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Background. Current treatment of vulvovaginal candidiasis (VVC) is largely limited to azole therapy. Ibrexafungerp is a first-
in-class triterpenoid antifungal with broad-spectrum anti-Candida fungicidal activity. The objective of this study was to evaluate the
efficacy and safety of ibrexafungerp compared with placebo in patients with acute VVC.

Methods. Patients were randomly assigned 2:1 to receive ibrexafungerp (300 mg twice for 1 day) or placebo. The primary end-
point was the percentage of patients with a clinical cure (complete resolution of vulvovaginal signs and symptoms [VSS] = 0) at test-
of-cure (day 11 + 3). Secondary endpoints included the percentage of patients with mycological eradication, overall success (clinical
cure and mycological eradication), clinical improvement (VSS < 1) at test-of-cure, and symptom resolution at follow-up (day 25 + 4).

Results.  Patients receiving ibrexafungerp had significantly higher rates of clinical cure (50.5% [95/188] vs 28.6% [28/98];
P =.001), mycological eradication (49.5% [93/188] vs 19.4% [19/98]; P < .001), and overall success (36.0% [64/178] vs 12.6% [12/95];
P <.001) compared with placebo. Symptom resolution was sustained and further increased with ibrexafungerp compared with pla-
cebo (59.6% [112/188] vs 44.9% [44/98]; P = .009) at follow-up. Post hoc analysis showed similar rates of clinical cure and clinical
improvement at test-of-cure for Black patients (54.8% [40/73] and 63.4% [47/73], respectively) and patients with a body mass index
>35 (54.5% [24/44] and 68.2% [30/44], respectively) compared with overall rates. Ibrexafungerp was well tolerated. Adverse events
were primarily gastrointestinal and mild in severity.

Conclusions. Ibrexafungerp provides a promising safe and efficacious oral treatment that mechanistically differs from current
azole treatment options for acute VVC.
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Vulvovaginal candidiasis (VVC) is the second most common
cause of vaginitis and is attributed to infection caused by Candida
albicans in 85%-95% of women [1-3]. Fifty percent of all women
will experience >1 episode of VVC by 25 years of age, and approx-
imately 75% of women will experience a VVC episode in their
lifetime (with >2 episodes occurring in 40%-45% of women) [1].
Comorbid conditions including uncontrolled diabetes, genetic
predisposition, immunocompromising conditions, and medi-
cations (eg, antibiotics) have been associated with VVC [4, 5].
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Given the wide availability of over-the-counter therapies, which
often results in patient self-treatment in lieu of professional care,
the exact incidence of VVC is grossly under reported [4, 5].

VVC treatments have historically been predominantly lim-
ited to the azole class of fungistatic agents. Routine treatment
includes topical azole formulations, up to week-long courses, or
oral fluconazole given as 150-mg single doses [6, 7]. Limitations
of these treatments include possible intolerance to topical for-
mulations, idiosyncratic hepatotoxicity with fluconazole, and
fluconazole-associated risk of fetal harm if taken during preg-
nancy [6, 8-10]. Given the previous lack of approved non-azole
therapies, treatment options for VVC have been limited in cases
of azole-resistant organisms or for patients with azole intoler-
ance or for whom its use is contraindicated. New oral treatments
are warranted, particularly those with broad fungal coverage, a
good safety profile (especially no risk of fetal harm), and limited
drug-to-drug interactions.

Ibrexafungerp (formerly SCY-078) is the first triterpenoid
class antifungal [11]. Its mechanism of action, similar to the
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echinocandins, targets the glucan synthase enzyme, resulting
in decreased (1,3)-p-D-glucan polymers. This polymer re-
duction weakens the fungal cell wall and leads to fungal cell
death. Ibrexafungerp exerts fungicidal activity against nu-
merous Candida isolates—including many that are azole or
echinocandin resistant [12, 13]. The possibility for off-target ef-
fects (eg, cytochrome P450 interactions), as observed with azole
treatments, is notably lessened with the use of glucan synthase
inhibitors, since the target exists only in fungal cell walls and is
not found in human cells [12].

