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EXECUTIVE SUMMARY
This review by the Division of Risk Management (DRM) evaluates whether a risk evaluation and 
mitigation strategy (REMS) for the new molecular entity Vivjoa (oteseconazole) is necessary to ensure 
the benefits outweigh its risks.  Mycovia Pharmaceuticals, Inc. submitted a New Drug Application (NDA) 
215888 for oteseconazole with the proposed indication  

  
The FDA approved indication will be to reduce the incidence of RVVC in females with a history of RVVC 
who are not of reproductive potential.  The serious risk associated with oteseconazole is embryo-fetal 
toxicity.  The applicant did not submit a proposed REMS but submitted a risk management plan with 
pharmacovigilance activities that includes a limited pharmacy network.

The efficacy of oteseconazole was supported by Studies CL-011, CL-012, and CL-017, in which 
oteseconazole was effective for reducing the incidence of RVVC in postmenarchal patients with a history 
of RVVC.  Oteseconazole may cause fetal harm based on animal studies.  Oteseconazole has been 
reported to cause ocular abnormalities, including cataracts, opacities, exophthalmos/buphthalmos, 
optic nerve/retinal atrophy, lens degeneration and hemorrhage in the offspring of pregnant rats during 
organogenesis through lactation in pre and postnatal developmental studies.  A Division of Pediatric and 
Maternal Health (DPMH) consult noted an exposure window of 690 days based on 5x the drug’s half-life 
(almost 2 years).  The drug’s long half-life would make it difficult for females of reproductive potential to 
remain on contraception for almost 2 years and there could be unintended pregnancies.  Because of the 
long drug exposure window, and the potential loss to follow-up that may occur once patients complete 
therapy, DRM and the Division of Anti-infectives (DAI) agree that a REMS will be unable to mitigate the 
potential embryo-fetal toxicity risk of oteseconazole.  This risk did not rise to the level of a boxed 
warning.  The labeling will include a contraindication for using oteseconazole in females of reproductive 
potential and in pregnant and lactating women, and will also be communicated in warnings and 
precautions.  In addition, labeling also includes patient package inserts to further communicate this risk 
to patients.    

1 Introduction
This review by the Division of Risk Management (DRM) evaluates whether a risk evaluation and 
mitigation strategy (REMS) for the new molecular entity (NME)a Vivjoa (oteseconazole) is necessary to 
ensure the benefits outweigh its risks.  Mycovia Pharmaceuticals, Inc. submitted a New Drug Application 
(NDA) 215888 for oteseconazole with the proposed indication  

  
The FDA approved indication will be to reduce the incidence of RVVC in females with a history of RVVC 
who are not of reproductive potential.  This application is under review in the Division of Anti-Infectives 
(DAI).  The applicant did not submit a proposed REMS but submitted a risk management plan with 
pharmacovigilance activities that includes a limited pharmacy network.

a Section 505-1 (a) of the FD&C Act: FDAAA factor (F): Whether the drug is a new molecular entity.
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2 Background
2.1 PRODUCT INFORMATION
Vivjoa (oteseconazole), an NME, is an azole antifungal agent  

The FDA approved indication 
will be to reduce the incidence of RVVC in females with a history of RVVC who are not of reproductive 
potential.  Oteseconazole is supplied as a 150 mg capsule.  The oteseconazole only dosage regimen is on 
Day 1 oteseconazole 600 mg orally, on Day 2 oteseconazole 450 mg orally, and then beginning on Day 
14 oteseconazole 150 mg orally once a week (every 7 days) for 11 weeks (weeks 2 through 12).  The 
fluconazole/oteseconazole dosage regimen is on Day 1, Day 4, and Day 7 fluconazole 150 mg orally, on 
Days 14 through 20 oteseconazole 150 mg orally once daily for 7 days, and then beginning on Day 28 
oteseconazole 150 mg orally once a week (every 7 days) for 11 weeks (weeks 4 through 14).b  
Oteseconazole is not currently approved in any jurisdiction.  Oteseconazole was designated as a 
qualified infectious disease product (QIDP) and fast track designation.

2.2 REGULATORY HISTORY
The following is a summary of the regulatory history for oteseconazole NDA 215888 relevant to this 
review:  

 09/27/2016: Qualified infectious disease product designation and fast track designation granted

 05/27/2021: NDA 215888 submission  
 received

 09/10/2021: A Post Mid-cycle meeting was held between the Agency and the Applicant via 
teleconference

 11/29/2021: A Post Late-cycle meeting was held between the Agency and the Applicant via 
teleconference. The Agency informed the Applicant that based on the currently available data, 
there were no safety issues that require a REMS for oteseconazole.

