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Ascendis Pharma Endocrinology Division, A/S 
Attention: Youqin Tian, MD, PhD 
Senior Director, Regulatory Affairs 
500 Emerson Street 
Palo Alto, CA 94301 
 
Dear Dr. Tian: 
 
Please refer to your investigational new drug application (IND) submitted under section 
505(i) of the Federal Food, Drug, and Cosmetic Act for ACP-011 for injection.  
 
We also refer to the meeting between representatives of your firm and the FDA on 
December 10, 2019. The purpose of the meeting was to discuss and agree upon the 
BLA content and format. 
 
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 Sejal Kiani, Regulatory Project Manager, at 
(301) 796-6445.  
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Lisa B. Yanoff, M.D. 
Director (Acting) 
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:  Type B  
Meeting Category:  Pre-BLA  
 
Meeting Date and Time:  Tuesday, December 10, 2019  
  4:00 PM to 5:00 PM ET 
 
Meeting Location:  10903 New Hampshire Avenue 
  White Oak Building 22, Conference Room: 1315 
  Silver Spring, Maryland 20903  
 
Application Number:  IND 126053  
Product Name:  ACP-011 
Indication:  Treatment of pediatric growth hormone deficiency  
Sponsor/Applicant Name: Ascendis Pharma Endocrinology Division, A/S  
 
Meeting Chair:  Marina Zemskova, MD 
Meeting Recorder:  Sejal Kiani, MS 
 
FDA ATTENDEES 
 
Division of Metabolism and Endocrinology Products 
 
Lisa Yanoff, MD, Director (Acting) 
Geanina Roman-Popoveniuc, MD, Clinical Reviewer 
Marina Zemskova, MD, Clinical Team Lead 
Elena Braithwaite, PhD, Nonclinical Reviewer 
Federica Basso, PhD, Supervisory Pharmacologist (Acting) 
Sejal Kiani, MS, Regulatory Project Manager 
Julie Van der Waag, MPH, Chief, Project Management Staff 
 
Office of Clinical Pharmacology 
Jaya Vaidyanathan, PhD, Clinical Pharmacology Team Lead 
 
Office of Biostatistics 
Alexander Cambon, PhD, Biometrics Reviewer 
Feng Li, PhD, Biometrics Team Leader 
 
Office of Surveillance and Epidemiology 
Deveonne Hamilton-Stokes, RN, BSN, MA, Safety Regulatory Project Manager 
Mei-Yean Chen, Pharm.D., BCOP, Risk Management Analyst 
Sevan Kolejian, Pharm.D., Safety Evaluator Team Lead 
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Office of Therapeutic Biologics and Biosimilars 
Cristina Ausin, PhD, Scientific Reviewer 
Thomas Herndon, MD, Scientific Reviewer 
 
SPONSOR ATTENDEES 
 
Aimee Shu, MD, Senior Medical Director, Clinical Development 
Christine Andersen, MSc, Senior Project Director 
Dana Pizzuti, MD, Vice President, Development Operations  
Jessica Peng, PharmD, Clinical Scientist, Clinical Development 
Katarina Jelic Maiboe, PhD, Senior Director, Regulatory Affairs 
Wenjie Song, PhD, Director, Biostatistics 
Youqin Tian, MD, Senior Director, Regulatory Affairs  
Zhengning Lin, PhD, Vice President, Biostatistics 
 
 
1.0 BACKGROUND 
 
ACP-011 (TransCon hGH) is proposed  

 
ACP-011 is a long-acting prodrug consisting of three components: “somatropin” (human 
growth hormone, hGH) with well-understood biology, an inert PEG carrier, and a 
TransCon linker that temporarily binds the two. When bound in the prodrug form, 
somatropin is shielded from clearance; when injected, physiologic pH and temperature 
initiate its predictable and sustained release through autocleavage of the linker. 
Because somatropin is unmodified, its original mode of action is preserved. 
 
Ascendis states that ACP-011 is being developed as a replacement therapy for growth-
hormone deficiency (GHD) by providing similar weekly hGH exposure to that seen with 
commercially available daily hGH therapies, but with more consistent plasma levels and 
the ability to provide controlled release of unmodified GH which can penetrate tissues 
and exert more continuous direct and indirect local effects. In addition, Ascendis states 
that ACP-011 is expected to normalize insulin-like growth factor-1 (IGF-1) levels, a 
recognized biomarker for hGH activity. 
 
The clinical development program for ACP-011 was discussed with the Agency at the 
End of Phase 2 meeting on July 27, 2016. In addition, the following key FDA 
interactions on nonclinical and clinical development have occurred: 
 

• June 3, 2015: FDA Pre-IND Written Responses 
• March 24, 2017: FDA agreement on the Initial Pediatric Study Plan (Agreed 

iPSP) 
• June 4, 2018: FDA feedback on Carcinogenicity waiver 
• March 28, 2019: FDA feedback on final SAP for heiGHt CT-301 
• June 19, 2019: FDA feedback on final SAP on fliGHt CT-302 
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• September 26, 2019: FDA feedback on fetal findings and acceptability of 
immunoassay and plans for analysis of samples 

 
Ascendis Pharma Endocrinology Division, A/S plans on submitting the BLA in June 
2020. The purpose of this meeting is to discuss and agree upon the BLA file content 
and format.  
 
FDA sent Preliminary Comments to Ascendis Pharma on December 6, 2019. The 
sponsor provided slides for discussion on December 9, 2019.  
 
2.0 DISCUSSION 
 
Your questions are repeated below with our responses followed in bold. 
 
2.1. Nonclinical 
 
Question 1: Does the Agency agree that the proposed nonclinical documentation 
package is adequate to support review of the BLA and that no additional studies are 
needed? 
 
FDA Response to Question 1:  
Yes, we agree that the nonclinical studies submitted are sufficient to support a 
BLA review. Whether the nonclinical studies are adequate to support marketing 
approval will be determined during review of the BLA. 
 
Discussion: No discussion occurred.  
 
2.2. Clinical and Statistical  

 
Question 2: Does the Agency agree that the above clinical program, including the size 
of the safety database, is adequate to support a BLA review? 
 
FDA Response to Question 2:  
Yes, we agree that the above clinical development program for ACP-011, 
including the size of the safety database, appears to be adequate to support a 
BLA submission.  
 
