cl | f ical and La bO ratO ry Standards InStitUte;
(M IC O 03/0 06 mg/ L) 333 C pal’aDSI/OSIS (IVI IC O 008/0 015 mg/ L) C. h?lrthops”‘os’s (18) 0.008 / 0.03 > Organisms include Fusarium dimerum species complex (1), F. incarnatum-equiseti species complex (1), F. oxysporum species complex (5), F. solani (2), and F. solani 2017
50/907 " - ’ . 50/907 " . ’ anogepix i . species complex (10). ;

H H : : ¢ Organisms include Paecilomyces lilacinus (2), P variotii (7), and unspeciated Paecilomyces (2). . . . TRIT .
M eth Od S and 263 C trOplcaIIS (MIC5O/9O’ 0015/0015 mg/L) ISOIateS (Table 1) Manogeplx (16) 0008 / 003 dOrganisms include Isjcedc;spci/riumlc';piospermurI:/S. bciydii (11), S. au[iantigcur:(él),lanéls. boydii (2). CLSI Reference methOd fOr bI’Oth dIIUtIOn antlfungal Susceptlblllty teStlng Of

. S . : ilosis (333 -
Manogepix (MICg, o0, 0.004/0.03 mg/L) inhibited 100% of C. auris isolates at ¢ ,\’;‘;f,?o’fge’g’ii’s‘ ) 0.004-0.06 0.008 / 0.015 filamentous fungi. 3rd ed. CLSI standard M38. Wayne, PA: Clinical and Laboratory

. . . _ <0.06 mg/L (Table 1). Manogepix (234) BSI 0.004-0.06 0.008 / 0.03 Standards Institute; 2017.
Fungal isolates were collected from 77 medical centers located in North America | | | | _ Manogepix (11) PIHP 0.008-0.015 0.008 / 0.015 _ _ _ _ - _
(30 medical centers: 9 US Census Divisions), Europe (30 medical centers), the - Manogepix was active against 45 infrequently encountered Candida spp. Manogenpix (25) SSS| 0.008-0.03 0.008 / 0.015 CLSI. Epidemiological cutoff values for antifungal susceptibility testing. 3rd ed. CLSI

Asia-Pacific region (11 medical centers), and Latin America (6 medical centers). (MICs4,90, 0.004/0.03 mg/L) isolates and 53 C. neoformans var. grubii (MICg o, C. tropicalis (263) Table 3. In Vitro Activity of Manogepix against Infrequently Encountered Mold Isolates supplement M59. Wayne, PA: Clinical and Laboratory Standards Institute; 2020.

- Manogepix ALL <0.002-0.12 0.015 / 0.015 . . .
Isolates were collected from patients (1 per infection episode) with bloodstream 0.25/1 mg/L) isolates (Table 1). Manogepix (166) BSI <0.002-0.12 0.015 / 0.015 Manogepix CLSI. Performance standards for antifungal susceptibility testing of yeasts. 2nd ed.

infection (BSI: 48% of isolates): intra-abdominal infection (IAl: 2% of isolates): - Against 534 Aspergillus spp. isolates, manogepix (MECg; o5, 0.015/0.03 mg/L; Manogepix (11) PIHP 0.004-0.03 0.015 / 0.015 Organism (no. tested) CLSI supplement M60. Wayne, PA: Clinical and Laboratory Standards Institute;

. . . . . . . . - - - ix (1 | <0.002-0. .01 : MEC range (mg/L
skin and skin structure infection (SSSI; 8% of isolates); urinary tract infection Table 2) was >32-fold more active by MIC,, than itraconazole, voriconazole, and Ot'\h”j‘,”gf,?,ﬁf,',.ﬁ,; sgép (45)° - SESRES— 0.0157.0.03 acremonium o, (1 05 &/H) 2020.
CLSI. Performance standards for antifungal susceptibility testing of filamentous

(UTI; 3% of isolates); respiratory tract infection (RTI), including pneumonia in amphotericin B (Figure 3). Manogepix ALL <0.002-2 0.004 / 0.03
GO0 fungi. 2nd ed. CLSI supplement M61. Wayne, PA: Clinical and Laboratory Standards

Exophiala attenuata (1) 0.008 Institute: 2020.

hospitalized patients (PIHP; 20% of isolates); and other infection types (19% of . Manogepix was active against Fusarium spp. (MEC,, 4., 0.015/0.06 mg/L), Manogepix (31) BSI <0.002-2 0.004 / 0.03 Corpinellus sp. (1)

Isolates) (Figure 1). Lomentospora prolificans (MEC, 44, 0.03/0.06 mg/L), Paecilomyces m:zgggg:i % glgl,_l; 38:883:8:888 30(5%0042//__

. Of the 2’810 fungal Isolates tested’ 2’075 (73.8%) were Candida Spp.; 93 Spp. (MEC50/90’ 0.004/0.008 mg/L), and SCedOSpOI’ium Spp. (MEC50/9O’ Crxptococcus neoformans var. grUbii (53) EXOphIaIa dermatitidis (2) <0.002-0.008

