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Objectives: Fosmanogepix (APX001), a first-in-class, intravenous (IV) and oral (PO) antifungal prodrug, is being 
developed to treat invasive fungal diseases (IFDs). Manogepix (APX001A; active moiety) targets fungal glycosyl-
phosphatidylinositol-anchored cell wall transfer protein 1, inhibiting cell wall synthesis causing loss of viability. 
This open-label, multicentre, Phase 1b study in patients with AML and neutropenia (absolute neutrophil count 
<500 cells/μL; >10 days) undergoing chemotherapy aimed to assess tolerability, safety and pharmacokinetics 
(PK) of IV and PO fosmanogepix. 

Methods: Of 21 adult AML patients undergoing remission induction chemotherapy, 10 received IV fosmanoge-
pix (600 mg; q24h) and 11 received oral fosmanogepix (500 mg; q24h) over 14 days, with a 28 day follow-up. 
Patients also received remission induction chemotherapy [sequential high-dose cytarabine and mitoxantrone 
(S-HAM) or 7 + 3 regimen] for AML and IFD prophylaxis (posaconazole). A two-compartmental PK model from 
previous studies in healthy volunteers was fitted to manogepix plasma data. 

Results: Of 26 fosmanogepix-related adverse events (AEs; IV: 14; PO: 12) in 9 (42.9%) patients [IV: 5 (50%); PO: 4 
(36.4%)], none were serious or resulted in fosmanogepix discontinuation. Most frequently occurring fosmano-
gepix-related AEs were Grade 1/2 nausea [four events in three patients (14.3%)]; vomiting, ALT increase, and 
delirium [two events; two patients (9.5%) each]. One patient experienced fosmanogepix-related Grade 3 hyper-
tension. Dose-corrected geometric mean ratio of AUC (PO-to-IV) was 95%. Elimination half-lives (∼2 days) were 
consistent with prior studies in healthy volunteers. 

Conclusions: Fosmanogepix was safe and well tolerated in AML patients with neutropenia receiving remission 
induction chemotherapy. Safety and PK profiles were comparable to healthy volunteers.
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Introduction
More than a billion people are affected by fungal disease, with 
about 1.5 million deaths reported each year.1 Invasive fungal dis-
eases (IFDs) result in significant morbidity and mortality, particular-
ly in those with comorbid conditions.2 Rates of IFDs are generally 
high in people who are immunocompromised such as persons liv-
ing with HIV, transplant recipients, people receiving cancer treat-
ment, and in the elderly.3,4

Currently, amphotericin B, azoles and echinocandins consti-
tute the mainstay of treatment for fungal infections.5,6 Despite 
the availability of these drugs, mortality rates due to IFDs remain 
high. Echinocandins were introduced in 2002, and isavuconazole 
was approved in 2015 for the treatment of IFDs. Except for ibrex-
afungerp and oteseconazole, which were recently approved for 
the treatment of vulvovaginal candidiasis, no new antifungals 
have been marketed since then, particularly for the treatment 
of IFDs.7
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Existing treatment options may have limited use in patients 
with IFDs, due to poor tolerability and toxicity, suboptimal drug 
exposure at the site of infection, reduced bioavailability of oral 
formulations while switching dosage forms,8 and pharmacoki-
netic interactions with other drugs.9 In addition, switching from 
IV to oral formulations may lead to poor drug exposures and po-
tentially suboptimal efficacy. For example, switching from IV to 
oral voriconazole led to an 80% decrease in plasma concentra-
tions, although both formulations were administered at the 
same dose.8 In patients with ALL receiving vincristine chemo-
therapy, voriconazole and itraconazole coadministration resulted 
in significant drug–drug interactions leading to adverse drug re-
actions prohibiting azole use in those patients.10 In addition, 
rates of resistance are increasing and MDR pathogenic fungi 
that are resistant to treatment with amphotericin B, azoles and 
echinocandins have been reported.11

