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Dear Mr. Byrd: 
 
Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for APD421 (amisulpride) intravenous injection. 
 
We also refer to the telecon between representatives of your firm and the FDA on March 28, 
2017.  The purpose of the meeting was to discuss your pre-submission plans for your planned 
NDA. 
 
A copy of the official minutes of the telecon 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) 796-0260. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Mary Chung, PharmD. 
Senior Regulatory Project Manager  
Division of Gastroenterology and Inborn Errors 
Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 

 
MEMORANDUM OF MEETING MINUTES 

 
Meeting Type: Type B, teleconference 
Meeting Category: Pre-NDA 
 
Meeting Date and Time: March 28, 2017 11:00 AM- 12:00 PM EST 
 
Application Number: IND 114207 
Product Name: APD421 (amisulpride) intravenous injection 
Indication: 1] Prevention of postoperative nausea and vomiting (PONV), 

either alone or in combination with other antiemetics 
2] Rescue treatment of  PONV in patients who have 
received antiemetic prophylaxis with an agent of a different class 
or no prior prophylaxis. 

 
Sponsor/Applicant Name: Acacia Pharma, Ltd. 
 
Meeting Chair: Anil Rajpal, M.D. 
Meeting Recorder: Mary Chung, PharmD. 
 
FDA ATTENDEES 
Division of Gastroenterology and Inborn Errors Products 
Donna Griebel, M.D.    Director 
Joyce Korvick, M.D.    Deputy Director for Safety 
Joette Meyer, PharmD.   Associate Director for Labeling 
Anil Rajpal, M.D.    Medical Team Lead 
Aisha Johnson, M.D.    Medical Reviewer 
Sushanta Chakder, Ph.D.   Pharmacology Team Lead 
Mary Chung, PharmD.   Senior Regulatory Project Manager 
 
Office of Clinical Pharmacology  
Christine (Yuen-Yi) Hon, Ph.D. Team Lead, Acting  
Insook Kim, Ph.D. Clinical Pharmacology Reviewer 
Lars Johannesen    Clinical Pharmacology Reviewer 
 
Office of Pharmaceutical Quality  
Hitesh Shroff, Ph.D.    Application Team Lead 
Peggy Kriger, Ph.D.    Microbiology Reviewer 
 
Office of Surveillance and Epidemiology  

Reference ID: 4090364

(b) (4)



IND114207 
Page 2 
 

 

Robert Pratt, PharmD.    Reviewer, Division of Risk Management 
Sherly Abraham, PharmD. Reviewer, Division of Medication Error Prevention  

& Analysis 
 
 
SPONSOR ATTENDEES 
Dr. Gabriel Fox, Chief Medical Officer, Acacia Pharma  
Scott Byrd, Chief Operating Officer, Acacia Pharma 

 Regulatory Consultant 
 
 
1.0 BACKGROUND 
 
On January 24, 2017, Acacia Pharma submitted a Pre-NDA meeting request to discuss their pre-
submission plans for IND 114207 amisulpride intravenous injection (APD421). Amisulpride is a 
D2/D3 receptor antagonist, which has not been approved in the U.S. Oral amisulpride is 
approved in Europe and other countries for antipsychotic related indications.  
 
The proposed indication for amisulpride I.V. is 1] prevention of postoperative nausea and 
vomiting (PONV), either alone or in combination with other antiemetics, 2] rescue treatment of 

 PONV in patients who have received antiemetic prophylaxis with an agent of a 
different class or no prior prophylaxis. Sponsor’s development program pursues the 505(b)(2) 
regulatory pathway for their proposed reliance on certain published literature.  
 
The Sponsor’s clinical program to support their planned NDA includes phase 2 study DP10006, 
phase 3 studies: DP10014, DP10015, DP10017, DP10018, DP10019.  
 
Previous discussions Sponsor held with the Agency regarding this development program include 
the July 14, 2013 meeting, and February 25, 2015 meeting. The January 24, 2017 meeting 
request was granted and the background package was submitted to the IND file on March 7, 
2017.  

 
 

2.0 DISCUSSION 
The format of these minutes provides for Acacia Pharma’s questions in regular typeface, 
followed by the Agency’s March 24, 2017 responses in bolded print. The March 28, 2017 
meeting discussion/post-meeting comments are presented in italic and bolded print. 
 
Question 1 
Does FDA agree that the criteria and the justification necessary for a 505(b)(2) submission have 
been met? 
 
FDA Response to Question 1:  
If you intend to rely on published literature for which you have no right of reference but 
that are necessary for approval, you must establish that reliance on the studies described in 
the literature is scientifically appropriate by providing in the NDA an explanation of how 
the published literature is scientifically sound and relevant to the proposed product. You 
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should include a copy of such published literature in the NDA and identify any listed 
drug(s) described in the published literature (e.g., by trade name(s)).  
 
We remind you that non-US labeling or non-US regulatory authority assessments may not 
be relied upon as these are neither FDA’s findings related to a listed drug, nor are they 
published literature.  If the studies upon which the non-US conclusions are based have been 
published, you may be able to rely upon that literature. 
  
Your proposal to rely on published nonclinical data seems acceptable.  
 
Please note that without subject level data and the bioanalytical assay report, the published 
abstract you provided is not acceptable to support  

 as you proposed.  See our response to Question 4. 
 
