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Medicines Development Limited 

Dear 

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for Moxidectin Tablet, 2 mg.

We also refer to your November 29, 2016, correspondence, received November 29, 2016, 
requesting a meeting to discuss the development program for Moxidectin.  

Our preliminary responses to your meeting questions are enclosed.  

You should provide, to the Regulatory Project Manager, a hardcopy or electronic version of 
any materials (i.e., slides or handouts) to be presented and/or discussed at the meeting.

In accordance with 21 CFR 10.65(e) and FDA policy, you may not electronically record the 
discussion at this meeting. The official record of this meeting will be the FDA-generated 
minutes. 

If you have any questions, call Kristine Park, Ph.D., RAC, Regulatory Health Project Manager, 
at (301) 796-0471.

Sincerely,

{See appended electronic signature page}

Maureen P. Dillon-Parker
Chief, Project Management Staff
Division of Anti-Infective Products
Office of Antimicrobial Products
Center for Drug Evaluation and Research

ENCLOSURE:
   Preliminary Meeting Comments
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FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

PRELIMINARY MEETING COMMENTS

Meeting Type: B
Meeting Category: Pre-NDA

Meeting Date and Time: February 14, 2017, 10:00 – 11:00 AM (EST)
Meeting Location: 10903 New Hampshire Avenue

White Oak Building 22, Conference Room: 1415
Silver Spring, Maryland 20903

Application Number: IND 126876
Product Name: Moxidectin Tablet, 2 mg
Indication: Treatment of onchocerciasis due to  

Onchocerca volvulus
Sponsor Name: Medicines Development Limited 

Introduction:
This material consists of our preliminary responses to your questions and any additional 
comments in preparation for the discussion at the meeting scheduled for February 14, 2017, 
10:00 – 11:00 AM (EST) between Medicines Development Limited (trading as Medicines 
Development for Global Health) and the Division of Anti-Infective Products.  We are 
sharing this material to promote a collaborative and successful discussion at the meeting.  
The meeting minutes will reflect agreements, important issues, and any action items 
discussed during the meeting and may not be identical to these preliminary comments 
following substantive discussion at the meeting.  If you determine that discussion is needed 
for only some of the original questions, you have the option of reducing the agenda and/or 
changing the format of the meeting (e.g., from face to face to teleconference).   Contact the 
Regulatory Project Manager (RPM) if there are any major changes to your development 
plan, the purpose of the meeting, or the questions based on our preliminary responses, as 
we may not be prepared to discuss or reach agreement on such changes at the meeting. 

1.0 BACKGROUND

The Sponsor previously had a Type B, Pre-IND meeting on August 17, 2015, and a Type C, 
guidance meeting on March 23, 2016, with the Division to discuss the development program for 
Moxidectin.  In addition, a Type C, Chemistry, Manufacturing, and Controls (CMC) meeting is 
scheduled for February 15, 2017, with the Office of Pharmaceutical Quality (OPQ).
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2.0 DISCUSSION

Question 1:
Does the Agency agree with the Sponsor’s proposal for the analysis and presentation of safety 
data associated with these reactions?

FDA Response: Your proposal to use the NCI CTCAE scale for severity grading of adverse 
reactions is acceptable. Please confirm that all the individual adverse reactions that constituted 
the constellation of signs and symptoms of Mazzotti reactions were included in the CRF and that 
each sign or symptom will be coded in the AE dataset using Medical Dictionary for Regulatory 
Activities (MedDRA) terms. Please provide a uniform definition for the Mazzotti reaction, as we 
anticipate the product labeling to include a list the individual AEs noted, as well as the incidence 
of Mazzotti reaction, by study arm.

We agree that the time course of Mazzotti reaction analysis can be provided as supplemental 
information only. However, we recommend that the AE dataset includes time of onset and time 
of resolution of each sign or symptom of the constellation that defined Mazzotti reaction, and 
whether specific medical interventions were required for management. 

