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PMR/PMC Development Template

Last Update 06/2017 

PMR/PMC DEVELOPMENT TEMPLATE
For 506B Reportable1 PMRs and PMCs only

This form describes and provides the rationale for postmarketing requirements/commitments (PMRs/PMCs) subject to 
reporting requirements under section 506B of the FDCA.  

Complete this form using the instructions (see Appendix A) and by referring to MAPP 6010.9, “Procedures and 
Responsibilities for Developing Postmarketing Commitments and Requirements.”  

Note: Do not use this template for CMC PMCs.  Instead, use the CMC PMC Development Template.1

SECTION A: Administrative Information
NDA/BLA/Supplement # 209363
PMR/PMC Set (####-#) 3249-1
Product Name: SOLOSEC (secnidazole)
Applicant Name: Symbiomix Therapeutics LLC
ODE/Division: OAP/DAIP

SECTION B: PMR/PMC Information 
1. PMR/PMC Description
Conduct an open label, multicenter, safety study of Solosec (secnidazole) oral granules in healthy 
postmenarchal adolescent girls age 12 years to less than 18 years old with bacterial vaginosis.

2. PMR/PMC Schedule Milestones2, 3  
Draft Protocol Submission,: 12 /2017
Final Protocol Submission: 03 /2018
Study/Trial Completion: 03 /2020
Final Report Submission: 03 /2021

SECTION C: PMR/PMC Rationale
1. Describe the particular review issue and the goal of the study4 or clinical trial5 in the text box below. 
The goal of the study is to meet PREA requirement and identify any safety signal in healthy 

1 506B “reportable” includes all studies/trials an applicant has agreed upon or is required to conduct related to clinical safety, clinical efficacy, 
clinical pharmacology, or nonclinical toxicology (21 CFR 314.81(b)(2 )(vii) and 21 CFR 601.70(a)).  All PMRs are considered 506 “reportable.”  A 
separate development template is used for 506 B non-reportable (e.g., chemistry, manufacturing, and controls (CMC)) PMCs, which is located in the 
CST.
2 Final protocol, study/trial completion, and final report submissions are required milestones.  Draft protocol submissions and interim milestones are 
optional.  EXCEPTION: PMRs/PMCs for medical countermeasures may have only draft/final protocol submission dates and no other milestones, 
since the study/trial will only be initiated in the event of an emergency.  Interim milestones may include interim report milestones for studies/trials 
that may be of long duration.  May include interim subject accrual milestone (e.g., for accelerated approval PMRs).  Other milestones should be 
justified in Section D, question 3. 
3 Dates should be numerical (e.g., 05/2016). PREA PMR date format may be MM/DD/YYYY if a day is specified.
4 A “study” is an investigation that is not a clinical trial, such as an observational (epidemiologic) study, animal study, or laboratory experiment.
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postmenarchal adolescent girls (12 to <18 years of age).

2. Explain why this issue can be evaluated post-approval and does not need to be addressed prior to approval.  
(Select one explanation below.)

 Subpart I or H (animal efficacy rule) PMR: Approved under Subpart I or H (animal efficacy rule) authorities; 
postmarketing study/trial required to verify and describe clinical benefit  [Skip to Q.5]

 Subpart H or E (accelerated approval) PMR: Approved under Subpart H or E (accelerated approval) authorities; 
postmarketing study/trial required to verify and describe clinical benefit [Skip to Q.5]

 PREA PMR: Meets PREA postmarketing pediatric study requirements [Skip to Q.5]
FDAAA PMR (safety): Benefit/risk profile of the drug appears favorable; however, there are uncertainties about 
aspects of the drug’s safety profile.  Because the investigation will evaluate a serious risk, it meets FDAAA 
requirements for a postmarketing safety study or trial [Go to Q.3]

 PMC (506B reportable): Benefit/risk profile of the drug appears favorable; however, there are uncertainties about 
aspects of the drug’s efficacy profile or other issues.  The purpose of the investigation does not meet requirements 
under Subpart I/H , H/E, PREA, or FDAAA to be a PMR, and therefore the investigation is a PMC.  [Go to Q.3]

3. For FDAAA PMRs and 506B PMCs only 
The study or trial can be conducted post-approval because: [Select all that apply] 

 Longer-term data needed to further characterize the safety/efficacy of the drug
 Based on the purpose and/or design, it is only feasible to conduct the study/trial post-approval 
 Prior clinical experience (e.g., with other drugs in the class) indicates adequate safety or efficacy data to support 

approval, but some uncertainties about safety or efficacy remain and should be further characterized
 Only a small subpopulation is affected (e.g., patients with severe renal impairment) and effects of the drug in the 

subpopulation can be further evaluated after approval
 Study/trial is to further explore a theoretical concern that does not impact the approval determination
 Other reason (describe in text box below) 
[If you selected “other reason,” expand on the reason(s) why it is appropriate to conduct the study/trial 
postapproval and why the issue does not need to be addressed prior to approval.]

4. For FDAAA PMRs only [for PMCs skip to Q.5].  Complete this entire section 

a. The purpose of the study/clinical trial is to: [Select one, then go to Q.4.b ]
Assess a known serious risk related to the use of the drug
Assess a signal of serious risk related to the use of the drug
Identify an unexpected serious risk when available data indicate the potential for a serious risk

5 A “clinical trial” is any prospective investigation in which the applicant or investigator determines the method of assigning the drug product(s) or 
other interventions to one or more human subjects.  Note that under PREA, clinical trials involving pediatric patients are specifically referred to as 
“studies.” 
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Complete Q4.b if the necessary data can only be obtained through a particular type of nonclinical study or clinical 
pharmacology trial.  Otherwise complete Q4.c and Q4.d.

b. FAERS6 and Sentinel’s postmarket ARIA7 system are not sufficient for the purposes described in Q1. and 
Q4.a because the safety issue involves:  

[Select all that apply then to skip to Q.5.  If none apply, answer both Q4.c and Q4.d ]

 A serious risk of genotoxicity, carcinogenicity, or reproductive toxicity, and these signals are initially best 
assessed through in vitro or animal studies.

 A potential drug interaction resulting in lower/higher drug exposure and resultant serious drug risks, and 
accurate assessment of an interaction is feasible only through in vitro mechanistic studies or clinical 
pharmacokinetic and pharmacodynamics trials.

 The potential for lower/higher drug exposure and resultant serious drug risks in patients with hepatic or 
renal impairment, or other metabolic abnormalities, and accurate assessment is feasible only through in vitro 
mechanistic studies or clinical pharmacokinetic and pharmacodynamics trials.

 An immunologic concern for which accurate assessment requires in vitro development or validation of 
specific assays.

Complete Q4.c when FAERS cannot provide the necessary data and Q4.b does not apply

c. FAERS data cannot be used to fully characterize the serious risk of interest because: 

[Select all that apply then go to Q.4.d ]

 Assessment of the serious risk necessitates calculation of the rate of occurrence (e.g., incidence or odds 
ratio) of the adverse event(s), and FAERS data cannot be used for such a calculation.

 The serious risk of concern has a delayed time to onset, or delayed time to detection after exposure (e.g., 
cancer), and FAERS data are more useful for detecting events that are closely linked in time to initiation of 
drug therapy.

 The serious risk of concern occurs commonly in the population (e.g., myocardial infarction) and FAERS 
data are more useful in detecting rare serious adverse events for which the background rates are low.

 Other

Secnidzole will be approved in adults with bacterial vaginosis and FAERS will not address the 
safety signals from postmenarchal adolescent girls (12 to <18 years of age).

Complete Q4.d when the ARIA system cannot provide the necessary data and Q4.b does not apply.

6 FDA Adverse Event Reporting System (FAERS)
7 Active Risk Identification and Analysis (ARIA)
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d. The currently available data within the ARIA system cannot be used to fully characterize the serious risk 
of interest because: [Select all that apply then go to Q.4.e ]

 Cannot identify exposure to the drug(s) of interest in the database.
 Serious risk (adverse event) of concern cannot be identified in the database. 
 The population(s) of interest cannot be identified in the database.
 Long-term follow-up information required to assess the serious risk are not available in the database.
 Important confounders or covariates are not available or well represented in the database.
 The database does not contain an adequate number of exposed patients to provide sufficient statistical power 

to analyze the association between the drug and the serious risk of concern.
 The purpose of the evaluation is to rule out a modest relative risk, and observational studies, such as an 

ARIA analysis, are not well suited for such use.
 Other

Secnidzole will be approved in adults with bacterial vaginosis and FAERS will not address the 
safety signals from postmenarchal adolescent girls (12 to <18 years of age).

e. If FAERS and the ARIA system are not sufficient for the purpose in Q1. and Q4.a, is a study sufficient? 
[Select either “Yes” or “No” and provide the appropriate responses.]

 Yes, a study is sufficient [Explain your answer in the textbox and then go to Q.5]

 No, a study is not sufficient [Select all explanations that apply then go to Q.4.f ]

 Need to minimize bias and/or confounding via randomization
 Need for placebo control
 Need to capture detailed information about covariates or confounders that are either not routinely collected 
during the ususal course of medical practice, or are not collected at the frequency needed for assessment 
of the safety issue (e.g. hourly blood glucose measures, etc.).

 Need pre-specified and prospective active data collection of the outcome/endpoint of interest
 Other 

[If you selected “other,” expand on the reason(s) why a study is not sufficient.]

f.  Because a study is not sufficient, a clinical trial is required. [Go to Q.5]
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5. For all PMRs and PMCs:  What type of study or clinical trial is needed to achieve the goal described in 
Q1 or Q4.a above? 
[Select ONE OPTION only under either “Type of Study” or “Type of clinical Trial”]

TYPE OF STUDY
 Drug interaction or bioavailability studies (nonclinical only)
 Epidemiologic (observational) study related to safe drug use
 Epidemiologic (observational) study not related to safe drug use (e.g., natural history of disease, background 
rates of adverse events) 

 Immunogenicity study (nonclinical)
 Meta-analysis or pooled analysis of previous observational studies
 Nonclinical (animal) study (e.g., genotoxicity, carcinogenicity, reproductive toxicology)
 Nonclinical (in vitro) study (laboratory/microbiology resistance, receptor affinity) 
 Pharmacogenetic or pharmacogenomic study
 Pharmacokinetic (PK) and/or pharmacodynamics (PD) study (nonclinical only) 
 Quality CMC study (e.g., manufacturing, studies on impurities) 
 Quality stability study
 Registry-based observational study
 Other (describe)      

TYPE OF CLINICAL TRIAL
 Combined PK/PD, safety and/or efficacy trial (PREA* PMRs only)
 Dose-response clinical trial 
 Dosing trial (e.g., alternative dosing schedule)
 Drug interaction or bioavailability clinical trial (clinical only)
 Immunogenicity trial (clinical)
 Meta-analysis or pooled analysis of previous clinical trials
 Pharmacogenetic or pharmacogenomic clinical trial 
 Pharmacokinetic (PK) and/or pharmacodynamic (PD) clinical trial
 Primary efficacy clinical trial (i.e, with a primary efficacy endpoint; to further define efficacy; may include 
secondary safety endpoints)

 Primary safety clinical trial (e.g., to evaluate the long-term safety of a drug; to evaluate drug toxicity in a 
subpopulation; may include secondary efficacy endpoints) – excludes SOT

 Safety outcomes trial (SOT)**
 Thorough Q-T clinical trial
 Other (describe)      

* Note that under PREA, clinical trials involving pediatric patients are specifically referred to as  “studies.”  However, for the 
purposes of this template, PREA investigations are categorized according to the established definitions of “studies” and “trials” (see 
Footnotes 3 and 4). 

** A safety outcomes trial (SOT) is defined as a large, prospective, randomized, controlled trial that is specifically designed and 
adequately powered to test a safety hypothesis using a clinical outcome, generally irreversible morbidity or mortality, as the primary 
trial endpoint.  A cardiovascular outcomes trial (CVOT) is an example of an SOT.
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SECTION D: PMR/PMC Additional Information
1. This PMR/PMC applies to other drugs or applications (e.g. drugs in a therapeutic class; different formulations 

of the same drug).

 Yes
 No

2. This study or clinical trial focuses on the following special population(s) or circumstance(s): 
[Select all that apply]

 For non-PREA pediatric studies/trials only:  Pediatric population
 Geriatric population
 Lactating/nursing mothers
 Medical Countermeasures (e.g. anthrax exposure, bioterrorism)
 Orphan or rare disease population
 Pregnant women
 Racial/ethnic population
 Not applicable

3. (Complete if applicable) Additional comments about the PMR/PMC (e.g., points or concerns not previously 
described; explanation for inclusion of milestones other than the 3 “core” milestones or draft protocol submission)

SECTION E: PMR/PMC Development Coordinator Statements8Error! Reference source not found.
1. The PMR/PMC is clear, feasible, and appropriate9 because: [Select all that apply]

 The study/clinical trial meets criteria for a PMR or a PMC.
 The objectives of the study/clinical trial are clear from the description of the PMR/PMC.
 The applicant has adequately justified the choice of milestone dates.
 The applicant has had sufficient time to review the PMR/PMC, ask questions, determine feasibility, and contribute 
to the development process.

8 This section is completed by the PMR/PMC Development Coordinator, who is usually the OND division’s Deputy Director for Safety (DDS).  See 
DEFINITIONS section of CDER MAPP 6010.9, Procedures and Responsibilities for Developing Postmarketing Requirements and Commitments.

9 See POLICY section of CDER MAPP 6010.9.
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2.   (If the PMR/PMC is a randomized controlled clinical trial) The following ethical considerations were made 
with regard to:
 There is a significant question about the public health risks of the drug.
 There is not enough existing information to assess the public health risks of the drug.
 Information about the public health risks cannot be gained through a different kind of investigation.
 The trial will be appropriately designed to answer question about a drug’s efficacy or safety.
 The trial will emphasize minimizing the risk minimization for participants as the protocol is developed. 

3.  This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine the safety, 
efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug quality.
Insert electronic signature (usually the Deputy Director for Safety)
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RPM FILING REVIEW
(Including Memo of Filing Meeting)

To be completed for all new NDAs, BLAs, and Efficacy Supplements [except SE8 (labeling 
change with clinical data) and SE9 (manufacturing change with clinical data)]

Application Information
NDA # 209363 NDA Supplement #: n/a Efficacy Supplement Category: n/a

 
Proprietary Name:  Solosec 
Established/Proper Name:  secnidazole 
Dosage Form:  Granules
Strengths:  2 grams
Route(s) of Administration:  Oral
Applicant:  Symbiomix Therapeutics, LLC
Agent for Applicant (if applicable):  n/a
Date of Application:  January 17, 2017
Date of Receipt:  January 17, 2017
Date clock started after Unacceptable for Filing (UN):  n/a
PDUFA Goal Date: September 17, 2017 Action Goal Date (if different): September 15, 2017
Filing Date:  March 18, 2017 Date of Filing Meeting:  March 6, 2017
Chemical Classification (original NDAs only): X  Type 1- New Molecular Entity (NME)
 
Type of Original NDA:    X 505(b)(1)  

Review Classification:         

The application will be a priority review if:
 A complete response to a pediatric Written Request (WR) was 

included (a partial response to a WR that is sufficient to change 
the labeling should also be a priority review – check with DPMH)  

 The product is a Qualified Infectious Disease Product (QIDP)
 A Tropical Disease Priority Review Voucher was submitted
 A Pediatric Rare Disease Priority Review Voucher was submitted

  Standard     
X   Priority

  Pediatric WR
X    QIDP

  Tropical Disease Priority Review 
Voucher 

  Pediatric Rare Disease Priority 
Review Voucher 

X  Fast Track Designation
  Breakthrough Therapy Designation 

(set the submission property in DARRTS and 
notify the CDER Breakthrough Therapy 
Program Manager)

  Rolling Review
  Orphan Designation 

  Rx-to-OTC switch, Full
  Rx-to-OTC switch, Partial
  Direct-to-OTC 

Other: Qualified Infectious Disease 
Product (QIDP)

 PMC response
 PMR response:

 FDAAA [505(o)] 
 PREA deferred pediatric studies (FDCA Section 505B)
  Accelerated approval confirmatory studies (21 CFR 

314.510/21 CFR 601.41) 
 Animal rule postmarketing studies to verify clinical benefit 

and safety (21 CFR 314.610/21 CFR 601.42)

List referenced IND Number(s):  117811
Goal Dates/Product Names/Classification Properties YES NO NA Comment
PDUFA and Action Goal dates correct in the electronic 
archive? 

X
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If no, ask the document room staff to correct them immediately. 
These are the dates used for calculating inspection dates.
Are the established/proper and applicant names correct in 
electronic archive? 

If no, ask the document room staff to make the corrections. Also, 
ask the document room staff to add the established/proper name 
to the supporting IND(s) if not already entered into electronic 
archive.

X

Is the review priority (S or P) and all appropriate 
classifications/properties entered into tracking system (e.g., 
chemical classification, combination product classification,  
orphan drug)? Check the New Application and New Supplement 
Notification Checklists for a list of all classifications/properties 
at:
http://inside.fda.gov:9003/CDER/OfficeofBusinessProcessSupport/ucm163969.ht
m   

If no, ask the document room staff to make the appropriate 
entries.