Fosmanogepix (APX001, PF-07842805, E1211), the first mem-
ber of the ‘gepix’ class of antifungals, is a broad-spectrum antifun-
gal with a novel mechanism of action that inhibits Gwt-1, an 
essential enzyme for fungal replication and pathogenesis. 
Inhibition of Gwt-1 leads to the disruption and loss of integrity 
of the fungal cell wall. Fosmanogepix is metabolized into its active 
form, manogepix, by systemic alkaline phosphatases.12 Previous 
Phase 1 studies in healthy volunteers have demonstrated high 
(>90%) oral bioavailability of manogepix, and maintenance of 
manogepix plasma drug exposures above estimated antifungal 
target levels for 7–42 days, even while switching from IV to oral 
dosing.13,14 Fosmanogepix distribution to sites of infection that 
are traditionally hard to treat, such as the brain, eyes and abdo-
men, is observed in animal models.15,16 In addition, the combin-
ation of amphotericin B and manogepix has shown varying 
degrees of synergy against Candida spp. (10% synergy, 90% indif-
ferent). Checkerboard analysis of 18 strains of Aspergillus fumiga-
tus and 4 strains of Aspergillus flavus showed that the effect of 
the combination of manogepix and amphotericin B was indiffer-
ent. Importantly, no antagonism was observed.17 As part of the 
fosmanogepix clinical development programme, several Phase 
1b and Phase 2 clinical trials (NCT04148287, NCT04240886, 
NCT04240886) have been completed. In addition, several Phase 3 
trials are planned and in progress.13,18

Initial results from completed Phase 1 and 2 clinical trials are in 
line with published preclinical and in vitro susceptibility data and 
animal models of infection.18–21 The overall goals for the clinical 
development programme are to determine if fosmanogepix is a 
safe and effective treatment option for IFDs caused by the major 
pathogenic fungi (i.e. Candida, Cryptococcus and Aspergillus spp.) 
including drug-resistant fungi.22,23 The main objective of this 
Phase 1b study in neutropenic patients with AML undergoing re-
mission induction chemotherapy was to assess the safety, toler-
ability and pharmacokinetics (PK) of IV and oral fosmanogepix in 
an immunocompromised population who are at risk of IFDs.

Methods
Ethics
This study was conducted at three sites in Germany (Cologne, Munich and 
Mainz) and in compliance with the Declaration of Helsinki and the 
International Council for Harmonization guidelines on Good Clinical 
Practice (ICH-GCP). Independent ethics committees at each site (Ethics 

Commission of Cologne University’s Faculty of Medicine; approval # 
17-179) approved the study protocol. Written informed consent was ob-
tained from all participants prior to any trial-related investigations or 
procedures.

Study design and participants
In this open-label, multicentre, Phase 1b trial (NCT03333005; EudraCT No. 
2017-000524-10), adults (≥18 years) undergoing remission induction 
chemotherapy for AML with neutropenia (absolute neutrophil count 
<500 cells/μL for >10 days) were enrolled. Patients were excluded if 
they received systemic antifungal therapy for proven or probable IFDs 
in the 12 months prior to the first administration of study medication, 
were hepatitis B/C positive or HIV positive, or had QTc interval prolonga-
tion of >450 ms. Patients receiving strong inducers of CYP P450 isoen-
zymes, e.g. rifampicin, rifabutin, ergot alkaloids and carbamazepine, 
and who could not discontinue these medications at screening were 
also excluded. Hepatic and renal dysfunction and any different or new 
cause of neutropenia or immunosuppression were also considered cri-
teria for exclusion.

Patients received either IV fosmanogepix, 600 mg once a day (q24h) 
infused over 3 h (IV cohort) or oral (PO) fosmanogepix, 500 mg q24h (PO 
cohort). Patients were also receiving remission induction chemotherapy 
[sequential high-dose cytarabine and mitoxantrone (S-HAM) or 7 + 3 CT 
regimen] for AML and antifungal prophylaxis (posaconazole) for IFDs 
per local clinical standards (administered at 300 mg/day in most pa-
tients). Fourteen doses of fosmanogepix per participant were adminis-
tered over 14 consecutive days in both cohorts, from Day 3 to Day 16 
[end of treatment (EOT)]. Each participant was in the study for a max-
imum of 51 days including screening (Days −5 to 2), followed by the start 
of chemotherapy (Day 1), an overlapping fosmanogepix treatment period 
(Days 3 to 16 of the chemotherapy cycle) and follow-up for 28 days after 
EOT (i.e. until Day 44; Figure 1).

