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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD 20993 

IND 103131 
MEETING MINUTES 

Clinuvel Inc. 
Attention: Linda Teng 
Director, Clinical Compliance 
2419 Sharon Oaks Dr. 
Menlo Park, CA  94025 

Dear Ms. Teng: 

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for SCENESSE® (afamelanotide) implant, 16 mg. 

We also refer to the meeting between representatives of your firm and the FDA on November 7, 
2016. The purpose of the meeting was to discuss the development program for afamelanotide 
and submission of a New Drug Application (NDA) for the treatment of erythropoietic porphyria. 

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 Cristina Attinello, Senior Regulatory Project Manager at (301) 
796-3986. 

Sincerely, 

{See appended electronic signature page} 

Kendall A. Marcus, MD 
Director 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
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: November 7, 2016; 10:30 a.m. ET 
Meeting Location: FDA White Oak campus, building 22 

Application Number: IND 103131 
Product Name: SCENESSE® (afamelanotide) implant, 16 mg 
Proposed Indication: treatment of erythropoietic porphyria 
Sponsor Name: Clinuvel Inc. 

Meeting Chair: Kendall Marcus, MD 
Meeting Recorder: Cristina Attinello, MPH 

FDA ATTENDEES 
Amy G. Egan, MD, MPH, Deputy Director, ODE III 
Kendall A. Marcus, MD, Director, DDDP 
Tatiana Oussova, MD, MPH, Deputy Director for Safety, DDDP 
Snezana Trajkovic, MD, Clinical Team Leader, DDDP 
Roselyn E. Epps, MD, Clinical Reviewer, DDDP 
Hamid Tabatabai, MD, Clinical Reviewer, DDDP 
Barbara Hill, PhD, Pharmacology Supervisor, DDDP 
Mohamed Alosh, PhD, Biostatistics Team Leader, DB III 
Matthew Guerra, PhD, Biostatistics Reviewer, DB III 
Marilena Flouri, PhD, Biostatistics Reviewer, DB III 
Jie Wang, PhD, Acting Clinical Pharmacology Team Leader, DCP 3 
Chinmay Shukla, PhD, Clinical Pharmacology Reviewer, DCP 3 
Jie Cheng, PhD, Clinical Pharmacology Reviewer, DCP 3 
Yichun Sun, PhD, Acting Quality Assessment Lead, DNDP II, NDPB V 
Vidula Kolhatkar, PhD, Biopharm Acting Team Lead, OPQ 
Suneet Shukla, PhD, Biopharm Reviewer, OPQ 
Bernard Marasa, PhD, Microbiology Reviewer, OPQ 
Jamie Wilkins Parker, PharmD, Acting Deputy Director, OSE/DRISK 
Donella Fitzgerald, PharmD, Team Leader, OSE/DRISK 
Bob Pratt, PharmD, DRISK Reviewer, OSE/DRISK 
Carlos Mena-Grillasca, Safety Evaluator, OSE/DMEPA 
Roy Blay, Reviewer, OSI 
Barbara Gould, MBAHCM, Chief, Project Management Staff, DDDP 
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Cristina Attinello, MPH, Senior Regulato1y Health Project Manager, DDDP 

SPONSOR ATTENDEES 
Nicoletta Muner, Director, Global Regulato1y Affairs 
Ing-Ing Teng, Director, Clinical Compliance 
Dennis Wright, PhD, Acting Chief Scientific Officer 
Phili e Wol en, MD MBA, ChiefMedical Officer 

1.0 PURPOSE 

To discuss the development program for SCENESSE® (afamelanotide) implant, 16 mg and 
submission of a New Dmg Application (NDA) for the treatment of e1ythropoietic pmphyria 

2.0 DISCUSSION 

Question 1: 

Clinuvel considers the available data package for SCENESSE® to be complete for a NDA filing. 

Based on the initial review of clinical data and additional info1mation provided (draft Quality 

Overall Summaries, draft Nonclinical Overview and Draft Clinical Overview)' does the FDA 

have any comments? 


FDA Response: 

Clinical/Statistical 


In the discussion under Question 1, you state the following: 


"In response to a specific request by the FDA (Info1mation Request Reference ID: 386192), 

complete clinical data. sets for the clinical studies relevant to the proposed indication were 

provided under IND Amendment 0042. Following review of these data, the FDA has indicated 

that they are adequate for an NDA (filing) ." 


The following is the e-mail communicated to the sponsor regarding the clinical data sets 

provided to the FDA: 


"Please note that shortly after sending a courtesy copy of the Fast Track granted letter to your 

U.S. Agent (Ms. Joanne Hess), I called and spoke to Ms. Hess to indicate that the clinical data. 
you have provided appears adequate to subinit in suppo1t of a marketing application for review 
by FDA. I encouraged Ms. Hess to subinit a pre-NDA meeting request, including a request for 
rolling review under the Fast Track provisions (as outlined in the Fast Track granted letter), prior 
to subinitting a marketing application (NDA)." 
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The determination that an NDA can be filed will be made 60 days after FDA receives the 
complete application and the threshold determination that the application is sufficiently complete 
to permit a substantive review is made by the FDA. For information on filing process refer to 
21CFR 314.101 Filing an application and receiving an abbreviated new drug application. 

In your briefing materials you have not provided summaries on safety and efficacy of trials you 
plan to rely on for the approval of your drug product. Based on our prior interactions we note 
that each of your key clinical trials has issues regarding data collection, data reliability, data 
integrity, or document consistency. In order for the trials to be adequately evaluated, you will 
need to ensure that your submission includes adequate explanations for all issues that might 
impact the interpretability or adequacy of your studies.  Submit all versions of study protocols, 
statistical analysis plans, study reports, and supplemental reports. If the updated study reports or 
supplemental reports do not include a full discussion regarding the reason for the update, you 
should also submit additional information describing the reasoning, rationale, and timing of any 
updates. 

Initial evaluation of your study reports for Studies 029, 030, and 039 under the IND identified 
the following issues that will need to be adequately addressed. This list may not be 
comprehensive and you should pro-actively address any similar issues for which you are aware. 
	 Impact of sunlight exposure diary misprints in Studies 029 and 030. The diaries did not 

include the hours 14:00 to 15:00, which was part of the timeframe incorporated into the 
modified primary endpoint. Provide clear discussion of how this may have impacted the 
results, and any sensitivity analyses you conducted. 

	 Document inconsistencies. We note that for Study 030, the results of the adapted primary 
endpoint are described differently in various parts of the study report. For example, the 
adapted primary endpoint is listed as number of hours of exposure to direct sunlight 
between 10:00 and 15:00 and 10:00 and 20:00 hours. However, in the Summary of 
Results section of the synopsis, the primary results are described as direct exposure 
between 10:00 and 15:00 on days when no pain was experienced (pg. 7 of study report), 
whereas this is listed as a secondary endpoint in the body of the text (pg. 52 of study 
report). In addition, the p-values listed in the main body of the text do not match those in 
the tables in the appendix for corresponding endpoints.  For the endpoint total hours of 
exposure to direct sunlight between 10:00 and 15:00, the p-value in the body of the report 
is 0.036 (pg. 51), while the p-value in the appendix is 0.042 (pg. 126 or App. 14 pg. 55). 
In addition for Study 039 we note that the subject listings include different sets of 
subjects (for example, Listing 16.2.1 (Subject Enrollment) does not include Subject 

(b) (6)

(b) (6) (b) (6)
and does include Subject , while Listing 16.2.6 (Analysis Populations) does include 

(b) (6)

Subject  and does not include Subject ). Provide clarification and explanation 
regarding these inconsistencies. 