In preclinical studies, ibrexafungerp levels in vaginal tissue
measured 2- to 9-fold higher than in plasma [14, 15], indicating
favorable vaginal tissue penetration. Additionally, ibrexafungerp
activity is not negatively affected by low vaginal pH (4.5) envi-
ronment, a characteristic that is common in patients with VVC
[6, 14, 16]. In 2019, the Food and Drug Administration (FDA)
released industry guidance for drug development in the treat-
ment of VVC. Based on those recommendations, which in-
cluded trial design and efficacy endpoints, we designed a phase
3, multicenter, randomized, double-blind, placebo-controlled
superiority study to evaluate the efficacy and safety of oral
ibrexafungerp in the treatment of acute VVC [17]. Given the
non-life-threatening nature of VVC, the placebo-controlled de-
sign was well aligned with regulatory guidance: VVC complica-
tions were not expected to occur from delayed treatment, and
patients were allowed to receive rescue therapy, as needed, after
establishing failure of the assigned study drug.

Efficacy endpoints in the present study including clinical
cure—defined as absence of all signs and symptoms of VVC
(vulvovaginal signs and symptoms [VSS] = 0) and responder
(successful) outcome (absence of signs and symptoms plus vag-
inal swab culture negative for growth of Candida species)—dif-
fered from previous studies that had established specific criteria
(eg, clinical cure, VSS <2) [18-20]. Also different from some
previous studies [18, 21, 22], test-of-cure (TOC) and follow-up
(FU) visits occurred on days 7-14 and 21-30, respectively, in
accordance with FDA guidance recommendations [17]. The
dose of ibrexafungerp used in this study—300 mg twice a
day (BID) for 1 day—was based on results from the phase 2
DOVE study that showed as total milligram dosing increased,
gastrointestinal-related adverse events also increased without a
corresponding improvement in efficacy [23].

METHODS

VANISH 303 (NCT03734991) evaluated the efficacy and safety
of oral ibrexafungerp compared with placebo in female patients
with acute VVC. Enrolled patients were >12 years of age with
acute VVC, which was defined as a minimum composite VSS of
>4 with at least 2 signs or symptoms having a score >2. Other
inclusion criteria included a positive microscopic examination
with 10% potassium hydroxide (KOH) revealing yeast forms

and a normal vaginal pH (<4.5) and use of contraception in
patients of reproductive potential. Exclusion criteria included
any condition that may have interfered with the diagnosis or
evaluation of response to therapy including mixed infections;
the use of systemic and/or topical (vaginal) antifungal treat-
ment products within 28 days of baseline; patients pregnant
or lactating; patients with a known human immunodeficiency
virus (HIV) infection and/or receiving treatment that could
compromise their immune response; and patients with active
cervical/vaginal cancer.

Patients were randomly assigned 2:1 to receive ibrexafungerp
(300-mg BID for 1 day) or matching placebo administered BID
for 1 day using an interactive response system. Randomization
was stratified according to diabetes mellitus diagnosis (yes or
no). All site and sponsor personnel were blinded to treatment
assignments except for a team member who was responsible
for drug distribution logistics. Study drugs were provided by
SCYNEXIS, Inc. Patients could withdraw or be discontinued
from the study if they withdrew consent, experienced an ad-
verse event (AE) that warranted study discontinuation, or were
lost to FU or if the investigator believed that it was in their best
interest to withdraw.

This study was conducted in accordance with the general
principles of the Declaration of Helsinki. Each study site
obtained institutional review board approval before study in-
itiation and each patient provided written consent for study
participation.