We note that study CT-301EXT is still ongoing and you plan to include the results 
of interim analysis in this BLA. Thus, the adequacy of the data submitted to 
demonstrate the safety, purity, and potency of your proposed biological product 
for the use for which you are seeking licensure will be a review issue. 
 
Please clarify how many patients in the CT-301EXT study are expected to reach 
final height by the time of the BLA submission. 
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Discussion:   
 
Refer to attached slide 4. Ascendis stated the standard criteria for final height among 
registries include height velocity (HV) less than 2 cm over at least 9 months. No 
subjects meet these criteria in the database at this time. Among 10 subjects who 
terminated early from CT-301EXT, 6 subjects exceeded their genetic potential (height 
SDS above average parental height SDS). The chronological age for the 6 of 10 
subjects was 15-17 years.  
 
FDA reiterated that ACP-011 is a modified growth hormone and is different from 
previously approved daily GH products that have well established effect on final height.  
Therefore, the efficacy and safety of Ascendis’ product and daily GH might be different 
beyond 2 years evaluation in the clinical program. Thus, FDA indicated that it would be 
preferable to have data from the subjects who achieved final height during the treatment 
with ACP-011 during BLA review. FDA concluded that the efficacy data and duration of 
the exposure to support approval of BLA will be a review issue.  
 
POST-MEETING COMMENT: We recommend that you submit to your IND a 
justification for the extrapolation of the short-term growth data (2 years) to final height 
before your BLA submission.  
 
Question 3: Does the Agency agree with the overall ISS proposal, including the pre-
specified analyses in the ISS SAP? 
 
FDA Response to Question 3:  
In general, we agree with the overall ISS proposal. However, we do not agree with 
the pooling strategy II for safety data. We do not agree that it is appropriate to 
combine the data from studies CT-301, CT-302 and CT-301EXT. These studies had 
different study design and different randomization ratio (i.e., single arm [studies 
CT-302 and CT-301EXT], vs. active controlled study CT-301), and were conducted 
in a different patient population (studies CT-302 and CT-301EXT in previously 
treated patients vs. study CT-301 in treatment-naive patients). Thus, a simple 
pooling of data from these studies would not be informative and can be 
misleading.  
 
The Summary of Clinical Safety (SCS)/Integrated Summary of Safety (ISS) should 
include separate summaries of safety for the individual Phase 3 studies (study 
CT-301, study CT-302, and study CT-301EXT) which should include the pre-
specified endpoints and subgroup analyses as outlined in the ISS SAP. 
 
In addition, we request you include in your BLA tabulations and narratives for all 
deaths, serious adverse events, and adverse events leading to discontinuation 
from the pediatric clinical development program. We may request additional data 
if safety concerns are identified during the review for which additional data may 
be informative. 
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Ultimately, the safety evaluation will be based on the totality of safety data. 
 
Discussion:  
 
Ascendis agreed with the FDA response and will tabulate data. They will provide data 
from individual study(s) and pooled data separately. See attached slides 5 and 6 for 
further information. FDA also asked to summarize and present the incidence of adverse 
events (AE) by study period, i.e., AEs that occurred during main study periods (CT-301, 
and CT-302) or during the extension period (CT-301EXT). Ascendis agreed to include 
the requested summaries.  
 
Question 4: Does the Agency agree to the proposed presentation of the efficacy 
results? 
 
FDA Response to Question 4:  
Overall, we agree with the proposed presentation of efficacy results, i.e., 
including individual efficacy results from study CT-301 that provide pivotal 
efficacy data, and from Phase 3 CT-302 and Phase 3 CT-301EXT studies that 
provide supportive efficacy data for the proposed indication.  
 
Please note, our assessment of efficacy will focus on the collective evidence from 
individual studies. While we agree you may include additional pooled analyses 
sets assessing long-term efficacy of ACP-011 as supportive efficacy data, the 
interpretability of these analyses will be complicated, due to differences in 
studies design, previous exposure to different somatropin agents, differences in 
the population being studied, etc. 

 
Discussion: No discussion occurred.  
 
Question 5: Does the Agency agree that the proposed clinical dataset package is 
adequate to support the BLA? 
 
FDA Response to Question 5:  
From a technical standpoint, the proposed clinical dataset package is acceptable. 

 
Discussion: No discussion occurred.  
 
Question 6: Does the Agency have any comments on the sample data package, which 
will be submitted in relation to the pre-BLA meeting package? 
 
FDA Response to Question 6:  
The sample data package should be submitted through a sample submission by 
contacting ESUB-Testing@fda.hhs.gov. Since sample data package has been 
sent through Electronic Submissions Gateway (ESG), eData team has sent the 
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sample data package out for evaluation at this time. Please refer to the webpage 
Submit an eCTD or Standardized Data Sample to the FDA1 for the information 
relevant to sample submission. 
 
Additional Statistical Comments: 
 
We note that you have most columns needed to do subgroup efficacy analysis in 
the adeff dataset, including age, age categories, sex, race, and ethnicity. We also 
note you have included primary and secondary endpoints. Please also provide 
columns for region and country in this dataset. For the region columns, please 
provide the two largest regions (e.g., North America and Europe). Also, in this 
dataset, please provide a column for treatment duration (the number of days from 
randomization to treatment discontinuation for each patient).  
 
For us to be able to reproduce your results, please provide clear and well-
commented analysis programs that you utilized to produce all your major results 
(primary and secondary endpoints). Include appropriately placed comments that 
tell us what needs to be changed (e.g., which paths need to be changed) in order 
to execute the code in our environment. Also, to improve clarity of your analyses, 
we recommend that you include a program flow, (i.e., a detailed description of 
your program), in each of your codes. Please include detailed flow charts in the 
analysis data reviewers guide (ADRG). 
 
Please provide the names of the datasets and programs that were utilized to 
produce all major tables and results. Incorporate this information in the footnote 
of each table.  
 
In general, please make sure that the datasets, and the define and adrg files 
conform to all applicable CDISC STDM and CDISC ADaM data and metadata 
standards that were applicable at the time of study start date. Please also refer to 
the Technical Conformance Guide2 and the Data Standards Catalog3. 
 
Please describe (or point to the location of) the format you are using for data 
collection. 
 