Assessments
The primary endpoint was safety, assessed by frequency of adverse 
events (AEs), collected from screening to Day 44 (EOT + 28 days follow- 
up). AEs were reviewed by the investigator, who ascertained whether 
they were related to fosmanogepix treatment or not. Physical examina-
tions, laboratory tests (including haematology and urinalysis), and 
12-lead ECGs were conducted to assess safety. The secondary endpoint 
was manogepix plasma levels at specified timepoints from Day 3 (start 
of fosmanogepix treatment) up to Day 30 (EOT + 14 days follow-up). 
Due to sparse sampling relative to the number of doses over the 14- 
day fosmanogepix treatment period, two compartmental IV and oral 
pharmacokinetic (PK) models from previous studies in healthy volunteers 
(NCT02956499 and NCT02957929) were fitted to the manogepix plasma 
data.21 Primary PK parameters used to fit the model included clearance 
[plasma (CL) and intercompartmental (CLD2)] and volumes of distribu-
tion [central (V1) and peripheral compartment (V2)]. For the oral model, 
the clearances and volumes are uncorrected for bioavailability (F), i.e. 
CL/F etc., and the absorption rate constant, ka, was also estimated. 
Secondary PK parameters, which were derived from the primary para-
meters, included rate constants for distribution (α) and elimination (β) 
and their associated half-lives [distribution (t½α) and elimination (t½β)], 
volume of distribution—steady state (VSS), maximum concentration at 
steady state (Cmax) and AUC over the dosing interval at steady state.

Sample size and analysis sets
No statistical tests were performed as the study was not designed for hy-
pothesis testing. A sample size of 20 was considered sufficient to assess 
safety and PK endpoints. The safety analysis set included participants 
who received at least one dose of fosmanogepix. These participants 
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were included in the PK analysis set only if adequate plasma concentra-
tion data were available for PK analysis.

Results
Of 25 screened participants, 21 received fosmanogepix treat-
ment (IV cohort: 10; PO cohort: 11) and comprised the safety 
analysis set. Of these, nine patients were enrolled in Cologne, 
five in Munich, and seven in Mainz. Five participants discontinued 
the study prematurely (IV cohort: 3; PO cohort: 2) due to an AE 
(n = 1), death (n = 2) (IV cohort), infection (n = 1) and non- 
compliance (n = 1) (PO cohort). Of the five participants who dis-
continued, three (IV cohort: 1; PO cohort: 2) were excluded 
from the PK analysis set due to lack of data since they received 
≤5 doses of fosmanogepix. The PK analysis set thus included 
18 patients (n = 9 in each cohort). All 21 participants in the safety 
analysis set were white, and the majority were female (61.9%). 
The mean age was 51.9 years (Table 1).

Primary endpoint: safety (AE assessment)
A total of 358 AEs (IV cohort: 227, PO cohort: 131) were reported 
(Table 2). Overall, in both IV and PO cohorts, AEs were most 

frequent in the system organ classes (SOCs) of general disorders 
and administration site conditions (36 and 31 events), gastro-
intestinal disorders (40 and 25 events) and infections and infes-
tations (20 and 15 events) (Table S1, available as Supplementary 
data at JAC Online). Pyrexia was the most frequent AE (28 events) 
affecting 17 (81%) participants (14 events each in IV and PO 
cohorts).

