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RxM™ Therapeutics, LLC (a wholly owned subsidiary of CutisPharma, Inc.) 
c/o B&H Consulting Services, Inc. 
Attention: Elizabeth N. Dupras, RAC 
Associate Director CM&C and Global Regulatory Affairs 
50 Division Street, Suite 206 
Somerville, NJ 08876 
 
 
Dear Ms. Dupras: 
 
Please refer to your Pre-Investigational New Drug Application (PIND) file for Vancomycin 
Hydrochloride Powder for Oral Solution Kit. 
 
We also refer to the meeting between representatives of your firm and the FDA on December 20, 
2016.  The purpose of the meeting was to discuss the data package to support submission of the 
505(b)(2) New Drug Application (NDA). 
 
A copy of the official minutes of the meeting is enclosed for your information.  Please notify us 
of any significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, call Jane A. Dean, RN, MSN, Regulatory Health Project Manager at 
(301) 796-1202. 

 
Sincerely, 
 
{See appended electronic signature page} 
 
Sumathi Nambiar, MD, MPH 
Director 
Division of Anti-Infective Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 

 
 
Enclosure: 
Meeting Minutes 
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MEMORANDUM OF MEETING MINUTES 
 

Meeting Type: Type B 
Meeting Category: Pre-NDA 
 
Meeting Date and Time: December 20, 2016, 9am – 10am 
Meeting Location: 10903 New Hampshire Avenue 

 White Oak Building 22, Conference Room 1309 
 Silver Spring, Maryland 20903 

 
Application Number: PIND 123456 
Product Name: Vancomycin Hydrochloride Powder for Oral Solution Kit 
Indication: C. difficile-associated diarrhea and Staphylococcal enterocolitis 
Sponsor/Applicant Name: RxM™ Therapeutics, LLC (a wholly owned subsidiary of 

CutisPharma, Inc.) 
 
Meeting Chair: Sumathi Nambiar, MD, MPH 
Meeting Recorder: Jane A. Dean, RN, MSN 
 
FDA ATTENDEES 
Division of Anti-Infective Products: 
Abimbola Adebowale, PhD Associate Director of Labeling 
Elsbeth Chikhale, PhD Biopharmaceutics Team Leader 
Jane A. Dean, RN, MSN Regulatory Health Project Manager 
Carmen DeBellas, RPh, PharmD Chief, Project Management Staff 
Tamara Feldblyum, MS, PhD Clinical Microbiology Team Leader (Acting) 
Karen Higgins, Sc.D Statistics Team Leader 
Seong Jang, PhD Clinical Pharmacology Team Leader 
Terry Miller, PhD Pharmacology/Toxicology Team Leader (Acting) 
Sumathi Nambiar, MD, MPH Director 
Shrikant Pagay, PhD Product Quality Reviewer 
Sheral Patel, MD Clinical Reviewer 
Jennifer Patro, PhD Product Quality Microbiology Reviewer 
Erika Pfeiler, PhD Product Quality Microbiology Reviewer 
Wendelyn Schmidt, PhD Pharmacology/Toxicology Team Leader 
Katherine Schumann Associate Director for Regulatory Affairs 
Hala Shamsuddin, MD Clinical Team Leader 
Bala Shanmugam, PhD Acting Branch Chief (Product Quality) 
Joseph Toerner, MD, MPH Deputy Director for Safety 
Katherine Windsor, PhD Product Quality Reviewer 
Yongheng Zhang, PhD Clinical Pharmacology Reviewer 
Yang Zhao, PhD Biopharmaceutics Reviewer 
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Question 7 was about the dissolution study and solubility of the drug substance in the diluent. 
Cutis confirmed that the reconstituted drug product is a solution and not a suspension. Cutis 
stated that the solubility of the drug substance depends on the pH. Cutis noted that the 
reconstituted solution has a pH of around and that the solubility of the drug substance is 
>100 mg/mL at pH  The Division noted that a dissolution test is not needed for a solution. The 
Division also stated that the specifications for the reconstituted solution should include an 
appearance test indicating that the reconstituted solution is a “clear solution without visible 
particles”.  The Division stated that the pH of the reconstituted solution should be in such a pH 
range that a solution is maintained and no suspension will be formed. Cutis stated that they plan 
to tighten the pH acceptance criterion range for the reconstituted solution from pH  to a 
narrower range around pH
 
Question 10 dealt with the extractable and leachable study. Cutis stated that the manufacturer of 
the container would submit data on extractables.  For the drug product, Cutis currently has six 
months leachable data but will include 12 month data in the NDA submission.  Cutis asked 
clarification for the amount of extractable/leachable data required for the reconstituted drug 
product and the flavored vehicle.  Cutis asked that since the registration stability study in on-
going if it was possible to add leachable testing to the 6 month old samples. The Division 
accepted this proposal. However, Cutis should add additional time points to test leachables, e.g. 
at the 9 month time point.  
 