Study Assessments

Vulvovaginal samples were assessed locally using 10% KOH at
screening, and fungal cultures were assessed by a central lab-
oratory at baseline, TOC visit (day 11 + 3), and if symptoms
were present at FU visit (day 25 + 4). Susceptibility testing was
performed per Clinical and Laboratory Standards Institute
M27-A3 guidelines. Samples were also tested at screening to
determine vaginal pH and to identify other possible pathogens.
Vulvovaginal signs (edema, erythema, and excoriation/fissures)
and symptoms (burning, itching, and irritation) were rated
using the VSS scale at screening, day 1, and TOC and FU visits.
The VSS scale is a standardized, predefined scale for which each
sign and symptom was given a numerical rating based on se-
verity (absent = 0; mild = 1; moderate = 2; severe = 3) to cal-
culate a total composite score (range, 0-18). Patients recorded
vulvovaginal symptoms in a diary on days 1 to TOC visit. If
the patient experienced persistence, worsening, or recurrence
of symptoms (eg, symptoms >3) then rescue antifungal therapy
was allowed following vaginal examination with samples for
KOH and culture. VSS ratings leading to rescue therapy were
recorded, and vulvovaginal samples were obtained for testing. If
rescue medication was administered before or at the TOC visit,
the patient was considered an early termination due to lack of
efficacy. If rescue medication was administered after the TOC
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visit but before the FU visit, then the patient was considered
an early termination due to lack of efficacy after the TOC visit.
Safety assessments included physical exams, vital signs, labora-
tory tests, and vitals at screening and TOC visit, and continuous
AEs monitoring throughout the study.

Outcomes

The primary objective of this study was to evaluate the efficacy
of ibrexafungerp versus placebo in patients with acute VVC.
The primary endpoint was the percentage of patients with a
clinical cure at the TOC visit (Table 1). Secondary endpoints
included the percentage of patients with mycological eradica-
tion, overall success (clinical cure and mycological eradication),
clinical improvement at the TOC visit, complete resolution of
symptoms at the FU visit, and safety and tolerability. All AEs
were coded using MedDRA (version 21.1). Outcomes are de-
fined in Table 1.

Post hoc analyses were conducted in Black patients and pa-
tients with a body mass index (BMI) >35 to evaluate clinical
cure and clinical improvements rates at TOC and the per-
centage of patients with VSS <2 at TOC.

Statistical Analysis

All analyses were conducted using SAS software version 9.4
(SAS Institute, Inc, Cary, North Carolina). A sample size of
366 patients (ibrexafungerp n = 244; placebo, n = 122) was cal-
culated to provide 90% power to detect a superior difference
between ibrexafungerp and placebo based on a Pearsons Chi-
squared test with a Type 1 error rate of 5%. This was based on an
assumed 50% and 30% clinical cure rate for ibrexafungerp and
placebo, respectively [23, 24], a 10% patient dropout, and an es-
timated 20% of patients without mycological culture-confirmed
infection at baseline. Data from all study sites were pooled for
analysis and the data set analyzed. Efficacy analyses used the

Table 1. Efficacy Endpoint Definitions

Endpoint Definition

Clinical cure Complete resolution of signs and symptoms of
vulvovaginal infection without need for further
antifungal treatment and topical vaginal drug therapy
for the treatment of vulvovaginal irritation/pruritus

before or at the TOC visit. VSS = 0 at TOC visit

Complete resolution Complete resolution of symptoms in patients at
of symptoms at FU visit regardless of clinical cure at TOC visit.
FU visit Symptom score = 0 at FU visit

Clinical Partial or complete resolution of signs and symptoms
improvement with total composite score <1 at TOC visit without
need for further antifungal treatment and topical
drug therapy for the treatment of vulvovaginal irri-
tation/pruritus before or at the TOC visit. VSS < 1 at
TOC visit

Negative culture for Candida species without the need
for further antifungal treatment at TOC visit

Mycological
eradication

Overall success Clinical cure and mycological eradication at TOC visit

Abbreviations: FU, follow-up; TOC, test of cure; VSS, vulvovaginal signs and symptoms.

