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EDP-323-101/ETP-CST-001 Summary of Results 

ETP-CST-001 Number of Participants (Planned and Analysed): 
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• Protocol, Final v1.0, 23-June-2023: 114 participants were planned to be randomized 
1:1:1 into 1 of 3 treatment groups (n=38 each) to receive EDP-323 (at 2 different doses) 
or placebo; the number of participants was planned to not exceed 125 dosed with 
EDP-323/placebo. 

• Protocol Amendment, Final v2.0, 25-March-2024: 132 participants were planned to be 
randomized 1:1:1 into 1 of 3 treatment groups (n=44 each) to receive EDP-323 (at 2 
different doses) or placebo; the number of participants was planned to not exceed 150 
dosed with EDP-323/placebo. 
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Randomised 1:1:1 (N= 141) and started dosing 
with EDP-323/Placebo 

Completed the study (N= 140) 
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Completed EDP-323/Placebo dosing (N= 141) 

EDP-323 Low Dose (N=47) 
600 mg LD for 1 day followed by 

200 mg QD for 4 days.    
 

 

 

 

EDP-323 High Dose (N=47) 
600 mg EDP-323 QD for 5 days 

 

Placebo (N=47) 

 

Completed Quarantine (N= 139) 

Inoculated with challenge virus  
(N= 142) 



ETP-CST-001: Basic Results Summary for Public Registry – Final v1.0_09Jul2025 

Disposition of Participants: 

In total, 142 participants were enrolled and inoculated with challenge virus of which 141 participants 
were randomized 1:1:1 into 1 of 3 treatment groups (EDP-323 high dose, EDP-323 low dose, and placebo 
groups; n=47 each) and completed IMP administration. One participant (1267229) was inoculated but 
was not randomized nor dosed. This participant self-discharged during quarantine on Day 4. Following a 
last telephone contact on Day 12 the participant was considered lost to follow-up. 
 
All treated participants completed quarantine, except for 2 participants. One participant (1251060) in the 
placebo group self-discharged on Day 9 to attend to personal issues and was considered lost to follow-up after 3 
telephone contacts made for missed Day 28 follow-up. One participant (1268979) in the EDP-323 high dose 
group self-discharged on Day 11 for family emergency reasons. This participant completed the Day 28 follow-up 
visit and was considered to have completed the study. 
 
In total, 140 participants completed the study: 47 in EDP-323 high dose, 47 in the EDP-323 
low dose, and 46 participants in the placebo group. Mean study duration was 31.02 days in the placebo 
group, 33.57 days in the EDP-323 high dose group, and 34.36 days in the EDP-323 low dose group. 
 
Demographic and Other Baseline characteristics: 

Overall, demographic characteristics were well balanced across the treatment groups. No notable 
differences were observed in age, ethnicity, BMI, or baseline RSV neutralization antibody concentrations 
between the EDP-323 groups and the placebo group. Participants were predominantly of not Hispanic or 
Latino ethnicity in all treatment groups. The proportion of females was slightly higher in the placebo group 
(40.4%) as compared with the EDP-323 groups (31.9 and 36.2%, in the EDP-323 high and low dose 
groups, respectively). Participants were predominantly White in all treatment groups. The EDP-323 low 
dose group had a higher proportion of Black or African American (14.9%) and Asian (6.4%) participants as 
compared with the other groups (6.4 and 4.3%, respectively, in the EDP-323 high dose group; 10.6 and 
2.1%, respectively, in the placebo group). The proportion of White participants in the EDP-323 low dose 
group (74.5%) was lower as compared with the EDP-323 high dose group (83.0%) and the placebo group 
(80.9%). Since RSV viral loads and disease severity markers are not known to differ between these 
baseline demographic characteristics, the differences in sex and race are not expected to have impacted 
the study results. 
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Efficacy: 

The study’s primary endpoint was reduction in Viral Load AUC as measured by RT-PCR compared to 
placebo. Treatment with EDP-323 high dose (600 mg QD for 5 days) or low dose (600 mg LD for 1 day 
followed by 200 mg QD for 4 days) after viral challenge with RSV-A Memphis 37b showed a statistically 
significant reduction of VL-AUC determined by qRT-PCR and by viral culture compared with placebo (p-
values both <0.0001; α=0.05 2-sided). These PCR viral loads represented an 85% reduction in VL-AUC in 
the high dose vs placebo and an 87% reduction in VL-AUC in the low dose vs placebo.  Similarly, these 
viral quantitative culture viral loads represented a 98% reduction in VL-AUC in the high dose vs placebo 
and a 97% reduction in VL-AUC in the low dose vs placebo.  In contrast, between the EDP-323 low and 
high dose groups, VL-AUCs as measured by either qPCR or q Culture were not significantly different at the 
5% 2-sided significance level for both qRT-PCR and viral culture methods. Sensitivity analyses using 
different populations and/or alternative definitions of AUC showed comparable results. 
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The VL-AUC determined by viral culture for the ITT-I analysis set showed a statistically significant 
reduction for both EDP-323 dosing regimens as well as for the pooled EDP-323 dosing regimens 
compared with the placebo group (p-value <0.0001; α=0.05 2-sided); the difference in LS means to 
placebo was -203.63 and -215.03 log10 PFU/mL*hours for the EDP-323 high and low dose group 
respectively, and -212.62 log10 PFU/mL*hours for the pooled EDP-323 groups. 

The VL-AUC determined by viral culture was not significantly different between the EDP-323 low dose 
group and the EDP-323 high dose group at the 5% 2-sided significance level (p-value=0.8563); the 
difference in LS means between the high and low dose group was -0.40 log10 PFU/mL*hours. 