 
Question 2 
Does FDA accept Sponsor’s submission of release data for five batches of product manufactured 
at the new commercial manufacturing site as adequate to demonstrate successful transfer of the 
manufacturing process? 
 
FDA Response to Question 2:  
Yes, five batches of drug product manufactured at the proposed commercial 
manufacturing site is acceptable to demonstrate successful transfer of the manufacturing 
process. However, adequacy of the data of the drug product manufacturing process is a 
review issue. 
 
 
Question 3 
Does FDA agree that the current drug product endotoxin limit  is appropriate? 
 
FDA Response to Question 3:  
The proposed bacterial endotoxins level is acceptable with a drug product concentration of 
2.5 mg/mL and with a clinical trial maximum dose of 10 mg, as indicated in the meeting 
package received on March 10, 2017. However, note that the drug product specification is 
reviewed when the NDA is submitted. 
 
 
Question 4 
Does FDA agree that the package of investigations and supporting data regarding the clinical 
pharmacology of APD421, specifically with respect to drug-drug interactions and special 
populations, are adequate to support the planned New Drug Application? 
 
FDA Response to Question 4:  
We cannot agree that no additional clinical pharmacology studies are necessary and cannot 
comment on whether the clinical pharmacology information is adequate without thorough 
review of the data.  If we determine that you have not provided sufficient information to 
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support a regimen in specific populations, most importantly renal impairment, the labeling 
for the drug may be limited to only those populations/subpopulations for which there is 
adequate information to support dosing. 
 
Based on our brief review of the provided information, we have the following comments.   
 
Renal impairment 
According to your response to our information request, patients with mild and moderate 
renal impairment were included in the phase 3 trials and approximately 10% of these 
patients had pharmacokinetic (PK) data.  We recommend that you analyze the PK and 
safety data based on the degree of renal impairment in these surgical patients and assess 
whether dosing adjustment is needed.  Whether the available information can support  

 will be a review issue. 
 
We note that the Cmax in your surgical patients may be underestimated because the first 
PK blood sample was not collected at the end of infusion (e.g., the first PK blood sampling 
at 5 min after 10 mg infused over 1-2 min in Study DP10019).  As such, we recommend that 
you report the observed Cmax as well as the estimated Cmax based on PK modeling.  Due 
to the concern of QT prolongation potential of your drug product, accurate estimation of 
the peak plasma concentrations in patients without and with renal impairment will be 
important.     
 
We recommend that you conduct a renal impairment study in patients with severe renal 
impairment to inform product labeling as a limited number of patients with severe renal 
impairment were studied in the phase 3 trials.  
 
Hepatic impairment 
We note that about 23% of the administered dose was recovered as amisulpride and its 
metabolites in feces after intravenous administration, suggesting excretion of amisulpride 
and its metabolites via bile.  In addition, renal excretion of metabolites accounts for 15% of 
the administered dose.  Taken together, the potential effects of hepatic impairment on the 
systemic exposure of amisulpride cannot be ruled out.  Due to the concern of QT 
prolongation potential of your drug product, we recommend that you conduct a study to 
evaluate the effect of hepatic impairment on the PK of amisulpride.  You may consider a 
reduced study design.  Please see “Guidance for Industry Pharmacokinetics in Patients 
with Impaired Hepatic Function: Study Design, Data Analysis, and Impact on Dosing and 
Labeling” for details.   
 
Drug-drug interaction 
We recommend that you conduct a study to evaluate the effects of amisulpride on the PK of 
concomitant drugs that are substrates of MATE1/MATE2-K transporters, e.g., metformin.  
Your in vitro studies suggest that amisulpride is a substrate and an inhibitor of MATE1 
and MATE2-K transporters located in the kidney. Based on the estimated [I]/IC50 for 
MATE1 of > 0.1 (0.37 based on the IC50 value of 2.62 μM and mean Cmax of 0.97 μM in 
healthy subjects after 10 mg dose infused over 4 min), in vivo drug-drug interaction via 
inhibition of MATE1 cannot be ruled out.  We do not agree with your statement that in 
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vivo drug-drug interaction is unlikely based on the transient nature of the high plasma 
concentration of amisulpride. 
 
In addition, we recommend that you conduct a study to evaluate the effects of concomitant 
MATE1/MATE2-K inhibitors on the systemic exposure of amisulpride.  Apparently, active 
transport via MATE1/MATE2-K contributes to the renal excretion of amisulpride based 
on a larger total clearance value than the creatinine clearance.  As such, potential increase 
in the systemic exposure to amisulpride by concomitant MATE1/MATE2-K inhibitors 
cannot be ruled out.   
 
PK characterization 
Because amisulpride is a racemic mixture (equimolecular mixture of R and S forms), you 
need to study the PK characteristics of each enantiomer in humans and evaluate whether 
there is interconversion between the R and S isomers in vivo.  You may consider using PK 
samples from the TQT study if those samples are deemed appropriate for the PK 
characterization and assess the impact of PK from each isomer on the QTc prolongation.  
See “Development of new stereoisomeric drugs”  at 
https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm12
2883.htm. 
 
Also, we recommend that you provide protein binding information. 
 
Format 
Please include a summary of the in vitro studies using human materials in Module 5 with 
the hyperlink to the study reports.  
 