Question 2:
Question 2a: The Sponsor plans to use the electronic common technical document (eCTD) 
format, version 2.3 (July 2, 2014) for the NDA. With respect to the ISE and ISS, the Sponsor 
proposes that integration of the data sets is not informative as the Phase III study provides more 
than 96% of the safety and efficacy evidence for moxidectin in the treatment of onchocerciasis. 
Therefore, the Sponsor proposes to comprehensively summarize each of the Phase II and Phase 
III clinical studies, including events of interest, in a consistent format in place of integrating 
these data sets. Does the Agency agree with this approach?

FDA Response: The proposal not to integrate the safety and efficacy data for the phase 2 and 3 
studies is acceptable.

Question 2b: Regarding the presentation of data for the non-clinical Pharmacology studies, the 
Sponsor proposes that it is not necessary to provide tables of individual study data as is done for 
the toxicology, pharmacokinetic/absorption distribution metabolism and excretion (ADME) and 
safety pharmacology studies. Does the Agency agree with this proposal?

FDA Response: The proposal is acceptable.  

Question 3:
The Sponsor has described the data set structure and its plans to submit Phase II & Phase III SAS 
transport data sets and Phase III analysis data model (ADaM)/study data tabulation model 
(SDTM) datasets to the NDA. Does the Agency agree with the approach described?

FDA Response: This approach appears acceptable.  
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Question 4:
As discussed during the type C clinical meeting, the SAP for the Phase III study was revised by 
MDGH to comply with regulatory expectations of analysis populations and to reduce the 
excessive number of by site analyses. As agreed to in that meeting, MDGH will fully describe 
the timing and personnel involved in the lock/unlock/relock of the Phase III database, and any 
changes to the SAP. Therefore, MDGH proposes not to include the historical (legacy) Phase III 
datasets and to submit only the datasets from which the analyses contained in the Clinical Study 
Report was based. Does the Agency agree with this proposal?

FDA Response: You should submit the legacy datasets with the NDA. As stated in the type C 
meeting held on 3/23/16, we recommend that you submit the results of the original analyses 
conducted under the original SAP. The results of this analysis may be submitted as a 
supplemental report as part of the NDA. To support these results, it will be important that you 
submit the original SAP and the legacy datasets.  

Question 5:
Given the safety attributes of moxidectin, the Sponsor does not anticipate the need for a Risk 
Evaluation and Mitigation Strategy (REMS). Does the Agency agree?

FDA Response: Based on the safety data presented in the meeting package, the adverse 
reactions can be potentially adequately addressed in product labeling. However, the need for 
REMS, and the components of REMS if needed, will be determined during the NDA review.

Question 6:
During the type C clinical meeting, the Agency asked the Sponsor to conduct a single dose cQT 
study to be submitted with the NDA. The study will be initiated in January, 2017. At the type C 
meeting, the FDA indicated that if the study would delay filing, MDGH should discuss options 
with the FDA. To avoid a delay in the NDA submission timeline, MDGH proposes to submit a 
clinical study report which will contain the full and complete data on the cQT component of the 
study, the plasma pharmacokinetic analysis and safety data through Week 3. The safety data 
from the end of study (Week 12 time point) would be added as an addendum to the study report. 
Is this acceptable to the FDA?

FDA Response: We previously informed you in an advice letter (3/23/2016) and in a study may 
proceed letter (12/21/2016) that an important consideration for the proposed cQTc study is the 
adequacy of the exposure margin.  Specifically, in order to waive the requirement for a positive 
control the study needs to include a dose of a sufficiently high multiple of the clinically relevant 
exposure (e.g., twice the supra-therapeutic dose) (ICH E14 Q&A (R3)). Because of the 
uncertainty with exposure margin with the proposed doses, we suggested that you conduct a 
TQT study with moxifloxacin positive control (study may proceed letter, 12/21/2016).  Whether 
or not the proposed cQT study will permit excluding small effects on the QTc interval will be a 
review issue.

It is acceptable to submit a clinical study report containing the cQT, PK and safety data through 
Week 3 as part of the NDA submission followed by an addendum to the report with safety data 
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through Week 12. As the review will be conducted under the Program, the timing of the 
addendum will need to be specified and agreed upon before the NDA submission.   

