
CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 

APPLICATION NUMBER: 
 

207962Orig1s000 
 
 

ADMINISTRATIVE and CORRESPONDENCE  
DOCUMENTS 



IND 111537
MEETING MINUTES

Scilex Pharmaceuticals
c/o Clinipace Worldwide
4840 Pearl East Circle, #201E
Boulder, CO  80301

Attention: Kip Vought
Vice President, Regulatory Affairs and Strategic Development

Dear Mr. Vought:

Please refer to your Investigational New Drug Application (IND) submitted under Section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for Ztlido (Lidocaine Patch 1.8 %).

We also refer to the telecon between representatives of your firm and the FDA on February 18, 
2015.  The purpose of the meeting was to discuss the upcoming Lidocaine Patch 1.8% NDA 
submission, specifically, to obtain guidance on the geriatric pharmacokinetic data requirements 
for the NDA to be accepted for filing and approved.

A copy of the official minutes of the telecon 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 (240) 402-3158.

Sincerely,

{See appended electronic signature page}

Mavis Y. Darkwah, PharmD
Regulatory Project Manager
Division of Anesthesia, Analgesia,
    and Addiction Products
Office of Drug Evaluation II
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: Type B
Meeting Category: Pre-NDA

Meeting Date and Time: February 18, 2015, 3:00 – 4:00 p.m. (eastern)
Meeting Location: Teleconference

Application Number: 111537
Product Name: Lidocaine Patch 1.8 %
Indication: For the relief of pain associated with post-herpetic neuralgia 

(PHN)
Sponsor/Applicant Name: Scilex Pharmaceuticals

Meeting Chair: John Feeney, MD, Clinical Team Leader, DAAAP
Meeting Recorder: Mavis Darkwah, PharmD, Regulatory Project Manager,

DAAAP

FDA Attendees Title

Sharon Hertz, MD Acting Director, Division of Anesthesia, Analgesia, and
Addiction Products (DAAAP)

John Feeney, MD Clinical Team Leader, DAAAP

Javier Muniz, MD Medical Officer, DAAAP

Ciby Abraham, PhD CMC reviewer

Jay Chang, PhD Pharmacology/Toxicology Team Leader, DAAAP

Armaghan Emami, PhD Pharmacology/Toxicology Reviewer, DAAAP

Yun Xu, PhD Clinical Pharmacology Team Leader, Office of Clinical
Pharmacology (OCP)

Srikanth Nallani, PhD Clinical Pharmacology Reviewer, OCP

Mavis Darkwah, PharmD Regulatory Health Project Manager, DAAAP

Diana Walker, PhD Senior Regulatory Project Manager, DAAAP
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Sponsor Attendees Title

Eric Floyd, PhD Clinical Development, Member, Scilex Pharmaceuticals, 
Inc. Board of Directors

Kevin Hurley Regulatory, Sr. Director, Clinipace Worldwide

Anthony Mack CEO, Scilex Pharmaceuticals, Inc.

William Pedranti COO, Scilex Pharmaceuticals, Inc.

Shawn Roach, PhD Regulatory, Associate Director, Clinipace Worldwide

Kip Vought Regulatory, Vice President, Clinipace Worldwide

BACKGROUND

Scilex Pharmaceuticals submitted a request for a Type B, Pre-NDA Meeting on November 24, 
2014, to discuss questions regarding the upcoming Lidocaine Patch 1.8% NDA submission, 
specifically, to obtain guidance on the geriatric pharmacokinetic data requirements for the NDA 
to be accepted for filing and approved.

The questions from the January 20, 2015, background package are shown in italic font. The 
Division responses are shown in bold font.

FDA sent Preliminary Comments to Sponsor on February 13, 2015.  After introductions, the 
discussion focused on Question 2.

DISCUSSION

Question 1: Does FDA agree that the planned NDA is acceptable for filing?

FDA Response

We agree with your general plan for the submission of your NDA.  We will determine 
the suitability of your NDA for filing once the complete NDA is submitted in accordance 
with 21 CFR 314.50 (content and format of an application).