modified intention-to-treat (mITT) population, which con-
sisted of randomly assigned patients who had a positive culture
for Candida species at baseline and received >1 dose of study
drug. The safety set included all randomly assigned patients
who received >1 dose of study drug and had >1 postbaseline
evaluation. A patient was considered a nonresponder if they did
not meet the clinical response criteria for categorical responses
or were missing categorical response data at specific visits.
Treatment differences between ibrexafungerp and placebo were
compared using a Cochran-Mantel-Haenszel test adjusted for
diabetes mellitus diagnosis (yes or no). Descriptive statistical
methods were used to summarize data including safety data,
by treatment group. All statistical tests were 2-sided and inter-
preted at a 5% significance level. For change from baseline in
VSS scores, an ANCOVA model was used rather than a 2-way
ANOVA model.

Role of the Sponsor

The role of the sponsor in the design, execution, analysis, re-
porting, and funding is fully disclosed. The authors’ personal
interests, financial or nonfinancial, relating to this research and
its publication have been disclosed.

RESULTS

Patients were enrolled between January 2019 and September
2019 at 27 study sites in the United States. A total of 376 pa-
tients were randomly assigned to receive ibrexafungerp
(n = 249) or placebo (n = 127), with 247 and 124 patients, re-
spectively, receiving the study drug (Figure 1), which composed
the intention-to-treat (ITT) population that was used for safety
analyses. Approximately 20% of patients in the ITT population
did not have a positive culture for Candida species at baseline
and were not included in the mITT population (ibrexafungerp
[n = 188]; placebo [n = 98]); efficacy results are reported for the
mITT population.

Overall demographics were similar between treatment
groups, including the severity of acute VVC at baseline (Table
2). The majority of patients were not diabetic (ibrexafungerp,
90.4%; placebo 91.8%). All patients in the mITT population
had a positive culture for >1 Candida species with the majority
(>90%) testing positive for C. albicans (Table 2). Baseline sus-
ceptibility testing between treatment groups was comparable.
No fluconazole-resistant isolates of C. albicans were identi-
fied at baseline. At TOC, there was a <2-fold change in min-
imum inhibitory concentration (MIC) susceptibility following
ibrexafungerp exposure.

Ibrexafungerp demonstrated statistical superiority over
placebo in the primary endpoint and all key secondary
endpoints. The clinical cure rate (VSS = 0) at TOC visit was
significantly higher in patients receiving ibrexafungerp (50.5%
[95/188 patients]) compared with placebo (28.6% [28/98 pa-
tients]) (relative risk [RR] = 1.71 [95% confidence interval
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+ Use of antifungal therapy (n=1})
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« ITT (n=247)
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-« ITT (n=124)
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Figure 1. Patient disposition. Abbreviations: FU, follow-up; ITT, intention-to-treat; mITT, modified intention-to-treat; TOC, test of cure.

[CI], 1.205-2.431]; P = .001) (Figure 2A) and in patients with
C. albicans (50.9% [88/173 patients] vs 27.8% [25/90 patients]),
respectively; RR=1.81[95% CI, 1.247-2.623]; (P <.001) (Figure
2B). The percentage of patients with complete symptom reso-
lution at day 25, regardless of clinical cure at TOC, was signifi-
cantly improved with ibrexafungerp (59.6% [112/188 patients])
compared with placebo (44.9% [44/98 patients]) (P = .009).
Although clinical cure was defined as VSS = 0, the percentage
of patients with clinical improvement (VSS < 1) at the TOC
visit was significantly higher with ibrexafungerp than placebo
(64.4% [121/188 patients] vs 36.7% [36/98 patients]; P < .001).

