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Question 1: While the once-weekly administration sig-
nificantly improves patient compliance, the pathophysi-
ological status of critically ill patients, particularly liver 
function, can change rapidly. Whether therapeutic drug 
monitoring (TDM) is required during treatment and 
whether it is unnecessary to adjust the drug dosage based 
on liver function still need further investigation.

Answer to question 1: We would like to mention that 
classical echinocandins have been associated with low 
serum concentrations in critically ill patients leading 
to sub-optimal PKPD target achievement (area under 
the curve [AUC]/minimal inhibitory concentration 
[MIC]) [4, 5]. In contrast, population pharmacokinetic 
(PK) modeling of rezafungin using data from phase 1, 
2, and 3 studies showed that no clinical meaningful PK 
variation was observed along co-variates including body 
mass index, albumin, or diseases state comprising liver 
diseases [6]. In addition, a recent literature review has 
shown that rezafungin appears to be suitable for use in a 
variety of special populations without the need for dose 
modifications based on available data, including patients 
with organ dysfunction or obesity, and elderly and criti-
cally ill patients [7].

Deterioration of liver function may occur in ICU 
patients. It is unlikely though that rezafungin adds to 
such development. In a phase 2 double-blind random-
ized clinical trial, patients with candidemia and/or inva-
sive candidiasis were treated with either once-weekly 
rezafungin or intravenous caspofungin, no notable differ-
ences were found in treatment-emergent hepatic adverse 
events across the different study groups (rezafungin 

We appreciate the thoughtful commentary by Wang et al. 
and welcome the opportunity to further elaborate on the 
key aspects related to the use of rezafungin in critically ill 
patients by replying to his letter.

While this letter and the work entitled “The person-
alized treatment of invasive candidiasis still has a long 
way to go” [1] are surely commendable, several points 
merit further discussion. The authors raised some ques-
tions regarding our sub-analyses of rezafungin use in the 
intensive care unit (ICU) [2, 3]. We would like to provide 
answers by the following additional information:
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400 mg/400 mg, rezafungin 400 mg/200 mg, and caspo-
fungin at licensed dosing) [8]. Indeed, in the rezafungin 
400  mg/200  mg group there was a lower incidence of 
treatment-emergent adverse events leading to study drug 
discontinuation and of serious adverse events leading to 
death [8]. In a phase 3 double-blind randomized con-
trolled trial comparing rezafungin 400/200 with caspo-
fungin at licensed dosing, hepatic adverse events were 
rare [9]. However, classical adverse events related with 
echinocandins like hypokalemia, and gastrointestinal 
adverse events (diarrhea and vomiting) were also com-
mon with rezafungin and should be monitored.

Question 2: Patients with candidemia who are in shock 
still require hospitalization, even in the ICU. How to 
accurately select the antifungal drugs based on suscep-
tibility breakpoints, whether repeat blood cultures are 
necessary, and whether the time to negativity in blood 
cultures has clinical significance if individualized treat-
ment is not feasible remain questions.

Answer to question 2: As per current guidelines, repeat 
blood cultures are necessary to determine the overall 
duration of treatment, i.e. blood culture negativity plus 
14 days. Whether time to blood culture negativity is clin-
ically relevant remains to be determined. Shorter dura-
tion of blood stream infection should translate into less 
complication. The shorter time to negative blood cultures 
found with rezafungin would have facilitated earlier dis-
charge in 16% of patients [8, 9]. Interestingly, the Candida 
III study found the same effect size [10].

Question 3: Is it necessary to routinely test for reza-
fungin susceptibility? When the treatment outcome is 
unsatisfactory, should FKS mutations be screened? These 
questions require guidance from professors specializing 
in pharmacy.

Answer to question 3: Given the broad susceptibility of 
Candida spp to echinocandins, antifungal susceptibility 
testing is not routinely performed in all centers manag-
ing candidemia. Rezafungin is structurally related to 
anidulafungin, and current in vitro data support inferring 
susceptibility to rezafungin from susceptibility to anidu-
lafungin [11].

We acknowledge the growing concern regarding 
emerging echinocandin resistance and agree that close 
surveillance of resistance trends is essential. A most 
concerning situation is intrabdominal candidiasis [12], 
probably due to the lower exposure to echinocandins 
in peritoneal fluid [13]. In a murine model rezafungin 
exhibited higher diffusion to intrabdominal abscesses as 
compared to micafungin [14]. More clinical experience is 
needed to confirm this potential advantage in humans.

Question 4: Is it necessary to further consider the cost 
implications from a health economics perspective?

Answer to question 4: We agree with the authors that 
health resources are limited, and it is necessary to select 

those patients who benefit from an antifungal showing 
better PK properties and demonstrating shorter time to 
negative blood cultures. We suggest that those with non-
catheter related candidemia, presenting with sepsis or 
septic shock are the best candidates since the probability 
to achieve the PK/PD target is higher with the standard 
dose of rezafungin than with other echinocandins, even 
more so in critically ill patients with hypoalbuminemia 
and obesity. Although there was no difference in mortal-
ity, it is also true that the mortality in rezafungin clinical 
trials was around 20%. That is the baseline mortality in 
patients with similar characteristics but without candi-
demia [15].

Perspectives in health economics must be differentiated 
and the mere drug acquisition costs is only one factor in 
a payer perspective health economics appraisal [16]. To 
shorten the hospital length of stay, reduces the risk of 
complications related with IV lines, the acquisition of 
nosocomial infections, particularly those caused by mul-
tidrug resistant pathogens, increases the number of avail-
able beds for other patients, and alleviates the patient and 
his/her families’ suffering. Rezafungin, as the first long-
acting antifungal agent with minimal drug-drug interac-
tions, represents an excellent opportunity to reduce the 
length of hospital stay of those patients requiring prolong 
use of antifungals, for example patients with endocarditis 
or bone and joint infections [3, 17].

In conclusion:
We appreciate the thoughtful commentary by Wang 

and colleagues and welcome the opportunity to further 
elaborate on the key aspects related to the use of reza-
fungin in critically ill patients. While acknowledging the 
challenges that remain in the personalized treatment of 
invasive candidiasis, we believe that current evidence 
supports the role of rezafungin as a promising antifun-
gal agent, particularly in complex ICU populations. The 
high loading dose (400 mg), and its higher water stability 
(leading to a prolong half-life), increase the total exposure 
during the first hours of candidemia. It may explain the 
shorter duration of candidemia in comparison to caspo-
fungin. In addition, its favorable safety profile, and once-
weekly dosing regimen offer potential clinical advantages 
including earlier discharge. Nonetheless, we agree that 
continuous monitoring of resistance trends, further clini-
cal experience, and health-economic assessments are 
essential to optimize its use and better define the popula-
tions who may derive the most benefit. We hope that our 
additional clarifications contribute to the ongoing discus-
sion on the evolving management of candidemia.
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