	 Randomization of subjects in Study 039. You have submitted two versions of the study 
(b) (6)report for this study in which two subjects ) had their treatment 

assignment switched. Provide a comprehensive discussion of this issue and its resolution, 
including how the issue was identified, what steps were undertaken to address the issue, 
and how this impacts the interpretation of the study results. 

 Choice of primary endpoint. Provide a full discussion and timeline for the studies where 
the primary endpoint was changed after initiation of the study (Study 029 and 030). 
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Because you have not provided summaries on safety and efficacy of trials you plan to rely on for 
the approval of your drug product, we cannot provide specific comments on the content and 
format of your application. We have the following general comments: 

1.	 Provide a table with the following columns for each of the completed Phase 3 clinical trials: 
a) Site number 
b) Principal investigator 
c) Location: City State, Country 
d) Number of subjects screened 
e) Number of subjects randomized 
f) Number of subjects treated who prematurely discontinued (or other characteristic of 
interest that might be helpful in choosing sites for inspection) 
g) Number of protocol violations (Major, minor, including definition) 

2.	 Discuss study-to-study differences in efficacy results and any efficacy issues that may need 
further exploration. Provide your statement as to why the data presented represents a 
demonstration of substantial evidence of effectiveness for the proposed indication. 

3.	 Include shift tables for all laboratory values and vital signs for both outside the normal range 
and outside the range that is considered clinically significant. Provide the normal range of 
values for all parameters, the threshold for concern for a clinically significant change and 
your justification for why this threshold is appropriate. 

4.	 Marketing applications must include certain information concerning the compensation to, 
and financial interests of, any clinical investigator conducting clinical studies, including 
those at foreign sites, covered by the regulation. See Guidance for Clinical Investigators, 
Industry, and FDA Staff Financial Disclosure by Clinical Investigators. 

5.	 The following comment applies to all safety analyses (individual studies and applicable 
pooled analyses): For the placebo-controlled periods of trials, provide raw incidence rates (at 
≥1%) by treatment group. For the maintenance and open-label extension phases, provide raw 
incidence rates (at ≥1%) as well as the exposure-adjusted rates (in patient-years) by treatment 
group. 

6.	 Include the coding dictionary used for mapping investigator verbatim terms to preferred 
terms or identify where this will be located in the proposed submission. The “coding 
dictionary” consists of a list of all investigator verbatim terms and the preferred terms to 
which they were mapped. 

7.	 Include the full-text version of any referenced articles with hyperlinks to each article, as 
appropriate. 

8.	 Include analyses of safety based on duration of exposure and cumulative exposure to 
evaluate whether or not longer or higher exposure was associated with increased risk for 
safety events. 
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9.	 Include datasets for the clinical trials in SAS transport format (.xpt).  The analysis datasets 
for the Phase 3 studies should include all variables needed for conducting all primary, 
secondary, and sensitivity analyses included in the study report. 

10. Include dataset documentation (define.xml and define.pdf) for tabulation and analysis 
datasets. The analysis dataset documentation should include sufficient detail, such as 
definitions or descriptions of each variable in the dataset, algorithms for derived variables 
(including source variables used), and descriptions for the codes used in factor variables. 

11. Include statistical programs for any non-standard or complex analyses. 

Meeting Discussion: 
The sponsor inquired about the rolling review process.  The Agency clarified that review of 
sections that are submitted prior to receipt of a complete NDA is optional.  Additionally, the 
Agency clarified that a request for Priority Review is not considered until an NDA application is 
complete. 

The Agency reiterated that the issues identified with the efficacy datasets in this premeeting 
communication should be addressed in the application.  The sponsor inquired whether datasets 
need to be submitted in CDISC format.  The Agency replied that data should be submitted in its 
original form, and also preferably in CDISC format, along with definitions of any derived 
variables. In addition, the sponsor should submit details about changes in the endpoints along 
with protocol amendments related to such changes, so that the data would be reviewable along 
with the modification that occurred during the trial.  

The sponsor stated that while the clinical trial established efficacy based on significant statistical 
findings, the sponsor inquired about magnitude of change that would be required to provide 
substantial evidence of efficacy.  The Agency responded that this would be a review issue and it 
would depend on the quality of the data, and the extent to which concerns raised about the 
quality of the data, including randomization, are addressed. 

Quality 

Drug Substance:
 
The following points should be addressed regarding drug substance impurities: 


1.	 Investigate additional orthogonal analytical methods (for example, different chromatography 
systems) to better determine the impurity profile. 

2.	 Regarding the impurity acceptance limits, commit to reduce them consistent with recent and 
current batch data once sufficient batches have been manufactured.  

Drug Product: 
We recommend you implement tests of particle size analysis for and 
afamelanotide used to manufacture the implants. The following in-process controls and tests are 

(b) (4)

recommended to be included during the drug product manufacturing process: 
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Provide Lot infonnation including API lot number, fonnulation composition, manufacture site, 
production scale, results of batch of analyses and batch disposition infonnation for all the 
batches of the drng product manufactured in your NDA submission. 

Additionally, provide data to demonstrate that the quality atti·ibutes (e.g. dimensions, coating 
integrity, and dissolution) of the implant are not affected by ti·ansportation of the drng product. 

Microbiology: 
From the product ~uality microbiology review perspective, we have no further comments 
concerning ltif<• sterilization process validation infonnation presented in the QOS. Applicant 
is fmther refeITed to Agency's 1994 "Guidance for Industry - Submission Documentation for 
Sterilization Process Validation in Applications for Human and Veterinai Drng :products" for a 
com rehensive list of sterili assurance to ics (bH

4 

to 
be addressed in the NDA. 

Biopharmaceutics: 
• 	 Provide a detailed method development and validation repo1i suppo1ting the IVR method 

and specifications in your submission. 

In addition, we have the following comments regai·ding the in vitro release method that should be 
provided in your NDA. 

• 	 The IVR method development repo1i should contain (but is not limited to) justification 
for the selection of the following methodology components: 
a. Appai·atus 
b. In vitro release medium 
c. Sainpling time points 
d. Agitation rate 

• 	 Include the suppo1tive validation data for the in viti·o release method (i.e., method 
robustness, etc.) and analytical method (precision, accuracy, lineai·ity, stability, etc.). 
Provide the complete in viti·o release data (individual, mean, SD, profiles) for your 
product. 

• 	 Provide data to suppo1i the discriminating ability of the selected method. In general, the 
testing conducted to demonstrate the discriminating ability of the selected method should 
compai·e the dissolution profiles of the reference (target) product vs. the test products that 
ai·e intentionally manufactured with meaningful variations for the most relevant critical 
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manufacturing variables (i.e., ± 10-20% change to the specification-ranges of these 
variables). 

