
CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 

APPLICATION NUMBER: 
 

761156Orig1s000 
 
 

ADMINISTRATIVE and CORRESPONDENCE  
DOCUMENTS 



DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

IND 116327
MEETING MINUTES

Novo Nordisk, Inc.
Attention: Claire M. Sampson, Ph.D.
Director, Regulatory Affairs
P.O. Box 846 
Plainsboro, NJ 08536

Dear Dr. Sampson:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for NNC0195-0092 for injection. 

We also refer to the meeting between representatives of your firm and the FDA on 
April 25, 2019.  The purpose of the meeting was to discuss the submission of a Biologic License 
Application (BLA) for treatment of Adult Growth Hormone Deficiency (AGHD), in September 
2019.  

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

If you have any questions, call Linda Galgay, Regulatory Project Manager, at (301) 796-5383.

Sincerely,

{See appended electronic signature page}

William Chong, M.D.
Deputy Director (Acting)
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II

                                    Center for Drug Evaluation and Research

Enclosure:
Meeting Minutes

Reference ID: 4437039



FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

MEMORANDUM OF MEETING MINUTES
Meeting Type: B
Meeting Category: Pre-BLA

Meeting Date:                      April 25, 2019
Time:                      11:00 AM ET – 12:00 PM ET
Meeting Location:             10903 New Hampshire Avenue

                     White Oak Building 22, Conference Room: 1309
                     Silver Spring, Maryland 20903

Application Number: IND 116327
Product Name: NNC0195-0092 for injection
Indication:                         Replacement of endogenous GH in adults with growth hormone
                                                   deficiency (AGHD)
Sponsor:                         Novo Nordisk, Inc.
Regulatory Pathway:            351(a) of the Public Health Service Act

Meeting Chair: William Chong, MD
Meeting Recorder: Linda Galgay, RN, MSN

FDA ATTENDEES
William Chong, MD                 Acting Deputy Division Director
Marina Zemskova, MD    Clinical Team Leader
Shannon Sullivan, MD   Clinical Team Leader
Dolly Misra, MD   Clinical Reviewer
Kiya Hamilton, PhD   Clinical Statistical Team Leader
Susie Sinks, PhD                       Clinical Statistical Reviewer
Jaya Vaidyanathan, PhD           Clinical Pharmacology Team Leader
Tao Liu, PhD                             Clinical Pharmacology Reviewer
Xianghong (Emily) Jing            Chief, Division of Biotechnology Review and Research II
Yetao Jin, PhD                          Quality Team Leader
Xiaoshi Wang, PhD                   Quality Reviewer
Virginia Carroll, PhD                Quality (Microbiology) Reviewer
Nathan Shiu, JD, MPH              Regulatory Counsel, Therapeutic Biologics and Biosimilar Staff
Elizabeth Everhart, PhD            Senior Risk Management Analyst, Division of Risk Management
Rong Guo, PhD                         Device Reviewer, Office of Combination Products
Julie Van der Waag, MPH        Chief, Regulatory Project Management Staff
Linda Galgay, RN, MSN           Senior Regulatory Project Manager
Sejal Kiani, MS                          Regulatory Project Manager

Reference ID: 4437039



IND 116327
Page 2

NOVO NORDISK ATTENDEES
Maria Jose Arce Tomas             Corporate Vice President, Global Regulatory Affairs Biopharm
Knud Vad                                  Project Vice President, Biopharm, Global Development
Michael Højby                             International Medical Vice President, Medical and Science,
                                                     Global Development
Bo Grønlund                               Safety Surveillance Principal Specialist, Safety Surveillance
                                                      Biopharm
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Lene Kragelund                          Senior Project Manager, Biopharm Project Office
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                                                      Glucagon, Regulatory Affairs Biopharm
Susanne Berg Nielsen                 Regulatory Affairs CMC Specialist, Regulatory Affairs
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1.0 BACKGROUND

The drug product NNC0195-0092, also known as somapacitan, is a long-acting 
recombinant hGH derivative currently in development by Novo Nordisk for the 
treatment of Adult Growth Hormone Deficiency (AGHD),  

 

The clinical development program in adult patients with AGHD has been completed and 
Novo Nordisk intends to submit a Biologics License Application (BLA) for the AGHD 
indication in September 2019.  

The completed clinical development program in AGHD is comprised of 8 clinical trials 
consisting of 1 confirmatory Phase 3 trial, 2 supportive Phase 3 trials and 5 clinical 
pharmacology trials that include the first human dose study. A total of 359 AGHD 
patients (333 in Phase 3 and 26 in Phase 1) were exposed to somapacitan. Up to 
86-weeks of exposure to somapacitan has been evaluated in AGHD patients in trial 
4054.

The purpose of the pre-BLA meeting was to discuss the content of the BLA and to help 
identify any concerns that could hinder the review process. The objectives of the meeting 
were to obtain FDA agreement on the following topics:

 Submission strategy for the 10 mg/1.5 mL somapacitan drug product 
strengths

 Overall adequacy of the clinical program to support an indication for AGHD
 Planned approach for presentation of efficacy data
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 Planned approach for pooling of safety data and presentation of CRFs
 BLA content/format including CDISC compliance aspects

FDA sent Preliminary Comments to the sponsor on April 19, 2019.