A total of 26 AEs (IV cohort: 14, PO cohort: 12), observed in 9 
(42.9%) participants [IV cohort: 5 (50%), PO cohort: 4 (36.4%)], 
were considered related to fosmanogepix treatment by the in-
vestigator; none of these were serious and none resulted in study 
drug discontinuation (Table 2). Except for one participant with 
Grade 3 hypertension (IV cohort), all other fosmanogepix-related 
AEs were Grade 1 (mild) or Grade 2 (moderate); none were Grade 
4 or Grade 5. The most frequently occurring fosmanogepix- 
related AE was nausea [four events in three patients (14.3%)], 
followed by vomiting, an increase in ALT, and delirium [two 
events in two patients (9.5%) each]. Vomiting and delirium oc-
curred only in the IV cohort (Table 2). Of the two events of ALT in-
crease (Grade 2, reported in one patient in each cohort), one 
event occurred 3 days after fosmanogepix administration and 
preceded an episode of febrile neutropenia and sepsis. The se-
cond event occurred 5 days after the first dose of fosmanogepix, 

Figure 1. Study design. AML, acute myeloid leukaemia; CT, remission induction chemotherapy; D, day; EOT, end of treatment; FMGX, fosmanogepix; 
FU, follow-up; IV, intravenous; MGX, manogepix; PK, pharmacokinetics; PO, oral; POS, posaconazole; QD, once a day. This figure appears in colour in the 
online version of JAC and in black and white in the print version of JAC.

Table 1. Baseline and demographic characteristics (safety analysis set)

Parameter
IV cohort (600 mg q24h) 

n = 10
PO cohort (500 mg q24h) 

n = 11
Total 

N = 21

Age (years), mean (SD) 53.1 (13.4) 50.7 (11.1) 51.9 (12.0)
Gender, n (%)

Female 8 (80.0) 5 (45.5) 13 (61.9)
Male 2 (20.0) 6 (54.5) 8 (38.1)

Race, n (%)
White 10 (100.0) 11 (100.0) 21 (100.0)

BMI (kg/m2), mean (SD) 26.44 (5.73) 26.24 (5.52) 26.33 (5.48)

BMI, body mass index; IV, intravenous; PO, oral; q24h, once a day; SD, standard deviation.

IV and PO fosmanogepix in patients with AML and neutropenia                                                                     
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following a Klebsiella pneumoniae infection and pyrexia. In both 
patients, no increases in other markers of drug-induced liver in-
jury were detected and both events were reported as recov-
ered/resolved. Overall, the majority of events reported to be 
fosmanogepix related recovered or were recovering at the last 
assessment timepoint. Interruption of fosmanogepix treatment 
occurred in a single participant (IV cohort) who experienced three 
events of chills, possibly related to fosmanogepix.

All serious AEs, clinically significant laboratory findings, vital 
signs, ECG and physical examination findings observed in this 
study were considered unrelated to fosmanogepix treatment. A 
total of 16 AEs (IV cohort: 9, PO cohort: 7) were reported in 11 
(52.4%) participants [IV cohort: 5 (50%), PO cohort: 6 (54.5%)] 
and considered serious; none of those were found to be fosma-
nogepix related by the investigator (Table 2). Additionally, the 
AEs that were reported in Phase 1 studies in healthy volunteers 
(headache and dizziness) were not reported.23 Chemotherapy- 
induced nausea and vomiting (CINV) occurred occasionally 
and was attributed to remission induction chemotherapy, 

with no apparent augmentation due to the administration of 
fosmanogepix.

No confirmed cases of invasive fungal infections were re-
ported during the trial. One patient experienced a suspected 
case of abdominal candidiasis during the follow-up period (ap-
proximately 18 days after fosmanogepix administration was 
completed), which was treated with IV caspofungin. This case 
did not meet the criteria of a fosmanogepix breakthrough of in-
fection since a fungal infection was suspected (not confirmed) 
and occurred several days after fosmanogepix administration 
was completed. A total of three patients discontinued study 
treatment, two due to AEs [Grade 3 acute kidney injury (IV co-
hort) and life-threatening Grade 4 pneumonia (PO cohort); both 
fosmanogepix unrelated (assessed by investigator)] and one 
due to withdrawal of consent. Overall, four deaths were reported; 
one participant died due to disease progression before receiving 
any study drug (screen failure), and three participants died of 
neutropenic colitis, sepsis and bronchopulmonary haemorrhage 
(one participant each, IV cohort), respectively. None of these 

