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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring MD  20993 

IND 107689 
MEETING MINUTES 

JDP Therapeutics Inc. 
823 Jays Drive 
Lansdale, PA 19446 

Attention: Jie Du, PhD 
President/CSO 

Dear Dr. Du: 

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for Cetirizine Hydrochloride Injection. 

We also refer to the meeting between representatives of your firm and the FDA on March 18, 
2015. The purpose of the meeting was to discuss the pivotal phase 3 protocol for Cetirizine 
Hydrochloride Injection. 

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) 796-1648. 

Sincerely, 

{See appended electronic signature page} 

Nina Ton, PharmD 
Regulatory Project Manager 
Division of Pulmonary, Allergy, and Rheumatology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

Enclosure: 
Meeting Minutes 

Reference ID: 3728576 
Reference ID: 4502222 



FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

MEMORANDUM OF MEETING MINUTES 

Meeting Type: B 
Meeting Category: End of Phase 2 

Meeting Date and Time: March 18, 2015; 11 :00 -12:00 PM ET 
Meeting Location: White Oak Building 22, Conference Room 1415 

Application Number: IND 107689 
Product Name: Cetirizine Hydrochloride Injection 
Indication: Acute Urticaria 
Sponsor Name: JDP Therapeutics Inc. 

Meeting Chair: Badrnl A. Chowdhmy , MD, PhD 
Meeting Recorder: Nina Ton, PhannD 

FDA ATTENDEES 
Badrnl A. Chowdhmy , MD, PhD, Director, Division of Pulmonaiy, Allergy, and Rheumatology 

Products (DP ARP) 
Lydia Gilbe1t -McClain, MD, Deputy Director, DPARP 
Tony Dmmowicz, MD, Clinical Teain Leader, DP ARP 
Xu Wang, MD, Clinical Reviewer, DPARP 
Sheetal Agaiwal, PhD, Clinical Phaimacology Reviewer, Division of Clinical Pha1macology II 

(DCPII), Office of Clinical Phaimacology (OCP) 
David Petullo, MS, Biostatistics Team Leader, Division of Biometrics II, Office of Biostatistics 

(OB) 
Kiya Hainilton, PhD, Biostatistics Reviewer, Division of Biometrics II, OB 
Craig Be1tha, PhD, CMC Lead, Division of New Drng Products Branch IV, Office of New Drng 

Products (ONDP), Office of Phaim aceutical Quality (OPQ) 
Teresa McMillan, PhaimD, Safety Evaluator, Division of Medication EITor Prevention and 

Analysis, Office of Smveillance and Epideiniology 
Brandi Wheeler, PhaimD, Regulato1y Project Manager, DPARP 
Nina Ton, Pha1mD, Regulato1y Project Manager, DPARP 

SPONSOR ATTENDEES 
Jie Du PhD President/CSO, JDP Therapeutics 

4 (b)(4J 
<bH I Medical Advisor Clinical Professor 

(b)(4J 
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1. BACKGROUND 

JDP submitted an End of Phase 2 meeting request dated December 31, 2014, to the Division of 
Pulmonary, Allergy, and Rheumatology Products to discuss the pivotal phase 3 protocol for 
Cetirizine Hydrochloride Injection. Upon review of the meeting package, the Division provided 
preliminaiy comments to the Sponsor's questions via electronic coITespondence on Mai·ch 12, 
2015. Jie Du, JDP's President & CEO, communicated to the Division via email dated Mai·ch 13, 
2015, that JDP requested to focus the meeting discussion to Questions 2, 4, 5, and 6. Question 7 
was also discussed. The Sponsor's questions are in italics, FDA's responses ai·e in n01mal font, 
and the meeting discussion is in bold. 

2. DISCUSSION 

Question 1 
From JDP 's phase I study (study# CTN-P0-741) which was submitted in the original IND, the 
A UC ofcetirizine i.v. injection I 0 mg is equivalent to the oralproduct Zyrtec® I 0 mg, and the 
Cmax is ~3.5 times ofthe oralproduct. Zyrtec® product insert reported that a thorough QTstudy 
was performed at 60 mg oral dose, which did not result in significant effect QTprolongation. 
Zyrtec® product insert also reported that cetirizine exhibited a linear pharmacokinetics. 
Therefore the 60 mg oral dose in the thorough QT study would result in a higher A UC and Cmax 
than those from the I 0 mg cetirizine i. v. injection. For this reason, JDP does notpropose to 
perform a thorough QT study as such a study was performed with cetirizine at oral doses that 
result in Cmax and A UC higher than those achieved at the proposed intravenous dose. Is this 
acceptable to the Division? 