Note: Novo Nordisk referred to its product as somapacitan; however proper names are not 
determined until approval. Because the name was used throughout the briefing package, 
the name somapacitan is used in this document solely for convenience.

2.0 DISCUSSION

2.1    CHEMISTRY, MANUFACTURING AND CONTROL (CMC)

Question 1:  Filing strategy for 10 mg/1.5 mL strengths
Does the Agency have any comments to the proposed filing strategy for the 10 mg/1.5 mL  

 strengths?

FDA Response to Question 1: 
Generally, we agree with the proposed strategy for submission of the 10 mg/1.5 mL 
strength in the original BLA submission.  

 Data adequacy will be determined in the BLA 
 review.

Additional Comments: 
1. AIE main peak is the most abundant peak of the AIE-HPLC chromatogram as shown 

in the characterization studies. In addition to the proposed parameters for AIE-HPLC, 
include the main peak percentage by AIE-HPLC in both drug substance and drug 
product release and stability specifications for PPQ and proposed specifications for 
BLA submission. 

2. According the characterization studies,  is expected to increase 
significantly during the storage of somapacitan drug product. In addition to the control 

 in the proposed drug product release specification, assess the 
stability indicating quality attributes for somapacitan and include  
in the drug product stability specification as appropriate.  

3. No specific bioactivity test is included in the drug product specification for PPQ and 
proposed specification for the BLA submission. Per 21 CFR 610.10, tests for potency 
shall consist of either in vitro or in vivo tests, or both. Include potency assay(s) in the 
drug product release and stability specifications. 
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Discussion regarding Question 1: 
Slides were presented demonstrating that somapacitan product development included  

 and that the process justification for the 
10 mg/1.5 mL strength also included data from  strengths. 
However, the proposed original BLA submission is solely to seek approval of the 10 mg/1.5 mL 
strength. Therefore, the Agency clarified that sufficient stand-alone quality information and 
data must be provided to support the approvability of the 10 mg/1.5 mL strength in the original 
BLA submission.  

The Agency’s additional comments regarding Question 1 were acknowledged and the sponsor 
stated that these comments will be addressed in the proposed original BLA submission. 

2.2    CLINICAL
Question 2: Clinical program to support the AGHD indication
Given that the FDA find that the data are supportive, does the Agency agree that the 
completed somapacitan clinical development program in AGHD is sufficient to support 
the proposed therapeutic indication for somapacitan; replacement of endogenous GH in 
adults with growth hormone deficiency?

FDA Response to Question 2: 
This question is premature.  While the completed clinical trials appear to provide an 
adequate amount of data to review, whether the data from the completed clinical 
development program will be sufficient to support approval of the proposed indication will 
be a review issue.

Discussion regarding Question 2: There was no discussion regarding Question 2.

Question 3: Summary of clinical efficacy and integrated summary of efficacy
Does the Agency agree with the proposed approach for the efficacy summaries (SCE and 
ISE)?

FDA Response to Question 3: 
Your proposed approach for the SCE and ISE appears generally reasonable. 

Additional Comments: 
From a technical standpoint it is accepted to include the text portion of ISE/ISS under 
sections 2.7.3 and 2.7.4 respectively. But according to FDA guidelines, Module 5, 
specifically section 5.3.5.3, is the appropriate eCTD section for analyses containing large 
appendices of tables, figures, and datasets typically found in an ISE and ISS.  Refer to 
Guidance for Industry: Integrated Summaries of Effectiveness and Safety: Location Within 
the Common Technical Document, available at 
https://www.fda.gov/downloads/drugs/guidances/ucm136174.pdf. 
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Discussion regarding Question 3: There was no discussion regarding Question 3.

Question 4: Summary of clinical safety and integrated summary of safety 
Does the Agency agree with the proposed approach for the safety summaries (SCS and 
ISS)?

FDA Response to Question 4: 
Your proposal of including safety data from the 8 completed clinical trials in adult 
subjects/patients exposed to somapacitan in the Summary of Clinical Safety (SCS) is 
acceptable.  

 
, we request that you include in 

your BLA tabulations and narratives for all deaths, serious adverse events, and adverse 
events leading to discontinuation .  We 
may request additional data if safety concerns are identified during the review for which 
additional data may be informative.

Refer also to our ‘Additional Comments’ in Question 3.

Discussion regarding Question 4: 
The sponsor confirmed that it will include tabulations and narratives for all deaths, serious 
adverse events, and adverse events leading to discontinuation  

, providing a cut-off date in May 2019, in the original BLA submission. 
The Agency requested that the sponsor additionally include narratives for all deaths and 
serious adverse events that occur after the May 2019, cut-off date in the  
study in  the 120-day safety update following the BLA submission. The sponsor agreed to 
provide this additional  data with the 120-day safety update.

