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US WorldMeds, LLC
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Attention: Polly F. Eifert
Regulatory Project Manager, Clinical Lead

Dear Ms. Eifert:

Please refer to your Investigational New Drug Application (IND) submitted under Section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for lofexidine HCl 0.2 mg tablets.

We also refer to the meeting between representatives of your firm and the FDA on September 
24, 2015.  The purpose of the meeting was to discuss preparations for submitting a New Drug 
Application for your product.  

A copy of the official minutes of the meeting is enclosed for your information.  Please notify us 
of any significant differences in understanding regarding the meeting outcomes.

If you have any questions, call me at 301-796-1191.

Sincerely,

{See appended electronic signature page}

Kimberly Compton, RPh
Senior Regulatory Project Manager
Division of Anesthesia, Analgesia, and
   Addiction Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research

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

MEMORANDUM OF MEETING MINUTES

Meeting Type/Category: Type B, Pre-NDA
Meeting Date and Time: Thursday, September 24, 2015 at 4:00 pm
Meeting Location: White Oak Building 22, Conference Room 1315
Application Number: IND 047857
Product Name: lofexidine HCl 0.2 mg tablets
Indication: Mitigation of symptoms associated with acute withdrawal from 

opioids
Sponsor/Applicant Name: US WorldMeds, LLC
Meeting Chair: Celia Winchell, MD, Clinical Team Leader, Division of 

Anesthesia, Analgesia, and Addiction Products (DAAAP), Center 
for Drug Evaluation and Research (CDER)

Minutes Recorder: Kimberly Compton, Senior Regulatory Project Manager, DAAAP
US WorldMeds, LLC
Representatives Title

Paul Breckinridge Jones Chief Executive Officer US WorldMeds , LLC (USWM)

Kristen Gullo
Director, Strategic & Clinical Operations, Acting Director, 
Regulatory Affairs, USWM

Consultant, USWM
/Consultant, USWM

Consultant, USWM
Thomas Clinch Associate Director, Biometrics, USWM
Adam Reuther Associate Director, Regulatory Affairs, USWM
Polly Eifert Regulatory Project Manager, Clinical Lead, USWM
Jenny Vessels Project Manager, USWM

Phil Skolnick, PhD, DSc (hon)
Director, DPMC Division, National Institute on Drug Abuse 
(NIDA)

Bob Walsh Regulatory Director DPMC Division, NIDA
Kim New (via phone) Director, Clinical Operations, USWM
Henry van den Berg, MD (via phone) Vice President, Medical Affairs, USWM
FDA Title
Sharon Hertz, MD Director, DAAAP
Pamela Horn, MD Medical Officer, DAAAP
Rigoberto Roca,  MD Deputy Director, DAAAP
Celia Winchell, MD Clinical Team Leader, DAAAP
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FDA Response 
No, we do not agree.  According to the FDA guidance for industry, Naming of Drug 
Products Containing Salt Drug Substances, available at 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Gui
dances/UCM379753.pdf, the name and strength of the active moiety should be used 
instead of the name and strength of the salt.

Sponsor Response (via email September 24, 2015)
We agree to label in terms of the active moiety and will present dosing as 0.18 mg per 
tablet. USWM would like to include a parenthetical reference to the equivalent dose in 
salt form, i.e., (“(0.2 mg),” in the label (and application) as well to enable conversion 
between the US label and previous publications and public information on UK Britlofex 
prescribing information which US prescribers may reference and which universally 
express lofexidine doses in terms of the salt.  USWM seeks confirmation that we can 
continue to prepare the application, including all individual CSRs and write ups in the 
ISS/ISE with dosing information expressed in the salt form, with the only active moiety 
references being included in the draft label for review.  

Discussion
The Division agreed that 0.175 mg could be rounded to 0.18 mg, and also stated that the salt 
was listed appropriately as well.  The Division suggested that in the cover letter or at the start 
of the Chemistry section of the application, the firm clearly state that the base equals 0.18 mg 
and the salt is 0.2 mg.  The firm should consider mentioning this in other sections of the 
application, where appropriate, as well.

Nonclinical Question

Question 1
Nonclinical Package: Does the Agency concur that the proposed nonclinical package to 
support the NDA fully addresses the requests made by FDA at the Type-C guidance meeting 
on February 5, 2009 related to nonclinical filing requirements and that no additional 
nonclinical studies are required for acceptance of the NDA?