Cutis asked for clarification on Antimicrobial Effectiveness Test (AET) timing for stability 
studies.  The Division confirmed that AET at 24 months is sufficient and suggested they refer to 
ICH Q1A guidelines.  The Division also suggested to Cutis the use of AET during their stability 
program for development purposes. Cutis was also reminded to perform AET at the lowest 

 content allowable for drug product release as part of pharmaceutical development 
studies.  
 
Regarding the transition from heavy metals testing (USP <231>) to elemental impurities testing 
(USP <232>/<233>) recommended in the Agency’s response to Question 3, Cutis confirmed that 
they would comply with the new standards by the implementation date [January 01, 2018]. 
 
Regarding pediatric labeling, the Sponsor asked whether it is still acceptable to take information 
from the labels of the existing vancomycin products for bridging.  The Division confirmed that 
no pediatric studies were required and that comments for pediatric labeling will be made at the 
time of review. 
 
The Division informed Cutis of the final rule, “Abbreviated New Drug Applications and 
505(b)(2) Applications” published on October 6, 2016, effective December 5, 2016 (81 FR 
69580). The Division clarified that new requirements apply to 505(b)(2) applicants, including the 
requirement to rely upon and certify to at least one pharmaceutically equivalent (PE) product, if 
one or more PE product(s) has/have been approved by FDA and is/are listed in the Orange Book.  
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505(b)(2) REGULATORY PATHWAY 
 
A 505(b)(2) application would be an acceptable approach at this time based on the information 
provided.  The Division recommends that sponsors considering the submission of an application 
through the 505(b)(2) pathway consult the Agency’s regulations at 21 CFR 314.54, and the draft 
guidance for industry Applications Covered by Section 505(b)(2) (October 1999), available at 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm.  
In addition, FDA has explained the background and applicability of section 505(b)(2) in its 
October 14, 2003, response to a number of citizen petitions that had challenged the Agency’s 
interpretation of this statutory provision (see Docket FDA-2003-P-0274-0015, available at 
http://www.regulations.gov). 
 
If you intend to submit a 505(b)(2) application that relies for approval on FDA’s finding of 
safety and/or effectiveness for one or more listed drugs, you must establish that such reliance is 
scientifically appropriate, and must submit data necessary to support any aspects of the proposed 
drug product that represent modifications to the listed drug(s).  You should establish a “bridge” 
(e.g., via comparative bioavailability data) between your proposed drug product and each listed 
drug upon which you propose to rely to demonstrate that such reliance is scientifically justified. 
 
If you intend to rely on literature or other studies for which you have no right of reference but 
that are necessary for approval, you also must establish that reliance on the studies described in 
the literature or on the other studies is scientifically appropriate.  You should include a copy of 
such published literature in the 505(b)(2) application and identify any listed drug(s) described in 
the published literature (e.g. by trade name(s)). 
 
If you intend to rely on the Agency’s finding of safety and/or effectiveness for a listed drug(s) or 
published literature describing a listed drug(s) (which is considered to be reliance on FDA’s 
finding of safety and/or effectiveness for the listed drug(s)), you should identify the listed drug(s) 
in accordance with the Agency’s regulations at 21 CFR 314.54.  It should be noted that 21 CFR 
314.54 requires identification of the “listed drug for which FDA has made a finding of safety and 
effectiveness,” and thus an applicant may only rely upon a listed drug that was approved in an 
NDA under section 505(c) of the FD&C Act.  The regulatory requirements for a 505(b)(2) 
application (including, but not limited to, an appropriate patent certification or statement) apply 
to each listed drug upon which a sponsor relies. 
 
