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Attention: Sven Guenther, PhD
     Vice President of Research

Dear Dr. Guenther:

Please refer to your Investigational New Drug Application (IND) submitted under Section 505(i) of 
the Federal Food, Drug, and Cosmetic Act for KP201.  

We also refer to the meeting between representatives of your firm and the FDA on May 19, 2015.  
The purpose of the meeting was to discuss the NDA submission plan for KP201 with the Division of 
Anesthesia, Analgesia, and Addiction Products (DAAAP).

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) 796-4029.

Sincerely,

{See appended electronic signature page}

Diana L. Walker, PhD
Sr. Regulatory Health 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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Silvia Calderon, MD Team Leader, Controlled Substances Staff (CSS) (via 
telephone)

James Tolliver, PhD Pharmacologist, CSS
Lisa Skarupa Regulatory Project Manager, OSE
Wendy Brown Regulatory Project Manager, OSE
Diana Walker, PhD Sr. Regulatory Project Manager, DAAAP

BACKGROUND

(i) Hydrocodone has been conjugated to benzoic acid to create a novel prodrug referred to as 
KP201.  KP201 is formulated in combination with acetaminophen as an oral tablet.  The 
Sponsor intends to seek an indication for treatment of acute  
pain.  

(ii) A pre-IND meeting was held between KemPharm and DAAAP on June 1, 2010, an EOP1 
meeting was held on November 15, 2012, and an End-of-Phase 2 meeting was held October 
31, 2013, to discuss the development of KP201.  

(iii)The objective of this meeting is to obtain feedback on the proposed NDA submission for 
KP201.

(iv)The Sponsor has indicated that they will request a separate CMC-only pre-NDA meeting.

(v) The Agency’s preliminary responses were sent to the Sponsor via email on May 15, 2015.  On 
May 18, 2015, via email, the Sponsor indicated that KemPharm would like clarification on 
Questions 1, 2, 4, 5, 6, 7, 8, and 13 during the pre-NDA meeting.

DISCUSSION

For ease of reference, the Sponsor’s original questions are incorporated below in italics followed by 
the FDA Response in bold font.  Discussion that took place during the meeting is captured following 
the question to which it pertains in normal text.

Question 1. The Sponsor does not plan to submit the individual patient data listings (section 
16.4.1) in the clinical study reports (CSRs) for the NDA. The Sponsor will provide the 
required datasets for these studies. Does the Division agree that the individual patient 
data listings do not need to be submitted with the NDA?

Agency Response: 
No, this is not acceptable.  Submit data listings for KP201.S01 (human motility study).

Discussion
The Sponsor asked for clarification as to whether the data listings are required for all studies, or only 
for the human motility study.  The Agency stated that data listings are required for only the human 
motility study.
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Question 2. In the End-of-Phase 1 and End-of-Phase 2 meetings the Sponsor proposed to 
reference Vicoprofen® to create a scientific bridge to the Agency’s prior findings of 
safety and efficacy for the hydrocodone component of the final to-be-marketed 
formulation of KP201/APAP. KemPharm now intends to perform an extensive 
literature review as outlined in section 12.2 to provide relevant efficacy and safety 
data for hydrocodone in addition to Study KP201.102 which demonstrated 
bioequivalence of KP201/APAP and Norco® with respect to hydrocodone, 
hydromorphone, and APAP. Does the Agency agree that the literature and study 
KP201.102 are adequate to demonstrate efficacy and safety of the hydrocodone 
component in KP201/APAP for an 505(b)(2) NDA filing?

Agency Response: 
No, we do not agree.  We will determine if the submitted data, including the literature review, 
are adequate to support the safety and effectiveness of your product during the NDA review.  
We note that there has not been a general finding of efficacy and safety for hydrocodone, and 
you must provide all required nonclinical and clinical information to support the safety and 
effectiveness of hydrocodone if you choose not to reference an approved NDA product 
containing hydrocodone.  The scope of the necessary information to support a finding of 
efficacy and safety for hydrocodone is not limited to clinical efficacy and safety data, but it also 
includes nonclinical (e.g., the full battery of standard reproductive and developmental 
toxicology studies) and clinical pharmacology data necessary to support the labeling of your 
product.  Any information that cannot be obtained from published literature must be provided 
by conducting the appropriate studies.  With respect to clinical efficacy and safety information, 
it may be challenging to compile evidence equivalent to two adequate and well-controlled trials 
demonstrating the efficacy and safety of hydrocodone at the relevant doses from the published 
literature.  Published literature often lacks sufficient detail to evaluate the adequacy of the trial 
design and conduct and the efficacy and safety results.  We remind you if any literature is used 
in support of your NDA, copies of the articles must be included and any proprietary names in 
those reports identified.  If a product is identified by proprietary name and the information in 
the literature article is required for approval, including for the labeling, then that product must 
be included in the list of products relied upon for approval and the required patent notification 
and certification procedures followed.  Additionally, you must provide justification for how the 
product reported in the literature report relates to yours in terms of formulation, dosing 
regimen, etc. and for how the report using a different product can be used to support your 
NDA.  Note that the lack of adequate information from studies referenced from the literature 
may result in the refusal to file your NDA application or other adverse actions.  

Based on a preliminary review of the submitted KP201.102 study results, note that 
KP201/APAP demonstrated bioequivalence to Norco with respect to hydrocodone; but not to 
APAP in terms of Cmax.  The lower bound of the 90% CI of geometric mean ratio for APAP 
Cmax is slightly outside the BE limits of 80 to 125%.  The final determination of adequacy of 
these data will be a review issue during the NDA review stage.  

