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MEETING MINUTES

Albireo AB 
c/o Albireo Pharma, Inc.
ATTN: Martha J. Carter 
Chief Regulatory Officer
10 Post Office Square
Suite 1000
Boston, MA 02109

Dear Ms. Carter:1

Please refer to your Investigational New Drug Application (IND) submitted under section 
505(i) of the Federal Food, Drug, and Cosmetic Act for odevixibat (A4250).

We also refer to the telecon between representatives of your firm and the FDA on 
October 19, 2020. The purpose of the meeting was to obtain the Agency’s guidance, 
feedback and agreement on the filing of an NDA for odevixibat if the pivotal phase 3 
study in progressive familial intrahepatic cholestasis (PFIC) is successful.

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 301-796-4075.

Sincerely,

{See appended electronic signature page}

Evangela Covert, BS
Senior Regulatory Health Project Manager
Hepatology and Nutrition
Division of Regulatory Operations for Immunology 
and Inflammation
Office of Regulatory Operations
Center for Drug Evaluation and Research

1  We update guidances periodically. For the most recent version of a guidance, check the FDA Guidance 
Documents Database https://www.fda.gov/RegulatoryInformation/Guidances/default.htm.
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MEMORANDUM OF MEETING MINUTES

Meeting Type: B 
Meeting Category: Pre-NDA

Meeting Date and Time: October 19, 2020; 3:00PM – 4:30PM (Eastern Standard 
Time)

Phone Arrangements: +1-877-465-7975; Access code: 199 622 3334 

Application Number: 130591
Product Name: odevixibat (A4250)

Indication: Treatment of pruritus in patients with progressive familial 
intrahepatic cholestasis (PFIC)

Sponsor Name: Albireo AB c/o Albireo Pharma, Inc.

Regulatory Pathway: 505(b)(1)

Meeting Chair: Dr. Frank Anania
Meeting Recorder: Evangela Covert

FDA ATTENDEES

Joseph Toerner, MD, MPH, (Acting) Division Director, Division of Hepatology and 
Nutrition (DHN)
Frank Anania, MD, (Acting) Deputy Director and Clinical Team Leader, DHN
Judith Racoosin, MD, MPH, Deputy Director for Safety, DHN
Elizabeth Shang, PharmD, PhD, (Acting) Associate Director for Labeling, DHN 
Ruby Mehta, MD, Medical Officer, DHN
Insook Kim, PhD, Team Leader, Division of Inflammation and Immune Pharmacology 
(DIIP)
Dilara Jappar, PhD, Clinical Pharmacology Reviewer, DIIP
George Kordzakhia, PhD, Statistical Team Leader, Division of Biometrics III (DBIII)
Rebecca Hager, PhD, Statistical Reviewer, DBIII
LCDR Oumou Barry, MHA, MT(ASCP), COR II, Senior Regulatory Business Process 
Manager, Office of Product Quality (OPQ)
Y. Veronica Pei, MD, MEd, MPH, (Acting) Associate Director for Biomedical Informatics 
for DG and DHN, Division of Biomedical Informatics, Research, and Biomarker 
Development (BIRBD)
Ayanna Augustus Bryant, PhD, RAC, (Acting) Chief Project Management Staff, Division 
of Regulatory Operations for Immunology and Inflammation (DRO)
Evangela Covert, BS, Senior Regulatory Health Project Manager, DRO

Reference ID: 4692360



IND 130591
Page 2

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov

Kirti Patel, RN, Regulatory Project Manager, DRO

SPONSOR ATTENDEES

Martha J. Carter, Chief Regulatory Officer
Patrick Horn MD, PhD, Chief Medical Officer
Lise Kjems MD, PhD, Vice President, Head of Clinical Development
Carrie Thompson, RN, MSN, Senior Director, Pharmacovigilance
Qifeng Yu, PhD, Vice President, Biometrics
Matthew R. Boyd, Vice President, Regulatory Affairs
Bhavdeep Shah, PhD, Director, Regulatory Affairs, CMC
Åsa Karlsson, PhD, Senior Director, Regulatory Affairs
Stephen Sullivan, Associate Director, Regulatory Operations
Natasha Boustani, Manager, Regulatory Affairs

1.0 BACKGROUND

Odevixibat is a small molecule that is a selective inhibitor of the ileal bile acid 
transporter (IBAT), alternatively known as the apical sodium-dependent
bile acid transporter (ASBT).