We also request that you provide a tabulated summary of the results from the in vitro 
drug-drug interaction studies for CYP enzymes and transporters.  The tabulated summary 
should include, but not be limited to, the study system, probe substrate, IC50 values, [I]/IC50 
values, and the fold-induction.  
 
 Discussion Summary:  
 See Discussion Summary under Question 5. 
 
 
Question 5 
Does FDA agree that the results of the Sponsor’s thorough QT study in conjunction with 
standard extrapolation are adequate to support the Sponsor’s proposed labelling with respect to 
QT prolongation? 
 
FDA Response to Question 5:  
We cannot agree with the proposed labeling language until the TQT study and 
concentration-QTc analysis has been submitted and reviewed. In general, we would accept 
a model-based approach to estimate the QTc effect, if the analysis based on the 5 mg and 40 
mg dose levels adequately describes the data and accounts for any delayed effects. Please 
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refer to the meeting minutes dated September 10, 2015, for information about how to 
submit the results of the study.  
 
At high oral doses, amsulpride is known to prolong the QT interval and cause Torsades de 
Pointes.  You state that the proposed dosage of 10 mg as a single IV dose prolongs the QT 
interval approximately 10 msec, which is the threshold pharmacologic effect on cardiac 
repolarization.  Therefore, in your ISS, you should discuss circumstances in which a 
clinically relevant degree of QT prolongation may potentially occur, i.e., when systemic 
exposure may be increased (e.g., by renal impairment, hepatic impairment, concomitant 
medications, rapid IV administration), characteristics/risk factors of the target patient 
population that would increase the proarrhythmic risk (e.g., long QT syndrome or other 
cardiac conditions, elderly patients, and those with electrolyte abnormalities).  Your 
proposed labeling should provide mitigation/management strategies to address the 
potential risk of adverse reactions related to QT prolongation. 
 
You should submit a risk management plan to address the issue of potential concomitant 
administration or administration in close proximity with other drug products with QT 
prolongation potential.  
 

Discussion Summary:  
The Sponsor presented their responding comments (see attached slides).  
As noted on slide 8 of the attached slides, the Sponsor presented their plan to provide 
the following:  
• Data on PK in severe renal impairment 
• PK modeling data on the effect of hepatic impairment 
• Study report that quantifies the effect of amisulpride on metformin PK and the 

effect of MATE1/2-K inhibitor on amisulpride PK 
• R/S PK data (R and S isomers) and electrophysiology data showing S similar to 

racemate on hERG inhibition 
 

The Agency indicated the above information which the Sponsor plans to provide is 
substantive information that impacts the review of the NDA to be submitted. Therefore, 
for facilitation of the review, the Agency requests the data be provided at the time of 
NDA submission or as soon as possible (no later than 30 days after NDA submission).  

 
The Sponsor noted that the direct impact on the hERG potassium channel is thought to 
be driven by Cmax. The Sponsor asserted that a significant change in the Cmax of 
their proposed product due to renal or hepatic impairment is not likely. However, with 
the current absence of data, the Agency indicated that we cannot comment on whether 
potential changes in Cmax driven by renal and hepatic impairment would have an 
effect on the QT interval.  The Agency reiterated that it will be important to know 
whether the QT interval in patients with renal or hepatic impairment is further 
increased  

.   
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Regarding a potential additive effect on QT prolongation in patients who receive other 
antiemetic drugs that have an effect on the QT interval (e.g., ondansetron), the Agency 
asked for clarification about the frequency and timing of ECG collection in phase 3. 
The sponsor responded that only limited ECG collection was implemented in phase 3.  
The Agency indicated that the apparent lack of close ECG monitoring will limit the 
ability of phase 3 trials to address the potential additive effect on the QT interval and 
that the potential additive QT prolongation concerns cannot be ruled out. The Agency 
expressed concerns about the administration of amisulpride with other QT prolonging 
antiemetics such as ondansetron. The Sponsor stated that the potential for clinically 
meaningful QT prolongation with concomitant use (with other QT prolonging 
antiemetics such as ondansetron) was expected to be limited due to a separation in time 
as well as the ondansetron dose for prevention of PONV.  

 
Post-Meeting Comments: 
The Agency requests that the Sponsor provide in their NDA submission a summary of 
information from the clinical trials regarding the dose and time of administration 
(relative to administration of amisulpride) for each antiemetic with QT prolongation 
potential (e.g., ondansetron).   

 
 
Question 6 
Does FDA agree that the proposed format and content of the integrated summaries of efficacy 
for the prophylaxis and rescue treatment indications and the integrated summary of safety are 
appropriate to support the planned New Drug Application? 
 
FDA Response to Question 6: 
We agree with your proposal to include the following summaries in section 5.3.5.3:   
 ISE for prophylaxis indication; 
 ISE for rescue treatment indication; and  
 Single ISS supporting both indications 

 
We have the following additional comments: 

• Include a summary of AEs seen in the postmarketing safety database for 
amisulpride (i.e., for the oral dosage formapproved in other countries).  Provide this 
information by appropriate dose group categories.   

 
• Provide details of adverse events of special interest (AESIs) reported during your 

clinical trials.  AESIs should include QT prolongation, extrapyramidal symptoms 
(EPS), and neuroleptic malignant syndrome (NMS); we noted these AEs were 
reported with chronic oral dosing in schizophrenic patients.   

