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Rx or OTC: Prescription (Rx) 
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FDA Received Date: May 21, 2020 
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DMEPA Team Leader: Lolita White, PharmD 
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1. PURPOSE OF MEMORANDUM 
Evofem, Inc. submitted revised branded foil and carton labeling on May 21, 2020 in response to 
comments in our May 6, 2020 label and labeling review for Phexxi (lactic acid, citric acid and 
potassium bitartrate) vaginal gel.a Subsequently, the Division of Urology, Obstetrics, and 
Gynecology (DUOG) requested that we review the proposed changes to the Phexxi labels and 
labeling for areas of vulnerability that may lead to medication errors.  

2. CONCLUSION 

The Applicant implemented all of our recommendations and we have no additional 
recommendations at this time. 

1 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately following this 
page

a Holquist, C. Memorandum Review of Revised Labels and Labeling for Phexxi (lactic acid, citric acid and potassium 
bitartrate) Vaginal Gel, Silver Spring (MD). FDA, CDER, OSE, OMEPRM, DMEPA 2020 MAY 06. 
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Department of Health and Human Services
 
Public Health Service
 

Food and Drug Administration
 
Center for Drug Evaluation and Research
 

Office of Medical Policy  


PATIENT LABELING REVIEW
 

Date:	 May 7, 2020 

To:	 Kim Shiley, RN, BSN, BSBA 
Regulatory Health Project Manager 
Division of Urology, Obstetrics, and Gynecology 
(DUOG) 

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:	 Nyedra W. Booker, PharmD, MPH 
Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 
Jina Kwak, PharmD 
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 PHEXXI (lactic acid, citric acid, and potassium bitartrate) 
name): 
Dosage Form and vaginal gel 
Route: 
Application NDA 208352 
Type/Number: 
Applicant:	 Evofem, Inc. 
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1 INTRODUCTION 
On November 25, 2019, Evofem, Inc. submitted for the Agency’s review a Complete 
Response (CR) Resubmission to the Original New Drug Application (NDA) for 
PHEXXI (lactic acid, citric acid, and potassium bitartrate) vaginal gel. PHEXXI 
(lactic acid, citric acid, and potassium bitartrate) vaginal gel has the proposed 
indication to prevent pregnancy in females of reproductive potential for use as an on-
demand method of contraception. 
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 Urology, Obstetrics, and Gynecology (DUOG) on January 
21, 2020 and February 11, 2020, respectively, for DMPP and OPDP to review the 
Applicant’s proposed Patient Package Insert (PPI) and Instructions for Use (IFU) for 
PHEXXI (lactic acid, citric acid, and potassium bitartrate) vaginal gel.  
DMPP conferred with the Division of Medication Error, Prevention, and Analysis 
(DMEPA) and a separate DMEPA review of the IFU will be forthcoming. 

2	 MATERIAL REVIEWED 

•	 Draft PHEXXI (lactic acid, citric acid, and potassium bitartrate) vaginal gel PPI 
and IFU received on November 25, 2019 and received by DMPP and OPDP on 
April 27, 2020.  

•	 Draft PHEXXI (lactic acid, citric acid, and potassium bitartrate) vaginal gel 
Prescribing Information (PI) received on November 25, 2019, revised by the 
Review Division throughout the review cycle, and received by DMPP and OPDP 
on April 27, 2020. 

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. 
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 have reformatted the PPI and IFU 
documents using the Arial font, size 10 and 11 respectively. 
In our collaborative review of the PPI and IFU we have: 

•	 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 
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•	 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 meet the criteria as specified in FDA’s Guidance 
for Useful Written Consumer Medication Information (published July 2006) 

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 is 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. 

18 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) 
immediately following this page
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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)
 

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

Date of This Review: May 6, 2020 

Requesting Office or Division: Division of Urology, Obstetrics, and Gynecology (DUOG) 

Application Type and Number: NDA 208352 

Product Name and Strength: Phexxi (lactic acid, citric acid and potassium bitartrate) 
Vaginal Gel, 

1.8%,1%,0.4% 
Product Type: Multiple Ingredient Product 

Rx or OTC: Prescription (Rx) 

Applicant Name: Evofem, Inc. 

FDA Received Date: May 1, 2020 

OSE RCM #: 2015-1723-2 and 2019-2426-2 

DMEPA Safety Evaluator: Carol Holquist, RPh 

DMEPA Team Leader: Lolita White, PharmD 
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1.	 PURPOSE OF MEMORANDUM 
Evofem, Inc. submitted revised container labels and carton labeling on May 1, 2020 for Phexxia 

(lactic acid, citric acid and potassium bitartrate) Vaginal Gel. The Division of Urology, Obstetrics, 
and Gynecology (DUOG) requested we review the revised labels and labeling for Phexxi 
(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.b 

2.	 CONCLUSION 

The revised container labels and carton labeling are unacceptable from a medication error 
perspective.  Certain information should be relocated to the principal display panel to provide 
greater prominence to the information, the specialized font used for the proprietary name 
decreases readability of the proprietary name, the strength appears on the same line as the 
dosage form which decreases its prominence on the labels/labeling, and the established name 
was not revised to eliminate the capital “L” from the name per chemistry’s recommendation.  
In addition the Applicant stated in their response that they will use the “unbranded foil pouch 
for process validation and before agreement is reached on the final tradename label”. The 
“unbranded foils were already ordered for the 3 process validation lots and the first 4 
commercial batches”. We defer to DUOG on acceptability of this approach (see section 3A 
below). 

3.	 CONSIDERATIONS FOR THE DIVISION OF UROLOGY, OBSTETRICS, AND GYNECOLOGY 
(DUOG) 

A.	 Evofem, Inc. clarified the intended use of the unbranded foil pouches in this submission. 
They stated the unbranded foil pouch version 1 “was used for process validation” and 
“unbranded foil version 2 will be used for product manufactured after process validation 
and before agreement is reached on the final tradename label. The unbranded foils will 
be used in the initial launch. Foil has already been ordered for the 3 process validation 
lots and the first 4 commercial batches using the unbranded foil version 2”. Evofem was 
notified that the proprietary name “Phexxi” was conditionally acceptable on February 
21, 2020. We do not know if the use of the unbranded foil pouch for the first 4 
commercial batches was approved by DUOG or CMC, thus we defer to the division on 
the acceptability of the applicants proposal to use the unbranded foil pouches for 
commercial use at launch. 

a Harris, D. Proprietary Name Request Conditionally Acceptable Letter to Evofem, Inc for L-Lactic Acid, Citric Acid, 
Potassium Bitartrate Gel (NDA 208352). Silver Spring (MD); FDA, CDER, OSE, OMEPRM, DMEPA 2020 FEB 21. 
b Holquist, C. Review of Revised Label and Labeling for Phexxi (L-lactic acid, citric acid and potassium bitartrate) 
Vaginal Gel (NDA 208352), Silver Spring (MD), FDA, CDER, OSE, OMEPRM, DMEPA 2020 APR 8. OSE RCM No. 2015
1 and 2019-2426-1. 
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B.	 CMC determined “L-lactic acid” in the established name is not acceptable and that the 
name should be represented as “(lactic acid, citric acid and potassium bitartrate) Vaginal 
Gel” on all labels and labeling. However, the applicant continues to present the 
established name with “L-lactic acid”. Thus, we request CMC’s recommendation on the 
established name be reiterated to the applicant. 

4.	 RECOMMENDAITONS FOR EVOFEM, INC. 
We recommend the following be implemented prior to approval of this NDA 208352. 

A.	 Branded Foil and Branded Carton 

1.	 Relocate the product strength to appear on the line below “Vaginal Gel” to increase 
the prominence of the statement of strength on all labels and labeling. 

2.	 You have presented the proprietary name in a highly stylized scripted font that may 
decrease the readability of the name. For example, the lower case scripted “p” may 
resemble “a lower case j followed by a lower case a” or seen as a lower case “y”. The 
scripted lower case “h” may resemble the letter “l” or letter combination “l and r ” 
and the  scripted lower case “e” may resemble the letter “c”.  Misinterpretation of 
the letters within the name may contribute to product selection medication errors. 
We request that you revise the presentation of the proprietary name so that the 
letters are legible and not open to potential misinterpretation on examination of the 
label/labeling. 

B.	 Branded Carton 
1.	 Relocate the “Rx only” statement to the principal display panel. The statement lacks 

prominence in the current location on the labeling. Once relocated, please ensure 
this statement has less prominence than the proprietary name, established name, 
and product strength. 

2.	 Relocate the “net contents statement” to appear on the principal display panel. The 
information is difficult to locate in its current position on the carton due to the 
density of other surrounding text.  Once relocated, please ensure this statement has 
less prominent than the proprietary name, established name, and product strength. 

C.	 Unbranded Foil 
1. Revise the labeling in accordance with comments A 1 above. 

2 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately 
following this page
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(b) (4)

Clinical Inspection Summary 


Date April 7, 2016 
From Roy Blay, Ph.D., Reviewer, GCPAB\OSI 

Janice K. Pohlman, M.D., M.P.H., Team Leader, GCPAB\OSI 
Kassa Ayalew, M.D., M.P.H., Branch Chief, GCPAB\OSI 

To Charlene Williamson, Regulatory Project Manager 
Regina Zopf, M.D., Medical Officer 
Lisa Soule, M.D., Medical Team Leader 
Division of Bone, Reproductive, and Urologic Products 

NDA/BLA # 208352 
Applicant Evofem, Inc. 
Drug Amphora Gel™ 
NME (Yes/No) No 
Therapeutic 
Classification 
Proposed 
Indication(s)

Standard Review 
 women desiring contraception 

Consultation 
Request Date 

September 10, 2015 

Summary Goal 
Date 

April 8, 2016 

Action Goal Date May 2, 2016 
PDUFA Date May 2, 2016 

1. OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS 

The clinical sites of Drs. Andruczyk, Yang, Hernandez, Prokofyeva, and Tarasova were inspected 
in support of this NDA. Dr. Andruczyk’s site was issued a Form FDA 483 for observations 
related to inadequate drug accountability and failure to adhere to protocol. The isolated 
findings at this site would not appear to have adversely affected subject safety or data quality. 
The final classification of this inspection was VAI. 

The final classification of the inspections for Drs. Yang, Hernandez, Prokofyeva, and Tarasova 
was NAI. 

The study appears to have been conducted adequately, and the data generated by these sites 
appear acceptable in support of the respective indication. 

Reference ID: 3913934 
Reference ID: 4614956 



  

 

 
 

 

 
 

Page 2 Clinical Inspection Summary - NDA 208352 

2. BACKGROUND 

The Applicant submitted this NDA to support the use of Amphora Gel™ for 
women desiring contraception. 

(b) (4)

Protocol AMP001 entitled, “A Multicenter, Open-Label, Randomized Study of the Contraceptive 
Efficacy and Safety of Amphora™ Gel Compared to Conceptrol® Vaginal Gel” was inspected in 
support of this application. 

The clinical sites of Drs. Yang, Hernandez, and Andruczyk were chosen because they had not 
been previously inspected, the sites generated large volumes of data, and the sites reported 
pregnancy rates skewing the data in favor of Amphora Gel.  In addition, Dr. Hernandez’s site 
reported the highest number of protocol violations and made up a large proportion of the data. 

The clinical sites of Drs. Prokofyeva and Tarasova were selected for inspection because they 
contributed a large portion of the Russian data.  This data indicated that Russian pregnancy 
rates as compared to US rates were much lower than expected. The Russian pregnancy rates 
were also much lower than expected for spermicidal gel. Russian sites reported very low 
discontinuation rates compared to US data (69% versus 4%). These results skewed the data 
heavily in favor of Amphora Gel. Also, despite the large numbers of subjects enrolled, there 
were only two protocol violations reported at each site which was lower than expected. 

Overall, 62 clinical research sites (49 from the United States and 13 from Russia) participated in the 
trial which lasted from May 2011 to June 2014, with 3,389 subjects enrolled (1,695 Amphora™; 1,694 
Conceptrol®) and had a primary efficacy endpoint of contraceptive efficacy over six months (183 days) 
of Amphora™ Gel use when compared to Conceptrol® Vaginal Gel. The sponsor’s conclusion after 
reviewing the data from the study was that the cumulative six-month pregnancy percentage for 
Amphora™ Gel was not inferior to that of Conceptrol® 

Reference ID: 3913934 
Reference ID: 4614956 
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3. RESULTS (by site): 

Site #/ 
Name of CI/ 
Address 

Protocol #/ 
# of Subjects 

Inspection 
Dates 

Final Classification 

121/ 
Yue-Cheng Yang/ 
Johns Hopkins Community Physicians 
3100 Wyman Park Drive 
Baltimore, MD 21211 

AMP001/ 
81 

12-20 Nov 2015 NAI 

112/ 
Jesus Hernandez/ 
Advanced Clinical Research Institute, LLC 
1211 W. La Palma Ave., Suite 306 
Anaheim, CA 92801 

AMP001/ 
273 

27 Jan-12 Feb 16 NAI 

102/ 
Eugene Andruczyk/ 
Comprehensive Clinical Trials, LLC 
9501 Roosevelt Blvd., Suite 404 
Philadelphia, PA 19114 

AMP001/ 
75 

19-22 Oct 2015 VAI 

605/ 
Svetlana Prokofyeva/ 
Sredniy pr. V.O., 
48, housing 20H, Lit. A 
St. Petersburg 
Russia 

AMP001/ 
108 

22-26 Feb 16 NAI 

606/ 
Marina Tarasova/ 
Mendeleyevskaya line, 3 
St. Petersburg 
Russia 

AMP001/ 
62 

1-3 Mar 16 NAI 

Key to Classifications 

NAI = No deviation from regulations. 
VAI = Deviation(s) from regulations. 
OAI = Significant deviations from regulations.  Data unreliable. 
Pending = Preliminary classification based on information in 483 or preliminary 

communication with the field; EIR has not been received from the field, and complete 
review of EIR is pending. Final classification occurs when the post-inspectional 
letter has been sent to the inspected entity. 

Reference ID: 3913934 
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1. Yue-Cheng Yang, M.D. 

At this site for Protocol AMP001, 125 subjects were screened, 44 subjects failed screening, 
81 subjects were enrolled, 57 subjects discontinued from the study, and 24 subjects 
completed the study. The majority of subjects who were discontinued from the study were 
either lost to follow up or not compliant with the protocol. The records of 64 subjects (54 
enrollees and 10 screen failures) were reviewed. Records reviewed included, but were not 
limited to, monitoring reports, financial disclosure, training records, sponsor and IRB 
correspondence, subject diaries, questionnaires, study endpoints, adverse events, and test 
article accountability. 

Signed informed consent was obtained from all enrolled subjects prior to study entry. 
Source data was compared to line listings. A Form FDA 483 was not issued at the 
conclusion of the inspection. Review of the records noted above revealed no significant 
discrepancies or regulatory violations. 

The study appears to have been conducted adequately, and the data generated by this site 
appear acceptable in support of the respective indication. 

2. Jesus Hernandez, M.D. 

At this site for Protocol AMP001, 406 subjects were screened, 278 subjects were enrolled, 
and 105 subjects completed the study. The records of 131 subjects were reviewed. Source 
data were recorded on worksheets and then transferred to electronic Case Report Forms 
(eCRFs). Records reviewed included, but were not limited to, IRB, sponsor, and monitor 
correspondence, financial disclosure, screening /enrollment logs, the primary efficacy 
endpoint, protocol deviations, concomitant therapies, adverse reactions, and test article 
accountability. 

Signed informed consent was obtained from all enrolled subjects prior to study entry. 
Source data when compared with data listings were identical except for the report of a 

(b) (6)positive chlamydia infection for Subject at Visit 5 on March 27, 2012, on source 
documentation that was not reported in the eCRF and subsequently reported as negative in 
the line listings (Section 16.2.8.2, Laboratory Assessments: Pap smear and STI Tests). 
After database lock, the sponsor returned copies of the site’s eCRFs as pdf files on a 
compact disc. There were 24 pregnancies reported at this site.  The reason/cause for 
pregnancy is in Appendix 14.3.3 of the final study report.  

The discontinuation rate for the study was high: 278 subjects enrolled in the study with 105 
subjects completing the study.  Subsequent follow up with the field investigator indicated 
that subjects not completing the extension phase of the study were considered non
completers. In addition, subjects complained about the requirement for daily diary 
completion. Dr. Hernandez also noted that much of the study population was Hispanic and 
travelled to Mexico for extended periods, resulting in non-compliance with the protocol, 
discontinuation from the study, and/or being lost to follow up. Review of Table 16.2.0.A., 
Discontinued Subjects, indicated that 92 subjects were lost to follow up, 29 subjects 
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withdrew consent, and two withdrew because of adverse events. Other reasons for study 
discontinuation included lack of sexual activity, pregnancy, subject relocation, and lack of 
compliance with the protocol. 

Packaging of the test article was also problematic in that five shipments of the test article 
proved to have either an over count or under count of the number of applicators as noted 
below. These discrepancies were noted and documented during monitoring visits.  The firm 
has since developed SOPs to address the various phases of drug shipment including 
transport, receipt, storage, master drug log accountability, and individual subject drug 
accountability. The reason for the discrepancy in numbers of applicators shipped as 
compared to received was unknown. A Memo To File stated that review of the Master logs, 
the individual investigational product (IP) logs, and the source documents indicated that 
there were no discrepancies in the amount of IP dispensed to subjects. 

Shipment 
Received 

Shipment ID Lot 
Number 

Quantit 
y 

Balance 

11/15/11 31516A 72x4=2 -2 
1/4/12 35540C 72x3=2 +24 
1/31/12 31516A 72x5=3 -12 
2/20/12 35828D 72x5=3 -2 
3/22/12 35828D 72x5=3 +18 

(b) (4)

The study appears to have been conducted adequately, and the data generated by this site 
appear acceptable in support of the respective indication. 

3. Eugene Andruczyk, M.D. 

At this site for Protocol AMP001, 109 subjects were screened, 33 subjects failed screening, 
and 76 subjects were enrolled in the study. The majority of subjects who were discontinued 
from the study were either lost to follow up or not compliant with the protocol. Records 
reviewed included, but were not limited to, monitoring reports, financial disclosure, IRB, 
sponsor, and CRO communications, subject diaries, adverse events, protocol deviations, 
and test article accountability. 

Signed informed consent was obtained from all enrolled subjects prior to study entry. 
Source data was compared to line listings. The primary efficacy endpoint (no pregnancy) 
was verified for all enrolled subjects. Adverse events (a secondary endpoint) and 
inclusion/exclusion criteria were verified for 36 subjects. A Form FDA 483 was issued at 
the conclusion of the inspection noting that some adverse events were not documented in 
the CRFs, and some protocol-required testing was not performed. Drug reconciliation was 
not possible because the number of units shipped was inconsistent and usually exceeded 
stated invoice amounts. The site initially assumed invoices to be correct and did not count 
inventory upon receipt.  Once the site became aware of these inconsistencies, procedures 
were put in place to count all units upon receipt and adjust inventory amounts accordingly. 
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Page 6 Clinical Inspection Summary - NDA 208352 

Review of dispensation records by the site indicated that study drug was dispensed 
correctly to subjects. Dr. Andruczyk acknowledged his responsibility for the overall 
conduct of the study and appears to have made appropriate corrections to his study 
practices to prevent similar findings in future studies. 