Albireo AB is developing odevixibat for the treatment of pruritus in patients with 
progressive familial intrahepatic cholestasis (PFIC) and has conducted one phase 3 trial 
(A4250-005) to be used in support of an NDA submission. The goal of this meeting is to 
obtain the Agency’s feedback on the Albireo AB’s plans for the NDA submission.

FDA sent Preliminary Comments to Albireo AB on October 9, 2020.  Albireo AB 
submitted responses on October 14, 2020.

2.0 DISCUSSION

Questions from Albireo AB are in plain text. Responses from the FDA are in bold text. 
Meeting Discussions for Question 1a and for the Additional Comments are in bold 
italics.  Otherwise, Albireo AB (the Sponsor) concurred with the written responses from 
FDA.

2.1. Clinical

Question 1a: Does the Agency agree that there are adequate data on odevixibat to 
support an indication “for the treatment of pruritus in patients with PFIC”?

FDA Response to Question 1a: 

Reference ID: 4692360
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Your planned NDA submission package appears reasonable to support the 
review of odevixibat for the treatment of pruritus in patients with PFIC; 
however, whether the application is fileable will be determined by the Agency 
after the submission of your complete application.

After reviewing the top-line results we have identified several issues for you to 
address in the NDA:

 We acknowledge that PFIC is a rare disease; however, the sufficiency of 
the safety database will be reviewed in the context of the efficacy findings 
for the benefit-risk assessment.

 Five patients from the placebo arm, four patients from the 40 µg/kg arm, 
and two patients from the 120 µg/kg arm were enrolled in the open-label 
extension study, before completing the 24-weeks double blind (DB), 
placebo-controlled (PC) trial. As this is a rare disease and few patients 
were enrolled in Trial A4250-005 (N=62), the safety evaluation is further 
limited by a relatively high discontinuation rate in the DB portion of the 
trial. In the NDA submission, specify the times at which each patient rolled 
over to the long-term extension trial and provide a reason for their early 
rollover. To account for differential follow-up times in Study A4250-005, 
provide exposure-adjusted incidence rates for safety outcomes as 
described in the Advice Letter dated August 12, 2020.

The patients who were rolled over from the DB, PC trial (A4250-005) to the 
open label extension (OLE: trial A4250-008) prematurely (i.e., before 
finishing the 24- week duration of the DB, PC trial) should be analyzed for 
safety only up to the time-point when they were enrolled in the DB, PC 
portion of the trial. After these patients prematurely discontinued from the 
DB, PC portion of the trial, their safety data should be analyzed as a part of 
the OLE trial. 

 
 In trial A4250-005 the median age range of enrolled patients was 3.2 years; 

with 47 (76%) subjects between 6 months and 5 years of age; 12 (19%) 
between 6 and 12 years of age and 3 (5%) between 13 and 18 years of age. 
The data in adolescents appear limited and will be reviewed in the NDA. 

 Only eight out of 62 patients were enrolled from the US, and the remaining 
subjects were enrolled in Europe or the rest of the world. Because you are 
relying on data obtained mostly in subjects enrolled outside of the US, you 
should provide a rationale for the applicability of the trial to the US 
population. 

 Clarify what dose(s) levels for each pediatric age subgroup that you intend 
to seek approval and provide a dose rationale.  
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Meeting Discussion:

The Sponsor acknowledged that the doses (40 mcg/kg/day and 120 mg/kg/day) 
for approval will be a review issue. 