FDA Response 
Your proposal is acceptable. 

Meeting Discussion 
This question was not discussed. 

Question 2 
Following FDA 's suggestion from the pre-IND meeting, JDP is now studying the indication for <~ 

(acute urticaria (bf<4t JDP requests con.f1.rmation that <~ 
'""th'_e_p_1-·0_11_o_s-ed-.-in..... dication <bH4> " is acceptable 

to the Division. 

FDA Response 
It is premature to discuss a final indication for 

(b)(4! 
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Meeting Discussion 
JDP agreed with FDA's comment regarding the inclusion criteria and proposed to change 
the indication to "acute urticaria." FDA noted that the Agency cannot provide a comment 
r egarding the indication without reviewin the data and evaluating the actual po ulation 
studied in the trial. Cb> < 

4
! 

the Agency will look at the indication to 
--~~~~~~--~~..-~~~~~............... 

ensure it matches the study population. JDP commented that they followed the AAAAI 
guidelines and indicated that acute urticaria would be a more appropriate indication for 
the drug. FDA agreed that there is a niche for another IV antihistamine as an alternative 
to diphenhydramine and cetirizine IV injection has the potential use for acute urticaria in 
the ER. However, FDA noted that currently no drug has been approved for acute 
urticaria. FDA also commented that the AAAAI guidelines are useful for physicians but 
pointed out that JDP 's development program for an IV antihistamine does not have to stay 
within the guidelines parameter s. FDA noted that patients who come to urgent care or the 
ER may have anaphylaxis and would be given epinephrine as the primary treatment 
instead of cetirizine. Since antihistamines are not the primary therapy for treatment of 
anaphylaxis, target the patient population with less severe reactions (not anaphylaxis) to be 
included in the trial. JDP confirmed that patients with anaphylaxis will be excluded in the 
phase 3 trial. 

Question 3 
Does the Division have any questions or comments to the pilot phase III study (ETTAU-02) and 
its data submitted in the briefing package? 

FDA Response 

We have no fmther questions or comments at this time. 


Meeting Discussion 

This question was not discussed. 


uestion 4 
(b)l4) 

FDA Response 
4 )14!

<b>< ttom pilot study ETTAU-02 serves as a proof-of-concept study, 
--~~~~~~~~~-

Meeting Discussion 
JDP understood that the pilot study is a proof-of-concept study and plans to conduct a 
definitive phase 3 study. 

Reference ID: 3728576 
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Question 5 
As detailed in the pivotal phase IIIprotocol ETTAU-03, the primary__ endpoint ofthe pivotal 
stud is CbH

4! 

Are these primmy endpoints described in the protocol acceptable to the 
Division? 

FDA Response 
No, the proposed prima1y endpoint is not acceptable. The primaiy endpoint should be patient 
rated prnritus severity score 2 hours post-dose. Impo1tant secondai·y endpoints should include 
extent ofmticai·ia/e1ythema, time to dischai·ge, patient-based sedation score, and rescue 
medications used. Additional endpoints ai·e at your discretion. 

Additional Clinical Comments 
We have concerns over the enrollment ofpatients who are having systemic allergic reactions 
(anaphylaxis) as the effects of treatments given, i.e., epinephrine, IV fluids, etc. may impact the 
efficacy detennination. 

Your sedation scale should use a range from 0 to 3 similar to your prnritis and mticai·ia scales. 

We suggest you include an additional follow-up assessment at 48 hours after dischai·ge. 

Meeting Discussion 
(b)(4) 

JDP asked FDA to clarify the primary end oint recommendation 
FDA 

res onded that reviewers are entitled to their own o inion in their reviews; 

FDA added that cetirizine is already approved for chronic urticaria and the 
intention of JDP's study is not to prove that it works but to compare it to another drug. 
FDA commented that to have two primary endpoints, physician and patient scores, both 
would have to win for approval. Thus, FDA recommended one primary endpoint of 
patient assessed pruritus and others such as physician score and number and size of wheals 
be captured as secondary endpoints. JDP agreed with FDA's recommendation for the 
primary and secondary endpoints >1 

4
! 

Question 6 
Since this is a non-in,Cb><4Iority trial, from the pilot study, JDP's statisticians proposed a non
inferiority margin ofL._fo. See justification below. Is this acceptable to the Division? 

Reference ID: 3728576 
Reference ID 4502222 
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(b) (4)

FDA Response 
No, you will need to justify a non-inferiority margin based on the recommended primary 
endpoint.  See response to Question 5. 