The isolated findings for this inspection would not appear to adversely affect subject 
safetyor data quality. The study appears to have been conducted adequately, and the data 
generated by this site appear acceptable in support of the respective indication. 

4. Svetlana Prokofyeva, M.D. 

At this site for Protocol AMP0001, 112 subjects were screened and 108 subjects were 
randomized to the study. There were seven discontinued subjects: five because of 
pregnancy and two due to exclusion criteria issues. Study records were reviewed for 39 
subjects. Records reviewed included, but were not limited to, IRB and monitoring 
correspondence, training documentation, financial disclosure, source documents including 
visit notes, screening diaries, and laboratory results, protocol deviations, adverse events, 
and test article accountability. 

Review of these records indicated that appropriate informed consent forms were completed 
prior to any study-related testing. The clinical investigator attributed the consistency in 
vital sign measurements to the study population which consisted of young women in 
general good health. A Form FDA 483 was not issued at the conclusion of the inspection. 
Review of the records noted above revealed no significant discrepancies or regulatory 
violations. 

The study appears to have been conducted adequately, and the data generated by this site 
appear acceptable in support of the respective indication. 

5. Marina Tarasova, M.D. 

At this site for Protocol AMP001, 70 subjects were screened and 62 subjects were 
randomized to the study. Study records were reviewed for 39 subjects. Source documents 
were compared against line listings. Records reviewed included, but were not limited to, 
IRB and monitoring correspondence, financial disclosure, training documentation, 
inclusion/exclusion criteria, source documents including visit notes, screening diaries and 
laboratory results, adverse events, concomitant medications, and test article accountability. 

Review of the records indicated that appropriate informed consent forms were completed 
prior to any study-related testing. The clinical investigator attributed the consistency in 
vital sign measurements to the study population which consisted of young women in 
general good health. A Form FDA 483 was not issued at the conclusion of the inspection. 
Review of the records noted above revealed no significant discrepancies or regulatory 
violations. 
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Page 7 Clinical Inspection Summary - NDA 208352 

The study appears to have been conducted adequately, and the data generated by this site 
appear acceptable in support of the respective indication. 

CONCURRENCE: 

CONCURRENCE: 

CC: 


Central Doc. Rm.
 

{See appended electronic signature page} 

Roy Blay, Ph.D. 
Good Clinical Practice Assessment Branch 
Division of Clinical Compliance Evaluation 
Office of Scientific Investigations 

{See appended electronic signature page} 

Janice 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 

DBRUP/Division Director/Joffe 
DBRUP/Medical Team Leader/Soule 
DBRUP/MO/Zopf 
DBRUP/Project Manager/Williamson 
OSI/Office Director/Burrow 
OSI/DCCE/ Division Director/Khin 
OSI/DCCE/Branch Chief/Ayalew 
OSI/DCCE/Team Leader/Pohlman 
OSI/DCCE/GCP Reviewer/Blay 
OSI/ GCP Program Analysts/ Patague/Peacock 
OSI/Database PM/Walters 
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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)
 

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

Date of This Review: April 15, 2020 

Requesting Office or Division: Division of Urology, Obstetrics, and Gynecology (DUOG) 

Application Type and Number: NDA 208352 

Product Name and Strength: Phexxi (L-lactic acid, citric acid and potassium bitartrate) 
Vaginal Gel, 1.8%/1%/0.4% 

Product Type: Multiple Ingredient Product 

Rx or OTC: Prescription (Rx) 

Applicant Name: Evofem, Inc. 

FDA Received Date: April 8, 2020 

OSE RCM #: 2015-1723-1 and 2019-2426-1 

DMEPA Safety Evaluator: Carol Holquist, RPh 

DMEPA Team Leader: Lolita White, PharmD 

1 

Reference ID: 4592822Reference ID: 4614956 



 
 

 
 

 

 

 

 
 

 
 

 
 
 

 
 

 
 

 

 

 
 

 
 

 

   
 

(b) (4)

1. PURPOSE OF MEMORANDUM 
Evofem, Inc. submitted revised container labels and carton labeling on April 8, 2020 in response 
to an information request sent March 31, 2020a for Phexxi (L-lactic acid, citric acid and 
potassium bitartrate) Vaginal Gel.  Subsequently, the Division of Urology, Obstetrics, and 
Gynecology (DUOG) requested that we review the proposed changes to the Phexxi labels and 
labeling for areas of vulnerability that may lead to medication errors.  

2. CONCLUSION 

The revised Phexxi container labels and carton labeling are unacceptable from a medication 
error perspective.  Below in Table 2 for the Division of Urology, Obstetrics, and Gynecology 
(DUOG).  We provide recommendations for Evofem, Inc. in Table 3. We ask that DUOG convey 
Table 3 in its entirety to Evofem, Inc. We recommend the following are implemented prior to 
approval of this NDA. 

3. RECOMMENDAITONS FOR EVOFEM, INC. 
We recommend the following be implemented prior to approval of this NDA 208352. 

Table 1. Identified Issues and Recommendations for Division of Urology, Obstetrics, and 
Gynecology (DUOG) 

IDENTIFIED ISSUE RATIONALE FOR CONCERN RECOMMENDATION 

General Label and Labeling Comment 

1. Evofem has kept “L-lactic Acid” 
instead of “Lactic Acid” on all 
Labeling. 

We consulted chemistry at 
the time of the last review 
with respect to the inclusion 
of “L” in the established 
name. Chemistry stated 
“Because ‘Lactic Acid’ is 
USP, the ‘L-‘ will need to 
be removed from the 
established name.  We will 
include reference to the 
stereochemistry in the 
Description section.”  

We defer to chemistry on 
the proper designation of 
the established name and 
to communicate to Evofem, 
Inc on the appropriate 
terminology for all labels 
and labeling. 

Shiley, K. Information Request for Phexxi (L-Lactic acid, citric acid, potassium bitartrate) Vaginal Gel NDA 208352, 
Carton and Container Comments, Silver Spring (MD); FDA, CDER, OND, DUOG, 2020 APR 01. Available via DARRTS 
at: https://darrts.fda.gov/darrts/ViewDocument?documentId=090140af805522e5 
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Table 2. Identified Issues and Recommendations for Evofem, Inc. (entire table to be conveyed to 
Applicant) 

IDENTIFIED ISSUE RATIONALE FOR CONCERN RECOMMENDATION 

Unbranded Foil Pouch 

1. You submitted unbranded 
foil labels in addition to the 
planned commercial labels 
and labeling. 

The intent of this label is 
unclear regarding how it will 
be used with the intend to 
market product. 

Please clarify the intention of the 
unbranded labels. 

 Branded Foil Labeling (Black) 

1. The established name lacks 
prominence commensurate 
with the proprietary name. 

Per 21 CFR 
201.10 (g)(2), the established 
name should not only be at 
least ½ the size of the 
proprietary name but should 
also have commensurate 
prominence taking into 
consideration typography, 
layout, contrast and other 
printing features. 

Increase the prominence of the 
established name accordingly. 

2. The strength lacks 
prominence on the label. 

The strength appears on the 
same line as the dosage form 
and the grey text decreases 
the prominence of the 
statement against the black 
background.  

Revise the strength to appear in a 
color that provides sufficient 
color contrast against the black 
background (i.e., white) and 
relocate the strength to appear 
on the line below “Vaginal Gel” as 
follows: 

Vaginal Gel 
1.8%/1%/0.4%. 

3. The manufacturer’s 
corporate logo “Evofem 
Biosciences” presented on 
the left panel of the pouch 
(see image below) is overly 
prominent and takes away 
from other important 
product information (e.g. 
established name and 
product strength) on the 
principal display panel. 

The proprietary name, 
established name and 
strength should be the most 
prominent feature on the 
label to decrease risk of 
product selection medication 
error. 

Decrease the size and 
prominence of the manufactures 
corporate logo. 
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4. The net contents 
statement appears overly 
prominent. 

The pink font used for the net 
contents statement makes the 
“5g” stand out on the label 
more than the product 
strength and given the 
statements current location it 
may be confused for the 
product strength. 

Decrease the prominence of the 
statement “Net Contents: 5 g”, 
insert a space between “5” and 
“g”, and relocate it to appear 
below the “Each foil contains…” 
statement. 

5. The product expiry is 
presented by year and 
month only. This is the 
typical format used when 
there is space limitations 
on the label. However, 
there appears to be 
adequate space on the foil 
overwrap to accommodate 
the inclusion of the date 
within the expiration date. 

The DSCSA guidance on 
product identifiers 
“recommends that the 
human-readable expiration 
date on the drug package 
label include a year, month, 
and non-zero day in YYYY
MM-DD format if using only 
numerical characters or in 
YYYY-MMM-DD if using 
alphabetical characters to 
represent the month.  If there 
are space limitations on the 
drug package, the human-
readable text may include only 
a year and month, expressed 
as YYYY-MM if using only 
numerical characters or YYYY
MMM if using alphabetical 
characters to represent the 
month.  FDA recommends 
using a hyphen or a space to 
separate the portions of the 
expiration date.”  

If space permits, revise the 
expiration date to include a year, 
month, and non-zero day in 
YYYY-MM-DD format if using 
only numeric characters or in 
YYYY-MMM-DD if using 
alphabetical characters to 
represent the month. 

(b) (4)
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6. The foil pouch does not 
contain a linear barcode. 

21 CFR 201.25(c)(2) requires 
the linear barcode appear on 
the immediate container 
label. 

Include the barcode on the foil 
wrap. 

Branded Carton Black Labeling 

1. Comments 1, 2, and 5 in 
the subsection above titled 
Branded Foil labeling apply 
to the branded carton – 
black as well. 

See comments 1, 2, and 5 
above. 

See comments 1, 2, and 5 above. 

2. The density of information 
on the back panel makes 
the information appear 
crowded and difficult to 
read. 

Duplicate information could 
be deleted and more white 
space between the text on the 
back panel should be added to 
afford greater readability. 

We recommend the deletion of 
information that appears on 
other panels to provide more 
white space between the text on 
the back panel. 
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4. APPENDICES:  METHODS & RESULTS FOR EACH MATERIAL REVIEWED 
APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION 
Table 3 presents relevant product information for Phexxi that Evofem, Inc. submitted on 
November 25, 2019. 

Table 3. Relevant Product Information for Phexxi 

Initial Approval Date N/A 

Active Ingredients L-lactic acid, citric acid and potassium bitartrate 

Indication Indicated for the prevention of pregnancy in women who choose 
to use an on demand method for 
their contraceptive needs. 

Route of Administration vaginal 

Dosage Form vaginal gel 

Strength 1.8%/1%/0.4% 

Dose and Frequency One (1) pre-filled single-dose applicator should be self-
administered before each episode of vaginal 
intercourse. The product is effective immediately after 
placement for up to one hour. 

Container 
Closure/Device 
Constituent(s) 

How Supplied The product is supplied in a carton containing 12 individually 
wrapped 5 g pre-filled single-dose 
vaginal applicators containing lactic acid, citric acid and 
potassium bitartrate, 1.8%/1%/0.4%. 

Storage Store in the original foil pack at room temperature at 20° to 25°C 
(68° - 77°F); excursion permitted 
between 15° to 30°C (59° to 86°F) [see USP Controlled Room 
Temperature]. 
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APPENDIX B. PREVIOUS DMEPA REVIEW 

The response to the information request submitted on April 8, 2020 was in response to 
recommendations provided in the Human Factors and Label and Labeling Review dated 
February 21, 2020b . 

APPENDIX E. LABELS AND LABELING 
E.1 List of Labels and Labeling Reviewed 

Using the principles of human factors and Failure Mode and Effects Analysis,c along with 
postmarket medication error data, we reviewed the following Phexxi labels and labeling 
submitted by Evofem, Inc. on April 8, 2020. 
 Branded Applicator Foil Label (5 g pre-filled applicator) 
 Unbranded Applicator Foil Label (5 g pre-filled applicator) 
 Branded Carton Labeling (12 x 5 g pre-filled applicators) 

E.2 Label and Labeling Images 

Container labels 

Branded Foil Labeling: 
(b) (4)

b Holquist, C. Human Factors and Label and Labeling Review for Lactic Acid, Citric Acid and Potassium Bitartrate 
Vaginal Gel (NDA 208352), Silver Spring (MD). FDA, CDER, OSE, OMEPRM, DMEPA 2020 FEB 21. OSE RCM No. 2015
1723 and 2019-2426. 
c Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004. 
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Clinical Inspection Summary 
Date March 30, 2020 
From Ling Yang, M.D., Ph.D., FAAFP 

Min Lu, 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 Anandi Kotak, M.D., M.P.H., Clinical Reviewer 
Gerald Willett, M.D., Clinical Team Leader 
Jennifer Dao, Regulatory Project Manager 
Division of Bone, Reproductive, and Urology Products 

NDA # 208352 Resubmission 
Applicant Evofem, Inc. 
Drug Phexxi (Amphora) Vaginal Gel 
NME (Yes/No) No 
Review Priority Standard 
Proposed Indication(s) Prevention of pregnancy in women who choose to use an on-

demand method for their contraceptive needs 
Consultation Request Date December 19, 2019 
Summary Goal Date April 03, 2020 
Action Goal Date April 25, 2020 
PDUFA Date May 25, 2020 

I. OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS 

Clinical data from Study AMP002 were submitted to the Agency in support of this New Drug 
Application (NDA) for Phexxi (L-lactic acid, citric acid, potassium bitartrate, Amphora) vaginal gel 
for the proposed indication. Two clinical investigators (CIs): Drs. Aazami (Site 163) and Gonzalez 
(Site 112) were selected for clinical inspections. 

The inspections verified the sponsor Evofem, Inc. submitted clinical data with source records at the 
CI sites. Based on the results of these CI inspections, Study AMP002 appears to have been 
conducted adequately, and the data generated by these sites and submitted by the sponsor appear 
acceptable in support of the respective indication. 

II. BACKGROUND 

Evofem, Inc. submitted a complete response (CR) to NDA 208352, which was originally submitted 
on 07/02/2015 and received a CR letter on 04/28/2016, for Phexxi (L-lactic acid, citric acid, 
potassium bitartrate) vaginal gel on 11/25/2019. Phexxi is a vaginal pH regulator that is indicated for 
the prevention of pregnancy in women who choose to use an on-demand method for their 
contraceptive needs. In response to FDA’s CR recommendation and to support the approval of the 
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NDA, the sponsor submitted clinical data from a Phase 3 Study AMP002, titled “A Single-Arm, 

Phase III, Open-Label, Multicenter Study in Women Aged 18-35 Years of the Contraceptive 

Efficacy and Safety of Phexxi® Contraceptive Vaginal Gel”.
 

The primary objective of the study was to evaluate the contraceptive efficacy of Phexxi over 7 
menstrual cycles of use. The primary efficacy endpoint was the 7-cycle cumulative pregnancy rate as 
calculated using the Kaplan-Meier method. The safety endpoint was reported adverse events (AEs). 

After a screening period up to 60 days, enrolled subjects were assigned to Phexxi treatment, 5 g 
administered intravaginally by the subject immediately before or up to 1 hour before each episode of 
vaginal intercourse, for up to 7 cycles. There were 5 study visits: Visit 1 (screening), Visit 2 
(enrollment), Visit 3 (during the 2nd study cycle), Visit 4 (during either the 5th or 6th study cycle), 
and Visit 5 (14-30 days after the 7th cycle). In addition, subjects were contacted by telephone by the 
clinical site staff between Visits 3 and 4 to monitor AEs, concomitant medications, sexual activity, 
use of backup contraception, compliance with use of the study drug and electronic diary (e-diary), 
and need for an unscheduled visit. Scheduled study visit timing was based on the status of the 
subject’s menstrual cycle at the time of enrollment. 

Study AMP002 screened a total of 2792 subjects and enrolled 1384 subjects in 112 study centers in 
the US. The first subject was enrolled on 07/24/2017 and the last subject was completed on 
11/29/2018. Of note, during the study, a total of 267 subjects were instructed to return for last visit 
(Visit 5) during the 7th cycle rather than in the protocol-specified window of 14-30 days after the 7th 
cycle. These subjects were subsequently categorized as “early terminations” and recorded as having 
“other” reasons for discontinuation. Of these 267 subjects, 252 subjects were found to have been 
incorrectly instructed to return early for their final treatment exit visit. 

Two CIs: Dr. Hessam Aazami (Site 163) and Dr. Blanca Gonzalez (Site 112) were requested for 

clinical inspection in support of the application. These sites were selected based on enrolling a high 

number of patients to the study treatment arm and with a high protocol violation rate. 


III. RESULTS 
1. Dr. Hessam Aazami, Site 163 

22030 Sherman Way, Suite 101 
Canoga Park, CA 91303 

This CI was inspected on January 29-31 and February 03-04, 2020 as a data audit for Study 

AMP002. This was the initial inspection for Dr. Aazami. The study site screened a total of 188 

subjects and enrolled 37 subjects. Thirteen (13) subjects completed the study and 24 subjects 

withdrew the consents. The first subject was enrolled on 09/13/2017 and the last subject’s last 

follow-up visit was on 06/28/2018. Twenty-six (26) of the 37 enrolled subjects’ records were
 
reviewed for eligibility criteria and 18 subjects were reviewed for all source records. 


Source records reviewed during the inspection included the study protocol and amendments, 
informed consent forms (ICFs), documentation of eligibility criteria, medical records, the 
investigational product (IP) accountability records, visit data, laboratory tests, e-diaries, electronic 
source data system, electronic case report forms (eCRFs), protocol deviations, and related regulatory 
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documents [e.g., institutional review board (IRB) approvals and communications, staff training, 
financial disclosures and delegation of authority]. 

At the end of the inspection, a Form 483 (Inspectional Observations) was issued with the following 
observation: 

1.	 Investigational records were not retained for a period of two years following approval of a drug's 
marketing application. 

Specifically, the original source records for e-diaries for 33 of 37 enrolled subjects were not retained. 
The e-diaries were used to report signs and symptoms data for the subject and their partner during 
the study. 

Other item discussed at the end of the inspection were: 

1)	 Thirteen (13) subjects had the last visit (Visit 5) prior to the protocol-specified dates (14-30 days 
after the end of cycle 7). 

Reviewer’s Comments: These subjects were instructed to return for last visit (Visit 5) during the 
7th cycle rather than in the protocol-specified window of 14-30 days after the 7th cycle. These 
were reported in NDA data listings submitted by the sponsor. 

2) Subject (b) (6)  was enrolled on 09/29/2017 despite documented marijuana and alcohol abuse. 

Reviewer’s Comment: This appears to be an isolated finding that may not change the study 
overall efficacy and safety profile. 

3) Subject  had a urine culture showing Escherichia Coli count of 30,000 col/mL on 
09/18/2017 and “asymptomatic UTI” was documented in the chart. This AE was not reported. 

