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Introduction
•	 Manogepix targets the fungal Gwt1 enzyme which is a different target and mechanism of 

action relative to current azoles, echinocandins, and amphotericin B.
•	 Fosmanogepix is a prodrug of manogepix undergoing phase 3 clinical trials for the 

treatment of invasive candidiasis and mould infections.
•	 There is little cross-resistance among manogepix and other antifungal agents.
•	 Manogepix has shown in vitro and in vivo efficacy against mould isolates with no other 

treatment options such as Fusarium spp. and Scedosporium/Lomentospora spp.
•	 The in vitro activity of manogepix and comparator antifungal agents was evaluated against 

mould isolates from invasive infections collected in the United States (US) in 2023.

Results
•	 27 mould species and 13 genera were represented (Figure 2).
•	 Isolates were from varied infection sources (Figure 3).

–	 The most common was respiratory tract infection (65%) followed by skin and skin 
structure infection (15%) and sinus infection (10%).

•	 Manogepix MEC50/90 values against all mould isolates were 0.015/0.25 mg/L (Table 1). 
–	 Among Aspergillus spp. manogepix MEC50/90 was 0.015/0.03 mg/L with no isolates 

with MICs above 0.25 mg/L; the MIC90 for posaconazole, voriconazole, isavuconazole, 
and amphotericin B was 16, 32, 32, and 64x higher, respectively (Table 1).
■	 There were 5 Aspergillus fumigatus isolates nonsusceptible to voriconazole; 

manogepix MECs among these were 0.008 – 0.03 mg/L; two of these isolates had 
CYP51A alterations (Table 2).

–	 Among 8 Fusarium spp., manogepix MEC range was 0.004 – 0.03 mg/L; MEC50 for 
manogepix was 250 – >1000x less than MIC50 for amphotericin B, voriconazole, 
isavuconazole, and posaconazole against these organisms (Table 1).

–	 Among 8 Zygomycota, manogepix MEC range was 0.25 – 4 mg/L; MECs of 4 mg/L 
were seen for 1 Lichtheimia spp., 2 Rhizopus oryzae, and 1 Rhizopus microsporus. 
1 Rhizopus microsporus had an MEC of 2 mg/L. In contrast, 1 Mucor circinelloides, 
1 unspeciated Mucor, and 1 unspeciated Rhizopus had MECs of 0.25 mg/L.

–	 5 Lomentospora prolificans and Scedosporium apiospermum/boydii had a 
manogepix MEC range of 0.008 – 0.03 mg/L; the MEC50 was >256x, 64x, 512x, 
and >512x less than that of amphotericin B, voriconazole, posaconazole, and 
isavuconazole, respectively, against these organisms.
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Methods 
•	 A total of 94 mould isolates were collected from 12 different hospitals in the United 

States. These represented 8 census regions and 9 different states (Figure 1).
•	 Only 1 isolate per patient episode was included.
•	 All isolates were identified by MALDI-TOF MS and/or DNA sequencing.
•	 Isolates were tested by CLSI reference broth microdilution method (M38) for 

manogepix, voriconazole, posaconazole, isavuconazole, and amphotericin B.
–	 Minimum effective concentration (MEC) was read for manogepix; minimum 

inhibitory concentration (MIC) was read for all comparators.
•	 CLSI breakpoints (M38M51S) or epidemiological cutoff values (ECVs, M57S) were 

applied for comparator agents as available; no breakpoints or epidemiological cutoff 
values are available for manogepix. 

Conclusions
•	 Manogepix has potent in vitro activity among diverse mould species collected from 

clinical infections in the United States as part of a worldwide surveillance program.
–	 This includes organisms like Fusarium spp. and Lomentospora prolificans and 

Scedosporium apiospermum/boydii which display elevated in vitro MICs to 
amphotericin B and azole comparators.

•	 Likely due to its unique mechanism of action, manogepix retained activity against azole-
nonsusceptible Aspergillus fumigatus isolates with MECs ≤0.03 mg/L.
–	 This included isolates with CYP51 alterations.

•	 Elevated MECs were seen for manogepix against Rhizopus oryzae, Rhizopus microsporus, 
and Lichtheimia spp.
–	 Due to the small number of isolates tested (5 in total), conclusions are difficult to 

draw about overall activity against these organisms.
•	 Manogepix is a promising novel antifungal agent for the treatment of infections due to 

moulds including organisms with limited other options for treatment.

Figure 1. Map of US census regions and states providing mould isolates (starred) Figure 2. Mould species tested as part of the US SENTRY surveillance program

Figure 3. Infectious source of collected mould isolates (GI, gastrointestinal; 
CSF, cerebral spinal fluid; SSSI, skin and skin structure infection)

Table 2. MEC/MICs for 3 voriconazole-nonsusceptible Aspergillus fumigatus with CYP51 analysis

Organism 
manogepix isavuconazole voriconazole CYP51A CYP51B

MEC (mg/L) MIC (mg/L) MIC (mg/L)
Aspergillus fumigatus 0.008 2 1 Wildtype Wildtype
Aspergillus fumigatus 0.03 2 2 F46Y,M172V,N248T,D255E,E427K Wildtype
Aspergillus fumigatus 0.03 2 1 F46Y,M172V,N248T,D255E,E427K Wildtype

Tab le 1. MIC/MEC range (mg/L), MIC/MEC50/90 (mg/L), and % organisms susceptible for manogepix and comparator agents against tested mould 
isolates

Organism name (n)
manogepix voriconazole posaconazole isavuconazole amphotericin B

MEC range 
(mg/L)

MEC50/90 
(mg/L)

MIC range  
(mg/L, %S/WT) MIC50/90 (mg/L) MIC range  

(mg/L, %S/WT)
MIC50/90 
(mg/L)

MIC range  
(mg/L, %S/WT)

MIC50/90 
(mg/L)

MIC range  
(mg/L, %S/WT)

MIC50/90 
(mg/L)

All organisms (94) 0.004 – 4 0.015/0.25 0.03 – >8 0.5/>8 0.008 – >8 0.25/8 0.008 – >8 0.5/>8 ≤0.03 – >4 1/2
All Aspergillus spp. (63) 0.004 – 0.25 0.015/0.03 0.12 – 2 0.5/1 0.03 – 1 0.25/0.5 0.12 – 2 0.5/1 0.12 – 4 1/2
Aspergillus fumigatus (44) 0.008 – 0.12 0.015/0.03 0.12 – 2 (88.6)1 0.03/0.06 0.03 – 1 0.25/0.5 0.12 – 2 (93.2)2 0.5/1 0.25 – 2 (100)3 1/2
A. section Nigri (9) 0.004 – 0.015 0.004/* 0.5 – 2 (100)3 1/* 0.25 – 0.5 (100)3 0.25/* 0.5 – 2 (100)3 1/* 0.12 – 0.25 (100)3 0.25/*
Fusarium spp. (8) 0.004 – 0.03 0.008/* 2 – >8 4/* 0.5 – >8 >8/* 1 – >8 4/* 0.5 – 2 2/*
Zygomycota (8) 0.25 – 4 2/* 2 – >8 >8/* 0.12 – 1 0.5/* 0.25 – 8 1/* 0.06 – 0.5 0.12/*
Lomentospora/ 
Scedosporium (5) 0.008 – 0.03 0.015/* 0.5 – >8 1/* 1 – >8 8/* 2 – >8 >8/* 2 – >4 >4/*

1 Based on breakpoint in M38M51S
2 Based on breakpoints approved by CLSI but not yet in M38M51S
3 Based on ECV in CLSI M57S
* No MEC/MIC90 able to be calculated in the setting of <10 isolates tested
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