X

Application Integrity Policy YES NO NA Comment
Is the application affected by the Application Integrity Policy 
(AIP)?  Check the AIP list at:
http://www.fda.gov/ICECI/EnforcementActions/ApplicationIntegrityPolicy/default
.htm   

X      

If yes, explain in comment column.
  

     

If affected by AIP, has OC been notified of the submission? 
If yes, date notified:     

     

User Fees YES NO NA Comment
Is Form 3397 (User Fee Cover Sheet)/Form 3792 (Biosimilar 
User Fee Cover Sheet) included with authorized signature?

X

User Fee Status

If a user fee is required and it has not been paid (and it 
is not exempted or waived), the application is 
unacceptable for filing following a 5-day grace period 
from receipt. Review stops. Contact the User Fee Staff. 
If appropriate, send UN letter.

Payment for this application (check daily email from 
UserFeeAR@fda.hhs.gov):

 Paid
 Exempt (orphan, government)

X Waived (e.g., small business, public health)
 Not required

If the firm is in arrears for other fees (regardless of 
whether a user fee has been paid for this application), 
the application is unacceptable for filing (5-day grace 
period does not apply). Review stops. Contact the User 
Fee Staff. If appropriate, send UN letter.

Payment of other user fees:

X Not in arrears
 In arrears

User Fee Bundling  Policy

Refer to the guidance for industry, Submitting Separate 
Marketing Applications and Clinical Data for Purposes 
of Assessing User Fees at: 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulator
yInformation/Guidances/UCM079320.pdf 

Has the user fee bundling policy been appropriately 
applied? If no, or you are not sure, consult the User Fee 
Staff.

X Yes
 No
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505(b)(2)                     
(NDAs/NDA Efficacy Supplements only)

YES NO NA Comment

Is the application a 505(b)(2) NDA? (Check the 356h form, 
cover letter, and annotated labeling).  If yes, answer the bulleted 
questions below:

X

 Is the application for a duplicate of a listed drug and 
eligible for approval under section 505(j) as an ANDA? 

     

 Is the application for a duplicate of a listed drug whose 
only difference is that the extent to which the active 
ingredient(s) is absorbed or otherwise made available to 
the site of action is less than that of the reference listed 
drug (RLD)? [see 21 CFR 314.54(b)(1)].

     

 Is the application for a duplicate of a listed drug whose 
only difference is that the rate at which the proposed 
product’s active ingredient(s) is absorbed or made 
available to the site of action is unintentionally less than 
that of the listed drug [see 21 CFR 314.54(b)(2)]?

If you answered yes to any of the above bulleted questions, the 
application may be refused for filing under 21 CFR 
314.101(d)(9). Contact the 505(b)(2) review staff in the Immediate 
Office of New Drugs for advice.

     

 Is there unexpired exclusivity on another listed drug 
product containing the same active moiety (e.g., 5-year, 
3-year, orphan, or pediatric exclusivity)? 

Check the Electronic Orange Book at:  
http://www.accessdata.fda.gov/scripts/cder/ob/default.cfm   

If yes, please list below:

     

Application No. Drug Name Exclusivity Code Exclusivity Expiration
                    
                    
                    

If there is unexpired, 5-year exclusivity remaining on another listed drug product containing the same active moiety, a 
505(b)(2) application cannot be submitted until the period of exclusivity expires (unless the applicant provides paragraph 
IV patent certification; then an application can be submitted four years after the date of approval.)  Pediatric exclusivity 
and GAIN exclusivity will extend both of the timeframes in this provision by 6 months and five years, respectively. 21 CFR 
314.108(b)(2). Unexpired orphan or 3-year exclusivity may block the approval but not the submission of a 505(b)(2) 
application.
 If FDA has approved one or more pharmaceutically equivalent 

(PE) products in one or more NDAs before the submission date 
of the original 505(b)(2) application, did the applicant identify 
one such product as a listed drug (or an additional listed drug) 
relied upon and provide an appropriate patent certification or 
statement [see 21 CFR 314.50(i)(1)(i)(C) and 314.54]? 

Check the Electronic Orange Book at:  
http://www.accessdata.fda.gov/scripts/cder/ob/default.cfm   

If no, include template language in the 74-day letter.

Failure to identify a PE is an approvability issue but not a filing 
issue [see 21 CFR 314.125(b)(19)]

Note: Pharmaceutical equivalents are drug products in identical 
dosage forms and route(s) of administration that:  (1) contain identical 
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amounts of the identical active drug ingredient, i.e., the same salt or 
ester of the same therapeutic moiety, or, in the case of modified release 
dosage forms that require a reservoir or overage or such forms as 
prefilled syringes where residual volume may vary, that deliver 
identical amounts of the active drug ingredient over the identical 
dosing period; (2) do not necessarily contain the same inactive 
ingredients; and (3) meet the identical compendial or other applicable 
standard of identity, strength, quality, and purity, including potency 
and, where applicable, content uniformity, disintegration times, and/or 
dissolution rates.
Exclusivity YES NO NA Comment
Does another product (same active moiety) have orphan 
exclusivity for the same indication? Check the Orphan Drug 
Designations and Approvals list at: 
http://www.accessdata.fda.gov/scripts/opdlisting/oopd/index.cfm 

X      

If another product has orphan exclusivity, is the product 
considered to be the same product according to the orphan 
drug definition of sameness [see 21 CFR 316.3(b)(14)]?

If yes, consult the Director, Division of Regulatory Policy II, 
Office of Regulatory Policy

X      

NDAs/NDA efficacy supplements only: Has the applicant 
requested 5-year or 3-year Waxman-Hatch exclusivity? 

If yes, # years requested:       

Note:  An applicant can receive exclusivity without requesting it; 
therefore, requesting exclusivity is not required. 

X      

NDAs only: Is the proposed product a single enantiomer of a 
racemic drug previously approved for a different therapeutic 
use?

X      

If yes, did the applicant: (a) elect to have the single 
enantiomer (contained as an active ingredient) not be 
considered the same active ingredient as that contained in an 
already approved racemic drug, and/or (b): request 
exclusivity pursuant to section 505(u) of the Act (per 
FDAAA Section 1113)?

If yes, contact the Orange Book Staff (CDER-Orange Book 
Staff).

     

BLAs only: Has the applicant requested 12-year exclusivity 
under section 351(k)(7) of the PHS Act? 

If yes, notify Marlene Schultz-DePalo, CDER Purple Book 
Manager 

Note: Exclusivity requests may be made for an original BLA 
submitted under Section 351(a) of the PHS Act (i.e., a biological 
reference product). A request may be located in Module 1.3.5.3 
and/or other sections of the BLA and may be included in a 
supplement (or other correspondence) if exclusivity has not been 
previously requested in the original 351(a) BLA. An applicant can 
receive exclusivity without requesting it; therefore, requesting 
exclusivity is not required.

X      
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Format and Content

Do not check mixed submission if the only electronic 
component is the content of labeling (COL).

 All paper (except for COL)
X   All electronic

 Mixed (paper/electronic)

 CTD  
 Non-CTD
 Mixed (CTD/non-CTD)

If mixed (paper/electronic) submission, which parts of 
the application are submitted in electronic format? 
Overall Format/Content YES NO NA Comment
If electronic submission, does it follow the eCTD 
guidance?1

If not, explain (e.g., waiver granted).

X      

Index: Does the submission contain an accurate 
comprehensive index?

X      

Is the submission complete as required under 21 CFR 
314.50 (NDAs/NDA efficacy supplements) or under 21 
CFR 601.2 (BLAs/BLA efficacy supplements) including:

X legible
X English (or translated into English)
X pagination
X navigable hyperlinks (electronic submissions only)

If no, explain.

X      

BLAs only: Companion application received if a shared or 
divided manufacturing arrangement?

If yes, BLA #       

X      

Forms and Certifications
Electronic forms and certifications with electronic signatures (scanned, digital, or electronic – similar to DARRTS, e.g., 
/s/) are acceptable. Otherwise, paper forms and certifications with hand-written signatures must be included. 
Forms include: user fee cover sheet (3397/3792), application form (356h), patent information (3542a), financial 
disclosure (3454/3455), and clinical trials (3674); Certifications include: debarment certification, patent 
certification(s), field copy certification, and pediatric certification.   
Application Form  YES NO NA Comment
Is form FDA 356h included with authorized signature per 
21 CFR 314.50(a)? 

If foreign applicant, a U.S. agent must sign the form [see 21 
CFR 314.50(a)(5)].

X      

Are all establishments and their registration numbers listed 
on the form/attached to the form?

X      

1 http://www fda.gov/ucm/groups/fdagov-public/@fdagov-drugs-gen/documents/document/ucm333969.pdf 
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Patent Information 
(NDAs/NDA efficacy supplements only)

YES NO NA Comment

Is patent information submitted on form FDA 3542a per 
21 CFR 314.53(c)?

X      

Financial Disclosure YES NO NA Comment
Are financial disclosure forms FDA 3454 and/or 3455 
included with authorized signature per 21 CFR 54.4(a)(1) 
and (3)?

Forms must be signed by the APPLICANT, not an Agent [see 
21 CFR 54.2(g)].

Note: Financial disclosure is required for bioequivalence 
studies that are the basis for approval.

X      

Clinical Trials Database YES NO NA Comment
Is form FDA 3674 included with authorized signature?

If yes, ensure that the application is also coded with the 
supporting document category, “Form 3674.” 

If no, ensure that language requesting submission of the form 
is included in the acknowledgement letter sent to the applicant

X      

Debarment Certification YES NO NA Comment
Is a correctly worded Debarment Certification included 
with authorized signature? 

Certification is not required for supplements if submitted in 
the original application; If foreign applicant, both the 
applicant and the U.S. Agent must sign the certification [per 
Guidance for Industry: Submitting Debarment Certifications].

Note: Debarment Certification should use wording in FD&C 
Act Section 306(k)(1) i.e.,“[Name of applicant] hereby certifies 
that it did not and will not use in any capacity the services of 
any person debarred under section 306 of the Federal Food, 
Drug, and Cosmetic Act in connection with this application.” 
Applicant may not use wording such as, “To the best of my 
knowledge…”

X      

Field Copy Certification 
(NDAs/NDA efficacy supplements only)

YES NO NA Comment

For paper submissions only: Is a Field Copy 
Certification (that it is a true copy of the CMC technical 
section) included? 

Field Copy Certification is not needed if there is no CMC 
technical section or if this is an electronic submission (the 
Field Office has access to the EDR)

If maroon field copy jackets from foreign applicants are 
received, return them to CDR for delivery to the appropriate 
field office.  

X      
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Controlled Substance/Product with Abuse 
Potential

YES NO NA Comment

For NMEs:
Is an Abuse Liability Assessment, including a proposal for 
scheduling, submitted per 21 CFR 314.50(d)(5)(vii)?

If yes, date consult sent to the Controlled Substance Staff:    

For non-NMEs:
Date of consult sent to Controlled Substance Staff :     

X      

Pediatrics YES NO NA Comment
PREA

Does the application trigger PREA?

If yes, notify PeRC@fda.hhs.gov to schedule required PeRC 
meeting2

Note: NDAs/BLAs/efficacy supplements for new active 
ingredients (including new fixed combinations), new indications, 
new dosage forms, new dosing regimens, or new routes of 
administration trigger PREA. All waiver & deferral requests, 
pediatric plans, and pediatric assessment studies must be 
reviewed by PeRC prior to approval of the 
application/supplement.

X

     

If the application triggers PREA, is there an agreed Initial 
Pediatric Study Plan (iPSP)?

If no, may be an RTF issue - contact DPMH for advice.

X Agreed 1/14/2016

If required by the agreed iPSP, are the pediatric studies 
outlined in the agreed iPSP completed and included in the 
application?

If no, may be an RTF issue - contact DPMH for advice.

X      

BPCA: 

Is this submission a complete response to a pediatric 
Written Request?

If yes, notify Pediatric Exclusivity Board RPM (pediatric 
exclusivity determination is required3

X

     

2 
http://inside.fda.gov:9003/CDER/OfficeofNewDrugs/OfficeofNonprescriptionProducts/PediatricandMaternalHea
lthStaff/ucm027829.htm 
3 
http://inside.fda.gov:9003/CDER/OfficeofNewDrugs/OfficeofNonprescriptionProducts/PediatricandMaternalHea
lthStaff/ucm027837.htm 
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Proprietary Name YES NO NA Comment
Is a proposed proprietary name submitted?

If yes, ensure that the application is also coded with the 
supporting document category, “Proprietary Name/Request for 
Review.”

X Submitted 1/30/17

REMS YES NO NA Comment
Is a REMS submitted?

If yes, send consult to OSE/DRISK and notify OC/ 
OSI/DSC/PMSB via the CDER OSI RMP mailbox

X      

Prescription Labeling      Not applicable
Check all types of labeling submitted. X   Package Insert (Prescribing Information)

X   Patient Package Insert (PPI)
X   Instructions for Use (IFU)

  Medication Guide (MedGuide)
  Carton labeling
  Immediate container labels
  Diluent labeling
  Other (specify)

 YES NO NA Comment
Is Electronic Content of Labeling (COL) submitted in SPL 
format?

If no, request applicant to submit SPL before the filing date. 

X      

Is the PI submitted in Physician Labeling Rule (PLR) 
format?4 

X      

If PI not submitted in PLR format, was a waiver or 
deferral requested before the application was received or 
in the submission? If requested before application was 
submitted, what is the status of the request?  

If no waiver or deferral, request applicant to submit labeling in 
PLR format before the filing date.

X      

For applications submitted on or after June 30, 2015:
Is the PI submitted in Pregnancy and Lactation Labeling 
Rule (PLLR) format? 

X      

Has a review of the available pregnancy, lactation, and 
females and males of reproductive potential data (if 
applicable) been included?

X

For applications submitted on or after June 30, 2015:  
If PI not submitted in PLLR format, was a waiver or 
deferral requested before the application was received or 
in the submission? If requested before application was 
submitted, what is the status of the request?  

If no waiver or deferral, request applicant to submit labeling in 
PLLR format before the filing date.

X      

4  http://inside fda.gov:9003/CDER/OfficeofNewDrugs/ImmediateOffice/LabelingDevelopmentTeam/ucm025576 htm 
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Has all labeling [(PI, patient labeling (PPI, MedGuide, 
IFU), carton and immediate container labeling)] been 
consulted to OPDP?

X      

Has PI and patient labeling (PPI, MedGuide, IFU) been 
consulted to OSE/DRISK? (send WORD version if 
available)

X      

Has all labeling [PI, patient labeling (PPI, MedGuide, 
IFU) carton and immediate container labeling, PI, PPI 
been consulted/sent to OSE/DMEPA and appropriate 
CMC review office in OPQ (OBP or ONDP)?

X      

OTC Labeling                  X  Not Applicable
Check all types of labeling submitted.  Outer carton label

 Immediate container label
 Blister card
 Blister backing label
 Consumer Information Leaflet (CIL)
 Physician sample 
 Consumer sample  
 Other (specify) 

 YES NO NA Comment
Is electronic content of labeling (COL) submitted?

If no, request in 74-day letter.

     

Are annotated specifications submitted for all stock 
keeping units (SKUs)?

If no, request in 74-day letter.

X      

If representative labeling is submitted, are all represented 
SKUs defined?

If no, request in 74-day letter.

X      

All labeling/packaging sent to OSE/DMEPA? X      

Other Consults YES NO NA Comment
Are additional consults needed? (e.g., IFU to CDRH; QT 
study report to QT Interdisciplinary Review Team) 

If yes, specify consult(s) and date(s) sent:

X QT/IRT

Meeting Minutes/SPAs YES NO NA Comment
End-of Phase 2 meeting(s)? 
Date(s):  3/18/2015

X

Pre-NDA/Pre-BLA/Pre-Supplement meeting(s)? 
Date(s):  5/4/2016*

X Mtg scheduled for 
5/4/16; *cancelled 
by sponsor post Pre-
meeting comments - 
found acceptable.

Any Special Protocol Assessments (SPAs)?
Date(s):  n/a

X
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ATTACHMENT 

MEMO OF FILING MEETING

DATE:  March 6, 2017

BACKGROUND:  On January 17, 2017, Symbiomix Therapeutics submitted NDA 209363 for 
Solosec (secnidazole) Oral Granules, 2 grams, for the treatment of bacterial vaginosis.

This application was developed under IND 117811, and has both Fast Track and QIDP designations 
for the submitted indication.  The product is an NME and will receive Priority Review due to the QIDP 
designation.  The review clock will be 8-months.  The due date is September 17, 2017.