For the selection of the release specifications of the product, the following points should be 
considered: 
 The release profile data from the pivotal clinical batches and primary (registration) 

stability batches should be used for the setting of the specifications of the product. 

	 Specifications (range) should be established based on average in vitro release data for 
each lot under study, equivalent to USP Stage 2 testing (n=12). 

Note that the final determination on the acceptability of the in vitro release method is a review 
issue that can be determined during the IND or NDA review. However, the acceptability of the 
proposed in vitro release specifications for your product will be made during the NDA review 
process based on the totality of the provided data. 

Meeting Discussion: 
The sponsor inquired about the need for an inspection of the drug product manufacturing site in 
the U.S., as it has been inspected twice by the EMA.  

The Agency stated that all facilities related to an NDA would be subject to pre-approval 
inspections; however, the Agency has the option to waive the pre-approval inspection 
requirement for a particular facility based on the inspection history of the facility. 

The sponsor asked whether it is advantageous to submit the facility information before the 
complete NDA is submitted.  The Agency responded that the Agency would initiate the 
inspection plan for the NDA only after the submission is complete. 

Nonclinical 

We do not have any comments from a Pharmacology/Toxicology perspective at this time. 

Clinical Pharmacology 

You are referred to the Clinical Pharmacology comments on your development program 
conveyed at the meetings on October 27, 2010 and on September 30, 2015. We have the 
following recommendations regarding the Clinical Pharmacology sections of your NDA 
submission: 

1.	 Study CUV028 was a relative bioavailability (BA) study to compare the PK and PD of 
your product manufactured with the “old” and “new” processes. It is not clear what 
statistical criteria you will use to determine whether there are differences between the two 
processes. We recommend that you provide statistical analysis results for 90% confidence 
intervals of the ratio of the geometric mean of PK parameters (e.g. Cmax, AUC0-τ and 
AUC0-inf). 
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2. 	 Provide in tabular fonnat infonnation about all the fonnulations used in the clinical trials. 
Also, clearly indicate which clinical tr·ials used the to-be-marketed fo1mulation. 

3. 	 Provide infonnation on your immunogenicity potential assessment in your NDA. 

4. 	 We noted that you have not conducted studies to assess diug metabolism or diug 
interactions. Provide di11g metabolism and di11g interaction infonnation in your NDA. 
You should provide justifications if these info1mation are not available at the time ofyour 
NDA submission. For fmther info1mation on diug interaction assessment, refer to di·aft 
guidance for industry Drug Interaction Studies - Study Design, Data Analysis, 
Implications for Dosing, and Labeling Recommendations. 

5. 	 Submit bioanalytical method validation and bioanalysis repo1ts for clinical tr·ials that 
contain PK assessment. 

6. 	 Submit PK and PD analysis datasets in .xpt fo1mat. 

In your meeting materials you state that different im lant fo1mulations were investigated 
includinf !bl r

4 

however; you do not provide any info1mation on the implantation procedure or device 
to oe used for implantation. Provide info1mation regarding the implantation procedure. In . 
addition, it is not clear whether ou lan to market lbll

4
I 

Question 2: 

Is the proposed schedule for a rolling review considered acceptable or does the FDA have a 

preference for the order of submission of the various sections? 


FDA Response: 

As part of the Fast Track diug development program, you seek to submit po1tions of the NDA 

application for FDA review before the complete NDA is submitted. In your briefing materials, 

you propose a schedule for submission ofpo1tions of the NDA. This proposal appears 

reasonable. 


The Agency will accept for submission only complete sections of an NDA, such as the entire 

CMC section, toxicology section, or clinical section. For additional infonnation regarding the 

processes for Rolling Review, see guidance for industry Expedited Programs for Serious 

Conditions - Drugs and Biologics. 


Question 3: 

Could the Agency please provide clarification on the following technical matters and advise of 

any additional aspects to be considered? 


- Given that the NDA is intended to be submitted in eCTD fo1mat, how is the submission 
of individual sections expected to be managed before the whole sequence is available? 
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 When is Module 1 (with the exception of labelling and REMS) to be submitted in relation 
to the timing of submission of other sections? 

 What is the expected schedule for receiving comments from the Agency under a rolling 
review? 

 How should changes to submission timelines for individual sections be communicated? 
 When is the review process expected to be completed in relation to submission of the last 

section? 

FDA Response: 
Rolling submissions are managed the same as presubmissions to the application until the 
application is complete and ready for review.  The cover letter and form should state 
“presubmission to rolling submission – part 1 of XXX” (depending on how many parts before 
the final submission). The final submission completing the application should be coded as 
“original-application” to start the respective review clock. The cover letter and form of the final 
submission should state "original application – part XXX of XXX of rolling submission". 

If utilizing us-regional DTD v3.3, the rolling submission should be coded as submission-type 
“original application” with submission-subtype “presubmission”. The final submission 
completing the application should be coded as submission-type “original-application” with 
submission-subtype “application”. 

If utilizing us-regional DTD v2.01, the rolling submission should be coded as submission-type 
“presubmission”. The final submission completing the application should be coded as 
submission-type “original-application. 

Acceptance of a portion of an application by the Agency does not necessarily mean that the 
review will commence or proceed prior to the receipt of a complete application. The review 
clock will not begin until you inform the Agency that a complete NDA has been submitted. 
Following notification that the application is complete, the Agency will make a filing 
determination within the usual time. See also responses to Questions 1 and 2. 

During the course of reviewing an application, FDA communicates with applicants about 
scientific, medical, and procedural issues that arise during the review process. Such 
communications may be conducted via telephone conversations, letters or meetings whichever is 
most appropriate. For more information refer to 21 CFR 314.102 and 
http://www.fda.gov/ForIndustry/UserFees/PrescriptionDrugUserFee/ucm272170.htm for 
information on PDUFA V and the Program. 

If you decide to make changes to timeline for submission of individual sections of the NDA after 
the receipt of the agreement on submission schedule from the Agency, you should notify us. 

If you desire a Priority review classification, provide a request and justification in your 
application. At the time of filing, a determination will be made as to whether the review will be 
completed with a Priority or Standard timeline. 
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Question 4: 
Is the outline of Risk Mitigation and Evaluation Strategy (REMS) considered adequate? What 
additional aspects should be addressed? 

FDA Response: 
Based on our review of the brief summary of safety information contained in your meeting 
package, a REMS may not be required for the safe use of your product in the treatment of EPP. 
However, our final determination regarding the need for a REMS will be based on the overall 
risk benefit assessment for your product at the time of the BLA review. 

If you think a REMS is necessary to assure the safe use of your product, refer to the following 
guidance for industry for the correct format and content for your proposal and submit 
accordingly: 

http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U 
CM184128.pdf 

In order to facilitate an efficient review of a proposed REMS, all materials identified within your 
proposal that will be necessary to implement the REMS should be submitted. 

Meeting Discussion: 
The sponsor expressed an interest in a proposed REMS.  The Agency stated the need for a 
REMS will be determined during application review. 