Discussion:  
 
Refer to attached slide 7. Ascendis proposed the following in response to the FDA 
comments:  
 

                                                           
1 https://www.fda.gov/drugs/electronic-regulatory-submission-and-review/submit-ectd-
or-standardized-data-sample-fda 
2 https://www.fda.gov/media/88173/download 
3 https://www.fda.gov/forindustry/datastandards/studydatastandards/default.htm  
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1)  FDA Response: Please provide clear and well-commented analysis programs 
that you utilized to produce all your major results (primary and secondary 
endpoints). 
 
Ascendis proposal: Executable SAS code for CT-301 will be provided for:  

– Primary endpoint (annualized height velocity) – based on ANCOVA model 
with multiple imputations  

– Key secondary endpoints (height SDS, average IGF-1, average IGF-1 
SDS) – based on ANCOVA model 

 
2) FDA Response: Please provide the names of the datasets and programs that 

were utilized to produce all major tables and results. Incorporate this information 
in the footnote of each table. 
 
Ascendis proposal: Names of datasets for all major tables will be provided in 
ADRG, and not in footnote, due to readability of tables. Programs used will be 
included in footnote. 
 

3) FDA Response: Please describe (or point to the location of) the format you are 
using for data collection. 
 
Ascendis proposal: EDC (electronic data capture) 

 
FDA agreed with all three proposals.  

 
Question 7: Does the Agency agree to the proposal for the 120-day safety update? 
 
FDA Response to Question 7:  
Yes, we agree with the proposed 120-day safety update to include information 
starting with the data cut-off in May 2020, with the target submission in October 
2020.  

 
Include in this submission summaries of the safety findings in tabular format and 
narratives for all deaths, serious adverse events, and adverse events leading to 
discontinuation from the ongoing studies.  
 
Please clarify the duration of the exposure in study CT-301EXT; as stated on page 
61, paragraph 1, “Subjects in CT-301EXT will have approximately 8 months longer 
exposure on ACP-011comparing to the exposure included in the initial BLA”. 

 
Additional Statistical Comments: 

 
For study CT-301 please provide a Kaplan-Meier plot for treatment 
discontinuation. In addition, please summarize, for each arm, the number of each 
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type of serious adverse event that led to treatment discontinuation. Please also 
provide the following table for subjects that discontinued treatment. 

 
Subj
ect 
ID  

Treat
ment 
Grou
p  

Time of 
Discontin
uation 
(ADY) 
 

Adverse 
Event 
Leading 
to 
Discontin
uation 

Period in 
which 
Discontin
uation 
Occurred 

Severity 
(mild/moderat
e/severe, 
SAE) 

Seriou
sness 
Criteria 

Caus
ality 
Statu
s 

How long 
was 
patient 
followed 
up after 
treatment 
discontin
uation;  
identify 
any other 
adverse 
events 
during 
this 
followup 
period 

         
         
         
         

 
Discussion:  
 
Ascendis presented a data table that demonstrates the duration of the exposure in 
study CT-301EXT expected at the time of the 120-day safety update report. See 
attached slide 8 for further information. FDA noted that this data will be supportive.  
 
Additional Combination Product Comments: 
 
1. Combination product manufacturing 

 
Please note that Part 3 combination products are subject to 21 CFR Part 4 
Current Good Manufacturing Practice Requirements for Combination 
Products4.  Also refer to guidance for industry and FDA staff Current Good 
Manufacturing Practice Requirements for Combination Products.   

 
2. eCTD Location of combination product information 
 

For information on the location of device related information, see Section 5 of 
the agency eCTD Technical Conformance Guide: Technical Specifications 
Document: Providing Regulatory Submissions in Electronic Format —Certain 

                                                           
4 https://www.federalregister.gov/articles/2013/01/22/2013-01068/current-good-
manufacturing-practice-requirements-for-combination-products 
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Human Pharmaceutical Product Applications and Related Submissions Using 
the eCTD Specifications November, 20185. 

 
Discussion: No discussion occurred.  
 
Additional Discussion during the meeting:  
 

1) Refer to attached slide 10. Ascendis asked whether FDA agrees that this product 
will not require a REMS. FDA agreed that there are no safety concerns at this 
time for which a REMS is being currently considered. However, REMS 
requirement will be a review issue and FDA will notify Ascendis as soon as 
possible during the review cycle regarding REMS requirement.  
 

2) Refer to attached slide 11. Ascendis proposes to include BIMO datasets for the 
active-controlled trial CT-301: 

a. Clinical study level information 
b. Subject level data line listings by clinical site 
c. Summary-level clinical site dataset 

 
Ascendis asked whether BIMO datasets are required for extension trial to cover 
patients who were originally in the active-controlled trial CT-301. 

 
FDA indicated that the requirement for this BIMO dataset needs further 
clarification with OSI colleagues and the response to this question will be 
provided in a post-meeting comment in the meeting minutes.  
 
POST-MEETING COMMENT: The submission of BIMO dataset is voluntary and 
is not required at the present time. However, it would help to facilitate the timely 
selection of appropriate clinical sites for clinical inspection. 
 

3) FDA asked about the final to-be marketed presentation (formulation and device) 
used in the clinical program. Ascendis confirmed that the final to-be-marketed 
presentation (formulation and device) was used in the open-label extension trial 
and in the PK comparability study in healthy subjects. Ascendis also indicated 
that the ACP-001 formulation used in pivotal clinical trial was similar to the final 
formulation.  

 
3.0 DISCUSSION OF THE CONTENT OF A COMPLETE APPLICATION 
 

• The content of a complete application was discussed. The application is 
expected to be complete at the time of submission.  

 

                                                           
5http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmission
Requirements/ElectronicSubmissions/UCM465411.pdf 
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• All applications are expected to include a comprehensive and readily 
located list of all clinical sites and manufacturing facilities included or 
referenced in the application. 

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

concluded that the BLA may be submitted without a REMS. Whether a 
REMS is required will be a review issue. 

 
• Major components of the application are expected to be submitted with the 

original application and are not subject to agreement for late submission. 
There are no agreements for late submission of application components. 

 
In addition, we note that a chemistry pre-submission meeting was held on  
December 4, 2019. We refer you to the minutes of that meeting for any additional 
agreements that may have been reached. 
 