FDA Response 
Yes, we generally concur that the proposed nonclinical package addresses all of the 
nonclinical requests made at the 2009 Type C guidance meeting, including the request 
to repeat the Ames assay, an evaluation of whether lofexidine is a P-gp substrate, and to 
conduct a nonclinical and clinical comparison of the pharmacokinetic properties and 
metabolism of lofexidine.  No additional nonclinical studies appear to be required to 
support filing of your proposed NDA, as the nonclinical program outlined in your 
meeting package, which includes the newly conducted studies and the previous studies 
conducted by the previous developer, appear to address all the nonclinical filing 
requirements.  Submit all of the outlined nonclinical studies as final study reports to the 
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4. Any novel excipients in your drug product must be adequately qualified for safety.  
Studies must be submitted to the IND in accordance with the guidance for industry, 
Nonclinical Studies for Safety Evaluation of Pharmaceutical Excipients, available at, 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Gui
dances/ucm079250.pdf .  As noted in the document cited above, “the phrase new 
excipients means any ingredients that are intentionally added to therapeutic and 
diagnostic products but which (1) we believe are not intended to exert therapeutic 
effects at the intended dosage (although they may act to improve product delivery, 
e.g., enhancing absorption or controlling release of the drug substance), and (2) are 
not fully qualified by existing safety data with respect to the currently proposed 
level of exposure, duration of exposure, or route of administration.” (emphasis 
added)

5. Genotoxic impurities, carcinogenic impurities, or impurities that contain a 
structural alert for genotoxicity must be adequately controlled during drug 
development.  Drug substance manufacturing often creates the potential for 
introduction of compounds with structural alerts for genotoxicity through use of 
reagents, catalysts and other processing aids or the interaction of these with starting 
materials or intermediates during the stages of chemical synthesis.  Refer to ICH 
M7 guidance document, Assessment and Control of DNA Reactive (Mutagenic) 
Impurities in Pharmaceuticals to Limit Potential Carcinogenic Risk for the 
appropriate framework for identifying, categorizing, qualifying or controlling these 
impurities.  This guidance is available at: 
http://www.ich.org/fileadmin/Public Web Site/ICH Products/Guidelines/Multidisci
plinary/M7/M7_Step_4.pdf.  Briefly, actual and potential impurities likely to arise 
during synthesis and storage of a new drug substance and manufacture and storage 
of a new drug product should be identified for assessment.  A hazard assessment 
should be undertaken to categorize these impurities with respect to mutagenic and 
carcinogenic potential and risk characterization applied to derive acceptable intakes 
during clinical development.  Finally, a control strategy should be proposed and 
enacted where this is determined to be necessary to ensure levels are within the 
accepted limits established for the stage of drug development in order to mitigate 
risk.

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

7. NDA applications filed after June 30, 2015 must submit labeling consistent with the 
Final Pregnancy Labeling and Lactation Rule (PLLR).  In order to prepare for this 
new labeling format, you should conduct a thorough review of the existing clinical 
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and nonclinical literature for your drug substance in your drug product and 
propose a risk summary statement and text for Section 8 of the labeling.  
Information on the final rule and links to the FDA draft guidance document are 
available at,   
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/La
beling/ucm093307.htm. 

8. Failure to submit adequate impurity qualification or new excipient safety 
justification for the safety of new excipient use at the time of NDA submission can 
result in a Refusal-to-File or other adverse action.

9. It is unclear from your meeting package if you intend to submit your NDA under 
Section 505(b)(1) or Section 505(b)(2).  If literature is required to support your NDA 
application in any way, your NDA will be designated a 505(b)(2) application.  Refer 
to the regulatory comments regarding 505(b)(2) applications under “Other 
Important Information” near the end of this document.  

Discussion
There was no further discussion on this item.

Clinical Questions

Question 1
Adequate and Well Controlled Studies: Does the Agency concur that studies USWMLX1-
3002 and USWM-LX1-3003-1 constitute two adequate and well controlled registration trials 
in support of an NDA for lofexidine treatment for the proposed indications:

a. Mitigation of symptoms associated with acute withdrawal from opioids?

b. Facilitation of the completion of a 5- to 7-day abstinence treatment (“detoxification”) 
program following abrupt discontinuation of opioids?

FDA Response 
Yes, on face it appears that Study 3002 and Study 3003-1 may support filing of an NDA 
application.  The wording of the indication(s) and assessment of the adequacy of the 
trials will be determined upon review of the submission.  We note that on p. 90 of the 
meeting package, you describe a primary efficacy analysis of the “Evaluable” 
population for Study 3002, which is defined as all subjects in the ITT population who 
received at least 1 dose of study medication and completed the postdose SOWS-Gossop 
on Day 1 or any subsequent study day.  This is not an acceptable population for the 
primary efficacy analysis.  The primary efficacy analysis must be done on an intent-to-
treat population that received at least one dose of study medication.
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Sponsor Response (via email September 24, 2015)
In 3002, the primary analysis specified by the SAP used the Evaluable population, 
however all of the key analyses were also performed on the ITT population and these 
results are included in the 3002 CSR.   In addition to the predefined endpoints for study 
3002, USWM also intends to submit analyses following the primary endpoint approach 
as agreed with the Division for study 3003-1.  

Discussion
There was no further discussion on this item.