The time to viral load negativity and time to first viral load negative slope, determined by qRT-PCR or viral 
culture, were generally shorter in both EDP-323 dose groups compared to placebo, and both were not 
significantly different between the EDP-323 dose groups. Viral loads dropped quickly after treatment with 
EDP-323 was initiated. The viral load slopes for both EDP-323 dosing regimens between first dose of IMP 
and approximately 12 hours, 1 day, or 2 days after IMP determined by qRT-PCR or viral culture were 
negative from the first evaluable time interval (approximately 12 hours) after IMP onwards and, in most 
cases, statistically significantly different from 0 indicating a decrease of viral load over time. This 
declining viral load in the EDP-323 groups contrasted with the viral load slopes in the placebo group being 
positive and (statistically significantly) different from 0 indicating that the viral load increased over time. 
No participants receiving EDP-323 developed a laboratory-confirmed RSV infection after beginning or 
after completing their 5-day dosing regimen. In contrast, 6 participants developed a laboratory-confirmed 
RSV infection after starting their 5-day regimen of placebo. 

The TSS-AUC (based on 10 symptoms) showed a statistically significant reduction in TSS-AUC compared 
to placebo for both EDP-323 dosing regimens compared with the placebo group (p-value <0.0001; α=0.05 
2-sided). The TSS-AUC was not significantly different between the EDP-323 low and high dose groups at 
the 5% 2-sided significance level. Sensitivity analyses using alternative definitions of AUC or using an 
SDC based on 11 symptoms showed comparable results. The total weight of mucoid secretions 
discharged from the nose and the total number of tissues used were statistically significantly lower for 
both EDP-323 dosing regimens as well as for the pooled EDP-323 dosing regimens compared with the 
placebo group (p-value=0.0042, 0.0058, and <0.0001, respectively, and p-value=0.0026, 0.0022, and 
<0.0001, respectively; α=0.052-sided). 
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Safety: 

Viral challenge with RSV-A Memphis 37b and subsequent treatment with EDP-323 high dose (600 mg QD 
for 5 days) or low dose (600 mg LD for 1 day followed by 200 mg QD for 4 days) was generally safe and well 
tolerated. No deaths, SAEs, or AEs of grade 3 or above were reported, and none of the AEs led to 
treatment discontinuation or permanent study discontinuation. The incidence of AEs, challenge-
emergent adverse events (CEAEs), or treatment-emergent adverse events (TEAEs) was comparable 
between the EDP-323 groups and the placebo group. Most AEs were of mild intensity, not deemed related 
to the IMP, and were recovered/resolved by the end of the study. 

No relevant changes from baseline to post-baseline visits, no apparent trends over time, and no notable 
differences between the treatment groups were observed for clinical laboratory parameters 
(haematology, biochemistry, and urinalysis), vital signs, temperature, electrocardiograms (ECGs), or 
physical examination results. 
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Pharmacokinetics 

Following treatment with EDP-323 high dose (600 mg QD for 5 days) or low dose (600 mg LD for 1 day 
followed by 200 mg QD for 4 days) mean plasma concentrations for EDP-323 and the metabolites EP-
038725 and EP-039082 were generally comparable between both EDP-323 dosing regimens after 
administration of the first EDP-323 dose, while following multiple dose administration of EDP-323, mean 
plasma concentrations for EDP-323 and metabolites were generally higher in the EDP-323 high dose 
group compared to low dose group. 

Overall, the mean trough concentrations of EDP-323 were approximately 25- and 26-fold higher after the 
first dose compared to the protein adjusted EC90 value for EDP-323 (0.184 ng/mL) determined in vitro 
using 3D pHAEC-ALI, and approximately 35- and 16-fold higher after the last dose for the EDP-323 high 
and low dose groups, respectively. 

Overall, the mean trough concentrations of EDP-323 were maintained at approximately 16- to 35-fold 
above the protein adjusted EC90 value after the last dose of EDP-323. 
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 No linear correlations and no non-linear Emax relations were identified between RSV VL-AUC or TSS-AUC 
and plasma exposure of EDP-323 for any of the EDP-323 dosing regimens, which is consistent with robust 
efficacy at both dose levels.  

 

Overall Conclusion: 

Viral challenge with RSV-A Memphis 37b and subsequent treatment with EDP-323 for 5 days was 
generally safe and well tolerated with side effect profiles similar in general to placebo. Treatment with 
EDP-323 high dose (600 mg QD for 5 days) or low dose (600 mg LD for 1 day followed by 200 mg QD for 4 
days) after viral challenge with RSV-A Memphis 37b significantly reduced RSV viral loads, clinical 
symptom scores, and the production of respiratory mucus, while no notable differences were observed 
between the EDP-323 dosing regimens. The timing of the onset of the reduction in RSV viral loads (as 
assessed by qRT-PCR and viral culture) was rapid, occurring between the baseline viral load pre-dose and 
the subsequent next nasal wash (within the very first 12 hours after first dose of EDP-323). Overall, the 
mean trough concentrations of EDP-323 were maintained at approximately 16- to 35-fold above the 
protein adjusted EC90 value 24 hours after the last dose of EDP-323. No linear correlations and no non-
linear Emax relations were identified between RSV VL-AUC or TSS-AUC and plasma exposure of EDP-323 
for any of the EDP-323 dosing regimens, which is consistent with robust efficacy at both dose levels 
generating plasma concentrations far-exceeding the EC-90 of RSV. These data support further clinical 
development of EDP-323. 

 

 