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 none of the criteria apply at this time to your application, 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 
Information6 and Pregnancy and Lactation Labeling Final Rule7 websites, which include: 
 

• The Final Rule (Physician Labeling Rule) on the content and format of the PI for 

                                                           
6 https://www.fda.gov/drugs/laws-acts-and-rules/plr-requirements-prescribing-
information 
7 https://www.fda.gov/drugs/labeling/pregnancy-and-lactation-labeling-drugs-final-rule 
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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.  
 
Prior to submission of your proposed PI, use the SRPI checklist to ensure conformance 
with the format items in regulations and guidances. 
 
6.0 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 
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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.  
 
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.8 

 
7.0 NONPROPRIETARY NAME 
 
On January 13, 2017, FDA issued a final guidance for industry Nonproprietary Naming 
of Biological Products, 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. 

 
8.0 ATTACHMENTS AND HANDOUTS 

 
Slides presented by the sponsor. 
 

                                                           
8 https://www.fda.gov/media/85061/download 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

IND 126053
MEETING MINUTES

Ascendis Pharma, Inc.
US Agent for Ascendis Pharma Endocrinology Division A/S
Attention: Charles J. Democko
Vice President, Regulatory Affairs
394 University Avenue
Palo Alto, CA 94301

Dear Mr. Democko:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for ACP-011 injection.

We also refer to the meeting between representatives of your firm and the FDA on July 27, 2016.  
The purpose of the meeting was to obtain Agency feedback on your proposed development 
program as it relates to a proposed marketing application, and to obtain directional input from the 
Agency regarding human factors engineering studies and clinical evaluation relating to 
development of a proposed ACP-011–auto-injector combination product.

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

If you have any questions, call Abolade (Bola) Adeolu, Regulatory Project Manager, at 
(301) 796-4264.

Sincerely,

{See appended electronic signature page}

Jean-Marc Guettier, M.D.
Director
Division of Metabolism & Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research

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

MEMORANDUM OF MEETING MINUTES

Meeting Type: B
Meeting Category: End of Phase 2

Meeting Date and Time: July 27, 2016, 12:30 – 1:30 pm ET
Meeting Location: 10903 New Hampshire Avenue

White Oak Building 22, Conference Room: 1415
Silver Spring, MD 20903

Application Number: IND 126053
Product Name: ACP-011 injection [also referred to as TransCon hGH]
Indication: Treatment of children with growth failure due to growth hormone 

deficiency (GHD)
Sponsor Name: Ascendis Pharma Endocrinology Division A/S

Meeting Chair: Jean-Marc Guettier, MD, Director, Division of Metabolism and 
Endocrinology Products

Meeting Recorder: Liz Godwin, MSHS, CCRP, Regulatory Project Manager

FDA ATTENDEES
Center of Drug Evaluation and Research
Division of Metabolism and Endocrinology Products
Jean-Marc Guettier, MD Director
John Sharretts, MD Clinical Reviewer
Shannon Sullivan, MD, PhD Clinical Reviewer
Marina Zemskova, MD Clinical Team Lead
Elena Braithwaite, PhD Pharmacology/Toxicology Reviewer
Ronald Wange, PhD Supervisory Pharmacology/Toxicology Reviewer
Liz Godwin, MSHS, CCRP Regulatory Project Manager
Julie Van der Waag, MPH Chief, Project Management Staff

Office of Translational Sciences, Office of Biostatistics, Division of Biometrics II
Alexander Cambon, PhD Statistical Reviewer
Mark Rothmann, PhD Lead Mathematical Statistician

Office of Translational Sciences, Office of Clinical Pharmacology
Renu Singh, PhD  Clinical Pharmacology Reviewer
Jayabharathi Vaidyanathan, PhD Clinical Pharmacology Team Leader
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Office of Pharmaceutical Quality, Office of Biotechnology Products
Simon Williams, PhD Product Quality Reviewer
Christopher Downey, PhD Product Quality Team Leader

Office of Regulatory Policy, Division of Regulatory Policy I
Janice Weiner, JD, MPH Senior Regulatory Counsel

Office of Surveillance and Epidemiology, Division of Medication Error Prevention and Analysis
Sarah Vee, PharmD Safety Evaluator
Hina Mehta, PharmD Acting Team Leader

Office of the Commissioner, Office of Combination Products
Bindi Nikhar, MD Associate Clinical Director

Center for Devices and Radiological Health
Office of Device Evaluation, General Hospital Devices Branch
Janice Ferguson, RN, BSN, CRNI Nurse Consultant
Jodi Savitz, MD Clinical Consultant
John McMichael Engineering Consultant
LCDR Alan Stevens, ME Branch Chief

SPONSOR ATTENDEES
Charles J. Democko Vice President, Regulatory Affairs, Ascendis Pharma, Inc.
Jonathan A. Leff, MD Chief Medical Officer, Ascendis Pharma, Inc.
David B. Karpf, MD Vice President of Clinical Development, Ascendis Pharma, 

Inc.
Michael Beckert, MD Vice President of Clinical Development, Ascendis Pharma 

A/S
Grethe Rasmussen, PhD Senior Vice President, Product Development, Ascendis 

Pharma A/S
Vibeke Miller Breinholt, PhD Vice President, Nonclinical Development, Ascendis 

Pharma A/S
David Gilfoyle, PhD Director, Nonclinical Development, Ascendis Pharma A/S
Dorthe Filtenborg Olesen, PhD, MSc (Pharm) Vice President, CMC – Drug Substance and 

Analysis, Ascendis Pharma A/S
Steen Jensen, MSc (Pharm) Vice President, CMC – Pharmaceutical and Device 

Development, Ascendis Pharma A/S
Christine Andersen, MSc (Pharm) Project Director, Growth Hormone, Ascendis Pharma A/S
Jan Moller Mikkelsen President and CEO

1.0 BACKGROUND

Ascendis Pharma Endocrinology Division A/S (Ascendis) describes ACP-011 as an inactive, 
transiently PEGylated Type IIB, prodrug of somatropin that releases fully active, unmodified 
hGH (somatropin) under physiological pH and temperature.
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Ascendis is developing ACP-011 as a once-weekly therapeutic alternative to daily administered 
hGH (somatropin) products, with the intent of establishing safety and efficacy comparable to 
Genotropin for the treatment of children with GHD. The development program was initiated 
using ACP-001 with a first-in-human Phase 1 clinical trial in healthy adults (ACP-001 PK/PD-
001). 