Question 2a
Does the Agency concur with USWM that safety data integrated from the proposed studies 
(LX1-3001, -3002, -3003-1, -3003-2, 1005-2, 1006) will meet the requirements for a fileable 
NDA and that no additional studies are required for acceptance of the NDA?

FDA Response 
Yes, assuming that you complete Study 3003-2 as planned with exposure of at least 300 
subjects for at least 7 to 10 days, it appears that you will have collected adequate safety 
data for the safety database from the studies in the clinical development program.

Discussion
There was no further discussion on this item.

Question 2b
Does the Agency agree with the studies selected for integration and the analyses planned in 
the ISS SAP?

FDA Response 
Your plan for integration and analyses is generally acceptable with the following 
exceptions:

• In addition to the planned tabulations in section 9.5.4 of the ISS SAP, for 
subjects with missing orthostatic blood pressure values, summarize and report 
the reasons for the missing values.  If there was documentation of subjects not 
being able to stand up, then this information should be summarized and 
provided for review.  Additionally, take these missing values into account in 
your assessment of the overall risk of hypotension and bradycardia with your 
product. Address how such missing values are handled in calculations and 
tabulations of measures of central tendency (e.g., mean blood pressure), and 
consider presenting calculations in which values which are missing for these 
reasons are imputed with, for example, the lowest recorded values. 
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• We note that in the presentation of adverse events on p.103 of your meeting 
package, you include statistical comparisons of adverse events between 
treatment groups with p-values.  Such comparisons are not appropriate to 
report in your clinical study reports or ISS, because your studies were not 
designed to make statistical comparisons on safety endpoints.  Accordingly, your 
discussion of the safety results should not be focused on whether or not the 
difference between treatment groups was statistically significant for a particular 
event.  

Sponsor Response (via email September 24, 2015)
USWM acknowledges and agrees that no statistical inference will be made on safety 
endpoints in the application.

Discussion
There was no further discussion on this item.

Question 3
Primary Efficacy Database/ ISE: Does the Agency agree with USWM’s plans for presenting 
integrated efficacy in the NDA, in terms of the studies selected for integration (USWM-LX1-
3002 and -3003-1) and the analyses planned in the ISE SAP?

FDA Response 
Yes, your plan for presenting integrated efficacy in the NDA is generally acceptable.  
However, note that for the purposes of making a regulatory decision, we will consider 
the evidence for replication/ independent confirmation of efficacy and will thus be 
placing the emphasis of the efficacy review on the individual results of Study 3002 and 
Study 3003-1, rather than pooled efficacy data.    

Discussion
There was no further discussion on this item.

Question 4
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Discussion
There was no further discussion on this item.

Question 5
Methadone and Buprenorphine Maintained Population Data: Does the Agency concur with 
USWM that the data regarding concomitant use of lofexidine and methadone and lofexidine 
and buprenorphine will be acceptable to support an NDA for lofexidine for its proposed 
indications?

FDA Response 
Yes, we agree that you have collected data that will aid in the safety evaluation of co-
administration of lofexidine and buprenorphine or methadone.  Ultimately, whether the 
risk/benefit balance supports use of the product in the context of agonist or partial 
agonist taper will be determined upon review of the data, as it does not appear that the 
application will include data supporting the efficacy of lofexidine in that context (i.e., 
that it offers symptomatic benefit).

Discussion
There was no further discussion on this item.

Question 6
Clinical Data Standardization:. Does the Agency concur with USWM’s data standardization 
plan for the clinical program?

FDA Response 
Yes, the data standardization plan appears generally acceptable.  However, submit the 
datasets and the define.pdf file on which your Clinical Study Report (CSR) is based for 
each study.  For example, if the CSRs for Study USWM-LX1-3002 and Study USWM-
LX1-3003-1 are based on Legacy SAS datasets, submit the Legacy Tabulation and 
Analysis datasets, the corresponding define.pdf file, and the SAS codes for creating 
these datasets, as well as the efficacy tables and figures in the clinical study report for 
review.  

Discussion
There was no further discussion on this item.
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http://www.fda.gov/downloads/Drugs/Guidances/ucm070246.pdf. Your submission will 
be reviewed by the CDER BCS committee and a final decision will be provided.

Discussion
There was no further discussion on this item.

QT Question

Question 1
ECG Analyses and Warehousing Plan: Does the Agency concur with USWM that the ECG 
data to be submitted will be acceptable for filing the NDA?

FDA Response 
Yes, we agree that your plan for submitting ECG data appears to be acceptable for 
filing of your NDA application.

Discussion
There was no further discussion on this item.

Regulatory Questions

Question 1
Draft Label: Does the Agency agree that the draft labeling content is complete and includes 
appropriate references to the data/studies which USWM plans to rely upon for its claims?

FDA Response 
On face, the draft labeling content appears adequate to allow for review during the 
NDA review cycle.   

Discussion
There was no further discussion on this item.