REVIEW TEAM: 

Discipline/Organization Names Present at 
filing 
meeting? 
(Y or N)

RPM: Maureen Dillon-Parker YRegulatory Project Management

CPMS/TL: Maureen Dillon-Parker Y

Cross-Discipline Team Leader (CDTL) Shrimant Mishra, MD Y*

Division Director/Deputy Sumathi Nambiar, MD, MPH, Director
Dmitri Iarikov, MD, Deputy Director

Y
Y

Office Director/Deputy John Farley, MD Y

Reviewer: Mayurika Ghosh, MD YClinical

TL: Dmitri Iarikov, MD See above

Reviewer: Avery Goodwin, PhD YClinical Microbiology (for antimicrobial 
products)
 TL: Avery Goodwin, PhD See above

Reviewer: Sonia Pahwa, PhD YClinical Pharmacology 

TL: Seong Jang, PhD Y

 Pharmacometrics Reviewer: n/a n/a
Reviewer: Cheryl Dixon,PhD YBiostatistics 

TL: Karen Higgins, ScD Y
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Reviewer: Owen McMaster, PhD YNonclinical 
Pharmacology/Toxicology)

TL: Terry Miller, PhD Y

Reviewer: n/a n/aStatistics (carcinogenicity)

TL: n/a n/a

ATL: Dorota Matecka, PhD YProduct Quality (CMC) Review Team:

RBPM: Luz Rivera, PsyD N

 Drug Substance Reviewer: Sithamalli Chandramouli 
TL/Ben Stevens

N

 Drug Product Reviewer: George Lunn
TL/Balajee Shanmugam

Y*

 Process Reviewer: Sateesh Kumar
TL/Steven Frisbee

N

 Microbiology Reviewer: n/a n/a
 Facility Reviewer: Daniel DeCiero

Derek S. Smith PhD
N

 Biopharmaceutics Reviewer: Banu Zolnik, PhD
TL/Elsbeth Chikhale, PhD

Y

 Immunogenicity Reviewer: n/a n/a
 Other (e.g., Branch Chiefs, EA 

Reviewer) 
n/a n/a

Reviewer: Aman Sarai, BSN, RN NOMP/OMPI/DMPP (MedGuide, PPI, 
IFU) 

TL: Marcia Williams, PhD N

Reviewer: Puja Shah, PharmD, RAC YOMP/OPDP (PI, PPI, MedGuide, IFU, 
carton and immediate container 
labeling) TL: n/a n/a

Reviewer: Sevan Kolejian, PharmD Y*OSE/DMEPA (proprietary name, 
carton/container labeling)

TL: Otto L. Townsend, PharmD N

Reviewer: Naomi Redd, PharmD Y*OSE/DRISK (REMS)

TL: Elizabeth Everhart, MSN, 
ACNP

N

Reviewer: n/a n/aOC/OSI/DSC/PMSB (REMS)

TL: n/a n/a
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Reviewer: John Lee, MD NBioresearch Monitoring (OSI)

TL: Janice Pohlman, MD Y*

Reviewer: n/a n/aControlled Substance Staff (CSS)

TL: n/a n/a

Other reviewers/disciplines

Reviewer:
   

Timothy Jancel/
OSE/OPE/DPVII

      Discipline

*For additional lines, highlight this group of cells, 
copy, then paste: select “insert as new rows” 

TL:           

Abimbola (Abi) Adebowale, PhD, ADL Y
Joseph Toerner, MD, DepDir Safety Y
Madisa Macon, PhD, NonClinical Y

Other attendees

Katherine Schumann, MS, ADRA  Y
Susmita Samanta, MD, Safety RPM Y
Daphne Lin, PhD, Statistics Y*

*phone

FILING MEETING DISCUSSION:

GENERAL 
 505(b)(2) filing issues:

o Is the application for a duplicate of a listed 
drug and eligible for approval under section 
505(j) as an ANDA? 

o Did the applicant provide a scientific 
“bridge” demonstrating the relationship 
between the proposed product and the 
referenced product(s)/published literature?

Describe the scientific bridge (e.g., information to 
demonstrate sufficient similarity between the 
proposed product and the listed drug(s) such as 
BA/BE studies or to justify reliance on information 
described in published literature): 

X  Not Applicable

  YES    NO

  YES    NO

     

 Per reviewers, are all parts in English or English 
translation?

If no, explain:      

X  YES
  NO
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CLINICAL

Comments:      

  Not Applicable
X FILE

  REFUSE TO FILE

  Review issues for 74-day letter

 Clinical study site(s) inspections(s) needed?
  

If no, explain:      

X  YES
  NO

 Advisory Committee Meeting needed? 

o Comments: the application did not raise 
significant safety or efficacy issues

If no, for an NME NDA or original BLA, include the 
reason.  For example:

o this drug/biologic is not the first in its class
o the clinical study design was acceptable
o the application did not raise significant safety 

or efficacy issues
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease

  YES
Date if known:  
X  NO

  To be determined

Reason:      

 If the application is affected by the AIP, has the 
division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance? 

Comments:      

X Not Applicable
  YES
  NO

CONTROLLED SUBSTANCE STAFF
 Abuse Liability/Potential

Comments:      

X  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CLINICAL MICROBIOLOGY

Comments:      

  Not Applicable
X  FILE

  REFUSE TO FILE

  Review issues for 74-day letter
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CLINICAL PHARMACOLOGY

Comments:      

  Not Applicable
X  FILE

  REFUSE TO FILE

  Review issues for 74-day letter
 Clinical pharmacology study site(s) inspections(s) 

needed?
  YES

X  NO

BIOSTATISTICS

Comments:      

  Not Applicable
X FILE

  REFUSE TO FILE

  Review issues for 74-day letter

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY)

Comments:      

  Not Applicable
X   FILE

  REFUSE TO FILE

  Review issues for 74-day letter

PRODUCT QUALITY (CMC)

Comments:      

  Not Applicable
X    FILE

  REFUSE TO FILE

  Review issues for 74-day letter

New Molecular Entity (NDAs only)

 Is the product an NME? X   YES
  NO

Environmental Assessment

 Categorical exclusion for environmental assessment 
EA) requested? 

If no, was a complete EA submitted?

Comments:      

X  YES
  NO

 YES
  NO

Facility Inspection

 Establishment(s) ready for inspection?

Comments:      

  Not Applicable

X   YES
  NO
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Facility/Microbiology Review (BLAs only)

Comments:      

X  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CMC Labeling Review (BLAs only) 

Comments:        Review issues for 74-day letter

APPLICATIONS IN THE PROGRAM (PDUFA V) 
(NME NDAs/Original BLAs)

 Were there agreements made at the application’s 
pre-submission meeting (and documented in the 
minutes) regarding certain late submission 
components that could be submitted within 30 days 
after receipt of the original application?

 If so, were the late submission components all 
submitted within 30 days?

  N/A

  YES
X   NO

  YES
  NO

 What late submission components, if any, arrived 
after 30 days?

 
     

 Was the application otherwise complete upon 
submission, including those applications where there 
were no agreements regarding late submission 
components?

X   YES
  NO

 Is a comprehensive and readily located list of all 
clinical sites included or referenced in the 
application?

X  YES
  NO

 Is a comprehensive and readily located list of all 
manufacturing facilities included or referenced in the 
application?

X   YES
  NO
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REGULATORY PROJECT MANAGEMENT

Signatory Authority:  John Farley, MD, MPH, Deputy Director, Office of Antimicrobial 
Products

Date of Mid-Cycle Meeting (for NME NDAs/BLAs in “the Program” PDUFA V): 04/19/17

21st Century Review Milestones (see attached) (listing review milestones in this document is 
optional): 

Comments: see attached timeline

REGULATORY CONCLUSIONS/DEFICIENCIES

The application is unsuitable for filing.  Explain why:

X The application, on its face, appears to be suitable for filing.

Review Issues:

  No review issues have been identified for the 74-day letter.
  Review issues have been identified for the 74-day letter.  

Review Classification:

  Standard  Review   
X    Priority Review 

ACTION ITEMS

X Ensure that any updates to the review priority (S or P) and classifications/properties are 
entered into the electronic archive (e.g., chemical classification, combination product 
classification, orphan drug). 
If RTF, notify everyone who already received a consult request, OSE PM, and RBPM 

If filed, and the application is under AIP, prepare a letter either granting (for signature by 
Center Director) or denying (for signature by ODE Director) an exception for review.

X If priority review, notify applicant in writing by day 60 (see CST for choices)

X  Send review issues/no review issues by day 74

X Conduct a PLR format labeling review and include labeling issues in the 74-day letter

X Update the PDUFA V DARRTS page (for applications in the Program)

Other

Annual review of template by OND ADRAs completed:  April 2016

Reference ID: 4148674



Version: 12/05/2016 17

NDA 209363/Secnidazole/ Review Time Line/Key Dates 
Filing – 03/18/17

74-day – 04/01/17

Mid-cycle – 04/19/17

Post-Mid-cycle Communication with Applicant – 05/02/17

Labeling Meetings: 5/24, 5/30, 6/6, and 6/12

Complete Primary Reviews w/secondary sign-off – 06/16/17
Secondary Review (written/if needed) – 06/19/17
Labeling to Applicant NLT – 06/16/17

IR Letters – 06/19/17

Labeling Discussions begin with Applicant – 06/28/17

Pre-Late Cycle Meeting (internal) –  06/26/17 

Late Cycle Background due to Applicant – 07/08/17

505(b)(2) Form Due – 07/17/17

Late Cycle Meeting with Applicant – 07/18/17

Wrap-up Meeting (internal) – 08/15/17

Complete CDTL Review – 08/20/17

PeRC –materials due to PeRC – approx.. 8 weeks prior to action

PeRC – approx. by 08/09/17

Action Package Circulates – 08/27/17

Division Director Review – 09/07/17

Office Director Review – 09/17/17 [9/15/17 –FRIDAY]

DUE: 09/17/17  [9/15/17 –FRIDAY]
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 DEPARTMENT OF HEALTH & HUMAN SERVICES        Public Health Service 

 
Division of Pediatric and Maternal Health  

Office of New Drugs 
Center for Drug Evaluation and Research 

Food and Drug Administration 
Silver Spring, MD  20993 

Tel   301-796-2200 
FAX   301-796-9744 

 
Division of Pediatric and Maternal Health Memorandum 

 
Date:   August 23, 2017                 Date Consulted:     August 1, 2017                  
 
From:   Jane Liedtka M.D., Medical Officer, Maternal Health 

Division of Pediatric and Maternal Health (DPMH) 
 

Through: Miriam Dinatale, DO, Team Leader, Maternal Health  
  Division of Pediatric and Maternal Health 

 
Lynne P. Yao, MD, Director 
Division of Pediatric and Maternal Health  

 
To:              Maureen Dillon-Parker, Regulatory Project Manager (RPM) 

Office of Antimicrobial Products (OAP),  
Division of Anti-Infective Drug Products (DAIP) 

 
Drug:             Solosec (secnidazole) 
 
NDA:  NDA 209363 
 
Indication: SOLOSEC is a nitroimidazole antimicrobial indicated for the treatment of 

bacterial vaginosis in adult women. 
 
Applicant: Symbiomix theurapeutics LLC 
 
Subject: Pregnancy and Lactation labeling 
 
Materials Reviewed: 

• DPMH consult request dated August 1, 2017, DARRTS Reference ID 4133431. 
• Applicant’s background package for NDA 209363 submitted as SD#1 on January 17, 

2017.  
• Applicant’s revised label, literature review and summary of pharmacovigilance 

database submitted as SD#9 on April 13, 2017. 
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• DPMH consult review of  (benznidazole), NDA 209570. Jane Liedtka, 
M.D. July 5, 2017, DARRTS Reference ID 4117840. 

 
Consult Question:  
 
Attendance at meeting to discuss indication. Issue is the use of wording of pregnant versus 
nonpregnant women in indications section of labeling. 
  
During the wrap-up meeting held on August 15, 2017, DAIP also requested written advice 
regarding the content of Section 8.1 of labeling. 
 
INTRODUCTION 
 
On August 1, 2017, OAP/DAIP consulted DPMH to provide input regarding the appropriate 
wording for the Indications and Usage section for Solosec (secnidazole) labeling and for 
appropriate format and content of Section 8.1, the Pregnancy Section of Solosec 
(secnidazole) labeling to be in compliance with the Pregnancy and Lactation Labeling 
(PLLR) format.   
 
REGULATORY HISTORY 
 
• Solosec (secnidazole) is a nitroimidazole antimicrobial indicated for the treatment of 

bacterial vaginosis in adult women. 
• Secnidazole is a new molecular entity (NME) in the US. However, secnidazole is 

approved in many countries outside of the US, for multiple indications (trichomoniasis, 
bacterial vaginosis, giardiasis, and amoebiasis) and has been extensively used since 1979. 

• On December 29, 2016, Symbiomix Therapeutics LLC submitted a new NDA 209363 for 
Solosec (secnidazole). The Applicant requested and was granted Fast Track Status. 

• On March 14, 2017 the Agency requested information to support the Pregnancy and 
Lactation Labeling Section for this product. 

• On April 13, 2017, the Applicant submitted revised labeling, literature review and 
summary of pharmacovigilance database regarding the use of Solosec (secnidazole) in 
pregnant and lactating women. 

• On August 1, 2017 DAIP requested DPMH advice regarding the language for the 
Indications and Usage section of Solosec labeling and requested attendance at the wrap-
up meeting (held on August 15, 2017) during which the appropriate wording for the 
Indications and Usage section for Solosec (secnidazole) labeling was discussed. Details 
of this discussion (via email and phone and at the meeting) are provided below. 

 
BACKGROUND 
 
Currently Approved Treatments for Bacterial Vaginosis and their Indications 
 
There are currently seven FDA approved treatments for bacterial vaginosis. There are three 
unique drug substances that comprise these products; metronidazole (three formulations), 
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clindamycin phosphate (three formulations) and tinidazole (one formulation). Details about 
these products including the wording of their indications are provided in the Table 1 below. 
 
Table 1: FDA Approved Products for Bacterial Vaginosis (BV) 
 

DRUG PRODUCT 
(drug substance) 

Dosage 
Form/ 

 

Indication Dosage Contraindicated 
in Pregnancy/ 

Pregnancy 
category 

Clindesse 
(clindamycin 
phosphate) 

Vaginal 
Cream 2% 

BV in  
non-pregnant 
women 

Single dose once 
intravaginally at 
any time of the 
day 

No 
Category B  

Cleocin 
(clindamycin 
phosphate ) 

Vaginal 
Cream 2% 

BV in  
non-pregnant 
and pregnant 
women during 
the second and 
third trimester* 

One applicator for  
3 or 7 days in  
non-pregnant and  
7 days in 
pregnant patients  

No 
Category B  
(Use in first 
trimester only If 
clearly needed) 

Cleocin 
(clindamycin 
phosphate ) 

Vaginal 
Ovules 

BV in non-
pregnant 
women.  

One ovule for 3 
days 

No 
Category B  
(Use in first 
trimester only If 
clearly needed) 

Vandazole 
(metronidazole) 

Vaginal 
Gel 0.75% 

BV in non-
pregnant 
women 

One applicator 
intravaginally  
once a day for 5 
days 

No 
Category B  

Nuvessa 
(metronidazole) 

Vaginal 
Gel 1.3% 

BV in non-
pregnant 
women 

A single-dose, 
once iv at 
bedtime. 

No 
Category B  

Flagyl ER 
(metronidazole) 

Tablets  
750 mg 

BV in non-
pregnant 
women 

750 mg once daily 
for 7 days 

No 
Category B  

Tindamax 
(tinidazole) 

Tablets  
250 mg 
and 500 
mg 

BV in non-
pregnant 
women 

2 g once daily for 2 
days or 1 g once 
daily for 5 days 

Yes, during the 
first trimester 
Category C  

Source: Reviewer’s Table (adapted from a DAIP presentation by Abimbola Adebowale, Ph.D.) 
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DAIP and DPMH Discussion of Indications and Usage 
 
The phrase “in non-pregnant women” has been included in all the FDA approved products 
for BV thus far. DAIP has been exploring the possibility of removing the “non-pregnant” 
phrase from the Indications and Usage section of Solosec labeling in order to better comply 
with PLR and asked DPMH for input. DAIP noted that there is very little information 
regarding the use of Solosec in pregnant women and was concerned that if the phrase  “non-
pregnant” was removed from the Usage and Indications section of Solosec labeling, that this 
would broaden the indication for Solosec, while limiting the indication to “non-pregnant” 
women in other drugs approved to treat BV. There was also concern that this would bestow a 
marketing advantage to the sponsor of Solosec despite the lack of data. 
 
DPMH verbally responded (on the phone on August 1, 2017 and in-person while attending 
the August 15, 2017 meeting) that the vast majority of products approved by the Agency do 
not have data (or have limited data) in the population of pregnant women and that  

 
 

 
 
 

 
 

 
 

 
 

 

Legal implications of the various approaches were also discussed. 
 
Secnidazole and Drug Characteristics1 
 
• Secnidazole is a 5-nitroimidazole antimicrobial. 5-nitroimidazoles enter the bacterial cell 

as an inactive prodrug where the nitro group is reduced by bacterial enzymes to radical 
anions. It is believed that these radical anions interfere with bacterial DNA synthesis of 
susceptible isolates. 

• Proposed to be available as a single 2-gram packet of granules to be used once daily 
orally. 

• The plasma elimination half-life of benznidazole is ≈ 17 hours. 
• The molecular weight of secnidazole is ≈ 185 Daltons. 
• The plasma protein binding for secnidazole is < 5%. 
• Nitroimidazoles, which have similar chemical structures to secnidazole, have been 

associated with tumors affecting the liver, lungs, mammary, and lymphatic tissues in 
animals. It is unclear if these positive tumor findings in lifetime rodent studies of these 

                                                           
1Solosec (secnidazole) N 209363 proposed package insert  
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nitroimidazoles indicate a risk to patients taking a single dose of secnidazole to treat 
bacterial vaginosis. 