Table 2. Safety summary and summary of FMGX-related AEs by SOC and PT (safety analysis set)

Parameters

IV cohort  
(600 mg q24h) n = 10

PO cohort  
(500 mg q24h) n = 11

Total 
N = 21

Events n (%) Events n (%) Events n (%)

AEs 227 10 (100) 131 11 (100) 358 21 (100)
SAEs (any grade) 9 5 (50) 7 6 (54.5) 16 11 (52.4)
AEs leading to withdrawal/discontinuation 2 2 (20) 1 1 (9.1) 3 3 (14.3)
AEs leading to deaths

Related to FMGX treatment — 0 — 0 — 0
Unrelated to FMGX treatment 3 3a (30) — 0 — 3 (14.3)

FMGX-related AEs 14 5 (50.0) 12 4 (36.4) 26 9 (42.9)
FMGX-related AEs by SOC and PT

General disorders and administration site conditions 5 2 (20.0) — 0 5 2 (9.5)
Fatigue 1 1 (10.0) — 0 1 1 (4.8)
Chills 4 1 (10.0) — 0 4 1 (4.8)

Gastrointestinal disorders 4 3 (30.0) 3 2 (18.2) 7 5 (23.8)
Nausea 1 1 (10.0) 3 2 (18.2) 4 3 (14.3)
Diarrhoea 1 1 (10.0) — 0 1 1 (4.8)
Vomiting 2 2 (20.0) — 0 2 2 (9.5)

Infections and infestations — 0 2 1 (9.1) 2 1 (4.8)
Pustular rash — 0 2 1 (9.1) 2 1 (4.8)

Skin and subcutaneous tissue disorders — 0 5 2 (18.2) 5 2 (9.5)
Rash — 0 1 1 (9.1) 1 1 (4.8)
Intertrigo — 0 4 1 (9.1) 4 1 (4.8)

Vascular disorders 2 1 (10.0) 1 1 (9.1) 3 2 (9.5)
Hypertension 2 1 (10.0) — 0 2 1 (4.8)
Vasculitis — 0 1 1 (9.1) 1 1 (4.8)

Investigations 1 1 (10.0) 1 1 (9.1) 2 2 (9.5)
ALT increased 1 1 (10.0) 1 1 (9.1) 2 2 (9.5)

Psychiatric disorders 2 2 (20.0) — 0 2 2 (9.5)
Delirium 2 2 (20.0) — 0 2 2 (9.5)

AEs, adverse events; FMGX, fosmanogepix; IV, intravenous; PO, oral; PT, preferred term; q24h, once a day; SOC, system organ class; SAE, 
treatment-emergent serious AE. 
aTotal of four patients died during the study; one patient died before receiving any study drug and was considered a screen failure.
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deaths was considered related to fosmanogepix treatment or 
study procedures (Table 2).

All clinically significant laboratory findings observed in this 
study were attributed to the underlying condition of AML and re-
mission induction chemotherapy by the investigator. Expected 
abnormalities in haematology occurred in all patients. 
Approximately 50% of all abnormal values were rated as clinical-
ly significant. Most abnormal serum chemistry values were not 
clinically significant. No unusual patterns in vital signs were ob-
served, with blood pressure and heart rate mostly within normal 
ranges. QTc intervals were also mostly within normal ranges.

Secondary endpoint: PK of manogepix
The geometric mean observed manogepix plasma concentra-
tions for IV and PO administration are illustrated in Figure 2. 
The model-predicted versus observed individual participant con-
centrations were randomly distributed along a line of identity, in-
dicating that the models were consistent with the data (Figure 3). 
The geometric mean observed Cmax on Days 7 and 14 were com-
parable between cohorts and consistent with the geometric 
mean model-predicted Cmax, further demonstrating the fit of 
the data to the models (Table 3). Observed Cmax on Day 14 was 
assessed in only eight participants since one participant (IV co-
hort) received only 10 doses (instead of 14 doses).