The Agency explained that if a proposed REMS is submitted with the application, the sponsor 
should provide a rationale for the REMS requirement including the rationale for the proposed 
elements and how they mitigate the risks. The Agency suggested the sponsor review the 
Zinbryta REMS found on the REMS@FDA website for an example of correct formatting of a 
recently-approved REMS that has elements similar to those being proposed for Scenesse. 

The Agency reminded the sponsor that there are other marketed products that have restricted 
distribution outside of a REMS requirement (that were business decisions on the part of the 
sponsor). 

Corrigendum: 
We note that you have not submitted a comprehensive use-related risk analysis. Additionally, we 
note that you propose to provide training for healthcare providers to perform the implant 
insertion procedure. Your marketing application should include additional information regarding 
your proposed training program (i.e., how the training will be implemented in real-world and the 
components of your training program). 

Your comprehensive use-related risk analysis should include: a comprehensive evaluation of all 
the steps involved in using the device (i.e. insertion technique), the errors that users might 
commit or the tasks they might fail to perform, the potential negative clinical consequences of 
use errors and task failures, the risk-mitigation strategies employed to reduce any moderate or 
high risks to acceptable levels, and the method of validating the risk-mitigation strategies. 
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Based on this risk analysis, you will need to determine whether you need to perform a human 
factors (HF) validation study under simulated use conditions with representative users 
performing necessary tasks to demonstrate safe and effective use of the product.  The risk 
analysis can be used to inform the design of a human factors validation study protocol for your 
product. If you determine that an HF validation study is not needed for your product, submit 
your risk analysis and justification for not conducting the HF validation study for review under 
the IND. We will notify you if we concur with your determination. 

However, if you determine that based on the risks identified you need to perform human factor 
studies, we recommend you submit your study protocol for feedback.  Note that we will need 90 
days to review and provide comments on the HF validation study protocol.  Plan your 
development program timeline accordingly. 

The following items are needed to inform the review of your HF study protocol: 
1- Detailed HF validation study protocol to include the following elements: 

a.	 Description of intended product users, uses, use environments, and training for 
commercial product 

b.	 Graphical depiction and written description of product user interface 
c.	 Summary of known use problems with previous models or similar products 
d.	 User task selection, categorization (e.g. critical) and prioritization 
e.	 Validation testing details 

i.	 Objective(s) 
ii.	 Type of testing (simulated or actual use) 

iii.	 Test environment and conditions of use 
iv.	 Training provided to participants (including training materials) and 

rationale for how it corresponds to real-world training 
v.	 Distinct user groups broken down by number and type of test participants 

and rationale for how they represent intended user populations 
vi.	 User tasks and use scenarios that will be studied 

vii.	 Description of data to be collected and methods for documenting 
observations and interview responses 

viii.	 Methods for root cause analysis of all use errors, difficulties, and close 
calls 

ix.	 Definition of performance success and performance failure 
x. Moderator transcript 

2- Intend-to-market labels and labeling (including an editable MS Word version of the IFU) 
that will be tested in the HF validation study 

3- Five intend-to-market samples of product that will be tested in the HF validation study 

Guidance on human factors procedures to follow can be found in: 
	 Applying Human Factors and Usability Engineering to Medical Devices, available online 

at: 
http://www.fda.gov/downloads/MedicalDevices/DeviceRegulationandGuidance/Guidanc 
eDocuments/ucm259760.pdf 

	 Guidance on Safety Considerations for Product Design to Minimize Medication Errors 
and can be found online at: 
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http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guid 
ances/UCM331810.pdf 

Note that we recently published two draft guidance documents that, while not yet finalized, 
might also be useful in understanding our current thinking and our approach to human factors for 
combination products, product design, and labeling: 
	 Human Factors Studies and Related Clinical Study Considerations in Combination 

Product Design and Development and can be found online at: 
http://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM484345.pdf 

	 Safety Considerations for Container Labels and Carton Labeling Design to Minimize 
Medication Errors and can be found online at: 
http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidanc 
es/ucm349009.pdf 

Question 5: 
Clinuvel intends to manage a single disease registry to cover both EU and US patients. The 
current registry has been established in The Netherlands. Does the Agency have any objections 
to the same registry being used for US patients? 

FDA Response: 
Your proposal to have a single disease registry for U.S. and E.U. patients appears reasonable. 

Question 6: 
Will the DDDP share with the Applicant its findings from the EPP Scientific Workshop 
organized by the FDA for 24 October as part of the Division's initiative to learn more about this 
disease and treatment? If so, when and how? 

FDA Response: 
The EPP Scientific Workshop was held on October 24, 2016. This workshop was open to the 
public and streamed live via WebEx. A transcript will be available on the FDA website 
approximately two weeks after the workshop. 

Question 7: 
Based on the Agency's experience and on the review of the data overviews presented herein, 
what aspects of the application should be given additional consideration in your opinion? 

FDA Response: 
For information on content and format of an NDA application, refer to 21 CFR 314.50. 

3.0 ADMINISTRATIVE COMMENTS 

DISCUSSION OF THE CONTENT OF A COMPLETE APPLICATION 

	 The content of a complete application was discussed. 
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All applications are expected to include a comprehensive and readily located list of all 
clinical sites and manufacturing facilities included or referenced in the application. 

	 A preliminary discussion on the need for a REMS was held and it was concluded that 
submission of any proposed REMS should be accompanied by a detailed rationale. 

	 Major components of the application are expected to be submitted with the original 
application and are not subject to agreement for late submission.  You stated you intend to 
submit a complete application and therefore, there are no agreements for late submission of 
application components. 

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. 

Because this drug product for this indication has an orphan drug designation, you are exempt 
from these requirements.  Please include a statement that confirms this finding, along with a 
reference to this communication, as part of the pediatric section (1.9 for eCTD submissions) of 
your application. If there are any changes to your development plans that would cause your 
application to trigger PREA, your exempt status would change. 

Reference ID: 4017377 



  
  

  

 
 

  

 

 

 

   

 

 

IND 103131 
Page 14 

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. 

SUBMISSION FORMAT REQUIREMENTS 

The Electronic Common Technical Document (eCTD) is CDER and CBER’s standard format for 
electronic regulatory submissions.  Beginning May 5, 2017, the following submission types: 
NDA, ANDA, BLA and Master Files must be submitted in eCTD format. Commercial IND 
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. 

SECURE EMAIL COMMUNICATIONS 

Secure email is required for all email communications from FDA to applicants when confidential 
information (e.g., trade secrets, manufacturing, or patient information) is included in the 
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message. To receive email communications from FDA that include confidential information 
(e.g., information requests, labeling revisions, courtesy copies of letters), applicants 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). 

SUBMISSION OF REMS DOCUMENT IN SPL FORMAT 

In addition to following current submission requirements, you can also submit the REMS 
document in Structured Product Labeling (SPL) format. If you intend to submit the REMS 
document in SPL format, include the SPL file (in addition to the Word file) with your proposed 
REMS submission. 

For more information on submitting REMS in SPL format, please email 
REMS Website@fda.hhs.gov. 