Mycological eradication rates at TOC were significantly
higher with ibrexafungerp (49.5% [93/188 patients]) than
placebo (19.4% [19/98 patients]) (RR = 2.87 [95% CI, 1.799-
4.574]; P <.001) and in patients with C. albicans (51.4% [89/173
patients]) vs 18.9% [17/90 patients]), respectively; RR = 3.06
[95% CI, 1.860-5.030]; P < .001) (Figure 2A, 2B). Mycological
outcomes at FU were limited, as samples were collected in only
20% of patients (samples not required in asymptomatic pa-
tients and those who received rescue antifungals). Overall suc-
cess (both clinical cure and mycological eradication) rates at
TOC visit was significantly higher with ibrexafungerp (36.0%
[64/178 patients]) than placebo (12.6% [12/95 patients])
(RR=3.19[95% CI, 1.772-5.756]; P < .001) and in patients with
C. albicans (37.4% [61/163 patients] vs 12.5% [11/88 patients]);

respectively; RR = 3.52 [95% CI, 1.852-6.678]; P < .001) (Figure
2A, 2B).

Before the updated FDA guidance, a common defini-
tion of clinical cure was VSS < 2. In a post hoc analysis, the
ibrexafungerp clinical cure rate at TOC using VSS < 2 was 70%
(131/188 patients). In other post hoc analyses, clinical cure and
clinical improvement rates with ibrexafungerp at TOC were
similar for Black patients (54.8% [40/73 patients] and 63.4%
[47/73 patients], respectively) compared with the overall clin-
ical cure and clinical improvement rates (50.5% and 64.4%, re-
spectively). In patients with BMI >35, clinical cure and clinical
improvement rates were similar (54.5% [24/44 patients] and
68.2% [30/44 patients], respectively) to the overall clinical cure
and clinical improvement rates with ibrexafungerp.

Ibrexafungerp was well tolerated, with 39.7% (98/247 pa-
tients) reporting a treatment-related treatment-emergent AE
(TEAE) compared with placebo (16.9% [21/124 patients]). The
majority of TEAEs were gastrointestinal and mild in severity
(Table 3) with increased rates of treatment-related diarrhea
(22.3% [55/247] vs 4.0% [5/124] patients, respectively) and
nausea (10.9% [27/247] vs 5.0% [4/124] patients, respectively)
reported with ibrexafungerp versus placebo. TEAEs led to dis-
continuation from study and treatment in 2 patients following
the first dose of ibrexafungerp (vomiting and dizziness related
to ibrexafungerp) and to study discontinuation in 2 patients
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Table 2. Baseline Characteristics (mITT Population)

Ibrexafungerp Placebo
(n=188) (n=98)
Age, y
Mean + SD 33.5 + 10.36 36.0 + 12.46
Median (min, max) 32.5 (18, 67) 34.0 (17, 66)
Race, n (%)
White 103 (54.8) 53 (564.1)
Black 73 (38.8) 43 (43.9)
Asian 4(2.1) 0
American Indian or Alaska Native 2 (1.1) 0
Other 6(3.2) 2(2.0)
Ethnicity, n (%)
Hispanic or Latino 54 (28.7) 18 (18.4)
Non-Hispanic or Latino 134 (71.3) 80 (81.6)
BMI (kg/m?)?, n (%)
<35 144 (76.6) 76 (77.6)
>35 44 (23.4) 22 (22.4)
Diabetes mellitus
Yes 18 (9.6) 8(8.2)
No 170 (90.4) 90 (91.8)
Composite VSS score
Median (min, max) 9.0 (5, 18) 9.0 (4, 17)
Candida species
Candida albicans 173 (92.0) 90 (91.8)
Candida glabrata 11 (5.9) 1 (11.2)
Candida tropicalis 4(2.1) 1(1.0)
Candida dubliniensis 2(1.1) 0
Candida lusitaniae 1(0.5) 1(1.0)
Candida parapsilosis 1(0.5) 0
Candida krusei 0 1(1.0)
Saccharomyces species 1(0.5) 0

Abbreviations: BMI, body mass index; max, maximum; min, minimum; mITT, modified
intention-to-treat; SD, standard deviation; VSS, vulvovaginal signs and symptoms.
?Baseline BMI is calculated as baseline weight/baseline height?.