Discussion
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for extraction and hydrolysis, syringability and injectability, and potential for abuse 
by smoking (section 14.4) are adequate to assess the abuse potential and abuse-
deterrent properties of KP201/APAP for filing an NDA?

Agency Response: 
The development of KP201/APAP as an abuse-deterrent product should be consistent with the 
“Guidance for Industry – Abuse Deterrent Opioids – Evaluation and Labeling” available at 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/
UCM334743.pdf .

Oral human abuse potential study KP201.A02 and intranasal human abuse potential study 
KP201.A01, both of which are currently ongoing, can be used as part of the overall assessment 
of the abuse-deterrent properties of KP201/APAP conducted under an NDA review; however, 
they do not constitute a complete abuse potential assessment. 

The proposed in vitro studies appear reasonable.  Include 95% ethanol as a solvent for the 
extraction studies and provide a 3-point particle size distribution for the crushed tablets. 
Additional assessment of the in vitro studies is deferred to the review process when the data can 
be evaluated in its totality. 

Discussion
The Sponsor asked for clarification of the statement “however, they do not constitute a complete 
abuse potential assessment.”  The Agency clarified that an assessment of abuse-deterrence and the 
assessment of abuse potential are different and that the statement in question refers to the data needed 
to assess the appropriate scheduling of a substance, which is used to write the recommendation for 
scheduling (i.e., the 8-factor assessment).  The Agency requested that the Sponsor include, in Module 
1 of the NDA submission, a summary of the overall assessment and their proposal for scheduling.  
The Agency reminded the Sponsor that, as a derivative of hydrocodone, KP201 is in Schedule II of 
the Controlled Substance Act.

The Agency stated that, even if the Sponsor is not proposing a scheduling change, the Sponsor should 
submit all of the data related to the abuse potential of KP201/APAP to the NDA.  If they are not 
proposing to change the scheduling, these data should not be presented in the form of an 8-factor 
assessment.

The Agency asked for clarification on the purpose of the intranasal study and whether it is meant to 
be used to support rescheduling.  Usually a HAL study is a Category 3 study, but if this study is only 
assessing PK, it would be a Category 2 study.  The Sponsor clarified that the purpose is to assess the 
PK/PD of the API intranasally.  The Sponsor stated that they want to understand the PK/PD of the 
prodrug itself intranasally and with manipulation, without the APAP.  Once they have this 
information, they plan to design an appropriate Category 3 study.  

The Sponsor stated that, as part of the study, they also plan to examine the safety profile of KP201 in 
terms of respiratory depression mitigation, and asked the Agency whether there would be value in 
defining an aspect of respiratory depression as a relevant endpoint.  The Sponsor stated that they have 
preliminary data from a study (A01) where they escalated the dose of either KP201 or Norco up to 12 
tablets in recreational drug users.  They only administered a total up to the maximum daily APAP 
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dose.  They saw PK differences and found that hypoxia was higher in the Norco group.  The Cmax was 
15-20% lower than and respiratory depression was only half that of the KP201 group.  

  The Agency will need to review the results of the completed study and recommended that the 
Sponsor send in, as a General Correspondence, a summary of the data from the completed study 
along with conclusions and specific questions.  The Agency will provide feedback as soon as 
workload allows.   

The Agency also stated that any comparative claims, such as a respiratory safety claim, would need to 
be replicated in adequate and well-controlled studies for inclusion in labeling.  

Question 7. Epidemiological data collected earlier this year (see section 10.2.2.4) show that of the 
individuals who abuse hydrocodone combination products 23.1% have used snorting 
as a route of administration within the past 30 days. While snorting is not as prevalent 
as oral abuse, it is still a route of administration of immediate-release hydrocodone 
combination products that in absolute terms is comparable to current ER opioids and 
IR oxycodone. Additionally, in an evolving and dissected market, the protection of 
some products by introducing of abuse-deterrent properties may over time increase 
prevalence of abuse of unprotected products via riskier routes of administration 
including snorting and injecting. To address potential future shifts in abuse patterns, 
KemPharm designed a prodrug as an alternative to currently marketed hydrocodone 
combination products to limit both intranasal and the even riskier intravenous abuse. 
If the data collected in the proposed abuse potential studies demonstrate a significant 
reduction in intranasal and/or intravenous abuse potential for KP201/APAP 
compared to Norco®, does the Agency agree that these results can be included in the 
label as described in the final Guidance for the Industry, Abuse-Deterrent Opioids —
Evaluation and Labeling?

Agency Response: 
We have reviewed the data you submitted.  We concur that there is epidemiologic evidence of 
intranasal abuse of existing hydrocodone/acetaminophen products.  However, our ongoing 
question about the relevance of the intranasal route is based on our experience with 
hydrocodone/acetaminophen combination products, where the low amount of hydrocodone 
bitartrate in the presence of acetaminophen has not been rated with good liking scores during 
human abuse potential studies.  Therefore, we will likely address these issues in a future 
advisory committee meeting.  

With respect to intravenous abuse, we concur that there is some epidemiologic evidence of 
abuse by this route.  A product that has the potential to be injected and precipitate in the blood 
is a serious safety concern.  Abuse-deterrent products should not increase risk to patients or to 
those who abuse the drug.  Therefore, you must characterize the solubility of this drug in blood.  
The following points will be weighed against one another when considering whether this 
formulation is suitable for marketing.  

 The most common route of administration for abuse of hydrocodone/acetaminophen 
products is by far, the oral route of abuse.
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 The information you provided supports that there is abuse of 
hydrocodone/acetaminophen-containing products by the nasal and intravenous routes.  