Question 5:  Pooling strategy
Does the Agency have any comments to the planned approach for the pooling strategy for the 
safety data?

FDA Response to Question 5: 
It may be reasonable to pool safety data from studies 4043 and 4244 given that these two 
studies are similarly designed (i.e., randomized, open-labelled, parallel-group, active-
controlled) and that they evaluate the drug in similar patient populations (i.e., patients 
previously treated with rhGH therapy), provided that appropriate adjustments for study 
differences (e.g., randomization ratios, study duration, etc.) are implemented. However, we 
do not agree that it is appropriate to combine the data from study 4054 with studies 4043 
and 4244. Study 4054 had a different study design, different randomization ratio, and was 
conducted in a different patient population (treatment-naïve patients), thus, a simple 
pooling of data from these studies would not be informative and can be misleading.  
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In conducting pooled analyses, you should appropriately account for study differences, 
either by adjusting for study or carrying out meta-analyses of within-study results to 
ensure avoidance of Simpson’s paradox. Refer also to Section 6.0 below.

Ultimately, the safety evaluation will be based on the totality of the safety data.

Discussion regarding Question 5: 
The sponsor explained the rationale of the proposed pooling strategy and stated that the larger 
dataset created by pooling data from three Phase 3 studies might identify the potential safety 
issues that are not detected from the individual studies.  The Agency reiterated that it might 
not be appropriate to pool study 4054 with studies 4043 and 4244, as the patient population 
(treatment-naïve patients) in study 4054 is different from the populations in the other two 
studies. The sponsor proposed to submit the pooled analysis for three studies as additional 
analysis. The Agency said it was acceptable to submit the pooled analysis that the sponsor had 
conducted, and reiterated that the pooled analyses should account for study differences to 
avoid the Simpson’s paradox.  The Agency also stated that the submission should allow for the 
Agency to conduct its own pooled analyses.  The sponsor agreed that the submission will 
include individual datasets and that the Agency will be able to conduct its own  analyses (e.g., 
by pooling studies 4043 and 4244).

2.3 CDISC

Question 6:  U.S conventional units and dual reporting for clinical trials in AGHD
Does the Division agree with Novo Nordisk’s planned approach for dual reporting of U.S 
Conventional units?

FDA Response to Question 6: 
From the technical standpoint the planned approach for dual reporting of U.S 
Conventional units is acceptable.

Discussion regarding Question 6: There was no discussion regarding Question 6.

Question 7:  Does the Agency agree to the planned ADaM domains, that will be included 
for each study?

FDA Response to Question 7: 
From the technical standpoint it is acceptable.

Discussion regarding Question 7: There was no discussion regarding Question 7.

Question 8:  Does the Agency agree to the format of the Reviewer’s Guides and the ADaM 
define.xml version 2.0 (including ARM)?
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FDA Response to Question 8: 
Yes, from the technical standpoint it is acceptable. There is a screen failure subject in the 
study but ADSLSF domain isn’t included in the list of the planned ADaM domains, please 
document it in ADRG.

Discussion regarding Question 8: There was no discussion regarding Question 8.

Question 9: Does the Agency agree to the format of the sample datasets? 

FDA Response to Question 9: 
Yes, it is acceptable. 

Discussion regarding Question 9: There was no discussion regarding Question 9.

  2.4   REGULATORY

Question 10: Advisory Committee Meeting
Does the Agency have any comments or guidance regarding a possible Advisory Committee 
Meeting for somapacitan?
 
FDA Response to Question 10:
We do not have any comments at this time. Many factors, which can only be considered 
after receipt of the BLA submission, contribute to the decision of convening an Advisory 
Committee meeting. We will inform you of such a decision as early as possible in the review 
cycle.

Discussion regarding Question 10: There was no discussion regarding Question 10.

Question 11: Case report forms and narratives 
Does the Agency agree with the proposal for CRFs and narratives?

FDA Response to Question 11: 
Yes, your proposal for CRFs and narratives is acceptable. Refer also to the response to 
Question 4. 

Discussion regarding Question 11: There was no discussion regarding Question 11.
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   2.5  MICROBIOLOGY 

Additional Comments: 
We are providing additional product quality microbiology comments for you to consider 
during development of your commercial manufacturing process and preparation of your 
351(a) BLA submission. 

1. All facilities should be registered with the FDA at the time of the 351(a) BLA 
submission and ready for inspection in accordance with 21 CFR 600.21 and 
601.20(b)(2). Include in the BLA submission a complete list of the manufacturing 
and testing sites with their corresponding FEI numbers. A preliminary 
manufacturing schedule for the drug substance and drug product should be 
provided in the BLA submission to facilitate the planning of pre-license inspections 
during the review cycle.  Manufacturing facilities should be in operation and 
manufacturing the product under review during the inspection. 

2. Information and data for CMC product quality microbiology should be submitted in the 
specified sections indicated below.