Question 2
Case Report Form Exceptions: Does the Agency concur with USWM’s plans for including 
CRFs for all subjects experiencing SAEs, and all subjects withdrawing prematurely due to an 
adverse event or other reason which could be attributed to an AE from any study planned for 
inclusion in the ISS/ISE, but excluding those CRFs for subjects withdrawing for “lack of 
efficacy” or for administrative reasons?

FDA Response 
Yes, submit CRFs for all deaths, SAEs, and discontinuations due to adverse events.  
Additionally, submit CRFs for patients who had dose reductions or dose holds.  Be 
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prepared to provide additional CRFs, such as CRFs for subjects who discontinued due 
to lack of efficacy, upon request.

Discussion
There was no further discussion on this item.

Question 3
Financial Disclosure: Does the Agency concur with USWM’s plan to include financial 
disclosure and/or certification only for studies USWM-LX1-3002 and USWM-LX1-3003-1?

FDA Response 
No, we do not concur.  According to 21 CFR 54.2(e) and 54.3, financial disclosure is 
required for the clinical investigators of those studies relied upon to provide support for 
the effectiveness of a product or in which a single investigator makes a significant 
contribution to the demonstration of safety.  In addition to Studies 3002 and 3003-1, 
provide financial disclosure information for Studies 1005-2 and 1006, because of their 
contribution to the safety evaluation of your product.

Sponsor Response (via email September 24, 2015)
USWM agrees to provide financial disclosure information for studies 3002, 3003-1, 
3003-2, 1005-2 and 1006 as the studies which provide considerable support for safety 
and effectiveness of lofexidine.

Discussion
There was no further discussion on this item.

Question 4
Initial Pediatric Study Plan (iPSP) Review: Does the Agency agree that the plan for 
submission of nonclinical and clinical study data after NDA filing/approval as detailed in 
USWM’s iPSP is acceptable?

FDA Response 
The estimated timeline proposed in your iPSP for the planned nonclinical and clinical 
studies to satisfy the PREA requirements is currently under review by the Division in 
consultation with the Pediatric Review Committee (PeRC).  You will receive a separate 
communication regarding your iPSP submission when this initial review and 
consultation is complete.  Additional information regarding the requirements of the 
Pediatric Research Equity Act is provided below in the PREA REQUIREMENTS 
section.

Sponsor Response (via email September 24, 2015)
USWM has reviewed comments from PeRC, and will address the issues identified directly 
with the review group.  USWM wishes to clarify if the Division is amenable to accepting 
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a request for deferral for all pediatric nonclinical and clinical work (currently planned 
and to be planned per ongoing discussions/agreement with PeRC).  Specifically, USWM 
plans to initiate the nonclinical work described in the iPSP with updates to address 
PeRC’s comments; however with the current filing timeline, this study is not planned for 
inclusion in the application and USWM would like the Division’s agreement that this is 
acceptable

Discussion
The Division stated that an agreed iPSP is required at NDA submission.  No pediatric data 
would be required for NDA review if there were no pediatric indication for the product in the 
initial NDA.

Question 5
Submission without REMS: Does the Agency concur that USWM’s proposal to submit the 
NDA without a REMS program is acceptable?

FDA Response 
If you do not believe that a REMS is necessary to ensure that the benefits of the drug 
outweigh its risks, then you may submit your NDA without a REMS.  At this time, we 
have not concluded that a REMS is necessary for your product.  However, we may 
determine that a REMS is necessary for your product during review of the NDA 
application.  If we do determine that a REMS is necessary, we will notify you as early in 
the NDA review cycle as is possible, and the goal date for notification is not later than 6 
weeks prior to the PDUFA goal date.  

Discussion
There was no further discussion on this item.

Question 6
Priority Review: Does the Agency concur with USWM that a priority review request may be 
considered at the time of NDA submission based on the Division’s prior guidance regarding 
criteria for establishing lofexidine as a treatment for a serious or life threatening condition?

FDA Response 
As outlined in the May 2014 guidance for industry, Expedited Programs for Serious 
Conditions- Drugs and Biologics, available at, 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Gui
dances/UCM358301.pdf, you may submit a request for priority review at the time of 
NDA submission and you will be notified about whether the request has been granted in 
the filing letter.  There are available therapies for treating withdrawal from opioids and 
facilitation of detoxification completion and you must provide evidence of a significant 
improvement in safety or effectiveness over available therapies to support your request.  
If your rationale is that your product has an efficacy advantage over available 
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therapies, then you must also provide evidence that it has comparable safety.  If you 
your rationale is that your product has a safety advantage over available therapies, then 
you must also provide evidence that it has comparable efficacy.  For the purposes of 
your product, buprenorphine, methadone, and clonidine are considered available 
therapies.  If you believe that your product meets the criteria for priority review as 
outlined in the Guidance, then submit the rationale and supporting evidence with your 
NDA submission.