 Any information suggesting that the risk for harm by intravenous abuse is greater for 
this product compared to existing products

 Results of all of the human abuse potential studies and in vitro testing of abuse-deterrent 
characteristics.   

Any increased risks, such as the risk of precipitation of material once KP201 is exposed to blood 
will be weighed against any demonstrated benefits and will be brought to an advisory 
committee meeting for discussion.

Discussion
The Sponsor asked the Agency whether a potential advisory committee (AC) meeting would be a 
general meeting on the topic of the value of a deterrent effect by the nasal route for combination drug 
products containing hydrocodone and acetaminophen or specific to KP201.  The Agency stated that   
the meeting could focus on one or multiple products, depending on when the KP201 NDA is filed and 
the availability of other data.  If the topic arises during a meeting for a different product, KemPharm 
would have an opportunity to speak in the Open Public Hearing portion of the meeting.  If the 
meeting is general, KemPharm would be contacted and invited as one of the participants.    

Question 8. KemPharm is currently conducting an intranasal human abuse potential study 
(KP201.A02) comparing the to-be-marketed formulation of KP201/APAP to Norco®. 
This study was designed with the input of the Controlled Substance Staff and will be 
included in the NDA. KemPharm intends to conduct an additional intranasal human 
abuse potential study (KP201.A03) to determine hydrocodone exposure after 
insufflation of unformulated KP201 and hydrocodone bitartrate. The objective of this 
study is to assess the abuse potential of each API if extracted from their respective 
tablet formulations.  Does the Agency have any comments on the protocol (see 
Appendix 5)?

Agency Response: 
The purpose of conducting Study KP201.A03 is not clear.  Provide a detailed explanation of 
how Study KP201.A03 fits into the overall abuse-deterrent development program for 
KP201/APAP tablets.

Study KP201.A03 does not constitute an acceptable “intranasal human abuse potential study” 
with the objective “to assess the abuse potential of each API if extracted from their respective 
tablet formulations” for the purposes of characterizing the abuse-deterrent features of the drug 
product.  We recommend referring to the FDA April 2015 “Guidance for Industry – Abuse 
Deterrent Opioids – Evaluation and Labeling” document for additional advice on how to design 
the study for that purpose.  Under the assumption that Study KP201.A03 is intended for that 
purpose, we have the following comments.

1. The protocol specifies that there will be no Drug Discrimination Phase (Qualification 
Phase).  This is not acceptable.  A Drug Discrimination Phase must be in place to ensure 
that all subjects who enter the Treatment Phase can differentiate 15 mg hydrocodone 
bitartrate from placebo using appropriate qualification criteria.  If, in the treatment phase, 
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a large number of subjects do not differentiate the positive control from placebo, the study 
results may not be interpretable.  In addition, both phases (Qualification and Treatment) 
should include a placebo arm.  

2. Provide a justification for not conducting a statistical analysis of any of the 
pharmacodynamic measures you proposed.  If the intent is to determine the abuse potential 
of KP201 API relative to hydrocodone bitartrate API, then appropriate pharmacodynamic 
measures and appropriate statistical analyses should be included in the protocol.  

3. You are proposing to measure Drug Liking on a bipolar VAS scale, Ease of Insufflation on a 
unipolar VAS scale, Nasal Cavity Assessment, Nasal Effect Assessment, and pupilometry.  
Considering that insufflation of KP201 API may cause  nasal discomfort, you should add a 
unipolar High VAS and a global balance of effects measure such as either Take Drug Again 
VAS or Overall Drug Liking VAS.

4. Your protocol currently stipulates using a single dose of 13.34 mg KP201 API and 15.0 mg 
hydrocodone bitartrate.  Several doses should be evaluated, including a therapeutic dose 
and a supra-therapeutic dose.  You should add at least one additional dose, that is intranasal 
26.68 mg KP201 API and 30 mg hydrocodone bitartrate. 

5. Provide appropriate procedures for blinding the treatments.  

In the event that you intend to conduct Study KP201.A03 as an intranasal human abuse 
potential study, you will need to revise the protocol taking into account the comments provided 
above.  You should submit a revised protocol KP201.A03, along with a statistical analysis plan, 
to the Agency for review and comment.  

Discussion
The Agency encouraged the Sponsor to provide a detailed protocol, SAP, and Pharmacy Manual for 
the proposed Category 3 study and give the Agency time for review and to provide comments.  
Additionally, the Agency stated that the discrimination phase in a study evaluating PD is extremely 
important to allow interpretation of the PD data. Self-reporting on the ability to discriminate may not 
be reliable, and it is often necessary to increase the number of subjects in the study based on the 
results of the discrimination phase.  

Question 9. KemPharm designed in vitro tampering studies in accordance with the FDA Guidance 
and comments from the Agency during development. If data demonstrate that 
“extraction” of hydrocodone from KP201/APAP is limited when compared to 
hydrocodone bitartrate/APAP products under the same conditions, does the Agency 
agree that these studies would support a Category 1 abuse-deterrent label claim?

Agency Response: 
The determination of a Category 1 abuse-deterrent claim will be evaluated at the NDA stage 
when we can review the data in its totality.

Discussion
There was no further discussion of this question.
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Question 10. KP201/APAP is being developed as an abuse-deterrent form of hydrocodone 
bitartrate/APAP combination products. As there is currently no abuse-deterrent 
immediate-release hydrocodone bitartrate/APAP combination product, does the 
Division agree that the NDA for this product meets the requirements for priority 
review?