The CMC Drug Substance section of the 351(a) BLA (Section 3.2.S) should contain 
information and data summaries for microbial and endotoxin control of the drug 
substance. The information should include, but not be limited to the following:

a. Endotoxin removal steps should be clearly identified in the manufacturing 
process description (3.2.S.2.2). Endotoxin removal validation data obtained 
during manufacture of the process performance qualification lots (PPQ) should 
be provided in section 3.2.S.2.5. 

b. Bioburden and endotoxin levels at critical manufacturing steps should be 
monitored using qualified bioburden and endotoxin tests. Bioburden sampling 
should occur . The pre-established bioburden 
and endotoxin limits should be provided (3.2.S.2.4). 

c. Bioburden and endotoxin data obtained during manufacture of three process 
qualification (PPQ) lots (3.2.S.2.5).

d. Microbial data from three successful product  hold time validation 
runs at manufacturing scale. Bioburden and endotoxin levels before and after 
the maximum allowed hold time should be monitored and bioburden and 
endotoxin limits provided (3.2.S.2.5). 

e.  study protocols and 
acceptance criteria for bioburden and endotoxin samples. During the lifetime 
studies, bioburden and endotoxin samples should be taken at the end of storage 

 (3.2.S.2.5). 
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f. Information and summary results from the shipping validation studies 
(3.2.S.2.5).

g. Drug substance bioburden and endotoxin release specifications (3.2.S.4).

 Summary reports and results from bioburden and endotoxin test method 
qualification studies performed for  the drug 
substance. If compendial test methods are used, brief descriptions of the 
methods should be provided in addition to the compendial reference numbers 
(3.2.S.4). 

3. The CMC Drug Product section of the 351(a) BLA (Section 3.2.P) should contain 
validation data summaries to support the aseptic processing operations.  For 
guidance on the type of data and information that should be submitted, refer to 
Guidance for Industry: Submission Documentation for Sterilization Process Validation 
in Applications for Human and Veterinary Drug Products, available at 
http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/gui
dances/ucm072171.pdf.

The following information should be provided in Sections 3.2.P.3.3 and/or 3.2.P.3.4, 
as appropriate.

a. Identification of the manufacturing areas and type of fill line (e.g. open, RABS, 
isolator), including area classifications.

b. Description of the  

acceptance criteria. 

c. Parameters for  the cartridges. 

d. Parameters for capping for the cartridge.

e. A list of all equipment and components that contact the sterile drug product (i.e. 
the sterile-fluid pathway) with the corresponding method(s) of sterilization and 
depyrogenation, including process parameters. The list should include single-use 
equipment. 

f. Processing and hold time limits,  
.
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g. Sampling points and  limits for bioburden and endotoxin. Bioburden 
samples should be taken at the end of the hold time  

 bioburden limits should not exceed 
. 

4. The following study protocols and validation data summaries should be included in 
Section 3.2.P.3.5, as appropriate:

a.  Include a comparison of 
validation test parameters with routine  parameters.

b. Sterilization and depyrogenation of equipment and components that contact the 
sterile drug product. Provide summary data for the three validation studies and 
describe the equipment and component revalidation program. 

c.  microbial controls and hold times. Three successful product 
intermediate hold time validation runs should be performed at manufacturing 
scale, unless an alternative approach can be scientifically justified. Bioburden 
and endotoxin levels before and after the maximum allowed hold time should be 
monitored and bioburden and endotoxin limits provided. 

d.  summary data and information, if applicable.

e. Three successful consecutive media fill runs, including summary environmental 
monitoring data obtained during the runs. Describe the environmental and 
personnel monitoring procedures followed during media fills and compare them 
to the procedures followed during routine production.

f. Information and summary results from shipping validation studies. 
 

that  the pre-filled cartridge does not impact product 
sterility.

g. Validation of capping parameters, using a container closure integrity test.
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5. The following product testing and method validation information should be 
provided in the appropriate sections of Module 3.2.P: 

a. Container closure integrity testing. System integrity should be demonstrated 
initially and during stability. Data demonstrating the maintenance of container 
closure integrity after the assembly of the cartridge and pen-injector should be 
included. Container closure integrity method validation should demonstrate that 
the assay is sensitive enough to detect breaches that could allow microbial 
ingress (≤  microns). Container closure integrity testing should be performed 
in lieu of sterility testing for stability samples every 12 months (annually) until 
expiry.

b. Summary report and results for qualification of the bioburden, sterility, and 
endotoxin test methods performed for  
and the finished drug product, as appropriate. If compendial test methods are 
used, brief descriptions of the methods should be provided in addition to the 
compendial reference numbers. Provide full descriptions and validation of non-
compendial rapid microbial methods.

c. Summary report and results of the Rabbit Pyrogen Test conducted on three 
batches of drug product in accordance with 21 CFR 610.13(b). 

d. Low endotoxin recovery studies. Certain product formulations have been 
reported to mask the detectability of endotoxin in the USP <85> Bacterial 
Endotoxin Test (BET). The effect of hold time on endotoxin detection should be 
assessed by spiking a known amount of standard endotoxin (RSE or purified 
CSE) into undiluted drug product and then testing for recoverable endotoxin 
over time. Low endotoxin recovery studies may not be necessary for products 
that do not contain polysorbate.

 
e. Specification  by chemical analysis and the 

method used to quantify  
should be tested at release and on stability at all test intervals. 

f. Antimicrobial effectiveness testing (APET) in accordance with USP <51>. The 
study should be performed  
indicated by the specification. APET should be conducted on the first three 
commercial lots of drug product placed on stability, at the beginning and end of 
the stability period.