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. 
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Corresponding names and titles of onsite contact: 

Site Name Site Address Onsite Contact 
(Person, Title) 

Phone and 
Fax 

number 
Email address 

1. 
2. 

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). 

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: 
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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: 
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. 
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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: 

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.  

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 
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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 
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	1.0 PURPOSE 
	1.0 PURPOSE 
	To discuss the development program for SCENESSE® (afamelanotide) implant, 16 mg and submission ofa New Dmg Application (NDA) for the treatment ofe1ythropoietic pmphyria 

	2.0 DISCUSSION 
	2.0 DISCUSSION 
	Question 1: .Clinuvel considers the available data package for SCENESSE® to be complete for a NDA filing. .Based on the initial review ofclinical data and additional info1mation provided (draft Quality .Overall Summaries, draft Nonclinical Overview and Draft Clinical Overview)' does the FDA .have any comments? .
	FDA Response: .Clinical/Statistical .
	In the discussion under Question 1, you state the following: .
	"In response to a specific request by the FDA (Info1mation Request Reference ID: 386192), .complete clinical data. sets for the clinical studies relevant to the proposed indication were .provided under IND Amendment 0042. Following review ofthese data, the FDA has indicated .that they are adequate for an NDA (filing)." .
	The following is the e-mail communicated to the sponsor regarding the clinical data sets .provided to the FDA: .
	"Please note that shortly after sending a courtesy copy ofthe Fast Track granted letter to your .
	U.S. Agent (Ms. Joanne Hess), I called and spoke to Ms. Hess to indicate that the clinical data. you have provided appears adequate to subinit in suppo1t ofa marketing application for review by FDA. I encouraged Ms. Hess to subinit a pre-NDA meeting request, including a request for rolling review under the Fast Track provisions (as outlined in the Fast Track granted letter), prior to subinitting a marketing application (NDA)." 
	The determination that an NDA can be filed will be made 60 days after FDA receives the complete application and the threshold determination that the application is sufficiently complete to permit a substantive review is made by the FDA. For information on filing process refer to 21CFR 314.101 Filing an application and receiving an abbreviated new drug application. 
	In your briefing materials you have not provided summaries on safety and efficacy of trials you plan to rely on for the approval of your drug product. Based on our prior interactions we note that each of your key clinical trials has issues regarding data collection, data reliability, data integrity, or document consistency. In order for the trials to be adequately evaluated, you will need to ensure that your submission includes adequate explanations for all issues that might impact the interpretability or a
	Initial evaluation of your study reports for Studies 029, 030, and 039 under the IND identified the following issues that will need to be adequately addressed. This list may not be comprehensive and you should pro-actively address any similar issues for which you are aware. 
	. Impact of sunlight exposure diary misprints in Studies 029 and 030. The diaries did not include the hours 14:00 to 15:00, which was part of the timeframe incorporated into the modified primary endpoint. Provide clear discussion of how this may have impacted the results, and any sensitivity analyses you conducted. 
	. Document inconsistencies. We note that for Study 030, the results of the adapted primary endpoint are described differently in various parts of the study report. For example, the adapted primary endpoint is listed as number of hours of exposure to direct sunlight between 10:00 and 15:00 and 10:00 and 20:00 hours. However, in the Summary of Results section of the synopsis, the primary results are described as direct exposure between 10:00 and 15:00 on days when no pain was experienced (pg. 7 of study repo
	Figure
	Figure
	Figure

	, while Listing 16.2.6 (Analysis Populations) does include Subject 
	Figure

	 and does not include Subject 
	). Provide clarification and explanation regarding these inconsistencies. 
	. Randomization of subjects in Study 039. You have submitted two versions of the study report for this study in which two subjects 
	Figure

	) had their treatment assignment switched. Provide a comprehensive discussion of this issue and its resolution, including how the issue was identified, what steps were undertaken to address the issue, and how this impacts the interpretation of the study results. 
	 Choice of primary endpoint. Provide a full discussion and timeline for the studies where the primary endpoint was changed after initiation of the study (Study 029 and 030). 
	Because you have not provided summaries on safety and efficacy of trials you plan to rely on for the approval of your drug product, we cannot provide specific comments on the content and format of your application. We have the following general comments: 
	1.. 
	1.. 
	1.. 
	Provide a table with the following columns for each of the completed Phase 3 clinical trials: a) Site number b) Principal investigator c) Location: City State, Country d) Number of subjects screened e) Number of subjects randomized f) Number of subjects treated who prematurely discontinued (or other characteristic of interest that might be helpful in choosing sites for inspection) g) Number of protocol violations (Major, minor, including definition) 

	2.. 
	2.. 
	Discuss study-to-study differences in efficacy results and any efficacy issues that may need further exploration. Provide your statement as to why the data presented represents a demonstration of substantial evidence of effectiveness for the proposed indication. 

	3.. 
	3.. 
	Include shift tables for all laboratory values and vital signs for both outside the normal range and outside the range that is considered clinically significant. Provide the normal range of values for all parameters, the threshold for concern for a clinically significant change and your justification for why this threshold is appropriate. 

	4.. 
	4.. 
	Marketing applications must include certain information concerning the compensation to, and financial interests of, any clinical investigator conducting clinical studies, including those at foreign sites, covered by the regulation. See Guidance for Clinical Investigators, Industry, and FDA Staff Financial Disclosure by Clinical Investigators. 

	5.. 
	5.. 
	The following comment applies to all safety analyses (individual studies and applicable pooled analyses): For the placebo-controlled periods of trials, provide raw incidence rates (at ≥1%) by treatment group. For the maintenance and open-label extension phases, provide raw incidence rates (at ≥1%) as well as the exposure-adjusted rates (in patient-years) by treatment group. 

	6.. 
	6.. 
	Include the coding dictionary used for mapping investigator verbatim terms to preferred terms or identify where this will be located in the proposed submission. The “coding dictionary” consists of a list of all investigator verbatim terms and the preferred terms to which they were mapped. 

	7.. 
	7.. 
	Include the full-text version of any referenced articles with hyperlinks to each article, as appropriate. 

	8.. 
	8.. 
	Include analyses of safety based on duration of exposure and cumulative exposure to evaluate whether or not longer or higher exposure was associated with increased risk for safety events. 

	9.. 
	9.. 
	Include datasets for the clinical trials in SAS transport format (.xpt).  The analysis datasets for the Phase 3 studies should include all variables needed for conducting all primary, secondary, and sensitivity analyses included in the study report. 

	10. 
	10. 
	Include dataset documentation (define.xml and define.pdf) for tabulation and analysis datasets. The analysis dataset documentation should include sufficient detail, such as definitions or descriptions of each variable in the dataset, algorithms for derived variables (including source variables used), and descriptions for the codes used in factor variables. 

	11. 
	11. 
	Include statistical programs for any non-standard or complex analyses. 



