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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring MD 20993 

PIND 135463 

MEETING MINUTES 

GISKIT B.V. 
c/o James A. Boiani, JD, MS 
Consultant and Counsel to GISKIT B.V. 
Epstein Becker & Green, P.C. 
1227 25th Street, NW 
Suite 700 
Washington, DC 20037 

Dear Mr. Boiani: 

Please refer to your Pre-Investigational New Drug Application (PIND) file for ExEm Foam Kit. 

We also refer to the meeting between representatives of your firm and the FDA on July 17, 2017. 
The purpose of the meeting was to discuss requirements for a 505(b)(2) 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 me at (301) 796-3908. 

Sincerely, 

{See appended electronic signature page} 

Alberta Davis-Warren 
Regulatory Project Manager 
Division of Medical Imaging Products 
Office of Drug Evaluation IV 
Center for Drug Evaluation and Research 

Enclosure: 
Meeting Minutes 
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FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

MEMORANDUM OF MEETING MINUTES 

Meeting Type: B 
Meeting Category: Pre-IND 

Meeting Date and Time: July 17, 2017; 3:00 pm – 4:00 pm 
Meeting Location: White Oak Bldg.22, conf. rm. 1419 

Application Number: PIND 135463 
Product Name: ExEm Foam Kit 
Indication: The ExEm Foam Kit is intended for use by medical professionals 

in determining fallopian tube patency via transvaginal ultrasound 

Sponsor/Applicant Name: GISKIT B.V. 

Meeting Chair: Anthony Fotenos, MD 
Meeting Recorder: Alberta Davis-Warren 

FDA ATTENDEES 
Libero Marzella, MD, PhD, Director, DMIP 
Alex Gorovets, MD, Deputy Director, DMIP 
Charles Ganley, MD, Director, ODEIV 
Lesley-Anne Furlong, MD, Deputy Director, ODEIV (by phone) 
Anthony Fotenos, MD, Clinical Team Leader, DMIP 
Stephanie Coquia, MD, Medical Officer, DMIP 
Adebayo Laniyonu, PhD, Supervisory Pharmacologist, DMIP 
Sunny Awe, PhD, Pharm/Tox Reviewer, DMIP 
Eric Duffy, PhD, Director, DNDPII 
Danae Christodoulou, PhD, Branch Chief, DNDPII 
Dhanalakshmi Kasi, PhD, CMC Reviewer, DNDPII 
Gene Williams, PhD, Clinical Pharmacology Team Leader, DCPV 
Jyoti Zalkikar, PhD, Secondary Statistical Reviewer, DBI 
Sue Jane Wang, PhD, Acting Deputy Director, DBI 
Xiangmin Zhang, PhD, Primary Statistical Reviewer, DBI 
Erica Pfeiler, PhD, Microbiology Team Leader, DMA (by phone) 
Jennifer Patro, PhD, Microbiologist, DMA, (by phone) 
Christina Chang, MD, MPH, Clinical Team Leader, DBRUP 
Jennifer Lawrence, MD, Medical Officer, DBRUP 
Audrey Gassman, MD, Deputy Director, DBRUP 
Veronica Price, Biomedical Engineer, CDRH 
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Shahram Vaezy, PhD, Biomedical Engineer, CDRH (by phone) 
Kristina Lauritsen, PhD, CDER Product Jurisdiction Officer, OEP 
Reena Raman, Senior Regulatory Counsel, ORP 
Ann Oxenham, JD, Attorney, OCC 
Eleanor Mayer, JD, Attorney, OCC 
Ian Pearson, JD, Attorney, OCC (by phone) 
Kyong Kaye Kang, PharmD, CPMS, DMIP 
Alberta Davis-Warren, RPM, DMIP 

SPONSOR ATTENDEES 
Johan Remmerswaal, CEO, GISKIT B.V.
 
James A. Boiani, MS, JD, Consultant and Counsel, Epstein Becker & Green P.C.
 
Mark Hans Emanuel, MD, PhD, Clinician and Inventor of ExEm foam kit, GISKIT B.V. 