(b) (6)

The CI stated that based on his clinical judgement, the subject did not have a UTI and he wasn’t 
sure why it was written in the subject’s progress note. 

Reviewer’s Comment: This is an isolated finding. Therefore, it may not have impact on efficacy 
and safety. 

In general, this clinical site appeared to be in compliance with Good clinical practice (GCP) except 
the observations noted above. These observations appear unlikely to have significant impacts on 
overall efficacy and safety results. Data submitted by this clinical site appear acceptable in support 
of this specific indication. 

2. Dr. Blanca Gonzalez, Site 112 
14505 Commerce Way, Suite 535t
 
Miami Lake, FL 33016
 

This CI was inspected on January 8, 10, 13-15, 21 and 23, 2020 as a data audit for Study AMP002. 
This was the initial inspection for Dr. Gonzalez. The study site screened a total of 90 subjects, 
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enrolled 51 subjects and 23 subjects completed the study. The first subject was enrolled on 
09/01/2017 and the last subject’s last visit was on 09/21/2018. Twenty-eight (28; 12 screen failure 
and 16 enrolled) subjects’ records were reviewed. 

Source records reviewed during the inspection included the study protocol and amendments, ICFs, 
documentation of eligibility criteria, medical records, AEs, the IP accountability records, visit data, 
laboratory tests, e-diaries, eCRFs, monitoring activities, and related regulatory documents (e.g., IRB 
approvals and communications, staff training, financial disclosures and delegation of authority). 

The inspection found adequate source documentation for the inspected study subjects. 

At the end of the inspection, a Form 483 was issued with the following observations: 

1.	 An investigation was not conducted in accordance with the signed statement of investigator. 

Specifically, for 5 subjects (Subjects ), the accurate 
instruction on the IP use was not provided to subjects prior to the IP use. The subjects had 

(b) (6)

intercourse an hour after IP use without any additional applications or other forms of 
contraceptive, which violated the protocol that “Subjects will be instructed to administer a single 
pre-filled applicator of study drug intravaginally a maximum of one hour before each episode of 
vaginal intercourse. Additional applications of study drug should be administered before each 
additional act of vaginal intercourse regardless of the time of the last application (e.g., if vaginal 
intercourse occurs more than once in a day). If more than one hour passes before starting 
intercourse, an additional application of study gel must be applied”. Of note, one of the five 

(b) (6)identified subjects, Subject  had a positive blood serum pregnancy test at Visit 5. 

Reviewer’s Comments: 
All of the 5 subjects’ protocol deviations were included in the submission and Subject 
pregnancy was reported and listed. The CI responded on 02/07/2020 that these deviations were 
noted early by CRA in the study and clinical team was retrained and also the 5 identified 
subjects, including Subject 2 (b) (6)

(b) (6)
, were retrained on 12/08/2017 regarding the appropriate 

time of IP administration. Subject ’s last IP use was on 05/12/2018 and the positive urine 
pregnancy test was on 06/18/2018, the last visit. There was no IP use after the positive 
pregnancy test. The subject’s pregnancy was notified to the sponsor. 

2.	 Investigational drug disposition records are not adequate with respect to quantity and use by 
subjects. 

’s (b) (6)

Specifically, the discrepancies between the documented amount of IP returned and the amount of 
e-diary IP use entries were noted for 5 subjects (Subjects 

). The source for the IP returned (used and empty wrappers) did not accurately reflect the 
number of IP use entries in the e-diary and no explanation was provided. 

(b) (6)

Reviewer’s Comments: 
The CI responded that the IP accountability was handled by the study coordinator who left the 
site and therefore her documentation in regard to this issue was not available to the current 
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staff. The clinic staff has been retrained on maintaining adequate records on the disposition of 
the IP. Most of the discrepancies were identified and addressed during the study visits per the 
clinical study monitor. Details of the discrepancies identified are: Subject (b) (6)

(b) (6)

 IP used with 30 reported; and Subject (b) (6)

(b) (6)

(b) (6)

 IP used 
with 12 reported; Subject  IP used with 18 reported; Subject  IP used with 
20 reported; Subject  IP used with 
20 reported. The discrepancies are relatively small. Thus, it is unlikely that these discrepancies 
will affect the efficacy result of the study. 

3.	 Failure to prepare or maintain accurate case histories with respect to observations and data 
pertinent to the investigation. 

Specifically, the updated e-diary source data on IP use information that was changed or updated 
by 7 subjects (Subjects ) during 
the study visits were not updated in the eCRF. 

(b) (6)

Reviewer’s Comments: 
The uncaptured IP use was relatively small proportion as compared to all IP use data for each 
subject and this appears unlikely to have significant impact on the overall efficacy and safety 
results of the study. The CI acknowledged this and responded that the site staff were retrained on 
the ePro Service Manual and on completing Data Correction Reports on 02/06/2020. 

In general, this clinical site appeared to be in compliance with GCP except the observations noted 
above. These observations appear unlikely to have significant impact on overall efficacy and safety 
results. Data submitted by this clinical site appear acceptable in support of this specific indication. 

{See appended electronic signature page} 

Ling Yang, M.D., Ph.D. 
Good Clinical Practice Assessment Branch 
Division of Clinical Compliance Evaluation 
Office of Scientific Investigations 

CONCURRENCE: 

{See appended electronic signature page} 

Min Lu, M.D., M.P.H. 
Team Leader 
Good Clinical Practice Assessment Branch 
Division of Clinical Compliance Evaluation 
Office of Scientific Investigations 

CONCURRENCE: {See appended electronic signature page} 

Kassa Ayalew, M.D., M.P.H 
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Branch Chief 
Good Clinical Practice Assessment Branch 
Division of Clinical Compliance Evaluation 
Office of Scientific Investigations 

CC: 
Central Doc. Rm.\NDA 208352 
DBRUP\Division Director\Hylton Joffe 
DBRUP\CDTL\Gerald Willett 
DBRUP\Reviewer\Anandi Kotak 
DBRUP\Project Manager\Jennifer Dao 
OSI\DCCE\Division Director\Ni Khin 
OSI\DCCE\GCPAB\Branch Chief\Kassa Ayalew 
OSI\DCCE\GCPAB\Team Leader\Min Lu 
OSI\DCCE\GCPAB\Reviewer\Ling Yang 
OSI\DCCE\Program Analysts\Yolanda Patague 
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HUMAN FACTORS AND 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: February 21, 2020 

Requesting Office or Division: Division of Bone, Reproductive and Urologic Products 
(DBRUP) 

Application Type and Number: NDA 208352 

Product Name, Dosage Form, lactic acid, citric acid and potassium bitartrate vaginal gel 
and Strength: 1.8%/1%/0.4% 

Product Type: Combination Product 

Rx or OTC: Prescription (Rx) 

Applicant/Applicant Name: Evofem, Inc 

FDA Received Date: November 25, 2019 and February 3, 2020 

OSE RCM #: 2015-1723 and 2019-2426 

DMEPA Safety Evaluator: Carol Holquist, RPh 

DMEPA Team Leader: Lolita White, PharmD 

DMEPA Associate Director for 
Human Factors: Quynh-Nhu Nguyen, MS 
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1 REASON FOR REVIEW 

Evofem Inc., submitted human factors (HF) data (URAA, Comparative Analysis, Labeling  
Comprehension Study) and labels and labeling under NDA 208352, lactic acid, citric acid and 
potassium bitartrate vaginal gel, 1.8%/1%/0.4%.  This is a combination product with a proposed 
vaginal applicator device constituent part that is intended for the prevention of pregnancy in 
women who choose to use on demand methods for their contraceptive needs. 

2 REGULATORY HISTORY 

The Applicant, Evofem, originally submitted NDA 208352 on July 2, 2015.  The applicant did not 
submit human factors (HF) data for the proposed product and we did not recommend that HF 
data was necessary to support the safe and effective use of the proposed product from a 
medication error perspective.  We did not request HF data given the results of our URAA 
assessment during the IND determined the proposed applicators did not introduce any new or 
unique risks versus comparable applicators currently in the marketplace. The review noted that 
“the high-risk tasks associated with use of this product are not new or unique to these 
applicators, and the applicant has incorporated strategies into the current device design and 
statement in the IFU to mitigate the risk for user error and task failures. Therefore we do not 
require the Applicant perform validation studies”.  

A Complete Response (CR) letter was issued on April 28, 2016 due to clinical, facility inspection 
and CDRH deficiencies.a Evofem submitted a Class 2 Resubmission package for NDA 208352 on 
November 25, 2019. 

3 PRODUCT DESCRIPTION 

This multi-ingredient product is available as a pre-filled single-dose applicator that delivers 5 g 
of bioadhesive gel containing naturally occurring lactic acid (1.8%), citric acid (1%) and 
potassium bitartrate (0.4%). The prefilled applicator and plunger are provided in a foil pouch 
within a carton. Each carton contains 12 individually wrapped pre-filled single-dose vaginal 
applicators. Immediately prior to use, the patient connects the plunger to the applicator upon 
removal from the foil pouch.  

a Gassman, A. Complete Response Letter for Amphora (lactic acid 1.76%, citric acid 1%, and potassium bitartrate 
0.4%) Vaginal Gel, Silver Spring (MD); FDA, CDER OND 2016 APR 28. 
https://darrts.fda.gov//darrts/faces/ViewDocument?documentId=090140af803e3805&_afrRedirect=39362306091 
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4 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 

Human Factors Study C 

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 or ISMP Newsletters for our label and labeling reviews 
unless we are aware of medication errors through our routine postmarket safety surveillance 

5 OVERALL ASSESSMENT OF THE MATERIALS REVIEWED 

5.1 HUMAN FACTORS DATA 
The applicant submitted a use related risk assessment (URRA), comparative analysis report and 
labeling comprehension validation study report in accordance with the following two FDA 
guidance’s on Human Factors titled: Contents of a Complete Submission for Threshold Analysis 
and Human Factors Submissions to Drug and Biologic Applications and Human Factors Studies 
and Related Clinical Study Consideration in Combination Product Design and Development. 

5.1.1 URRA 

Our review of the URRA notes that no changes have been made to the device user interface 
since the time of the initial URRA analysis completed in the IND phase of product development. 
The current URRA, which evaluates the same high-risk tasks and same marketed comparator 
product, does not identify any potential new or unique use errors or task failures as compared 
to the previous URRA. Thus, we maintain our previous determination that the proposed 
applicator to be used with lactic acid, citric acid and potassium bitartrate vaginal gel does not 
introduce any new or unique risks versus comparable applicators currently in the market place. 

5.1.2 Comparative Analysis 

The applicant chose VCF Vaginal Contraceptive Gel as their primary comparator product since 
its intended use and users are closest to those of the proposed product. Based on the 
information provided by the applicant we agree that there are no physical design differences 
between the proposed product and VCF that might impact critical tasks. Thus, this comparison 
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is appropriate and we agree with the applicant that no new risks are introduced with the 
proposed product design. 

VCF Vaginal Contraceptive Gel        Proposed Product 
(b) (4)

5.1.3 HF Labeling Comprehension Study 

The applicant states the purpose of the HF labeling comprehension study was “to ensure any 
elements (within the IFU and Patient Information section) unique to the use of this device could 
be properly interpreted by intended users.” 

5.1.3.1 Summary of Study Design 

The study included a cohort of 15 women of reproductive age (18-45) with experience 
using any contraceptive product. Fourteen (14) of the 15 participants had experience 
with vaginal applicators (i.e., douche, menstrual cup, monistat, suppositories, and 
tampons). 

The study participants were requested to first read the IFU. Participants were given a 
sealed foil package with labeling. Study participants were first asked to state what the 
recommended position is when inserting the applicator. Then, participants were asked to 
verbalize the complete procedure for preparing the device, inserting into the vagina and 
application of drug by expelling the product into a disposable cup. Next participants were 
asked a series of knowledge tasks (i.e., expiration date, how long one application lasts, 
storage, and what to do if gel is released during assembly). Then participants were tasked 
with finding the location of critical information in the IFU and Patient information 
sections, followed by silently reading the passage and restating it in their own words. 

5.1.3.2 Results 

One use error was noted in the verbalization of the complete procedure for preparing 
and expelling of the product into the plastic cup. The single use error describes the 
participant pushing the plunger nearly all the way in after attaching the plunger to the 
pre-filled applicator (see below). The participant realized her error just before removing 
the cap and attempting to push out the gel into the plastic cup. 
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The participant knew to obtain a new applicator given her error indicating self-
correction without outside prompting by the moderator. She successfully performed the 
procedure on the second attempt with a new package. The participant stated that she 
was confused by Step 3 of the instructions for use. When asked what confused her, she 
didn't have a clear answer and suggested that the words "connect" and "seat in" were 
confusing. When asked what word would be better to use, she suggested, with some 
hesitation and ambiguity, the word "secure". 

No definitive root cause could be established by the applicant with follow-up. No other 
users found the initial language confusing or experienced an error or difficulty in 
performing the task. Our review of the proposed IFU notes the term “seat in” is no 
longer a parenthetical statement following the instruction to “connect” (see images 
below). We find the deletion of this term acceptable because “seat in” is not commonly 
used to describe the attachement of applicators in most vaginal products. Terms such as 
“insert” and “attach” are more commonly used.

  Step 3 used in HF study Step 3 in current IFU 
(b) (4)

We find the IFU labeling as revised adequately describes how to attach the plunger to 
the pre-filled applicator and provides clear instruction on what to do in the event that 
the gel comes out at the point of plunger attachment. 
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5.2 LABELS AND LABELING 

We considered the label and labeling comments outlined in our previous review which were 
communicated to the applicant in the complete response letter issued April 28, 2016.b The 
applicant did not implement all recommendations. Tables 2 and 3 below include the identified 
medication error issues from our previous review along with additional issues noted with the 
revised labels and labeling, our rationale for concern, and the proposed recommendation to 
minimize the risk for medication error. 

b Baugh, D. Label, Labeling and Packaging Review for Amphora (lactic acid, citric acid, and potassium bitartrate) 
Vaginal Gel (NDA 208352), Silver Spring (MD), FDA, CDER, OSE, OMEPRM, DMEPA 2015 DEC 10. RCM 2015-2057 
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Table 2: Identified Issues and Recommendations for Division of Bone Reproductive and Urologic Products 

Identified Issue Rationale for Concern Recommendation 

Full Prescribing Information 

1. The IFU indicates an additional 
dose must be applied if more 
than one act of vaginal sex 
happens within one hour. 
Section 2.1, Recommended 
Dosing, does not include this 
statement. 

Lack of clarity regarding the need for 
an additional dose within the same 
hour post initial administration might 
result in wrong dose errors due to 
confusion. 

If the information in the IFU is accurate then we 
recommend Section 2.1 include the following 
statement “An additional dose of TRADENAME 
must be applied if more than one act of vaginal sex 
occurs within one hour”. 

2. Section 16, does not include 
the product strength. 

This information is required by 21 
CFR 201.57(c)(17).   

Revise this section to include the product strength. 
For example, TRADENAME Vaginal Gel 
1.8%/1%/0.4% is supplied as … 
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Table 3: Identified Issues and Recommendations for Abbvie Inc (entire table to be conveyed to Applicant) 

Identified Issue Rationale for Concern Recommendation 

Individual Applicator Wrap (TRADENAME) 

1. The established name, dosage 
form and strength appear 
crowded on the label and lack 
prominence commensurate with 
the proprietary name. 

To be in accordance with 21 CFR 
201.10 (g)(2), the established 
name should be at least ½ the 
size of the proprietary name and 
have commensurate prominence 
taking into consideration 
typography, layout, contrast and 
other printing features. Placing 
the established name and 
strength on separate lines below 
the proprietary name will allow 
for increased prominence of 
these statements. 

We recommend revising the labeling as follows: 

Tradename 
(lactic acid, citric acid and potassium bitartrate) Vaginal Gel 
1.8%/1%/0.4% 

2. The route of administration is not 
present on the principal display 
panel. 

Not including the route of 
administration on the label can 
lead to wrong route of 
administration medication errors. 

Include the following statement on the principal display 
panel “For Vaginal Use Only”. 

3. The principal display panel is 
crowded with information. 
Certain information can be 
relocated to the back panel to 
provide sufficient white space on 
the principal display panel for 
other important information. 

We are concerned that the 
important product information as 
presented may be overlooked. 
The lot number and expiration 
date, storage information can be 
relocated to provide more space 
to display the proprietary name, 

We recommend relocating the following statement to the 
back of the foil wrap: 

Lot number 
Expiration date 
Storage Temperature 
See package insert for full Prescribing Information 
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established name and strength in 
a more prominent manner. 

Keep this an all medications out of the reach of children 
(Note: the change from all capital letters to title case). 

4. The net quantity statement lacks 
clarity because it does not 
include a numeric quantity to 
accurately reflect the contents in 
the foil pouch. 

We are concerned this lack of 
clarity may lead to improper dose 
medication error.   Each foil 
pouch contains one pre-filled 
applicator and one plunger. Thus, 
the statement should be revised 
for accuracy. 

Revise the net quantity statement to read as follows: 

Contents: One Pre-filled single dose Vaginal Applicator and 
One plunger. 

5. The USE ME (the right way) 
statement is too prominent. . 

We are concerned this over 
prominence may take away from 
other important product 
information. 

We recommend you decrease the prominence of the 
aforementioned statement to ensure readability of other  
important product information.  Also revise the proposed 
proprietary name from Amphora to xxx since the name 
Amphora is not  conditionally approved for this product. 

Individual Applicator Wrap (Unbranded) 
1. Comments 2-6 in the subsection 

above titled individual Applicator 
Wrap (TRADENAME) apply to this 
foil wrap as well. 

See comments 2-6 above. See recommendations 2-6 above. 

2. The product strength of each 
ingredient is included within the 
established name rather than 
begin located outside of the 
name. 

Including the strength in the 
name does not afford maximum 
readability and decreases the 
prominence of the name and 
strength statements. 

Relocate the product strength to appear as a single 
statement outside of the established name as follows: 

Lactic acid, citric acid and Potassium bitartrate Vaginal Gel 
1.8%/1%/0.4% 

Carton labeling (12 count) 

1. The carton labeling portrays the 
proprietary name “Amphora” 
which is not a conditionally 
approved name for this proposed 
product. 

The carton labeling should reflect 
a placeholder for the proprietary 
name (i.e., Tradename) or reflect 
the established name if a 
proprietary name is not pursued. 

Provide a revised carton labeling with “Trade Name” 
placeholder. Additionally, revise the reference to the 
“amphora.com” website to reflect “Trade Name.com”. 

Reference ID: 4564998Reference ID: 4614956 



 

  
  

 
  

 

 

 

 
 

 

 
 

 

 

 

  
 

 

 

 

 

  
 

 

 

  
  

2. The established name, dosage 
form and strength appear 
crowed on the label and lack 
prominence commensurate with 
the proprietary name.  As such, 
the display of established name, 
finished dosage form and 
strength can be improved. 