Agency Response: 
Yes, if data are submitted at the time of NDA submission that indicate that your product is 
likely to be eligible for abuse-deterrent claims, and, at that time, there are no similar products 
with abuse-deterrent claims in the product label, then your product may receive a priority 
review designation.  However, in order to make this determination, the studies that evaluate the 
abuse-deterrent claims must be submitted in entirety at the time of NDA submission.  

Discussion
There was no further discussion of this question.

Question 11. KemPharm intends to submit the NDA with the draft clinical study report for the 
intranasal human abuse potential study KP201.A02 which will contain all final data 
and draft summaries of the data. The sponsor also intends to summarize these data in 
the appropriate sections of the NDA. The final clinical study report with final 
summaries would be submitted within 30 days of the original NDA submission. Does 
the Division find this acceptable?

Agency Response: 
No, this is not acceptable.  To be considered a complete application to support the proposed 
labeling with abuse-deterrent claims, the final study report must be submitted at the time of 
NDA submission.  Submission of an incomplete application may be grounds for refusing to file 
the application.  

Discussion
There was no further discussion of this question.

Question 12. There will be no Phase 2 or 3 efficacy and safety studies submitted with this 505(b)(2) 
NDA. KemPharm does not plan to integrate the data from the Phase 1 and abuse 
potential studies and does not plan to submit an ISS or ISE. All clinical safety and 
efficacy data will be summarized in Module 2. In addition, all case report forms for 
SAEs and/or deaths will be submitted and included if applicable. Does the Agency 
agree?

Agency Response: 
No, this is not acceptable.  Submit an ISE and ISS that satisfies the requirements described in 
21 CFR 314.50(d)(5).  If you choose to submit literature and studies to support the efficacy and 
safety of hydrocodone, it is unlikely that the section 2 summaries of clinical effectiveness and 
safety will provide adequate space for the required information and integrated analyses.  
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Additional Clinical Comment: 
An agreed-upon Pediatric Study Plan is required prior to filing an NDA.

Discussion
The Sponsor stated that they are currently working on revising their iPSP and plan to submit it as 
soon as possible.

Additional Discussion during the meeting:

Discussion
The Agency stated some additional recommendations and requirements for the NDA submission:

a) A complete 505(b)(2) application must include a discussion of the relevance of 
referencing Vicoprofen and Ultracet and why their product is not a new combination that 
would require a factorial study (i.e., in the clinical summaries [Module 2] and/or the 
integrated summaries [Module 5]).    

b) Assure that all of the abuse studies are well marked and listed in the index.

c) As the PK studies are pivotal, the study sites should be prepared for inspection and have 
retained samples.  Include the PK and bioanalytical site contact information (site, address, 
contact name, telephone and email) in case the Agency decides to select any of the sites 
for inspection.

d) After June 30, 2015, product labeling will be required to be in PLLR format.  PLLR 
format does not include a pregnancy category.  The Agency recommended that the 
Sponsor look at other approved product labels to get an idea of the new format and what is 
included.  As a Risk Summary is a required section, the Sponsor will need to submit a 
literature review on what is known about hydrocodone, both clinical and nonclinical, and 
propose appropriate labeling.
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General pre-NDA Comments

PREA REQUIREMENTS

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new active 
ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the product for 
the claimed indication(s) in pediatric patients unless this requirement is waived, deferred, or 
inapplicable. 

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

In addition, your PSP should specifically provide your justification why you believe that nonclinical 
juvenile animal studies are or are not needed to support your pediatric drug development taking into 
consideration the specific age ranges to be studied.  The justification should be based on a 
comprehensive literature search focusing on the specific toxicological concerns related to the drug 
substance and each individual excipient in your drug product and any data you have generated 
suggesting a unique vulnerability to toxicological insult for the proposed age range to be tested.  This 
risk assessment should take into consideration the expected maximum daily dose of the drug product 
for the intended patient population and include rationale for your proposed maximum daily dose.  In 
addition, your risk assessment should address how the drug substance and excipients are absorbed, 
distributed, metabolized, and excreted by the ages of the children you will be studying.  You must 
include copies of all referenced citations.  If you conclude that a juvenile animal study is necessary, 
provide a detailed outline of the specific study you propose to conduct, including what toxicological 
endpoints you will include in the study design to address any specific questions, and justification for 
your selection of species and the age of the animal to be tested.  We recommend that you refer to the 
FDA guidance to industry: Nonclinical Safety Evaluation of Pediatric Drug Products, available at, 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM
079247.pdf.  

For additional guidance on the timing, content, and submission of the PSP, including a PSP Template, 
please refer to the draft guidance for industry, Pediatric Study Plans: Content of and Process for 
Submitting Initial Pediatric Study Plans and Amended Pediatric Study Plans at:  
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/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: 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/ucm049867 htm.  

PRESCRIBING INFORMATION
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In your application, you must submit proposed prescribing information (PI) that conforms to the 
content and format regulations found at 21 CFR 201.56(a) and (d) and 201.57.  As you develop your 
proposed PI, we encourage you to review the labeling review resources on the PLR Requirements for 

Prescribing Information website including:

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

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

format items from labeling regulations and guidances.  

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

ABUSE POTENTIAL ASSESSMENT

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/Guidances/UCM198650.pdf.

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.”
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CFR 314.54 requires identification of the “listed drug for which FDA has made a finding of safety 
and effectiveness,” and thus an applicant may only rely upon a listed drug that was approved in an 
NDA under section 505(c) of the FD&C Act. The regulatory requirements for a 505(b)(2) 
application (including, but not limited to, an appropriate patent certification or statement) apply to 
each listed drug upon which a sponsor relies.