 

• Given the concern about QT prolongation, include details of all cardiac adverse 
events (e.g., bradycardia, hypokalemia, hypotension, palpitations, QT prolongation, 
and Torsades de Pointes) reported during your clinical trials including details about 
the use of concomitant medications.  Also, provide summaries of postmarketing 
cases of cardiac adverse events, arrhythmia, syncope, and sudden death (include 
concomitant medications associated with these events). 
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• Provide summaries of postmarketing cases of overdosage including those we found 
in the literature.1,2   

 
 
Question 7 
Does FDA agree that a Risk Evaluation Mitigation Strategy (REMS) is not required? 
 
FDA Response to Question 7:  
At this time, there is insufficient information to determine whether a risk evaluation and 
mitigation strategy (REMS) will be necessary to ensure that the benefits of the drug 
outweigh the risks, and if it is necessary, what the required elements will be.  We will 
determine the need for a REMS during the review of your application. 
 
 
Question 8 
Does FDA agree to the Sponsor submitting, in the initial application, only case report forms for 
subjects who died during a clinical study or who did not complete the study because of an 
adverse event? 
 
FDA Response to Question 8:  
Your proposal to submit CRFs for subjects who died during any clinic study or did not 
complete the study because of an adverse event appears reasonable.  Although not required 
by 314.50(d)(5), we also request that you submit CRFs for all serious adverse events 
(SAEs), regardless of relatedness or expectedness, at the time of submission. 
 
 
3.0  ADDITIONAL COMMENTS 
 
MICROBIOLOGY  
For more information on sterilization information necessary for review of an NDA submission, 
please refer to the FDA Guidance for Industry for the Submission Documentation for 
Sterilization Process Validation in Applications for Human and Veterinary Drug Products 
(http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm
072171.pdf ). 
 
CMC Post-meeting comment 

• Your proposed specification is reasonable at this stage of development. However, for 
NDA you will need to add tests and acceptance limits for elemental impurities per ICH 
Q3D and residual solvents per USP <467>. 

• The drug substance and drug product quality test methods must be USP or validated 
methods. 

                                                           
1 Isbister GK, Murray L, John S, . Amisulpride deliberate self-poisoning causing severe cardiac toxicity including 
QT prolongation and torsades de pointes. Med J Aust 2006;184: 354–56. 
2 Isbister GK, Balit CR, Macleod D, Duffull SB, Amisulpride overdose is frequently associated with QT 
prolongation and torsades de pointes.  J Clin Psychopharmacol, 30 (2010), pp. 391–395. 
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DISCUSSION OF THE CONTENT OF A COMPLETE APPLICATION 
 
• The content of a complete application was discussed. See below. 
 

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

 
• A preliminary discussion on the need for a REMS was held and it was concluded that 

there is insufficient information to determine whether a risk evaluation and mitigation 
strategy (REMS) will be necessary to ensure that the benefits of the drug outweigh the 
risks, and if it is necessary, what the required elements will be.  FDA will determine the 
need for a REMS during the review of this application. 
   

• Major components of the application are expected to be submitted with the original 
application and are not subject to agreement for late submission.  We agreed that the 
following minor application components may be submitted within 30 calendar days 
after the submission of the original application:  

o Data on PK in severe renal impairment 
o PK modeling data on the effect of hepatic impairment 
o Study report that quantifies the effect of amisulpride on metformin PK and the 

effect of MATE1/2-K inhibitor on amisulpride PK 
o R/S PK data (R and S isomers) and electrophysiology data showing S similar to 

racemate on hERG inhibition 
 

Prominently identify each submission containing your late component(s) with the 
following wording in bold capital letters at the top of the first page of the submission: 

 
NDA NUMBER: LATE COMPONENT - CLINICAL 
NDA NUMBER: LATE COMPONENT - CLINICAL PHARMACOLOGY 

 
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 2 (EOP2) meeting.  In the absence of an EOP2 meeting, refer to the draft guidance below.  
The iPSP 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 
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regulatory authorities.  The iPSP 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 iPSP, including an iPSP 
Template, please refer to the draft guidance for industry, Pediatric Study Plans: Content of and 
Process for Submitting Initial Pediatric Study Plans and Amended Pediatric Study Plans at:  
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM360507.pdf.  In addition, you may contact the Division of Pediatric and Maternal Health at 
301-796-2200 or email pdit@fda.hhs.gov.  For further guidance on pediatric product 
development, please refer to: 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/ucm049867.ht
m.   
 
PRESCRIBING INFORMATION 
 
In your application, you must submit proposed prescribing information (PI) that conforms to the 
content and format regulations found at 21 CFR 201.56(a) and (d) and 201.57 including the 
Pregnancy and Lactation Labeling Rule (PLLR) (for applications submitted on or after June 30, 
2015).  As you develop your proposed PI, we encourage you to review the labeling review 
resources on the PLR Requirements for Prescribing Information and Pregnancy and Lactation 
Labeling Final Rule websites, which include: 
 

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

• The Final Rule (Pregnancy and Lactation Labeling Rule) on the content and format of 
information related to pregnancy, lactation, and females and males of reproductive 
potential. 

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

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

Highlights Indications and Usage heading. 
 
The application should include a review and summary of the available published literature 
regarding drug use in pregnant and lactating women, a review and summary of reports from your 
pharmacovigilance database, and an interim or final report of an ongoing or closed pregnancy 
registry (if applicable), which should be located in Module 1.  Refer to the draft guidance for 
industry – Pregnancy, Lactation, and Reproductive Potential: Labeling for Human Prescription 
Drug and Biological Products – Content and Format 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/
UCM425398.pdf).   
 