Discussion:
The Sponsor accepted the FDA’s response. No discussion occurred.
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Question 2: Based upon the clinical studies conducted to demonstrate bioequivalence, 
as stated above, does FDA agree that Scilex has demonstrated 
bioequivalence to the reference product? Does FDA agree that the 
clinical data package is sufficient to conduct a review, and will not result 
in a Refusal-to-File (RTF)?

FDA Response

The data supporting your claim of bioequivalence (BE) will be evaluated during the 
review process.  If your product is demonstrated to be BE to Lidoderm, your proposed 
plan seems acceptable.

We acknowledge your justification for having applied the overlay for both the 
treatments in the completed BE study SCI-LIDO-PK-001.  Although you maintain that 
your product has improved adhesion, we are unable to confirm this because your 
submission does not present comparative adhesion data at 12 hours, the labeled 
duration of application for the lidocaine patch.  Because the lidocaine patch is approved 
for use without the use of an overlay, your application must bridge to the lidocaine 
patch used without an overlay.  As Lidoderm was used with an overlay in the BE study, 
you must either repeat the study without the overlay, or provide adequate data to 
demonstrate that adding the overlay to Lidoderm did not affect its systemic exposure.  
If you can demonstrate that the overlay did not alter the pharmacokinetic profile of 
Lidoderm, and if you have demonstrated bioequivalence only with an overlay on your 
product, then your product will be labeled for use with an overlay.  Include all data, 
including the geriatric data, in the BE analysis.

Discussion:
The Sponsor stated that they miscommunicated to the Division about use of an overlay in the 
bioequivalence study SCI-LIDO-PK-001.  They clarified that, because the study protocol did 
not allow for an overlay, they incorporated only reinforcement around the edges of the 
patches with paper tape.  They also stated that by using reinforcement, they were not able to 
assess adhesion in the study; instead, they performed a separate comparative adhesion 
assessment study.  The Division stated that, because the lidocaine patch is approved for use 
without the use of an overlay, and the reinforcement tape might change results, the Sponsor 
will need to provide information about how much of the patch was covered with tape.  This is 

.  The 
Division asked how many of the subjects had tape used and the Sponsor responded that all 
the subjects had their patches reinforced with tape to keep the corners from being dislodged.  
The Division informed the Sponsor that if the Sponsor’s patch needs to be reinforced to be 
kept in place, then labeling will need to reflect that the product has to be used with tape. The 
Sponsor stated that they used a porous tape and inquired if the type of tape used might have 
an impact on the Division’s view of the study.  The Division responded that the type of tape 
used may have an effect on the results of the study.  
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The Division also informed the Sponsor that they will need to submit all datasets from the 
bioequivalence study in SAS-transport file format with a define.pdf file explaining the 
dataset variables and overall format of the dataset.

Question 3: Does FDA agree that the pharmacokinetic data package is sufficient to 
conduct a review, and submission of the pharmacokinetic data package 
will not result in an RTF?

FDA Response

Although we would have preferred PK data from at least 16 subjects, this is not a 
reason for a refusal to file.  The adequacy of the data will be assessed during the NDA 
review.

Discussion:
The Sponsor accepted the FDA’s response. No discussion occurred.

Additional Nonclinical Comments:

1. The Division has recently concluded that the treatment of pain associated with post-
herpetic neuralgia fits the criteria for a chronic indication based upon further 
review of clinical use data showing that there is a subset of patients that are treated 
for longer than 6 months. Therefore, chronic toxicology studies and carcinogenicity 
studies to qualify novel excipients will be required. We encourage you to conduct 
these studies prior to NDA submission. However, we will be willing to consider 
submission of the studies as post-marketing requirements given this change in 
practice during the course of your development program.   