• Secnidazole was positive  in the Bacterial Reverse Mutation 
Assay, but was negative for the rat micronucleus test and mouse lymphoma test. 

• The most common adverse reactions in clinical trials of Solosec (secnidazole)(≥ 2%) 
were vulvo-vaginal candidiasis, headache, nausea, vomiting, diarrhea, abdominal pain, 
vulvovaginal pruritis and dysgeusia. 

 
Current State of the Labeling2 
 
• No currently approved product in US. 
• Current labeling for Secnidal (secnidazole) available in Brazil for treatment of giardiasis. 
• Contraindications: hypersensitivity to imidazole derivatives or any of the product 

components (see Adverse Reactions), suspected pregnancy and during the first trimester 
of pregnancy, breastfeeding. 

• Under Warnings and Precautions: Pregnancy and breastfeeding - The doctor must be 
informed if pregnancy occurs during or after treatment with SECNIDAL and if the 
patient is breastfeeding. SECNIDAL must not be used in cases of suspected pregnancy, 
during the first trimester of pregnancy, and when breastfeeding. 

• Pregnancy risk category (1st trimester of pregnancy): D - This drug should not be used by 
pregnant women without the advice of a doctor or dental surgeon. Please immediately 
inform your doctor or dental surgeon in case of suspected pregnancy. 

• Pregnancy risk category (2nd and 3rd trimesters of pregnancy): C - This drug should not 
be used by pregnant women without the advice of a doctor or dental surgeon. 

• Secnidazole crosses the placental barrier and is excreted in breastmilk. 
 
Bacterial Vaginosis (BV) and Pregnancy3 
 
• BV is a poly-microbial clinical syndrome resulting from replacement of the normal 

hydrogen peroxide producing Lactobacillus sp. in the vagina with high concentrations of 
anaerobic bacteria (e.g., Prevotella sp. and Mobiluncus sp.), G. vaginalis, Ureaplasma, 
Mycoplasma, and numerous fastidious or uncultivated anaerobes.   

• Among women presenting for care, BV is the most prevalent cause of vaginal discharge 
or malodor; however, in a nationally representative survey, most women with BV were 
asymptomatic.4 

• Women with BV are at increased risk for the acquisition of some STDs (e.g., HIV, N. 
gonorrhoeae, C. trachomatis, and HSV- 2), complications after gynecologic surgery, 
complications of pregnancy, and recurrence of BV.5,6,7, 8 

                                                           
2 Secnidal (secnidazole) –label approved in Brazil 
3 CDC Sexually Transmitted Diseases Guideline 2015: Bacterial vaginosis. 
https://www.cdc.gov/std/tg2015/bv.htm.  Accessed August 17, 2017. 
4Koumans EH, Sternberg M, Bruce C, et al. The prevalence of bacterial vaginosis in the United States, 2001-
2004: associations with symptoms, sexual behaviors, and reproductive health. Sex Transm Dis 2007; 34:864–9.  
5Laxmi U, Agrawal S, Raghunandan C, et al. Association of bacterial vaginosis with adverse feto-maternal 
outcome in women with spontaneous preterm labor: a prospective cohort study. J Matern Fetal Neonatal Med 
2012; 25:64–7. 
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• Treatment is recommended for women with symptoms. The established benefits of 
therapy in nonpregnant women are to relieve vaginal symptoms and signs of infection. 

• Recommended Regimens (Including in pregnant women) 
o Metronidazole 500 mg orally twice a day for 7 days OR 
o Metronidazole gel 0.75%, one full applicator (5 g) intravaginally, once a day for 5 

days OR 
o Clindamycin cream 2%, one full applicator (5 g) intravaginally at bedtime for 7 

days 
• Treatment is recommended for all symptomatic pregnant women. Studies have been 

undertaken to determine the efficacy of BV treatment among this population, including 
two trials demonstrating that metronidazole was efficacious during pregnancy using the 
250-mg regimen; however, metronidazole administered at 500 mg twice daily can be 
used.9,10 

• Another trial demonstrated a cure rate of 85% using Gram-stain criteria after treatment 
with oral clindamycin.11 

• Multiple studies and meta-analyses have failed to demonstrate an association between 
metronidazole use during pregnancy and teratogenic or mutagenic effects in 
newborns.12,13

 Data suggest that metronidazole therapy poses low risk in pregnancy.14  
• Although older studies indicated a possible link between use of vaginal clindamycin 

during pregnancy and adverse outcomes for the newborn, newer data demonstrate that 
this treatment approach is safe for pregnant women.15 

• Because oral therapy has not been shown to be superior to topical therapy for treating 
symptomatic BV in effecting cure or preventing adverse outcomes of pregnancy, 
symptomatic pregnant women can be treated with either of the oral or vaginal regimens 
recommended for nonpregnant women.  

                                                                                                                                                                                    
6Nelson DB, Hanlon A, Hassan S, et al. Preterm labor and bacterial vaginosis-associated bacteria among urban 
women. J Perinat Med 2009; 37:130–4. 
7Brotman RM, Klebanoff MA, Nansel TR, et al. Bacterial vaginosis assessed by gram stain and diminished 
colonization resistance to incident gonococcal, chlamydial, and trichomonal genital infection. J Infect Dis 2010; 
202:1907–15. 
8Cherpes TL, Wiesenfeld HC, Melan MA, et al. The associations between pelvic inflammatory disease, 
Trichomonas vaginalis infection, and positive herpes simplex virus type 2 serology. Sex Transm Dis 2006; 
33:747–52. 
9Hauth JC, Goldenberg RL, Andrews WW, et al. Reduced incidence of preterm delivery with metronidazole 
and erythromycin in women with bacterial vaginosis. N Engl J Med 1995; 333:1732–6. 
10 Morales WJ, Schorr S, Albritton J. Effect of metronidazole in patients with preterm birth in preceding 
pregnancy and bacterial vaginosis: a placebo-controlled, double-blind study. Am J Obstet Gynecol 1994; 
171:345–9. 
11 Ugwumadu A, Reid F, Hay P, et al. Natural history of bacterial vaginosis and intermediate flora in pregnancy 
and effect of oral clindamycin. Obstet Gynecol 2004; 104:114–9. 
12Burtin P, Taddio A, Ariburnu O, et al. Safety of metronidazole in pregnancy: a meta-analysis. Am J Obstet 
Gynecol 1995; 172(2 Pt 1):525–9.  
13 Piper JM, Mitchel EF, Ray WA. Prenatal use of metronidazole and birth-defects - no association. Obstet 
Gynecol 1993; 82:348–52. 
14 Briggs GC, Freeman RK, Yaffe SJ. Drugs in Pregnancy and Lactation, 9th ed. Philadelphia, PA: Lippincott 
Williams & Wilkins; 2011. 
15 Lamont RF, Nhan-Chang CL, Sobel JD, et al. Treatment of abnormal vaginal flora in early pregnancy with 
clindamycin for the prevention of spontaneous preterm birth: a systematic review and meta-analysis. Am J 
Obstet Gynecol 2011; 205:177–90. 
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• Although adverse pregnancy outcomes, including premature rupture of membranes, 
preterm labor, preterm birth, intra-amniotic infection, and postpartum endometritis have 
been associated with symptomatic BV in some observational studies, treatment of BV in 
pregnant women can reduce the signs and symptoms of vaginal infection.  

• A meta-analysis has concluded that no antibiotic regimen prevented preterm birth (early 
or late) in women with BV (symptomatic or asymptomatic). However, in one study, oral 
BV therapy reduced the risk for late miscarriage, and in two additional studies, such 
therapy decreased adverse outcomes in the neonate.16 

• Treatment of asymptomatic BV among pregnant women who are at high risk for preterm 
delivery (i.e., those with a previous preterm birth) has been evaluated by several studies, 
which have yielded mixed results. Seven trials have evaluated treatment of pregnant 
women with asymptomatic BV at high risk for preterm delivery: one showed harm17, two 
showed no benefit,18,19 and four demonstrated benefit.9,10,20,21 

• Similarly, data are inconsistent regarding whether treatment of asymptomatic BV among 
pregnant women who are at low risk for preterm delivery reduces adverse outcomes of 
pregnancy. One trial demonstrated a 40% reduction in spontaneous preterm birth among 
women using oral clindamycin during weeks 13–22 of gestation.20

 Several additional 
trials have shown that intravaginal clindamycin given at an average gestation of >20 
weeks did not reduce likelihood of preterm birth.18,22,23,24 

• Evidence is insufficient to recommend routine screening for BV in asymptomatic 
pregnant women at high or low risk for preterm delivery for the prevention of preterm 
birth.25 

 
 

                                                           
16 Brocklehurst P, Gordon A, Heatley E, et al. Antibiotics for treating bacterial vaginosis in pregnancy. 
Cochrane Database Syst Rev 2013; 1:CD000262. 
17 Odendaal HJ, Popov I, Schoeman J, et al. Preterm labour—is bacterial vaginosis involved? South African 
Medical Journal 2002; 92:231–4. 
18 Carey JC, Klebanoff MA, Hauth JC, et al. Metronidazole to prevent preterm delivery in pregnant women with 
asymptomatic bacterial vaginosis. National Institute of Child Health and Human Development Network of 
Maternal-Fetal Medicine Units. N Engl J Med 2000; 342:534–40. 
19 Vermeulen GM, Bruinse HW. Prophylactic administration of clindamycin 2% vaginal cream to reduce the 
incidence of spontaneous preterm birth in women with an increased recurrence risk: a randomized placebo-
controlled double-blind trial. Br J Obstet Gynaecol 1999; 106:652–7. 
20 McDonald HM, O'Loughlin JA, Vigneswaran R, et al. Impact of metronidazole therapy on preterm birth in 
women with bacterial vaginosis flora (Gardnerella vaginalis): a randomized, placebo controlled trial. Br J 
Obstet Gynaecol 1997; 104:1391–7. 
21 Ugwumadu A, Manyonda I, Reid F, et al. Effect of early oral clindamycin on late miscarriage and preterm 
delivery in asymptomatic women with abnormal vaginal flora and bacterial vaginosis: a randomised controlled 
trial. Lancet 2003; 361:983–8. 
22 Lamont RF, Duncan SL, Mandal D, et al. Intravaginal clindamycin to reduce preterm birth in women with 
abnormal genital tract flora. Obstet Gynecol 2003; 101:516–22. 
23 McGregor JA, French JI, Jones W, et al. Bacterial vaginosis is associated with prematurity and vaginal fluid 
mucinase and sialidase - results of a controlled trial of topical clindamycin cream. Am J Obstet Gynecol 1994; 
170:1048–60. 
24 Joesoef MR, Hillier SL, Wiknjosastro G, et al. Intravaginal clindamycin treatment for bacterial vaginosis: 
effects on preterm delivery and low birth weight. Am J Obstet Gynecol 1995; 173:1527–31. 
25 US Preventive Services Task Force. Screening for bacterial vaginosis in pregnancy to prevent preterm 
delivery: U.S. Preventive Services Task Force recommendation statement. Ann Intern Med 2008; 148:214–9. 
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Pregnancy and Lactation Labeling 
 
On June 30, 2015, the “Content and Format of Labeling for Human Prescription Drug and 
Biological Products; Requirements for Pregnancy and Lactation Labeling,”26 also known as 
the Pregnancy and Lactation Labeling Rule (PLLR) went into effect. The PLLR requirements 
include a change to the structure and content of labeling for human prescription drug and 
biologic products with regard to pregnancy and lactation and create a new subsection for 
information with regard to females and males of reproductive potential.  Specifically, the 
pregnancy categories (A, B, C, D and X) are removed from all prescription drug and 
biological product labeling and a new format is required for all products that are subject to 
the 2006 Physicians Labeling Rule27 format to include information about the risks and 
benefits of using these products during pregnancy and lactation.   
 
REVIEW 
 
Pregnancy 
 
Nonclinical Experience 
 
In animal reproduction studies in rats and rabbits, no embryotoxicity or teratogenicity was 
observed when secnidazole was administered orally by gavage at doses of up to 100 
mg/kg/day  (up to one quarter the clinical dose based on AUC comparisons), during the 
period of major organogenesis. 
 
For further details, the reader is directed to the Nonclinical Review by Owen McMaster, 
PhD. 
 
Applicant’s Review of Literature  
 
The Applicant performed a literature search using the terms pregnant AND pregnancy and 
secnidazole in Scopus, EMBASE, PubMED, BioPharm Insight, Cortellis, Adis, Google and 
PPD subscription and identified two publications. One of these was a study of antibacterial 
treatment for Shigellosis during pregnancy (which included 3 subjects who may have 
received secnidazole) and is therefore, not relevant to this review. The other is summarized 
below: 

• Camargo28 et al. conducted an observational retrospective cohort study in 785 
pregnant women from Brazil, between January 1997 and March 1999. Based on 
vaginal bacterioscopy results, the women were categorized into 3 groups:  

o 580 without BV during pregnancy 

                                                           
26 Content and Format of Labeling for Human Prescription Drug and Biological Products, Requirements for 
Pregnancy and Lactation Labeling (79 FR 72063, December 4, 2014). 
27 Requirements on Content and Format of Labeling for Human Prescription Drug and Biological Products, 
published in the Federal Register (71 FR 3922; January 24, 2006). 
28 Camargo RP, Simoes JA, Cecatti JG, Alves VM, Faro S. Impact of treatment for bacterial vaginosis on 
prematurity among Brazilian pregnant women: a retrospective cohort study. Sao Paulo Med J. 2005; 123:108-
112. 
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o 134 with BV treated using metronidazole (96/134), tinidazole (13/134), or 
secnidazole 2 g orally (4/134);  Imidazole not otherwise specified (21/134) 

o 71 with BV not treated during pregnancy.  
The frequency of prematurity was  
 5.5% among women without BV  
 3.7% among those who received treatment for BV  
 22.5% among those with untreated BV 

 The authors concluded that treatment of BV significantly reduced the rates of 
 prematurity and other perinatal complications among low-risk Brazilian pregnant 
 women, regardless of the history of previous preterm delivery. 
 
Reviewer’s Comments 
This small study concluded that there was a benefit to treatment of BV during pregnancy with 
antibacterial agents with regard to adverse pregnancy outcomes. However, limitations 
include small sample size (only 4 subjects received secnidazole), treatment with multiple 
different regimens of multiple antibacterial agents and possible lack of generalizability to the 
US population. 
 
DPMH’s Review of the Literature 
 
DPMH conducted a search of published literature in Embase using the search terms 
“secnidazole and pregnancy,” “secnidazole and pregnant women,” “secnidazole and 
pregnancy and birth defects,” “secnidazole and pregnancy and congenital malformations,”  
“secnidazole and pregnancy and stillbirth,” “secnidazole and spontaneous abortion” and 
“secnidazole and pregnancy and miscarriage.”  No reports of adequate and well-controlled 
studies of secnidazole use in pregnant women were found. No articles specific to secnidazole 
use during pregnancy (other than the one identified by the Applicant) were identified.  
 
There is no reference to secnidazole in Drugs in pregnancy and lactation: a reference guide 
to fetal and neonatal risk29.  
 
Micromedex30 noted that secnidazole crosses the placenta and that “fetal risk has been 
demonstrated”. The authors’ reference the approved labeling from Brazil with the following 
statement  
 

Use of secnidazole is contraindicated during the first trimester of pregnancy. 
Do not administer secnidazole during the second and third trimesters of 
pregnancy without a doctor or dental surgeon's recommendation. Secnidazole 
is classified as pregnancy risk D (first trimester) and C (second and third 
trimester).31 

 

                                                           
29 Briggs, GG. Freeman, RK. & Yaffe, SJ. (2015). Drugs in pregnancy and lactation: a reference guide to fetal 
and neonatal risk. Philadelphia, Pa, Lippincott Williams & Wilkins. 
30Truven Health Analytics information, http://www.micromedexsolutions.com/. Accessed 5/31/17.  
31 Product Information: SECNIDAL(R) oral tablets, secnidazole oral tablets. Sanofi-Aventis Farmaceutica (per 
Anvisa), Sao Paulo, Brazil, 2014. 
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Reviewer’s Comments 
It is unclear on what basis the authorities in Brazil have labeled secnidazole a category D for 
the first trimester and a category C for second and third trimesters. The animal reproduction 
studies do not show any adverse developmental outcomes and there are no human reports of 
adverse developmental outcomes that I was able to locate. The genotoxicity findings may be 
the basis for this designation but I have been unable to find any references that state that. 
The genotoxicity findings are similar to other nitroimidazoles, including metronidazole.  
 
The US labeling for metronidazole is inconsistent.  The label for Flagyl extended release 
tablets 750 mg32, indicated for BV (revised June 2017) does not contain a pregnancy 
category (the label is still in the old format) but describe “published data from case-control 
studies, cohort studies and 2 meta-analyses that include more than 5000 pregnant women” 
and state that “most studies did not show an increased risk for congenital anomalies or other 
adverse fetal outcomes following metronidazole exposure during pregnancy”. This label 
goes on to state that “Three studies conducted to assess the risk of infant cancer following 
metronidazole exposure during pregnancy did not show an increased risk; however, the 
ability of these studies to detect such a signal was limited”. The label for Flagyl extended 
release tablets does carry a Boxed Warning regarding carcinogenicity in mice and rats.  
 