If FDA has approved one or more pharmaceutically equivalent products in one or more NDA(s) 
before the date of submission of the original 505(b)(2) application, you must identify one such 
pharmaceutically equivalent product as a listed drug (or an additional listed drug) relied upon 
(see 21 CFR 314.50(i)(1)(i)(C), 314.54, and 314.125(b)(19); see also 21 CFR 314.101(d)(9)).  If 
you identify a listed drug solely to comply with this regulatory requirement, you must provide an 
appropriate patent certification or statement for any patents that are listed in the Orange Book for 
the pharmaceutically equivalent product, but you are not required to establish a “bridge” to 
justify the scientific appropriateness of reliance on the pharmaceutically equivalent product if it 
is scientifically unnecessary to support approval. 
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If you propose to rely on FDA’s finding of safety and/or effectiveness for a listed drug that has 
been discontinued from marketing, the acceptability of this approach will be contingent on 
FDA’s consideration of whether the drug was discontinued for reasons of safety or effectiveness. 
 
We encourage you to identify each section of your proposed 505(b)(2) application that is 
supported by reliance on FDA’s finding of safety and/or effectiveness for a listed drug(s) or on 
published literature (see table below).  In your 505(b)(2) application, we encourage you to 
clearly identify (for each section of the application, including the labeling):  (1) the information 
for the proposed drug product that is provided by reliance on FDA’s finding of safety and/or 
effectiveness for the listed drug or by reliance on published literature; (2) the “bridge” that 
supports the scientific appropriateness of such reliance; and (3) the specific name (e.g., 
proprietary name) of each listed drug named in any published literature on which your marketing 
application relies for approval.  If you are proposing to rely on published literature, include 
copies of the article(s) in your submission. 
 
In addition to identifying the source of supporting information in your annotated labeling, we 
encourage you to include in your marketing application a summary of the information that 
supports the application in a table similar to the one below. 
 
 

 
Please be advised that circumstances could change that would render a 505(b)(2) application for 
this product no longer appropriate.  For example, if a pharmaceutically equivalent product were 
approved before your application is submitted, such that your proposed product would be a 
“duplicate” of a listed drug and eligible for approval under section 505(j) of the FD&C Act, then 
it is FDA’s policy to refuse to file your application as a 505(b)(2) application (21 CFR 
314.101(d)(9)).  In such a case, the appropriate submission would be an Abbreviated New Drug 
Application (ANDA) that cites the duplicate product as the reference listed drug. 

List the information essential to the approval of the proposed drug that is 
provided by reliance on the FDA’s previous finding of safety and effectiveness for 

a listed drug or by reliance on published literature 

Source of information 
(e.g., published literature, name of 

listed drug) 

Information Provided 
(e.g., specific sections of the 505(b)(2) 

application or labeling) 

1.  Example: Published literature  Nonclinical toxicology 

2.  Example: NDA XXXXXX 
“TRADENAME” 

Previous finding of effectiveness for 
indication A 

3.  Example: NDA YYYYYY 
“TRADENAME” 

Previous finding of safety for 
Carcinogenicity, labeling section B 

4.       
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PRESCRIBING INFORMATION 
 
In your application, you must submit proposed prescribing information (PI) that conforms to the 
content and format regulations found at 21 CFR 201.56(a) and (d) and 201.57 including the 
Pregnancy and Lactation Labeling Rule (PLLR) (for applications submitted on or after June 30, 
2015).  As you develop your proposed PI, we encourage you to review the labeling review 
resources on the PLR Requirements for Prescribing Information and Pregnancy and Lactation 
Labeling Final Rule websites, which include: 
 

• The Final Rule (Physician Labeling Rule) on the content and format of the PI for human 
drug and biological products.  

• The Final Rule (Pregnancy and Lactation Labeling Rule) on the content and format of 
information related to pregnancy, lactation, and females and males of reproductive 
potential. 

• Regulations and related guidance documents.  
• A sample tool illustrating the format for Highlights and Contents, and  
• The Selected Requirements for Prescribing Information (SRPI) − a checklist of 

important format items from labeling regulations and guidances.   
• FDA’s established pharmacologic class (EPC) text phrases for inclusion in the 

Highlights Indications and Usage heading. 
 