after completing ibrexafungerp treatment (bacterial vaginosis;
not related to ibrexafungerp). No patients receiving placebo dis-
continued treatment or the study, and no patients experienced
a TEAE that led to dose interruption. Serious adverse events
(SAEs) were reported in 1 patient receiving ibrexafungerp
(pneumonia and bronchial hyperreactivity) and in 2 patients
receiving placebo (diabetes mellitus and hypokalemia) and
were not considered to be related to study treatment. No deaths
were reported in the study. Two pregnancies were reported in
the ibrexafungerp group, both resulting in a live birth with no
delivery or newborn complications reported.

DISCUSSION

To our knowledge, VANISH 303 is the largest placebo-
controlled study in the treatment of VVC completed to date.
Our study results showed that ibrexafungerp is well tolerated
and demonstrated statistical superiority in improved overall
clinical cure rates at the TOC visit compared with placebo
(50.5% vs 28.6%, respectively; P = .001) and in patients with
C. albicans, the Candida species associated with >85% of

A) Efficacy Outcomes at TOC Visit (Day 10)

100%
0%
B0%
0%
60%

50.5%" 49.5%"

Percentage of patients

Clinical cure Mycological eradication Overall success

u [brexafungerp = Placebo

B) Efficacy Outcomes at TOC Visit (Day 10) for Patients With C. albicans Infection

100%
a0%
80%
T0%
60%

50.9%"" 51.4%"

5%

40%

30%

Percentage of patients

20%

Clinical cure Overall Success

Mycological eradication

m lbrexafungerp mPlacebo

Figure 2. Select efficacy endpoints. A, Efficacy outcomes at TOC visit (day 10):
clinical cure (ibrexafungerp, 95/188 patients; placebo, 28/98 patients), mycological
eradication (ibrexafungerp, 93/188 patients; placebo, 19/98 patients), and overall
success (ibrexafungerp, 64/178 patients; placebo, 12/95 patients). B, Efficacy out-
comes at TOC visit (day 10) for patients with C. albicans infections, clinical cure
(ibrexafungerp, 88/173 patients; placebo, 25/90 patients), mycological eradication
(ibrexafungerp, 89/173 patients; placebo, 17/90 patients), and overall success
(ibrexafungerp, 61/163 patients; placebo, 11/88 patients). *P=.001, **P<.001 for
comparisons between ibrexafungerp and placebo. Abbreviation: TOC, test of cure.

VVC infections [2, 3]. Symptom resolution was sustained at
FU visit and further increased to 59.6% with ibrexafungerp
and 44.9% with placebo (P = .009). Additional benefit with
ibrexafungerp was evident with increased clinical improve-
ment (VSS < 1) rates at the TOC visit compared with placebo
(64.4% vs 36.7%, respectively; P < .001). We also evaluated the
efficacy of ibrexafungerp in Black patients and patients with a
BMI >35. These patients tended to have similar clinical cure
and clinical improvement rates at TOC compared with the
overall study population. These data indicate that race and
BMI >35 do not affect ibrexafungerp efficacy, and thus these
patients would not require dose adjustments. Furthermore,
ibrexafungerp was well tolerated with the majority of TEAEs
being gastrointestinal related and mild in nature, similar to
the phase 2 DOVE study [23].