In contrast, the label for Flagyl tablets33 (revised May 2015) does categorize the product as 
Category B but paradoxically, has a contraindication to use in the first trimester of 
pregnancy. This label states “In patients with trichomoniasis, Flagyl tablets are 
contraindicated during the first trimester of pregnancy”. The same language regarding 
studies in 5000 pregnant women is also in this label. 
 
Review of the Applicant’s Pharmacovigilance Database 
 
In the Integrated Summary of Safety (ISS) for Solosec, the applicant reports a total of 7 
pregnancies (4 positive urine pregnancy tests and 3 self-reports) in subjects exposed to 
secnidazole during the development program. Details regarding the timing of exposure 
(estimated gestational age at exposure) are not provided. Table 2 below details what 
information is known. 
 
Table 2: Pregnancy Exposures during the Solosec Development Program 
 
Patient ID 

Study # 
Positive Urine Pregnancy 

Test 
Estimated Timing of 

Exposure 
Outcome 

#16, 201 Yes, Day 22 ?3-4 weeks Therapeutic Abortion (TAB) Day 30 
#17, 201 No, home test + Day 10 ?1-2 weeks Lost to Follow-up (LF) 
#30, 301 Yes, Day 14 ?2-3 weeks Ectopic pregnancy, surgery Day 22 
#03, 350 No, home test + ≈ Day 10 ?2-3 weeks  Healthy baby (cesarean) Day 252 
#30, 350 Yes, Day 21 ?3-4 weeks LF 
#29, 350 Yes, Day 22 ?3-4 weeks Healthy baby 
#24, 350 No, home test unknown TAB, otherwise LF 
Source: Reviewer’s Table 

                                                           
32FLAGYL® (metronidazole) extended release tablets, 750 mg approved labeling 
33FLAGYL® (metronidazole) tablets approved labeling 
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Summary 
 
There are limited pregnancy outcome data available on the use of secnidazole during 
pregnancy. Given the lack of adverse findings in animal studies and the lack of human data 
regarding use in pregnancy, DPMH does not think there is sufficient evidence of risk to the 
fetus to recommend a contraindication to use in any trimester of pregnancy. The genotoxicity 
findings will be included in the Warnings section of labeling and Section 8 will provide what 
limited information is available. See DPMH proposed labeling below for further details. 
 
Information in the published literature reports increases in adverse pregnancy 
outcomes including premature rupture of membranes, preterm labor, preterm birth, 
intra-amniotic infection, and postpartum endometritis have been associated with 
bacterial vaginosis in some observational studie.5,6,7,8

 Findings regarding whether 
treatment of BV is associated with improvement in maternal and fetal outcomes have 
been inconsistent.9,10,16,17,18,19,20,21,22,23,24  

 
CONCLUSIONS  
 

 

 DPMH recommends that the Indications and Usage Section 1 for Solosec 
(secnidazole) state the following “SOLOSEC is a nitroimidazole antimicrobial indicated for 
the treatment of bacterial vaginosis in adult women.”   
 
In addition, based on the literature review and review of the pharmacovigilance database, 
DPMH has the following recommendations for Solosec (secnidazole) Section 8.1 labeling: 
 
• Pregnancy, Section 8.1 
 The “Pregnancy” section of Solosec (secnidazole) labeling was structured in the 

PLLR format to include the “Risk Summary”,  and “Data” 
sections.34 

 
LABELING RECOMMENDATIONS 
 
DPMH revised the HPI and section 8.1 of Solosec (secnidazole) labeling for compliance with 
the PLLR (see below). DPMH discussed our labeling recommendations with DAIP on 
8/15/17 and 9/1/17. DPMH refers to the final NDA action for final labeling. 
 
 
 
 
 
                                                           
34 Guidance for Industry: Pregnancy, Lactation, and Reproductive Potential: Labeling for Human Prescription 
Drug and Biological Products-Content and Format. December 2014. Part IV Specific Subsection A-8.1 
Pregnancy, 2-Risk Summary. 

Reference ID: 4143279

(b) (4)

(b) (4)

(b) (5)



12 
 

DPMH Proposed Solosec (secnidazole) Pregnancy and Lactation Labeling 
 
FULL PRESCRIBING INFORMATION 
 
8 USE IN SPECIFIC POPULATIONS 
 
8.1 Pregnancy 

Risk Summary 

Limited available data with SOLOSEC use in pregnant women are insufficient to inform a 
drug associated risk of adverse developmental outcomes.  

  In animal reproduction 
studies, there were no adverse developmental outcomes when secnidazole was administered 
orally to pregnant rats and rabbits during organogenesis at doses up to 4 times the clinical 
dose (see Data).  
 
The estimated background risk of major birth defects and miscarriage for the indicated 
population is unknown. All pregnancies have a background risk of birth defect, loss, or other 
adverse outcomes. In the U.S. general population, the estimated background risk of major 
birth defects and miscarriage in clinically recognized pregnancies is 2-4% and 15-20%, 
respectively. 
 

Data 

Animal Data 
In animal reproduction studies, pregnant rats dosed orally with secnidazole at 100, 300 and 
1000 mg/kg/day during organogenesis (gestational days 6-17) showed no evidence of 
adverse developmental outcomes.  maternal toxicity (reduced body 
weight gain)  at and above 300 mg/kg/day  

. In rabbits no evidence of adverse developmental outcomes was 
observed when oral doses of secnidazole were administered to dams during organogenesis 
(gestational days 7-20) at doses up to 100 mg/kg/day. Secnidazole was associated with 
maternal toxicity (reduced food consumption and markedly reduced body weight gain) in 
dams at 100 mg/kg/day . 
  
In a peri- and post-natal development study in rats, secnidazole was administered at 30, 100 
and 300 mg/kg/day from Day 6 of gestation through Day 20 of lactation. Secnidazole was not 
associated with any adverse effects on gestation, parturition, lactation or on subsequent 
development of first generation (F1) and second generation (F2) offspring  at these doses, 
equivalent to up to 1.4 times the clinical dose based on AUC comparisons.  Maternal toxicity 
(reduced gestational body weight gain) was evident at doses of 100 mg/kg and above (about 
0.3 times the clinical dose based on AUC comparisons).  
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Clinical Inspection Summary (CIS) NDA 209363 (Solosec®)

Clinical Inspection Summary

Date July 28, 2017

From John Lee, M.D., Medical Officer
Janice Pohlman, M.D., M.P.H., Team Leader
Kassa Ayalew, M.D., M.P.H., Branch Chief
Good Clinical Practice Assessment Branch (GCPAB)
Division of Clinical Compliance Evaluation (DCCE)
Office of Scientific Investigations (OSI)

To Maureen Dillon-Parker, Regulatory Project Manager
Mayurika Ghosh, M.D., Medical Officer
Shrimant Mishra, M.D., Medical Team Leader
Division of Anti-Infective Products (DAIP)

Applications NDA 209363

Applicant Symbiomix Therapeutics, LLC

Drug Secnidazole oral granules (Solosec®)

Original NDA Yes

Review Priority Priority

Proposed Indication Treatment of bacterial vaginosis

Consultation Date March 2, 2017

CIS Goal Date July 28, 2017 (extended); May 17, 2017 (original)

Action Goal Date September 17, 2017

PDUFA Due Date September 17, 2017

I. OVERALL ASSESSMENT OF FINDINGS
Studies SYM-1219-201 and SYM-1219-301 were audited at four good clinical practice (GCP) 
inspections of , a contract research organization (CRO) for study 
management, and three clinical investigator (CI) sites:  (1) Site 04, Steven E. Chavoustie 
(North Miami, FL); (2) Site 05, Scott E. Eder (Plainsboro, NJ); and (3) Site 12, Franklin G. 
Morgan (Virginia Beach, VA).  
No significant GCP deficiencies were observed and a Form FDA 483 was issued (only) at 
CI Site 12 (Morgan), for a minor isolated deficiency observation unlikely to be significant.  
For all four inspections, study conduct appeared adequately GCP-compliant, including 
sponsor/CRO oversight of study conduct.  All audited data were acceptably verifiable 
against source records and case report forms (CRFs).  The data from the three inspected 
CI sites appear reliable as reported by the sponsor/CRO in the NDA.
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II. BACKGROUND
Secnidazole (SYM-1219) is an antimicrobial agent developed under Fast Track as a 
Qualified Infectious Disease Product for the single-dose treatment of bacterial vaginosis 
(BV).  The clinical development program consisted of 8 studies:  5 Phase 1 studies 
(healthy volunteers), a Phase 2 study (SYM-1219-201), a Phase 3 study (SYM-1219-
301), and a long-term safety study (SYM-1219-350).  The Phase 2 and the Phase 3 
studies were audited at GCP inspections of a CRO site and at three CI sites.
Study SYM-1219-201:  A Phase 2, Multi-center, Prospective, Randomized, Double-blind, 
Placebo-controlled Study to Evaluate the Effectiveness and Safety of SYM-1219 for the 
Treatment of Women with Bacterial Vaginosis
This Phase 2 randomized controlled trial (RCT) was conducted in 215 women with BV at 
24 clinical investigator (CI) sites in the United States (US).  The primary study objective 
was to evaluate the safety and efficacy of SYM-1219 relative to placebo in treating BV.

 Subjects were randomized in equal ratio to:  (1) SYM-1219, 1 gram, single oral dose; (2) 
SYM-1219, 2 grams, single oral dose; or (3) placebo.  Randomization was stratified by 
frequency of BV over the last 12 months, < 3 versus > 4 (including current episode).

 The study medication was self-administered at randomization (Day 1) without regard to 
meals.  Subjects completed an efficacy questionnaire, by phone interview daily on Days 
1-7 and in person at the Test of Cure (TOC) visit or at the End of Study (EOS) visit (both 
conducted between Days 21-30).  Subjects completed a safety questionnaire once 
about adverse events (AEs) by phone interview between Days 8-10.

 Primary Endpoint and Analysis:  Clinical response (CR) at TOC visit (Days 21-30), with 
CR defined as (all of the following):  (1) normal vaginal discharge, (2) negative 10% 
KOH Whiff test, and (3) clue cells fewer than 20% of epithelial cells (saline wet mount)

Study SYM-1219-301:  A Phase 3, Multi-center, Prospective, Randomized, Double-blind, 
Placebo-controlled Study to Evaluate the Effectiveness and Safety of SYM-1219 2 Grams 
for the Treatment of Women and Postmenarchal Adolescent Girls with Bacterial Vaginosis
This Phase 3 RCT was conducted in 189 women and post-menarchal adolescent girls 
with BV enrolled at 21 CI sites in the US.  The primary study objective was to evaluate the 
safety and efficacy of SYM-1219 relative to placebo in treating BV.

 Subjects were randomized in 2:1 ratio (respectively) to either SYM-1219 (2 grams, 
single oral dose) or placebo.  Randomization was stratified by:  frequency of BV over 
the last 12 months, < 3 or > 4 (including current episode); and by ethnicity, African-
American (AA) versus non-AA.

 The study medication was self-administered at randomization (Day 1) without regard to 
meals.  Subjects completed an efficacy questionnaire, by phone interview daily on Days 
1-7 and in person at the TOC visit or at the EOS visit (both conducted between Days 
21-30).  Subjects returned to the CI site once between Days 7-14 for an Interim Visit.

 Primary Endpoint and Analysis:  CR at TOC visit (Days 21-30), with CR defined as (all 
of the following):  (1) normal vaginal discharge, (2) negative 10% KOH Whiff test, and 
(3) clue cells fewer than 20% of epithelial cells (saline wet mount)
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III. INSPECTION OUTCOMES

Site / Clinical Investigator (1) Study / Enrollment (2) Inspection Outcome

1
Site 04: Steven E. Chavoustie, M.D.

1065 NE 125th Street, Suite 102 
North Miami, Florida

SYM-1219-201
11 subjects

SYM-1219-301
18 subjects

April 10 – 17, 2017
NAI

2
Site 05: Scott E. Eder, M.D.

666 Plainsboro Road, 100-D
Plainsboro, New Jersey

SYM-1219-201
11 subjects

SYM-1219-301
15 subjects

May 3 – 5, 2017
NAI

3
Site 12: Franklin G. Morgan, M.D.

2540 Unbridled Lane
Virginia Beach, Virginia

SYM-1219-201
34 subjects

SYM-1219-301
20 subjects

March 22 – 27, 2017
    VAI (4)

Contract Research Organization (3) Inspection Outcome

4
NAI

Compliance Classification of Inspection Outcome
NAI = No Action Indicated, no significant deviations from regulations
VAI = Voluntary Action Indicated, minor deviations from regulations
OAI = Official Action Indicated, major deviations from regulations

(1) CI site selection:  (1) participation in both studies, (2) large subject enrollment with high 
site-specific efficacy, and (3) participation in safety study SYM-1219-350 (not audited)

(2) CI site inspections:  The audit of the study records included a detailed review of 10-21 
subject case records (selection at random or guided by audit findings).  The following 
NDA data listings were verified against on-site source records and CRFs (both studies):  
Listings 1, 3, 6, 7, and 8 (respectively:  subject screening, discontinued subjects, AEs, 
protocol deviations, and primary / secondary efficacy endpoints).

(3) CRO inspection:  The audit of the study records was limited to CI site monitoring, data 
management, and record keeping.  The audit covered 10 CI sites (selection at random or 
guided by audit findings) and included a detailed review of the 3 inspected CI sites.  NDA 
data listings were not (could not be) verified against source records.
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(4) For Site 12, OSI’s review of the establishment inspection report (EIR) has not been 
completed and the inspection outcome shown is based on preliminary EIR review and 
communication with the field investigator.  An addendum to this clinical inspection 
summary (CIS) may be forwarded to the review division if new significant findings are 
discovered at completion of EIR review; otherwise, OSI’s written correspondence to CI 
Morgan (to be copied to review division) indicates completion of EIR review with 
confirmation of the findings as reported in this CIS.

1. Steven E. Chavoustie, M.D. (Site 04)
Study SYM-1219-201:  13 subjects were screened, 11 were enrolled, and 11 completed 
the study.  Case records were reviewed in detail for all subjects.
Study SYM-1219-301:  21 subjects were screened, 18 were enrolled, and 15 completed 
the study.  Case records were reviewed in detail for all subjects.
No significant deficiencies were observed and a Form FDA 483 was not issued.  Study 
conduct appeared GCP-compliant overall, including sponsor oversight of study conduct.  
All audited NDA data were adequately verifiable against source records and CRFs.

2. Scott E. Eder, M.D. (Site 05)
Study SYM-1219-201:  13 subjects were screened, 11 were enrolled, and 10 completed 
the study.  Case records were reviewed in detail for all subjects.
Study SYM-1219-301:  16 subjects were screened, 15 were enrolled, and 11 completed 
the study.  Case records were reviewed in detail for all subjects.
No significant deficiencies were observed and a Form FDA 483 was not issued.  Study 
conduct appeared GCP-compliant overall, including sponsor oversight of study conduct.  
All audited NDA data were adequately verifiable against source records and CRFs.

3. Franklin G. Morgan, M.D. (Site 12)
Study SYM-1219-201:  35 subjects were screened, 34 were enrolled, and 31 completed 
the study.  Case records were reviewed for all enrolled subjects, including detailed review 
for 10 subjects completing study.
Study SYM-1219-301:  22 subjects were screened, 20 were enrolled, and 18 completed 
the study.  Case records were reviewed for all enrolled subjects, including detailed review 
for 10 subjects completing study.
A Form FDA 483 was issued for not adhering to a protocol exclusion criterion for the 
Phase 3 study (SYM-1219-301); specifically, for failing to exclude one subject with prior 
exposure to SYM-1219 (from participation in Phase 2 study, SYM-1219-201).
The cited deficiency observation appeared unlikely to be significant.  Study conduct 
appeared GCP-compliant overall, including sponsor oversight of study conduct.  All 
audited NDA data were adequately verifiable against source records and CRFs.
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4.

Study SYM-1219-201 and Study SYM-1219-301:  Audit of CI site monitoring and data 
management for 10 CI sites, 3 inspected and 7 selected at random
No significant deficiencies were observed and a Form FDA 483 was not issued.  The 
CRO’s study oversight and management appeared GCP-compliant overall.  The data 
from the 3 inspected CI sites appear reliable as reported in the NDA.

