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EXECUTIVE SUMMARY 

This review by the Division of Risk Management (DRISK) evaluates whether a risk evaluation and 
mitigation strategy (REMS) for the new molecular entity (NME) Solosec (secnidazole) is necessary to 
ensure the benefits outweigh its risks.  Symbiomix Therapeutics submitted a New Drug Application 
(NDA) 209363 for secnidazole with the proposed indication for the treatment of bacterial vaginosis (BV) 
in non-pregnant adult women.  The applicant did not submit a proposed REMS or risk management plan 
with this application.   

Secnidazole has been approved since 1979 in several countries outside of the United States (U.S.) for the 
treatment of various bacterial and protozoal infections.  Across various studies in the reported literature 
for secnidazole, common adverse events include dysgeusia and gastrointestinal events. In the studies 
submitted to the U.S. for approval, the risks associated with secnidazole were similar to what has 
previously been reported in the literature, in addition to vaginal candidiasis reported in a small 
percentage of patients. Furthermore, these adverse events reported in the clinical trials are also similar 
to the adverse events of currently approved drugs for the treatment of BV.  Secnidazole is an 
antibacterial agent that will be given as a single dose, therefore the potential for patients experiencing 
long term adverse events and the likelihood for off-label use is minimal. Based on this information, 
DRISK believes that a REMS is not needed to ensure the benefits of secnidazole outweigh its risks.   

1 Introduction 
This review by the Division of Risk Management (DRISK) evaluates whether a REMS for the NME Solosec 
(secnidazole) is necessary to ensure the benefits outweigh its risks. Symbiomix Therapeutics submitted a 
NDA 209363 for secnidazole with the proposed indication for the treatment of BV in non-pregnant adult 
women. This application is under review in the Division of Anti-Infective Products (DAIP) under a Priority 
review clock. The applicant did not submit a REMS with this application.   

2 Background 
2.1 PRODUCT INFORMATION 
Secnidazole is an antibacterial drug in the nitroimidazole class and has been available outside of the U.S. 
for several years, with its first marketing authorization in France approved in 1979.  Ex-U.S., secnidazole 
is marketed under a variety of tradenames including Secnil, Flagentyl, and Sindose, primarily for the 
treatment of protozoal infections and BV.1 The Applicant is seeking approval in the U.S. for the 
treatment of BV in non-pregnant adult women, as a single dose administration of a 2-gram granule 
packet that can be administered . The granules can be sprinkled onto soft food 
such as applesauce, yogurt or pudding .2,a 

The intended setting in which the drug is likely to be administered is in an outpatient, ambulatory care 
setting, in which obstetricians, gynecologists, and possibly family care or mid-level providers being the 
likely prescribers. Secnidazole is not part of a drug class that has a REMS.  

                                                           
a 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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2.2 REGULATORY HISTORY 
The following is a summary of the regulatory history for NDA 209363 relevant to this review:   

• 12/18/2013: IND 117811 submitted for secnidazole for the treatment of BV 

• 11/18/2014: Qualified Infectious Disease Product (QIDP) designation granted under IND 117811 

• 08/12/2015: Fast Track Designation granted 

• 06/09/2016:  Applicant informed that a Type C face to face meeting would not be granted since 
issues where primarily related to CMC, and follow-up would be through written responses. The 
need for a REMS was not discussed at any of the pre-NDA meetings 

• 01/17/2017: NDA 209363 submission received 

• 05/02/2017: A Post Mid-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 would require a REMS for secnidazole 

 

3 Therapeutic Context and Treatment Options 

3.1 DESCRIPTION OF THE MEDICAL CONDITION 
BV is the most common cause of vaginal symptoms among women, with an estimated prevalence in the 
US to be 21.2 million (29.2%) among women ages 14-49, and is associated with having multiple sexual 
partners, a new sexual partner, douching, and lack of condom use.3,b,c Increased prevalence of 
anaerobic microorganisms such as Gardnerella vaginalis, Atopobium vaginae and other microbes cause 
a shift in normal vaginal microflora which puts the patient at risk of acquiring other sexually transmitted 
infections such as HIV, N. gonorrhoeae, C. trachomatis, and HSV-2. Untreated BV can also present with 
other gynecological challenges such as pelvic inflammatory disease or pre-term labor in pregnant 
women.3,4 Symptoms of BV may include a thin white or gray vaginal discharge, pain, itching or burning in 
or around the vaginal area, or a strong fish-like odor, however as many as 50% patients remain 
asymptomatic, often until acquisition of another sexually transmitted infection.3 

 

3.2 DESCRIPTION OF CURRENT TREATMENT OPTIONS 
Treatment of BV is recommended for women who present with symptoms, not only to relieve vaginal 
symptoms, but also to reduce the risk of acquiring other incurable sexually transmitted diseases such as 

                                                           
b 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. 

c 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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HIV infection. Table 1 is a list of FDA approved treatments for BV. None of these products required a 
REMS for approval. 