Discussion regarding MICROBIOLOGY, Additional Comments: There was no discussion 
regarding the Microbiology Additional Comments.

Reference ID: 4437039

(b) 
(4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



IND 116327
Page 12

    2.6   DEVICE    

Additional Comments:
Provide the following information to support the device constituent parts of the 
combination product. It is recommended that you refer to the eCTD Technichal 
Conformance Guide published in September 2016 
(https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRe
quirements/ElectronicSubmissions/UCM465411.pdf ) when determining the location of the 
following informaiton within your submission.

For more information regarding cGMP requirements for combination products refer to 
Guidance for Industry and FDA Staff: Current Good Manufacturing Practice Requirements 
for Combination Products, available at 
https://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM429304.pdf.

Provide the following information to support the device constituent parts of the 
combination product:

1. A complete and detailed description of your device constituent design and delivery 
system, including any features and functionalities unique to your device. This should 
also include engineering drawings and detailed descriptions of the individual device 
constituent components.

2. Detailed descriptions of the principles of operation of your device, from beginning to 
end of the activation process, in which you explain the mechanical drug delivery 
mechanisms of your device constituent in order for it to achieve its intended use.  

3. A complete and detailed device constituent design requirements and specifications 
document, including design inputs and outputs in accordance with 21 CFR 820.30 
design controls. Ensure that you clearly describe the acceptability of your design 
control inputs within the context of the intended use of your combination product. 
Be sure to identify the essential performance requirements of your device. The 
essential performance requirements of any device constituent parts are the design 
outputs necessary for your device constituent to safely and effectively achieve the 
product’s intended use. The essential performance requirements of the should be 
developed in accordance with the risk profile of the entire combination product and 
may vary depending on the indications for use, patient and/or user population, and 
design of the constituent parts of the combination product. Your design 
requirements and essential performance requirements should consider the desired 
level of reliability of the product and level of risk associated with failure to meet the 
essential performance requirements.  

For pen-injectors we expect the essential performance requirements to include, at a 
minimum, the following:

 Dose Accuracy
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 Activation Force or Break loose / Glide Force
 Needle Length / Gauge

Refer to Guidance for Industry and FDA Staff: Technical Considerations for Pen, Jet, 
and Related Injectors Intended for Use with Drugs and Biological Products, available 
at https://www.fda.gov/downloads/regulatoryinformation/guidances/ucm147095.pdf  
for more details.

4. Design verification documentation. Verification testing documentation may include 
summary test results of established test methods for the product (e.g., recognized 
consensus standards, FDA Guidance, etc.) or complete verification test reports for 
unique or unrecognized test methods. All verification testing should be directly 
traced to the design requirements of the device. Ensure that you utilize test methods 
and preconditioning that simulate the intended use of your product. 

5. You should conduct testing to verify the essential performance requirements of the 
combination product with the to-be-marketed version of the device constituent and 
the intended biologic/drug product; however, if you plan to rely on verification 
testing conducted with a different test fluid be sure to provide a scientific rationale 
for the acceptability of the test fluid as a surrogate for the intended biologic/drug 
product (i.e., fluid characteristics, viscosity, etc.). Valid justifications for any test 
results not being able to pass its acceptance criteria should be provided, if 
applicable.  Furthermore, you should utilize a sufficient number of device 
constituent test samples that will be statistically relevant for your performance 
testing.

6. Design validation documentation. Design validation documentation should be 
performed to ensure that the device constituent parts of the combination product 
meet the intended use of the combination product as a whole. Design validation 
documentation may be in the form of clinical studies with the to-be-marketed 
presentation of the device, bridging studies that successfully validate the to-be-
marketed presentation of the device constituent through clinical and/or bench top 
studies of the essential performance requirements of the device constituent in the 
context of the intended use of the combination product, literature review regarding 
the use of the to-be-marketed device constituent presentation in the context of the 
intended use of the combination product, human factors studies, and/or simulated 
actual-use studies. It is highly recommended that you conduct clinical studies with 
the to-be-marketed presentation of the combination product and capture any device 
constituent failures/malfunctions as part of the clinical study protocol in order to 
successfully validate the device constituent parts of the combination product.

7. Provide a risk analysis associated with the final finished combination product that is 
inclusive of risks associated with the device constituent parts of the combination 
product. Your risk analysis should include all identified risks, potential hazards that 
are apparent to your device, risk control measures and/or mitigation strategies, 
verification of risk control and/or mitigation measures, and the clinical acceptability 
of any residual risk associated with the device. 
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You should outline the methods in which you identified the risks of the product 
within your risk analysis documentation (e.g. DFMEA, UFMEA, Fault Tree 
Analysis, etc.).