{See appended electronic signature page}
John Lee, M.D.
Good Clinical Practice Assessment Branch
Division of Clinical Compliance Evaluation
Office of Scientific Investigations

CONCURRENCE: {See appended electronic signature page}
Janice K. Pohlman, M.D., M.P.H.
Team Leader
Good Clinical Practice Assessment Branch
Division of Clinical Compliance Evaluation
Office of Scientific Investigations

{See appended electronic signature page}
Kassa Ayalew, M.D., M.P.H.
Branch Chief
Good Clinical Practice Assessment Branch
Division of Clinical Compliance Evaluation
Office of Scientific Investigations

CC:
DAIP / Division Director / Sumathi Nambiar
DAIP / Medical Team Leader / Shrimant Mishra
DAIP / Medical Officer / Mayurika Ghosh
DAIP / Regulatory Project Manager / Maureen Dillon-Parker
OSI / Office Director / David Burrow
OSI / DCCE / Division Director / Ni Khin
OSI / DCCE / GCPAB / Branch Chief / Kassa Ayalew
OSI / DCCE / GCPAB / Team Leader / Janice Pohlman
OSI / DCCE / GCPAB / Medical Officer / John Lee
OSI / DCCE / GCPAB / Program Analyst / Yolanda Patague
OSI / Database Project Manager / Dana Walters
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Office of Medical Policy  
 

PATIENT LABELING REVIEW 

 
Date: 

 

July 5, 2017  
 
To: 

 
Sumathi Nambiar, MD, MPH 
Director 
Division of Anti-Infective Products (DAIP) 

 
Through: 

 
LaShawn Griffiths, MSHS-PH, BSN, RN  
Associate Director for Patient Labeling  
Division of Medical Policy Programs (DMPP) 
 
Marcia Williams, PhD 
Team Leader, Patient Labeling  
Division of Medical Policy Programs (DMPP) 

 
From: 

 
Aman Sarai, BSN, RN 
Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 

Puja Shah, PharmD, RAC 
Regulatory Review Officer 
Office of Prescription Drug Promotion (OPDP) 

Subject: Review of Patient Labeling:Patient Package Insert (PPI) and 
Instructions for Use (IFU) 
 

Drug Name (established 
name):   

SOLOSEC (secnidazole) 
 

Dosage Form and Route: granules, for oral use 

Application 
Type/Number:  

NDA 209363 

Applicant: Symbiomix Therapeutics, LLC 
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1 INTRODUCTION 

On January 17, 2017, Symbiomix Therapeutics, LLC submitted for the Agency’s 
review a New Drug Application (NDA) for SOLOSEC (secnidazole) oral granules. 
SOLOSEC (secnidazole) is a antimicrobial agent that has been granted Qualified 
Infectious Disease Product and Fast Track status. SOLOSEC (secnidazole) oral 
granules has a proposed indication for the treatment of bacterial vaginosis.   

This collaborative review is written by the Division of Medical Policy Programs 
(DMPP) and the Office of Prescription Drug Promotion (OPDP) in response to a 
request by the Division of Anti-Infective Products (DAIP) on March 16, 2017for 
DMPP and OPDP to review the Applicant’s proposed Patient Package Insert (PPI) 
and Instructions for Use (IFU) for SOLOSEC (secnidazole) oral granules.   

 
2 MATERIAL REVIEWED 

• Draft SOLOSEC (secnidazole) PPI and IFU received on January 17, 2017, and 
received by DMPP and OPDP on June 16, 2017.  

• Draft SOLOSEC (secnidazole) Prescribing Information (PI) received on January 
17, 2017, revised by the Review Division throughout the review cycle, and 
received by DMPP and OPDP on June 16, 2017. 

 
3 REVIEW METHODS 

To enhance patient comprehension, materials should be written at a 6th to 8th grade 
reading level, and have a reading ease score of at least 60%. A reading ease score of 
60% corresponds to an 8th grade reading level.  In our review of the PPI and IFU the 
target reading level is at or below an 8th grade level. 

Additionally, in 2008 the American Society of Consultant Pharmacists Foundation 
(ASCP) in collaboration with the American Foundation for the Blind (AFB) 
published Guidelines for Prescription Labeling and Consumer Medication 
Information for People with Vision Loss. The ASCP and AFB recommended using 
fonts such as Verdana, Arial or APHont to make medical information more 
accessible for patients with vision loss.  We reformatted the PPI and IFU document 
using the Arial font, size 10. 

In our collaborative review of the PPI and IFU we:  

• simplified wording and clarified concepts where possible 

• ensured that the PPI and IFU are consistent with the Prescribing Information (PI)  

• removed unnecessary or redundant information 

• ensured that the PPI and IFU are free of promotional language or suggested 

revisions to ensure that it is free of promotional language 

• ensured that the PPI and IFU meets the criteria as specified in FDA’s Guidance 

for Useful Written Consumer Medication Information (published July 2006) 
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4 CONCLUSIONS 

The PPI and IFU are acceptable with our recommended changes. 
 
5 RECOMMENDATIONS 

• Please send these comments to the Applicant and copy DMPP and OPDP on the 
correspondence.  

• Our collaborative review of the PPI and IFU are appended to this memorandum.  
Consult DMPP and OPDP regarding any additional revisions made to the PI to 
determine if corresponding revisions need to be made to the PPI and IFU.   

 Please let us know if you have any questions.  
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****Pre-decisional Agency Information****

Memorandum
Date: July 3, 2017

To: Maureen Dillon-Parker
Regulatory Health Project Manager
Division of Anti-Infective Products (DAIP)

From:  Puja Shah, PharmD, RAC
Regulatory Review Officer
Office of Prescription Drug Promotion (OPDP)

Subject: OPDP Labeling Consult Response
NDA 209363
SOLOSEC (secnidazole) oral granules

On June 20, 2017, OPDP received a labeling consult requesting review of the draft 
Patient Package Insert (PPI) and Instructions for Use (IFU) for SOLOSEC (secnidazole) 
oral granules.  OPDP's review of the PPI and IFU was conducted jointly with the 
Division of Medical Policy Programs (DMPP) and will be filed under separate cover. 

OPDP appreciates the opportunity to provide comments on these materials.  If you have 
any questions or concerns, please contact Puja Shah at 240-402-5040 or 
puja.shah@fda.hhs.gov. 

FOOD AND DRUG ADMINISTRATION
Center for Drug Evaluation and Research
Office of Prescription Drug Promotion 
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****Pre-decisional Agency Information**** 

    
 

Memorandum 
 
Date:  June 29, 2017 
  
To:  Maureen Dillon-Parker 
  Regulatory Health Project Manager 
  Division of Anti-Infective Products (DAIP) 
 
From:   Puja Shah, PharmD, RAC 
  Regulatory Review Officer 
  Office of Prescription Drug Promotion (OPDP) 
 
Subject: OPDP Labeling Consult Response 

NDA 209363 
SOLOSEC (secnidazole) oral granules 

   
 
As requested in DAIP's consult dated March 14, 2017, OPDP has reviewed the draft 
Package Insert (PI) and Carton and Container Labeling (CCL) for SOLOSEC 
(secnidazole) oral granules.  OPDP’s comments are based on the substantially complete 
version of the labeling titled “Secnidazole.DRAFT.Labeling.docx” which was accessed 
via http://sharepoint.fda.gov/orgs/CDER-OAP-DAIP/Active%20Documents/Secnidazole. 
DRAFT.Labeling.docx on June 16, 2017.   
 
Package Insert 
Our comments on the draft PI are included directly on the attached copy of the labeling. 
 
Carton and Container Labeling 
OPDP reviewed the following proposed CCL accessed on June 29, 2017 accessed via 
file:////CDSESUB1/evsprod/NDA209363/0000 and offers the following comment: 
 

• The draft CCL includes a dosing and administration instruction of  "  
" (emphasis added).  The 

DOSAGE AND ADMINISTRATION section of the current substantially 
complete PI accessed on June 16, 2017, states, "

 
" 

(emphasis added).  We note that there are pending discussions with the Applicant 
on providing a list  the 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  

Reference ID: 4118406
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 2 

drug.  We kindly remind DAIP to update the CCL to ensure it accurately reflects 
the Dosage and Administration section from the finalized PI.   

 
OPDP appreciates the opportunity to provide comments on these materials.  If you have 
any questions or concerns, please contact Puja Shah at 240-402-5040 or 
puja.shah@fda.hhs.gov.  
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MEMORANDUM 
REVIEW OF REVISED LABEL AND LABELING

Division of Medication Error Prevention and Analysis (DMEPA) 
Office of Medication Error Prevention and Risk Management (OMEPRM)

Office of Surveillance and Epidemiology (OSE)
Center for Drug Evaluation and Research (CDER)

Date of This Memorandum: June 7, 2017

Requesting Office or Division: Division of Anti-Infective Products (DAIP)

Application Type and Number: NDA 209363

Product Name and Strength: Solosec (secnidazole) Oral Granules; 2 grams per packet 

Applicant/Sponsor Name: Symbiomix Therapeutics

Submission Date: June 5, 2017

OSE RCM #: 2017-116-1

DMEPA Primary Reviewer: Sevan Kolejian, Pharm. D.

DMEPA Team Leader: Otto L. Townsend, Pharm D

Reference ID: 4108714
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1 PURPOSE OF MEMO
Division of Anti-Infective Products (DAIP) requested that we review the revised display carton 
labeling for Solosec (secnidazole) Oral Granules; 2 grams per packet (Appendix A) to determine 
if it is acceptable from a medication error perspective.  The revisions are in response to 
recommendations that we made during a previous label and labeling review.a 

2  CONCLUSION
The revised display carton labeling for  Solosec is acceptable from a medication error 
perspective.  We have no further recommendations at this time.

a Kolejian, S. Label and Labeling Review for Solosec (NDA 209363). Silver Spring (MD): FDA, CDER, OSE, DMEPA 
(US); 2017 MAY 09. RCM No.: 2017-116.
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LABEL AND LABELING REVIEW
Division of Medication Error Prevention and Analysis (DMEPA) 

Office of Medication Error Prevention and Risk Management (OMEPRM)
Office of Surveillance and Epidemiology (OSE)

Center for Drug Evaluation and Research (CDER)

*** This document contains proprietary information that cannot be released to the public***

Date of This Review: May 9, 2017

Requesting Office or Division: Division of Anti-Infective Products (DAIP)

Application Type and Number: NDA 209363

Product Name and Strength: Solosec (secnidazole) Oral Granules; 2 grams per packet 

Product Type: Single ingredient

Rx or OTC: Rx

Applicant/Sponsor Name: Symbiomix Therapeutics

Submission Date: January 17, 2017 and April 11, 2017

OSE RCM #: 2017-116

DMEPA Primary Reviewer: Sevan Kolejian, Pharm. D.

DMEPA Team Leader: Otto L. Townsend, Pharm D

Reference ID: 4095489
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1 REASON FOR REVIEW

The Division of Anti-Infective Products (DAIP) requested that we review the proposed container 
label, carton labeling, and prescribing information (PI) for Solosec (secnidazole) oral granules, 
submitted under NDA 209363 (See Appendix G) to determine if they are acceptable from a 
medication error perspective

2 MATERIALS REVIEWED 

We considered the materials listed in Table 1 for this review.  The Appendices provide the 
methods and results for each material reviewed.  

Table 1.  Materials Considered for this Label and Labeling Review

Material Reviewed Appendix Section 
(for Methods and Results)

Product Information/Prescribing Information A

Previous DMEPA Reviews B (N/A)

Human Factors Study C (N/A)

ISMP Newsletters D (N/A)

FDA Adverse Event Reporting System (FAERS)* E (N/A)

Other F (N/A)

Labels and Labeling G

N/A=not applicable for this review
*We do not typically search FAERS for our label and labeling reviews unless we are aware of 
medication errors through our routine postmarket safety surveillance

3 OVERALL ASSESSMENT OF THE MATERIALS REVIEWED
Symbiomix Therapeutics, LLC, submitted New Drug Application (NDA 209363) for a new 
antimicrobial agent, Solosec (secnidazole) Oral Granules 2 g, for treatment of bacterial 
vaginosis. On November 18, 2014, Solosec was granted Qualified Infectious Disease Product 
(QIDP) designation and Fast Track designation. We performed a risk assessment of the 
proposed container label, carton labeling, display box labeling and Prescribing (PI) Information 
for Solosec (secnidazole) oral granules to identify deficiencies that may lead to medication 
errors and for areas of improvement.  

Prescribing Information (PI)
We reviewed the Dosage and Administration, Dosage Forms and Strengths and How 
Supplied/Storage and Handling sections of the PI and the Patient Information section.  We note 
that the Division of Medication Error Prevention and Analysis (DMEPA) found the name, Solosec  

Reference ID: 4095489
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acceptable in OSE Review # 2017-12886267a, dated April 13, 2017. We  provided 
recommendations in section 4.1 to update the PI with the approved proprietary name for this 
product.

Container Label, Carton Labeling, and Display Box Labeling

We note that the Applicant is proposing to pack one packet of granules in an individual carton 
which supports the recommended dose for Solosec (secnidazole) Oral Granules which is 2 g 
once orally. We note that twelve individual cartons will be packed in a display box, a secondary 
packaging component, which will be used for product distribution. We are concerned that the 
entire display box of 12 packets may be dispensed providing more doses than needed. For 
clarity and to prevent a dispensing error of this type we have provided recommendations in 
section 4.2. 

4 CONCLUSION & RECOMMENDATIONS
The labels and labeling can be improved to increase clarity and prominence of important 
information to promote safe use of this product (See section 4.1 and section 4.2).

If you have further questions or need clarifications, please contact Janet Higgins, OSE Project 
Manager, at 240-402-0330. 

4.1 RECOMMENDATIONS FOR THE DIVISION

We advise the following recommendations be implemented prior to approval: 

A. Prescribing information: 
Update prescribing information to reflect the conditionally approved proprietary name 
for this product.  

4.2 RECOMMENDATIONS FOR SYMBIOMIX THERAPEUTICS

We recommend the following be implemented prior to approval of this NDA: 

A. Display Box Labeling
To prevent dispensing errors where entire display box may be dispensed providing more 
doses than needed, revise the display box as follow: 

1. On the back panel, remove the  
.

2. Revise  statement  to read
 “Contains 12 individual cartons which contain one Solosec packet.” and ensure 
that this statement is prominently displayed on the front and the side panels of 
the display box.

a Kolejian, S. Proprietary Name Review for Solosec NDA 209363. Silver Spring (MD): FDA, CDER, OSE, DMEPA (US); 
2017 APR 13, RCM No.: 2017-12886267.
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3. Add “Usual Dosage:  One 2 gram packet” statement on the front and the side 
panels of the box.

Reference ID: 4095489
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APPENDICES:  METHODS & RESULTS FOR EACH MATERIALS REVIEWED 
APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION

Table 2 presents relevant product information for Solosec (secnidazole) oral granules that 
Symbiomix therapeutics  submitted on January 17, 2017 and April 11, 2017. 
Table 2. Relevant Product Information for Solosec ( Secnidazole) Oral Granules

Initial Approval Date N/A

Active Ingredient Secnidazole

Indication Bacterial vaginosis

Route of Administration Oral

Dosage Form Oral granules

Strength 2 grams

Dose and Frequency Single dose 2 gram (1 packet) orally once.

How Supplied 2 grams per packet ( Supplied in unit dose packages 
containing one packet of granules in an individual carton. 

Storage Room Temperature for all points in the medication-use 
system, both pre- and post-dispensing 

Container Closure Foil Packet

Reference ID: 4095489
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Interdisciplinary Review Team for QT Studies Consultation: 
Thorough QT Study Review

NDA 209363

Generic Name Secnidazole

Sponsor Symbiomix Therapeutics

Indication Treatment of bacterial vaginosis

Dosage Form Oral granules 2 g in a single-dose child-resistant foil 
packet

Drug Class Antibacterial agent

Therapeutic Dosing Regimen Single 2 g dose

Duration of Therapeutic Use Acute 

Maximum Tolerated Dose Not known in human. Maximum studied dose in 
human is 6 gram

Submission Number and Date 209363

Review Division DAIP

Note: Any text in the review with a light background should be inferred as copied from 
the sponsor’s document.

1 SUMMARY

1.1 OVERALL SUMMARY OF FINDINGS

Although there was no significant QTc prolongation effect observed at the therapeutic 
dose (SYM-1219 2 g), the study failed to exclude 10-ms at the supratherapeutic dose 
(SYM-1219 6 g). The largest upper bound of the 2-sided 90% CI for the mean difference 
between SYM-1219 2 g and placebo was below 10 ms; the largest upper bound for 
comparison between SYM-1219 6 g and placebo was 11 ms, above the regulatory 
threshold of 10 ms as described in ICH E14 guidelines. The largest lower bound of the 
two-sided 90% CI for the ΔΔQTcF for moxifloxacin was greater than 5 ms and the 
moxifloxacin profile over time is adequately demonstrated in Figure 4, indicating that 
assay sensitivity was established.

In this randomized, double blind, four-period crossover study, 52 healthy subjects 
received SYM-1219 2 g, SYM-1219 6 g, placebo, and moxifloxacin 400 mg. Overall 
summary of findings is presented in Table 1.

Reference ID: 4093249
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Table 1:  The Point Estimates and the 90% CIs Corresponding to the Largest Upper 
Bounds for SYM-1219  (2 g and 6 g) and the Largest Lower Bound for Moxifloxacin 

(FDA Analysis)
Treatment Time (hour) ∆∆QTcF (ms) 90% CI (ms)

SYM-1219  2 g 5 4.0 (0.4, 7.6)

SYM-1219  6 g 5 7.6 (4.0, 11.2)
Moxifloxacin 400 mg* 2 15.1 (13.2, 17.0)

* Multiple endpoint adjustment was not applied. The largest lower bound after Bonferroni adjustment for 3 
timepoints is 12.7 ms.