Table 1: Summary of Treatment Options Relevant to Bacterial Vaginosis3  

Product   Dosing/Administration Safety/Tolerability Issues 

Metronidazole5 500mg orally twice daily for 7 days OR  

0.75% gel, one applicator (5g) 
intravaginally, once a day for 5 days 

Boxed Warning – carcinogenic in mice 
and rats; prolonged use should be 
avoided 

Abdominal cramps, nausea, vomiting, 
headaches. Flushing and severe 
nausea/vomiting may occur if alcoholic 
beverages are consumed. 

Clindamycin6 

 

2% cream, one applicatorful, 
intravaginally, once a day for 5 days OR 

300mg orally twice daily for 7 days OR 

100mg ovules intravaginally once at 
bedtime for 3 days 

Boxed Warning – severe colitis which 
may end fatally and Clostridium Difficile 
associated diarrhea 

Alternative Regimens 

Tinidazole7 

 

2 gram orally once daily for 2 days, OR 1 
gram orally once daily for 5 days 

Boxed warning – carcinogenic in mice 
and rates 

Other adverse events include 
metallic/bitter taste, nausea, 
weakness/fatigue, gastrointestinal 
events 

 

Despite the availability of treatment options, relapses occur in approximately 30% of cases within one 
month of treatment.8 The currently approved treatment options consist of multiday treatments, or are 
dispensed in dosage forms that patients may not prefer to use which can result in non-adherence, and 
hence lower success rates of treatment. Therefore, there is a medical need to develop treatments that 
may result in better patient adherence and treatment outcomes due to the prevalence of BV in the U.S.   

4 Benefit Assessment 
Two randomized placebo-controlled clinical trials were conducted to evaluate the efficacy of secnidazole 
given as a single 2 gram dose for the treatment of BV.2 Study 1 enrolled 124 non-pregnant female 
patients aged 19 to 54 years and Study 2 enrolled 164 non-pregnant females aged 18 to 54 years, with 
approximately 53% of the patients being African American in both studies. Efficacy was assessed by 
clinical outcome evaluated at 21 to 30 days after the patient received a 2 gram single dose of 
secnidazole. A clinical responder was defined as having “normal” vaginal discharge, a negative whiff test, 
and clue cells (epithelial cells of the vagina) less than 20%. Additional endpoints included Nugent score 
cure (rated 0 to 3) and therapeutic responder. A therapeutic responder was defined as a clinical 
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responder with a Nugent score cure between 0-3. In Study 2, these endpoints were also assessed at an 
interim visit at day 7-14. 

A summary of the results are outlined below in Table 2. In both studies, a statistically significantly 
greater percentage of patients experienced clinical response, Nugent score cure, and therapeutic 
response at 21 to 30 days following secnidazole administration compared to placebo. 

Table 2: Efficacy of Solosec for the treatment of Bacterial Vaginosis in modified intent-to-treat 
population at 21-30 days2 

 Study 1 Study 2 

 

Solosec (N=62) 
n (%)  

Placebo 
(N=62) 
n (%)  

Solosec(N=107) 
n (%)  

Placebo 
(N=57) 
n (%)  

Clinical Responder  42 (67.7) 11 (17.7) 
50.0 (33.4, 66.7) 

p<0.001 

57 (53.3) 11 (19.3) 
34.0 (18.7, 49.3) 

p<0.001 

 

Nugent Score Cure 25 (40.3) 4 (6.5) 
33.8 (18.5, 49.1) 

p<0.001 

47 (43.9)  3 (5.3) 
38.6 (26.2, 51.0) 

p<0.001 

Therapeutic 
Responder 

25 (40.3) 4 (6.5) 
33.8 (18.5, 49.1) 

p<0.001 

37 (34.6) 
 