The application should include a review and summary of the available published literature 
regarding drug use in pregnant and lactating women, a review and summary of reports from your 
pharmacovigilance database, and an interim or final report of an ongoing or closed pregnancy 
registry (if applicable), which should be located in Module 1.  Refer to the draft guidance for 
industry – Pregnancy, Lactation, and Reproductive Potential: Labeling for Human Prescription 
Drug and Biological Products – Content and Format 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/
UCM425398.pdf).   
 
Prior to submission of your proposed PI, use the SRPI checklist to ensure conformance with the 
format items in regulations and guidances. 
 
3.0 ISSUES REQUIRING FURTHER DISCUSSION 
 
There were no issues requiring further discussion. 
 
4.0 ACTION ITEMS 
 

Action Item/Description Owner Due Date 
FDA will provide meeting 
minutes within 30 days 

FDA January 20, 2017 

Cutis will submit the NDA Cutis Mid 2017 
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5.0 ATTACHMENTS AND HANDOUTS 
 
Attachment 1:  Copy of preliminary responses to meeting questions sent via email on 
December 19, 2016. 
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From: Dean, Jane  
Sent: Monday, December 19, 2016 12:26 PM 
To: Elizabeth Dupras (edupras@bhconsultingservices.com) 
Subject: PIND 123456 (vancomycin) - preliminary responses to meeting questions 
 
Hi, Beth - here are the preliminary responses to the meeting questions.  Please be advised that 
any new information or data not contained in your meeting package and presented in response 
to these comments will not be considered for official comment at the scheduled meeting.  The 
information may be very briefly presented, but must be provided as a submission to the 
application subsequent to this meeting to allow an opportunity for appropriate review and 
comment. 
 
In preparation for our upcoming meeting, please be advised that the official advice and 
recommendations of this division will be communicated during the formal dialogue of our 
upcoming meeting.  Any conversations before or after the official meeting will not reflect the 
decisions or agreements of the division and thus will not be reflected in the official meeting 
minutes.  If follow-up or clarification on a particular issue is required, those issues should be 
discussed during the meeting or can be pursued through the formal meetings process in a 
subsequent meeting or teleconference. 
 
If you wish to change this meeting to a telecon, please contact your Project Manager.  If you 
wish to cancel this meeting, the following responses will become part of the administrative 
record.  Submit your cancellation by letter to your application and contact your Project 
Manager. 
 
If you wish to discuss another application, the official meeting process should be followed as 
outlined in the May 2009 “Guidance for Industry - Formal Meetings Between the FDA and 
Sponsors or Applicants”. 
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9. QUESTIONS 

9.1. General Regulatory 

9.1.1. Qualified Infectious Disease Product (QIDP), Fast Track and Proprietary Name 
Review 

Question 1: Does the Agency agree that an initial Request for Proprietary Name 
Review can be submitted to pre-IND 123456? 

 

FDA Response to Question 1:  You may submit a request for initial request for Proprietary 
name prior to the submission of the marketing application. The appropriate regulatory pathway 
for a Request for Proprietary Name Review is through a separate submission of a request for 
proprietary name review and the proprietary name safety summary documents. Title the new 
submission cover page as a “REQUEST FOR PROPRIETARY NAME 
REVIEW”.  Acceptability of the proposed proprietary name requires a promotional and safety 
assessment. DMEPA will perform such an assessment once they receive a formal request for 
review from you. Once their assessment is complete, they will issue a letter with their final 
determination for your proposed Proprietary Name. The content requirements for such a 
submission can be found in the draft guidance for industry, Contents of a Complete Submission 
for the Evaluation of Proprietary Names, available at 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM075068.pdf 

 

9.1.1. Pediatric Labeling 

Question 2: Does the Agency agree that the draft labeling for Vancomycin 
Hydrochloride Powder for Oral Solution Kit is adequate for submission 
in the 505(b)(2) NDA? 