	Meeting Discussion: 
	Meeting Discussion: 
	The sponsor inquired about the rolling review process.  The Agency clarified that review of sections that are submitted prior to receipt of a complete NDA is optional.  Additionally, the Agency clarified that a request for Priority Review is not considered until an NDA application is complete. 
	The Agency reiterated that the issues identified with the efficacy datasets in this premeeting communication should be addressed in the application.  The sponsor inquired whether datasets need to be submitted in CDISC format.  The Agency replied that data should be submitted in its original form, and also preferably in CDISC format, along with definitions of any derived variables. In addition, the sponsor should submit details about changes in the endpoints along with protocol amendments related to such cha
	The sponsor stated that while the clinical trial established efficacy based on significant statistical findings, the sponsor inquired about magnitude of change that would be required to provide substantial evidence of efficacy.  The Agency responded that this would be a review issue and it would depend on the quality of the data, and the extent to which concerns raised about the quality of the data, including randomization, are addressed. 
	Quality 
	Quality 

	Drug Substance:. The following points should be addressed regarding drug substance impurities: .
	1.. 
	1.. 
	1.. 
	Investigate additional orthogonal analytical methods (for example, different chromatography systems) to better determine the impurity profile. 

	2.. 
	2.. 
	Regarding the impurity acceptance limits, commit to reduce them consistent with recent and current batch data once sufficient batches have been manufactured.  


	Drug Product: 
	We recommend you implement tests of particle size analysis for 
	and afamelanotide used to manufacture the implants. The following in-process controls and tests are recommended to be included during the drug product manufacturing process: 
	Figure

	Provide Lot infonnation including API lot number, fonnulation composition, manufacture site, production scale, results of batch of analyses and batch disposition infonnation for all the batches of the drng product manufactured in your NDA submission. 
	Additionally, provide data to demonstrate that the quality atti·ibutes (e.g. dimensions, coating integrity, and dissolution) of the implant are not affected by ti·ansportation of the drng product. 
	Microbiology: 
	From the product ~uality microbiology review perspective, we have no further comments concerning ltif<• sterilization process validation infonnation presented in the QOS. Applicant is fmther refeITed to Agency's 1994 "Guidance for Industry -Submission Documentation for Sterilization Process Validation in Applications for Human and Veterinai Drng :products" for a com rehensive list of sterili assurance to ics (bH
	4 

	to 
	be addressed in the NDA. 
	Biopharmaceutics: 
	• .Provide a detailed method development and validation repo1i suppo1ting the IVR method and specifications in your submission. 
	In addition, we have the following comments regai·ding the in vitro release method that should be provided in your NDA. 
	• .
	• .
	• .
	• .
	The IVR method development repo1i should contain (but is not limited to) justification for the selection of the following methodology components: 

	a. 
	a. 
	a. 
	Appai·atus 

	b. 
	b. 
	In vitro release medium 

	c. 
	c. 
	Sainpling time points 

	d. 
	d. 
	Agitation rate 



	• .
	• .
	Include the suppo1tive validation data for the in viti·o release method (i.e., method robustness, etc.) and analytical method (precision, accuracy, lineai·ity, stability, etc.). Provide the complete in viti·o release data (individual, mean, SD, profiles) for your product. 

	• .
	• .
	Provide data to suppo1i the discriminating ability ofthe selected method. In general, the testing conducted to demonstrate the discriminating ability of the selected method should compai·e the dissolution profiles ofthe reference (target) product vs. the test products that ai·e intentionally manufactured with meaningful variations for the most relevant critical 


	manufacturing variables (i.e., ± 10-20% change to the specification-ranges of these 
	variables). 
	For the selection of the release specifications of the product, the following points should be considered:  The release profile data from the pivotal clinical batches and primary (registration) stability batches should be used for the setting of the specifications of the product. 
	. Specifications (range) should be established based on average in vitro release data for each lot under study, equivalent to USP Stage 2 testing (n=12). 
	Note that the final determination on the acceptability of the in vitro release method is a review issue that can be determined during the IND or NDA review. However, the acceptability of the proposed in vitro release specifications for your product will be made during the NDA review process based on the totality of the provided data. 

	Meeting Discussion: 
	Meeting Discussion: 
	The sponsor inquired about the need for an inspection of the drug product manufacturing site in the U.S., as it has been inspected twice by the EMA.  
	The Agency stated that all facilities related to an NDA would be subject to pre-approval inspections; however, the Agency has the option to waive the pre-approval inspection requirement for a particular facility based on the inspection history of the facility. 
	The sponsor asked whether it is advantageous to submit the facility information before the complete NDA is submitted.  The Agency responded that the Agency would initiate the inspection plan for the NDA only after the submission is complete. 
	Nonclinical 
	Nonclinical 

	We do not have any comments from a Pharmacology/Toxicology perspective at this time. 
	Clinical Pharmacology 
	Clinical Pharmacology 

	You are referred to the Clinical Pharmacology comments on your development program conveyed at the meetings on October 27, 2010 and on September 30, 2015. We have the following recommendations regarding the Clinical Pharmacology sections of your NDA submission: 
	1.. Study CUV028 was a relative bioavailability (BA) study to compare the PK and PD of your product manufactured with the “old” and “new” processes. It is not clear what statistical criteria you will use to determine whether there are differences between the two processes. We recommend that you provide statistical analysis results for 90% confidence intervals of the ratio of the geometric mean of PK parameters (e.g. Cmax, AUC0-τ and AUC0-inf). 
	2. .
	2. .
	2. .
	Provide in tabular fonnat infonnation about all the fonnulations used in the clinical trials. Also, clearly indicate which clinical tr·ials used the to-be-marketed fo1mulation. 

	3. .
	3. .
	Provide infonnation on your immunogenicity potential assessment in your NDA. 

	4. .
	4. .
	We noted that you have not conducted studies to assess diug metabolism or diug interactions. Provide di11g metabolism and di11g interaction infonnation in your NDA. You should provide justifications if these info1mation are not available at the time ofyour NDA submission. For fmther info1mation on diug interaction assessment, refer to di·aft guidance for industry Drug Interaction Studies -Study Design, Data Analysis, Implications for Dosing, andLabeling Recommendations. 

	5. .
	5. .
	Submit bioanalytical method validation and bioanalysis repo1ts for clinical tr·ials that contain PK assessment. 

	6. .
	6. .
	Submit PK and PD analysis datasets in .xpt fo1mat. 


	In your meeting materials you state that different im lant fo1mulations were investigated includinf !bl r
	4 

	however; you do not provide any info1mation on the implantation procedure or device to oe used for implantation. Provide info1mation regarding the implantation procedure. In . addition, it is not clear whether ou lan to market lbllI 
	4

	Figure
	Question 2: .Is the proposed schedule for a rolling review considered acceptable or does the FDA have a .preference for the order of submission of the various sections? .
	FDA Response: .As part of the Fast Track diug development program, you seek to submit po1tions ofthe NDA .application for FDA review before the complete NDA is submitted. In your briefing materials, .you propose a schedule for submission ofpo1tions ofthe NDA. This proposal appears .reasonable. .
	The Agency will accept for submission only complete sections of an NDA, such as the entire .CMC section, toxicology section, or clinical section. For additional infonnation regarding the .processes for Rolling Review, see guidance for industry Expedited Programs for Serious .Conditions -Drugs andBiologics. .
	Question 3: .Could the Agency please provide clarification on the following technical matters and advise of .any additional aspects to be considered? .
	-Given that the NDA is intended to be submitted in eCTD fo1mat, how is the submission ofindividual sections expected to be managed before the whole sequence is available? 
	 When is Module 1 (with the exception of labelling and REMS) to be submitted in relation 
	to the timing of submission of other sections? 
	 What is the expected schedule for receiving comments from the Agency under a rolling 
	review? 
	 How should changes to submission timelines for individual sections be communicated? 
	 When is the review process expected to be completed in relation to submission of the last 
	section? 