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

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

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

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

listed drug or by reliance on published literature

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 
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refuse to file your application as a 505(b)(2) application (21 CFR 314.101(d)(9)).  In such a case, the 
appropriate submission would be an Abbreviated New Drug Application (ANDA) that cites the 
duplicate product as the reference listed drug.

Office of Scientific Investigations (OSI) Requests 

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

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

This request also provides instructions for where OSI requested items should be placed within an 
eCTD submission (Attachment 1, Technical Instructions: Submitting Bioresearch Monitoring 
(BIMO) Clinical Data in eCTD Format).

I. Request for general study related information and comprehensive clinical investigator 
information (if items are provided elsewhere in submission, describe location or provide link 
to requested information).

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 
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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.

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/FormsSubmissionRequirements/UCM332468.pdf ) 
for the structure and format of this data set.  
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Attachment 1
Technical Instructions:  

Submitting Bioresearch Monitoring (BIMO) Clinical Data in eCTD Format

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

DSI Pre-
NDA 

Request 
Item1

STF File Tag Used For Allowable 
File 

Formats

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

form, by study
.pdf

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

.pdf

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

.xpt

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

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

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

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

eCTD Backbone Specification for Study Tagging Files v. 2.6.1 
(http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/ElectronicSubmiss

ions/UCM163560.pdf)

FDA eCTD web page 
(http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/ElectronicSubmissions/ucm15

3574 htm)

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

Discussion
There was no further discussion of the standard comments.

ACTION ITEMS

1. The Sponsor will submit data listings for the human motility study. 

2. The Sponsor will provide justification for why slightly missing BE criteria in the study 
comparing KP201 to Norco will have a limited clinical impact.

3. The Sponsor agreed to submit, as General Correspondence, a summary of the data from the 
A01 study and what the data represent along with specific questions.  The Agency will 
provide feedback as soon as workload allows.

ATTACHMENTS AND HANDOUTS
None.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring, MD  20993

IND 108038
MEETING MINUTES

KemPharm, Inc.
7 Hawkeye Drive, Suite 103
North Liberty, IA 52317

Attention: Travis Mickle, PhD
     President, Chief Executive Officer

Dear Dr. Mickle:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) of 
the Federal Food, Drug, and Cosmetic Act for KP201, indicated for treatment of pain.  

We also refer to the meeting between representatives of your firm and the FDA on October 31, 2013.  
The purpose of the meeting was to discuss the KP201 development program with the Division of 
Anesthesia, Analgesia, and Addiction Products (DAAAP).

A copy of the official minutes of the teleconference 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) 796-4029.

Sincerely,

{See appended electronic signature page}

Diana L. Walker, PhD
Sr. Regulatory Health Project Manager
Division of Anesthesia, Analgesia, and 
     Addiction Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research

Enclosure:
  Meeting Minutes

Reference ID: 3409125





IND 108038
Meeting Minutes
Page 2

BACKGROUND

Hydrocodone has been conjugated to benzoic acid to create a novel prodrug referred to as KP201.  
KP201 is formulated in combination with acetaminophen as an oral tablet.  The Sponsor intends to 
seek an indication for treatment of acute  pain.  A pre-IND meeting 
was held between KemPharm and DAAAP to discuss the development of KP201 on June 1, 2010, 
and an EOP1 meeting was held on November 15, 2012.  KemPharm, Inc. submitted a meeting request 
on August 6, 2013, for an End-of-Phase 2 meeting for KP201.  The objective of this meeting is to 
obtain feedback on the development strategy for KP201, including the nonclinical, CMC, and clinical 
development of KP201.  The proposed abuse liability studies will also be discussed.

The Agency’s preliminary responses were sent to the Sponsor via email on October 29, 2013.  On 
October 30, 2013, via email, the Sponsor indicated that KemPharm required no further discussion of 
Questions 1, 3, 4, 5, 6, 9, 10, 12, 13, 14, 15, or 16, but would like clarification on Questions 2, 7, 8, 
11, and 17 during the EOP2 meeting.

DISCUSSION

For ease of reference, the Sponsor’s original questions are incorporated below in italics followed by 
the FDA Response in bold font.  Discussion that took place during the meeting is captured following 
the question to which it pertains in normal text.

Question 1. Based on the results of the human pharmacokinetic studies completed to date, does 
the Division agree that these, along with the additional proposed studies, are 
adequate to support filing an NDA for an acute indication of no more than 14-day 
duration?

Division Response: 
Yes, we agree provided that you have conducted the PK and clinical studies with the final to-be-
marketed formulation or you have provided adequate bridging information or justification as 
to the applicability of the study results to your final to-be-marketed product.

Discussion
There was no further discussion of this question.

Question 2. The analysis of KP201.102 (Norco® Bioequivalence Study) showed KP201 is 
bioequivalent to Norco® with respect to hydrocodone, hydromorphone, and 
acetaminophen.  Does the Agency agree?

Division Response:
We agree.  Generally, to meet bioequivalence (BE) criteria, we evaluate Cmax, AUC0-t and 
AUCinf as pharmacokinetic (PK) parameters.  Based on your submitted data in the fasting BE 
study KP201.102, we note that both hydrocodone and acetaminophen (APAP) met the 
bioequivalence criteria for all three parameters.  The hydromorphone from KP201 met the 
bioequivalence criteria to Norco in terms of Cmax and AUC0-t but not for AUCinf.  You stated 
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that this is due to the lack of a log-linear decay for hydromorphone; λz and thus AUCinf could 
only be calculated for 14 subjects for KP201/APAP and 8 subjects for Norco® in study 
KP201.102, with only 4 subjects having a value for both treatments.  Your rationale appears 
reasonable; therefore, meeting bioequivalence criteria on AUCinf for hydromorphone is not 
necessary. 