 
FDA Response to Question 2:  Please note that your proposed drug product labeling should 
comply with the Prescription Labeling Rule (PLR).  See 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/LawsActsandRules/ucm
084159.htm.  Be aware that as of June 30, 2015, all labeling for human prescription drug and 
biologic products must comply with the Pregnancy and Lactation Labeling Rule (PLLR).  A link 
to the Final Rule in the Federal Register is available at:   
 
https://www.federalregister.gov/articles/2014/12/04/2014-28241/content-and-format-of-labeling-
for-human-prescription-drug-and-biological-products-requirements-for 
 
We also refer you to FDA’s Draft Guidance for Industry: Pregnancy, Lactation, and 
Reproductive Potential: Labeling for Human Prescription Drug available at :    
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM425398.pdf.  
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Please provide mock-ups of the container labels and carton labeling, 3 placebo-containing 
samples of your product in its intended packaging including all components of the proposed 
Vancomycin hydrochloride for Oral Solution Kit at the time of your NDA submission.  Also, 
clarify whether you intend to provide dosing and/or measuring devices with the kit.  
 
We refer you to the following guidances: 
 

1. Guidance on Safety Considerations for Product Design to Minimize Medication Errors: 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guid
ances/UCM331810.pdf 

 
2. Safety Considerations for Container Labels and Carton Labeling Design to Minimize 

Medication Errors: 
http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidanc
es/ucm349009.pdf 

 
Final determination regarding the acceptability of labeling contents will be a review issue.  
 

9.2. Chemistry, Manufacturing and Controls 

Question 3: Does the Agency agree that the proposed specification for the drug 
substance is adequate to support submission of a 505(b)(2) NDA? 

 
FDA Response to Question 3:  The proposed specification for the drug substance generally 
appears adequate. While you note that all proposed limits for specified impurities are lower than 
the DMF supplier acceptance criterion or the acceptance criterion for any other impurity in the 
USP and Ph. Eur. monographs (NMT % and NMT %, respectively), we remind you that 
the USP specification is the minimal quality standard; your proposed impurities limits should be 
in line with the release and stability data provided in the NDA submission. Full justification of 
all proposed acceptance criteria (including specified impurities limits) should be included in the 
NDA, as you noted. Additionally, we recommend you replace the heavy metals test 
(USP <231>) with elemental impurities testing (USP <232>/<233>). A final evaluation of the 
drug substance specification will be performed at the time of NDA review. 
 
 

9.2.1. Vancomycin Hydrochloride Powder for Oral Solution Kit Specifications 

Question 4: Does the Agency agree that the in-process specification for the 
Vancomycin Hydrochloride USP Powder Component is adequate to 
support a 505(b)(2) NDA? 

 
FDA Response to Question 4: The fill weight variation of % appears to be reasonable. 
However, the adequacy of the in-process control will be determined during the NDA review. 
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FDA Response to Question 7:  Clarify whether a solution or a suspension is generated upon 
reconstitution of the powder in the grape-flavored diluent. Provide solubility data for 
vancomycin hydrochloride drug substance in water and in the proposed grape-flavored diluent at 
room temperature. 
 
If you can adequately demonstrate that the proposed vancomycin powder is completely soluble 
in the proposed volume(s) of grape flavored diluent, a dissolution test on a true solution is not 
relevant and therefore not needed. 
 
If a suspension is generated upon reconstitution of the powder in the grape-flavored diluent, 
dissolution testing is needed to adequately characterize the release of the drug from the 
suspension.  
 
 

9.2.3. Container Closure 

Question 8: Does the Agency agree that the data package to support the proposed 
container closures systems is adequate to support a 505(b)(2) NDA? 

 
FDA Response to Question 8:  Since vancomycin is sensitive to light, the proposed HDPE 
bottles seem appropriate for the storage of vancomycin dry powder. However, the suitability of 
the proposed container closure systems planned for the storage of the vancomycin powder, 
vehicle and reconstituted drug product will be assessed during the NDA review.  Also refer to 
the response to Question 10. 
 
 

9.2.4. Stability 

9.2.4.1. Vancomycin Hydrochloride Powder for Oral Solution Kit Stability Bracketing 
Question 9: Does the Agency agree with the proposed bracketing approach proposed 

for the primary stability studies? 
 

FDA Response to Question 9:  The proposed bracketing approach covering both vancomycin 
concentrations, three different volumes of the reconstituted drug product and two different 
sources of the drug substance appears to be reasonable. The batch size should be representative 
of the planned commercial batch (a minimum of pilot scale) and manufactured with equipment 
representative of the commercial scale. 
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9.2.4.2. Primary Stability Protocols 
Question 10: Does the Agency agree that the stability studies for the Vancomycin 

Hydrochloride USP Powder Component, the Grape-Flavored Diluent 
and the Reconstituted Vancomycin Hydrochloride Oral Solution are 
adequate to support a 505(b)(2) NDA? 