(b) (4)

1.0 BACKGROUND 

On May 18, 2017, GISKIT BV submitted a meeting request to the Division of Medical Imaging 
Products for PIND 135463 ExEm Foam Kit. The purpose for the meeting is to discuss the 
requirements for a 505(b)(2) NDA. As stated in the meeting package, the sponsor has presented 
the following points: 

• Efficacy of the product has been established by peer-reviewed published clinical trials, 
(b) (4)

•	 Safety of the product has been established by (1) the use of a composition that is 
routinely used in the uterine cavity and elsewhere in the body, and has been recognized as 
safe for that use1 by CDRH for several decades, (2) extensive published information on 
the safety of the foam’s ingredients as well as the clinical studies with the foam, and (3) 
clinical experience outside of the United States where essentially no safety issues have 
been detected across 40 countries in which the product is marketed. 

•	 With regard to Chemistry, Manufacturing, and Controls (“CMCs”) it will be possible to 
leverage QSR information for the 510(k)-cleared ultrasound gel component to satisfy 
CDER CMC requirements. 

1 We note that while the gel has been cleared for use as a coupling agent, it has not been reviewed for use as a 
contrast agent. 
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2.0 DISCUSSION 

We have reviewed the meeting package submitted on June 19, 2017, and provide the following 
responses to your questions. (Your questions are in italic and our responses are in bold font.) 

Regulatory/Medical 

1.	 GISKIT B.V. intends to submit a 505(b)(2) application which relies upon peer-reviewed 

FDA response: 
We agree that the use of ExEm Foam Kit for the evaluation of tubal patency in women at 
low risk of tubal disease holds promise for addressing an important medical use. We also 
agree that given your planned reliance on peer-reviewed literature, the appropriate 
pathway for approval of your product would be to submit a 505(b)(2) application. For 
additional information about the 505(b)(2) regulatory pathway, please see section 8 below. 

A preliminary review of the articles provided in your meeting package suggests that the 
available evidence may be sufficient to form the basis of an NDA submission without 
additional prospective clinical studies. However, in order to ensure that all available 
evidence of similar quality will be reviewed, we recommend that you next develop a 
protocol describing how to perform a search of the literature and how to analyze the data 
from the studies returned from the search. In particular, we recommend that you: 

•	 include only articles or other sources of evidence that describe controlled study of 
the same product you propose to market against a gold standard in order to 
quantify per-tube or per-patient sensitivity and specificity for the diagnosis of tubal 
patency (for example, the Ludwin study); 

•	 describe, for each study identified, all pre-specified methods to minimize reader 
bias; also identify all studies excluded and why; 

•	 develop a statistical analysis plan for aggregating data across included studies 
against pre-specified co-primary sensitivity and specificity thresholds. 

In addition to the above, you may submit additional studies or information that you 
consider to be supportive. 
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With respect to safety, a similar formalized approach is recommended. In addition to 
mining all documented experience with ExEm Foam Kit for safety information, the 
protocol you develop should describe how the literature will be searched for pre-specified 
safety concerns, including procedure-related embolization or intravasation, infection, and 
sterility (infertility). You will need to describe the methods you will use to summarize and 
analyze the results for NDA submission. 

If you own or have right of reference to patient-level data from any of the studies identified 
in your literature search, or related unpublished data, describe your plans for formatting 
the data as required for FDA analysis in your NDA submission. 

. Please see 
section 8 for additional information. 

We have concerns about variations in user mixing that might affect the size and number of 
air bubbles formed. As the air bubbles are crucial to visualization (by increasing the 
echogenicity and visibility of the foam), we are concerned that this variability might affect 
efficacy. Please provide data on the size distribution in mm for the bubbles formed. 

Because reliance on literature to support your 505(b)(2) application may be adequate, (b) 
(4)

We note that some of the studies referenced in your meeting package use 2D ultrasound, 
whereas others use 2D and 3D ultrasound. For example, the Ludwin paper states: “The 
use of 3D automated scanning standardizes foam procedures and allows the visualization of 
foam flow through both tubes without probe maneuvers.” Maneuvers necessary with 2D 
imaging require ultrasound expertise. Please plan to assess the potential difference in 
diagnostic performance of ExEm Foam using 2D and 3D ultrasound. 

Meeting Discussion: 
The sponsor inquired about the statistical data they should submit. FDA advised the 
sponsor that there should be a systematic approach to review of the literature and how to 
extract the data. Please see the post-meeting comments to Question 1 for guidance from 
statistics regarding approach. 