Question 1b: Does the Agency agree that there are adequate data on odevixibat to 
support an indication “for the treatment of PFIC”?

FDA Response to Question 1b:
  
No, we do not agree that there are adequate data to support an indication “for 
the treatment of PFIC”. The following are additional concerns regarding your 
proposal  to support an indication 
“for the treatment of PFIC”.

Reference ID: 4692360
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Question 1c: Does the Agency agree that the proposed submission package is 
sufficient to support the registration of odevixibat?

FDA Response to Question 1c:
  
See Responses to Questions 1a and 1b.

For your clinical studies, include in the NDA submission of all components 
supporting the study reports, such as protocols and amendments (with dates), 
statistical assessment plans (SAPs), generated treatment assignment lists, the 
actual treatment allocations (along with the date of randomization), and 
annotated case report forms (CRFs).

Question 2: Does the Agency agree with the Sponsor’s plan to provide the 
proposed data and documents from phase 2 and 3 clinical studies for the purpose of 
Bioresearch Monitoring (BIMO) inspections?

FDA Response to Question 2:

For the BIMO submission, include the proposed data and documents for all 
major trials used to support safety and efficacy claims in the application.  

Reference ID: 4692360
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Please refer to the draft guidance for industry Standardized Format for 
Electronic Submission of NDA and BLA Content for the Planning of 
Bioresearch Monitoring (BIMO) Inspections for CDER Submissions and the 
associated Bioresearch Monitoring Technical Conformance Guide containing 
technical specifications, available at

https://www.fda.gov/media/85056/download

https://www.fda.gov/media/85061/download

Question 3: Does the Agency agree with the proposed 90- or 120-Day safety 
update package and the timing associated with the proposed data cut dates 
provided by the Sponsor?

FDA Response to Question 3:
 
Submit a 120-day safety update package. 

Question 4: Does the Agency agree that the NDA for odevixibat is eligible for 
priority review?

FDA Response to Question 4:

It is premature for us to answer this question. The priority review 
determination will be made after the NDA is submitted to the FDA. 

Question 5: Does the Agency agree with the Sponsor’s proposal to provide clinical 
laboratory values in both system international (SI) and United States (US) 
conventional units in separate study data tabulation model (SDTM) and analysis 
data model (ADaM) datasets as there will be two SDTM datasets and two ADaM 
datasets to store each of the unit types?  

FDA Response to Question 5:

Yes, we agree with your plan to submit clinical laboratory values in both SI 
and US conventional units.  However, we do not agree with your proposed 
names for standardized lab datasets.  We recommend you name the dataset 
with US conventional units using standardized names (e.g., ADLB) and the 
dataset with SI units by adding “SI” to the file name (e.g., ADLBSI).  

Question 6: Does the Agency agree with the Sponsor’s proposal to submit 
standardized study data for Studies A4250-001, A4250-004, A4250-013, A4250-007, 
A4250-003, A4250-005, A4250-008, Integrated Summary of Efficacy (ISE), and the 
Integrated Summary of Safety (ISS) using standards, formats, and terminologies 
described in the FDA Data Standards Catalog?
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FDA Response to Question 6:

Yes, we agree with ISE and ISS standards, format and terminologies. 

2.2. Chemistry, Manufacturing & Control

Question 7: Does the Agency agree with a single set of 3.2P documents to describe 
both capsule preparations (oral and sprinkle)?

FDA Response to Question 7:
 
Yes, we agree with your proposal. 

Question 8: Will the Agency allow submission of food compatibility studies during 
review without clock reset if the data are not available within 30 days of NDA 
submission?

FDA Response to Question 8:

We strongly recommend that your NDA is complete at the time of the 
submission. However, it will be acceptable if you commit to submit the results 
of the soft-food compatibility within 90 days of your NDA submission.

