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 Comparable Products   Preferred Drug List Status 
 Brexafemme    Non-Preferred 
 Clotrimazole Vaginal Cream  Preferred  
Fluconazole    Preferred      
   

Pharmacology/Usage:  Oteseconazole, the active ingredient of Vivjoa®,  is an antifungal agent. Specifically, it is an azole 
metalloenzyme inhibitor targeting the fungal sterol, 14α demethylase (CYP51), an enzyme that catalyzes an early step in 
the biosynthetic pathway of ergosterol, a sterol required for fungal cell membrane formation and integrity. Inhibition of 
CYP51 results in the accumulation of 14-methylated sterols, some of which are toxic to fungi. Through the inclusion of a 
tetrazole metal-binding group, oteseconazole has a lower affinity for human CYP enzymes. 

Indication:  To reduce the incidence of recurrent vulvovaginal candidiasis (RVVC) in females with a history of RVVC 
who are not of reproductive potential.  

If specimens for fungal culture are obtained prior to therapy, antifungal therapy may be instituted before the results of 
the cultures are known. However, once these results become available, antifungal therapy should be adjusted accordingly.  

There is no pregnancy category for this medication; however, the risk summary indicates that Vivjoa® is contraindicated 
in females of reproductive potential and in pregnant women. Based on animal studies, Vivjoa® may cause fetal harm when 
administered to a pregnant woman. There are limited human data in pregnant women who were exposed to Vivjoa® 
during the clinical trials; these data are not sufficient to exclude a potential risk of cataracts or other eye abnormalities in 
human infants. The safety and efficacy of use have not been established in pre-menarchal pediatric females.  

Dosage Form:   Capsules: 150mg. Swallow capsules whole; do not chew, crush, dissolve, or open the capsules. 

Recommended Dosage: There are 2 recommended Vivjoa® dosage regimens, including a Vivjoa®-only regimen and 
a fluconazole/Vivjoa® regimen. Use one of these regimens orally with food. 

For the Vivjoa®-only dosage regimen: 

• On day 1: Administer Vivjoa® 600mg (as a single dose), then 
• On day 2: Administer Vivjoa® 450mg (as a single dose), then 
• Beginning on day 14: Administer Vivjoa® 150mg once a week (every 7 days) for 11 weeks (weeks 2 through 12). 

For the fluconazole/Vivjoa® dosage regimen, prescribe fluconazole and: 

• On day 1, day 4, and day 7: Administer fluconazole 150mg PO, then 
• On days 14 through 20: Administer Vivjoa® 150mg PO QD X7 days, then 
• Beginning on day 28: Administer Vivjoa® 150mg once a week (every 7 days) for 11 weeks (weeks 4 through 14). 
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Dosage adjustment of Vivjoa® is not recommended in patients with mild hepatic impairment. There is not sufficient 
information to determine the safety of Vivjoa® in patients with moderate or severe hepatic impairment. Thus, Vivjoa® 
is not recommended for use in patients with moderate or severe hepatic impairment. Dosage adjustment is not 
recommended in patients with mild to moderate renal impairment. Vivjoa® is not recommended for use in patients with 
severe renal impairment or end-stage renal disease (ESRD; with or without dialysis). 

Drug Interactions:  Oteseconazole is a breast cancer resistance protein (BCRP) inhibitor. Concomitant use of Vivjoa® 
with BCRP substrates (e.g., rosuvastatin) may increase the exposure of BCRP substrates (e.g., rosuvastatin), which may 
increase the risk of adverse reactions associated with these drugs. Use the lowest possible starting dose of the BCRP 
substrate or consider reducing the dose of the substrate drug and monitor for adverse reactions.   

Box Warning:   There is no box warning listed with this product. 

Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug (Vivjoa®). 
There was no placebo information to compare with in the prescribing information. The most frequently reported adverse events 
(at an incidence >2%) included headache (includes headache, migraine, sinus headaches; 7.4%) and nausea (3.6%). The 
following selected adverse reactions occurred in ˂2% of patients receiving Vivjoa®: increased blood creatine 
phosphokinase, dyspepsia, hot flush, dysuria, menorrhagia, and vulvovaginal irritation. 

Serum creatine phosphokinase (CPK; an indirect marker of muscle injury/necrosis) elevations ≥10 times the upper limit 
of normal were observed in 11 patients (1.9%) treated with Vivjoa® versus 2 patients (0.7%) in the comparator groups 
during the Vivjoa® clinical trials. The elevations were noted to be transient. 