 
FDA Response to Question 10:  The proposed stability study protocol for Vancomycin 
Hydrochloride USP Powder, the grape flavored diluent, and the reconstituted drug product are 
not acceptable since it does not include extractable/leachable studies.  
 
The stability protocol should include the following (one time) studies: 

 
a) Extractable /Leachable study for the grape flavored diluent through the proposed shelf 
life. 
 
b) Extractable leachable study for the reconstituted vancomycin hydrochloride solution 
for the proposed use period. 
 
c) Weight loss study for the reconstituted vancomycin hydrochloride solution for the 
proposed use period. 

 
Include these parameters in Table 17 and Table 25 in the submission. 
 
In addition, this drug product is intended for multiple uses; therefore antimicrobial effectiveness 
data will be required for an NDA submission.  Please provide a commitment to conduct 
antimicrobial effectiveness testing according to USP <51> or equivalent methodology on at least 
one primary stability batch at the end of the proposed shelf life (reference ICH Q1A Stability 
Testing of New Drug Substances and Products for new drug products or Guidance for Industry 
ANDAs: Stability Testing of Drug Substances and Products - Questions and Answers for generic 
drug products).  Please be aware that AET for both release and stability should take place with 
the lowest  content used in the drug product. 
 

 
9.2.4.3. NDA Stability Data Package 

Question 11: Does the Agency agree to accept the 505(b)(2) NDA with 12-month 
long-term and 6-month accelerated stability data for drug product 
manufactured with  vancomycin hydrochloride and 9-month 
long-term and 6-month accelerated stability data for drug product 
manufactured with  vancomycin hydrochloride? 

 
FDA Response to Question 11:  Your proposal to submit 12 months long term and six months 
accelerated stability data for the minimum of three drug product batches manufactured with 

 vancomycin and nine months long term and six months accelerated stability data for the 
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three additional drug product batches manufactured with  vancomycin appears to be 
reasonable. The shelf life will be assessed upon review of the stability data. 
 
 

9.2.4.4. In-Use Stability 
Question 12: Does the Agency agree that the in-use stability study for the 

Reconstituted Vancomycin Hydrochloride Oral Solution is adequate to 
support a 505(b)(2) NDA? 

 
FDA Response to Question 12:  The proposed in-use stability protocol testing the reconstituted 
drug product up to days at C is reasonable.  See response to Question 10. 
 

Additional Comment 

In Question 1, you indicate that you intend to submit Requests for QIDP and Fast Track 
designations. Note that although a request for QIDP designation may be submitted under a pre-
IND, a request for Fast Track designation can only be granted following submission of an IND 
or NDA, not under a pre-IND (refer to the section 506(a)(2) of the Federal Food, Drug, and 
Cosmetic Act). Please refer to our correspondence of February 4, 2015, for additional 
information describing how to submit a request for QIDP designation. 

 
 
505(b)(2) REGULATORY PATHWAY 
 
A 505(b)(2) application would be an acceptable approach at this time based on the information 
provided.  The Division recommends that sponsors considering the submission of an application 
through the 505(b)(2) pathway consult the Agency’s regulations at 21 CFR 314.54, and the draft 
guidance for industry Applications Covered by Section 505(b)(2) (October 1999), available at 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm.  
In addition, FDA has explained the background and applicability of section 505(b)(2) in its 
October 14, 2003, response to a number of citizen petitions that had challenged the Agency’s 
interpretation of this statutory provision (see Docket FDA-2003-P-0274-0015, available at 
http://www.regulations.gov). 
 
If you intend to submit a 505(b)(2) application that relies for approval on FDA’s finding of 
safety and/or effectiveness for one or more listed drugs, you must establish that such reliance is 
scientifically appropriate, and must submit data necessary to support any aspects of the proposed 
drug product that represent modifications to the listed drug(s).  You should establish a “bridge” 
(e.g., via comparative bioavailability data) between your proposed drug product and each listed 
drug upon which you propose to rely to demonstrate that such reliance is scientifically justified. 
 
If you intend to rely on literature or other studies for which you have no right of reference but 
that are necessary for approval, you also must establish that reliance on the studies described in 
the literature or on the other studies is scientifically appropriate.  You should include a copy of 
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such published literature in the 505(b)(2) application and identify any listed drug(s) described in 
the published literature (e.g. by trade name(s)). 
 