 01/27/2022: Major amendment letter sent to the applicant; PDUFA goal date extended by 3 
months to April 27, 2022, due to a major amendment regarding carton and container labeling.    

3 Therapeutic Context and Treatment Options

3.1 DESCRIPTION OF THE MEDICAL CONDITION
Recurrent vulvovaginal candidiasis, as defined by the CDC Sexually Transmitted Infections Treatment 
Guidelines in 2021, are three or more episodes of symptomatic vulvovaginal candidiasis (VVC) in < 1 
year.2  It may involve moderate to severe symptoms which include pruritus, soreness and discomfort 

b Section 505-1 (a) of the FD&C Act: FDAAA factor (D): The expected or actual duration of treatment with the drug.
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and may affect a patient’s quality of life.3,c  Recurrent vulvovaginal candidiasis is commonly caused by 
Candida albicans, but may also be caused in 10% to 20% of cases by Candida glabrata and other non 
albicans Candida species.2,4  A systematic review estimated that approximately 138 million women 
worldwide are affected by RVVC annually and the global annual prevalence of RVVC is 3871 per 100,000 
women.3,d  In this study, women 25 to 34 years of age had the highest prevalence of RVVC. 

3.2 DESCRIPTION OF CURRENT TREATMENT OPTIONS
Currently, there are no FDA approved drugs for the treatment or prevention of RVVC.5  The Infectious 
Diseases Society of America (IDSA) guidelines for the management of candidiasis recommend for RVVC 
induction therapy with a topical agent or oral fluconazole for 10 to 14 days, followed by a maintenance 
regimen of fluconazole 150 mg once weekly for 6 months.4  The serious risks associated with fluconazole 
include hepatic injury, anaphylaxis, dermatologic reaction, potential for fetal harm, and QT interval 
prolongation.6  Fluconazole does not have a boxed warning in its label or required a REMS for approval. 
The oral dosage forms of fluconazole are approved by the FDA for the treatment of vaginal candidiasis 
(vaginal yeast infections due to Candida), Cryptococcal meningitis, oropharyngeal and esophageal 
candidiasis, Candida urinary tract infections, peritonitis, and systemic Candida infections including 
candidemia, disseminated candidiasis, and pneumonia.  The oral dosage forms of fluconazole are also 
approved by the FDA for prophylaxis to decrease the incidence of candidiasis in patients undergoing 
bone marrow transplantation who receive cytotoxic chemotherapy and/or radiation therapy.

4 Benefit Assessment
The trials supporting this application for oteseconazole consisted of two Phase 3 studies for the efficacy 
and safety in the reduction of RVVC (NCT 03562156, CL-011 and NCT 03561701, CL-012) and a Phase 3 
study for the efficacy and safety in adults and postmenarchal pediatric females with RVVC (NCT 
03840616, CL-017).1,5 

Studies CL-011 and CL-012 were similar in design: multicenter, multinational, double-blind, randomized, 
and placebo-controlled.  In studies CL-011 and CL-012, patients received three sequential doses of 
fluconazole 150 mg every 72 hours on Days 1, 4, and 7 during the induction phase.  Patients returned 14 
days after the first dose of fluconazole and if the acute VVC episode was resolved were randomized to 
oteseconazole 150 mg or placebo once daily for 7 days followed by 11 weekly doses in the maintenance 
phase.  Both studies had the same primary efficacy endpoint of the proportion of subjects with 
≥1 culture verified acute VVC episode during the maintenance phase through week 48.  The proportion 
of subjects with ≥1 culture verified acute VVC episode or who took medication known to treat VVC 
during the maintenance phase through week 48 was also calculated since treatment for acute VVC was 

c Section 505-1 (a) of the FD&C Act: FDAAA factor (B): The seriousness of the disease or condition that is to be 
treated with the drug.

d Section 505-1 (a) of the FD&C Act: FDAAA factor (A): The estimated size of the population likely to use the drug 
involved.
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allowed if it was clinically needed when the patient had a signs and symptoms score ≥ 3 and a positive 
potassium hydroxide (KOH) test.

In study CL-011, 483 patients were enrolled in the induction phase and 326 patients were randomized to 
oteseconazole (N=217 ITT population) or placebo (N=109 ITT population) in the maintenance phase.  
The primary efficacy endpoint of the proportion of subjects with ≥1 culture verified acute VVC episode 
(Day 1 through Week 48) was 6.7% in the oteseconazole group and 42.8% in the placebo group 
(treatment difference p<0.001).  The proportion of subjects with ≥1 culture verified acute VVC episode 
or received VVC medication (day 1 through week 48) was 27.3% in the oteseconazole group and 50.8% 
in the placebo group (treatment difference p<0.001).  In study CL-012, 425 patients were enrolled in the 
induction phase and 330 patients were randomized to oteseconazole (N=218 ITT population) or placebo 
(N=108 ITT population) in the maintenance phase.  The primary efficacy endpoint of the proportion of 
subjects with ≥1 culture verified acute VVC episode (Day 1 through Week 48) was 3.9% in the 
oteseconazole group and 39.4% in the placebo group (treatment difference p<0.001).  The proportion of 
subjects with ≥1 culture verified acute VVC episode or received VVC medication (day 1 through week 48) 
was 21.3% in the oteseconazole group and 49.7% in the placebo group (treatment difference p<0.001).  