Contraindications:   In: 

• Females of reproductive potential. 
• Pregnant and lactating women. 
• Patients with known hypersensitivity to oteseconazole. 

Manufacturer:  Mycovia Pharmaceuticals, Inc. 

Analysis:  The safety and efficacy of Vivjoa® were assessed in two multicenter, randomized, double-blind, placebo-
controlled trials (Trial 1 and Trial 2) that included adults and post-menarchal pediatric females (N=656) with RVVC 
(defined as ≥3 episodes of vulvovaginal candidiasis (VVC) in a 12-month period). A total of 219 adults and post-menarchal 
pediatric females with RVVC were randomized in a third trial, a multicenter, double-blind trial (Trial 3). Although females 
of reproductive potential were included in the clinical efficacy data, Vivjoa® is contraindicated in females of reproductive 
potential due to the risk of embryo-fetal toxicity. 

Trial 1 and Trial 2 were both randomized, placebo-controlled trials assessing the safety and efficacy of Vivjoa® in the 
reduction of RVVC. Both trials consisted of two phases: an open-label induction phase and an 11-week maintenance 
phase. Patients received 3 sequential doses of 150mg of fluconazole (Q72H) 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 (vulvovaginal 
signs and symptoms score ˂3) they were randomized to receive either 150mg of Vivjoa® or placebo for 7 days followed 
by 11 weekly doses in the maintenance phase. 

In Trial 1, 483 patients were enrolled in the induction phase with 326 patients entering the maintenance phase of which 
217 patients were randomized to Vivjoa® and 109 patients randomized to placebo. The mean age of patients was 34 
years (ranged 17-78) with 85% of patients aged 18-44 years and 15% of patients aged 45 years and older. In addition, 72% 
were white. In Trial 2, 425 patients were enrolled into the induction phase with 330 patients entering the maintenance 
phase, of which 220 subjects were randomized to Vivjoa® and 110 were randomized to placebo. The mean age of patients 
was 34 years (range 18-73), with 85% aged 18-44 years and 15% of patients aged 45 years and older. In addition, 89% 
were white. 

For both studies, efficacy was assessed by the proportion of patients with ≥1 culture-verified acute VVC episode (positive 
fungal culture for Candida species associated with a clinical signs and symptoms score of ≥3) during the maintenance phase 
through week 48. Evaluation of clinical signs and symptoms included erythema (redness), edema (swelling), excoriation 
(skin picking), itching, burning, and irritation. Since treatment for acute VVC was allowed to be provided to a patient if it 
was deemed to be clinically appropriate when the patient had a signs and symptoms score ≥3 and a positive KOH test, 
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the proportion of patients with ≥1 culture-verified acute VVC episode or who took medication known to treat VVC 
during the maintenance phase through week 48 is also presented. 

Results suggested that Vivjoa® was superior to placebo with reference to the proportion of patients with ≥1 culture-
verified acute VVC episode through week 48 or the proportion of patients with ≥1 culture-verified acute VVC episode 
or who took medication known to treat VVC during the maintenance phase through week 48. For both Trial 1 and Trial 
2, the average percentage of patients was lower in the Vivjoa® groups compared with the placebo group. Results are 
presented in the table below, which was adapted from the prescribing information. 

 Trial 1 Trial 2 

 Vivjoa® 
(N=217) 

Placebo 
(N=109) 

Vivjoa® 
(N=218) 

Placebo 
(N=108) 

Proportion of patients with ≥1 culture-verified 
acute VVC episode (day 1 through week 48) 6.7% 42.8% 3.9% 39.4% 

Treatment difference p-value ˂0.001 ˂0.001 

NNT calculated by CHC 3 3 

Proportion of patients with ≥1 culture-verified 
acute VVC episode or received VVC medication 

(day 1 through week 48) 
27.3% 50.8% 21.3% 49.7% 

Treatment difference p-value ˂0.001 ˂0.001 

NNT calculated by CHC 5 4 

Trial 3 was a randomized, double-blind trial assessing the safety and efficacy of Vivjoa® versus fluconazole and placebo in 
adults and post-menarchal pediatric females with RVVC. This trial consisted of an induction and maintenance phase. 
During the induction phase, patients received 1050mg of Vivjoa® over 2 days (600mg on day 1 and 450mg on day 2) or 
3 sequential doses of 150mg of fluconazole (every 72 hours) on days 1, 4, and 7. Patients returned 14 days after the first 
dose and moved to the maintenance phase if the acute VVC episode was resolved. During the maintenance phase, patients 
received 150mg Vivjoa® weekly or placebo weekly for 11 weeks. 