PK parameters between IV and PO cohorts were in agreement 
as assessed by geometric mean values of CL and CL/F and V1 and 
V1/F. The dose-corrected geometric mean ratio of AUC (PO to IV) 
was 95%, demonstrating the high oral bioavailability of fosmano-
gepix. Elimination half-lives after IV (60.9 h) and PO (47.4 h; 
Table 3) administration were consistent with prior studies in 
healthy volunteers.24,25

Haematocrit (HCT) values were found to affect the plasma 
concentration of manogepix. Measured plasma concentrations 
of manogepix were found to be about 27% lower in blood with 
low HCT values [∼21.5% (in patients with AML)] compared with 
blood with normal HCT values (∼41.5%). Assuming similar blood 
volumes in both AML patients and healthy volunteers, results 
were comparable since overall systemic exposure to manogepix 
was similar in both populations and consistent with a drug that 
favours the plasma compartment.

Discussion
Results from this Phase 1b study of fosmanogepix in patients 
with neutropenia and AML receiving remission induction chemo-
therapy and posaconazole prophylaxis indicate that fosmanoge-
pix was safe and well tolerated and that the safety and PK profile 
of fosmanogepix is comparable with previously published healthy 

Figure 2. Plasma concentrations (geometric mean) of MGX after IV or PO administration. Geometric mean plasma concentrations after IV or PO ad-
ministration. (a) Linear representation. (b) Semi-log representation. The observed Cmax of FMGX was comparable between the IV and PO cohorts. FMGX, 
fosmanogepix; hr, hour; IV, intravenous; MGX, manogepix; PO, oral; QD, once a day. This figure appears in colour in the online version of JAC and in black 
and white in the print version of JAC.

Figure 3. Relationship between observed and model-predicted plasma 
FMGX concentrations after IV and PO administration. Model-predicted 
plasma concentrations were concordant with observed plasma concen-
trations, with the majority of observations lying along a line of identity 
and demonstrating that the IV and PO models were consistent with the 
data. FMGX, fosmanogepix; IV, intravenous; PO, oral. This figure appears 
in colour in the online version of JAC and in black and white in the print 
version of JAC.
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volunteer data. Most AEs were unrelated to fosmanogepix treat-
ment. One participant experienced suspected abdominal candid-
iasis. This case did not meet the criteria of a fosmanogepix 
breakthrough infection since a fungal infection was not con-
firmed and occurred several days after fosmanogepix adminis-
tration was completed. No fosmanogepix-related instances of 
headache or dizziness were reported, and the frequency and in-
tensity of the observed incidence of nausea and vomiting were 
similar to what is expected with remission induction chemother-
apy,26 with no apparent augmentation due to fosmanogepix ad-
ministration. Although fosmanogepix treatment was interrupted 
by mild AEs (chills) in a single patient, none of the discontinua-
tions, serious AEs or deaths reported during the study were re-
lated to fosmanogepix treatment. No unexpected side effects 
or toxicities were observed, and no PK interactions between fos-
manogepix and either induction chemotherapy or posaconazole 
antifungal prophylaxis were observed. In addition, no increases in 
manogepix levels were observed in this study due to coadminis-
tration of posaconazole. Previous studies on azoles have shown 
that drug interactions with CYP P450-sensitive substrates (e.g. 

immunosuppressants, chemotherapy, antivirals, statins) may 
lead to high exposures of these drugs and may necessitate 
regular therapeutic drug monitoring to ensure that target plasma 
exposures are maintained.27,28 The lack of such drug–drug inter-
action toxicities with fosmanogepix observed in the current study 
may indicate that the risk of drug–drug interactions caused by 
the coadministration of fosmanogepix and drugs that are meta-
bolized by CYP P450 enzyme is low.