Secnidazole (SYM-1219) treatment is a single dose treatment with 2 g dose. The 
supratherapeutic dose (6 g) produces mean Cmax values of 3-fold higher than the mean 
Cmax for the therapeutic dose (2 g). No food effect or drug-drug interactions have been 
observed for this drug. Kidney and bile duct represent 2 equilibrated pathways of 
elimination of the drug. Because special population studies (hepatic impairment and renal 
impairment) have not been conducted, the highest clinically relevant exposure (likely 
renal impairment) is not known. The previous QT-IRT review for this TQT study 
protocol (dated 02/10/2016) noted that “The expected high clinical exposure scenario is 
unlikely to vary significantly from the therapeutic exposure with a single 2 g dose. So the 
selected doses [therapeutic dose and either the maximum tolerated dose or a dose that is 
2- or 3- fold the therapeutic dose] are acceptable”.  The exposure-response relationship 
between ∆∆QTcF and secnidazole concentration shows a statistically significant positive 
slope. 

1.2 COMMENTS TO THE REVIEW DIVISION

The FDA statistical reviewer disagrees with sponsor’s primary analysis results as it was 
incorrect to use the same standard error (SE) to derive confidence interval across 
different timepoints in the sponsor’s report. As shown in the Sponsor’s iCardiac Safety 
Report dated 14 Jul 2016 Pages 19 and 20 of 38, the SE (i.e. 1.3) remains the same 
across different timepoints, which is not correct mathematically. The results shown in 
Table 1 and suggested label section are based on the FDA’s independent analysis.

1.3 PROPOSED LABEL

The sponsor included following QT-related language in their current proposed label.

12.2 Pharmacodynamics

Cardiac Electrophysiology
 

The following is QT-IRT’s proposed labeling language which is a suggestion only. We 
defer final labeling decisions to the Division.

12.2 Pharmacodynamics
Cardiac Electrophysiology

Reference ID: 4093249
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The effect of secnidazole on the QTc interval was evaluated in a Phase 1 randomized, 
double blind, placebo- and positive-controlled four-period crossover thorough QTc study 
in 52 healthy adult subjects. There was a positive relationship of the QTc interval with 
secnidazole concentrations. At the therapeutic concentrations, secnidazole did not 
prolong the QTc interval to any clinically relevant extent, but at 3-fold the therapeutic 
concentrations, the largest mean QTc was 8 ms with upper bound of two-sided 90% 
confidence interval of 11 ms.

Reviewer’s comments:
The FDA statistical reviewer disagrees with sponsor’s primary analysis results as it was 
incorrect to use the same standard error (SE) to derive confidence interval across 
different timepoints in the sponsor’s report. As shown in the Sponsor’s iCardiac Safety 
Report dated 14 Jul 2016 Pages 19 and 20 of 38, the SE (i.e. 1.3) remains the same 
across different timepoints, which is not correct mathematically.   The results shown in 
Table 1 and suggested label section are based on the FDA’s independent analysis.

2  BACKGROUND

2.1 PRODUCT INFORMATION

Secnidazole (SYM-1219) is a new chemical entity that is an orally administered 
antimicrobial drug and is indicated to treat bacterial vaginosis. The current first-line 
therapy for bacterial vaginosis is metronidazole or clindamycin. 

The proposed therapeutic dose of SYM-1219 for the treatment of bacterial vaginosis is a 
single dose of SYM-1219 oral granules containing 2 g of secnidazole. 

2.2 MARKET APPROVAL STATUS

Secnidazole appears to be available for marketing in India, China and some countries in 
Latin America. Drug is not approved for marketing in US and European countries. 

2.3 PRECLINICAL INFORMATION

Refer to Appendix 5.1.

2.4 PREVIOUS CLINICAL EXPERIENCE

Up to date of the TQT study, more than 635 adult women, including healthy subjects and 
patients diagnosed with bacterial vaginosis, have received single oral doses of SYM-1219 
containing 2 g of secnidazole in clinical trials, either alone or in combination with a 
single dose of EE2/NET (n=54). Another group of 85 women have received single oral 
doses of SYM-1219 containing 1 g of secnidazole in the first Phase 1 study, SYM-1219-
101. The clinical safety data of SYM-1219 show that all reported treatment-emergent 
adverse events (TEAEs) in women who have taken either 1 or 2 g doses of secnidazole in 
SYM-1219 granules were mild or moderate in intensity and no deaths reported. One 
reportable serious adverse event occurred.

2.5 CLINICAL PHARMACOLOGY

Appendix 5.1 summarizes the key features of secnidazole’s clinical pharmacology.
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3 SPONSOR’S SUBMISSION

3.1 OVERVIEW

The QT-IRT reviewed the protocol prior to conducting this study under IND 117811. The 
sponsor submitted the study report for the study drug, including electronic datasets and 
waveforms to the ECG warehouse.

3.2 TQT STUDY

3.2.1  Title
A Phase I Single Center Thorough QT Study Evaluating the Effect of Secnidazole 
Administered as SYM-1219 on Cardiac Repolarization in Healthy Adult Male and 
Female Volunteers

3.2.2  Protocol Number
SYM-1219-105

3.2.3  Study Dates
Date of first enrollment: 31 March 2016 

Date of completion: 9 May 2016

3.2.4  Objectives
The primary objective of this study was:

• To demonstrate that SYM-1219 containing 2 g of secnidazole does not have an effect 
on the QTc interval exceeding > 10 ms compared to placebo.

The secondary objectives of this study were:

• To evaluate the relationship between plasma secnidazole concentrations and the effect 
on QTc interval.

• To evaluate the effects of SYM-1219 on other ECG parameters (heart rate, QRS, and 
PR).

• To demonstrate the study's ability to exclude small QTc effects (assay sensitivity) by 
the evaluation of the QTc effect of moxifloxacin.

• To evaluate the effect of SYM-1219 on T-wave morphology.

• To evaluate the secnidazole pharmacokinetics after administration of SYM-1219, 
containing 2 g and 6 g of secnidazole.

3.2.5 Study Description

3.2.5.1 Design
This thorough QT study was performed as a double-blind (except for the use of 
moxifloxacin), randomized, placebo-controlled, 4-period, single-dose, crossover design 
in healthy male and female subjects.

Reference ID: 4093249



5

3.2.5.2  Controls
The Sponsor used both placebo and positive (moxifloxacin) controls.

3.2.5.3 Blinding
This was a double-blind study. The positive (moxifloxacin) control was not blinded.  

3.2.6 Treatment Regimen

3.2.6.1 Treatment Arms
This study has 4 arms: SYM-1219 2 g, SYM-1219 6 g, Placebo, and Moxifloxacin 400 
mg. 

3.2.6.2 Sponsor’s Justification for Doses
The proposed therapeutic dose of SYM-1219 for the treatment of bacterial vaginosis is a 
single dose of SYM-1219 oral granules containing 2 g of secnidazole. With regard to 
safety, to date, more than 635 adult women, including healthy subjects and patients 
diagnosed with BV, have received single oral doses of SYM-1219 containing 2 g of 
secnidazole in clinical studies.

Secnidazole is also available either by prescription or over-the-counter (OTC) in multiple 
countries worldwide. An overview of the literature on secnidazole indicates that it is safe 
and well-tolerated when used as a single dose administration of 2 g, for a variety of 
indications.

A TQT study typically includes a supratherapeutic dose (generally 3-10 times the usual 
therapeutic dose) of the test compound. Symbiomix conducted a clinical study to evaluate 
the safety, tolerability, and plasma concentrations of secnidazole following single oral 
administration of SYM-1219 granules containing 4 and 6 grams of secnidazole when 
compared to placebo. Based on the review of the safety data and secnidazole 
concentration data, the final supratherapeutic dose of 6 g was selected for this TQT study.

This study was done in healthy volunteers to eliminate variables known to have an effect 
on ECG parameters (concomitant drugs, diseases, etc.). Both men and women were 
studied even though the initial indication is solely in women. This will facilitate 
extensions to other indications for SYM-1219. A supratherapeutic dose of SYM-1219 is 
required to mimic the exposure in healthy volunteers that may occur in the target 
population under the worst of circumstances (e.g., concomitant use of CYP 3A4 inhibitor, 
concomitant liver disease, presence of heart disease, taking more than the clinical dose 
prescribed, etc.) and to allow for Pharmacokinetic (PK) to QTc modeling to assess the 
effect of drug concentration on cardiac repolarization. The supratherapeutic dose in this 
trial was therefore 6 g of SYM-1219, administered as a single oral dose. 

A crossover trial is the preferred design as subjects act as their own controls. The dosage 
of SYM-1219 used clinically is 2 g orally. The clinical dose of SYM-1219 administered 
in this trial was therefore 2 g, administered as a single oral dose.

Reviewer’s Comment: SYM-1219 is a single dose treatment. No food effect or drug-drug 
interactions have been observed. PK of secnidazole appears to be linear within dose 
range of 2 g and 6 g and inter-subject variability was less than 30%. Kidney and bile 
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duct represent 2 equilibrated pathways of elimination of the drug. Because special 
population studies (hepatic impairment and renal impairment) have not been conducted, 
the highest clinically relevant exposure (likely renal impairment) is not known. The 
previous QT-IRT review for the TQT study protocol (dated 02/10/2016) noted that “The 
expected high clinical exposure scenario is unlikely to vary significantly from the 
therapeutic exposure with a single 2 g dose. So the selected doses [therapeutic dose and 
either the maximum tolerated dose or a dose that is 2- or 3- fold the therapeutic dose] 
are acceptable”. 

3.2.6.3 Instructions with Regard to Meals
A single dose will be administered with food or without food. Secnidazole oral granule 
may be sprinkled onto soft food or taken with aid of a glass of water or other liquid.

Reviewer’s Comment:  There is no food effect, so the recommended administration 
appears reasonable. 

3.2.6.4 ECG and PK Assessments
ECG: The continuous 12-Lead Holter ECG recording were started 1 hour prior to dosing 
on Day 1 of all treatment periods and continued until 24 hours after dosing (i.e., in the 
morning of Day 2). On Day 1 of each treatment period, subjects remained in a supine 
position at rest for 10 minutes prior to and 5 minutes after each of the following time 
points: 45, 30 and 15 minutes prior to dosing and 1, 2, 3, 4, 5, 6, 8, 12 and 24 hours after 
dosing.

PK: Blood samples for PK analysis were collected promptly after each corresponding 
ECG time point: within 30 minutes prior to dosing, and 1, 2, 3, 4, 5, 6, 8, 12 and 24 hours 
after dosing.

Reviewer’s Comment:  Acceptable. The ECG/PK sampling time is able to capture effects 
near Tmax (~4 hour median) and potential delayed effects over 24 hours.

3.2.6.5 Baseline
Baseline for each period was defined as the average of the measured QTc intervals from 
the 3 ECG timepoints recorded predose in that period. 

3.2.7  ECG Collection
Intensive 12-Lead Holter monitoring will be used to obtain digital ECGs. Standard 12-
Lead ECGs will be obtained while subjects are recumbent.

3.2.8 Sponsor’s Results

3.2.8.1 Study Subjects
A total of 52 subjects were enrolled at 1 research center in the United States. A total of 5 
subjects (9.6%) discontinued the study prematurely. The majority of subjects were male 
(57.7%), White (86.5%), and of Hispanic or Latino ethnicity (96.2%). The mean age of 
the subjects was 45 years with a range of 20 to 65 years.
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3.2.8.2 Statistical Analyses

3.2.8.2.1 Primary Analysis
The sponsor used a mixed effects model with the change from baseline measurement in
QTc as the dependent variable; treatment, time, period, sequence, and the time-by-
treatment interaction as fixed factors; baseline QTc values as a covariate; and subject 
within sequence as random effect.  An unstructured covariance structure for the repeated 
measures at postdose timepoints for subjects within treatment period was chosen. If the 
model with unstructured covariance matrix fails to converge, other covariance matrix 
such as autoregressive and compound symmetry will be considered.

In the placebo and SYM-1219 2 g period, mean change-from-baseline QTcF values 
(ΔQTcF) were negative or close to zero, whereas somewhat larger values were seen on 
SYM-1219 6 g from 3 hours and onwards. In the SYM-1219 6 g period, mean ΔΔQTcF 
was above 5 ms between 2 and 8 hours post-dosing, with the largest values at 4 hours 
[7.6 ms; 90% confidence interval (CI): 5.5 to 9.7] and 5 hours [7.6 ms; 90% CI: 5.5 to 
9.7]. Based on this analysis, an effect on ΔΔQTcF above 10 ms could be excluded after 
dosing with a supratherapeutic dose of SYM-1219. Detailed results are summarized in 
table below:

Table 2: Placebo-corrected change-from-baseline QTcF (ΔΔQTcF) (QT/QTc 
Analysis Set)
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Source: Sponsor’s iCardiac Safety Report dated 14 Jul 2016 Pages 19 and 20 of 38.
Reviewer’s Comments: The statistical reviewer disagrees with sponsor’s conclusions as it 
is incorrect to use the same standard error (SE) across different timepoints. The reviewer 
performed an independent analysis. Please see results in section 4.2.

3.2.8.2.2 Assay Sensitivity
The study's assay sensitivity was confirmed by the QT effect of moxifloxacin with the 
lower bound of the 90% CI, which was above 5 ms at all prespecified timepoints.

Reviewer’s Comments: The statistical reviewer disagrees with sponsor’s results as it is 
incorrect to use the same standard error (SE) across different timepoints. The reviewer 
performed an independent analysis. Please see results in section 4.2.

3.2.8.2.3 Categorical Analysis
SYM-1219 did not have a clinically meaningful effect on cardiac conduction (i.e., the PR 
and QRS intervals). SYM-1219 did not have a clinically relevant effect on heart rate or 
cardiac conduction (PR and QRS intervals). 

3.2.8.3  Safety Analysis
One subject discontinued due to a TEAE (atrial fibrillation) after administration of 2 g 
SYM-1219. All of the TEAEs were reported as being mild or moderate in severity. No 
severe TEAEs or SAEs were reported. No deaths were reported in the study.

3.2.8.4 Clinical Pharmacology

3.2.8.4.1 Pharmacokinetic Analysis
The PK results are presented in Table 3. Cmax and AUC values in the thorough QT study 
were 3-fold higher following administration of 6 g SYM-1219 compared with 2 g SYM-
1219, the intended clinical dose.
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Table 3: Sponsor’s Pharmacokinetics Analysis Results for Secnidazole Following 
Administration of SYM-1219 2 g and 6 g Doses

3.2.8.4.2 Exposure-Response Analysis
The relationship between the individually observed secnidazole concentrations and 
ΔΔQTcF is visualized in Figure 1.
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Figure 1: Scatter plot over pairs of observed secnidazole plasma concentrations and 
ΔΔQTcF

The relationship between plasma concentration levels of secnidazole following SYM-
1219 administration and ΔΔQTcF was evaluated using a linear mixed-effects modeling 
approach. A linear model with an intercept provided a good fit to the observed QTcF data 
and was therefore used to establish the relationship. A final assessment of the adequacy 
of the linear mixed effects model is given by the goodness-of-fit plot in Figure 2, which 
shows the mean ΔΔQTcF (90% CI) within each secnidazole concentration decile on 
doses SYM-1219 2 g and SYM-1219 6 g and the model-predicted mean ΔΔQTcF with 
90% CI. From the plot, it can be seen that the predicted ΔΔQTcF values are close to the 
observed values. Therefore, it can be concluded that the proposed model provides a 
reasonable representation of the relationship between ΔΔQTcF (placebo-corrected, 
change-from baseline for QTcF) and secnidazole concentrations.

The estimated population slope of the exposure response relationship was 0.058 msec per 
μg/mL (90% CI: 0.042 to 0.073) with an intercept of 0.594 msec (Table 4). The slope of 
the relationship was statistically significant and a concentration-dependent slightly 
positive effect of secnidazole on QTcF was therefore identified. 

The predicted ΔΔQTcF at the geometric mean peak secnidazole concentrations after 
dosing with SYM-1219 2 g and SYM-1219 6 g is shown in Table 5 and visualized in 
Figure 3. The predicted ΔΔQTcF effect using this model was 2.74 msec (90% CI: 1.79 to 
3.69) and 6.93 msec (90% CI: 5.47 to 8.39) at the observed geometric mean peak plasma 
concentrations after dosing with SYM-1219 2 g (37.05 μg/mL) and SYM-1219 6 g 
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(109.33 μg/mL), respectively. Using the exposure response analysis, a predicted QT 
effect exceeding 10 msec (upper bound of 90% CI) can be excluded at secnidazole 
plasma concentrations up to ∼125 μg/mL. The predicted QT effect up to this plasma 
concentration level is of no clinical concern.

Figure 2: Model predicted ΔΔQTcF (mean and 90% CI) and observed ΔΔQTcF 
(mean and 90% CI) across deciles of secnidazole plasma concentrations

Table 4: Exposure-response analysis of secnidazole - associated ΔΔQTcF prolongation
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Table 5: Predicted ΔΔQTcF interval at geometric mean peak secnidazole concentrations*

Figure 3: Predicted mean (90% CI) ΔΔQTcF interval at geometric mean peak 
secnidazole*

Reviewer’s Analysis: Analysis of ∆∆QTc vs. drug concentrations is presented in Section 
4.3.