Discussion
There was no further discussion on this item.

The Sponsor inquired if there were any other Agency advice or comments to be shared. 

Discussion
The Division stated that the Sponsor should also analyze the renal impairment study by removing 
the data points after dialysis, since dialysis can help remove the drug from the body.  The 
Sponsor commented that based on their analysis, dialysis plays a minor role in this drug’s 
elimination and its effect on the renal impairment study result is small.  The Division 
acknowledged the Sponsor’s comment and asked them to include their analysis result in the 
NDA submission.  

The Division stated that there is no replicated evidence for the lower dose.  The Agency will 
need to review the risk/benefit of the proposed doses, so the Sponsor should clearly state the 
rationale for their proposed doses since dose-dependent safety issues (such as cardiovascular 
issues) will be examined carefully in the application review.  The Division discouraged the 
Sponsor from making claims of benefits over clonidine if they are not going to propose to label 
the product for the dosages that were used in the studies that compared lofexidine to clonidine. 

OTHER IMPORTANT INFORMATION
DISCUSSION OF THE CONTENT OF A COMPLETE APPLICATION
As stated in our June 29, 2015, 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. 
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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.  

Finally, in accordance with the PDUFA V agreement, FDA has contracted with an 
independent contractor, Eastern Research Group, Inc. (ERG), to conduct an assessment 
of the Program.  ERG will be in attendance at this meeting as silent observers to evaluate 
the meeting and will not participate in the discussion.  Please note that ERG has signed a 
non-disclosure agreement.

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.  

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

For additional guidance on the timing, content, and submission of the PSP, including a 
PSP Template, please refer to the draft guidance for industry, Pediatric Study Plans: 
Content of and Process for Submitting Initial Pediatric Study Plans and Amended 
Pediatric Study Plans at:  
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guid
ances/UCM360507.pdf.  In addition, you may contact the Division of Pediatric and 
Maternal Health at 301-796-2200 or email pdit@fda.hhs.gov.  For further guidance on 
pediatric product development, please refer to: 
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http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/ucm04
9867.htm.  

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 PLLR Requirements for Prescribing Information websites including:

• 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 in the PI for human drug and biological products

• Regulations and related guidance documents 
• A sample tool illustrating the format for Highlights and Contents, and 
• The Selected Requirements for Prescribing Information (SRPI) − a checklist of 42 

important format items from labeling regulations and guidances.  
• FDA’s established pharmacologic class (EPC) text phrases for inclusion in the 

Highlights Indications and Usage heading.

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

 
ABUSE POTENTIAL ASSESSMENT
As we shared with you in our February 2009 meeting, we remind you that, drugs that 
affect the central nervous system, are chemically or pharmacologically similar to other 
drugs with known abuse potential, or produce psychoactive effects such as mood or 
cognitive changes (e.g., euphoria, hallucinations) need to be evaluated for their abuse 
potential and a proposal for scheduling will be required at the time of the NDA 
submission [21 CFR 314.50(d)(5)(vii)].  For information on the abuse potential 
evaluation and information required at the time of your NDA submission, see the draft 
guidance for industry, Guidance for Industry Assessment of Abuse Potential of Drugs, 
available at: 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guid
ances/UCM198650.pdf.
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MANUFACTURING FACILITIES
To facilitate our inspectional process, we request that you clearly identify in a single 
location, either on the Form FDA 356h, or an attachment to the form, all manufacturing 
facilities associated with your application.  Include the full corporate name of the facility 
and address where the manufacturing function is performed, with the FEI number, and 
specific manufacturing responsibilities for each facility.

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

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

Site Name Site Address

Federal
Establishment

Indicator
(FEI) or

Registration
Number
(CFN)

Drug
Master

File
Number

(if 
applicable)

Manufacturing Step(s)
or Type of Testing 

[Establishment 
function]

1.
2.

Corresponding names and titles of onsite contact:

Site Name Site Address Onsite Contact 
(Person, Title)

Phone and 
Fax 

number
Email address

1.
2.

505(b)(2) REGULATORY PATHWAY
The Division recommends that sponsors considering the submission of an application 
through the 505(b)(2) pathway consult the Agency’s regulations at 21 CFR 314.54, and 
the draft guidance for industry Applications Covered by Section 505(b)(2) (October 
1999), available at 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/defaul
t.htm.  In addition, FDA has explained the background and applicability of section 
505(b)(2) in its October 14, 2003, response to a number of citizen petitions that had 
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challenged the Agency’s interpretation of this statutory provision (see Docket FDA-2003-
P-0274-0015, available at http://www.regulations.gov).

If you intend to submit a 505(b)(2) application that relies for approval, in part, on FDA’s 
finding of safety and/or effectiveness for one or more listed drugs, you must establish that 
such reliance is scientifically appropriate, and must submit data necessary to support any 
aspects of the proposed drug product that represent modifications to the listed drug(s).  
You should establish a “bridge” (e.g., via comparative bioavailability data) between your 
proposed drug product and each listed drug upon which you propose to rely to 
demonstrate that such reliance is scientifically justified.  