Meeting Discussion 
JDP was advised to re-calculate the non-inferiority margin using the recommended 
primary endpoint and submit a detailed protocol and statistical analysis plan.  FDA also 
pointed out that the effect of diphenhydramine in the proposed non-inferiority study 
should establish superiority to placebo under the assumption of no improvement on 
placebo.   

JDP also asked if a single non-inferiority trial would be sufficient and FDA responded that 
a single well designed trial may be sufficient in this case because we already know so much 
about cetirizine as an orally administered antihistamine drug.  However, FDA 
recommended, based on the discussion from today’s meeting, that JDP submit a new 
protocol for FDA to review. JDP noted that 90% of study patients will be from the ER 
since it would be difficult to enroll patients from the allergists’ offices.  FDA raised the 
concerns about follow-up of ER patients and also the blinding issue in the trial.  JDP 
responded that the diphenhydramine and IV cetirizine vials look the same and the vials 
will be covered with a label. 

Question 7 
JDP proposes submitting the ETTAU-03 protocol and statistical analysis plan for a special 
protocol assessment (SPA). Would the agency be willing to commit to an SPA? 

FDA Response 
Your proposed study could potentially qualify for a special protocol assessment (SPA).  A 
determination would be made when the SPA is submitted.  We believe in your case not having a 

Reference ID: 3728576 
Reference ID: 4502222 
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SPA would allow more regulatory flexibility in the review process which may be in your best 
interest. 

Meeting Discussion 
JDP commented that they were considering a SPA submission.  FDA reiterated that a SPA 
is a binding agreement and does not allow for any flexibility in the Agency’s decision 
making process.  JDP asked how they would obtain feedback on their protocol and FDA 
advised the Sponsor to submit a Type C meeting request to receive written responses. 

Question 8 
Can development of Cetirizine Injection for the proposed uses in children less than 18 years of 
age be deferred to post-approval? 

FDA Response 
While a deferral is reasonable, a pediatric study plan will be required (see PREA Requirements 
below). 

Meeting Discussion
 
This question was not discussed.
 

Question 9 
For the filing of the pivotal phase III study (ETTAU-03), JDP requests confirmation that having 
a new sequence under the current IND (#107689) is acceptable to the Division. 

FDA Response 
It is acceptable to file study protocols for the proposed drug product under the same IND 
(#107689). 

Meeting Discussion
 
This question was not discussed.
 

3. ADDITIONAL INFORMATION 

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. 

Please be advised that under the Food and Drug Administration Safety and Innovation Act 
(FDASIA), you must submit an Initial Pediatric Study Plan (PSP) within 60 days of an End of 

Reference ID: 3728576 
Reference ID: 4502222 
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Phase (EOP2) meeting. In the absence of an End-of-Phase 2 meeting, refer to the draft guidance 
below.  The PSP 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 regulatory authorities. The PSP should be submitted in PDF and Word format.  

For additional guidance on the timing, content, and submission of the PSP, including a PSP 
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. 

DATA STANDARDS FOR STUDIES 

CDER strongly encourages IND sponsors to consider the implementation and use of data 
standards for the submission of applications for investigational new drugs and product 
registration.  Such implementation should occur as early as possible in the product development 
lifecycle, so that data standards are accounted for in the design, conduct, and analysis of clinical 
and nonclinical studies. CDER has produced a web page that provides specifications for sponsors 
regarding implementation and submission of clinical and nonclinical study data in a standardized 
format.  This web page will be updated regularly to reflect CDER's growing experience in order 
to meet the needs of its reviewers.  The web page may be found at: 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Electr 
onicSubmissions/ucm248635.htm 

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, 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 

Reference ID: 3728576 
Reference ID: 4502222 
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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.    

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 

Reference ID: 3728576 
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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 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). 

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). 

Reference ID: 3728576 
Reference ID: 4502222 
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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 

1.	 For each pivotal trial: Site-specific individual subject data listings (hereafter referred to as 
“line listings”). For each site, provide line listings for: 

Reference ID: 3728576 
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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: 

III. Request for Site Level Dataset: 

Reference ID: 3728576 
Reference ID: 4502222 
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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.   

Reference ID: 3728576 
Reference ID: 4502222 
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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 

4. ISSUES REQUIRING FURTHER DISCUSSION 
There were no issues requiring further discussion. 

5. ACTION ITEMS 
There were no action items. 

6. ATTACHMENTS AND HANDOUTS 
There were no attachments/handouts. 
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