Upon completion of the ACP-001 clinical development program, Ascendis made the decision to 
modify the product , with the 
expectation that this difference  would not significantly affect  

 activity given that both the TransCon linker and somatropin remained the 
same. This change resulted in ACP-011 and was the subject of a pre-IND meeting under IND 
126053 (minutes issued on June 3, 2015). According to the sponsor, top line data from this 
recently completed trial demonstrated similarity between ACP-001 and ACP-011 in terms of PK 
(hGH), PD (IGF-1), and safety/tolerability. Based on these data, Ascendis is proposing to initiate 
a Phase 3 clinical development program for ACP-011 in the treatment of children with growth 
hormone deficiency (GHD).

Ascendis submitted on April 29, 2016, an End-of-Phase 2 (EOP2) meeting request to obtain 
feedback on the proposed development program as it relates to a proposed marketing application, 
and to obtain directional input from the Agency regarding human factors engineering studies and 
clinical evaluation relating to development of a proposed ACP-001 auto-injector combination 
product. A Face-to-Face meeting was granted on May 9, 2016.  At the request of Ascendis, the 
format of this meeting was later changed to a teleconference.

The proposed proprietary name,  has not yet been reviewed.
However, because the proposed proprietary name was used throughout the briefing package, the 
proposed proprietary name is used in this document solely for convenience.

FDA sent Preliminary Comments to Ascendis on July 22, 2016, to which Ascendis responded on 
July 26, 2016.

2. DISCUSSION

Your questions are repeated below followed by our responses in bold font.

Question 1:  In the context of a product registration application, does the Agency agree to the 
applicant’s plan to selecting the working cell bank  

 as the starting materials for manufacture of 
TransCon PEG40 hGH Drug Substance?

FDA Response to Question 1: The plan to register the  working cell bank,
 

 as starting materials starting materials for Drug Substance 
manufacture appears reasonable. It is unclear whether you include the master cell bank 
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as a starting material. We recommend you develop and register a two-tiered cell 
banking system with a master cell bank (MCB) and a working cell bank derived from 
the MCB, as described by ICH Q5D. A final determination on the adequacy of your 
control strategy for critical raw materials will be made upon review of your registration 
filing.

Ascendis’ Response to Question 1: Ascendis Pharma understands the Agency’s feedback.  
Ascendis Pharma does intend to register a two-tiered cell banking approach as 
recommended by the Agency.

Discussion: The sponsor accepted FDA’s response, no discussion occurred.

Question 2:  Are the proposed comparability testing programs for TransCon PEG40 hGH 
drug substance and hGH Intermediate, respectively, acceptable for bridging the 
manufacturing process changes, change in manufacturing sites, and change in manufacturing 
scale that are scheduled to be implemented during the planned Phase 3 program?

FDA Response to Question 2: The proposed batteries of tests for the comparability 
testing programs for the planned comparability studies appear reasonable. We have the 
following comments:

a) You propose to submit a comparison of stability data when “data for Batch B 
becomes available.” To support comparability of the pre-and post-change materials 
with respect to their stability profiles, you will need to provide comparative stability 
data in the IND amendment to implement the manufacturing process changes. 
Include in the Amendment a minimum of 3 - 4 stability time points for each batch 
under accelerated or temperature stressed storage conditions. Provide these for 
both the TransCon PEG40 hGH drug substance and hGH Intermediate.

b) Include the following in the head-to-head comparison TransCon PEG40 hGH drug 
substance:

- a comparison of the relative occupancy of pegylation sites
- a comparison of the levels of product-related variants arising from impurities 

 and variants 
with two covalently linked hGh molecules.

Ascendis’ Response to Question 2: Ascendis Pharma wishes to seek acceptance on the 
following as adequately addressing the advice provided on providing a minimum of 3-4 
stability time points for each batch under accelerated or temperature-stressed storage 
conditions for both TransCon PEG 40 hGH and hGH Intermediate.

TransCon PEG40 hGH Drug Substance
At the time of the IND amendment, Ascendis Pharma proposes to provide the following data 
to satisfy this requirement:
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For pre-change TransCon PEG40 hGH drug substance manufactured at  
 (Batch A), 6 months stability data will only be available under the 

recommended storage conditions  as this material has already been processed 
to drug product.

For post-change TransCon PEG40 hGH drug substance manufactured at Fujifilm Diosynth 
Biotechnologies UK Ltd (Batch B), 6 months stability data at long term and 
accelerated storage condition will be available.

In addition 3 months comparative stability data (pre- and post-manufacturing change) of 
drug product in vials at long term and accelerated storage conditions will be available.

Discussion: The Agency agrees that the proposed three month comparative accelerated 
stability data, with pre- and post-manufacturing change drug product at T=0, T=1 month, and 
T=3 months, is an acceptable surrogate. An accelerated storage condition program cannot be 
performed with TransCon PEG40 hGH drug substance manufactured by  

 (Batch A) due to the lack of available pre-change material. 

Question 3:  Is the proposed predefined comparability testing program acceptable for 
determining comparability between TransCon hGH (ACP-011) in vials manufactured by 

 and TransCon hGH (ACP-011) in DCCs manufactured by Vetter Pharma-
Fertigung for use in the TransCon hGH (ACP-011) auto-injector?

FDA Response to Question 3: The proposed battery of tests appears reasonable. In 
addition to the data proposed, provide comparative stability data for the vials and 
DCCs to support comparability in the IND amendment to implement the proposed 
presentation changes. Include in a minimum of 3 - 4 stability time points for each batch 
under accelerated or temperature-stressed storage conditions. We have the following 
additional comments on the proposed change in drug product presentation during 
Phase 3 studies:

a) You will need to provide in your marketing application sufficient stability data 
for the intended commercial presentation at the long-term storage condition to 
support the requested shelf-life for the commercial product.

b) You will need to provide in your marketing application extractables and 
leachables data, and a leachables risk assessment for the intended commercial 
container closure.

Ascendis’ Response to Question 3: Ascendis Pharma wishes to seek acceptance on the 
following as adequately addressing the advice provided on providing a minimum of 3-4 
stability time points for each batch under accelerated or temperature-stressed storage 
conditions for both TransCon PEG 40 hGH and hGH Intermediate.