You have proposed a food effect study for KP201/APAP (KP201.104).  If the food effect for 
KP201/APAP is different from that of the reference products, additional data or information 
may be needed to support the dosing recommendation with regard to food. 

The final to-be-marketed formulation must be used in the PK studies and clinical studies.  
Otherwise, you must provide adequate bridging information or justification as to the 
applicability of the study results to your final to-be-marketed product.

Discussion
The Sponsor requested clarification on the food effect study KP201.104, and whether a fed BE study 
with a reference product will be adequate.  The Agency clarified that a fed BE study with a reference 
product is acceptable, but it is not required.  The Sponsor must identify the extent of the food effect 
for the KP201 product.  This information is required to inform labeling and future studies. If the 
study results show that food has no effect on KP201 PK, then the product may be given regardless of 
food.  If food has an effect on KP201 PK, then the Sponsor must compare the extent of the food 
effect to the reference product. The Agency also clarified that Norco would be an appropriate 
reference product with which to conduct the food effect study. The food effect information for Norco 
may be obtained from the Norco label, the Sponsor’s own data, or reliable literature.

Question 3. As outlined in Section 7.6, the bioanalytical assay for KP201 has been optimized to 
achieve the lowest LLOQ without compromising validation and production run 
criteria.  Does the Division agree that this method is acceptable to evaluate the 
potential for systemic exposure to the prodrug, KP201?

Division Response: 
Yes, the analytical method for KP201 appears acceptable.  We still encourage you to improve 
the limit of quantification for KP201.

Discussion
There was no further discussion of this question.

Question 4. Study KP201.103 demonstrated no plasma concentrations of the prodrug, KP201, 
≥LLOQ (25 pg/mL) after administration of 2 tablets Q4H × 13 doses.  Does the 
Division agree that these data, based on the assay discussed in Question 3, 
demonstrate that there is no measureable systemic exposure to the prodrug?

Division Response: 
Yes, we agree.  

Discussion
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No, we do not agree.  You have not provided complete protocols, including statistical analysis 
plans, for either the oral human abuse liability study (Study KP201.A01) or for the intranasal 
human abuse liability study (Study KP201.A02).  Provide complete protocols for these studies, 
including statistical analysis plans to receive detailed review and commentary from the Agency 
prior to starting either study if you want to incorporate the Agency’s recommendations.  

For all of the human abuse liability studies, conduct the study using the final, to-be-marketed 
formulation.

The comments listed below are in response to the information provided in the briefing 
document that pertains to the oral human abuse liability Study KP201.A01.

1. Include a naloxone-challenge test with a detailed explanation of this evaluation in the 
protocol.  All subjects must pass the naloxone-challenge test in order to enter the pre-
qualification and assessment phases of the study to demonstrate that the subjects are not 
physically dependent on opioids.

  
2. Select higher doses for Treatments C and E in the Assessment Phase.  Treatment C 

includes 6.67 mg KP201/325 mg APAP, and Treatment E includes a single Norco tablet 
(7.5 mg hydrocodone/325 mg APAP).  These doses may not mediate substantial drug 
liking effects and other positive subjective effects correlated with abuse.  In addition, the 
proposed assessment doses are half that of the positive control in the Pre-Qualification 
Phase.  As such, qualified subjects may not be able to distinguish the effects of KP201 
and comparator hydrocodone in the assessment phase.  We recommend that the 
Assessment Phase doses be twice (i.e., 13.34 mg KP201/650 mg APAP and 15.0 mg 
hydrocodone bitartrate/650 mg APAP) or preferably three times (20.01 mg KP201/975 
mg APAP and 22.5 mg hydrocodone bitartrate/975 mg APAP) the doses of the test drug 
and positive control1.

3. Provide justification for the doses selected for Treatment B (80.04 mg KP201/3,900 mg 
APAP) and Treatment D (90 mg hydrocodone bitartrate/3,900 mg APAP).  Consider 
lowering the doses for Treatments B and D.

  
4. Pre-dose measures include ARCI/MBG subscale and DEQ VAS for "Nausea" and 

"High."  Also collect pre-dose measures for DEQ VAS for "Sick," "Sleepy," and 
"Dizzy."  

The comments listed below are in response to the limited information provided in the briefing 
document that pertains to the intranasal human abuse liability Study KP201.A02.

1. Study subjects must have experience with the intranasal administration of opioids and 
not be physically dependent on opioids as evidenced by a naloxone-challenge test.

1 Walsh et al., (2008).  The relative abuse liability of oral oxycodone, hydrocodone, and hydromorphone assessed in 
prescription opioid abusers.  Drug and Alcohol Dependence, 98 (3): 191-202.
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2. Provide detailed information and a copy of the pharmacy protocol used to prepare the 
powdered treatments intended for intranasal administration.  Provide particle size 
distribution information for each powdered treatment.  In addition, provide the total 
weight of powder intended to be administered for each treatment.

3. Provide detailed information, including specific instructions that will be given to 
subjects on the method to be used for intranasal administration.  

4. For each study subject, for each treatment, document specifically how much of the 
powder material subjects could be administered.  Document any reasons provided for 
not being able to insufflate the entire dose of powdered material in a given treatment.