If you intend to rely, in part, on literature or other studies for which you have no right of 
reference but that are necessary for approval, you also must establish that reliance on the 
studies described in the literature or on the other studies is scientifically appropriate.  You 
should include a copy of such published literature in the 505(b)(2) application and 
identify any listed drug(s) described in the published literature (e.g., trade name(s)).

If you intend to rely, in part, on the Agency’s finding of safety and/or effectiveness for a 
listed drug(s) or published literature describing a listed drug(s) (which is considered to be 
reliance on FDA’s finding of safety and/or effectiveness for the listed drug(s)), you 
should identify the listed drug(s) in accordance with the Agency’s regulations at 21 CFR 
314.54.  It should be noted that 21 CFR 314.54 requires identification of the “listed drug 
for which FDA has made a finding of safety and effectiveness,” and thus an applicant 
may only rely upon a listed drug that was approved in an NDA under section 505(c) of 
the FD&C Act.  The regulatory requirements for a 505(b)(2) application (including, but 
not limited to, an appropriate patent certification or statement) apply to each listed drug 
upon which a sponsor relies.

If you propose to rely on FDA’s finding of safety and/or effectiveness for a listed drug 
that has been discontinued from marketing, the acceptability of this approach will be 
contingent on FDA’s consideration of whether the drug was discontinued for reasons of 
safety or effectiveness.  

We encourage you to identify each section of your proposed 505(b)(2) application that 
relies on FDA’s finding of safety and/or effectiveness for a listed drug(s) or on published 
literature.  In your 505(b)(2) application, we encourage you to clearly identify (for each 
section of the application, including the labeling):  (1) the information for the proposed 
drug product that is provided by reliance on FDA’s finding of safety and/or effectiveness 
for the listed drug or by reliance on published literature; (2) the “bridge” that supports the 
scientific appropriateness of such reliance; and (3) the specific name (e.g., proprietary 
name) of each listed drug named in any published literature on which your marketing 
application relies for approval.  If you are proposing to rely on published literature, 
include copies of the article(s) in your submission. 

Reference ID: 3847412



IND 047857
Pre-NDA Meeting Minutes
Page 25

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

List the information essential to the approval of the proposed drug that is 
provided by reliance on the FDA’s previous finding of safety and efficacy for a 

listed drug or by reliance on published literature

Source of information
(e.g., published literature, name of 

listed drug)

Information Provided
(e.g., specific sections of the 505(b)(2) 

application or labeling)

1.  Example: Published literature Nonclinical toxicology

2.  Example: NDA XXXXXX
“TRADENAME”

Previous finding of effectiveness for
indication X

3.  Example: NDA YYYYYY
“TRADENAME”

Previous finding of safety for
Carcinogenicity, labeling section XXX

4.     

Please be advised that circumstances could change that would render a 505(b)(2) 
application for this product no longer appropriate.  For example, if a pharmaceutically 
equivalent product were approved before your application is submitted, such that your 
proposed product would be a “duplicate” of a listed drug and eligible for approval under 
section 505(j) of the FD&C Act, then it is FDA’s policy to refuse to file your application 
as a 505(b)(2) application (21 CFR 314.101(d)(9)).  In such a case, the appropriate 
submission would be an Abbreviated New Drug Application (ANDA) that cites the 
duplicate product as the reference listed drug. 

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

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/FormsSubmissionR
equirements/UCM332468.pdf ) for the structure and format of this data set.  

ISSUES REQUIRING FURTHER DISCUSSION
There were no issues that require additional discussion.

ACTION ITEMS (Includes Sponsor Summary of Meeting)
1. The Sponsor understands that absence of information about potential 2D6 drug-drug 

interaction issues may be a refuse to file issue, or make the product difficult to approve, 
so these need to be addressed. 

2. The Sponsor understands that metabolite stability studies are needed for retained samples.

3. The Sponsor understands that they need to complete a binding screen and a 2D6 
induction and inhibition study.
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4. The Sponsor understands that completed studies with full data are a requirement from the 
Office of New Drugs for applications to be filed.

5. The Sponsor will clarify in their application that they are not relying on any published 
literature.  

6. The Sponsor understands that the Agency agrees that, since electronic data are not 
available, the carcinogenicity study data do not have to be submitted in SAS format.  
Regarding PDF file formatting, the Sponsor understands they are to do the best they can 
to provide bookmarks and OCR throughout as much of the submitted final study reports 
as possible.

7. The Sponsor understands that they can include salt conversions in the label and may 
submit the application with clinical studies reported as salts, not that they need to 
highlight this very clearly throughout the application.