(3.3%) were non-Candida yeasts, including 53 (1.9%) Cryptococcus neoformans 0.06/0.12 mg/L) isolates (Table 2). Varoseni (03) o Do 092 71 Gibberella fujikuroi species complex (8) 0.008-0.12

var. grubii; 534 (19.0%) were Aspergillus spp.; and 108 (3.8%) were other molds. . Rare molds, including Acremonium sp., Corpinellus sp., Exophiala attenuata, Manogepix (3) PIHP 0.25-0.5 0.25 / — Monascus ruber (1) 0.03
Fungal identiﬁCationS were Conﬁrmed USing matrix_assisted Iaser desorption E. dermatitidis’ Gibbere[la fujikuroi Species Comp|ex’ MiCFOaSCUS ruber’ PeniCiIIium ALL includes bloodstream infection (BSlI), intra-abdominal infection (IAl), skin and skin structure infection (SSSI), urinary tract infection (UTI), pneumonia in hospital- Penicillium spp. (2)a 0.008 C O n ta Ct

ized patients (PIHP), and other infection types.

jonizationtime of flight mass spectrometry (Bruker Daltonics, Billerica, MA, USA) spp., Rasamasonia spp., Sarcocladium kiliense, and Scopulariopsis brevicaulis, ol Il Coldeshicane 700, G e (21, racarorls B . ikl (08, . doobushaornan (2 @ Sbind 21 G oo 3, Rasamasonia spp. (5) £0.002-0.008

via phenotypiC, proteom ic, or seq Uenci ng_based methods. were inhibited by <0.002-0.25 mg/ L of manOgepiX (Table 3) : g Z;’\ézré'e(r;s)l;sC(?g;ocgi:;g?g%rés)i’sa(nlé,g.%ZI;c)(gs;l:losis (18), C. parapsilosis (333), C. pararugosa (1), C. pelliculosa (6), C. rugosa (3), C. spencermartinsiae (1), Sarocladium kiliense (1) 0.015

® Organisms include C. bracarensis (3), C. duobushaemulonii (2), C. fabianii (2), C. fermentati (5), C. haemulonii (2), C. inconspicua (3), C. lipolytica (1), C. metapsilosis

(9), C. nivariensis (2), C. norvegensis (1), C. pararugosa (1), C. pelliculosa (6), C. rugosa (3), C. spencermartinsiae (1), C. theae (2), C. tropicalis (263), and C. utilis (2). Scopulariopsis brevicaulis (1) 0.008 TO Obtain a PDF Of th iS

@ Penicillium citrinum (1) and P onobense (1). poster.
® Rasamasonia argillacea (2) and R. argillacea species complex (3). . )

Scan the QR code or

e Michael D. Huband e LA visit https://www.jmi
_ :
Associate Director : labs.com/data/posters

Figure 1. Occurrence of Fungal Infections by Infection Type (2020-2021) Figure 2. Cumulative % Inhibition MIC Distributions for Manogepix and Comparator Figure 3. Cumulative % Inhibition MIC Distributions for Manogepix and Comparator 345 Beaver Kreek Center, Suite A Aoy /|DWeek2022
Agents against 1,998 Candida spp. Isolates (except C. krusei) (2020-2021) Agents against 534 Aspergillus spp. Isolates (2020-2021) North Liberty, 1A 52317 et _ManogepixVsFungal.pdf

Phone: 319.665.3370 No personal information
100 100 Email: michael-huband@jmilabs.com CEND .-

90 90
80 80
70 70
60 60
50 50
40

30 —8— Manogepix
—@— |traconazole
Voriconazole

Al (1.6%) —e
UTI (3.1%) —e

40 —@— Manogepix
Anidulafungin

30 —&— Fluconazole

2 Voriconazole 20

Cumulative % inhibited
Cumulative % inhibited

BSI, bloodstream infection; SSSI, skin and skin structure infection; RTI, respiratory tract infection, 10 10 AmphoterICIn B

including pneumonia in hospitalized patients; UTI, urinary tract infection; IAl, intra-abdominal infec-
tion; Other, other infection types.
_ .—.(V
0.002 0.004 0008 0015 003 006 012 025 0.5 | 0.002 0.004 0008 0015 003 006 012 025 05

MIC (mg/L) MIC/MEC (mg/L)

Organisms include Candida albicans (700), C. auris (22), C. bracarensis (3), C. dubliniensis (68), C. duobushaemulonii (2), C. fabianii (2), C. fermentati (5), C. glabrata (471), C. Organisms include Aspergillus alabamensis (1), A. flavus species complex (44), A. fumigatus (366), A. hortai (1), A. lentulus (2), A. nidulans (14), A. nidulans species complex
guilliermondii (10), C. haemulonii (2), C. inconspicua (3), C. kefyr (30), C. lipolytica (1), C. lusitaniae (38), C. metapsilosis (9), C. nivariensis (2), C. norvegensis (1), C. orthopsilo- (2), A. niger (33), A. niger species complex (28), A. parasiticus (2), A. sclerotiorum (1), A. sydowii (1), A. tamarii (1), A. terreus (12), A. terreus species complex (15),
sis (18), C. parapsilosis (333), C. pararugosa (1), C. pelliculosa (6), C. rugosa (3), C. spencermartinsiae (1), C. theae (2), C. tropicalis (263), and C. utilis (2). A. thermomutatus (1), A. tubingensis (1), A. udagawae (1), A. unguis (1), A. ustus (1), A. ustus species complex (3), and A. versicolor (3).

0

IDWeek 2022, October 19-23, 2022, Washington, D.C.