5. Pre-dose measures include ARCI/MBG subscale and DEQ VAS for "nausea" and 
"high."  Also obtain pre-dose measures for DEQ VAS for "sick," "sleepy," and "dizzy."

6. Include an assessment of nasal tolerability that consists of information provided by 
study subjects and a qualified investigator.

7. Document all adverse effects associated with intranasal administration. 

Discussion
The Sponsor informed the Agency that they are developing oral and intranasal human abuse liability 
(HAL) protocols and will add the information recommended.  The Sponsor requested clarification on 
Point 3 of the oral HAL study comments above and informed the Agency that they selected the doses 
for treatments B and D based on the maximum dose for APAP and because there is literature 
evidence suggesting that abusers have taken that high of a dose.  

The Agency recommended that the Sponsor reduce the proposed high doses (treatments B and D).  
The Agency is concerned that the 80 mg hydrocodone dose is too high based on similar studies
conducted with oxycodone.  In similar abuse potential studies, oxycodone high doses were in the 40 
mg to 60 mg range.  The Sponsor should select a low dose, such as 20 mg, which is the lowest dose 
showing an effect following oral administration, and then double or triple that dose to 40 mg or 60 
mg for the high dose.  However, if in the pharmacokinetic studies, it is found that the 40 mg or 60 mg
doses of KP201 do not mediate any opioid reinforcing effects such as euphoria, the dosing should go 
higher.  The Agency advised the Sponsor to look at the adverse events reports for justification of 
higher doses.

The Agency encouraged the Sponsor to provide detailed HAL protocols and in vitro protocols for 
review and comment.  The Agency also confirmed that there is no need to perform drug 
discrimination studies in animals if they are planning on doing HAL studies.  

Question 12. Does the CSS agree that the study design for the extraction and hydrolysis study is 
appropriate to make an assessment on the tamper-resistant properties of KP201/APAP 
in accordance with the draft guidance: Abuse-Deterrent Opioids-Evaluation and 
Labeling?

Division Response:
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No, we do not agree. 

The comments listed below are in response to the limited information provided in the briefing 
document that pertains to the proposed Category 1 in vitro studies.

1. All in vitro studies to be submitted as support for an NDA must be conducted on the 
final, to-be-marketed formulation.  In addition, clarify if the finalized, to-be-marketed 
formulation will utilize "Form 1" of KP201.  

  
2. As stated on page 60 of the background package, you have determined the solubility of 

KP201 hydrochloride in various solvents at ambient and elevated temperature.  Provide 
solubility data for all solvents examined in tabular form.  Also provide any solubility 
data available as a function of pH.

3. If KP201/acetaminophen tablets are readily crushed with two spoons, it will not be 
necessary to examine additional tools for crushing.  Otherwise, in addition to the use of 
the mortar/pestle, coffee grinder, hammer, spoon, and knife, you must evaluate the use 
of a pill crusher for purposes of mechanical manipulation.  Detailed descriptions must be 
provided for manipulations using each tool.  

    
4. Include cola and vinegar to the list of solvents to be evaluated under Section 10.2.3.2.  If 

using vinegar, examination of acetic acid may not be necessary. 

5. As stated in your proposed protocol, you will explore the effect of temperature and 
agitation on the extraction of KP201 (or hydrocodone) using the top three solvents that 
in your prior experiments extracted the highest amount of KP201 over APAP at room 
temperature and without agitation.  This approach is acceptable, however, if the best 
solvents for extraction were those other than water and ethanol, analyze the effect of 
temperature and agitation using these two common solvents.  In contrast, it may not be 
necessary to explore the effect of temperature and agitation using solvents that are not 
commonly available such as heptane, diethyl ether, dichloromethane, xylenes, 
acetonitrile, and dimethylformamide. 

6. Simply using five predetermined extraction times (0.5, 1, 4, 8, and 24 hours) over a 24-
hour period is not acceptable.  Extraction times should be selected under each set of 
conditions in order to characterize the time course of release of KP201 from 10% to over 
90% active pharmaceutical ingredient (API) release.  For example, if under a given set 
of conditions, greater than 90% of KP201 is extracted within 4 hours, there is no need to 
proceed to later time points.  On the other hand, if a significant percentage of API is 
extracted at the earliest time points examined, earlier time points must be evaluated.  
Again, by way of example, if at the earliest time point examined, say 0.5 hours, there is 
30% or greater release of API, then evaluate earlier time points such as 15 minutes and 
5 minutes.

7. The assessment of abuse-deterrent properties to intravenous abuse cannot be limited to 
considerations of the differential solubility of KP201 versus hydrocodone bitartrate.  
You should examine the possible ways of using the KP201/APAP product and Norco to 
create aqueous solutions suitable for intravenous abuse.  Both intact and manipulated 
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KP201/APAP product and Norco comparator must be evaluated for producing a 
preparation in the range of 1 to 5 mL suitable for intravenous abuse.  Evaluate the 
effects of extraction time, solvent temperature and the presence and absence of agitation. 

8. Specify the number of replicates to be conducted for each of the in vitro studies.  

Discussion
There was no further discussion of this question.

Question 13: Does the Agency agree with the proposed drug substance and drug product 
specifications and the overall CMC development program as described in Section 11?

Division Response: 
Evaluation of the Drug Substance and Drug Product Specifications will be conducted during 
the NDA review.  However, tablet friability and hardness, according to USP <1216> should be 
included in the Drug Product release and stability.  Further, impurities arising from the drug 
substance should be monitored according to ICH Q3A(R2) and those impurities that arise from 
the drug product manufacturing process should be monitored according to ICH Q3B(R2) and 
USP <466> on Ordinary Impurities.  Residual solvents should also be evaluated according to 
USP <467> and ICH Q3C. 