FDA also asked that since the clinical studies have all taken place in Europe and that there 
may be differences in prevalence and etiology of infertility that the sponsor provide 
justification for how the clinical data can be generalized or applied to the U.S. population. 
The sponsor will provide the information. 
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The sponsor asked what is the issue regarding 2D vs 3D ultrasonography. The FDA stated 

this was ultimately important for labeling purposes so that the end user will understand 

that there may be differences in diagnostic performance of the Ex Em Foam Kit when 

using 2D and 3D ultrasound. 


With respect to the bubbles (number and size), FDA elaborated they need quantitative data 

that the final composition of the foam at the time of injection is consistent with each use. 


Sponsor will compile information from the post market reporting. FDA asked the sponsor 

how it is reported. The sponsor stated the product is reported as a device in Europe, the 

post marketing surveillance adheres to medical device regulations under Article 21. They 

are required to report any adverse events.
 

Post-meeting comments: 

We provide the following guidance on a statistical approach for summarizing the 

performance of the procedure from published studies.
 

For each study, consider including the key design parameters, study objective, study 

population, primary efficacy endpoint (definition) including true positive, false positive, 

true negative, false negative. Your comments, possibly with additional literature support on 

study population comparability and differences would be useful.
 

Consider extracting data information from each study allowing assessment of sensitivity, 

specificity, positive predictive value, negative predictive value, prevalence and accuracy 

where applicable. Are the reports of the performance characteristics in the publications at 

the subject level or lesion level? What is the number of true positive, false positive, true 

negative and false negatives, respectively. What is the total number of subjects if the 

reporting is at the subject level, and the total number of lesions if the reporting is at the 

lesion level? 


Present the 5 basic summary statistics for each performance measure. Using sensitivity 

measure as an example: the minimum, the maximum, the median, the mean, and the range 

reported in the literature. If there are subgroups of interest, e.g., 2D vs 3D ultrasound, 

within the same primary efficacy endpoint and study population, consider summarizing 

these performance measures within each subgroup.
 

Submit the statistical analysis plan in your NDA submission.
 

Regulatory/Medical/Toxicology 

2.	 ExEm foam is approximately % water, 
(b) 
(4) % glycerol, and % hydroxyethylcellulose.  

(b) 
(4)

(b) 
(4)

The safety of these compounds is well-established, and they have been used as 
components of FDA 510(k)-cleared ultrasound gel which is indicated for imaging the 
uterine cavity. Based on the extensive clinical and nonclinical safety data of glycerol and 
hydroxyethylcellulose alone, and in combination (i.e., testing in the proposed ExEm 
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Foam Kit), we believe that no additional safety testing is needed for seeking marketing 
authorization. Please comment. 

FDA response: 
See response to question 1 for our recommendations to conduct a systematic review of the 
literature for the 505(b)(2) submission, for a complete review of safety and efficacy. The 
meeting package lacks a detailed summary of the post-marketing experience for ExEm 
Foam and a description of the methods of post-marketing safety surveillance in the 
countries where the product is marketed. Provide these data and other information in 
your next submission. 

Please address the potential for ExEm Foam to cause inflammatory reactions resulting in 
scarring or adhesions in the uterus/tubes and around the ovaries. 

Please note that the sterility of the gel, the air, the water, and the mixed product at the 
point of administration must be demonstrated and all sterilization processes must be 
validated. This information should be submitted in the NDA. Also, note that the endotoxin 
limit defined in USP <85> for a parenteral product is 5 EU/kg/hour. Please adhere to this 
limit or provide justification in the NDA submission if another limit is used. In addition, 
please refer to FDA’s 1994 “Guidance for Industry for the Submission Documentation for 
Sterilization Process Validation in Applications for Human and Veterinary Drug Products” 
for additional information that is necessary to describe the microbiological control of your 
manufacturing process. 

Please confirm that the formulation of the foam used in your studies is the same 
formulation that will be used in your commercialized product. Alternatively, if there are 
differences, provide a side-by- side comparison and bridging of the product formulation(s) 
used in the clinical studies cited from literature or any other clinical studies with your 
proposed to be marketed formulation. 