4 REVIEWERS’ ASSESSMENT

4.1 EVALUATION OF THE QT/RR CORRECTION METHOD

QTcF was used for primary and categorical analyses. 
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4.2 STATISTICAL ASSESSMENTS

4.2.1 QTc Analysis

4.2.1.1 The Primary Analysis for the Study Drug
The statistical reviewer used mixed model to analyze the QTcF effect. The model 
includes time, treatment, period, sequence, and time*treatment as fixed effects and 
SUBJECT within sequence as a random effect.  Baseline values are also included in the 
model as a covariate.  The analysis results are listed in the following tables.

Table 6: Analysis Results of QTcF and QTcF for SYM-1219
SYM-1219 2 G SYM-1219 6 G

QTcF Placebo QTcF QTcF Placebo QTcF

Time 
(hrs)

LS 
Mean 
(ms)

LS 
Mean 
(ms)

Diff 
LS 

Mean 
(ms)

90% CI 
(ms)

LS 
Mean 
(ms)

LS 
Mean 
(ms)

Diff 
LS 

Mean 
(ms)

90% CI 
(ms)

1 -7.8 -7.2 -0.6 (-2.7, 1.6) -6.2 -7.2 1.0 (-1.1, 3.2)

2 -7.0 -9.0 2.0 (0.1, 3.9) -2.4 -9.0 6.7 (4.8, 8.5)

3 -3.2 -4.3 1.1 (-0.6, 2.8) 1.6 -4.3 5.9 (4.2, 7.6)

4 0.1 -2.7 2.8 (0.8, 4.9) 4.8 -2.7 7.6 (5.5, 9.6)

5 0.4 -3.6 4.0 (0.4, 7.6) 3.9 -3.6 7.6 (4.0, 11.2)

6 -0.9 -4.8 4.0 (1.4, 6.5) 1.5 -4.8 6.3 (3.8, 8.9)

8 -2.3 -5.1 2.8 (0.6, 5.0) 0.8 -5.1 6.0 (3.7, 8.2)

12 -0.6 -2.8 2.2 (-0.6, 4.9) 1.2 -2.8 4.0 (1.3, 6.8)

24 -3.7 -4.9 1.3 (-0.8, 3.4) -2.9 -4.9 2.0 (-0.1, 4.1)

The largest upper bounds of the 2-sided 90% CI for the mean difference between SYM-
1219 2 G and placebo, and between SYM-1219 6 G and placebo were 7.6 and 11.2, 
respectively.  

4.2.1.2 Assay Sensitivity Analysis
The statistical reviewer used the same statistical model to analyze moxifloxacin and 
placebo data.  The results are presented in Table 7.  The largest unadjusted 90% lower 
confidence interval is 13.2.  By considering Bonferroni multiple endpoint adjustment, the 
largest lower confidence interval is 12.7, which indicates that an at least 5 ms QTcF 
effect due to moxifloxacin can be detected from the study.  

Table 7: Analysis Results of QTcF and QTcF for Moxifloxacin

QTcF Placebo QTcF

Time 
(hrs)

LS 
Mean 
(ms)

LS 
Mean 
(ms)

Diff 
LS 

Mean 
(ms)

90% CI 
(ms)

Adjusted 90% 
CI (ms)
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QTcF Placebo QTcF

Time 
(hrs)

LS 
Mean 
(ms)

LS 
Mean 
(ms)

Diff 
LS 

Mean 
(ms)

90% CI 
(ms)

Adjusted 90% 
CI (ms)

1 3.0 -7.2 10.3 (8.1, 12.5) (7.4, 13.1)

2 6.1 -9.0 15.1 (13.2, 17.0) (12.7, 17.5)

3 9.4 -4.3 13.7 (11.9, 15.4) (11.4, 16.0)

4 9.6 -2.7 12.4 (10.3, 14.4) (9.7, 15.0)

5 6.7 -3.6 10.3 (6.7, 13.9) (5.6, 15.0)

6 6.4 -4.8 11.3 (8.7, 13.8) (8.0, 14.6)

8 5.4 -5.1 10.6 (8.3, 12.8) (7.6, 13.5)

12 6.5 -2.8 9.3 (6.5, 12.1) (5.7, 12.9)

24 3.0 -4.9 7.9 (5.8, 10.0) (5.1, 10.6)

* Bonferroni method was applied for multiple endpoint adjustment for 3 time points.

4.2.1.3 Graph of QTcF Over Time
The following figure displays the time profile of QTcF for different treatment groups.

Figure 4: Mean and 90% CI QTcF Timecourse

(Note: CIs are all unadjusted including moxifloxacin)
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4.2.1.4 Categorical Analysis
Table 8 lists the number of subjects as well as the number of observations whose QTcF 
values are ≤ 450 ms, between 450 ms and 480 ms.  No subject’s QTcF was above 480 
ms.  

Table 8: Categorical Analysis for QTcF 

Total
N

Value<=450
ms

450
ms<Value<=480

ms

Treatment
Group

#
Subj.

#
Obs.

#
Subj.

#
Obs.

#
Subj.

#
Obs.

MOXIFLOXACIN 47 410 43 (91.5%) 396 (96.6%) 4 (8.5%) 14 (3.4%)

PLACEBO 48 425 48 (100%) 425 (100%) 0 (0.0%) 0 (0.0%)

SYM-1219 2 G 49 429 48 (98.0%) 428 (99.8%) 1 (2.0%) 1 (0.2%)

SYM-1219 6 G 49 427 46 (93.9%) 422 (98.8%) 3 (6.1%) 5 (1.2%)

Table 9 lists the categorical analysis results for ΔQTcF.  No subject’s change from 
baseline was above 60 ms.

Table 9: Categorical Analysis of ΔQTcF

Total
N

Value<=30
ms

30
ms<Value<=60

ms

Treatment
Group

#
Subj.

#
Obs.

#
Subj.

#
Obs.

#
Subj.

#
Obs.

MOXIFLOXACIN 47 410 45 (95.7%) 406 (99.0%) 2 (4.3%) 4 (1.0%)

PLACEBO 48 425 48 (100%) 425 (100%) 0 (0.0%) 0 (0.0%)

SYM-1219 2 G 49 429 48 (98.0%) 428 (99.8%) 1 (2.0%) 1 (0.2%)

SYM-1219 6 G 49 427 48 (98.0%) 426 (99.8%) 1 (2.0%) 1 (0.2%)

 

4.2.2 HR Analysis
The same statistical analysis was performed based on HR.  The point estimates and the 
90% confidence intervals are presented in Table 10.  The largest upper limits of 90% CI 
for the HR mean differences between SYM-1219 2 G and placebo, and between SYM-
1219 6 G and placebo are 4.0 bpm and 4.5 bpm, respectively. 
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Table 10: Analysis Results of HR and HR 

Treatment Group

SYM-1219 2 G SYM-1219 6 G

HR Placebo HR HR Placebo HR

Time 
(hrs)

LS 
Mean 
(bpm

)

LS 
Mean 
(bpm)

Diff 
LS 

Mean 
(bpm

)
90% CI 
(bpm)

LS 
Mean 
(bpm

)

LS 
Mean 
(bpm)

Diff 
LS 

Mean 
(bpm

)
90% CI 
(bpm)

1 5.2 5.6 -0.4 (-1.8, 0.9) 6.0 5.6 0.4 (-0.9, 1.8)

2 2.9 2.3 0.7 (-0.6, 2.0) 3.7 2.3 1.4 (0.1, 2.7)

3 1.1 1.1 0.0 (-1.4, 1.5) 3.3 1.1 2.2 (0.8, 3.6)

4 1.5 0.4 1.1 (-0.3, 2.4) 2.8 0.4 2.4 (1.0, 3.7)

5 8.6 9.0 -0.4 (-2.2, 1.4) 9.6 9.0 0.6 (-1.2, 2.4)

6 9.7 8.2 1.5 (-0.2, 3.2) 8.6 8.2 0.4 (-1.3, 2.1)

8 7.4 6.4 1.1 (-0.6, 2.8) 8.9 6.4 2.5 (0.8, 4.2)

12 10.0 7.8 2.2 (0.4, 4.0) 10.2 7.8 2.3 (0.5, 4.2)

24 2.7 2.8 -0.2 (-1.9, 1.5) 5.6 2.8 2.8 (1.1, 4.5)

4.2.3 PR Analysis
The same statistical analysis was performed based on PR interval.  The point estimates 
and the 90% confidence intervals are presented in Table 11.  The largest upper limits of 
90% CI for the PR mean differences between SYM-1219 2 G and placebo, and between 
SYM-1219 6 G and placebo are 3.2 ms and 3.5 ms, respectively. There are 1 (2.0%) and 
1 (2.0%) subjects who experienced QRS interval greater than 110 ms in both SYM-1219 
2 G and SYM-1219 6 G, respectively.

The outlier analysis results for PR are presented in Table 12.  
Table 11: Analysis Results of PR and PR 

Treatment Group

SYM-1219 2 G SYM-1219 6 G

PR Placebo PR PR Placebo PR

Time 
(hrs)

LS 
Mean 
(ms)

LS 
Mean 
(ms)

Diff 
LS 

Mean 
(ms)

90% CI 
(ms)

LS 
Mean 
(ms)

LS 
Mean 
(ms)

Diff 
LS 

Mean 
(ms)

90% CI 
(ms)

1 1.8 1.2 0.6 (-1.5, 2.8) 0.0 1.2 -1.2 (-3.3, 1.0)

2 -0.7 0.3 -1.1 (-3.0, 0.9) -1.0 0.3 -1.3 (-3.3, 0.7)

3 -2.0 -1.5 -0.5 (-2.4, 1.4) -3.2 -1.5 -1.7 (-3.6, 0.2)
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Treatment Group

SYM-1219 2 G SYM-1219 6 G

PR Placebo PR PR Placebo PR

Time 
(hrs)

LS 
Mean 
(ms)

LS 
Mean 
(ms)

Diff 
LS 

Mean 
(ms)

90% CI 
(ms)

LS 
Mean 
(ms)

LS 
Mean 
(ms)

Diff 
LS 

Mean 
(ms)

90% CI 
(ms)

4 -2.5 -2.0 -0.6 (-2.9, 1.8) -4.3 -2.0 -2.3 (-4.6, 0.0)

5 -4.0 -2.4 -1.7 (-4.0, 0.7) -3.1 -2.4 -0.7 (-3.1, 1.6)

6 -5.8 -4.2 -1.6 (-4.0, 0.8) -3.4 -4.2 0.8 (-1.5, 3.2)

8 -4.8 -5.1 0.3 (-1.8, 2.5) -5.7 -5.1 -0.6 (-2.8, 1.6)

12 -5.4 -4.7 -0.8 (-3.1, 1.6) -3.5 -4.7 1.1 (-1.2, 3.5)

24 -1.2 -1.9 0.7 (-1.8, 3.2) -2.1 -1.9 -0.2 (-2.7, 2.3)

Table 12: Categorical Analysis for PR

T
Value<=200

ms
Value>200

ms

Treatment
Group

#
Subj.

#
Obs.

#
Subj.

#
Obs.

#
Subj.

#
Obs.

MOXIFLOXACIN 47 410 47 (100%) 410 (100%) 0 (0.0%) 0 (0.0%)

PLACEBO 48 425 47 (97.9%) 420 (98.8%) 1 (2.1%) 5 (1.2%)

SYM-1219 2 G 49 429 48 (98.0%) 427 (99.5%) 1 (2.0%) 2 (0.5%)

SYM-1219 6 G 49 427 48 (98.0%) 426 (99.8%) 1 (2.0%) 1 (0.2%)

4.2.4 QRS Analysis
The same statistical analysis was performed based on QRS interval.  The point estimates 
and the 90% confidence intervals are presented in Table 13.  The largest upper limits of 
90% CI for the QRS mean differences between SYM-1219 2 G and placebo, and between 
SYM-1219 6 G and placebo are 0.9 ms and 0.7 ms, respectively.  There are 9 (18.4%) 
and 9 (18.4%) subjects who experienced QRS interval greater than 110 ms in both SYM-
1219 2 G and SYM-1219 6 G, respectively.

The outlier analysis results for QRS are presented in Table 14.
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Table 13: Analysis Results of QRS and QRS 
Treatment Group

SYM-1219 2 G SYM-1219 6 G

qrs Placebo qrs qrs Placebo qrs

Time 
(hrs)

LS 
Mean 
(ms)

LS 
Mean 
(ms)

Diff 
LS 

Mean 
(ms)

90% CI 
(ms)

LS 
Mean 
(ms)

LS 
Mean 
(ms)

Diff 
LS 

Mean 
(ms)

90% CI 
(ms)

1 0.4 0.0 0.4 (0.1, 0.7) 0.3 0.0 0.3 (-0.1, 0.6)

2 0.1 -0.1 0.3 (-0.1, 0.6) 0.1 -0.1 0.3 (-0.1, 0.6)

3 0.3 -0.0 0.3 (-0.0, 0.6) 0.4 -0.0 0.4 (0.1, 0.7)

4 0.5 0.1 0.4 (0.1, 0.7) 0.5 0.1 0.4 (0.1, 0.7)

5 0.3 0.1 0.3 (-0.2, 0.7) 0.3 0.1 0.2 (-0.2, 0.7)

6 -0.1 -0.3 0.1 (-0.3, 0.6) -0.3 -0.3 -0.0 (-0.5, 0.4)

8 -0.1 -0.3 0.1 (-0.3, 0.6) -0.1 -0.3 0.2 (-0.3, 0.7)

12 -0.1 -0.1 0.0 (-0.5, 0.5) -0.5 -0.1 -0.4 (-0.9, 0.1)

24 0.3 -0.3 0.6 (0.2, 0.9) 0.1 -0.3 0.3 (-0.0, 0.7)

Table 14: Categorical Analysis for QRS

N
Value<=100

ms

100
ms<Value<=110

ms
Value>110

ms

Treatment
Group

#
Subj.

#
Obs.

#
Subj.

#
Obs.

#
Subj.

#
Obs.

#
Subj.

#
Obs.

MOXIFLOXACIN 47 410 9 (19.1%) 132 (32.2%) 29 (61.7%) 227 (55.4%) 9 (19.1%) 51 (12.4%)

PLACEBO 48 425 11 (22.9%) 154 (36.2%) 30 (62.5%) 229 (53.9%) 7 (14.6%) 42 (9.9%)

SYM-1219 2 G 49 429 12 (24.5%) 145 (33.8%) 28 (57.1%) 220 (51.3%) 9 (18.4%) 64 (14.9%)

SYM-1219 6 G 49 427 13 (26.5%) 139 (32.6%) 27 (55.1%) 230 (53.9%) 9 (18.4%) 58 (13.6%)

4.3 CLINICAL PHARMACOLOGY ASSESSMENTS

The mean drug concentration-time profile is illustrated in Figure 5.
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Figure 5: Mean secnidazole (SYM-1219) concentration-time 
profiles for 2 g (blue line) and 6 g (red line) dose

The relationship between ΔΔQTcF and secnidazole concentrations was investigated by 
linear mixed-effects modeling. Amongst three different models, a linear model with 
intercept was used for further analysis since this model was found to fit the data best. 
Table 15 summarizes the results of the secnidazole concentration-∆∆QTcF analyses. The 
exposure-response relationship between ∆∆QTcF and secnidazole concentration is 
visualized in Figure 6. The relationship shows a statistically significant positive slope. 
The goodness-of-fit plot in Figure 7 shows the observed median-quantile secnidazole 
concentrations and associated mean (90% CI) ∆∆QTcF together with the mean (90% CI) 
predicted ∆∆QTcF. The mean (90% CI) predicted ΔΔQTcF at the mean peak secnidazole 
concentrations for therapeutic (2 g) and supratherapeutic (6 g) SYM-1219 doses are 2.73 
and 6.97 ms (shown in Figure 8) with upper bound of 90% CI of 3.65 and 8.45 ms, 
respectively. These upper bounds are below the 10 ms regulatory threshold.

Table 15: Exposure-Response Analysis of secnidazole (SYM-1219) Associated 
∆∆QTcF prolongation  

Parameter Estimate P-value

∆∆QTcF = Intercept + slope* Secnidazole Concentration

Intercept (ms) 0.58 (-0.46; 1.61) 0.3567

Slope (ms per ng/mL) 0.058 (0.043; 0.073) <.0001

Residual Variability (ms) 6.18
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Figure 6: ΔΔQTcF vs. Secnidazole Concentration
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Figure 7: Model predicted ΔΔQTcF (mean and 90% CI ; black line with shaded 
grey area) and observed ΔΔQTcF (mean and 90% CI; colored dots) across deciles of 

secnidazole plasma concentrations

Figure 8: Mean (90% CI) Predicted ∆∆QTcF at Geo. Mean Cmax for 2 g and 6 g 
Secnidazole dosing

Reference ID: 4093249



22

4.4 CLINICAL ASSESSMENTS

4.4.1 Safety assessments
None of the events identified to be of clinical importance per the ICH E14 guidelines, i.e. 
syncope, seizure, significant ventricular arrhythmias or sudden cardiac death, occurred in 
this study.

4.4.2 ECG assessments
Overall ECG acquisition and interpretation in this study appears acceptable.

4.4.3 PR and QRS Interval
There are no clinically meaningful effects on the PR and QRS intervals observed in 
SYM-1219.
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5 APPENDIX

5.1 HIGHLIGHTS OF CLINICAL PHARMACOLOGY
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5.2 TABLE OF ASSESSMENTS
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