2. Your NDA submission should include a detailed integrated discussion of the 
nonclinical information in the published literature and should specifically address 
how the information within the published domain impacts the safety assessment of 
your drug product.  This discussion should be included in Module 2 of the 
submission.  Copies of all referenced citations should be included in the NDA 
submission in Module 4.  Journal articles that are not in English must be translated 
into English.  We note that there appear to be limited data in the proposed reference 
product labeling and you are encouraged to evaluate all possible sources of 
information to prepare as scientifically complete product labeling as possible.
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3. The nonclinical information in your proposed drug product labeling must include 
relevant exposure margins with adequate justification for how these margins were 
obtained. As you intend to rely upon the Agency’s previous finding of safety for an 
approved product, the exposure margins provided in the referenced label must be 
updated to reflect exposures from your product. If the referenced studies employ a 
different route of administration or lack adequate information to allow scientifically 
justified extrapolation to your product, you may need to conduct additional 
pharmacokinetic studies in animals in order to adequately bridge your product to 
the referenced product labeling.

4. In Module 2 of your NDA (2.6.6.8 Toxicology Written Summary/Other Toxicity), 
include a table listing the drug substance and drug product impurity specifications, 
the maximum daily exposure to these impurities based on the maximum daily dose 
of the product and how these levels compare to ICH Q3A(R2) and ICH Q3B(R2) 
qualification thresholds and determination if the impurity contains a structural 
alert for mutagenicity. Any proposed specification that exceeds the qualification 
thresholds should be adequately justified for safety from a toxicological perspective. 

5. As noted in our pre-IND advice, we remind you that your NDA submission must 
contain information on potential leachables and extractables from the drug product 
formulation, unless specifically waived by the Division.  The evaluation of 
extractables and leachables from the transdermal patch should include specific 
assessments for residual monomers, , etc.  The choice of 
solvents and conditions for the extraction studies should be justified.  The results of 
the extraction studies should be used to assure that you are adequately monitoring 
the drug product stability samples for potential leachables.  Although a toxicological 
risk assessment based on the results of the extraction studies may be adequate to 
support the safety assessment during development, you should still evaluate the 
drug product over the course of your stability studies and base the final safety 
assessment on the levels of leachables identified to determine the safe level of 
exposure via the label-specified route of administration.  The approach for 
toxicological evaluation of the safety of leachables must be based on good scientific 
principles and take into account the specific container closure system or patch, drug 
product formulation, dosage form, route of administration, and dose regimen 
(chronic or short-term dosing).  As many residual monomers are known genotoxic 
agents, your safety assessment must take into account the potential that these 
leachables may either be known or suspected highly reactive and/or genotoxic 
compounds.  The safety assessment should be specifically discussed in Module 
2.6.6.8 (Toxicology Written Summary/Other Toxicity) of the NDA submission.  For 
additional guidance on extractables and leachables testing, refer to the FDA 
guidance for industry:  Container Closure Systems for Packaging Human Drugs and 
Biologics, available at, 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/
Guidances/UCM070551.pdf and the FDA guidance for industry: Nasal Spray and 
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Inhalation Solution, Suspension, and Spray Drug Products – Chemistry, 
Manufacturing, and Controls Documentation, available at, 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/
Guidances/UCM070575.pdf.  For your toxicological risk assessment, any leachable 
that contains a structural alert for mutagenicity should not exceed 1.5 mcg/day total 
daily exposure for a chronic indication or be adequately qualified for safety.  From 
a genetic toxicology perspective, we will allow up to  mcg/day for an acute 
indication for most potentially genotoxic impurities.  A toxicological risk assessment 
should be provided for any non-genotoxic leachable that exceeds 5 mcg/day.  The 
risk assessment should be based on the levels of leachables detected in long-term 
stability samples that include any intended secondary container closure system(s) 
unless otherwise justified.

6. We may refuse to file your application if your NDA submission does not contain 
adequate safety qualification data for any identified impurity or degradant that 
exceeds the ICH qualification thresholds or adequate safety assessment for 
extractables/leachables.

PREA REQUIREMENTS 

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, 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. 
Because none of the criteria apply at this time to your application, you are exempt from these 
requirements.  If there are any changes to your development plans that would cause your 
application to trigger PREA, your exempt status would change.

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.  As you develop 
your proposed PI, we encourage you to review the labeling review resources on the PLR 
Requirements for Prescribing Information website including:

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

 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 42 

important format items from labeling regulations and guidances.  