This is the second clinical study to evaluate the efficacy of
ibrexafungerp in acute VVC. Our clinical cure rate was similar
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Table 3. Summary of Treatment-Related Treatment-Emergent Adverse
Events (TEAEs) Reported in >2% of Patients

Ibrexafungerp Placebo
(n =247) (n=124)
Patients with >1 TEAE 98 (39.7) 21 (16.9)
Mild 78 (31.6) 17 (13.7)
Moderate 24 (9.7) 4 (3.2)
Severe 1(0.4) 0
Diarrhea 55 (22.3) 5 (4.0)
Mild 38 (15.4) 4(3.2)
Moderate 17 (6.9) 1(0.8)
Nausea 27 (10.9) 5 (4.0)
Mild 24(9.7) 5 (4.0)
Moderate 2(0.8) 0
Severe 1(0.4) 0
Abdominal pain 13 (6.3) 0
Mild 12 (4.9) 0
Moderate 1(0.4) 0
Abdominal discomfort 11 (4.5) 2 (1.6)
Mild 6 (2.4) 2 (1.6)
Moderate 5(2.0) 0
Dizziness 9(3.6) 2 (1.6)
Mild 7 (2.8) 2 (1.6)
Moderate 2(0.8) 0
Abdominal pain upper 7 (2.8) 1(0.8)
Mild 6 (2.4) 1(0.8)
Moderate 1(0.4) 0
Flatulence 6(2.4) 1(0.8)
Mild 5(2.0) 1(0.8)
Moderate 1(0.4) 0
Headache 6 (2.4) 3(2.4)
Mild 5(2.0) 3(2.4)
Moderate 1(0.4) 0

Mild was defined as awareness of sign or symptom, but easily tolerated and not requiring
medical attention. Moderate was defined as discomfort enough to cause some interfer
ence with daily activity and may require medical attention. Severe was defined as intense
enough to disrupt daily activities and likely required medical attention.

to that reported with ibrexafungerp 300 mg BID for 1 day (51.9%
[14/27 patients]) in the phase 2 DOVE study [23]. Historical
comparisons with current therapies for VVC are difficult because
of differences in study methodology and dosing regimens. Before
the new FDA guidance, study endpoints, including definition of
clinical cure, varied widely. Clinical cure was defined as VSS = 0
in our study using the new FDA guidance [17] versus VSS < 2
in many previous azole studies. Clinical cure rates (VSS = 0) of
47.4% to 57.9% on days 7 and 14 have been reported in patients
receiving single-dose fluconazole [25] versus 50.5% with single-
day ibrexafungerp in our study; clinical cure rate (VSS < 2) of
80.9% on day 14 was reported with single-dose fluconazole
versus 70% with ibrexafungerp in our study [19]. However, in our
study, an improved and sustained response was observed at the
FU visit, whereas some previous studies evaluating various regi-
mens of fluconazole reported an 11%-20% decrease in sustained
response from days 7-14 to days 28-35 [18, 19, 26].

In addition to demonstrating the efficacy and safety of
ibrexafungerp in the treatment of acute VVC, our study also

provides a large placebo cohort, demonstrating a placebo effect.
A placebo clinical cure rate of 45% (10/22 patients) has previ-
ously been reported compared with 73% (35/48 patients) with
oral itraconazole [24]. Similarly, the placebo clinical cure rate in
our study was more than half that of ibrexafungerp (28.6% vs
50.5%, respectively). These data suggest a clinically significant
placebo effect in the treatment of acute VVC—one that should
be accounted for in future study designs and not dismissed in
the clinical setting.

The results of our study are limited to women >18 years
of age. Although our inclusion criteria permitted females
>12 years of age, no one younger than 18 years of age was
enrolled in the ibrexafungerp group. Our study is also lim-
ited by the use of a placebo arm. Finally, a lower number of
patients with non-albicans Candida species were enrolled in
the study and clinical efficacy was not determined. Therefore,
our results are limited to patients with acute VVC attributed
to C. albicans.

In conclusion, ibrexafungerp is a novel, oral antifungal with
a good safety profile and superior efficacy to placebo. In June
2021, ibrexafungerp (BREXAFEMME) was approved as the
first and only non-azole treatment for VVC. A second phase
3 study, VANISH-306 (NCT03987620), evaluating the efficacy
and safety of ibrexafungerp 300 mg BID for 1 day in the treat-
ment of acute VVC in an international patient population, has
been completed.
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