TransCon hGH (ACP-011) Drug Product

At the time of the IND amendment for clinical phase 3 re-supply, Ascendis Pharma proposes 
to address this requirement by providing 3 months comparative long-term (5°C ± 3°C, and
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30°C ± 2°C/65% RH ± 5% RH) and accelerated (40°C ± 2°C/75% RH ± 5% RH) stability 
data (pre- and post-manufacturing change, T=0, T=1 month, and T=3 months).  Longer term 
stability data from the stability program will be made available as part of the IND annual 
reporting requirement.

Discussion: The Agency agrees Ascendis Pharma’s approach seems reasonable for the 
proposed stability comparability data for the TransCon hGH (ACP-011) in vials. 

Question 4:  Does the Agency find the general approach to designing the human factors 
engineering studies for the TransCon hGH auto-injector combination product appropriate for 
evaluating the user interface of the product?

FDA Response to Question 4: We understand that you are planning to use TransCon 
hGH (ACP-011) to treat growth hormone deficiency and that you plan to submit a 
human factors (HF) validation study protocol for Agency review.  Your general 
approach appears acceptable and we can provide specific recommendations when you 
submit your comprehensive HF validation study protocol.  Please submit your human 
factors validation protocol as an amendment to the IND, not as a meeting request, since 
we will need 120 days to review and provide comments.  Plan your development 
program timeline accordingly.

Please ensure that you also include a comprehensive use-related risk analysis when you 
submit the HF validation study protocol for Agency’s review.  Please note that a 
comprehensive use-related risk analysis should include a comprehensive and systematic 
evaluation of all the steps involved in using your product (e.g., based on a task analysis), 
the errors that users might commit or the tasks they might fail to perform (consider 
known problems for similar products), and the potential negative clinical consequences 
of use errors and task failures.  Your risk analysis should also discuss risk-mitigation 
strategies you employed to reduce risks you have identified and the methods you intend 
to use for validating the risk-mitigation strategies.  Your proposal also includes 
development of cartridges with nine different strengths. Please ensure that you discuss 
the risks of introducing nine cartridges and associated selection errors and 
implemented mitigations to address possible medication errors in your overall use-
related risk assessment.

This information is needed to ensure that all potential risks involved in using your 
product have been considered and adequately mitigated and the residual risks are 
acceptable.  

The risk analysis can be used to inform the design of a human factors validation study 
protocol for your product.

The following items are needed to inform the review of your HF study protocol:
 A summary of preliminary analyses and evaluations, including formative 

studies;
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 Include in your summary a discussion of key findings and any changes 
made to your product or labeling, including how the findings were used 
to update the user interface and risk analysis

 An updated risk analysis for your product;
 Detailed HF validation study protocol to include the following elements:

 Description of intended product users, uses, use environments, and 
training (if applicable) for commercial product

 Graphical depiction and written description of product user interface
 Summary of known use problems with previous models or similar 

products
 User task selection, categorization (e.g., critical) and prioritization
 Validation testing details

 Objective(s)
 Test environment and conditions of use
 Training provided to participants and rationale for how it 

corresponds to real-world training (if applicable)
 Distinct user groups broken out by number and type of test 

participants and rationale for how they represent the intended 
user populations.  You indicate that you will include “15 nurses or 
medical doctors, 15 caregivers and 15 children and to simulate the 
intended use situation, half of the patients and of the caregivers 
will be trained and the other half will not be trained, whereas the 
nurse group will not be trained”.  We note that you will need 15 
participants in each distinct user group (i.e. 15 untrained 
caregivers, 15 trained caregivers, 15 untrained children, and 15 
trained children.  We also recommend that you recruit children 
with and without injection experience since it is expected that 
children who are naïve to injection will be prescribed to use your 
product.

 User tasks and use scenarios that will be studied
 Description of data to be collected and methods for documenting 

observations and interview responses
 Methods for root cause analysis of all use errors, difficulties, close 

calls 
 Definition of performance success and performance failure
 Moderator transcript

 Intend-to-market labels and labeling (including an editable word version of the 
IFU if an IFU is proposed) that will be tested in the HF validation study

 Five intend-to-market samples of product that will be tested in the HF validation 
study  

The requested information should be placed in eCTD section 5.3.5.4 – Other Study 
reports and related information.

Guidance on human factors procedures to follow can be found in: 
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Applying Human Factors and Usability Engineering to Medical Devices, available 
online at: 
http://www.fda.gov/downloads/MedicalDevices/DeviceRegulationandGuidance/Guidanc
eDocuments/ucm259760.pdf   

Guidance on Safety Considerations for Product Design to Minimize Medication Errors 
and can be found online at: 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Gui
dances/UCM331810.pdf 

Note that we recently published two draft guidance documents that, while not yet 
finalized, might also be useful in understanding our current thinking and our approach 
to human factors for combination products, product design, and labeling: 

Human Factors Studies and Related Clinical Study Considerations in Combination 
Product Design and Development and can be found online at: 
http://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM484345.pdf   

Safety Considerations for Container Labels and Carton Labeling Design to Minimize 
Medication Errors and can be found online at: 
http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guida
nces/ucm349009.pdf 

Ascendis’ Response to Question 4: Ascendis Pharma understands the Agency’s feedback.

Discussion: The sponsor accepted FDA’s response, no discussion occurred.

Question 5:  To support registration of the TransCon hGH (ACP-011) auto-injector and pen 
needle combination product configuration utilizing DCCs, the applicant proposes to evaluate 
its usage in the following clinical trials:

 A Phase 1 randomized, bioequivalence, crossover trial comparing PK exposure of 
hGH after a single dose of TransCon hGH (ACP-011) in vials and administered by 
syringe and hypodermic needle versus in DCCs and administered by an auto-injector 
and pen needle (TransCon hGH CT-102).

 Clinical safety and use evaluation of TransCon hGH (ACP-011) DCC administered 
by auto-injector and pen needle  

 as part of a TransCon hGH (ACP 011) 
Phase 3 long-term extension trial (TransCon hGH CT-301EXT).

Does the Agency find this approach acceptable?