After the administration of a 14 day course of IV (600 mg q24h) 
or oral (500 mg q24h) fosmanogepix, PK exposures were similar, 
with a dose-corrected geometric mean AUC ratio (PO to IV) of 
95%. This is in line with previous data from healthy volunteers 
that demonstrated oral bioavailability of >90% and indicated com-
plete conversion of fosmanogepix to manogepix.25 Findings from 
this study suggest that transitioning from IV to oral fosmanogepix 
due to changes in care settings or patient tolerance is feasible.13

Geometric mean half-lives were 60.9 h after IV administration 
and 47.4 h after oral administration. In healthy volunteers, a half- 
life of approximately 60 h was reported for both dose forms.24,25

After administration, fosmanogepix is rapidly converted to man-
ogepix, with fosmanogepix concentrations lower than the limit of 
quantification within 8 h of starting the IV infusion. In previous 
Phase 1 studies of oral and IV fosmanogepix, manogepix plasma 
exposures were linear and interparticipant variability was low.24,25

After IV administration of 600 mg fosmanogepix over a 3 h infusion 
period, the observed geometric manogepix Cmax on Day 7 was 
7876 ng/mL. Similarly, the observed geometric manogepix Cmax 
on Day 7 was 6319 ng/mL for the oral cohort. At the EOT on Day 
14, maximum plasma concentrations were 6254 ng/mL for the IV 
cohort and 5616 ng/mL for the oral cohort. Observed exposures 
were slightly lower than those in healthy volunteers, which may 
be due to differences in HCT between the two populations.

Overall, this study assessed the safety and PK of fosmanogepix 
in a small group of immunocompromised patients at high risk of 
fungal infections. However, confounding of AE relatedness for ex-
pected fosmanogepix-related events due to concomitant adminis-
tration of remission induction chemotherapy may have occurred. 
In conclusion, fosmanogepix was safe and well tolerated in AML 
patients with neutropenia receiving induction chemotherapy and 
demonstrated a safety and PK profile that was comparable to 
that observed in healthy volunteers. No clinically relevant drug in-
teractions with induction chemotherapy or posaconazole were ob-
served. No new safety signals or toxicities were identified, and no 
adverse drug interactions were reported. Further investigations of 
fosmanogepix in patients with fungal infections are ongoing.
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Table 3. Summary of PK parameters of MGX (PK analysis set)

Parameter, geometric mean (% CV)

IV cohort  
(600 mg q24h) 

n = 9

PO cohort  
(500 mg q24h) 

n = 9

Primary
First-order absorption rate constant 
(1/h)

— 1.49 (141.3)

Clearance (mL/h) 3696 (29.7) 3879 (21.5)
Central compartment volume of 
distribution (L)

61.4 (43.3) 110 (66.3)

Intercompartmental clearance (mL/h) 16 203 (200) 5130 (322)
Peripheral compartment volume of 
distribution (L)

188 (79.0) 78.9 (113)

Secondary
Cmax (ng/mL) 8033 (24.9) 5610 (37.5)

Primary
AUC (ng·h/mL) 124 217 (29.7) 98 634 (21.5)
Distribution half-life (h) 1.52 (112) 4.43 (163)
Elimination half-life (h) 60.9 (43.6) 47.4 (52.2)
Volume of distribution, steady state (L) 270 (43.7) —

Observed
Cmax Day 7 (ng/mL) 7876 (23.9) 6319 (29.6)
Cmax Day 14 (ng/mL) 6254 (38.9)a 5616 (35.3)

The CL and V values are CL/F and V/F for PO treatment where F = bioavail-
ability. Primary and secondary parameters are from fitting the compart-
mental model to the data. Primary parameters were used to fit the 
model, and secondary parameters were calculated from primary para-
meters. Observed parameters were taken from observed data. AUC, 
area under the curve over a dosing interval at steady-state; Cmax, 
maximum plasma concentration; CV, coefficient of variation; h, hour; IV, 
intravenous;  MGX, manogepix; PK, pharmacokinetic; PO, oral; q24h, 
once a day 
an = 8 [1 participant (IV cohort) received only 10 doses; Cmax Day 14 could 
not be calculated for that participant].
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