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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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.”

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.

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 
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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, in part, 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, in part, 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. trade name(s)).    

If you intend to rely, in part, 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 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 relies on 
FDA’s finding of safety and/or effectiveness for a listed drug(s) or on published literature.  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 in your annotated labeling the source(s) of information essential to the 
approval of your proposed drug that is provided by reliance on FDA’s previous finding of safety 
and efficacy for a listed drug or by reliance on published literature, we encourage you to also 
include that information in the cover letter for your marketing application in a table similar to the 
one below.    
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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 efficacy 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 X

3.  Example: NDA YYYYYY
“TRADENAME”

Previous finding of safety for
Carcinogenicity, labeling section XXX

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.

Office of Scientific Investigations (OSI) Requests 

The Office of Scientific Investigations (OSI) requests that the following items be provided to 
facilitate development of clinical investigator and sponsor/monitor/CRO inspection assignments, 
and the background packages that are sent with those assignments to the FDA field investigators 
who conduct those inspections (Item I and II).  This information is requested for all major trials 
used to support safety and efficacy in the application (i.e. phase 2/3 pivotal trials). Please note 
that if the requested items are provided elsewhere in submission in the format described, the 
Applicant can describe location or provide a link to the requested information.

The dataset that is requested in Item III below is for use in a clinical site selection model that is 
being piloted in CDER.  Electronic submission of the site level dataset is voluntary and is 
intended to facilitate the timely selection of appropriate clinical sites for FDA inspection as part 
of the application and/or supplement review process.  

This request also provides instructions for where OSI requested items should be placed within an 
eCTD submission (Attachment 1, Technical Instructions: Submitting Bioresearch Monitoring 
(BIMO) Clinical Data in eCTD Format).
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I. Request for general study related information and comprehensive clinical investigator 
information (if items are provided elsewhere in submission, describe location or provide 
link to requested information).

1. Please include the following information in a tabular format in the original NDA for each 
of the completed pivotal clinical trials:
a. Site number
b. Principal investigator
c. Site Location: Address (e.g. Street, City, State, Country) and contact information (i.e., 

phone, fax, email)
d. Location of Principal Investigator: Address (e.g. Street, City, State, and Country) and 

contact information (i.e., phone, fax, email).  If the Applicant is aware of changes to a 
clinical investigator’s site address or contact information since the time of the clinical 
investigator’s participation in the study, we request that this updated information also 
be provided.

2. Please include the following information in a tabular format, by site, in the original NDA 
for each of the completed pivotal clinical trials:
a. Number of subjects screened at each site 
b. Number of subjects randomized at each site 
c. Number of subjects treated who prematurely discontinued for each site by site 

3. Please include the following information in a tabular format in the NDA for each of the 
completed pivotal clinical trials:
a. Location at which sponsor trial documentation is maintained (e.g., , monitoring plans 

and reports, training records, data management plans, drug accountability records, 
IND safety reports, or other sponsor records as described ICH E6, Section 8).  This is 
the actual physical site(s) where documents are maintained and would be available for 
inspection

b. Name, address and contact information of all Contract Research Organization (CROs) 
used in the conduct of the clinical trials and brief statement of trial related functions 
transferred to them.  If this information has been submitted in eCTD format 
previously (e.g. as an addendum to a Form FDA 1571, you may identify the 
location(s) and/or provide link(s) to information previously provided.

c. The location at which trial documentation and records generated by the CROs with 
respect to their roles and responsibilities in conduct of respective studies is 
maintained. As above, this is the actual physical site where documents would be 
available for inspection.

4. For each pivotal trial, provide a sample annotated Case Report Form (or identify the 
location and/or provide a link if provided elsewhere in the submission). 

5. For each pivotal trial provide original protocol and all amendments ((or identify the 
location and/or provide a link if provided elsewhere in the submission).