Additional CMC Comments:

For preparation of the CMC sections in your NDA refer to the relevant CDER 
pharmaceutical quality, CMC guidances, ICH quality guidelines and the USP 
chapter:

 https://www.fda.gov/drugs/pharmaceutical-quality-resources/guidances-
and-manuals-pharmaceutical-quality

 https://www.fda.gov/drugs/guidance-compliance-regulatory-
information/guidances-drugs

 https://www.ich.org/page/quality-guidelines

 USP <2> Oral Drug Products – Product Quality Tests
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Additional Comments:

1. We note that the Office of Orphan Products Development granted a rare 
pediatric disease designation to odevixibat for the treatment of progressive 
familial intrahepatic cholestasis (PFIC). We note that this is the first step for 
eligibility for the rare pediatric disease priority review voucher program.  
Clarify your intent regarding a request for this voucher program as it 
pertains to your plans for this NDA submission.

Meeting Discussion:

The Sponsor asked whether additional information should be provided in the 
NDA.  The Agency responded that justification and information should be 
provided in the NDA that the data in the NDA meets the rare pediatric disease 
(RPD) designation voucher requirements. The Agency informed the Sponsor 
to substantiate the rationale for RPD designation with clinical trial data.

2. We do not agree with  
 

a. Refer to the Advice Letters dated April 28, 2020, and June 1, 2020 for 
the definition of diarrhea.  Adverse events of special interest (AESI) 
for diarrhea should be assessed using the following definitions. i.e., 
subjects who met any one of the following five criteria:

i. Diarrhea, defined as ≥3 bowel movements/day 

ii. Persistence of diarrhea for ≥3 days 

iii. Blood in stool

iv. Required intravenous hydration due to diarrhea, or has 
symptoms of volume depletion 

v. Fever >100.4 F with diarrhea

b. It is not possible to differentiate drug-induced FSV deficiency versus 
disease-mediated FSV deficiency. Hence you should compare FSV 
deficiency in the respective treatment arms to the placebo treatment 
arm. Such comparisons, along with a prior medical history of FSV 
deficiency will be the only way to assess this AE. 

Reference ID: 4692360

(b) (4)



IND 130591
Page 9

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov

Please identify all patients who developed FSV deficiency during the 
clinical trial and grade the FSV deficiency by severity and then 
compare with placebo. Provide details of how these children were 
supplemented with FSV (oral versus intravenous FSV as well as 
dosages of FSV).  

Provide information on concomitant drugs and duration (start date 
and end date) of exposure with concomitant drugs. 

3. For all of the PK/PD studies that you plan to include in the NDA 
submission, please provide datasets containing individual plasma 
concentrations and PD data as well as datasets for individual PK and PD 
parameters along with its corresponding define files.  In addition, the 
dataset for PK parameters should also include subject ID, treatment, 
period, and sequence in different columns.  

4. In your NDA submission, please submit a tabulated list of all formulations if 
different from the to-be-marketed formulation that were used in each of the 
submitted clinical studies with the corresponding study number. If the to-
be-marketed (TBM) formulation is different from the formulation that was 
used in the studies that support the clinical safety and efficacy, then you 
should bridge these formulations. 

5. In your NDA submission, we request that you provide the summary of in 
vitro drug-drug interaction (DDI) study results by enzyme and transporter 
and the assessment of in vivo DDI potential in a tabulated format. We 
recommend that you assess the in vivo DDI potential based on the results 
of in vitro studies and the systemic exposure at the highest dose in 
patients.  Whether additional in vivo DDI studies would be warranted 
should be determined based on the assessment.  

6. We recommend that you submit all PK and PD bioanalytical method 
validation reports and bioanalytical study reports for PK and PD 
assessments used in clinical studies. In addition, we recommend that you 
submit tables summarizing the bioanalytical methods and the life-cycle 
information using the templates available in the ‘Bioanalytical Methods 
Templates’ Technical Specifications Document (https://go.usa.gov/xVsdJ ) 
and submit the tables in the Appendix of the Summary of 
Biopharmaceutics located in eCTD 2.7.1.