Prior to submission of your proposed PI, use the SRPI checklist to ensure conformance with the 
format items in regulations and guidances. 
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SUBMISSION FORMAT REQUIREMENTS 
 
The Electronic Common Technical Document (eCTD) is CDER and CBER’s standard format for 
electronic regulatory submissions.  Beginning May 5, 2017, the following submission types: 
NDA, ANDA, BLA and Master Files must be submitted in eCTD format.  Commercial IND 
submissions must be submitted in eCTD format beginning May 5, 2018.  Submissions that do 
not adhere to the requirements stated in the eCTD Guidance will be subject to rejection.  For 
more information please visit: http://www.fda.gov/ectd.  
 
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.     
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505(b)(2) REGULATORY PATHWAY 
 
The Division recommends that sponsors considering the submission of an application through 
the 505(b)(2) pathway consult the Agency’s regulations at 21 CFR 314.54, and the draft 
guidance for industry, Applications Covered by Section 505(b)(2) (October 1999), available at 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm.  
In addition, FDA has explained the background and applicability of section 505(b)(2) in its 
October 14, 2003, response to a number of citizen petitions that had challenged the Agency’s 
interpretation of this statutory provision (see Docket FDA-2003-P-0274-0015, available at 
http://www.regulations.gov). 
 
If you intend to submit a 505(b)(2) application that relies for approval 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. by 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. 
 
If FDA has approved one or more pharmaceutically equivalent products in one or more NDA(s) 
before the date of submission of the original 505(b)(2) application, you must identify one such 
pharmaceutically equivalent product as a listed drug (or an additional listed drug) relied upon 
(see 21 CFR 314.50(i)(1)(i)(C), 314.54, and 314.125(b)(19); see also 21 CFR 314.101(d)(9)).  If 
you identify a listed drug solely to comply with this regulatory requirement, you must provide an 
appropriate patent certification or statement for any patents that are listed in the Orange Book for 
the pharmaceutically equivalent product, but you are not required to establish a “bridge” to 
justify the scientific appropriateness of reliance on the pharmaceutically equivalent product if it 
is scientifically unnecessary to support approval. 
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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 is 
supported by reliance on FDA’s finding of safety and/or effectiveness for a listed drug(s) or on 
published literature (see table below).  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 the source of supporting information in your annotated labeling, we 
encourage you to include in your marketing application a summary of the information that 
supports the application in a table similar to the one below. 
 
 

 
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  

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 effectiveness 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 A 

3.  Example: NDA YYYYYY 
“TRADENAME” 

Previous finding of safety for 
Carcinogenicity, labeling section B 

4.       
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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  

 
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 
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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/FormsSubmissionRequire
ments/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 
Item3 

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.   
 

                                                           
3 Please see the OSI Pre-NDA/BLA Request document for a full description of requested data files 
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References: 
 
eCTD Backbone Specification for Study Tagging Files v. 2.6.1 
(http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequire
ments/ElectronicSubmissions/UCM163560.pdf) 
 
FDA eCTD web page 
(http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Elect
ronicSubmissions/ucm153574.htm) 
 
For general help with eCTD submissions:  ESUB@fda.hhs.gov 
 
 
 
 
 
 
4.0 ATTACHMENTS AND HANDOUTS 
The Sponsor provided the attached handout for the March 28, 2017 meeting. 
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MEETING MINUTES 
 
Acacia Pharma Ltd. 
c/o Strategic Bioscience Corporation 
Attention: James M. Parker, Ph.D. 
U.S. Agent 
93 Birch Hill Rd 
Stow, MA 01775 
 
Dear Dr. Parker: 
 
Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for APD 403 (intravenous and oral amisulpride). 
  
We also refer to the telecon between representatives of your firm and the FDA on August 11, 
2015.  The purpose of the meeting was to discuss the clinical and nonclinical development plans 
for APD 403 (intravenous and oral amisulpride). 
 
A copy of the official minutes of the telecon 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) 796-0260. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Mary Chung, PharmD. 
Regulatory Project Manager 
Division of Gastroenterology and Inborn Errors 
Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

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

 
 

MEMORANDUM OF MEETING MINUTES 
 

Meeting Type: B, Teleconference 
Meeting Category: EOP2 
 
Meeting Date and Time: August 11, 2015 
Meeting Location: 10:00 AM to 11:00 AM EST 
 
Application Number: IND 114207 
Product Name: APD 403 (intravenous and oral amisulpride) 
Indication: Prevention of nausea and vomiting associated with cancer 

chemotherapy, including, but not limited to, highly emetogenic 
chemotherapy 

Sponsor/Applicant Name: Acacia Pharma Ltd. 
 
Meeting Chair: Anil Rajpal, M.D. 
Meeting Recorder: Mary Chung, PharmD. 
 