Question 7:
Onchocerciasis is named in both the “Priority review to encourage treatments for tropical 
diseases” statutory provision in the Food, Drug, and Cosmetic Act (FDCA) at 21 USC 360n, and 
in FDA’s 2016 Guidance Tropical Disease Priority Review Vouchers, as a tropical disease for 
which product applications may qualify for a priority review voucher. As such, the Sponsor plans 
to request a priority review designation for this NDA at the time of submission. We recognize 
that the Agency does not make a determination about whether an NDA qualifies for priority 
review until the time of NDA filing. Even so, given the importance of the designation to the 
moxidectin program, we would like to solicit the Agency’s feedback on priority review at this 
time. In particular, does the Agency agree with the Sponsor’s rationale for seeking a priority 
review designation, as detailed in the Sponsor Position provided?

FDA Response: The rationale presented seems reasonable to allow determination of whether the 
NDA qualifies for priority review. Please submit the priority review designation request in the 
NDA. 

Additional Clinical Microbiology Comments:
1. The details of all the microbiological methods including quality control (QC) parameters, 

used in the clinical trials should be included in the NDA. It should be clarified if 
parasitological testing was performed at different site laboratories or in a central laboratory. 
If testing was performed at different site laboratories, the QC parameters in order to ensure 
comparability of results from different testing laboratories, should be included. If a central 
laboratory was used then the name and address of the central laboratory should also be 
included.

2. All studies (published or unpublished, that include details of the method used and results), 
supporting mechanism of action, activity in vitro as well as in animal models of infection and 
drug resistance should be included in the NDA.

3.0 Additional Application Information

SUBMISSION OF A PROPOSED PROPRIETARY NAME

If you intend to have a proprietary name for your product, we recommend you to submit your 
request for FDA review of your proposed proprietary name during the IND phase of your drug 
development program. The content requirements for such a submission can be found in the draft 
Guidance for Industry, entitled, Contents of a Complete Submission for the Evaluation of 
Proprietary Names: 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM075068.pdf.
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DISCUSSION OF THE CONTENT OF A COMPLETE APPLICATION

As stated in our DATE communication granting this meeting, if, at the time of submission, the 
application that is the subject of this meeting is for a new molecular entity or an original 
biologic, the application will be subject to “the Program” under PDUFA V.  Therefore, at this 
meeting be prepared to discuss and reach agreement with FDA on the content of a complete 
application, including preliminary discussions on the need for risk evaluation and mitigation 
strategies (REMS) or other risk management actions.  You and FDA may also reach agreement 
on submission of a limited number of minor application components to be submitted not later 
than 30 days after the submission of the original application.  These submissions must be of a 
type that would not be expected to materially impact the ability of the review team to begin its 
review.  All major components of the application are expected to be included in the original 
application and are not subject to agreement for late submission. 

Discussions and agreements will be summarized at the conclusion of the meeting and reflected in 
FDA’s meeting minutes.  If you decide to cancel this meeting and do not have agreement with 
FDA on the content of a complete application or late submission of any minor application 
components, your application is expected to be complete at the time of original submission.

In addition, we remind you that the application is expected to include a comprehensive and 
readily located list of all clinical sites and manufacturing facilities.  

Information on PDUFA V and the Program is available at 
http://www.fda.gov/ForIndustry/UserFees/PrescriptionDrugUserFee/ucm272170.htm.      

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

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:
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 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.  

Office of Scientific Investigations (OSI) Requests 

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

The dataset that is requested in Item III below is for use in a clinical site selection model that is 
being piloted in CDER.  Electronic submission of the site level dataset is voluntary and is 
intended to facilitate the timely selection of appropriate clinical sites for FDA inspection as part 
of the application and/or supplement review process.  
This request also provides instructions for where OSI requested items should be placed within an 
eCTD submission (Attachment 1, Technical Instructions: Submitting Bioresearch Monitoring 
(BIMO) Clinical Data in eCTD Format).
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I. Request for general study related information and comprehensive clinical 
investigator information (if items are provided elsewhere in submission, describe location 
or provide link to requested information).

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

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

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

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

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

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

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

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

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

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

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:
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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 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

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

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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