The most important information 
on the label should be the 
product name 
(proprietary/established) and 
strength. To be in accordance 
with 21 CFR 201.10 (g)(2), the 
established name should be at 
least ½ the size of the proprietary 
name and have commensurate 
prominence taking into 
consideration typography, layout, 
contrast and other printing 
features. Placing the established 
name and strength on separate 
lines below the proprietary name 
will allow for increased 
prominence of these statements. 

We recommend revising the labeling as follows: 

Tradename 
(lactic acid, citric acid and potassium bitartrate) Vaginal Gel 
1.8%/1%/0.4% 

3. The net quantity statement lacks 
clarity because it does not 
include a numeric quantity to 
accurately reflect the contents in 
the carton. 

We are concerned this lack of 
clarity may lead to improper dose 
medication error.  Each carton 
contains 12 individually wrapped 
foil pouches that contain one 
pre-filled applicator and one 
plunger. Thus, the statement 
should be revised for accuracy. 

Revise the net quantity statement to read as follows: 

12 individually wrapped foil pouches containing one Pre
filled single dose Vaginal Applicator and one Plunger. 

4. As presented, the words Evofem 
Biosciences is overly prominent 
when compared to the 
proprietary and established 
names on the side and back 
panels of the carton labeling. 

Evofem should not appear on any 
panel without being qualified as 
the distributor per 21 CFR 201.1 
(h)(5). Additionally, the address 
must also be displayed in 

Revise the distributor name to be presented in accordance 
with 21 CFR 201.1(h)(5) and 21 CFR 201.1(i). 
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Additionally, one side panel only 
lists Evofem Biosciences and is 
not further described as a 
distributor or listed with the 
street address, city, state or zip 
code. 

conjunction with the place of 
business. 

5. The outer carton labeling does 
not include a linear barcode or 
2D barcode. 

In September 2018, FDA released 
draft guidance on product 
identifiers required under the 
Drug Supply Chain Security 
Act.c The Act requires 
manufacturers and repackagers, 
respectively, to affix or imprint a 
product identifier to each 
package and homogenous case of 
a product intended to be 
introduced in a transaction in(to) 
commerce beginning November 
27, 2017, and November 27, 
2018, respectively. 

We recommend that you review the draft guidance to 
determine if the product identifier requirements apply to 
your product’s labeling. 

c The draft guidance is available from: https://www.fda.gov/ucm/groups/fdagov-public/@fdagov-drugs-gen/documents/document/ucm621044.pdf 
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6 CONCLUSION AND RECOMMENDATIONS 
Our evaluation of the proposed container label, carton labeling, and PI labeling identified areas of vulnerability that may lead to 
medication errors.  In addition, our evaluation of the HF labeling comprehension study results demonstrates that a representative 
user experienced one use error on a critical task.  Specifically, a representative user inserted the plunger nearly all the way into the 
applicator after attaching the plunger to the pre-filled applicator.  The participant was able to self-correct and repeated the task 
successfully. After review of the subjective feedback, labeling and root cause analysis for this use task, we find the residual risk 
acceptable. Above, we have provided recommendations in Table 2 for the Division and Table 3 for the Applicant. We have 
determined that these changes can be implemented without additional validation testing to be submitted for Agency review. We 
ask that the Division convey Table 3 in its entirety to Evofem so that recommendations are implemented prior to approval of this 
NDA 208352. 
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APPENDICES: METHODS & RESULTS FOR EACH MATERIALS REVIEWED 
APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION 

Table 4 presents relevant product information  lactic acid, citric acid and potassium bitartrate vaginal gel received on November 25, 
2019 from Evofem, Inc. 

Table 2. Relevant Product Information for Proprietary namelactic acid, citric acid and potassium bitartrate vaginal gel 

Initial Approval 
Date 

N/A 

Active Ingredient lactic acid, citric acid and potassium bitartrate 

Indication Indicated for the prevention of pregnancy in women who choose to use an on demand method for 
their contraceptive needs. 

Route of 
Administration 

Vaginal 

Dosage Form vaginal gel 

Strength 1.8%/1%/0.4% 

Dose and 
Frequency 

One (1) pre-filled single-dose applicator should be self-administered before each episode of vaginal 
intercourse. The product is effective immediately after placement for up to one hour. 

Container 
Closure/Device 
Constituent(s) 

How Supplied The product is supplied in a carton containing 12 individually wrapped 5 g pre-filled single-dose 
vaginal applicators containing lactic acid, citric acid and potassium bitartrate, 1.8%/1%/0.4%. 

(b) (4)
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Storage Store in the original foil pack at room temperature at 20° to 25°C (68° - 77°F); excursion permitted 
between 15° to 30°C (59° to 86°F) [see USP Controlled Room Temperature]. 
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APPENDIX B. PREVIOUS DMEPA REVIEWS
 

On November 19, 2019, we searched for previous DMEPA reviews relevant to this current review using the terms “lactic acid, citric 
acid and potassium bitartrate”, “Amphora”, IND 109300 and NDA 208352. Our search identified 2 previous reviews.d,e 

APPENDIX C. HUMAN FACTORS STUDY 
The Applicant submitted the following human factors data on November 25, 2019. See EDR links below: 
 Human Factors Use-Related Risk Analysis: \\cdsesub1\evsprod\nda208352\0034\m1\us\114-labeling\draft\comprehension

studies\iaa-human-factors-use-related-risk-analysis.pdf 

	 Human Factors Report Instructions for Use Comprehension Validation Study Report: 
\\cdsesub1\evsprod\nda208352\0034\m1\us\114-labeling\draft\comprehension-studies\iaa-human-factors-report
instructions-for-use-comprehension.pdf 

	 Comparative Analysis Report: \\cdsesub1\evsprod\nda208352\0034\m1\us\114-labeling\draft\comprehension-studies\iaa
comparative-analysis-report.pdf 

d Baugh D. Evaluation of Use Risk Analysis for Amphora (IND 109300). Silver Spring (MD): FDA, CDER, OSE, OMEPRM, DMEPA (US); 2015 APR 21. RCM No.: 
2015-537. 
e Baugh, D. Label, Labeling and Packaging Review for Amphora (lactic acid, citric acid, and potassium bitartrate) Vaginal Gel (NDA 208352), Silver Spring (MD), 
FDA, CDER, OSE, OMEPRM, DMEPA 2015 DEC 10. RCM 2015-2057. 
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APPENDIX G. LABELS AND LABELING 
G.1 List of Labels and Labeling Reviewed 

Using the principles of human factors and Failure Mode and Effects Analysis,f along with postmarket medication error data, we 
reviewed the following Proprietary name labels and labeling submitted by Evofem, Inc 

 Trade Name Applicator Foil Label (5 g pre-filled applicator) received on November 25, 2019
 
 Unbranded Applicator Foil Label (5 g pre-filled applicator) received on November 25, 2019
 
 Carton labeling (12 x 5 g pre-filled applicators) received on November 25, 2019
 
 Instructions for Use (Image not shown) received on February 3, 2020, available from 


\\cdsesub1\evsprod\nda208352\0037\m1\us\114-labeling\draft\labeling\trade-name-instructions-for-use-word.docx 
 Prescribing Information (Image not shown) received on February 3, 2020, available from 

\\cdsesub1\evsprod\nda208352\0037\m1\us\114-labeling\draft\annotated\annotated-draft-package-insert.pdf 

2 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page

f Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004. 
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Department of Health and Human Services
 
Public Health Service
 

Food and Drug Administration
 
Center for Drug Evaluation and Research
 

Office of Medical Policy Initiatives
 
Division of Medical Policy Programs
 

REVIEW DEFERRAL MEMORANDUM
 

Date:	 February 17, 2016 

To:	 Hylton Joffe, MD 
Director 
Division of Bone, Reproductive, and Urologic Products 
(DBRUP) 

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:	 Shawna Hutchins, MPH, BSN, RN 
Senior Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 

Subject:	 Review Deferred: Instructions for Use (IFUs) 

Drug Name (established AMPHORA gel (lactic acid, citric acid, and potassium 
name): bitartrate) 
Dosage Form and Route:	 Gel, for vaginal use 
Application  NDA 208352 
Type/Number: 
Applicant:	 Evofem, Inc. 
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1 INTRODUCTION 
On July 02, 2015, Evofem Inc., submitted for the Agency’s review a New Drug 
Application (NDA-208352) for Amphora gel (lactic acid, citric acid, and potassium 
bitartrate) gel, for vaginal use, indicated as a non-hormonal vaginal contraceptive gel 
for use in preventing pregnancy.  On September 19, 2015, the Division of Bone, 
Reproductive, and Urologic Products (DBRUP) requested that the Division of 
Medical Policy Programs (DMPP) review the Applicant’s proposed Instructions for 
Use (IFUs) for Amphora gel (lactic acid, citric acid, and potassium bitartrate) gel, for 
vaginal use. 
This memorandum documents the DMPP review deferral of the Applicant’s 
proposed Instructions for Use (IFUs) for Amphora gel (lactic acid, citric acid, and 
potassium bitartrate) gel, for vaginal use. 

2 CONCLUSIONS 
Due to outstanding clinical and statistical deficiencies, DBRUP plans to issue a 
Complete Response (CR) letter. Therefore, DMPP defers comment on the 
Applicant’s patient labeling at this time. A final review will be performed after the 
Applicant submits a complete response to the Complete Response (CR) letter. Please 
send us a new consult request at such time.  
Please notify us if you have any questions. 
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LABEL, LABELING, AND PACKAGING 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: December 10, 2015 

Requesting Office or Division: Office of Bone, Reproductive and Urologic Products (DBRUP) 

Application Type and Number: NDA 208352 

Product Name and Strength: Amphora (lactic acid, citric acid, and potassium bitartrate) 
Vaginal Gel 
1.76 %/1 %/0.4 % 

Product Type: Combination Product 

Rx or OTC: Rx 

Applicant/Sponsor Name: Evofem 

Submission Date: July 2, 2015 

OSE RCM #: 2015-2057 

DMEPA Primary Reviewer: Denise V. Baugh, PharmD, BCPS 

DMEPA Team Leader: Danielle Harris, PharmD, BCPS 
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1 REASON FOR REVIEW 
This review evaluates the proposed container labels, carton labeling, Instructions for Use (IFU) 
and prescribing information (PI) for Amphora (lactic acid, citric acid, and potassium bitartrate) 
for areas of vulnerability that could lead to medication errors.   The Division of Bone, 
Reproductive, and Urologic Products (DBRUP) requested this review as part of their evaluation 
of NDA 208352. 

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 

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 label and labeling reviews unless we are aware of 

medication errors through our routine post-market safety surveillance
 

3 OVERALL ASSESSMENT OF THE MATERIALS REVIEWED 
Our review of the container label, carton labeling, instructions for use (IFU) and prescribing 
information (PI) identified areas that can be improved from a medication error perspective.   
Our assessment of these areas is as follows: 

A. Prescribing Information 

In the Dosage and Administration section of the Highlights and Full Prescribing 
Information (FPI), the dose and frequency of administration are unclear because of the 
use of run-on sentences and the absence of white space.  Additionally, the route of 
administration is not explicitly stated.  Also, in the FPI there should be adequate white 
space around the statements which follow the dosage statement to increase their 
visibility and to minimize the risk that they are overlooked.  We further determined that 
the information in Section 16 (‘How Supplied/Storage and Handling’) is incomplete. 
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Details regarding the strength and dosage form of the product, package configuration, 
and identifying information (i.e., NDC) for the drug product should be added to this 
section in accordance with 21 CFR 201.57(c)(17).  Finally, use of trailing zeros in the 
strength statement in the label and labeling is discouraged to avoid misinterpretation of 
this important information and they should therefore be removed.   See Sections 4.1 for 
specific recommendations for the Prescribing Information. 

B. Container Label and Carton Labeling 

We note that the sequence of drug identifying information needs to be revised to assist 
users in correctly identifying this product and in accordance with our Draft Guidance: 
Container and Carton, April, 2013.  Additionally, the NDC numbers need to be explicitly 
stated on the container and carton for our review of their vulnerability to medication 
errors, the net quantity should be re-located to the bottom third of the principal display 
panel to improve the prominence of drug-identifying information, and  the strength 
statements (“1.00 %” and “0.40%”) should be revised to remove the trailing zeros.  See 
Section 4.2 for specific recommendations for the Container Label and Carton Labeling. 
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4	 CONCLUSION & RECOMMENDATIONS 
We conclude that areas of the Prescribing Information (PI) can be revised for clarity, Section 16 
is incomplete and the container labels and carton labeling are vulnerable to confusion that can 
lead to medication errors.  We provide recommendations in sections 4.1 and 4.2 below and 
advise they be implemented prior to approval of this application. 

4.1 RECOMMENDATIONS FOR THE DIVISION 

A.	 Prescribing Information 

1.	 Wherever it appears, revise the strength statement so that terminal zeros are 
not present.   Specifically, revise “1.00 %” and “0.40%” to read “1 %” and “0.4%”, 
respectively, as the decimal point may be overlooked and cause confusion. 

2.	 As currently proposed, the dose and frequency are not clear in the Dosage and 
Administration section of the Highlights and Full Prescribing Information (FPI).   
To clarify the dosage and route of administration, consider revising the dosage 
statement to read:  “Insert one applicator-ful (5 g) into the vagina no earlier 
than one hour before each and every episode of vaginal intercourse”. 
Additionally, to increase the prominence of the statements in the FPI which 
follow the dosage statement, consider creating white space around the 
administration statement (e.g., “Amphora Gel can be  used at any point during 
the menstrual cycle”) and the compatibility statement (“The gel is compatible 
with latex, polyurethane and polyisoprene condoms, and vaginal diaphragms”).  

3.	 Consider adding “…intended for vaginal administration” to the first sentence in 
Section 11 to provide clarity for the intended route of administration.  

4.	 Section 16 (How Supplied/Storage and Handling) under the Full Prescribing 
Information heading is missing information required by 21 CFR 201.57(c)(17).   
Therefore, this section should be revised to include all of the following:  strength, 
package configuration, description of dosage form (e.g., vaginal gel), description 
of the container, and NDC number. 

5.	 Consider revising the Storage Statement (Section 16.2) to read:  “Store at room 
temperature 20°C to 25°C (68°F to 77°F); excursions permitted to 15°C to 30°C 
(59°F to 86°F)”. 
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4.2 RECOMMENDATIONS FOR EVOFEM 
We recommend the following be implemented prior to approval of this NDA: 

A.	 Container Label  (5 gram pre-filled applicators ) 

1.	 To minimize confusion regarding the appropriate drug name, active ingredients, 
route of administration, and strengths, revise this information to read as follows: 

Amphora 
(lactic acid, citric acid, and potassium bitartrate) 

Vaginal Gel 
1.76 %/1 %/0.4 % 

2.	 Add a barcode to the immediate container in accordance with 21 CFR 201.25(c)(2) 

3.	 To minimize confusion, relocate the net quantity (e.g., “5 g” ) away from the route of 
administration (e.g., “For Vaginal Use Only”). 

B. (b) (4)
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C. Carton Labeling (5 gram pre-filled applicators (b) (4)

1. See A.1 above. 

2.	 Add the intended NDC number for our review and comment.  Ensure that the NDC 
appears on the principle display panel (PDP) and that the package codes (last 2 
digits) are different between the container sizes. 

3.	 To minimize confusion, relocate the net quantity statement to the bottom third of 
the label away from the product name, dosage form and strength statements. 

4.	 Wherever it appears, revise the strength statement so that terminal zeros are not 
present. Specifically, revise “1.00 %” and “0.40 %” to read “1 %” and “0.4 %”, 
respectively, as the decimal point may be overlooked and cause confusion. 

5.	 Add the route of administration to the Dosage and Administration Statement to 
minimize the risk of wrong route errors. 
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APPENDICES: METHODS & RESULTS FOR EACH MATERIALS REVIEWED 

APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION 
Table 2 presents relevant product information for Amphora that Evofem submitted on 
July 2, 2015. 

Table 2. Relevant Product Information for Amphora 

Initial Approval Date N/A 

Active Ingredient lactic acid, citric acid, potassium bitartrate 

Indication pregnancy prevention 

Route of Administration vaginal 

Dosage Form Topical gel 

Strength 1.76 %/1 %/0.4 % 

Dose and Frequency a single 5 gram applicator inserted vaginally no earlier than 
one hour before each episode of vaginal intercourse 

How Supplied 5 gram pre-filled vaginal applicator in individual overwraps; 

Storage 20°C to 25°C (68°F to 77°F); excursion permitted to 15°C to 
30°C (59°F to 86°F) 
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APPENDIX B. PREVIOUS DMEPA REVIEWS 
B.1 Methods 
On September 11, 2015, we searched the DMEPA shared drive (also known as the “L:drive ‘) 
and AIMS using the terms, “Amphora” to identify reviews previously performed by DMEPA.  

B.2 Results 
Our search identified one previous review1 relevant to this one.  This review evaluated the use-
related risk analysis for Amphora with the following conclusion: 

Based upon the Applicant’s use risk analysis, we agree with the Applicant and conclude 
that the proposed applicators to be used with Amphora Gel  do not introduce any new or 
unique risks versus comparable applicators currently  in the marketplace.  The high risk 
tasks associated with use of this product are not new or unique to these applicators, and 
the Applicant has incorporated strategies into the current device design and statements 
in the IFU to mitigate the risk for user error and task failures.  Therefore, we do not 
require the Applicant perform validation studies at this time. 

1 Baugh D. Evaulation of Use Risk Analysis for Amphora (IND 109300). Silver Spring (MD): Food and Drug 
Administration, Center for Drug Evaluation and Research, Office of Surveillance and Epidemiology, Division of 
Medication Error Prevention and Analysis (US); 2015 APR 21.  7 p. OSE RCM No.: 2015-537. 
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 APPENDIX C. HUMAN FACTORS STUDY 
Not applicable. 
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 APPENDIX D. ISMP NEWSLETTERS 

Not applicable. 
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 APPENDIX E. FDA ADVERSE EVENT REPORTING SYSTEM (FAERS) 

Not applicable. 
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APPENDIX F. OTHER SOURCE 

Not applicable. 
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APPENDIX G. LABELS AND LABELING 
G.1 List of Labels and Labeling Reviewed 
Using the principles of human factors and Failure Mode and Effects Analysis,2 along with post-
market medication error data, we reviewed the following Amphora labels and labeling 
submitted by Evofem on July 2, 2015. 