We agree that the gel (b) (4) used in your kit is a 510(k) cleared gel. 
However, in the 510(k) discussed above, the gel was intended to be used as a coupling agent 
for several intraoperative and intracavitary diagnostic ultrasound imaging procedures, 
rather than as a contrast agent. Accordingly, we recommend that your NDA submission 
rely on ExEm Foam Kit’s safety data, in addition to any safety data on (b) (4) that you 
may find relevant to your application. 

We note that there is a separate manufacturer (b) (4) for the gel in your ExEm 
Foam Kit. Please clarify the manufacturer’s involvement with your product and explain 
whether you own or have right of reference to their data (such as the biocompatibility 
testing report in Appendix H of your meeting package). 
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We have the following comments regarding the ExEm Foam Kit labeling: 
•	 the prescribing information (PI) does not conform to the content and format of our 

prescribing regulations. Please see 4.0 PRESCRIBING INFORMATION for 
resources on content and format of the PI, including a sample tool for formatting 
the PI. 

•	 clarify whether or not the proposed commercial product will contain a GIS 
instillation catheter and provide the 510(k) number for its clearance in the U.S. If 
there is no marketing clearance for this device, additional pre-clinical testing of the 
device will be necessary. 

Meeting Discussion: 
At the beginning of the meeting, FDA and the sponsor discussed the sterility of the 
product. FDA stated the sponsor needs to provide data that supports sterility at the time 
of administration and not rely on the sterility of the components in the Ex Em Foam Kit. 
The sponsor replied they will address this. FDA inquired on the diagnosis of tubal 
patency. The sponsor stated the white line shows foam going thru the tube. Sponsor did 
not feel peritoneal spillage was necessary in making the diagnosis of tubal patency. FDA 
asked if this was criterion was typical of all the clinical studies. Sponsor said yes. 

Chemistry, Manufacturing, and Controls 

3.	 The ExEm Foam Kit is comprised of 510(k)-cleared ultrasound gel, 510(k)-exempt piston 
syringes, and sterile water. We would like the Agency’s feedback on the approach to 
CMC’s for this product, which will leverage current device requirements under 21 C.F.R 
part 820, Quality System Regulation (“QSR”). We believe that by providing 
manufacturing information that demonstrates compliance with QSR requirements we 
should be able to meet most CMC requirements, but would like to discuss this in the 
context of the electronic common technical document (“eCTD”) format. Please 
comment. 

FDA response: 
This approach is acceptable, but the drug product should meet 21 CFR 211 GMPs for a 
sterile drug. As discussed in our response to question 2, provide comparison table for the 
drug product composition used in the clinical studies and the drug product that will be 
marketed. 

4.	 The product does not contain a drug substance in the usual sense. The ingredient which, 
with the gel and water, produces the echogenic bubbles-air- can be introduced by both 
air in the syringes and also air in the environment (e.g., air that would reside in the 
CombiFix adapter when the syringes are connected for mixing). As such, we believe it 
would appropriate to simply include all information regarding the ExEm Foam Kit in the 
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drug product section of the CMC submission, and omit the drug substance section. 
Please comment. 

FDA response: 

Yes. You may provide all the CMC information for the gel in the drug product section. 


Additional FDA Comments
 

In the NDA, summarize what is known (both literature sources and or professional 
society’s recommendations) regarding the effects of dose and timing on imaging 
success to arrive at recommended dose and imaging parameters. 

In the NDA, summarize what is known regarding systemic absorption of glycerol 
and hydroxyethylcellulose after intra-uterine administration of glycerol, 
hydroxyethylcellulose, or combinations of the two such as ExEm foam. 

In the NDA, include a summary of what is known regarding the pharmacokinetics 
and safety of systemic glycerol and hydroxyethylcellulose. 

Meeting Discussion: 
The sponsor inquired about recommended dose and imaging parameters. FDA stated that 
in regards to the optimal dose the sponsor should consider the following question: Would 
more volume do better or would less do just as well? The dose selected to establish tubal 
patency needs to be justified. The sponsor should also describe how the final marketing 
formulation/dose was decided upon. 

FDA asked the sponsor when they are planning to submit a NDA. The sponsor will provide 
a response to this question sometime after August 2017. 

3.0 PREA REQUIREMENTS 

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients (which includes new salts and new fixed combinations), new indications, new 
dosage forms, new dosing regimens, or new routes of administration are required to contain an 
assessment of the safety and effectiveness of the product for the claimed indication(s) in 
pediatric patients unless this requirement is waived, deferred, or inapplicable. 