In your responses to the FDA WRO comments dated February 26, 2020 you 
stated that out of 58 patients enrolled in the pediatric PFIC trial, 39 patients 
have Child Pugh- (CP)- A cirrhosis and 19 patients have CP-B cirrhosis. In 
the phase 2 trial, 9 patients with CP-A cirrhosis while 1 patient had CP-B 
cirrhosis. Please address the following questions:
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a. How was cirrhosis detected?
b. What criteria (i.e., ascites, low albumin, INR, elevated bilirubin, 

hepatic encephalopathy) were used for classifying the patient 
in the Child Pugh B category?

Propose how you plan to dose odevixibat in patients with hepatic 
impairment including severe HI (CPC) along with your rationale for your 
proposal. 

Meeting Discussion:

In general, Child-Pugh (CP) classification is not used in the pediatric 
population.  Moreover, cirrhosis in PFIC patients was not diagnosed with use 
of biochemical, imaging, or other modalities (e.g., liver biopsy) to be certain 
patients had cirrhosis at baseline. The presence of cirrhosis serves as the 
basis for CP classification in adults. In the PFIC population total bilirubin, 
albumin, and INR can be abnormal due to various factors such as vitamin K 
deficiency, underlying cholestatic disease, fat (and fat-soluble vitamin) 
malabsorption as a consequence of functional bile acid deficiency in the gut 
lumen.  

The Agency proposed that the Sponsor review the natural history data sets to 
identify those patients who had undergone liver transplantation. In patients 
who receive liver replacement, the explanted liver histology would be 
documented in the patients’ chart. These histological findings could be 
compiled to understand whether most the patients had cirrhosis or not. 
Although, this may not be entirely reflective of the true prevalence of cirrhosis 
in the PFIC population, it would still be helpful to identify the number of 
patients who develop cirrhosis. As discussed, the “NCI-hepatic dysfunction” 
classification system would have the same limitations as CP classification.

7. Regarding the calculation of the primary endpoint, the meeting package 
states, “if the last pruritus assessment for a patient who completed 
treatment (i.e. completes the Week 24 assessment) was reported prior to 
Day 168, then the denominator used for analysis was the last reported day 
× 2 and was determined for ObsRO and PRO instruments separately.” This 
newly proposed strategy appears to be an attempt to address two issues: 
(1) missing pruritus assessments at the end of the treatment period and (2) 
patients who completed the Week 24 visit prior to Day 168. We do not agree 
with this strategy to handle missing pruritus assessment data, and you 
should utilize the methodology for handling missing assessments that was 
pre-specified in the SAP. 

A more appropriate strategy to address (2) would be to use 2 x the day of 
the Week 24 visit for the denominator, which would also address patients 
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who may have had the Week 24 visit after Day 168. Submit the day of the 
Week 24 visit in the NDA submission (i.e., in datasets) for each patient and 
an explanation of any major discrepancies from the Week 24 visit window. 

Meeting Discussion:

The Agency agreed with the Sponsor's proposal to use the cutoff of Day 168 
for those patients with Week 24 visit after Day 168 based on the pre-specified 
analysis plan and to provide the day of Week 24 visit in the dataset in the NDA 
submission. The Agency inquired about which denominator would be used in 
the NDA submission for patients with a Week 24 visit before Day 168. The 
sponsor stated that 2x the last reported day would be used as the primary 
analysis and 2x the day of the Week 24 visit would be provided for the 
sensitivity analysis. The Agency stated that any differences would be a review 
issue, but that it was acceptable to submit both analyses.

Post Meeting Comment

The Agency reiterates that it prefers using 2 x day of Week 24 visit for the 
denominator for patients with visits prior to Day 168, as the analysis based on 
last day reported relies on missing at random assumption. However, if the last 
report is on a day within the pre-specified Week 24 visit window (i.e., ±3 days 
of Day 169), then it is acceptable to use 2 x last reported day as the 
denominator. 