8. The Sponsor understands that no nonclinical pediatric studies are needed at the time of 
NDA submission; however, the studies will be required to support pediatric clinical trials 
as per the comments provided in the iPSP discussions to date.

9. The Sponsor understands that while Studies 2002 and 2003 are USWM studies, they will 
be submitted as publications and with the best versions possible as searchable PDFs, etc. 

ATTACHMENTS AND HANDOUTS
There were no handouts or attachments for this meeting.
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Meeting Objective(s): The purpose of the End of Phase 2 meeting was to discuss the development plans 
for lofexidine hydrochloride. 
 
General Discussion: Following introductions, the discussion focused on the Sponsor’s questions that 
were included in the October 3, 2003, meeting package.  The Sponsor’s questions are presented below in 
italicized text.  Agency responses, prepared prior to the meeting and presented on slides, are in italics.  
Discussion is presented in normal text. 
 
CHEMISTRY 
 
Question 1A: Does the Agency agree that the proposed stability data are sufficient for filing the NDA? 
 
 FDA RESPONSE 
  

Based on ICH recommendations, a minimum of 12 months of room temperature stability and 6 
months accelerated data should be provided. 

 
 Limited stability data will not however be a filing issue. 
 
 Note that, the expiry dating will be based on the amount of stability data provided in the 

application. 
 The stability data from Europe will be considered supporting in nature. 
 ICH Q1AR recommended stability study conditions. 
 ICH-Q1F based extrapolation of the stability data beyond the real time data is a possibility. 

 Quality of the long-term, intermediate, and accelerated storage data 
 Understanding of the pathways for the degradation of the drug product. 
 Stress studies recommended in the ICH. 

 
 DISCUSSION 
 The Division stated that the stability data from Europe would only be supporting data and would 

not be considered primary data at this time.  The Sponsor should provide data on 3 lots from the 
United States.  The Sponsor replied that they planned to submit only 3 months of stability data at 
the time of filing and would provide additional data during the review cycle. The Division 
reminded the Sponsor that timeliness is important during the review cycle and if the data was 
submitted late in the review cycle, it might not get reviewed and the expiry dating would be based 
on the 3 month data. The Division also stated that any extrapolation of the expiration dating 
beyond the real time data would be evaluated according to the ICHQ1F standards.  

 
 
Question 1B: Does the Agency agree that the proposed dissolution data are sufficient for filing the 
NDA? 

FDA RESPONSE 
 
The proposed multi-point and multi-media dissolution testing proposed appears to be 
satisfactory, however the adequacy of the dissolution method for regulatory purposes will be 
assessed during the NDA review. 
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– in vitro chromosome aberrations assay 
 
Repeat-dose toxicology study in one species of adequate duration to cover the indicated 
clinical use 

 
 DISCUSSION 

The Division stated that the Sponsor should submit the Ames Assay data from NDA  to 
the IND for evaluation based on current standards.  The Sponsor agreed. 

 
The Division also requested that full study reports, not just summaries, should be submitted to 
the IND. Any information from the literature would be helpful as well. 

 
CLINICAL PHARMACOLOGY 
 
Question 3: Does the Agency agree that these proposed single-dose and multiple-dose pharmacokinetic  
studies, added to the currently existing information on the pharmacokinetics, are sufficient to support an  
NDA filing for the proposed indication? 
 

FDA RESPONSE 
No.  The following additional information should be provided in the NDA: 
– Food effect; 
– Metabolism 

• Metabolic pathways 
• Activity of metabolite(s);  
• In vitro metabolism (whether lofexidine in an inducer/inhibitor of CYP450 enzymes) 

– Special population  
• Hepatic impairment 
• Renal impairment  

– Drug interaction 
• drugs most likely to be co-administered in relief of symptoms during detoxification 
• Naltrexone 
• Buprenorphine 
• Methadone 
• Based on the in vitro metabolism information, any other drugs which will potentially 

interact with lofexidine 
 

– Please provide the PK study protocol for review comments 
 
– Please confirm that to-be-marketed formulation will be used in pivotal clinical trials; please 

note that a bridging PK study may be needed if clinical and to-be-marketed formulations 
are different. 

 
DISCUSSION 
The Division stated that food effect information should be provided at the time of the NDA 
filing, to assess for possible dose dumping phenomenon.   

 
The Division stated that there was not much information on the metabolism.  The Sponsor 
stated that it is difficult to perform PK studies in the addict population.  The Sponsor 
suggested performing some of the work in a normal population and including a sparse 

(b) (4)
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sampling in the addict population.  The Division stated that drug interactions, examining 
common drugs used by the addict population, should be examined.  However, where 
feasible, these studies can be done in normal volunteers.  The Division suggested that the 
Sponsor send in their PK package, including population PK proposals, for comment.  The 
Sponsor agreed. 
 
The Division also requested dissolution profile for the clinical and to-be-marketed tablets.  
The Sponsor agreed. 
 