Study CL-017 was a multicenter, randomized, double-blind trial.  Patients received oteseconazole 600 
mg on Day 1 and oteseconazole 450 mg on Day 2 or three sequential doses of fluconazole 150 mg every 
72 hours on Days 1, 4, and 7.  Patients returned 14 days after the first doses and if the acute VVC 
episode was resolved received oteseconazole 150 mg or placebo weekly for 11 weeks in the 
maintenance phase.  The primary efficacy endpoint was the proportion of subjects with ≥1 culture 
verified acute VVC episode during the maintenance phase (post-randomization through Week 50) or 
who failed clearing their infection during the induction phase.  The proportion of subjects with ≥1  
culture verified acute VVC episode or who took medication known to treat VVC during the maintenance 
phase (post-randomization through Week 50) or who failed clearing their infection during the induction 
phase was also calculated.

Patients (N=219) were randomized in the induction phase to oteseconazole (N=147 ITT population) or 
fluconazole/placebo (N=72 ITT population).  The primary efficacy endpoint of the proportion of subjects 
with ≥1 culture verified acute VVC episode through Week 50 or unresolved VCC episode during the 
induction phase was 10.3% in the oteseconazole group and 42.9% in the fluconazole/placebo group 
(treatment difference p<0.001).  The proportion of subjects with ≥1 culture verified acute VVC episode 
or took VVC medication through week 50 or unresolved VVC episode during the induction phase was 
43.5% in the oteseconazole group and 59% in the fluconazole/placebo group (treatment difference 
p=0.039).  

The FDA clinical reviewer concluded that oteseconazole was effective for reducing the incidence of RVVC 
in postmenarchal patients with a history of RVVC.e   However, they concluded that there was insufficient 
information to support the indications   In study 

e Section 505-1 (a) of the FD&C Act: FDAAA factor (C): The expected benefit of the drug with respect to such disease 
or condition.
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CL-017, a statistical assessment  
 could not be made.

5 Risk Assessment & Safe-Use Conditions
The safety of oteseconazole was evaluated in two Phase 3 clinical trials for the reduction of RVVC (NCT 
03562156, CL-011 and NCT 03561701, CL-012) and a Phase 3 trial in adults and postmenarchal pediatric 
females with RVVC (NCT 03840616, CL-017).1,5,f  In the combined safety population from CL-011, CL-012, 
and CL-017, 580 patients received oteseconazole and 291 patients received placebo.  Common adverse 
reactions reported with oteseconazole included headache and nausea. 

The serious riskg associated with oteseconazole of embryo-fetal toxicity is summarized in the section 
below.  

5.1 EMBRYO-FETAL TOXICITY  
Oteseconazole may cause fetal harm based on animal studies.  Oteseconazole has been reported to 
cause ocular abnormalities, including cataracts, opacities, exophthalmos/buphthalmos, optic 
nerve/retinal atrophy, lens degeneration and hemorrhage, in the offspring of pregnant rats during 
organogenesis through lactation in pre and postnatal developmental studies.  The ocular abnormalities 
were reported in the rat studies at doses 3.5 times the recommended human dose based on AUC 
comparisons.  Limited clinical data is available with oteseconazole in pregnancy in humans.7  A Division 
of Ophthalmology consult indicated that it is not known whether the cataract findings in rats represent a 
risk to humans and recommended that the finding be included in the package insert of the product.5

The drug exposure window of oteseconazole of approximately 690 days (based on 5 times the 138 day 
half-life of oteseconazole) precludes adequate mitigation of the embryo-fetal toxicity risks.1,8  A Division 
of Pediatric and Maternal Health (DPMH) consult noted an exposure window of 690 days (almost 2 
years) would make it difficult for females of reproductive potential to remain on contraception for 
almost 2 years and that there could be unintended pregnancies.7,8,9  The review team determined that 
this risk did not rise to the level of a boxed warning.  If approved, this risk will be communicated in the 
warnings and precautions section in the labeling.  Furthermore, oteseconazole will be contraindicated in 

f Section 505-1 (a) of the FD&C Act: FDAAA factor (E): The seriousness of any known or potential adverse events 
that may be related to the drug and the background incidence of such events in the population likely to use the 
drug.

g Any adverse drug experience occurring at any dose that results in any of the following outcomes: Death, a life-
threatening adverse drug experience, inpatient hospitalization or prolongation of existing hospitalization, a 
persistent or significant disability/incapacity, or a congenital anomaly/birth defect. Important medical events that 
may not result in death, be life-threatening, or require hospitalization may be considered a serious adverse drug 
experience when, based upon appropriate medical judgment, they may jeopardize the patient or subject and may 
require medical or surgical intervention to prevent one of the outcomes listed in this definition.