FDA ATTENDEES 
Office of Drug Evaluation III 
Amy Egan, M.D.   Deputy Director  
 
Division of Gastroenterology and Inborn Errors Products 
Donna Griebel, M.D.   Director 
Andrew Mulberg, M.D.  Deputy Director 
Joette Meyer, PharmD.  Associate Director for Labeling 
Anil Rajpal, M.D.   Medical Team Lead 
Karyn Berry, M.D.   Medical Reviewer 
Sushanta Chakder, Ph.D.  Pharmacology Team Lead 
Dinesh Gautam, Ph.D.  Pharmacology Reviewer 
Mary Chung, PharmD.  Regulatory Project Manager 
 
Office of Clinical Pharmacology  
Dilara Jappar, Ph.D.   Clinical Pharmacology Reviewer 
Nitin Mehrotra, Ph.D.   Pharmacometrics Team Lead 
Jiang Liu, Ph.D.   Reviewer, Interdisciplinary Review Team-QT (IRT-QT)  
 
Division of Biometrics III 
Min Min, Ph.D.   Statistical Reviewer 
Yeh-Fong Chen, Ph.D.  Statistical Team Lead 
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SPONSOR ATTENDEES 
Dr. Gabriel Fox, Acacia Pharma, Chief Medical Officer 

, Consulting Biostatistician 
Dr. James M. Parker, Strategic Bioscience Corporation, U.S. Agent  
 
 
1.0 BACKGROUND 
 
On May 28, 2015, Acacia Pharma requested a meeting to discuss their clinical and nonclinical 
development plans for APD 403 (intravenous and oral amisulpride). The proposed indication is 
prevention of nausea and vomiting associated with cancer chemotherapy,  

.  
 
On February 25, 2015, a type B meeting was held to discuss sponsor’s clinical development 
plans for APD 421 (amisulpride intravenous) to support the following proposed indications: 1] 
Prevention of PONV, either alone or in combination with other antiemetics, and 2] Rescue 
treatment of PONV in patients who have received antiemetic prophylaxis with an 
agent of a different class or no prior prophylaxis. 
 
Since then Sponsor proposed a clinical and nonclinical data package to support a different 
indication (i.e., prevention of chemotherapy induced nausea and vomiting) comprising of 
completed and proposed trials for amisulpride I.V., and oral amisulpride through the May 28, 
2015 meeting request. This meeting was granted and scheduled for August 11, 2015.  
 

 
2.0 DISCUSSION 
 
Question 1:  
Will efficacy data from two well-controlled studies in patients receiving highly emetogenic 
chemotherapy (HEC), one exclusively in women receiving anthracycline- cyclophosphamide 
(AC)-based chemotherapy for breast cancer, the other in patients receiving cisplatin ≥ 70 
mg/m2, be adequate to support approval of the proposed indication (“the prevention of nausea 
and vomiting associated with cancer chemotherapy, ) 
for APD403? 
 
FDA Response to Question 1:  
 
No we do not agree. We have the following comments regarding the trial design/proposed 
indications.  

• We recommend you include efficacy endpoints of acute and delayed phase in your 
trial design. The primary endpoint of the phase 3 trials should be delayed phase 
followed by analyses of acute phase and overall phase. Overall phase should be 
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tested last. Your dosing regimen includes dosing on days 2 through 4, which 
indicates that you intend for your drug to be effective for the delayed phase.  

• Clarify if you are proposing a claim of prevention of nausea and vomiting  

• Your complete protocols should be submitted for our review prior to initiating 
trials. 

 
Based on review of your phase 2 data, it appears you have little additive value in the acute 
phase, and numerically inferior delayed phase response relative to the standard of care of 
NK1. This raises two issues regarding your proposed development path. 

• It is difficult to justify the potential risk of QT prolongation in the first 24 hours 
associated with Day 1 intravenous dosing of your product without a clear dosing 
regimen and dosing rate. 

o Based on the QT prolongation data for both amisulpride and ondansetron, 
presumed product labeling is likely to have warning language regarding QT 
prolongation [please refer to ICH E14 Guidance, ICH E14 Q&A R2, and 
ondansetron labeling]. 

o Full clinical pharmacology data for amisulpride have not yet been provided.  
As such, the exposure of amisulpride could potentially be much higher in 
patients with renal or hepatic impairments or when amisulpride is given with 
other drugs leading to an even greater risk for QT-prolongation.     

o It appears that you will be relying on literature for most of the clinical 
pharmacology issues.  We would like to reiterate that you will need to 
provide adequate scientific bridging data/justification per 505(b)(2) 
requirements to be able to rely on their findings. We also refer you to our 
earlier Clinical Pharmacology comments in meeting minutes dated 
08/07/2014 and 3/27/2015.  

• We recommend you study a 20 mg dose in addition to 10 mg. 
• We recommend collection of sparse PK sampling in your phase 3 trials for 

population PK analysis and exposure-response analyses. 
 
Furthermore, we recommend you include an NK1 active control arm. 
 

Discussion Summary: 
The Agency indicated they would like to see two cisplatin trials for a primary approval 
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FDA indicated the sponsor should provide justification for the requirements  

 

Upon further 
discussion during the teleconference, FDA indicated inadequate information was 
provided in the background package for FDA  

. FDA acknowledged that the 
NK1+ ondansetron+ dexamethasone comparator arm data were not presented in the 
briefing document for direct comparison.  

 
 
Question 2:  
Would the program be acceptable if one or both Phase III trials permitted the use of an 
approved NK1 inhibitor, e.g., fosaprepitant, as part of the backbone regimen in study sites 
where its use is standard practice? 
 