If you intend to rely on the Agency’s finding of safety and/or effectiveness for a listed drug(s) or 
published literature describing a listed drug(s) (which is considered to be reliance on FDA’s 
finding of safety and/or effectiveness for the listed drug(s)), you should identify the listed drug(s) 
in accordance with the Agency’s regulations at 21 CFR 314.54.  It should be noted that 21 CFR 
314.54 requires identification of the “listed drug for which FDA has made a finding of safety and 
effectiveness,” and thus an applicant may only rely upon a listed drug that was approved in an 
NDA under section 505(c) of the FD&C Act.  The regulatory requirements for a 505(b)(2) 
application (including, but not limited to, an appropriate patent certification or statement) apply 
to each listed drug upon which a sponsor relies. 
 
If FDA has approved one or more pharmaceutically equivalent products in one or more NDA(s) 
before the date of submission of the original 505(b)(2) application, you must identify one such 
pharmaceutically equivalent product as a listed drug (or an additional listed drug) relied upon 
(see 21 CFR 314.50(i)(1)(i)(C), 314.54, and 314.125(b)(19); see also 21 CFR 314.101(d)(9)).  If 
you identify a listed drug solely to comply with this regulatory requirement, you must provide an 
appropriate patent certification or statement for any patents that are listed in the Orange Book for 
the pharmaceutically equivalent product, but you are not required to establish a “bridge” to 
justify the scientific appropriateness of reliance on the pharmaceutically equivalent product if it 
is scientifically unnecessary to support approval. 
 
If you propose to rely on FDA’s finding of safety and/or effectiveness for a listed drug that has 
been discontinued from marketing, the acceptability of this approach will be contingent on 
FDA’s consideration of whether the drug was discontinued for reasons of safety or effectiveness. 
 
We encourage you to identify each section of your proposed 505(b)(2) application that is 
supported by reliance on FDA’s finding of safety and/or effectiveness for a listed drug(s) or on 
published literature (see table below).  In your 505(b)(2) application, we encourage you to 
clearly identify (for each section of the application, including the labeling):  (1) the information 
for the proposed drug product that is provided by reliance on FDA’s finding of safety and/or 
effectiveness for the listed drug or by reliance on published literature; (2) the “bridge” that 
supports the scientific appropriateness of such reliance; and (3) the specific name (e.g., 
proprietary name) of each listed drug named in any published literature on which your marketing 
application relies for approval.  If you are proposing to rely on published literature, include 
copies of the article(s) in your submission. 
 
In addition to identifying the source of supporting information in your annotated labeling, we 
encourage you to include in your marketing application a summary of the information that 
supports the application in a table similar to the one below. 
 
 

List the information essential to the approval of the proposed drug that is 
provided by reliance on the FDA’s previous finding of safety and effectiveness for 
a listed drug or by reliance on published literature 
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Please be advised that circumstances could change that would render a 505(b)(2) application for 
this product no longer appropriate.  For example, if a pharmaceutically equivalent product were 
approved before your application is submitted, such that your proposed product would be a 
“duplicate” of a listed drug and eligible for approval under section 505(j) of the FD&C Act, then 
it is FDA’s policy to refuse to file your application as a 505(b)(2) application (21 CFR 
314.101(d)(9)).  In such a case, the appropriate submission would be an Abbreviated New Drug 
Application (ANDA) that cites the duplicate product as the reference listed drug. 
 
 
 
Jane 
 
Jane A. Dean, RN, MSN 
Project Manager 
DAIP/OAP/OND 
Building 22, Room 6397 
Office: 301-796-1202 
Fax: 301-796-9881 
Email: jane.dean@fda.hhs.gov 
 

Source of information 
(e.g., published literature, name of 
listed drug) 

Information Provided 
(e.g., specific sections of the 505(b)(2) 
application or labeling) 

1.  Example: Published literature  Nonclinical toxicology 

2.  Example: NDA XXXXXX 
“TRADENAME” 

Previous finding of effectiveness for 
indication A 

3.  Example: NDA YYYYYY 
“TRADENAME” 

Previous finding of safety for 
Carcinogenicity, labeling section B 

4.       
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