8. Our understanding from the pre-specified analysis plan is that the 11 
patients who rolled over to the long-term extension trial prior to completion 
of 24 weeks of treatment due to intolerable symptoms would have pruritus 
assessments after the time of rollover counted as non-response. Clarify if 
this is incorrect. Clarify how these patients are treated in the primary 
analyses of other endpoints (e.g., serum bile acid).

Additional Data and Analyses Comments:

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

10.Submit a dataset that contains all subjects that were unblinded. The 
dataset should include the unique subject ID, the treatment received, who 
requested unblinding, date of unblinding, and the reason for unblinding. 
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11.You should plan to evaluate adverse events based on logical groupings of 
preferred terms using standard MedDRA queries or other appropriate 
means.  Include in your submission the procedures and rationale used for 
grouping of preferred terms. Given the large number of relative MedDRA 
PTs, FDA recognized that the list of proposed PTs and findings in the 
sponsor’s submission is not meant to be exhaustive.  The intent of 
grouping PTs for safety analyses is to avoid splitting of PTs to ensure that 
adverse events are adequately captured (e.g., PTs such as ABDOMINAL 
PAIN LOWER, ABDOMINAL PAIN UPPER, ABDOMINAL PAIN should be 
grouped in the assessment for abdominal pain).    

12.Submit a dataset that contains a list of all subjects for whom you submitted 
a CRF, narrative, or adjudication package(s). The dataset should contain 
four variables with an indicator for whether each item was submitted.  

13.We have the following additional comments that pertain to narrative format 
and content:  

a. The subject’s unique identifier should be used as the title of the 
document and the file name.  These names are used to assist 
reviewers in finding the case report form (CRF) for an individual.

b. Narrative summaries should provide a complete synthesis of 
available relevant clinical data and an informed discussion of the 
case. This summary should include, but not limited to, the patient’s 
medical history, medical/surgical management of the event, the 
outcome, study treatment and enrollment disposition, and the 
event’s potential relationship to the investigatory treatment.   

c. Narratives should be comprehensive enough for the reader to be 
able to reach a reasonable conclusion regarding the subject and the 
adverse event.

d. For subjects who had more than one related event requiring a 
narrative (whether in the same trial or in the core study and an 
extension), present a single narrative rather than separate narratives 
for the various events.  Unrelated events that are separated in time 
may be submitted as separate narratives.

3.0 DISCUSSION OF THE CONTENT OF A COMPLETE APPLICATION

 The content of a complete application was not discussed. The Agency 
provided details of application content in the Additional Data and Analyses 
Comments above.

Reference ID: 4692360



IND 130591
Page 13

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov

 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.

4.0 PREA REQUIREMENTS

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

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

5.0 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 
Information2 and Pregnancy and Lactation Labeling Final Rule3 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 

2 https://www.fda.gov/drugs/laws-acts-and-rules/plr-requirements-prescribing-information
3 https://www.fda.gov/drugs/labeling/pregnancy-and-lactation-labeling-drugs-final-rule
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 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.

Pursuant to the PLLR, you should include the following information with your application 
to support the changes in the Pregnancy, Lactation, and Females and Males of 
Reproductive Potential subsections of labeling. The application should include a review 
and summary of the available published literature regarding the drug’s use in pregnant 
and lactating women and the effects of the drug on male and female fertility (include 
search parameters and a copy of each reference publication), a cumulative review and 
summary of relevant cases reported in your pharmacovigilance database (from the time 
of product development to present), a summary of drug utilization rates amongst 
females of reproductive potential (e.g., aged 15 to 44 years) calculated cumulatively 
since initial approval, and an interim report of an ongoing pregnancy registry or a final 
report on a closed pregnancy registry. If you believe the information is not applicable, 
provide justification. Otherwise, this information 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. 