Discussion
There was no further discussion of this question.

Question 14: KemPharm intends to submit the NDA with 12-month stability data for registration 
batch 1 and 9-month stability data for registration batches 2 and 3 with the intent to 
submit 12-month stability data for registration batches 2 and 3 during the review 
cycle.  Is this approach acceptable to the Agency?

Division Response: 
No, as per ICH Q1A(R2), 12 months of data under long-term storage conditions and 6 months 
of data under accelerated conditions are expected at the time of NDA submission for at least 
three batches of drug product.  

Discussion
There was no further discussion of this question.

Question 15: Are the proposed KP201 drug substance starting materials and their controls as 
described in Section 11.1.4.1 acceptable to the Agency?

Division Response: 
The drug substance starting materials and controls appear reasonable as described.  Further 
evaluation is deferred to the NDA review process.

Discussion
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3. You must provide  
 

4. Submit the protocol for KP201.S01 or other studies 
 to DAAAP and we will consult other review divisions as 

appropriate.   

Discussion
There was no further discussion of these comments.

PREA REQUIREMENTS

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new active 
ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the product for 
the claimed indication(s) in pediatric patients unless this requirement is waived, deferred, or 
inapplicable. 

Please be advised that under the Food and Drug Administration Safety and Innovation Act 
(FDASIA), you must submit an Initial Pediatric Study Plan (PSP) within 60 days of an End of Phase 
(EOP2) meeting held on or after November 6, 2012.  The PSP must contain an outline of the pediatric 
study or studies that you plan to conduct (including, to the extent practicable study objectives and 
design, age groups, relevant endpoints, and statistical approach); any request for a deferral, partial 
waiver, or waiver, if applicable, along with any supporting documentation, and any previously 
negotiated pediatric plans with other regulatory authorities.  The PSP should be submitted in PDF and 
Word format. 

For additional guidance on the timing, content, and submission of the PSP, including a PSP Template, 
please refer to the draft guidance for industry, Pediatric Study Plans: Content of and Process for 
Submitting Initial Pediatric Study Plans and Amended Pediatric Study Plans at:  
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM
360507.pdf.  In addition, you may contact the Pediatric and Maternal Health Staff at 301-796-2200 or 
email pdit@fda.hhs.gov.  For further guidance on pediatric product development, please refer to: 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/ucm049867.htm.  

DATA STANDARDS FOR STUDIES

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

ABUSE POTENTIAL ASSESSMENT

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/Guidances/UCM
198650.pdf.

505(b)(2) REGULATORY PATHWAY

A 505(b)(2) application would be an acceptable approach at this time based on the information 
provided.  The Division recommends that sponsors considering the submission of an application 
through the 505(b)(2) pathway consult the Agency’s regulations at 21 CFR 314.54, and the draft 
guidance for industry Applications Covered by Section 505(b)(2) (October 1999), available at
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm. In 
addition, FDA has explained the background and applicability of section 505(b)(2) in its October 14, 
2003, response to a number of citizen petitions that had challenged the Agency’s interpretation of this 
statutory provision (see Docket FDA-2003-P-0274-0015, available at http://www.regulations.gov).

If you intend to submit a 505(b)(2) application that relies for approval 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 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 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.
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If you propose to rely on FDA’s finding of safety and/or effectiveness for a listed drug that has been 
discontinued from marketing, the acceptability of this approach will be contingent on FDA’s 
consideration of whether the drug was discontinued for reasons of safety or effectiveness.  

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

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

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

listed drug or by reliance on published literature

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.

Discussion
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There was no further discussion of the standard comments.

Additional Discussion during the meeting:

Discussion
The Agency asked the Sponsor if they had further information on where the hydrolysis or conversion 
of their product occurs.  The Sponsor stated that they had completed a study that showed no 
breakdown in gastric juices, slow breakdown in the intestinal S9, and complete breakdown in the 
liver S9.  The breakdown was also seen after deactivating the CYPs, pointing to involvement of 
esterases.

The Agency subsequently asked if the product would undergo hydrolysis after injection via the 
intravenous route.  The Sponsor has observed solubility issues and precipitation in serum, but agreed 
that in theory esterases in the blood would be able to cleave the product.  The Agency further 
questioned about the risk for precipitation if injected.  The Sponsor stated that the solubility is greatly 
decreased at physiologic pH and has observed that the pro-drug breaks down slower in whole blood, 
which should result in a lower concentration than if taken orally.  The Agency told the Sponsor that 
they should obtain detailed data during in vitro studies on the temperature and pH dependency for 
solubility.  Detailed information concerning solubility and the possibility of precipitation if injected 
will be critical for labeling.  

The Agency asked the Sponsor how easily this product cleaves in acid.  The Sponsor stated that harsh 
conditions are necessary for reasonable hydrolysis, and they will provide more details in the 
hydrolysis study, where they plan to incorporate acids such as vinegar (acetic acid).

ACTION ITEMS

1. The Sponsor agreed to provide a rationale for the proposed dosing with the submission of the 
final results of the toxicity studies.

2. The Controlled Substances Staff agreed to review and comment on the detailed HAL protocol and 
in vitro protocols.

3. The Sponsor agreed to provide detailed data on the temperature and pH dependency for 
solubility from the in vitro studies.  

4. The Sponsor agreed to provide detailed information concerning solubility and the possibility 
of precipitation if injected.

ATTACHMENTS AND HANDOUTS
None.
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