	FDA Response: 
	FDA Response: 
	Rolling submissions are managed the same as presubmissions to the application until the application is complete and ready for review.  The cover letter and form should state “presubmission to rolling submission – part 1 of XXX” (depending on how many parts before the final submission). The final submission completing the application should be coded as “original-application” to start the respective review clock. The cover letter and form of the final submission should state "original application – part XXX o
	If utilizing us-regional DTD v3.3, the rolling submission should be coded as submission-type “original application” with submission-subtype “presubmission”. The final submission completing the application should be coded as submission-type “original-application” with submission-subtype “application”. 
	If utilizing us-regional DTD v2.01, the rolling submission should be coded as submission-type “presubmission”. The final submission completing the application should be coded as submission-type “original-application. 
	Acceptance of a portion of an application by the Agency does not necessarily mean that the review will commence or proceed prior to the receipt of a complete application. The review clock will not begin until you inform the Agency that a complete NDA has been submitted. Following notification that the application is complete, the Agency will make a filing determination within the usual time. See also responses to Questions 1 and 2. 
	During the course of reviewing an application, FDA communicates with applicants about scientific, medical, and procedural issues that arise during the review process. Such communications may be conducted via telephone conversations, letters or meetings whichever is most appropriate. For more information refer to 21 CFR 314.102 and 
	. 
	 for information on PDUFA V and the Program
	http://www.fda.gov/ForIndustry/UserFees/PrescriptionDrugUserFee/ucm272170.htm


	If you decide to make changes to timeline for submission of individual sections of the NDA after the receipt of the agreement on submission schedule from the Agency, you should notify us. 
	If you desire a Priority review classification, provide a request and justification in your application. At the time of filing, a determination will be made as to whether the review will be completed with a Priority or Standard timeline. 
	Question 4: 
	Is the outline of Risk Mitigation and Evaluation Strategy (REMS) considered adequate? What additional aspects should be addressed? 

	FDA Response: 
	FDA Response: 
	Based on our review of the brief summary of safety information contained in your meeting package, a REMS may not be required for the safe use of your product in the treatment of EPP. However, our final determination regarding the need for a REMS will be based on the overall risk benefit assessment for your product at the time of the BLA review. 
	If you think a REMS is necessary to assure the safe use of your product, refer to the following guidance for industry for the correct format and content for your proposal and submit accordingly: 
	CM184128.pdf 
	CM184128.pdf 
	http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U 


	In order to facilitate an efficient review of a proposed REMS, all materials identified within your proposal that will be necessary to implement the REMS should be submitted. 

	Meeting Discussion: 
	Meeting Discussion: 
	The sponsor expressed an interest in a proposed REMS.  The Agency stated the need for a REMS will be determined during application review. 
	The Agency explained that if a proposed REMS is submitted with the application, the sponsor should provide a rationale for the REMS requirement including the rationale for the proposed elements and how they mitigate the risks. The Agency suggested the sponsor review the Zinbryta REMS found on the REMS@FDA website for an example of correct formatting of a recently-approved REMS that has elements similar to those being proposed for Scenesse. 
	The Agency reminded the sponsor that there are other marketed products that have restricted distribution outside of a REMS requirement (that were business decisions on the part of the sponsor). 

	Corrigendum: 
	Corrigendum: 
	We note that you have not submitted a comprehensive use-related risk analysis. Additionally, we note that you propose to provide training for healthcare providers to perform the implant insertion procedure. Your marketing application should include additional information regarding your proposed training program (i.e., how the training will be implemented in real-world and the components of your training program). 
	Your comprehensive use-related risk analysis should include: a comprehensive evaluation of all the steps involved in using the device (i.e. insertion technique), the errors that users might commit or the tasks they might fail to perform, the potential negative clinical consequences of use errors and task failures, the risk-mitigation strategies employed to reduce any moderate or high risks to acceptable levels, and the method of validating the risk-mitigation strategies. 
	Based on this risk analysis, you will need to determine whether you need to perform a human factors (HF) validation study under simulated use conditions with representative users performing necessary tasks to demonstrate safe and effective use of the product. The risk analysis can be used to inform the design of a human factors validation study protocol for your product. If you determine that an HF validation study is not needed for your product, submit your risk analysis and justification for not conductin
	However, if you determine that based on the risks identified you need to perform human factor studies, we recommend you submit your study protocol for feedback. Note that we will need 90 days to review and provide comments on the HF validation study protocol.  Plan your development program timeline accordingly. 
	The following items are needed to inform the review of your HF study protocol: 1-Detailed HF validation study protocol to include the following elements: 
	a.. 
	a.. 
	a.. 
	Description of intended product users, uses, use environments, and training for commercial product 

	b.. 
	b.. 
	Graphical depiction and written description of product user interface 

	c.. 
	c.. 
	Summary of known use problems with previous models or similar products 

	d.. 
	d.. 
	User task selection, categorization (e.g. critical) and prioritization 

	e.. 
	e.. 
	Validation testing details 


	i.. Objective(s) 
	ii.. Type of testing (simulated or actual use) 
	iii.. Test environment and conditions of use 
	iv.. 
	iv.. 
	iv.. 
	Training provided to participants (including training materials) and rationale for how it corresponds to real-world training 

	v.. 
	v.. 
	Distinct user groups broken down by number and type of test participants and rationale for how they represent intended user populations 


	vi.. User tasks and use scenarios that will be studied 
	vii.. Description of data to be collected and methods for documenting observations and interview responses 
	viii.. Methods for root cause analysis of all use errors, difficulties, and close calls 
	ix.. Definition of performance success and performance failure 
	x. Moderator transcript 2-Intend-to-market labels and labeling (including an editable MS Word version of the IFU) 
	that will be tested in the HF validation study 3-Five intend-to-market samples of product that will be tested in the HF validation study 
	Guidance on human factors procedures to follow can be found in: 
	. Applying Human Factors and Usability Engineering to Medical Devices, available online 
	at: 
	http://www.fda.gov/downloads/MedicalDevices/DeviceRegulationandGuidance/Guidanc 
	http://www.fda.gov/downloads/MedicalDevices/DeviceRegulationandGuidance/Guidanc 
	http://www.fda.gov/downloads/MedicalDevices/DeviceRegulationandGuidance/Guidanc 


	eDocuments/ucm259760.pdf 
	eDocuments/ucm259760.pdf 

	. Guidance on Safety Considerations for Product Design to Minimize Medication Errors 
	and can be found online at: 
	and can be found online at: 
	ances/UCM331810.pdf 
	ances/UCM331810.pdf 
	http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guid 



	Note that we recently published two draft guidance documents that, while not yet finalized, might also be useful in understanding our current thinking and our approach to human factors for combination products, product design, and labeling: 
	. Human Factors Studies and Related Clinical Study Considerations in Combination Product Design and Development and can be found online at: 
	http://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM484345.pdf 
	http://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM484345.pdf 


	. Safety Considerations for Container Labels and Carton Labeling Design to Minimize Medication Errors and can be found online at: 
	es/ucm349009.pdf 
	http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidanc 


	Question 5: 
	Clinuvel intends to manage a single disease registry to cover both EU and US patients. The current registry has been established in The Netherlands. Does the Agency have any objections to the same registry being used for US patients? 