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

6.0 DISCUSSION OF SAFETY ANALYSIS STRATEGY FOR THE ISS 

After initiation of all trials planned for the phase 3 program, you should consider 
requesting a Type C meeting to gain agreement on the safety analysis strategy for the 
Integrated Summary of Safety (ISS) and related data requirements. Topics of 
discussion at this meeting would include pooling strategy (i.e., specific studies to be 
pooled and analytic methodology intended to manage between-study design 
differences, if applicable), specific queries including use of specific standardized 
MedDRA queries (SMQs), and other important analyses intended to support safety. The 
meeting should be held after you have drafted an analytic plan for the ISS, and prior to 
programming work for pooled or other safety analyses planned for inclusion in the ISS. 
This meeting, if held, would precede the Pre-NDA meeting. Note that this meeting is 
optional; the issues can instead be addressed at the pre-NDA meeting.

To optimize the output of this meeting, submit the following documents for review as 
part of the briefing package:

 Description of all trials to be included in the ISS. Please provide a tabular listing 
of clinical trials including appropriate details.

 ISS statistical analysis plan, including proposed pooling strategy, rationale for 
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inclusion or exclusion of trials from the pooled population(s), and planned 
analytic strategies to manage differences in trial designs (e.g., in length, 
randomization ratio imbalances, study populations, etc.). 

 For a phase 3 program that includes trial(s) with multiple periods (e.g., double-
blind randomized period, long-term extension period, etc.), submit planned 
criteria for analyses across the program for determination of start / end of trial 
period (i.e., method of assignment of study events to a specific study period).  

 Prioritized list of previously observed and anticipated safety issues to be 
evaluated, and planned analytic strategy including any SMQs, modifications to 
specific SMQs, or sponsor-created groupings of Preferred Terms. A rationale 
supporting any proposed modifications to an SMQ or sponsor-created groupings 
should be provided. 

When requesting this meeting, clearly mark your submission “DISCUSS SAFETY 
ANALYSIS STRATEGY FOR THE ISS” in large font, bolded type at the beginning of 
the cover letter for the Type C meeting request.

7.0 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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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)

To facilitate our facility assessment and inspectional process for your marketing 
application, we refer you to the instructional supplement for filling out Form FDA 356h4 
and the guidance for industry, Identification of Manufacturing Establishments in 
Applications Submitted to CBER and CDER Questions and Answers5. Submit all related 
manufacturing and testing facilities in eCTD Module 3, including those proposed for 
commercial production and those used for product and manufacturing process 
development.

8.0 OFFICE OF SCIENTIFIC INVESTIGATIONS (OSI) REQUESTS 

The Office of Scientific Investigations (OSI) requests that the items described in the 
draft guidance for industry, Standardized Format for Electronic Submission of NDA and 
BLA Content for the Planning of Bioresearch Monitoring (BIMO) Inspections for CDER 
Submissions, and the associated conformance guide, Bioresearch Monitoring Technical 
Conformance Guide Containing Technical Specifications, 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 ORA 
investigators who conduct those inspections. 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 

4 https://www.fda.gov/media/84223/download
5 https://www.fda.gov/regulatory-information/search-fda-guidance-documents/identification-
manufacturing-establishments-applications-submitted-cber-and-cder-questions-and
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information. 

Please refer to the draft guidance for industry Standardized Format for Electronic 
Submission of NDA and BLA Content for the Planning of Bioresearch Monitoring 
(BIMO) Inspections for CDER Submissions (February 2018) and the associated 
Bioresearch Monitoring Technical Conformance Guide Containing Technical 
Specifications.6

9.0 ISSUES REQUIRING FURTHER DISCUSSION

None.

10.0 ACTION ITEMS

Action Item/Description Owner Due Date
NDA submission Sponsor November 24, 2020

11.0 ATTACHMENTS AND HANDOUTS

None.

6 https://www.fda.gov/media/85061/download

Reference ID: 4692360



--------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically. Following this are manifestations of any and all
electronic signatures for this electronic record.
--------------------------------------------------------------------------------------------
/s/
------------------------------------------------------------

KIRTI D PATEL
10/26/2020 04:00:37 PM

Signature Page 1 of 1

Reference ID: 4692360