 Container label (for pre-filled, single dose 
 Carton labeling (for pre-filled, single dose 

) 
) 

(b) (4)

(b) (4)

 Prescribing Information (no image) 
 Instructions for Use (no image) 

G.2 Label and Labeling Images 

Container Label for Pre-filled, single dose applicator 

(b) (4)

Carton Labeling for Pre-filled, single dose applicator 

2 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004. 
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	Drug Name (established PHEXXI (lactic acid, citric acid, and potassium bitartrate) name): 
	Dosage Form and vaginal gel Route: 
	Application NDA 208352 Type/Number: 
	Applicant:. Evofem, Inc. 
	1 INTRODUCTION 
	1 INTRODUCTION 
	On November 25, 2019, Evofem, Inc. submitted for the Agency’s review a Complete Response (CR) Resubmission to the Original New Drug Application (NDA) for PHEXXI (lactic acid, citric acid, and potassium bitartrate) vaginal gel. PHEXXI (lactic acid, citric acid, and potassium bitartrate) vaginal gel has the proposed indication to prevent pregnancy in females of reproductive potential for use as an on-demand method of contraception. 
	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 Urology, Obstetrics, and Gynecology (DUOG) on January 21, 2020 and February 11, 2020, respectively, for DMPP and OPDP to review the Applicant’s proposed Patient Package Insert (PPI) and Instructions for Use (IFU) for PHEXXI (lactic acid, citric acid, and potassium bitartrate) vaginal gel.  
	DMPP conferred with the Division of Medication Error, Prevention, and Analysis 
	(DMEPA) and a separate DMEPA review of the IFU will be forthcoming. 

	2. MATERIAL REVIEWED 
	2. MATERIAL REVIEWED 
	•. 
	•. 
	•. 
	Draft PHEXXI (lactic acid, citric acid, and potassium bitartrate) vaginal gel PPI and IFU received on November 25, 2019 and received by DMPP and OPDP on April 27, 2020.  

	•. 
	•. 
	Draft PHEXXI (lactic acid, citric acid, and potassium bitartrate) vaginal gel Prescribing Information (PI) received on November 25, 2019, revised by the Review Division throughout the review cycle, and received by DMPP and OPDP on April 27, 2020. 



	3. REVIEW METHODS 
	3. REVIEW METHODS 
	To enhance patient comprehension, materials should be written at a 6to 8 grade reading level, and have a reading ease score of at least 60%. A reading ease score of 60% corresponds to an 8grade reading level. 
	th 
	th
	th 

	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 have reformatted the PPI and IFU documents using the Arial font, size 10 and 11 respectively. 
	In our collaborative review of the PPI and IFU we have: 
	•. 
	•. 
	•. 
	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 meet the criteria as specified in FDA’s Guidance for Useful Written Consumer Medication Information (published July 2006) 


	4 
	4 
	CONCLUSIONS 

	The PPI and IFU are acceptable with our recommended changes. 
	5. RECOMMENDATIONS 
	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 is 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. 
	Figure
	Signature Page 1 of 1 



	This is a representation of an electronic record that was signed electronically. Following this are manifestations of any and all electronic signatures for this electronic record. 
	This is a representation of an electronic record that was signed electronically. Following this are manifestations of any and all electronic signatures for this electronic record. 
	/s/ 
	NYEDRA W BOOKER 05/07/2020 10:56:54 AM 
	JINA KWAK 05/07/2020 10:58:14 AM 
	MARCIA B WILLIAMS 05/07/2020 11:00:29 AM 
	LASHAWN M GRIFFITHS 05/07/2020 11:24:55 AM 
	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). 
	*** This document contains proprietary information that cannot be released to the public*** 
	Date of This Review: 
	Date of This Review: 
	Date of This Review: 
	May 6, 2020 

	Requesting Office or Division: 
	Requesting Office or Division: 
	Division of Urology, Obstetrics, and Gynecology (DUOG) 

	Application Type and Number: 
	Application Type and Number: 
	NDA 208352 

	Product Name and Strength: 
	Product Name and Strength: 
	Phexxi (lactic acid, citric acid and potassium bitartrate) 

	TR
	Vaginal Gel, 

	TR
	1.8%,1%,0.4% 

	Product Type: 
	Product Type: 
	Multiple Ingredient Product 

	Rx or OTC: 
	Rx or OTC: 
	Prescription (Rx) 

	Applicant Name: 
	Applicant Name: 
	Evofem, Inc. 

	FDA Received Date: 
	FDA Received Date: 
	May 1, 2020 

	OSE RCM #: 
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	DMEPA Safety Evaluator: 
	Carol Holquist, RPh 

	DMEPA Team Leader: 
	DMEPA Team Leader: 
	Lolita White, PharmD 


	1.. PURPOSE OF MEMORANDUM 
	1.. PURPOSE OF MEMORANDUM 
	Evofem, Inc. submitted revised container labels and carton labeling on May 1, 2020 for Phexxi(lactic acid, citric acid and potassium bitartrate) Vaginal Gel. The Division of Urology, Obstetrics, and Gynecology (DUOG) requested we review the revised labels and labeling for Phexxi (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 
	b 




	2.. CONCLUSION 
	2.. CONCLUSION 
	The revised container labels and carton labeling are unacceptable from a medication error perspective.  Certain information should be relocated to the principal display panel to provide greater prominence to the information, the specialized font used for the proprietary name decreases readability of the proprietary name, the strength appears on the same line as the dosage form which decreases its prominence on the labels/labeling, and the established name was not revised to eliminate the capital “L” from th
	3.. CONSIDERATIONS FOR THE DIVISION OF UROLOGY, OBSTETRICS, AND GYNECOLOGY (DUOG) 
	A.. Evofem, Inc. clarified the intended use of the unbranded foil pouches in this submission. They stated the unbranded foil pouch version 1 “was used for process validation” and “unbranded foil version 2 will be used for product manufactured after process validation and before agreement is reached on the final tradename label. The unbranded foils will be used in the initial launch. Foil has already been ordered for the 3 process validation lots and the first 4 commercial batches using the unbranded foil ve
	 Harris, D. Proprietary Name Request Conditionally Acceptable Letter to Evofem, Inc for L-Lactic Acid, Citric Acid, Potassium Bitartrate Gel (NDA 208352). Silver Spring (MD); FDA, CDER, OSE, OMEPRM, DMEPA 2020 FEB 21. 
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	 Holquist, C. Review of Revised Label and Labeling for Phexxi (L-lactic acid, citric acid and potassium bitartrate) Vaginal Gel (NDA 208352), Silver Spring (MD), FDA, CDER, OSE, OMEPRM, DMEPA 2020 APR 8. OSE RCM No. 20151 and 2019-2426-1. 
	b

	B.. CMC determined “L-lactic acid” in the established name is not acceptable and that the name should be represented as “(lactic acid, citric acid and potassium bitartrate) Vaginal Gel” on all labels and labeling. However, the applicant continues to present the established name with “L-lactic acid”. Thus, we request CMC’s recommendation on the established name be reiterated to the applicant. 

	4.. RECOMMENDAITONS FOR EVOFEM, INC. 
	4.. RECOMMENDAITONS FOR EVOFEM, INC. 
	We recommend the following be implemented prior to approval of this NDA 208352. 
	A.. Branded Foil and Branded Carton 
	1.. 
	1.. 
	1.. 
	Relocate the product strength to appear on the line below “Vaginal Gel” to increase the prominence of the statement of strength on all labels and labeling. 

	2.. 
	2.. 
	You have presented the proprietary name in a highly stylized scripted font that may decrease the readability of the name. For example, the lower case scripted “p” may resemble “a lower case j followed by a lower case a” or seen as a lower case “y”. The scripted lower case “h” may resemble the letter “l” or letter combination “l and r ” and the  scripted lower case “e” may resemble the letter “c”.  Misinterpretation of the letters within the name may contribute to product selection medication errors. We requ


	B.. Branded Carton 
	1.. 
	1.. 
	1.. 
	Relocate the “Rx only” statement to the principal display panel. The statement lacks prominence in the current location on the labeling. Once relocated, please ensure this statement has less prominence than the proprietary name, established name, and product strength. 

	2.. 
	2.. 
	Relocate the “net contents statement” to appear on the principal display panel. The information is difficult to locate in its current position on the carton due to the density of other surrounding text.  Once relocated, please ensure this statement has less prominent than the proprietary name, established name, and product strength. 


	C.. Unbranded Foil 
	1. Revise the labeling in accordance with comments A 1 above. 
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	April 7, 2016 
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	Roy Blay, Ph.D., Reviewer, GCPAB\OSI Janice K. Pohlman, M.D., M.P.H., Team Leader, GCPAB\OSI Kassa Ayalew, M.D., M.P.H., Branch Chief, GCPAB\OSI 

	To 
	To 
	Charlene Williamson, Regulatory Project Manager Regina Zopf, M.D., Medical Officer Lisa Soule, M.D., Medical Team Leader Division of Bone, Reproductive, and Urologic Products 

	NDA/BLA # 
	NDA/BLA # 
	208352 

	Applicant 
	Applicant 
	Evofem, Inc. 

	Drug 
	Drug 
	Amphora Gel™ 

	NME (Yes/No) 
	NME (Yes/No) 
	No 

	Therapeutic Classification Proposed Indication(s)
	Therapeutic Classification Proposed Indication(s)
	Standard Review  women desiring contraception 

	Consultation Request Date 
	Consultation Request Date 
	September 10, 2015 

	Summary Goal Date 
	Summary Goal Date 
	April 8, 2016 

	Action Goal Date 
	Action Goal Date 
	May 2, 2016 

	PDUFA Date 
	PDUFA Date 
	May 2, 2016 


	1. OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS 
	1. OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS 
	The clinical sites of Drs. Andruczyk, Yang, Hernandez, Prokofyeva, and Tarasova were inspected in support of this NDA. Dr. Andruczyk’s site was issued a Form FDA 483 for observations related to inadequate drug accountability and failure to adhere to protocol. The isolated findings at this site would not appear to have adversely affected subject safety or data quality. The final classification of this inspection was VAI. 
	The final classification of the inspections for Drs. Yang, Hernandez, Prokofyeva, and Tarasova was NAI. 
	The study appears to have been conducted adequately, and the data generated by these sites appear acceptable in support of the respective indication. 
	Page 2 Clinical Inspection Summary - NDA 208352 

	2. BACKGROUND 
	2. BACKGROUND 
	The Applicant submitted this NDA to support the use of Amphora Gel™ for women desiring contraception. 
	Figure
	Protocol AMP001 entitled, “A Multicenter, Open-Label, Randomized Study of the Contraceptive Efficacy and Safety of Amphora™ Gel Compared to Conceptrol® Vaginal Gel” was inspected in support of this application. 
	The clinical sites of Drs. Yang, Hernandez, and Andruczyk were chosen because they had not been previously inspected, the sites generated large volumes of data, and the sites reported pregnancy rates skewing the data in favor of Amphora Gel.  In addition, Dr. Hernandez’s site reported the highest number of protocol violations and made up a large proportion of the data. 
	The clinical sites of Drs. Prokofyeva and Tarasova were selected for inspection because they contributed a large portion of the Russian data.  This data indicated that Russian pregnancy rates as compared to US rates were much lower than expected. The Russian pregnancy rates were also much lower than expected for spermicidal gel. Russian sites reported very low discontinuation rates compared to US data (69% versus 4%). These results skewed the data heavily in favor of Amphora Gel. Also, despite the large num
	Overall, 62 clinical research sites (49 from the United States and 13 from Russia) participated in the trial which lasted from May 2011 to June 2014, with 3,389 subjects enrolled (1,695 Amphora™; 1,694 ®) and had a primary efficacy endpoint of contraceptive efficacy over six months (183 days) Vaginal Gel. The sponsor’s conclusion after reviewing the data from the study was that the cumulative six-month pregnancy percentage for 
	Conceptrol
	of Amphora™ Gel use when compared to Conceptrol
	®
	Amphora™ Gel was not inferior to that of Conceptrol
	® 
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	3. RESULTS (by site): 
	Site #/ Name of CI/ Address 
	Site #/ Name of CI/ Address 
	Site #/ Name of CI/ Address 
	Protocol #/ # of Subjects 
	Inspection Dates 
	Final Classification 

	121/ Yue-Cheng Yang/ Johns Hopkins Community Physicians 3100 Wyman Park Drive Baltimore, MD 21211 
	121/ Yue-Cheng Yang/ Johns Hopkins Community Physicians 3100 Wyman Park Drive Baltimore, MD 21211 
	AMP001/ 81 
	12-20 Nov 2015 
	NAI 

	112/ Jesus Hernandez/ Advanced Clinical Research Institute, LLC 1211 W. La Palma Ave., Suite 306 Anaheim, CA 92801 
	112/ Jesus Hernandez/ Advanced Clinical Research Institute, LLC 1211 W. La Palma Ave., Suite 306 Anaheim, CA 92801 
	AMP001/ 273 
	27 Jan-12 Feb 16 
	NAI 

	102/ Eugene Andruczyk/ Comprehensive Clinical Trials, LLC 9501 Roosevelt Blvd., Suite 404 Philadelphia, PA 19114 
	102/ Eugene Andruczyk/ Comprehensive Clinical Trials, LLC 9501 Roosevelt Blvd., Suite 404 Philadelphia, PA 19114 
	AMP001/ 75 
	19-22 Oct 2015 
	VAI 

	605/ Svetlana Prokofyeva/ Sredniy pr. V.O., 48, housing 20H, Lit. A St. Petersburg Russia 
	605/ Svetlana Prokofyeva/ Sredniy pr. V.O., 48, housing 20H, Lit. A St. Petersburg Russia 
	AMP001/ 108 
	22-26 Feb 16 
	NAI 

	606/ Marina Tarasova/ Mendeleyevskaya line, 3 St. Petersburg Russia 
	606/ Marina Tarasova/ Mendeleyevskaya line, 3 St. Petersburg Russia 
	AMP001/ 62 
	1-3 Mar 16 
	NAI 


	Key to Classifications 
	Key to Classifications 

	NAI = No deviation from regulations. 
	VAI = Deviation(s) from regulations. 
	OAI = Significant deviations from regulations.  Data unreliable. 
	Pending = Preliminary classification based on information in 483 or preliminary communication with the field; EIR has not been received from the field, and complete review of EIR is pending. Final classification occurs when the post-inspectional letter has been sent to the inspected entity. 
	Page 4 Clinical Inspection Summary - NDA 208352 
	1. Yue-Cheng Yang, M.D. 
	At this site for Protocol AMP001, 125 subjects were screened, 44 subjects failed screening, 81 subjects were enrolled, 57 subjects discontinued from the study, and 24 subjects completed the study. The majority of subjects who were discontinued from the study were either lost to follow up or not compliant with the protocol. The records of 64 subjects (54 enrollees and 10 screen failures) were reviewed. Records reviewed included, but were not limited to, monitoring reports, financial disclosure, training reco
	Signed informed consent was obtained from all enrolled subjects prior to study entry. Source data was compared to line listings. A Form FDA 483 was not issued at the conclusion of the inspection. Review of the records noted above revealed no significant discrepancies or regulatory violations. 
	The study appears to have been conducted adequately, and the data generated by this site appear acceptable in support of the respective indication. 
	2. Jesus Hernandez, M.D. 
	At this site for Protocol AMP001, 406 subjects were screened, 278 subjects were enrolled, and 105 subjects completed the study. The records of 131 subjects were reviewed. Source data were recorded on worksheets and then transferred to electronic Case Report Forms (eCRFs). Records reviewed included, but were not limited to, IRB, sponsor, and monitor correspondence, financial disclosure, screening /enrollment logs, the primary efficacy endpoint, protocol deviations, concomitant therapies, adverse reactions, a
	Signed informed consent was obtained from all enrolled subjects prior to study entry. Source data when compared with data listings were identical except for the report of a positive chlamydia infection for Subject 
	Figure

	at Visit 5 on March 27, 2012, on source 
	documentation that was not reported in the eCRF and subsequently reported as negative in 
	the line listings (Section 16.2.8.2, Laboratory Assessments: Pap smear and STI Tests). 
	After database lock, the sponsor returned copies of the site’s eCRFs as pdf files on a 
	compact disc. There were 24 pregnancies reported at this site.  The reason/cause for 
	pregnancy is in Appendix 14.3.3 of the final study report.  
	The discontinuation rate for the study was high: 278 subjects enrolled in the study with 105 subjects completing the study.  Subsequent follow up with the field investigator indicated that subjects not completing the extension phase of the study were considered noncompleters. In addition, subjects complained about the requirement for daily diary completion. Dr. Hernandez also noted that much of the study population was Hispanic and travelled to Mexico for extended periods, resulting in non-compliance with 
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	withdrew consent, and two withdrew because of adverse events. Other reasons for study discontinuation included lack of sexual activity, pregnancy, subject relocation, and lack of compliance with the protocol. 
	Packaging of the test article was also problematic in that five shipments of the test article proved to have either an over count or under count of the number of applicators as noted below. These discrepancies were noted and documented during monitoring visits. The firm has since developed SOPs to address the various phases of drug shipment including transport, receipt, storage, master drug log accountability, and individual subject drug accountability. The reason for the discrepancy in numbers of applicato
	Shipment Received Shipment ID Lot Number Quantit y Balance 11/15/11 31516A 72x4=2 -2 1/4/12 35540C 72x3=2 +24 1/31/12 31516A 72x5=3 -12 2/20/12 35828D 72x5=3 -2 3/22/12 35828D 72x5=3 +18 
	The study appears to have been conducted adequately, and the data generated by this site appear acceptable in support of the respective indication. 
	3. Eugene Andruczyk, M.D. 
	At this site for Protocol AMP001, 109 subjects were screened, 33 subjects failed screening, and 76 subjects were enrolled in the study. The majority of subjects who were discontinued from the study were either lost to follow up or not compliant with the protocol. Records reviewed included, but were not limited to, monitoring reports, financial disclosure, IRB, sponsor, and CRO communications, subject diaries, adverse events, protocol deviations, and test article accountability. 
	Signed informed consent was obtained from all enrolled subjects prior to study entry. Source data was compared to line listings. The primary efficacy endpoint (no pregnancy) was verified for all enrolled subjects. Adverse events (a secondary endpoint) and inclusion/exclusion criteria were verified for 36 subjects. A Form FDA 483 was issued at the conclusion of the inspection noting that some adverse events were not documented in the CRFs, and some protocol-required testing was not performed. Drug reconcilia
	Reference ID: 3913934 
	Reference ID: 4614956 
	Page 6 Clinical Inspection Summary - NDA 208352 
	Review of dispensation records by the site indicated that study drug was dispensed correctly to subjects. Dr. Andruczyk acknowledged his responsibility for the overall conduct of the study and appears to have made appropriate corrections to his study practices to prevent similar findings in future studies. 
	The isolated findings for this inspection would not appear to adversely affect subject safetyor data quality. The study appears to have been conducted adequately, and the data generated by this site appear acceptable in support of the respective indication. 
	4. Svetlana Prokofyeva, M.D. 
	At this site for Protocol AMP0001, 112 subjects were screened and 108 subjects were randomized to the study. There were seven discontinued subjects: five because of pregnancy and two due to exclusion criteria issues. Study records were reviewed for 39 subjects. Records reviewed included, but were not limited to, IRB and monitoring correspondence, training documentation, financial disclosure, source documents including visit notes, screening diaries, and laboratory results, protocol deviations, adverse event
	Review of these records indicated that appropriate informed consent forms were completed prior to any study-related testing. The clinical investigator attributed the consistency in vital sign measurements to the study population which consisted of young women in general good health. A Form FDA 483 was not issued at the conclusion of the inspection. Review of the records noted above revealed no significant discrepancies or regulatory violations. 
	The study appears to have been conducted adequately, and the data generated by this site appear acceptable in support of the respective indication. 
	5. Marina Tarasova, M.D. 
	At this site for Protocol AMP001, 70 subjects were screened and 62 subjects were randomized to the study. Study records were reviewed for 39 subjects. Source documents were compared against line listings. Records reviewed included, but were not limited to, IRB and monitoring correspondence, financial disclosure, training documentation, inclusion/exclusion criteria, source documents including visit notes, screening diaries and laboratory results, adverse events, concomitant medications, and test article acco
	Review of the records indicated that appropriate informed consent forms were completed prior to any study-related testing. The clinical investigator attributed the consistency in vital sign measurements to the study population which consisted of young women in general good health. A Form FDA 483 was not issued at the conclusion of the inspection. Review of the records noted above revealed no significant discrepancies or regulatory violations. 
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	The study appears to have been conducted adequately, and the data generated by this site appear acceptable in support of the respective indication. 
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	CC: .Central Doc. Rm.. 
	{See appended electronic signature page} 
	Roy Blay, Ph.D. Good Clinical Practice Assessment Branch Division of Clinical Compliance Evaluation Office of Scientific Investigations 
	{See appended electronic signature page} 
	Janice 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 
	DBRUP/Division Director/Joffe DBRUP/Medical Team Leader/Soule DBRUP/MO/Zopf DBRUP/Project Manager/Williamson OSI/Office Director/Burrow OSI/DCCE/ Division Director/Khin OSI/DCCE/Branch Chief/Ayalew OSI/DCCE/Team Leader/Pohlman OSI/DCCE/GCP Reviewer/Blay OSI/ GCP Program Analysts/ Patague/Peacock OSI/Database PM/Walters 
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	/s/ 
	ROY A BLAY 04/07/2016 
	JANICE K POHLMAN 04/07/2016 
	KASSA AYALEW 04/07/2016 
	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). 
	*** This document contains proprietary information that cannot be released to the public*** 
	Date of This Review: 
	Date of This Review: 
	Date of This Review: 
	April 15, 2020 

	Requesting Office or Division: 
	Requesting Office or Division: 
	Division of Urology, Obstetrics, and Gynecology (DUOG) 

	Application Type and Number: 
	Application Type and Number: 
	NDA 208352 

	Product Name and Strength: 
	Product Name and Strength: 
	Phexxi (L-lactic acid, citric acid and potassium bitartrate) 

	TR
	Vaginal Gel, 1.8%/1%/0.4% 

	Product Type: 
	Product Type: 
	Multiple Ingredient Product 

	Rx or OTC: 
	Rx or OTC: 
	Prescription (Rx) 

	Applicant Name: 
	Applicant Name: 
	Evofem, Inc. 