FDA Response to Question 2:  
 
Please refer to the response to Question 1 regarding addition of an NK1 active control arm. 
We do not recommend allowing inclusion of fosaprepitant in combination with your drug 
unless you have data to guide powering the study based on the additive effect of your drug 
with an NK1. If this information exists, we recommend you either conduct a separate trial 
that evaluates the addition of your drug to an NK1 inhibitor, or that you adjust the use of 
NK1 inhibitor in your randomization and analyses.   
 

Post-Meeting Comment: 
If you would like to claim amisulpride’s additional benefit to an NK1 inhibitor based 
on a single trial composed of two different types of patients (i.e., with or without NK1), 
you will need to power the study with proper type I error control in order to 
demonstrate amisulpride’s add-on efficacy. One option is to perform sequential testing 
in the following order:  (1)amisulpride +NK1+OND+DEX vs. PBO+NK1+OND+DEX; 
and then (2) amisulpride +OND+DEX vs. PBO+OND+DEX; use the two-sided alpha 
of 0.05 for both tests. In addition, for ensuring assay sensitivity of the study, you should 
also test PBO+NK1+OND+DEX vs. PBO+OND+DEX.  
 

 
 
Question 3:  
In view of the very small and transient increase in QTc elicited by both ondansetron and 
amisulpride, does the Agency agree that a specific thorough QT investigation of the two 
drugs given in sequence is not necessary? 
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FDA Response to Question 3:  

Given the information provided, both amisulpride and ondansetron may prolong QT at 
clinically relevant exposures.  Therefore, a specific TQT investigation of the two drugs 
given in sequence is not necessary. However, intensive ECG monitoring should be in place 
in all future clinical trials. The suggested time points for ECG monitoring include baseline, 
Tmax for the parent compound and major metabolites for both amisulpride and 
ondansetron, and periodically during the treatment. Additional ECG monitoring is 
recommended in patients discontinued from the trial or patients with dose reduction 
because of QTc interval prolongation until ECGs return to baseline. The sponsor should 
also propose dose reduction and discontinuation criteria if absolute QTc values over 500 
ms occur. Please submit the QTc analysis report for DP10013 with the following items and 
your modeling and simulation results when they are ready for our further review: 

a. Copies of the study report(s) for any other clinical studies of the effect of product 
administration on the QT interval that have been performed  

b. Electronic copy of the study report 

c. Electronic or hard copy of the clinical protocol 

d. Electronic or hard copy of the Investigator’s Brochure 

e. Annotated CRF 

f. A data definition file which describes the contents of the electronic data sets 

g. Electronic data sets as SAS.xpt transport files (in CDISC SDTM format – if 
possible) and all the SAS codes used for the primary statistical and exposure-
response analyses 

h. Please make sure that the ECG raw data set includes at least the following: 
subject ID, treatment, period, ECG date, ECG time (up to second), nominal day, 
nominal time, replicate number, heart rate, intervals QT, RR, PR, QRS and QTc 
(any corrected QT as points in your report, e.g., QTcB, QTcF, QTcI, etc., if 
there is a specifically calculated adjusting/slope factor, please also include the 
adjusting/slope factor for QTcI, QTcN, etc.), Lead, and ECG ID (link to 
waveform files if applicable) 

i. Data set whose QT/QTc values are the average of the above replicates at each 
nominal time point 

j. Narrative summaries and case report forms for any 
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i. Deaths 

ii. Serious adverse events 

iii. Episodes of ventricular tachycardia or fibrillation 

iv. Episodes of syncope 

v. Episodes of seizure 

vi. Adverse events resulting in the subject discontinuing from the study 

k. ECG waveforms to the ECG warehouse (www.ecgwarehouse.com). If you use 
Holter recording and select 10-second segments to measure, submit either the 
entire Holter recording or at least the entire analysis windows. 

l. A completed Highlights of Clinical Pharmacology Table 

Advancing in this field – and possibly reducing the burden of conducting QT studies – 
depends critically upon obtaining the most comprehensive understanding of existing 
data. Please consider making your data, at least placebo and positive control data, 
available for further research purposes; see, for examples, the Data Request Letter at 
www.cardiac-safety.org/library. 

 
 
Question 4: 
Does FDA agree  

FDA Response to Question 4:  
 
Yes, we agree. 
 
 

FDA ADDITIONAL COMMENTS 

Biostatistics 

1. The statistical methods and analysis populations to analyze the primary and secondary 
endpoints are not specified in both DN10023 and DN10024 protocols. We recommend 
you consider Cochran-Mantel-Haenszel (CMH) test stratified by randomization factors, 
when feasible, as the primary efficacy analysis. In addition, please provide a detailed 
definition for the intent-to-treat (ITT) population for your primary analysis and the per 
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protocol population for your sensitivity analysis. You should also conduct analyses 
based on a modified intent-to-treat population that requires patients to take a least one 
dose of study medication. We expect a uniform conclusion to be reached for different 
populations. 

2. Please provide your justification with literature support for the assumed Complete 
Response rates (0.5 and 0.6 in DN10023; 0.6 and 0.7 in DN10024) for treatment arms 
and anticipated dropout rates for your sample size calculations.  

3. For handling missing data, you should conduct several sensitivity analyses by imputing 
missing values with the best and worst cases. To assure that the conclusions will not be 
method dependent, sensitivity analyses should handle different types of missing data 
mechanisms. For example, you may consider multiple imputations which can deal with 
missing at random (MAR) data.  