FDA Response to Question 5: Your approach seems reasonable. In addition to the 
planned PK comparability assessments, we recommend that you also assess PD 
comparability (Similar to ACP-011 CT-101) in the proposed study (TransCon hGH CT-
102). 
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In regards to the use of an autoinjector during the proposed bioequivalence study and 
Phase 3 extension trial, we expect a detailed description of the autoinjector to be 
provided prior to initiation of the study. This information should include dose accuracy 
and biocompatibility testing in addition to a risk assessment that demonstrates 
adequate mitigation of safety hazards related to the device. The acceptance criteria of 
dose accuracy testing should be clinically justified based upon your risk assessment. 
Biocompatibility testing should be completed per ISO 10993-1. You state the 
autoinjector contains electronic components; therefore electrical safety testing should 
also be completed prior to initiation of the bioequivalence study or Phase 3 extension 
trial.  

We highly recommend utilizing the final to-be-marketed version of the device 
presentation during the bioequivalence and Phase 3 extension trial. If the final to-be-
marketed device presentation is not used then bridging studies may be required in 
order to validate your device. Additionally, please be sure to capture any device 
malfunctions or failures during the proposed bioequivalence study and Phase 3 
extended trial. A root-cause analysis should be conducted for any device malfunctions 
or failures in order to evaluate the risks of the device and to determine if any design 
changes are needed.

Please see Additional Comments for further information regarding the device 
development and information that is required for any future marketing application.

Ascendis’ Response to Question 5: Ascendis Pharma understands the Agency’s feedback.

Discussion: The sponsor accepted FDA’s response, no discussion occurred.

Question 6:  Based on the preliminary data from the 26-week repeat-dose cynomolgus 
monkey Good Laboratory Practice (GLP) study, does the Agency believe this study appears 
reasonable for supporting initiation of the planned Phase 3 clinical program?

FDA Response to Question 6: Although this question cannot be fully answered until the 
final reports for the repeat-dose toxicity studies (26 week study in rats and monkeys) 
are reviewed, the proposed nonclinical battery of studies appear to be adequate to 
support initiation of the planned Phase 3 clinical program.

Ascendis’ Response to Question 6: Clarification is requested regarding the timing of 
submitting the final reports for the 26-week cynomolgus monkey and rat repeat-dose toxicity 
studies.

Prior feedback from the Agency indicated the acceptability of providing data from the 
cynomolgus monkey study main group animals only (defined previously as toxicity phase) for 
initiating the Phase 3 trial and that data from the rat study could be provided 9 months later.  
This feedback is summarized below:
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- 30 June 2015, email communication: In regards to the 26-week cynomolgus monkey 
repeat-dose toxicity study, the Agency indicated that in principle data from main group 
(defined as treatment phase) animals would support initiation of a Phase 3 clinical trial 
in children with GHD.

- 14 December 2015, email communication: In regards to the 26-week rat repeat-dose 
toxicity study, the Agency indicated that it was acceptable to provide data from the 
toxicity phase (data from main group animals) together with data from the 52-week 
repeat-dose cynomolgus monkey study.  As agreed to in an email communication dated 
22 June 2105, toxicity phase data from the 52-week cynomolgus monkey study could be 
submitted to the IND when patients in the Phase 3 clinical trial reached up to the 9 
months treatment time point.

Nonclinical safety data available for the IND-submission will be provided in an audited 
interim report: all in-life data from main group animals in the on-going 26-week repeat-dose 
cynomolgus monkey study, including clinical pathology, histopathology, mPEG in CSF, IHC 
data from the FDA requested brain sections and toxicokinetics data including serum  
data.  Immunogenicity (anti-hGH and anti-PEG) data will be provided in the final audited 
study report along with mPEG-linker data in serum.  This final audited report for the full 
study will be provided to the IND no later than when the first subject in the Phase 3 clinical 
trial reaches the 9 months treatment time point.

FDA Clarification on Question 6 (sent by fax on July 27, 2016): Please note that our use 
of the word “final” in our response to question 6 was unintentional.  With regard to the 
referenced chronic monkey toxicity studies, we abide by our previous advice of 22 June 
2015, 30 June 2015 and 14 December 2015.  We understand that the non-rodent nonclinical 
data to support initiation of the proposed Phase 3 clinical protocol will consist of an audited 
interim report from the 26-week monkey study, capturing all referenced endpoints for the 
main study animals.  Moreover, we understand that the final audited study report for the 26-
week monkey study will be submitted prior to exposures exceeding 9 months in the Phase 3 
clinical trial, as will the toxicity phase data from the 52-week monkey study.

With regard to the timing of submission of the 26-week (toxicity phase) rat data, the intent of 
your 12/3/2015 query about the timing of when these data should be submitted was unclear 
to us.   Our expectation is that these data would be submitted prior to initiation of the 
proposed Phase 3 clinical protocol, as these data provide the rodent nonclinical support for 
the proposed clinical protocol.  We note that the extant rodent nonclinical data do not support 
clinical trials of longer than 28 days duration. Under the circumstances, it would be 
permissible to submit a draft (unaudited) study report for the main group animals from the 
26-week rat study in order to support initiation of the Phase 3 clinical trial, with the 
understanding that the final audited study report would be submitted before clinical 
exposures exceed 26-weeks.

Discussion: Ascendis Pharma will submit the unaudited draft, 26-week rat repeat-dose 
toxicity study, to the IND by October 2016. Ascendis Pharma anticipates submitting an IND 
amendment with the clinical protocol by the end of August 2016, with the first patient to 
begin dosing in mid-late October 2016.
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Ascendis Pharma proposed submitting final 26-week rat repeat-dose report, with recovery, 
special stains, and audited, no later than the 9 months treatment time point. Although the 
Agency would prefer to receive the final study report sooner, the proposed submission 
appears reasonable. The Agency reminds the sponsor that our responses regarding the Phase 
3 pivotal studies will be limited by the available information if the non-clinical information 
isn’t available during review and is insufficient upon review.   

Question 7:  Assuming no safety signals of concern are found in the ongoing and planned 
nonclinical safety studies, does the Agency find the nonclinical safety program acceptable for 
a marketing application?

FDA Response to Question 7: This question cannot be answered until the final reports 
from the ongoing (repeat-dose toxicity studies, embryofetal development studies, and 
pharmacokinetics and tolerability studies) and planned (male and female fertility 
studies and embryofetal development studies) studies are reviewed.  Specifically, the 
chronic toxicity studies will need to be evaluated to determine if rodent carcinogenicity 
studies are feasible or warranted. 