	FDA Received Date: 
	FDA Received Date: 
	April 8, 2020 

	OSE RCM #: 
	OSE RCM #: 
	2015-1723-1 and 2019-2426-1 

	DMEPA Safety Evaluator: 
	DMEPA Safety Evaluator: 
	Carol Holquist, RPh 

	DMEPA Team Leader: 
	DMEPA Team Leader: 
	Lolita White, PharmD 


	1. PURPOSE OF MEMORANDUM 
	Evofem, Inc. submitted revised container labels and carton labeling on April 8, 2020 in response to an information request sent March 31, 2020 for Phexxi (L-lactic acid, citric acid and potassium bitartrate) Vaginal Gel.  Subsequently, the Division of Urology, Obstetrics, and Gynecology (DUOG) requested that we review the proposed changes to the Phexxi labels and labeling for areas of vulnerability that may lead to medication errors.  
	a

	2. CONCLUSION 
	The revised Phexxi container labels and carton labeling are unacceptable from a medication error perspective.  Below in Table 2 for the Division of Urology, Obstetrics, and Gynecology (DUOG).  We provide recommendations for Evofem, Inc. in Table 3. We ask that DUOG convey Table 3 in its entirety to Evofem, Inc. We recommend the following are implemented prior to approval of this NDA. 
	3. RECOMMENDAITONS FOR EVOFEM, INC. 
	We recommend the following be implemented prior to approval of this NDA 208352. 
	Table 1. Identified Issues and Recommendations for Division of Urology, Obstetrics, and Gynecology (DUOG) 
	Table 1. Identified Issues and Recommendations for Division of Urology, Obstetrics, and Gynecology (DUOG) 
	Table 1. Identified Issues and Recommendations for Division of Urology, Obstetrics, and Gynecology (DUOG) 

	TR
	IDENTIFIED ISSUE 
	RATIONALE FOR CONCERN 
	RECOMMENDATION 

	General Label and Labeling Comment 
	General Label and Labeling Comment 

	1. 
	1. 
	Evofem has kept “L-lactic Acid” instead of “Lactic Acid” on all Labeling. We consulted chemistry at the time of the last review with respect to the inclusion of “L” in the established name. Chemistry stated “Because ‘Lactic Acid’ is USP, the ‘L-‘ will need to be removed from the established name.  We will include reference to the stereochemistry in the Description section.”  We defer to chemistry on the proper designation of the established name and to communicate to Evofem, Inc on the appropriate terminolo

	Shiley, K. Information Request for Phexxi (L-Lactic acid, citric acid, potassium bitartrate) Vaginal Gel NDA 208352, Carton and Container Comments, Silver Spring (MD); FDA, CDER, OND, DUOG, 2020 APR 01. Available via DARRTS 
	Shiley, K. Information Request for Phexxi (L-Lactic acid, citric acid, potassium bitartrate) Vaginal Gel NDA 208352, Carton and Container Comments, Silver Spring (MD); FDA, CDER, OND, DUOG, 2020 APR 01. Available via DARRTS 
	at: https://darrts.fda.gov/darrts/ViewDocument?documentId=090140af805522e5 



	Table 2. Identified Issues and Recommendations for Evofem, Inc. (entire table to be conveyed to Applicant) 
	Table 2. Identified Issues and Recommendations for Evofem, Inc. (entire table to be conveyed to Applicant) 
	Table 2. Identified Issues and Recommendations for Evofem, Inc. (entire table to be conveyed to Applicant) 

	TR
	IDENTIFIED ISSUE 
	RATIONALE FOR CONCERN 
	RECOMMENDATION 

	Unbranded Foil Pouch 
	Unbranded Foil Pouch 

	1. 
	1. 
	You submitted unbranded foil labels in addition to the planned commercial labels and labeling. 
	The intent of this label is unclear regarding how it will be used with the intend to market product. 
	Please clarify the intention of the unbranded labels. 

	 Branded Foil Labeling (Black) 
	 Branded Foil Labeling (Black) 

	1. 
	1. 
	The established name lacks prominence commensurate with the proprietary name. 
	Per 21 CFR 201.10 (g)(2), the established name should not only be at least ½ the size of the proprietary name but should also have commensurate prominence taking into consideration typography, layout, contrast and other printing features. 
	Increase the prominence of the established name accordingly. 

	2. 
	2. 
	The strength lacks prominence on the label. 
	The strength appears on the same line as the dosage form and the grey text decreases the prominence of the statement against the black background.  
	Revise the strength to appear in a color that provides sufficient color contrast against the black background (i.e., white) and relocate the strength to appear on the line below “Vaginal Gel” as follows: Vaginal Gel 1.8%/1%/0.4%. 

	3. 
	3. 
	The manufacturer’s corporate logo “Evofem Biosciences” presented on the left panel of the pouch (see image below) is overly prominent and takes away from other important product information (e.g. established name and product strength) on the principal display panel. 
	The proprietary name, established name and strength should be the most prominent feature on the label to decrease risk of product selection medication error. 
	Decrease the size and prominence of the manufactures corporate logo. 


	4. The net contents statement appears overly prominent. The pink font used for the net contents statement makes the “5g” stand out on the label more than the product strength and given the statements current location it may be confused for the product strength. Decrease the prominence of the statement “Net Contents: 5 g”, insert a space between “5” and “g”, and relocate it to appear below the “Each foil contains…” statement. 5. The product expiry is presented by year and month only. This is the typical form
	6. 
	6. 
	6. 
	The foil pouch does not contain a linear barcode. 
	21 CFR 201.25(c)(2) requires the linear barcode appear on the immediate container label. 
	Include the barcode on the foil wrap. 

	Branded Carton Black Labeling 
	Branded Carton Black Labeling 

	1. 
	1. 
	Comments 1, 2, and 5 in the subsection above titled Branded Foil labeling apply to the branded carton – black as well. 
	See comments 1, 2, and 5 above. 
	See comments 1, 2, and 5 above. 

	2. 
	2. 
	The density of information on the back panel makes the information appear crowded and difficult to read. 
	Duplicate information could be deleted and more white space between the text on the back panel should be added to afford greater readability. 
	We recommend the deletion of information that appears on other panels to provide more white space between the text on the back panel. 


	4. APPENDICES: METHODS & RESULTS FOR EACH MATERIAL REVIEWED APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION 
	Table 3 presents relevant product information for Phexxi that Evofem, Inc. submitted on November 25, 2019. 
	Table 3. Relevant Product Information for Phexxi 
	Table 3. Relevant Product Information for Phexxi 
	Table 3. Relevant Product Information for Phexxi 

	Initial Approval Date 
	Initial Approval Date 
	N/A 

	Active Ingredients 
	Active Ingredients 
	L-lactic acid, citric acid and potassium bitartrate 

	Indication 
	Indication 
	Indicated for the prevention of pregnancy in women who choose to use an on demand method for their contraceptive needs. 

	Route of Administration 
	Route of Administration 
	vaginal 

	Dosage Form 
	Dosage Form 
	vaginal gel 

	Strength 
	Strength 
	1.8%/1%/0.4% 

	Dose and Frequency One (1) pre-filled single-dose applicator should be self-administered before each episode of vaginal intercourse. The product is effective immediately after placement for up to one hour. Container Closure/Device Constituent(s) 
	Dose and Frequency One (1) pre-filled single-dose applicator should be self-administered before each episode of vaginal intercourse. The product is effective immediately after placement for up to one hour. Container Closure/Device Constituent(s) 

	How Supplied 
	How Supplied 
	The product is supplied in a carton containing 12 individually wrapped 5 g pre-filled single-dose vaginal applicators containing lactic acid, citric acid and potassium bitartrate, 1.8%/1%/0.4%. 

	Storage 
	Storage 
	Store in the original foil pack at room temperature at 20° to 25°C (68° - 77°F); excursion permitted between 15° to 30°C (59° to 86°F) [see USP Controlled Room Temperature]. 


	APPENDIX B. PREVIOUS DMEPA REVIEW 
	The response to the information request submitted on April 8, 2020 was in response to recommendations provided in the Human Factors and Label and Labeling Review dated February 21, 2020 . 
	b

	APPENDIX E. LABELS AND LABELING 
	E.1 List of Labels and Labeling Reviewed 
	Using the principles of human factors and Failure Mode and Effects Analysis, along with postmarket medication error data, we reviewed the following Phexxi labels and labeling submitted by Evofem, Inc. on April 8, 2020. 
	c

	 Branded Applicator Foil Label (5 g pre-filled applicator) 
	 Unbranded Applicator Foil Label (5 g pre-filled applicator) 
	 Branded Carton Labeling (12 x 5 g pre-filled applicators) 
	E.2 Label and Labeling Images 
	Container labels 

	Branded Foil Labeling: 
	 Holquist, C. Human Factors and Label and Labeling Review for Lactic Acid, Citric Acid and Potassium Bitartrate Vaginal Gel (NDA 208352), Silver Spring (MD). FDA, CDER, OSE, OMEPRM, DMEPA 2020 FEB 21. OSE RCM No. 20151723 and 2019-2426. 
	b

	 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004. 
	c

	Reference ID: 4592822Reference ID: 4614956 
	Signature Page 1 of 1 
	This is a representation of an electronic record that was signed electronically. Following this are manifestations of any and all electronic signatures for this electronic record. 
	/s/ 
	CAROL A HOLQUIST 04/15/2020 05:10:53 PM 
	LOLITA G WHITE 04/15/2020 07:03:46 PM 
	                                                                                                                            Clinical Inspection Summary                                                                                                                         NDA 208352 
	Clinical Inspection Summary 
	Clinical Inspection Summary 
	Date 
	Date 
	Date 
	March 30, 2020 

	From 
	From 
	Ling Yang, M.D., Ph.D., FAAFP Min Lu, 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 
	To 
	Anandi Kotak, M.D., M.P.H., Clinical Reviewer Gerald Willett, M.D., Clinical Team Leader Jennifer Dao, Regulatory Project Manager Division of Bone, Reproductive, and Urology Products 

	NDA # 
	NDA # 
	208352 Resubmission 

	Applicant 
	Applicant 
	Evofem, Inc. 

	Drug 
	Drug 
	Phexxi (Amphora) Vaginal Gel 

	NME (Yes/No) 
	NME (Yes/No) 
	No 

	Review Priority 
	Review Priority 
	Standard 

	Proposed Indication(s) 
	Proposed Indication(s) 
	Prevention of pregnancy in women who choose to use an on-demand method for their contraceptive needs 

	Consultation Request Date 
	Consultation Request Date 
	December 19, 2019 

	Summary Goal Date 
	Summary Goal Date 
	April 03, 2020 

	Action Goal Date 
	Action Goal Date 
	April 25, 2020 

	PDUFA Date 
	PDUFA Date 
	May 25, 2020 


	I. OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS 
	I. OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS 
	Clinical data from Study AMP002 were submitted to the Agency in support of this New Drug Application (NDA) for Phexxi (L-lactic acid, citric acid, potassium bitartrate, Amphora) vaginal gel for the proposed indication. Two clinical investigators (CIs): Drs. Aazami (Site 163) and Gonzalez (Site 112) were selected for clinical inspections. 
	The inspections verified the sponsor Evofem, Inc. submitted clinical data with source records at the CI sites. Based on the results of these CI inspections, Study AMP002 appears to have been conducted adequately, and the data generated by these sites and submitted by the sponsor appear acceptable in support of the respective indication. 
	II. BACKGROUND 
	Evofem, Inc. submitted a complete response (CR) to NDA 208352, which was originally submitted on 07/02/2015 and received a CR letter on 04/28/2016, for Phexxi (L-lactic acid, citric acid, potassium bitartrate) vaginal gel on 11/25/2019. Phexxi is a vaginal pH regulator that is indicated for the prevention of pregnancy in women who choose to use an on-demand method for their contraceptive needs. In response to FDA’s CR recommendation and to support the approval of the 
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	NDA, the sponsor submitted clinical data from a Phase 3 Study AMP002, titled “A Single-Arm, .Phase III, Open-Label, Multicenter Study in Women Aged 18-35 Years of the Contraceptive .Efficacy and Safety of Phexxi Contraceptive Vaginal Gel”.. 
	®

	The primary objective of the study was to evaluate the contraceptive efficacy of Phexxi over 7 menstrual cycles of use. The primary efficacy endpoint was the 7-cycle cumulative pregnancy rate as calculated using the Kaplan-Meier method. The safety endpoint was reported adverse events (AEs). 
	After a screening period up to 60 days, enrolled subjects were assigned to Phexxi treatment, 5 g administered intravaginally by the subject immediately before or up to 1 hour before each episode of vaginal intercourse, for up to 7 cycles. There were 5 study visits: Visit 1 (screening), Visit 2 (enrollment), Visit 3 (during the 2nd study cycle), Visit 4 (during either the 5th or 6th study cycle), and Visit 5 (14-30 days after the 7th cycle). In addition, subjects were contacted by telephone by the clinical s
	Study AMP002 screened a total of 2792 subjects and enrolled 1384 subjects in 112 study centers in the US. The first subject was enrolled on 07/24/2017 and the last subject was completed on 11/29/2018. Of note, during the study, a total of 267 subjects were instructed to return for last visit (Visit 5) during the 7th cycle rather than in the protocol-specified window of 14-30 days after the 7th cycle. These subjects were subsequently categorized as “early terminations” and recorded as having “other” reasons 
	Two CIs: Dr. Hessam Aazami (Site 163) and Dr. Blanca Gonzalez (Site 112) were requested for .clinical inspection in support of the application. These sites were selected based on enrolling a high .number of patients to the study treatment arm and with a high protocol violation rate. .
	III. RESULTS 
	1. Dr. Hessam Aazami, Site 163 
	22030 Sherman Way, Suite 101 
	Canoga Park, CA 91303 
	This CI was inspected on January 29-31 and February 03-04, 2020 as a data audit for Study .AMP002. This was the initial inspection for Dr. Aazami. The study site screened a total of 188 .subjects and enrolled 37 subjects. Thirteen (13) subjects completed the study and 24 subjects .withdrew the consents. The first subject was enrolled on 09/13/2017 and the last subject’s last .follow-up visit was on 06/28/2018. Twenty-six (26) of the 37 enrolled subjects’ records were. reviewed for eligibility criteria and 1
	Source records reviewed during the inspection included the study protocol and amendments, informed consent forms (ICFs), documentation of eligibility criteria, medical records, the investigational product (IP) accountability records, visit data, laboratory tests, e-diaries, electronic source data system, electronic case report forms (eCRFs), protocol deviations, and related regulatory 
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	documents [e.g., institutional review board (IRB) approvals and communications, staff training, financial disclosures and delegation of authority]. 
	At the end of the inspection, a Form 483 (Inspectional Observations) was issued with the following observation: 
	1.. Investigational records were not retained for a period of two years following approval of a drug's marketing application. 
	Specifically, the original source records for e-diaries for 33 of 37 enrolled subjects were not retained. The e-diaries were used to report signs and symptoms data for the subject and their partner during the study. 
	Other item discussed at the end of the inspection were: 
	1). Thirteen (13) subjects had the last visit (Visit 5) prior to the protocol-specified dates (14-30 days after the end of cycle 7). 
	: These subjects were instructed to return for last visit (Visit 5) during the 7th cycle rather than in the protocol-specified window of 14-30 days after the 7th cycle. These were reported in NDA data listings submitted by the sponsor. 
	Reviewer’s Comments

	2) Subject 
	 was enrolled on 09/29/2017 despite documented marijuana and alcohol abuse. 
	Figure

	: This appears to be an isolated finding that may not change the study overall efficacy and safety profile. 
	Reviewer’s Comment

	3) Subject 
	 had a urine culture showing Escherichia Coli count of 30,000 col/mL on 09/18/2017 and “asymptomatic UTI” was documented in the chart. This AE was not reported. The CI stated that based on his clinical judgement, the subject did not have a UTI and he wasn’t sure why it was written in the subject’s progress note. 
	Figure

	: This is an isolated finding. Therefore, it may not have impact on efficacy and safety. 
	Reviewer’s Comment