CLINICAL 
 
Question 4: Does the Agency concur with the design of the proposed trial? 
 
 FDA RESPONSE: 
  
 For the proposed claim “to relieve symptoms in patients undergoing opiate detoxification” 

efficacy at 48 hours (of a 7-day course of treatment) would not be an adequate primary outcome 
measure 

  
Proposed Phase 3 Study:  Design Issues 
 
• For the indication as phrased, symptomatic relief should be the primary outcome measure, 

e.g. using Objective Opiate Withdrawal Scale (OOWS) and Short Opiate Withdrawal Scale 
(SOWS) 

 
• Assessing difference in cumulative proportions of 7-day completers, along with 

characterization of symptom relief, would be a suitable outcome measure for a claim that the 
product facilitates completion of opiate detoxification through providing symptomatic relief 
of withdrawal discomfort 

 
• Treating placebo drop-outs with active drug (resuming a detoxification attempt) is 

acceptable; however, these patients should not be included in the lofexidine group for 
efficacy analysis 

 
• Justify exclusion of patients dependent on fentanyl, alfentanil, and sufentanil.  

 
 

DISCUSSION 
Although the indication currently proposed refers only to relief of withdrawal symptoms, the 
Division would be enthusiastic about a study that demonstrates that lofexidine facilitates 
completion of detoxification.  Division stated that treatment retention is an attractive endpoint.  
The 7-day completer definition proposed by the Sponsor would be the appropriate outcome for a 
study of this type. 
 
The Division stated that the Sponsor should also characterize symptomatic relief, which is 
presumably the mechanism by which the drug helps people successfully complete a course of 
detoxification, for the purpose of description in the labeling.  The Division stated that there are 
some real challenges in this part of the study design because of the difficulty in handling missing 
data and data from subjects who self-medicate during treatment.  In addition, the Division stated 
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– The Clinical Evaluation of QT/QTc Interval Prolongation and Proarrhythmic 
Potential for Non-Antiarrhythmic Drugs (ICH Concept Paper, 01/2003) 

 
• You will need to submit an adequate safety database 
 

– ≈ 300 - 500 patients treated for the labeled duration.  A significant portion of these 
patients should be representative of your target patient population 

• The development program as envisioned offers no information regarding whether lofexidine 
provides any symptomatic relief during agonist-assisted detoxification (e.g. methadone or 
buprenorphine taper).  Use in this context may be reasonably anticipated, if clonidine is used 
in this fashion. 

 
– Significant safety concerns may exist regarding the appropriateness of lofexidine use during 

methadone taper, depending on results of the cardiac evaluation.  
 
If not contraindicated based on cardiac conduction studies, efficacy evaluation in the setting of 
agonist-assisted withdrawal is recommended 

  
 

DISCUSSION 

 
The Division stated that the Sponsor must evaluate lofexidine effects on cardiac repolarization. 
The Sponsor stated that the British labeling includes a warning about potential cardiac 
conduction effects which the Sponsor proposes to include in the application.  However, rather 
than including a warning without further evaluation of the problem, the Division stated that 
further exploration of this issue is indicated.  The Division stated that significant safety concerns 
may exist regarding the appropriateness of lofexidine use during methadone taper, depending on 
results of the cardiac evaluation, because methadone itself causes QT prolongation.  If lofexidine 
is also a QT prolonger, it may be necessary to contraindicate combined use.  The Sponsor 
acknowledged that clonidine is used during methadone taper, and agreed that use of lofexidine in 
this context can be reasonably anticipated. 
 
The Sponsor asked if marketing experience would provide beneficial data for the Division to 
review. The Division stated that safety data collected through routine post-marketing 
surveillance programs offers some reassurance but is of limited utility in characterizing the 
safety profile for labeling.  Data gathered in prospectively-designed trials with source data and 
case report forms available for review form the primary database for evaluation of a drug 
product’s safety profile.  The Sponsor stated that there has been a low number of adverse events 
over the past ten years. 
 
The Sponsor will compile safety data from previous lofexidine development programs and 
provide the Division with the source data and appropriate CRFs. 
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 OTHER QUESTIONS 
 

Fast Track Designation (FDAMA) 
• You may request to have your application considered under “Fast Track” conditions  
 
• 21 USC 356, Section 506 states: 
 The Secretary shall, at the request of the sponsor of a new drug, facilitate the development 

and expedite the review of such drug if it is intended for the treatment of a serious or life-
threatening condition and it demonstrates the potential to address unmet medical needs for 
such a condition. 

 
 
 DISCUSSION 

The Division stated that the Sponsor can request a fast track designation. It was noted that 
lofexidine is not seen as a treatment of opiate addiction, per se. However, a fast track designation 
could be possible based on the Division’s view that the discomfort associated with opiate 
withdrawal is “serious,” akin to other pain syndromes.  However the Division clarified that fast 
track designation does not guarantee qualification for a priority 6-month review. 
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