Reference ID: 4973308

(b) (4)



8

females of reproductive potential, and in pregnant and lactating women.  In addition, labeling will also 
include patient package inserts to further communicate this risk to patients. 

6 Expected Postmarket Use
If approved, oteseconazole will primarily be used in both outpatient and inpatient settings in females 
who are not of reproductive potential.  The likely prescribers will be primary care providers, such as 
family physicians, internists, gynecologists, and nurse practitioners and infectious diseases specialists.  

7 Risk Management Activities Proposed by the Applicant
The Applicant proposed risk management activities for oteseconazole including pharmacovigilance and 
labeling.  A limited pharmacy network was also proposed by the applicant for post market risk mitigation 
for medication errors.

8 Discussion of Need for a REMS
The FDA clinical reviewer recommends approval of oteseconazole on the basis of the efficacy and safety 
information currently available.  Recurrent vulvovaginal candidiasis is defined as three or more episodes 
of symptomatic VVC in < 1 year.  A systematic review estimated that approximately 138 million women 
worldwide are affected by RVVC annually and the global annual prevalence of RVVC is 3871 per 100,000 
women.  Recurrent vulvovaginal candidiasis may involve moderate to severe symptoms which include 
pruritus, soreness and discomfort and may affect a patients quality of life.  The efficacy of oteseconazole 
was demonstrated in Studies CL-011, CL-012, and CL-017, in which oteseconazole was effective for 
reducing the incidence of RVVC in postmenarchal patients with a history of RVVC.  

The serious risk associated with oteseconazole is embryo-fetal toxicity including ocular toxicity as 
demonstrated in animal studies.  DRM determined that a REMS will be unable to mitigate the risk of 
embryo-fetal toxicity of oteseconazole due to the long half-life of the drug.  The following information is 
used to support this conclusion:

1. REMS programs are limited in their ability to effectively mitigate risks after patients complete or 
discontinue treatment.  It may be difficult to enforce REMS requirements in patients who 
complete or discontinue treatment and patients may be lost to follow-up.

2. Given the long half-life of oteseconazole, females of reproductive potential who take 
oteseconazole may remain in the exposure window for embryo-fetal toxicity for almost 2 years 
after they discontinue taking the drug.  

3. Patients may discontinue contraceptive use after completion or discontinuation of 
oteseconazole treatment and inadvertently remain in the exposure window. 

Reference ID: 4973308



9

4. Requiring long term contraceptive use prior to and for almost 2 years post treatment 
completion or discontinuation is not a feasible strategy, even if required under a REMS.  

5. The DAI recommends contraindicating oteseconazole in females of reproductive potential and in 
pregnant and lactating women.  The contraindication statement in labeling restricts use to a 
limited population.

DRM, DAI, and DPMH met as a team internally and explored options for risk mitigation.10  The review 
team agreed with our thoughts outlined above and agreed that a REMS would not be able to adequately 
mitigate the potential risk of embryo-fetal toxicity of oteseconazole.  The risk of embryo-fetal toxicity 
did not rise to the level of a boxed warning and it is not known whether the cataract findings in rats 
represent a risk to humans.  The serious risk associated with oteseconazole of embryo-fetal toxicity will 
be communicated in the contraindications section and warnings and precautions section of the label.  In 
addition, labeling also includes patient package inserts to further communicate this risk to patients.  A 
limited pharmacy network was proposed by the applicant for post market risk mitigation for medication 
errors related to the dispensing of the use of the oteseconazole and fluconazole dosing regimen for 
RVVC.      

9 Conclusion & Recommendations
We have evaluated the options for mitigating the risk of embryo-fetal toxicity associated with 
oteseconazole and determined that a REMS will be unable to mitigate this risk due to the long half-life of 
the drug.  REMS programs are limited in their ability to effectively mitigate risks after patients complete 
or discontinue treatment.  The review team recommends to contraindicate oteseconazole in females of 
reproductive potential as well as pregnant and lactating women to prevent their exposure to this 
product.  At the time of this review, evaluation of safety information and labeling was ongoing.  Please 
notify DRM if new safety information becomes available that changes the benefit-risk profile; this 
recommendation can be reevaluated.  
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