	In general, this clinical site appeared to be in compliance with Good clinical practice (GCP) except the observations noted above. These observations appear unlikely to have significant impacts on overall efficacy and safety results. Data submitted by this clinical site appear acceptable in support of this specific indication. 
	2. Dr. Blanca Gonzalez, Site 112 
	14505 Commerce Way, Suite 535t. Miami Lake, FL 33016. 
	This CI was inspected on January 8, 10, 13-15, 21 and 23, 2020 as a data audit for Study AMP002. This was the initial inspection for Dr. Gonzalez. The study site screened a total of 90 subjects, 
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	enrolled 51 subjects and 23 subjects completed the study. The first subject was enrolled on 09/01/2017 and the last subject’s last visit was on 09/21/2018. Twenty-eight (28; 12 screen failure and 16 enrolled) subjects’ records were reviewed. 
	Source records reviewed during the inspection included the study protocol and amendments, ICFs, documentation of eligibility criteria, medical records, AEs, the IP accountability records, visit data, laboratory tests, e-diaries, eCRFs, monitoring activities, and related regulatory documents (e.g., IRB approvals and communications, staff training, financial disclosures and delegation of authority). 
	The inspection found adequate source documentation for the inspected study subjects. 
	At the end of the inspection, a Form 483 was issued with the following observations: 
	1.. An investigation was not conducted in accordance with the signed statement of investigator. 
	Specifically, for 5 subjects (Subjects ), the accurate instruction on the IP use was not provided to subjects prior to the IP use. The subjects had 
	intercourse an hour after IP use without any additional applications or other forms of contraceptive, which violated the protocol that “Subjects will be instructed to administer a single pre-filled applicator of study drug intravaginally a maximum of one hour before each episode of vaginal intercourse. Additional applications of study drug should be administered before each additional act of vaginal intercourse regardless of the time of the last application (e.g., if vaginal intercourse occurs more than onc
	Figure

	 had a positive blood serum pregnancy test at Visit 5. 
	All of the 5 subjects’ protocol deviations were included in the submission and Subject pregnancy was reported and listed. The CI responded on 02/07/2020 that these deviations were noted early by CRA in the study and clinical team was retrained and also the 5 identified , were retrained on 12/08/2017 regarding the appropriate time of IP administration. Subject ’s last IP use was on 05/12/2018 and the positive urine pregnancy test was on 06/18/2018, the last visit. There was no IP use after the positive pregn
	Reviewer’s Comments: 
	subjects, including Subject 2 

	2.. Investigational drug disposition records are not adequate with respect to quantity and use by subjects. 
	’s 
	Specifically, the discrepancies between the documented amount of IP returned and the amount of e-diary IP use entries were noted for 5 subjects (Subjects ). The source for the IP returned (used and empty wrappers) did not accurately reflect the number of IP use entries in the e-diary and no explanation was provided. 
	The CI responded that the IP accountability was handled by the study coordinator who left the site and therefore her documentation in regard to this issue was not available to the current 
	Reviewer’s Comments: 
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	staff. The clinic staff has been retrained on maintaining adequate records on the disposition of the IP. Most of the discrepancies were identified and addressed during the study visits per the  IP used with 12 reported; Subject  IP used with 18 reported; Subject IP used with 20 reported; Subject  IP used with 20 reported. The discrepancies are relatively small. Thus, it is unlikely that these discrepancies will affect the efficacy result of the study. 
	clinical study monitor. Details of the discrepancies identified are: Subject IP used with 30 reported; and Subject
	Figure

	3.. Failure to prepare or maintain accurate case histories with respect to observations and data pertinent to the investigation. 
	Specifically, the updated e-diary source data on IP use information that was changed or updated by 7 subjects (Subjects ) during the study visits were not updated in the eCRF. 
	The uncaptured IP use was relatively small proportion as compared to all IP use data for each subject and this appears unlikely to have significant impact on the overall efficacy and safety results of the study. The CI acknowledged this and responded that the site staff were retrained on the ePro Service Manual and on completing Data Correction Reports on 02/06/2020. 
	Reviewer’s Comments: 

	In general, this clinical site appeared to be in compliance with GCP except the observations noted above. These observations appear unlikely to have significant impact on overall efficacy and safety results. Data submitted by this clinical site appear acceptable in support of this specific indication. 
	{See appended electronic signature page} 
	Ling Yang, M.D., Ph.D. Good Clinical Practice Assessment Branch Division of Clinical Compliance Evaluation Office of Scientific Investigations 
	CONCURRENCE: 
	{See appended electronic signature page} 
	Min Lu, M.D., M.P.H. Team Leader Good Clinical Practice Assessment Branch Division of Clinical Compliance Evaluation Office of Scientific Investigations 
	CONCURRENCE: {See appended electronic signature page} 
	Kassa Ayalew, M.D., M.P.H 
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	HUMAN FACTORS AND 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: 
	Date of This Review: 
	Date of This Review: 
	February 21, 2020 

	Requesting Office or Division: 
	Requesting Office or Division: 
	Division of Bone, Reproductive and Urologic Products 

	TR
	(DBRUP) 

	Application Type and Number: 
	Application Type and Number: 
	NDA 208352 

	Product Name, Dosage Form, 
	Product Name, Dosage Form, 
	lactic acid, citric acid and potassium bitartrate vaginal gel 

	and Strength: 
	and Strength: 
	1.8%/1%/0.4% 

	Product Type: 
	Product Type: 
	Combination Product 

	Rx or OTC: 
	Rx or OTC: 
	Prescription (Rx) 

	Applicant/Applicant Name: 
	Applicant/Applicant Name: 
	Evofem, Inc 

	FDA Received Date: 
	FDA Received Date: 
	November 25, 2019 and February 3, 2020 

	OSE RCM #: 
	OSE RCM #: 
	2015-1723 and 2019-2426 

	DMEPA Safety Evaluator: 
	DMEPA Safety Evaluator: 
	Carol Holquist, RPh 

	DMEPA Team Leader: 
	DMEPA Team Leader: 
	Lolita White, PharmD 

	DMEPA Associate Director for 
	DMEPA Associate Director for 

	Human Factors: 
	Human Factors: 
	Quynh-Nhu Nguyen, MS 


	1 
	1 
	REASON FOR REVIEW 

	Evofem Inc., submitted human factors (HF) data (URAA, Comparative Analysis, Labeling  Comprehension Study) and labels and labeling under NDA 208352, lactic acid, citric acid and potassium bitartrate vaginal gel, 1.8%/1%/0.4%.  This is a combination product with a proposed vaginal applicator device constituent part that is intended for the prevention of pregnancy in women who choose to use on demand methods for their contraceptive needs. 
	2 REGULATORY HISTORY 
	The Applicant, Evofem, originally submitted NDA 208352 on July 2, 2015.  The applicant did not submit human factors (HF) data for the proposed product and we did not recommend that HF data was necessary to support the safe and effective use of the proposed product from a medication error perspective.  We did not request HF data given the results of our URAA assessment during the IND determined the proposed applicators did not introduce any new or unique risks versus comparable applicators currently in the m
	A Complete Response (CR) letter was issued on April 28, 2016 due to clinical, facility inspection and CDRH deficiencies. Evofem submitted a Class 2 Resubmission package for NDA 208352 on November 25, 2019. 
	a

	3 PRODUCT DESCRIPTION 
	This multi-ingredient product is available as a pre-filled single-dose applicator that delivers 5 g of bioadhesive gel containing naturally occurring lactic acid (1.8%), citric acid (1%) and potassium bitartrate (0.4%). The prefilled applicator and plunger are provided in a foil pouch within a carton. Each carton contains 12 individually wrapped pre-filled single-dose vaginal applicators. Immediately prior to use, the patient connects the plunger to the applicator upon removal from the foil pouch.  
	Figure
	 Gassman, A. Complete Response Letter for Amphora (lactic acid 1.76%, citric acid 1%, and potassium bitartrate 0.4%) Vaginal Gel, Silver Spring (MD); FDA, CDER OND 2016 APR 28. 4971 
	a
	https://darrts.fda.gov//darrts/faces/ViewDocument?documentId=090140af803e3805&_afrRedirect=39362306091 

	4 
	4 
	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 
	Table 1.  Materials Considered for this Label and Labeling Review 
	Table 1.  Materials Considered for this Label and Labeling Review 

	Material Reviewed 
	Material Reviewed 
	Appendix Section (for Methods and Results) 

	Product Information/Prescribing Information 
	Product Information/Prescribing Information 
	A 

	Previous DMEPA Reviews 
	Previous DMEPA Reviews 
	B 

	Human Factors Study 
	Human Factors Study 
	C 

	ISMP Newsletters* 
	ISMP Newsletters* 
	D – N/A 

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

	Other 
	Other 
	F – N/A 

	Labels and Labeling 
	Labels and Labeling 
	G 


	N/A=not applicable for this review 
	*We do not typically search FAERS or ISMP Newsletters for our label and labeling reviews 
	unless we are aware of medication errors through our routine postmarket safety surveillance 
	5 OVERALL ASSESSMENT OF THE MATERIALS REVIEWED 
	5.1 HUMAN FACTORS DATA 
	The applicant submitted a use related risk assessment (URRA), comparative analysis report and labeling comprehension validation study report in accordance with the following two FDA guidance’s on Human Factors titled: Contents of a Complete Submission for Threshold Analysis and Human Factors Submissions to Drug and Biologic Applications and Human Factors Studies and Related Clinical Study Consideration in Combination Product Design and Development. 
	5.1.1 URRA 
	Our review of the URRA notes that no changes have been made to the device user interface since the time of the initial URRA analysis completed in the IND phase of product development. The current URRA, which evaluates the same high-risk tasks and same marketed comparator product, does not identify any potential new or unique use errors or task failures as compared to the previous URRA. Thus, we maintain our previous determination that the proposed applicator to be used with lactic acid, citric acid and pota
	5.1.2 Comparative Analysis 
	The applicant chose VCF Vaginal Contraceptive Gel as their primary comparator product since its intended use and users are closest to those of the proposed product. Based on the information provided by the applicant we agree that there are no physical design differences between the proposed product and VCF that might impact critical tasks. Thus, this comparison 
	The applicant chose VCF Vaginal Contraceptive Gel as their primary comparator product since its intended use and users are closest to those of the proposed product. Based on the information provided by the applicant we agree that there are no physical design differences between the proposed product and VCF that might impact critical tasks. Thus, this comparison 
	is appropriate and we agree with the applicant that no new risks are introduced with the proposed product design. 

	VCF Vaginal Contraceptive Gel       Proposed Product 
	5.1.3 HF Labeling Comprehension Study 
	The applicant states the purpose of the HF labeling comprehension study was “to ensure any elements (within the IFU and Patient Information section) unique to the use of this device could be properly interpreted by intended users.” 
	5.1.3.1 Summary of Study Design 
	The study included a cohort of 15 women of reproductive age (18-45) with experience using any contraceptive product. Fourteen (14) of the 15 participants had experience with vaginal applicators (i.e., douche, menstrual cup, monistat, suppositories, and tampons). 
	The study participants were requested to first read the IFU. Participants were given a sealed foil package with labeling. Study participants were first asked to state what the recommended position is when inserting the applicator. Then, participants were asked to verbalize the complete procedure for preparing the device, inserting into the vagina and application of drug by expelling the product into a disposable cup. Next participants were asked a series of knowledge tasks (i.e., expiration date, how long o
	5.1.3.2 Results 
	One use error was noted in the verbalization of the complete procedure for preparing and expelling of the product into the plastic cup. The single use error describes the participant pushing the plunger nearly all the way in after attaching the plunger to the pre-filled applicator (see below). The participant realized her error just before removing the cap and attempting to push out the gel into the plastic cup. 
	Figure
	The participant knew to obtain a new applicator given her error indicating self-correction without outside prompting by the moderator. She successfully performed the procedure on the second attempt with a new package. The participant stated that she was confused by Step 3 of the instructions for use. When asked what confused her, she didn't have a clear answer and suggested that the words "connect" and "seat in" were confusing. When asked what word would be better to use, she suggested, with some hesitation
	No definitive root cause could be established by the applicant with follow-up. No other users found the initial language confusing or experienced an error or difficulty in performing the task. Our review of the proposed IFU notes the term “seat in” is no longer a parenthetical statement following the instruction to “connect” (see images below). We find the deletion of this term acceptable because “seat in” is not commonly used to describe the attachement of applicators in most vaginal products. Terms such a
	  Step 3 used in HF study Step 3 in current IFU 
	Figure
	Figure
	We find the IFU labeling as revised adequately describes how to attach the plunger to the pre-filled applicator and provides clear instruction on what to do in the event that the gel comes out at the point of plunger attachment. 
	5.2 LABELS AND LABELING 
	We considered the label and labeling comments outlined in our previous review which were communicated to the applicant in the complete response letter issued April 28, 2016. The applicant did not implement all recommendations. Tables 2 and 3 below include the identified medication error issues from our previous review along with additional issues noted with the revised labels and labeling, our rationale for concern, and the proposed recommendation to minimize the risk for medication error. 
	b

	 Baugh, D. Label, Labeling and Packaging Review for Amphora (lactic acid, citric acid, and potassium bitartrate) Vaginal Gel (NDA 208352), Silver Spring (MD), FDA, CDER, OSE, OMEPRM, DMEPA 2015 DEC 10. RCM 2015-2057 
	b

	Table 2: Identified Issues and Recommendations for Division of Bone Reproductive and Urologic Products 
	Table 2: Identified Issues and Recommendations for Division of Bone Reproductive and Urologic Products 
	Table 2: Identified Issues and Recommendations for Division of Bone Reproductive and Urologic Products 

	TR
	Identified Issue 
	Rationale for Concern 
	Recommendation 

	Full Prescribing Information 
	Full Prescribing Information 

	1. 
	1. 
	The IFU indicates an additional dose must be applied if more than one act of vaginal sex happens within one hour. Section 2.1, Recommended Dosing, does not include this statement. 
	Lack of clarity regarding the need for an additional dose within the same hour post initial administration might result in wrong dose errors due to confusion. 
	If the information in the IFU is accurate then we recommend Section 2.1 include the following statement “An additional dose of TRADENAME must be applied if more than one act of vaginal sex occurs within one hour”. 

	2. 
	2. 
	Section 16, does not include the product strength. 
	This information is required by 21 CFR 201.57(c)(17).   
	Revise this section to include the product strength. For example, TRADENAME Vaginal Gel 1.8%/1%/0.4% is supplied as … 


	Reference ID: 4564998
	Reference ID: 4614956 
	Reference ID: 4614956 
	Reference ID: 4564998

	Table 3: Identified Issues and Recommendations for Abbvie Inc (entire table to be conveyed to Applicant) 
	Table 3: Identified Issues and Recommendations for Abbvie Inc (entire table to be conveyed to Applicant) 
	Table 3: Identified Issues and Recommendations for Abbvie Inc (entire table to be conveyed to Applicant) 

	TR
	Identified Issue 
	Rationale for Concern 
	Recommendation 

	Individual Applicator Wrap (TRADENAME) 
	Individual Applicator Wrap (TRADENAME) 

	1. 
	1. 
	The established name, dosage form and strength appear crowded on the label and lack prominence commensurate with the proprietary name. 
	To be in accordance with 21 CFR 201.10 (g)(2), the established name should be at least ½ the size of the proprietary name and have commensurate prominence taking into consideration typography, layout, contrast and other printing features. Placing the established name and strength on separate lines below the proprietary name will allow for increased prominence of these statements. 
	We recommend revising the labeling as follows: Tradename (lactic acid, citric acid and potassium bitartrate) Vaginal Gel 1.8%/1%/0.4% 

	2. 
	2. 
	The route of administration is not present on the principal display panel. 
	Not including the route of administration on the label can lead to wrong route of administration medication errors. 
	Include the following statement on the principal display panel “For Vaginal Use Only”. 

	3. 
	3. 
	The principal display panel is crowded with information. Certain information can be relocated to the back panel to provide sufficient white space on the principal display panel for other important information. 
	We are concerned that the important product information as presented may be overlooked. The lot number and expiration date, storage information can be relocated to provide more space to display the proprietary name, 
	We recommend relocating the following statement to the back of the foil wrap: Lot number Expiration date Storage Temperature See package insert for full Prescribing Information 


	Reference ID: 4614956 
	Reference ID: 4614956 
	Reference ID: 4564998

	Table
	TR
	established name and strength in a more prominent manner. 
	Keep this an all medications out of the reach of children (Note: the change from all capital letters to title case). 

	4. 
	4. 
	The net quantity statement lacks clarity because it does not include a numeric quantity to accurately reflect the contents in the foil pouch. 
	We are concerned this lack of clarity may lead to improper dose medication error.   Each foil pouch contains one pre-filled applicator and one plunger. Thus, the statement should be revised for accuracy. 
	Revise the net quantity statement to read as follows: Contents: One Pre-filled single dose Vaginal Applicator and One plunger. 

	5. 
	5. 
	The USE ME (the right way) statement is too prominent. . 
	We are concerned this over prominence may take away from other important product information. 
	We recommend you decrease the prominence of the aforementioned statement to ensure readability of other  important product information.  Also revise the proposed proprietary name from Amphora to xxx since the name Amphora is not  conditionally approved for this product. 

	Individual Applicator Wrap (Unbranded) 
	Individual Applicator Wrap (Unbranded) 

	1. 
	1. 
	Comments 2-6 in the subsection above titled individual Applicator Wrap (TRADENAME) apply to this foil wrap as well. 
	See comments 2-6 above. 
	See recommendations 2-6 above. 

	2. 
	2. 
	The product strength of each ingredient is included within the established name rather than begin located outside of the name. 
	Including the strength in the name does not afford maximum readability and decreases the prominence of the name and strength statements. 
	Relocate the product strength to appear as a single statement outside of the established name as follows: Lactic acid, citric acid and Potassium bitartrate Vaginal Gel 1.8%/1%/0.4% 

	Carton labeling (12 count) 
	Carton labeling (12 count) 

	1. 
	1. 
	The carton labeling portrays the proprietary name “Amphora” which is not a conditionally approved name for this proposed product. 
	The carton labeling should reflect a placeholder for the proprietary name (i.e., Tradename) or reflect the established name if a proprietary name is not pursued. 
	Provide a revised carton labeling with “Trade Name” placeholder. Additionally, revise the reference to the “amphora.com” website to reflect “Trade Name.com”. 


	Reference ID: 4614956 
	Reference ID: 4614956 
	Reference ID: 4564998

	2. 
	2. 
	2. 
	The established name, dosage form and strength appear crowed on the label and lack prominence commensurate with the proprietary name.  As such, the display of established name, finished dosage form and strength can be improved. 
	The most important information on the label should be the product name (proprietary/established) and strength. To be in accordance with 21 CFR 201.10 (g)(2), the established name should be at least ½ the size of the proprietary name and have commensurate prominence taking into consideration typography, layout, contrast and other printing features. Placing the established name and strength on separate lines below the proprietary name will allow for increased prominence of these statements. 
	We recommend revising the labeling as follows: Tradename (lactic acid, citric acid and potassium bitartrate) Vaginal Gel 1.8%/1%/0.4% 

	3. 
	3. 
	The net quantity statement lacks clarity because it does not include a numeric quantity to accurately reflect the contents in the carton. 
	We are concerned this lack of clarity may lead to improper dose medication error. Each carton contains 12 individually wrapped foil pouches that contain one pre-filled applicator and one plunger. Thus, the statement should be revised for accuracy. 
	Revise the net quantity statement to read as follows: 12 individually wrapped foil pouches containing one Prefilled single dose Vaginal Applicator and one Plunger. 