Please be advised that under the Food and Drug Administration Safety and Innovation Act 
(FDASIA), you must submit an Initial Pediatric Study Plan (iPSP) within 60 days of an End of 
Phase 2 (EOP2) meeting. In the absence of an EOP2 meeting, refer to the draft guidance below. 
The iPSP must contain an outline of the pediatric study or studies that you plan to conduct 
(including, to the extent practicable study objectives and design, age groups, relevant endpoints, 
and statistical approach); any request for a deferral, partial waiver, or waiver, if applicable, along 
with any supporting documentation, and any previously negotiated pediatric plans with other 
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regulatory authorities. The iPSP should be submitted in PDF and Word format. Failure to 
include an Agreed iPSP with a marketing application could result in a refuse to file action. 

For additional guidance on the timing, content, and submission of the iPSP, including an iPSP 
Template, please refer to the draft guidance for industry, Pediatric Study Plans: Content of and 
Process for Submitting Initial Pediatric Study Plans and Amended Pediatric Study Plans at: 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U 
CM360507.pdf. In addition, you may contact the Division of Pediatric and Maternal Health at 
301-796-2200 or email pdit@fda.hhs.gov. For further guidance on pediatric product 
development, please refer to: 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/ucm049867.ht 
m. 

4.0 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. 
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5.0 SUBMISSION FORMAT REQUIREMENTS 

The Electronic Common Technical Document (eCTD) is CDER and CBER’s standard format for 
electronic regulatory submissions. As of May 5, 2017, the following submission types: NDA, 
ANDA, and BLA must be submitted in eCTD format. Commercial IND and Master File 
submissions must be submitted in eCTD format beginning May 5, 2018. Submissions that do 
not adhere to the requirements stated in the eCTD Guidance will be subject to rejection. For 
more information please visit: http://www.fda.gov/ectd. 

6.0 SECURE EMAIL COMMUNICATIONS 

Secure email is required for all email communications from FDA when confidential information 
(e.g., trade secrets, manufacturing, or patient information) is included in the message. To receive 
email communications from FDA that include confidential information (e.g., information 
requests, labeling revisions, courtesy copies of letters), you must establish secure email. To 
establish secure email with FDA, send an email request to SecureEmail@fda.hhs.gov. Please 
note that secure email may not be used for formal regulatory submissions to applications (except 
for 7-day safety reports for INDs not in eCTD format). 

7.0 MANUFACTURING FACILITIES 

To facilitate our inspectional process, we request that you clearly identify in a single location, 
either on the Form FDA 356h, or an attachment to the form, all manufacturing facilities 
associated with your application. Include the full corporate name of the facility and address 
where the manufacturing function is performed, with the FEI number, and specific 
manufacturing responsibilities for each facility. 

Also provide the name and title of an onsite contact person, including their phone number, fax 
number, and email address. Provide a brief description of the manufacturing operation 
conducted at each facility, including the type of testing and DMF number (if applicable). Each 
facility should be ready for GMP inspection at the time of submission. 

Consider using a table similar to the one below as an attachment to Form FDA 356h. Indicate 
under Establishment Information on page 1 of Form FDA 356h that the information is provided 
in the attachment titled, “Product name, NDA/BLA 012345, Establishment Information for Form 
356h.” 
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Site Name Site Address 

Federal 
Establishment 

Indicator 
(FEI) or 

Registration 
Number 
(CFN) 

Drug 
Master 

File 
Number 

(if 
applicable) 

Manufacturing Step(s) 
or Type of Testing 

[Establishment 
function] 

1. 
2. 

Corresponding names and titles of onsite contact: 

Site Name Site Address Onsite Contact 
(Person, Title) 

Phone and 
Fax 

number 
Email address 

1. 
2. 

8.0 505(b)(2) REGULATORY PATHWAY 

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)). 
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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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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. 

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. 

9.0 ISSUES REQUIRING FURTHER DISCUSSION 
There were no issues requiring further discussion 

10.0 ACTION ITEMS 
None 

11.0 ATTACHMENTS AND HANDOUTS 
There were no attachments or handouts for the meeting minutes. 
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