2 (3.5) 
31.1 (19.6, 42.6) 

p<0.001 

N=number of patients in treatment group (modified intent-to-treat population defined as all patients randomized who had a 
baseline Nugent score ≥4 and were negative for other sexually transmitted infections at baseline ). 
Patients missing one or more of the clinical assessments were considered as non-responders/not cured.   
Patients with missing Nugent scores were considered Nugent score failures. 
Difference in response (Solosec –placebo) and 95% confidence interval 

 

The clinical reviewer concluded that the Applicant provided evidence of effectiveness based on clinical 
and therapeutic response, as well as Nugent score cure.9 d 

5 Risk Assessment & Safe-Use Conditions 
Secnidazole as an oral 2 gram single-dose is approved and marketed in multiple countries outside the 
U.S.  The worldwide literature on secnidazole includes 46 published studies including more than 2,800 
patients treated with secnidazole.  Reported adverse reactions were similar to the adverse reaction 
profile in the Applicant’s U.S. clinical trial submission and included nausea, dysgeusia, abdominal pain, 
headache, and vomiting.2 

At the time of this writing, safety labeling negotiations were still ongoing.  Approximately 29% of 
patients (n = 57) reported adverse reactions from pooled safety data from Study 1 and Study 2, 
                                                           
d 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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compared to 15% (n = 21) in the placebo arms. Adverse reactions of secnidazole were comparable to 
what has been reported in the approved treatment armamentarium for BV, which included nausea 
(5.4%), vomiting (2.5%), and dysgeusia/metallic taste (3.4%). Vaginal candidiasis was reported in 9.6% (n 
= 20), which required treatment. This adverse event will be listed in 5.1 of Warnings and Precautions. 
There is not a Boxed Warning included in the label for secnidazole for any other adverse events at this 
time.2 

6 Expected Postmarket Use 
Secnidazole is likely to be prescribed in an outpatient ambulatory care setting by obstetricians, 
gynecologists, and healthcare providers who are familiar with the care and management of sexually 
transmitted infections. Since this drug is prescribed as a one-time single dose, there is a low likelihood 
for overdose or off-label use.     

7 Risk Management Activities Proposed by the Applicant 
The Applicant did not submit a risk management plan, nor did they propose any risk management 
activities for secnidazole beyond routine pharmacovigilance and labeling.  

8 Discussion of Need for a REMS 
The clinical reviewer recommends approval of secnidazole, for the treatment of BV in non-pregnant 
adult women, on the basis of the efficacy and safety information currently available during this review.   

The benefit of secnidazole was demonstrated in two clinical studies which showed a statistically 
significantly greater percentage of patients achieving a clinical response, Nugent score cure, and 
therapeutic response at 21 to 30 days following secnidazole administration compared to placebo. 

Secnidazole has been approved outside of the U.S. since 1979 for BV and other bacterial infections as a 
2 gram single dose.  There are several published studies on the use of secnidazole in approximately 
2,800 patients. In the studies submitted for U.S. approval, approximately 29% of patients experienced 
adverse events such as nausea, vomiting, and dysgeusia/metallic taste, and of these patients, 
approximately 10% experienced vaginal candidiasis which required treatment. This is the only adverse 
event that is included in Warnings and Precautions, and there is currently not a Boxed Warning. 

Metronidazole and Tinidazole have a non-clinical statement in the Boxed Warning that informs 
prescribers of carcinogenicity found in rats and mice with prolonged use.  Carcinogenetic tests were 
negative for the rat micronucleus test and mouse lymphoma test  

.2 Clindamycin has a Boxed Warning for Clostridium Difficile associated diarrhea, and severe 
colitis which may end in fatally. In the secnidazole clinical trials, diarrhea was reported in 2.5% of 
patients, and there were no reports of severe diarrhea that resulted in colitis. None of the currently 
approved treatments for BV required a REMS for approval.  
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9 Conclusion & Recommendations 
Based on the clinical review, as well as the factors outlined above in section 8, the benefit-risk profile is 
favorable, therefore if approved, a REMS is not necessary for secnidazole to ensure the benefits 
outweigh the risks. At the time of this review, evaluation of safety information and labeling was ongoing.   
Please notify DRISK if new safety information becomes available that changes the benefit-risk profile so 
that this recommendation can be reevaluated.   

10 Appendices 

10.1 REFERENCES 
                                                           
1 SYM-1219/Secnidazole Clinical Overview, module 2.5, Symbiomix Therapeutics 
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metronidazole, tinidazole and clinidamycin. Anarobe May 2017 47 pg 115-119 

5 Metronidazole US Prescribing Information, Revised July 2016 
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