4. You need to pre-specify “key” secondary endpoint(s) with an appropriate type 1 control 
strategy in the protocol and Statistical Analysis Plan (SAP) for positive findings to be 
described in the labeling. Note that the key secondary endpoint(s) need to be agreed 
upon by FDA before trial completion. 

5. Please submit both of your revised phase 3 protocols and the corresponding SAPs for 
FDA review prior to starting your trials. Note that key features of your statistical plan, 
including primary and secondary endpoints and analyses, type I error control, missing 
data handling strategy, etc., should be pre-specified in your protocol and not introduced 
after start of study. 

 

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 (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. 
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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/Guidances/U
CM360507.pdf.  In addition, you may contact the Division of Pediatric and Maternal Health at 
301-796-2200 or email pdit@fda.hhs.gov.  For further guidance on pediatric product 
development, please refer to: 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/ucm049867.ht
m. 

DATA STANDARDS FOR STUDIES 
 
CDER strongly encourages IND sponsors to consider the implementation and use of data 
standards for the submission of applications for investigational new drugs and product 
registration.  Such implementation should occur as early as possible in the product development 
lifecycle, so that data standards are accounted for in the design, conduct, and analysis of clinical 
and nonclinical studies.  CDER has produced a web page that provides specifications for 
sponsors regarding implementation and submission of clinical and nonclinical study data in a 
standardized format.  This web page will be updated regularly to reflect CDER's growing 
experience in order to meet the needs of its reviewers.  The web page may be found at: 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Electr
onicSubmissions/ucm248635.htm  
 
LABORATORY TEST UNITS FOR CLINICAL TRIALS 
CDER strongly encourages IND sponsors to identify the laboratory test units that will be 
reported in clinical trials that support applications for investigational new drugs and product 
registration.  Although Système International (SI) units may be the standard reporting 
mechanism globally, dual reporting of a reasonable subset of laboratory tests in U.S. 
conventional units and SI units might be necessary to minimize conversion needs during review.  
Identification of units to be used for laboratory tests in clinical trials and solicitation of input 
from the review divisions should occur as early as possible in the development process.  For 
more information, please see CDER/CBER Position on Use of SI Units for Lab Tests 
(http://www.fda.gov/ForIndustry/DataStandards/StudyDataStandards/ucm372553.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 
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Industry Assessment of Abuse Potential of Drugs, available at: 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM198650.pdf. 
 

505(b)(2) REGULATORY PATHWAY 
  
The Division recommends that sponsors considering the submission of an application through 
the 505(b)(2) pathway consult the Agency’s regulations at 21 CFR 314.54, and the draft 
guidance for industry Applications Covered by Section 505(b)(2) (October 1999), available at 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm.  
In addition, FDA has explained the background and applicability of section 505(b)(2) in its 
October 14, 2003, response to a number of citizen petitions that had challenged the Agency’s 
interpretation of this statutory provision (see Docket FDA-2003-P-0274-0015, available at 
http://www.regulations.gov). 
 
If you intend to submit a 505(b)(2) application that relies for approval, in part, on FDA’s finding 
of safety and/or effectiveness for one or more listed drugs, you must establish that such reliance 
is scientifically appropriate, and must submit data necessary to support any aspects of the 
proposed drug product that represent modifications to the listed drug(s).  You should establish a 
“bridge” (e.g., via comparative bioavailability data) between your proposed drug product and 
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 
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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.  
 

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 
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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  

 
3. Please include the following information in a tabular format in the NDA for each of the 

completed pivotal clinical trials: 
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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) 
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f. By subject listing, of AEs, SAEs, deaths and dates 

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

h. By subject listing of the primary and secondary endpoint efficacy parameters or 
events.  For derived or calculated endpoints, provide the raw data listings used to 
generate the derived/calculated endpoint. 

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

j. By subject listing, of testing (e.g., laboratory, ECG) performed for safety monitoring 

 
2. We request that one PDF file be created for each pivotal Phase 2 and Phase 3 study using 

the following format: 

 
 
 
 
 

III. Request for Site Level Dataset: 
 
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 
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Submissions in Electronic Format – Summary Level Clinical Site Data for CDER’s Inspection 
Planning” (available at the following link 
http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequire
ments/UCM332468.pdf ) for the structure and format of this data set.   
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Attachment 1 

Technical Instructions:   
Submitting Bioresearch Monitoring (BIMO) Clinical Data in eCTD Format 

 
 

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

 
DSI Pre-

NDA 
Request 

Item1 

STF File Tag Used For Allowable 
File 

Formats 

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

 
Sample annotated case 
report form, by study 

.pdf 

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

.pdf 

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

.xpt 

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

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

 

 
 

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

 

                                                           
1 Please see the OSI Pre-NDA/BLA Request document for a full description of requested data files 
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References: 
 
eCTD Backbone Specification for Study Tagging Files v. 2.6.1 
(http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequire
ments/ElectronicSubmissions/UCM163560.pdf) 
 
FDA eCTD web page 
(http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Elect
ronicSubmissions/ucm153574.htm) 
 
For general help with eCTD submissions:  ESUB@fda.hhs.gov 

 
 
 
  
3.0 ATTACHMENTS AND HANDOUTS 
No handouts/slides were used during the discussion at the meeting.  
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