8. Biocompatibility evaluation. You should provide documentation to support the 
biocompatibility of your device constituent including test reports and protocols to 
ensure that the system components are biocompatible commensurate with the level 
and duration of patient contact. Refer to Guidance for Industry and Food and Drug 
Administration Staff: Use of International Standard ISO 10993-1, "Biological 
evaluation of medical devices - Part 1: Evaluation and testing within a risk 
management process," available at  
https://www.fda.gov/downloads/medicaldevices/deviceregulationandguidance/guida
ncedocuments/ucm348890.pdf  for more details.

9. Stability and shelf-life testing. You should provide documentation that ensures the 
final finished combination product maintains its essential performance 
requirements up to the labeled date of expiry.

10. Shipping studies. You should provide documentation that ensures that the final 
finished combination product maintains its essential performance requirements 
after actual or simulated shipping.

11. Lot release specifications. Provide the lot release specifications associated with the 
device constituents of the combination product, including all essential performance 
requirements. If you intend to propose alternative control strategies for the EPRs, 
we recommend requesting specific feedback regarding your strategy.

12. It is recommended that a traceability matrix is provided to ensure each design 
requirement has been adequately verified and validated. The following is an 
example traceability matrix for the essential performance requirements of the 
device constituent as a summary of the  testing completed to support the device 
constituents of the combination product:

Essential 
Performance 
Requirement

Specification Verification Validation Shelf Life / 
Stability 
(Y/N)

Shipping / 
Transportation 
(Y/N)

Lot Release 
Testing (Y/N

13. As the owner of the combination product it is expected that you maintain the 
requirements for your product within your marketing application. If you intend to 
refer to documentation (e.g., verification testing) held within another submission 
and/or master file be sure to provide a letter of authorization or right of reference 
alongside a detailed description of the location of the information within the file (i.e., 
volume, page number, section header, etc.). It is recommended that you provide a 
brief overview of how the referenced information is intended to support the review 
of your submission. 
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Discussion regarding DEVICE, Additional Comments: There was no discussion regarding 
Device, Additional Comments.

    2.7   CLINICAL PHARMACOLOGY    

Additional Comments:
For the population PK analysis, the following are the general expectations for submitting 
the pharmacometric data and models:

1. All datasets used for model development and validation should be submitted as a 
SAS transport files (*.xpt). A description of each data item should be provided in a 
Define.pdf file. Any concentrations and/or subjects that have been excluded from 
the analysis should be flagged and maintained in the datasets.

2. Model codes or control streams and output listings should be provided for all major 
model building steps, e.g., base structural model, covariates models, final model, 
and validation model. These files should be submitted as ASCII text files with *.txt 
extension (e.g.: myfile_ctl.txt, myfile_out.txt).

3. A model development decision tree and/or table which gives an overview of 
modeling steps.

4. For the population analysis reports we request that you submit, in addition to the 
standard model diagnostic plots, individual plots for a representative number of 
subjects. Each individual plot should include observed concentrations, the 
individual predication line and the population prediction line. In the report, tables 
should include model parameter names and units. For example, oral clearance 
should be presented as CL/F (L/h) and not as THETA(1). Also provide in the 
summary of the report a description of the clinical application of modeling results.

5. In terms of where the code and data should be submitted, the following folders can 
be used as one example for population PK related codes and data. The codes should 
be submitted under "module5/datasets/poppk/analysis/programs/" folder (such as 
run1.ctl.txt, run1.lst.txt, plot1.R.txt) with a define pdf file to explain the role of each 
file and sometimes with a pdf file as the revieweraid.pdf to explain the flow of 
running the code if necessary. The datasets should be submitted under 
"module5/datasets/poppk/analysis/datasets/" folder (such as poppk.xpt, pkpd.xpt) 
with a define pdf file to explain the variables within each data file.

Discussion regarding CLINICAL PHARMACOLOGY, Additional Comments: There was 
no discussion regarding Clinical Pharmacology Additional Comments.
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3.0 DISCUSSION OF THE CONTENT OF A COMPLETE APPLICATION

As stated in our February 19, 2019, communication granting this meeting, if, at the time of 
submission, the application that is the subject of this meeting is for a new molecular entity or an 
original biologic, the application will be subject to “the Program” under PDUFA VI.  Therefore, 
at this meeting be prepared to discuss and reach agreement with FDA on the content of a 
complete application, including preliminary discussions on the need for risk evaluation and 
mitigation strategies (REMS) or other risk management actions and, where applicable, the 
development of a Formal Communication Plan. You and FDA may also reach agreement on 
submission of a limited number of minor application components to be submitted not later than 
30 days after the submission of the original application.  These submissions must be of a type 
that would not be expected to materially impact the ability of the review team to begin its review.  
All major components of the application are expected to be included in the original application 
and are not subject to agreement for late submission. 