II. Request for Subject Level Data Listings by Site
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1. For each pivotal trial: Site-specific individual subject data listings (hereafter referred to as 
“line listings”).  For each site, provide line listings for:
a. Listing for each subject consented/enrolled; for subjects who were not randomized to 

treatment and/or treated with study therapy, include reason not randomized and/or 
treated

b. Subject listing for treatment assignment (randomization)
c. Listing of subjects that discontinued from study treatment and subjects that 

discontinued from the study completely (i.e., withdrew consent) with date and reason 
discontinued

d. Listing of per protocol subjects/ non-per protocol subjects and reason not per protocol
e. By subject listing of eligibility determination (i.e., inclusion and exclusion criteria)
f. By subject listing, of AEs, SAEs, deaths and dates
g. By subject listing of protocol violations and/or deviations reported in the NDA, 

including a description of the deviation/violation
h. By subject listing of the primary and secondary endpoint efficacy parameters or 

events.  For derived or calculated endpoints, provide the raw data listings used to 
generate the derived/calculated endpoint.

i. By subject listing of concomitant medications (as appropriate to the pivotal clinical 
trials)

j. By subject listing, of testing (e.g., laboratory, ECG) performed for safety monitoring

2. We request that one PDF file be created for each pivotal Phase 2 and Phase 3 study using 
the following format:

Reference ID: 3717994



IND 111537
Page 12

III. Request for Site Level Dataset:

OSI is piloting a risk based model for site selection.  Voluntary electronic submission of site 
level datasets is intended to facilitate the timely selection of appropriate clinical sites for FDA 
inspection as part of the application and/or supplement review process.  If you wish to 
voluntarily provide a dataset, please refer to the draft “Guidance for Industry Providing 
Submissions in Electronic Format – Summary Level Clinical Site Data for CDER’s Inspection 
Planning” (available at the following link 
http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequire
ments/UCM332468.pdf ) for the structure and format of this data set.  
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Attachment 1

Technical Instructions:  
Submitting Bioresearch Monitoring (BIMO) Clinical Data in eCTD Format

A. Data submitted for OSI review belongs in Module 5 of the eCTD.  For items I and II in 
the chart below, the files should be linked into the Study Tagging File (STF) for each 
study.  Leaf titles for this data should be named “BIMO [list study ID, followed by brief 
description of file being submitted].”  In addition, a BIMO STF should be constructed 
and placed in Module 5.3.5.4, Other Study reports and related information.  The study ID 
for this STF should be “bimo.”  Files for items I, II and III below should be linked into 
this BIMO STF, using file tags indicated below.  The item III site-level dataset filename 
should be “clinsite.xpt.”

DSI Pre-
NDA 

Request 
Item1

STF File Tag Used For Allowable 
File 

Formats

I data-listing-dataset Data listings, by study .pdf
I annotated-crf Sample annotated case 

report form, by study
.pdf

II data-listing-dataset Data listings, by study
(Line listings, by site)

.pdf

III data-listing-dataset Site-level datasets, across 
studies

.xpt

III data-listing-data-definition Define file .pdf

B. In addition, within the directory structure, the item III site-level dataset should be placed 
in the M5 folder as follows:

C. It is recommended, but not required, that a Reviewer’s Guide in PDF format be included.  
If this Guide is included, it should be included in the BIMO STF. The leaf title should be 
“BIMO Reviewer Guide.”  The guide should contain a description of the BIMO elements 
being submitted with hyperlinks to those elements in Module 5.  

                                                          
1 Please see the OSI Pre-NDA/BLA Request document for a full description of requested data files
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References:

eCTD Backbone Specification for Study Tagging Files v. 2.6.1 
(http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequire
ments/ElectronicSubmissions/UCM163560.pdf)

FDA eCTD web page 
(http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Elect
ronicSubmissions/ucm153574.htm)

For general help with eCTD submissions:  ESUB@fda.hhs.gov

ISSUES REQUIRING FURTHER DISCUSSION

There were no issues requiring further discussion

ACTION ITEMS

The Sponsor will assess and report how much of the patch is covered with reinforcement tape in 
their study.

ATTACHMENTS AND HANDOUTS

There were no attachments or handouts for the meeting minutes.
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