	FDA Response: 
	FDA Response: 
	Your proposal to have a single disease registry for U.S. and E.U. patients appears reasonable. 
	Question 6: 
	Will the DDDP share with the Applicant its findings from the EPP Scientific Workshop organized by the FDA for 24 October as part of the Division's initiative to learn more about this disease and treatment? If so, when and how? 

	FDA Response: 
	FDA Response: 
	The EPP Scientific Workshop was held on October 24, 2016. This workshop was open to the public and streamed live via WebEx. A transcript will be available on the FDA website approximately two weeks after the workshop. 
	Question 7: 
	Based on the Agency's experience and on the review of the data overviews presented herein, what aspects of the application should be given additional consideration in your opinion? 

	FDA Response: 
	FDA Response: 
	For information on content and format of an NDA application, refer to 21 CFR 314.50. 


	3.0 ADMINISTRATIVE COMMENTS 
	3.0 ADMINISTRATIVE COMMENTS 
	DISCUSSION OF THE CONTENT OF A COMPLETE APPLICATION 
	DISCUSSION OF THE CONTENT OF A COMPLETE APPLICATION 

	. The content of a complete application was discussed. 
	All applications are expected to include a comprehensive and readily located list of all clinical sites and manufacturing facilities included or referenced in the application. 
	. A preliminary discussion on the need for a REMS was held and it was concluded that submission of any proposed REMS should be accompanied by a detailed rationale. 
	. Major components of the application are expected to be submitted with the original application and are not subject to agreement for late submission.  You stated you intend to submit a complete application and therefore, there are no agreements for late submission of application components. 

	PREA REQUIREMENTS 
	PREA REQUIREMENTS 
	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. 
	Because this drug product for this indication has an orphan drug designation, you are exempt from these requirements.  Please include a statement that confirms this finding, along with a reference to this communication, as part of the pediatric section (1.9 for eCTD submissions) of your application. If there are any changes to your development plans that would cause your application to trigger PREA, your exempt status would change. 

	PRESCRIBING INFORMATION 
	PRESCRIBING INFORMATION 
	PRESCRIBING INFORMATION 

	In your application, you must submit proposed prescribing information (PI) that conforms to the content and format regulations found at 21  and  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 and  websites, which include: 
	CFR 201.56(a) and (d)
	201.57
	PLR Requirements for Prescribing Information 
	Pregnancy and Lactation Labeling Final Rule

	 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 For
	(). 
	/ UCM425398.pdf
	http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances


	Prior to submission of your proposed PI, use the SRPI checklist to ensure conformance with the format items in regulations and guidances. 

	SUBMISSION FORMAT REQUIREMENTS 
	SUBMISSION FORMAT REQUIREMENTS 
	SUBMISSION FORMAT REQUIREMENTS 

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



	SECURE EMAIL COMMUNICATIONS 
	SECURE EMAIL COMMUNICATIONS 
	SECURE EMAIL COMMUNICATIONS 

	Secure email is required for all email communications from FDA to applicants when confidential information (e.g., trade secrets, manufacturing, or patient information) is included in the 
	Secure email is required for all email communications from FDA to applicants 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), applicants must establish secure email. To establish secure email with FDA, send an email request to . 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). 
	SecureEmail@fda.hhs.gov
	SecureEmail@fda.hhs.gov




	SUBMISSION OF REMS DOCUMENT IN SPL FORMAT 
	SUBMISSION OF REMS DOCUMENT IN SPL FORMAT 
	SUBMISSION OF REMS DOCUMENT IN SPL FORMAT 

	In addition to following current submission requirements, you can also submit the REMS document in Structured Product Labeling (SPL) format. If you intend to submit the REMS document in SPL format, include the SPL file (in addition to the Word file) with your proposed REMS submission. 
	For more information on submitting REMS in SPL format, please email . 
	REMS Website@fda.hhs.gov
	REMS Website@fda.hhs.gov



	MANUFACTURING FACILITIES 
	MANUFACTURING FACILITIES 
	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 Name 
	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. 
	1. 

	2. 
	2. 


	Corresponding names and titles of onsite contact: 
	Site Name 
	Site Name 
	Site Name 
	Site Address 
	Onsite Contact (Person, Title) 
	Phone and Fax number 
	Email address 

	1. 
	1. 

	2. 
	2. 


	Office of Scientific Investigations (OSI) Requests 
	Office of Scientific Investigations (OSI) Requests 
	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 it
	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). 
	1.. Please include the following information in a tabular format in the original NDA for each of the completed pivotal clinical trials: 
	a.. 
	a.. 
	a.. 
	Site number 

	b.. 
	b.. 
	Principal investigator 

	c.. 
	c.. 
	Site Location: Address (e.g., Street, City, State, Country) and contact information (i.e., phone, fax, email) 

	d.. 
	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.. 
	a.. 
	a.. 
	Number of subjects screened at each site 

	b.. 
	b.. 
	Number of subjects randomized at each site 

	c.. 
	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.. 
	a.. 
	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.. 
	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.. 
	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.. 
	4.. 
	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.. 
	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 
	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: 
	a.. 
	a.. 
	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.. 
	b.. 
	Subject listing for treatment assignment (randomization) 

	c.. 
	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.. 
	d.. 
	Listing of per protocol subjects/ non-per protocol subjects and reason not per protocol 

	e.. 
	e.. 
	By subject listing of eligibility determination (i.e., inclusion and exclusion criteria) 

	f.. 
	f.. 
	By subject listing, of AEs, SAEs, deaths and dates 

	g.. 
	g.. 
	By subject listing of protocol violations and/or deviations reported in the NDA, including a description of the deviation/violation 

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

	j.. 
	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: 
	Figure

	III. Request for Site Level Dataset: 
	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 
	 ) for the structure and format of this data set.  
	ments/UCM332468.pdf
	http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequire 



	Attachment 1 Technical Instructions: Submitting Bioresearch Monitoring (BIMO) Clinical Data in eCTD Format 
	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 
	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 
	DSI Pre-NDA Request Item1 
	DSI Pre-NDA Request Item1 
	STF File Tag 
	Used For 
	Allowable File Formats 

	I 
	I 
	data-listing-dataset 
	Data listings, by study 
	.pdf 

	I 
	I 
	annotated-crf 
	Sample annotated case report form, by study 
	.pdf 

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

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

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

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


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


	For general help with eCTD submissions:  
	ESUB@fda.hhs.gov 
	ESUB@fda.hhs.gov 
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	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
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