Discussions and agreements will be summarized at the conclusion of the meeting and reflected in 
FDA’s meeting minutes.  If you decide to cancel this meeting and do not have agreement with 
FDA on the content of a complete application or late submission of any minor application 
components, your application is expected to be complete at the time of original submission.
In addition, we remind you that the application is expected to include a comprehensive and 
readily located list of all clinical sites and manufacturing facilities.  

Information on the Program is available at 
https://www.fda.gov/ForIndustry/UserFees/PrescriptionDrugUserFee/default.htm.

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.  

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 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. 
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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 Pedsdrugs@fda.hhs.gov.  For further guidance on pediatric product 
development, please refer to: 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/ucm049867.ht
m.  
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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 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.

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 
(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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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 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.
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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.

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 
(February 2018) and the associated 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 information. 
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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 (February 2018) and the associated Bioresearch Monitoring Technical 
Conformance Guide Containing Technical Specifications:

https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequire
ments/UCM332466.pdf

https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequire
ments/UCM332468.pdf.

9.0      NONPROPRIETARY NAME

On January 13, 2017, FDA issued a final guidance for industry entitled Nonproprietary Naming 
of Biological Products, available at: https://www.fda.gov/ucm/groups/fdagov-public/@fdagov-
drugs-gen/documents/document/ucm459987.pdf, stating that, for certain biological products, the 
Agency intends to designate a proper name that includes a four-letter distinguishing suffix that is 
devoid of meaning. 

Please note that certain provisions of this guidance describe a collection of information and are 
under review by the Office of Management and Budget under the Paperwork Reduction Act of 
1995 (PRA).  These provisions of the guidance describe the submission of proposed suffixes to 
the FDA, and a sponsor’s related analysis of proposed suffixes, which are considered a 
“collection of information” under the PRA.  FDA is not currently implementing provisions of the 
guidance that describe this collection of information. 

However, provisions of the final guidance that do not describe the collection of information 
should be considered final and represent FDA’s current thinking on the nonproprietary naming 
of biological products.  These include, generally, the description of the naming convention 
(including its format for originator, related, and biosimilar biological products) and the 
considerations that support the convention.  

Your proposed 351(a) BLA would be within the scope of this guidance.  As such, FDA intends 
to assign a four-letter suffix for inclusion in the proper name designated in the license at such 
time as FDA approves the BLA.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

IND 116327

MEETING MINUTES

Novo Nordisk, Inc.
Attention: Claire M. Sampson, Ph.D.
Director, Regulatory Affairs
P.O. Box 846 
Plainsboro, NJ 08536

Dear Dr. Sampson:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for NNC0195-0092 for injection.

We also refer to the meeting between representatives of your firm and the FDA on 
September 5, 2018. The purpose of the meeting was to discuss the development program for 
NNC0195-0092 for injection.  

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

If you have any questions, call Linda Galgay, Regulatory Project Manager, at (301) 796-5383.

Sincerely,

            {See appended electronic signature page}

William Chong, M.D.
Acting Director
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research

Enclosure:
Meeting Minutes
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MEMORANDUM OF MEETING MINUTES

Meeting Type: B
Meeting Category: End of Phase 2

Meeting Date and Time: September 5, 2018
Time:                      3:00 PM ET – 4:00 PM ET
Meeting Location:             10903 New Hampshire Avenue

                     White Oak Building 22, Conference Room: 1421
                     Silver Spring, Maryland 20903

Application Number: IND 116327
Product Name: NNC0195-0092 for injection
Indications:                   

                              

                                                Adult
                                                Replacement of endogenous GH in adults with growth hormone
                                                     deficiency (AGHD)
Sponsor:                         Novo Nordisk, Inc.
Regulatory Pathway:            351(a) of the Public Health Service Act
Meeting Chair:             William Chong, M.D.
Meeting Recorder: Linda Galgay, RN MSN

FDA ATTENDEES 
William Chong, MD                Acting Director
Lisa Yanoff, MD                     Acting Director
Marina Zemskova, MD   Clinical Team Leader
Shannon Sullivan, MD  Acting Clinical Team Leader
Dolly Misra, MD  Clinical Reviewer
Diala El-Maouche                    Clinical Reviewer
Sheetal Malhotra                      Clinical Reviewer
Elena Braithwaite, PhD            Pharmacology/Toxicology Reviewer
Kiya Hamilton, PhD   Acting Clinical Statistical Team Leader
Susie Sinks, PhD                      Clinical Statistical Reviewer
Jaya Vaidyanathan, PhD          Clinical Pharmacology Team Leader
Tao Liu, PhD                            Clinical Pharmacology Reviewer
Julie Van der Waag, MPH        Chief, Regulatory Project Management Staff
Linda Galgay, RN, MSN          Regulatory Project Manager
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NOVO NORDISK ATTENDEES
Knud Vad                                 Project Vice President, Biopharm, Global Development
Michael Hojby                          International Medical Vice President, Medical and Science 
                                                     Biopharm                                                                
Ida Holme Håkonsson              International Medical Director, Medical and Science
Birgitte Bentz Damholt            Senior Clinical Pharmacology Advisor, Clinical Pharmacology
Bo Grønlund                             Safety Surveillance Principal Specialist, Safety Surveillance
                                                     Biopharm
Mette Suntum                           Principal Statistician, Biostatistics, LCM Haemophilia, Growth
                                                     Hormone & Concizumab
Rasmus Vestergaard Juul        Senior Modeling Scientist, Quantitative Clinical Pharmacology
Maria Jose Arce Tomas           Corporate Vice President, Global Regulatory Affairs Biopharm
Laila Syed                                Director Growth Disorders and Glucagon, Global Regulatory
                                                    Affairs Biopharm
Anne Vinding Sillemann         Senior Global Regulatory Lead, Growth Disorders and Glucagon,
                                                    Regulatory Affairs Biopharm
Claire Sampson                        Director, US Regulatory Affairs