A total of 219 patients were randomized into the induction phase, including 147 to Vivjoa® and 72 to fluconazole/placebo. 
One patient in the Vivjoa® group did not receive drug therefore 146 patients received Vivjoa®. The mean age of patients 
was 35 years (range 16-78), with 80% of patients aged 18-44 years and 19% of patients aged 45 years and older. In addition, 
59% of patients were white. The trial was conducted completely in the U.S. 

Efficacy was assessed by the proportion of patients 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. A recurring 
acute VVC episode was defined as a positive culture for Candida species and a clinical signs and symptoms score of ≥3. 
Evaluation of clinical signs and symptoms included erythema (redness), edema (swelling), excoriation (skin picking), itching, 
burning, and irritation. In addition, the proportion of patients 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 is presented. 

Results suggested that Vivjoa® was superior to fluconazole/placebo in the proportion of patients with ≥1 culture-verified 
recurring acute VVC episode during the maintenance phase (post randomization through week 50) or failed clearing their 
infection during the induction phase and the proportion of patients with ≥1 culture-verified recurring acute VVC episode 
or took VVC medication known to treat VVC during the maintenance phase (post randomization through week 50) or 
who failed clearing their infection during the induction phase. The average percentage of patients was lower in the Vivjoa® 
group compared with the fluconazole/placebo group. Results are presented in the table below, which was adapted from 
the prescribing information. 
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 Vivjoa® 
(N=147) 

Fluconazole/Placebo 
(N=72) 

Treatment difference 
p-value 

Proportion of patients with ≥1 culture-verified 
acute VVC episode through week 50 or 

unresolved VVC episode during induction phase 
10.3% 42.9% ˂0.001 

NNT calculated by CHC  4 

Proportion with ≥1 culture-verified acute VVC 
episode or took VVC medication through wk 50 

or unresolved VVC episode during induction 
phase  

43.5% 59.0% 0.039 

NNT calculated by CHC  7 

Place in Therapy:  Vivjoa® is an oral antifungal indicated to reduce the incidence of recurrent vulvovaginal candidiasis 
(RVVC) in females with a history of RVVC who are not of reproductive potential. There are two recommended Vivjoa® 
dosage regimens, including a Vivjoa®-only regimen and a fluconazole/Vivjoa® regimen. Vivjoa® is contraindicated in 
females of reproductive potential as well as in pregnant and lactating women; however, females of reproductive potential 
were included in the clinical efficacy data.  

The safety and efficacy of Vivjoa® were assessed in 3 randomized studies that included adults and post-menarchal pediatric 
females with RVVC. Studies 1 and 2 were placebo-controlled and study 3 assessed the efficacy of Vivjoa® as compared 
with fluconazole and placebo. In studies 1 and 2, Vivjoa® was superior to placebo with reference to the proportion of 
patients with ≥1 culture-verified acute VVC episode through week 48 or the proportion with ≥1 culture-verified acute 
VVC episode or who took medication known to treat VVC during the maintenance phase through week 48 (all p˂0.001). 
In both trials, the average percentage of patients with a potential relapse was lower in the Vivjoa® groups compared with 
placebo. In study 3, Vivjoa® given over 13 weeks was superior to fluconazole for three doses over 1 week followed by 
placebo in the proportion of patients with ≥1 culture-verified recurring acute VVC episode during the maintenance phase 
or failed clearing their infection during the induction phase (p˂0.001), as well as the proportion with ≥1 culture-verified 
recurring acute VVC episode or took VVC medication known to treat VVC during the maintenance phase or who failed 
to clear their infection during the induction phase (p=0.039). The information provided did not allow distinguishing 
between those who failed treatment during induction versus those who had a relapse during the maintenance phase (of 
note, the fluconazole group received placebo during the “maintenance” phase).  

There is some evidence at this time to suggest that Vivjoa® given over a course of 13 weeks may be more effective than 
fluconazole given for one week for preventing recurrent acute VVC episodes during the maintenance phase or failure to 
clear the infection during the induction phase. There is also evidence that it is effective for recurring VVC episodes and 
results in less of a need to take VVC medication known to treat VVC during the maintenance phase and results in fewer 
subjects who failed clearing the infection during the induction phase compared to placebo. However, there is no evidence 
at this time to support that Vivjoa® is safer or more effective than the other currently preferred, more cost-effective 
medications. It is therefore recommended that Vivjoa® remain non-preferred and require prior authorization and be 
available to those who are unable to tolerate or who have failed on preferred medications.    

PDL Placement:        Preferred 
    Non-Preferred with Conditions 
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