	4. 
	4. 
	As presented, the words Evofem Biosciences is overly prominent when compared to the proprietary and established names on the side and back panels of the carton labeling. 
	Evofem should not appear on any panel without being qualified as the distributor per 21 CFR 201.1 (h)(5). Additionally, the address must also be displayed in 
	Revise the distributor name to be presented in accordance with 21 CFR 201.1(h)(5) and 21 CFR 201.1(i). 


	Reference ID: 4614956 
	Table
	TR
	Additionally, one side panel only lists Evofem Biosciences and is not further described as a distributor or listed with the street address, city, state or zip code. 
	conjunction with the place of business. 

	5. 
	5. 
	The outer carton labeling does not include a linear barcode or 2D barcode. 
	In September 2018, FDA released draft guidance on product identifiers required under the Drug Supply Chain Security Act.c The Act requires manufacturers and repackagers, respectively, to affix or imprint a product identifier to each package and homogenous case of a product intended to be introduced in a transaction in(to) commerce beginning November 27, 2017, and November 27, 2018, respectively. 
	We recommend that you review the draft guidance to determine if the product identifier requirements apply to your product’s labeling. 


	 The draft guidance is available from: 
	c
	https://www.fda.gov/ucm/groups/fdagov-public/@fdagov-drugs-gen/documents/document/ucm621044.pdf 
	https://www.fda.gov/ucm/groups/fdagov-public/@fdagov-drugs-gen/documents/document/ucm621044.pdf 
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	6 CONCLUSION AND RECOMMENDATIONS 
	Our evaluation of the proposed container label, carton labeling, and PI labeling identified areas of vulnerability that may lead to medication errors.  In addition, our evaluation of the HF labeling comprehension study results demonstrates that a representative user experienced one use error on a critical task.  Specifically, a representative user inserted the plunger nearly all the way into the applicator after attaching the plunger to the pre-filled applicator.  The participant was able to self-correct an
	12. 
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	APPENDICES: METHODS & RESULTS FOR EACH MATERIALS REVIEWED APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION 
	Table 4 presents relevant product information  lactic acid, citric acid and potassium bitartrate vaginal gel received on November 25, 2019 from Evofem, Inc. 
	Table 2. Relevant Product Information for Proprietary namelactic acid, citric acid and potassium bitartrate vaginal gel Initial Approval Date N/A Active Ingredient lactic acid, citric acid and potassium bitartrate Indication Indicated for the prevention of pregnancy in women who choose to use an on demand method for their contraceptive needs. Route of Administration Vaginal Dosage Form vaginal gel Strength 1.8%/1%/0.4% Dose and Frequency One (1) pre-filled single-dose applicator should be self-administered 
	13. 
	Reference ID: 4564998.
	Reference ID: 4614956. 
	Storage Store in the original foil pack at room temperature at 20° to 25°C (68° - 77°F); excursion permitted between 15° to 30°C (59° to 86°F) [see USP Controlled Room Temperature]. 
	14 
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	APPENDIX B. PREVIOUS DMEPA REVIEWS. 
	On November 19, 2019, we searched for previous DMEPA reviews relevant to this current review using the terms “lactic acid, citric acid and potassium bitartrate”, “Amphora”, IND 109300 and NDA 208352. Our search identified 2 previous reviews.
	d,e 

	APPENDIX C. HUMAN FACTORS STUDY 
	The Applicant submitted the following human factors data on November 25, 2019. See EDR links below:  Human Factors Use-Related Risk Analysis: 
	\\cdsesub1\evsprod\nda208352\0034\m1\us\114-labeling\draft\comprehensionstudies\iaa-human-factors-use-related-risk-analysis.pdf 

	. Human Factors Report Instructions for Use Comprehension Validation Study Report: 
	\\cdsesub1\evsprod\nda208352\0034\m1\us\114-labeling\draft\comprehension-studies\iaa-human-factors-reportinstructions-for-use-comprehension.pdf 
	\\cdsesub1\evsprod\nda208352\0034\m1\us\114-labeling\draft\comprehension-studies\iaa-human-factors-reportinstructions-for-use-comprehension.pdf 

	. Comparative Analysis Report: 
	\\cdsesub1\evsprod\nda208352\0034\m1\us\114-labeling\draft\comprehension-studies\iaacomparative-analysis-report.pdf 

	 Baugh D. Evaluation of Use Risk Analysis for Amphora (IND 109300). Silver Spring (MD): FDA, CDER, OSE, OMEPRM, DMEPA (US); 2015 APR 21. RCM No.: 2015-537. 
	d

	 Baugh, D. Label, Labeling and Packaging Review for Amphora (lactic acid, citric acid, and potassium bitartrate) Vaginal Gel (NDA 208352), Silver Spring (MD), FDA, CDER, OSE, OMEPRM, DMEPA 2015 DEC 10. RCM 2015-2057. 
	e
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	APPENDIX G. LABELS AND LABELING 
	G.1 List of Labels and Labeling Reviewed 
	Using the principles of human factors and Failure Mode and Effects Analysis, along with postmarket medication error data, we reviewed the following Proprietary name labels and labeling submitted by Evofem, Inc 
	f

	 Trade Name Applicator Foil Label (5 g pre-filled applicator) received on November 25, 2019.  Unbranded Applicator Foil Label (5 g pre-filled applicator) received on November 25, 2019.  Carton labeling (12 x 5 g pre-filled applicators) received on November 25, 2019.  Instructions for Use (Image not shown) received on February 3, 2020, available from .
	\\cdsesub1\evsprod\nda208352\0037\m1\us\114-labeling\draft\labeling\trade-name-instructions-for-use-word.docx 
	\\cdsesub1\evsprod\nda208352\0037\m1\us\114-labeling\draft\labeling\trade-name-instructions-for-use-word.docx 

	 Prescribing Information (Image not shown) received on February 3, 2020, available from 
	\\cdsesub1\evsprod\nda208352\0037\m1\us\114-labeling\draft\annotated\annotated-draft-package-insert.pdf 
	\\cdsesub1\evsprod\nda208352\0037\m1\us\114-labeling\draft\annotated\annotated-draft-package-insert.pdf 

	Figure
	 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004. 
	f
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	Department of Health and Human Services. Public Health Service. Food and Drug Administration. Center for Drug Evaluation and Research. Office of Medical Policy Initiatives. Division of Medical Policy Programs. 
	REVIEW DEFERRAL MEMORANDUM. 
	REVIEW DEFERRAL MEMORANDUM. 

	Date:. February 17, 2016 
	To:. Hylton Joffe, MD Director 
	Division of Bone, Reproductive, and Urologic Products (DBRUP) 
	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:. Shawna Hutchins, MPH, BSN, RN Senior Patient Labeling Reviewer 
	Division of Medical Policy Programs (DMPP) 
	Subject:. Review Deferred: Instructions for Use (IFUs) 
	Drug Name (established AMPHORA gel (lactic acid, citric acid, and potassium name): bitartrate) 
	Dosage Form and Route:. Gel, for vaginal use 
	Application  NDA 208352 Type/Number: 
	Applicant:. Evofem, Inc. 
	1. 
	1 INTRODUCTION 
	On July 02, 2015, Evofem Inc., submitted for the Agency’s review a New Drug Application (NDA-208352) for Amphora gel (lactic acid, citric acid, and potassium bitartrate) gel, for vaginal use, indicated as a non-hormonal vaginal contraceptive gel for use in preventing pregnancy.  On September 19, 2015, the Division of Bone, Reproductive, and Urologic Products (DBRUP) requested that the Division of Medical Policy Programs (DMPP) review the Applicant’s proposed Instructions for Use (IFUs) for Amphora gel (lact
	This memorandum documents the DMPP review deferral of the Applicant’s proposed Instructions for Use (IFUs) for Amphora gel (lactic acid, citric acid, and potassium bitartrate) gel, for vaginal use. 
	2 CONCLUSIONS 
	Due to outstanding clinical and statistical deficiencies, DBRUP plans to issue a Complete Response (CR) letter. Therefore, DMPP defers comment on the Applicant’s patient labeling at this time. A final review will be performed after the Applicant submits a complete response to the Complete Response (CR) letter. Please send us a new consult request at such time.  
	Please notify us if you have any questions. 
	2. 
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	SHAWNA L HUTCHINS 02/17/2016 
	MARCIA B WILLIAMS 02/17/2016 
	LABEL, LABELING, AND PACKAGING 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: 
	Date of This Review: 
	Date of This Review: 
	December 10, 2015 

	Requesting Office or Division: 
	Requesting Office or Division: 
	Office of Bone, Reproductive and Urologic Products (DBRUP) 

	Application Type and Number: 
	Application Type and Number: 
	NDA 208352 

	Product Name and Strength: 
	Product Name and Strength: 
	Amphora (lactic acid, citric acid, and potassium bitartrate) 

	TR
	Vaginal Gel 

	TR
	1.76 %/1 %/0.4 % 

	Product Type: 
	Product Type: 
	Combination Product 

	Rx or OTC: 
	Rx or OTC: 
	Rx 

	Applicant/Sponsor Name: 
	Applicant/Sponsor Name: 
	Evofem 

	Submission Date: 
	Submission Date: 
	July 2, 2015 

	OSE RCM #: 
	OSE RCM #: 
	2015-2057 

	DMEPA Primary Reviewer: 
	DMEPA Primary Reviewer: 
	Denise V. Baugh, PharmD, BCPS 

	DMEPA Team Leader: 
	DMEPA Team Leader: 
	Danielle Harris, PharmD, BCPS 


	1 REASON FOR REVIEW 
	This review evaluates the proposed container labels, carton labeling, Instructions for Use (IFU) and prescribing information (PI) for Amphora (lactic acid, citric acid, and potassium bitartrate) for areas of vulnerability that could lead to medication errors.   The Division of Bone, Reproductive, and Urologic Products (DBRUP) requested this review as part of their evaluation of NDA 208352. 
	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 
	Table 1. Materials Considered for this Label and Labeling Review 
	Table 1. Materials Considered for this Label and Labeling Review 

	Material Reviewed 
	Material Reviewed 
	Appendix Section (for Methods and Results) 

	Product Information/Prescribing Information 
	Product Information/Prescribing Information 
	A 

	Previous DMEPA Reviews 
	Previous DMEPA Reviews 
	B 

	Human Factors Study 
	Human Factors Study 
	C (N/A) 

	ISMP Newsletters 
	ISMP Newsletters 
	D (N/A) 

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

	Other 
	Other 
	F (N/A) 

	Labels and Labeling 
	Labels and Labeling 
	G 


	N/A=not applicable for this review. *We do not typically search FAERS for label and labeling reviews unless we are aware of .medication errors through our routine post-market safety surveillance. 
	3 OVERALL ASSESSMENT OF THE MATERIALS REVIEWED 
	Our review of the container label, carton labeling, instructions for use (IFU) and prescribing information (PI) identified areas that can be improved from a medication error perspective.   Our assessment of these areas is as follows: 
	A. Prescribing Information 
	In the Dosage and Administration section of the Highlights and Full Prescribing Information (FPI), the dose and frequency of administration are unclear because of the use of run-on sentences and the absence of white space.  Additionally, the route of administration is not explicitly stated.  Also, in the FPI there should be adequate white space around the statements which follow the dosage statement to increase their visibility and to minimize the risk that they are overlooked.  We further determined that t
	Details regarding the strength and dosage form of the product, package configuration, and identifying information (i.e., NDC) for the drug product should be added to this section in accordance with 21 CFR 201.57(c)(17).  Finally, use of trailing zeros in the strength statement in the label and labeling is discouraged to avoid misinterpretation of this important information and they should therefore be removed.   See Sections 4.1 for specific recommendations for the Prescribing Information. 
	B. Container Label and Carton Labeling 
	We note that the sequence of drug identifying information needs to be revised to assist users in correctly identifying this product and in accordance with our Draft Guidance: Container and Carton, April, 2013.  Additionally, the NDC numbers need to be explicitly stated on the container and carton for our review of their vulnerability to medication errors, the net quantity should be re-located to the bottom third of the principal display panel to improve the prominence of drug-identifying information, and  t
	4. CONCLUSION & RECOMMENDATIONS 
	We conclude that areas of the Prescribing Information (PI) can be revised for clarity, Section 16 is incomplete and the container labels and carton labeling are vulnerable to confusion that can lead to medication errors.  We provide recommendations in sections 4.1 and 4.2 below and advise they be implemented prior to approval of this application. 
	4.1 RECOMMENDATIONS FOR THE DIVISION 
	A.. Prescribing Information 
	1.. 
	1.. 
	1.. 
	Wherever it appears, revise the strength statement so that terminal zeros are not present.   Specifically, revise “1.00 %” and “0.40%” to read “1 %” and “0.4%”, respectively, as the decimal point may be overlooked and cause confusion. 

	2.. 
	2.. 
	As currently proposed, the dose and frequency are not clear in the Dosage and Administration section of the Highlights and Full Prescribing Information (FPI).   To clarify the dosage and route of administration, consider revising the dosage statement to read:  “Insert one applicator-ful (5 g) into the vagina no earlier than one hour before each and every episode of vaginal intercourse”. Additionally, to increase the prominence of the statements in the FPI which follow the dosage statement, consider creating

	3.. 
	3.. 
	Consider adding “…intended for vaginal administration” to the first sentence in Section 11 to provide clarity for the intended route of administration.  

	4.. 
	4.. 
	Section 16 (How Supplied/Storage and Handling) under the Full Prescribing Information heading is missing information required by 21 CFR 201.57(c)(17).   Therefore, this section should be revised to include all of the following: strength, package configuration, description of dosage form (e.g., vaginal gel), description of the container, and NDC number. 

	5.. 
	5.. 
	Consider revising the Storage Statement (Section 16.2) to read:  “Store at room temperature 20°C to 25°C (68°F to 77°F); excursions permitted to 15°C to 30°C (59°F to 86°F)”. 


	4.2 RECOMMENDATIONS FOR EVOFEM 
	We recommend the following be implemented prior to approval of this NDA: 
	A.. Container Label  (5 gram pre-filled applicators ) 
	1.. To minimize confusion regarding the appropriate drug name, active ingredients, route of administration, and strengths, revise this information to read as follows: Amphora 
	(lactic acid, citric acid, and potassium bitartrate) Vaginal Gel 
	1.76 %/1 %/0.4 % 
	2.. 
	2.. 
	2.. 
	Add a barcode to the immediate container in accordance with 21 CFR 201.25(c)(2) 

	3.. 
	3.. 
	To minimize confusion, relocate the net quantity (e.g., “5 g” ) away from the route of administration (e.g., “For Vaginal Use Only”). 


	B. 
	C. Carton Labeling (5 gram pre-filled applicators 
	Figure
	1. 
	1. 
	1. 
	See A.1 above. 

	2.. 
	2.. 
	Add the intended NDC number for our review and comment.  Ensure that the NDC appears on the principle display panel (PDP) and that the package codes (last 2 digits) are different between the container sizes. 

	3.. 
	3.. 
	To minimize confusion, relocate the net quantity statement to the bottom third of the label away from the product name, dosage form and strength statements. 

	4.. 
	4.. 
	Wherever it appears, revise the strength statement so that terminal zeros are not present. Specifically, revise “1.00 %” and “0.40 %” to read “1 %” and “0.4 %”, respectively, as the decimal point may be overlooked and cause confusion. 

	5.. 
	5.. 
	Add the route of administration to the Dosage and Administration Statement to minimize the risk of wrong route errors. 


	APPENDICES: METHODS & RESULTS FOR EACH MATERIALS REVIEWED 
	APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION 
	Table 2 presents relevant product information for Amphora that Evofem submitted on July 2, 2015. 
	Table 2. Relevant Product Information for Amphora 
	Table 2. Relevant Product Information for Amphora 
	Table 2. Relevant Product Information for Amphora 

	Initial Approval Date 
	Initial Approval Date 
	N/A 

	Active Ingredient 
	Active Ingredient 
	lactic acid, citric acid, potassium bitartrate 

	Indication 
	Indication 
	pregnancy prevention 

	Route of Administration 
	Route of Administration 
	vaginal 

	Dosage Form 
	Dosage Form 
	Topical gel 

	Strength 
	Strength 
	1.76 %/1 %/0.4 % 

	Dose and Frequency 
	Dose and Frequency 
	a single 5 gram applicator inserted vaginally no earlier than one hour before each episode of vaginal intercourse 

	How Supplied 
	How Supplied 
	5 gram pre-filled vaginal applicator in individual overwraps; 

	Storage 
	Storage 
	20°C to 25°C (68°F to 77°F); excursion permitted to 15°C to 30°C (59°F to 86°F) 
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	APPENDIX B. PREVIOUS DMEPA REVIEWS 
	B.1 Methods 
	On September 11, 2015, we searched the DMEPA shared drive (also known as the “L:drive ‘) and AIMS using the terms, “Amphora” to identify reviews previously performed by DMEPA.  
	B.2 Results 
	Our search identified one previous review relevant to this one.  This review evaluated the use-related risk analysis for Amphora with the following conclusion: 
	1

	Based upon the Applicant’s use risk analysis, we agree with the Applicant and conclude that the proposed applicators to be used with Amphora Gel  do not introduce any new or unique risks versus comparable applicators currently  in the marketplace.  The high risk tasks associated with use of this product are not new or unique to these applicators, and the Applicant has incorporated strategies into the current device design and statements in the IFU to mitigate the risk for user error and task failures.  Ther
	Baugh D. Evaulation of Use Risk Analysis for Amphora (IND 109300). Silver Spring (MD): Food and Drug Administration, Center for Drug Evaluation and Research, Office of Surveillance and Epidemiology, Division of Medication Error Prevention and Analysis (US); 2015 APR 21.  7 p. OSE RCM No.: 2015-537. 
	1 

	APPENDIX C. HUMAN FACTORS STUDY 
	Not applicable. 
	Reference ID: 3858764. 
	Reference ID: 4614956. 
	APPENDIX D. ISMP NEWSLETTERS 
	Not applicable. 
	Reference ID: 3858764. 
	Reference ID: 4614956. 
	APPENDIX E. FDA ADVERSE EVENT REPORTING SYSTEM (FAERS) 
	Not applicable. 
	APPENDIX F. OTHER SOURCE 
	Not applicable. 
	Reference ID: 3858764. 
	Reference ID: 4614956. 
	APPENDIX G. LABELS AND LABELING 
	G.1 List of Labels and Labeling Reviewed 
	Using the principles of human factors and Failure Mode and Effects Analysis, along with post-market medication error data, we reviewed the following Amphora labels and labeling submitted by Evofem on July 2, 2015. 
	2

	 Container label (for pre-filled, single dose  Carton labeling (for pre-filled, single dose 
	) ) 
	 Prescribing Information (no image) 
	 Instructions for Use (no image) 
	G.2 Label and Labeling Images 
	Container Label for Pre-filled, single dose applicator 
	Figure
	Carton Labeling for Pre-filled, single dose applicator 
	Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004. 
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