1.0 BACKGROUND

NNC0195-0092 for injection is currently  
in phase 3 for AGHD. Novo Nordisk intends to submit a Biologics License Application 
(BLA) for use of this product in AGHD in 2019.  

The briefing document submitted July 17, 2018, provided the background information.
            The FDA sent Preliminary Comments to Novo Nordisk on August 31, 2018. In a 
            September  3, 2018, email the firm chose to discuss Questions 2, 5, and 6 at the 
            September 5, 2018, meeting.
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Note: Novo Nordisk referred to its product as somapacitan; however proper names 
are not determined until approval. Because the name was used throughout the 
briefing package and the meeting discussion, the name somapacitan is used in this 
document solely for convenience.

2. DISCUSSION
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3.0 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.  

Discussion regarding PREA REQUIREMENTS: There was no discussion regarding PREA 
requirements.

4.0      DATA STANDARDS FOR STUDIES

Under section 745A(a) of the FD&C Act, electronic submissions “shall be submitted in such  
electronic format as specified by [FDA].”  FDA has determined that study data contained in 
electronic submissions (i.e., NDAs, BLAs, ANDAs and INDs) must be in a format that the 
Agency can process, review, and archive.  Currently, the Agency can process, review, and 
archive electronic submissions of clinical and nonclinical study data that use the standards 
specified in the Data Standards Catalog (Catalog) (See 
http://www.fda.gov/forindustry/datastandards/studydatastandards/default.htm).  

On December 17, 2014, FDA issued final guidance, Providing Electronic Submissions in 
Electronic Format--- Standardized Study Data 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/
UCM292334.pdf).  This guidance describes the submission types, the standardized study data 
requirements, and when standardized study data will be required.  Further, it describes the 
availability of implementation support in the form of a technical specifications document,  Study 
Data Technical Conformance Guide (Conformance Guide) (See 
http://www.fda.gov/downloads/ForIndustry/DataStandards/StudyDataStandards/UCM384744.pd
f), as well as email access to the eData Team (cder-edata@fda.hhs.gov) for specific questions 
related to study data standards.  Standardized study data will be required in marketing 
application submissions for clinical and nonclinical studies that start on or after December 17, 
2016.  Standardized study data will be required in commercial IND application submissions for 
clinical and nonclinical studies that start on or after December 17, 2017.  
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CDER has produced a Study Data Standards Resources 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. 

Although the submission of study data in conformance to the standards listed in the FDA Data 
Standards Catalog will not be required in studies that start before December 17, 2016, CDER 
strongly encourages IND sponsors to use the FDA supported data standards for the submission of 
IND applications and marketing applications.  The implementation of data standards 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.  For clinical 
and nonclinical studies, IND sponsors should include a plan (e.g., in the IND) describing the 
submission of standardized study data to FDA.  This study data standardization plan (see the 
Conformance Guide) will assist FDA in identifying potential data standardization issues early in 
the development program.

Additional information can be found at  
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Electr
onicSubmissions/ucm248635.htm.

For general toxicology, supporting nonclinical toxicokinetic, and carcinogenicity studies, 
CDER encourages sponsors to use Standards for the Exchange of Nonclinical Data (SEND) and 
submit sample or test data sets before implementation becomes required.  
CDER will provide feedback to sponsors on the suitability of these test data sets.  Information 
about submitting a test submission can be found here:
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Electr
onicSubmissions/ucm174459.htm 

Discussion regarding 4.0  DATA STANDARDS FOR STUDIES: There was no discussion 
regarding data standards for studies.

5.0     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 the FDA website entitled, Study Data Standards Resources and the 
CDER/CBER Position on Use of SI Units for Lab Tests website found at 
https://www.fda.gov/downloads/ForIndustry/DataStandards/StudyDataStandards/UCM587505.p
df. 

Reference ID: 4325491



IND 116327
Page 14

Discussion regarding 5.0  LABORATORY TEST UNITS FOR CLINICAL TRIALS: There 
was no discussion, however, in a September 3, 2018, email, the sponsor agreed to address 
laboratory test units in a future submission to the IND for the Division’s review.
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