Ascendis’ Response to Question 7: Ascendis Pharma understands the Agency’s feedback.

Discussion: The sponsor accepted FDA’s response, no discussion occurred.

Question 8:  Consistent with regulatory guidance, the applicant has conducted a 
carcinogenicity assessment for TransCon hGH based on a weight of evidence approach 
incorporating data from the TransCon hGH nonclinical and clinical programs, as well as 
relevant publically available information.  Based on this assessment, the applicant does not 
believe conduct of a rodent carcinogenicity studies are warranted or feasible.  Does the 
Agency agree?

FDA Response to Question 8: No, we do not agree.  We cannot comment at this time on 
the feasibility of conducting a rodent carcinogenicity study without first reviewing the 
data from your 6-month rat toxicity study.  You are encouraged to submit the final 
study report for this study to the Agency as soon as it becomes available.  The brief 
Carcinogenicity Assessment document incorporated into your End-of-Phase 2 
background document is inadequate.  We note that discussion of is limited to 
genotoxic considerations, even though carcinogenesis can be induced by non-genotoxic 
pathways.  Your assessment should include a discussion of all that is known about the 
pharmacodynamic or toxicologic effects of .  This should include data from your 
own toxicology program(s) and any publically available data.  Moreover, your 
assessment does not assess the fate or carcinogenic potential of the residual  

.

Ascendis’ Response to Question 8: Ascendis Pharma understands and accepts the Agency’s 
feedback.  Ascendis Pharma will plan to engage the Agency in discussing the best strategy 
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for addressing the Agency’s concern regarding the potential carcinogenic properties of 
TransCon PEG40 hGH upon completion of the 26-week repeat-dose rat study.

Discussion: The sponsor accepted FDA’s response, no discussion occurred.

Question 9:  The Sponsor proposes to conduct a Phase 3 clinical program consisting of 

(1) a single pivotal Phase 3 clinical trial evaluating TransCon hGH (ACP-011) compared to 
Genotropin in the treatment of pediatric growth hormone deficiency using a primary 
endpoint of annual height velocity at 12 months and

(2) a long-term extension trial.

Initiation of this program will be based on data from the completed TransCon hGH (ACP-
001) clinical program and the completed Phase 1 clinical trial bridging TransCon hGH 
(ACP-001) and TransCon hGH (ACP-011).  Recognizing that a detailed review of the final 
data from the completed clinical program will be required as part of an IND submission, does 
the Agency find this approach to support conduct of the planned Phase 3 clinical program to 
be acceptable?

FDA Response to Question 9: Your plan to support a Phase 3 clinical program with the 
data obtained from the completed TransCon hGH (ACP-001) clinical program and the 
completed Phase 1 clinical trial bridging TransCon hGH (ACP-001) and TransCon 
hGH (ACP-011) seems acceptable pending review of the results of the bridging study. 
Please note, while you accumulated safety data from earlier clinical studies of longer 
duration with ACP-001, these are not necessarily applicable to ACP-011, which is a 
different drug. Thus, if new safety issues arise (such as local tolerability or 
immunogenicity) during the Phase 3 clinical program or in the nonclinical program, 
you may be required to evaluate the new safety signals with additional nonclinical 
and/or clinical studies or in a different patient population.

Ascendis’ Response to Question 9: Ascendis Pharma understands the Agency’s feedback.

Discussion: The sponsor accepted FDA’s response, no discussion occurred.

Question 10:  Does the Agency agree that it is acceptable to use the patient population of 
hGH treatment–naïve prepubertal children (males and females) with GHD as defined in the 
planned pivotal Phase 3 protocol for demonstrating safety and efficacy of TransCon hGH 
(ACP 011)?

FDA Response to Question 10: The proposed patient population in the Phase 3 trial 
seems acceptable to support the proposed indication.  
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Ascendis’ Response to Question 10: Ascendis Pharma understands and accepts the Agency’s 
feedback.

Ascendis Pharma will include subjects with diabetes as long as they receive standard care 
antidiabetic treatment and are metabolically stable in the Phase 3 clinical trial.  Provision 
will also be made to ensure such subjects are well monitored during the trial and rescue 
criteria are described.

Discussion: The sponsor accepted FDA’s response, no discussion occurred.

Question 11:  Does the Agency agree that the proposed primary and secondary endpoints for 
the planned pivotal Phase 3 clinical trial are acceptable for demonstrating safety and efficacy 
of TransCon hGH?

FDA Response to Question 11: The proposed endpoints seem acceptable. We also 
recommend that you evaluate changes in bone age vs. chronological age at the end of 
the trial.

Ascendis’ Response to Question 11: Ascendis Pharma understands the Agency’s feedback.
Ascendis Pharma will include a 12 months bone age assessment in the Phase 3 clinical trial.

Discussion: The sponsor accepted FDA’s response, no discussion occurred.

Question 12:  For the planned pivotal Phase 3 clinical trial, a prespecified noninferiority 
margin of 2.0 cm/year is proposed for demonstrating comparable efficacy for the primary 
endpoint of annualized HV.  Does the Agency agree that this noninferiority margin is 
acceptable?

FDA Response to Question 12: Please provide a justification for the choice of the non-
inferiority margin that is based on the effect of Genotropin on annual height velocity at 
12 months from previous clinical trials in the same or similar clinical trial setting as the 
proposed clinical trial. The non-inferiority margin should be informed by the 
considerations described in the draft Guidance for Industry – Non-inferiority Clinical 
Trials 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Gu
idances/UCM202140.pdf) and should be adequately justified.

Ascendis’ Response to Question 12: Ascendis Pharma understands the Agency’s feedback; 
however, Ascendis Pharma wishes to further discuss this topic to better understand the 
Agency’s advice in light of: 1) previous advice provided during the TransCon hGH (ACP-
001) pre-IND meeting that 2.0 cm/year was acceptable for demonstrating noninferiority in 
children with GHD, 2) acceptance of a 2.0 cm/year noninferiority margin by the Agency for 
the approval of Valtropin as evidence of efficacy and 3) differences less than 2.0 cm/year is 
also not considered clinically meaningful based on published literature.
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Discussion: The Agency reiterated that Ascendis Pharma will need to provide additional 
justification, regardless if the non-inferiority margin was used in previous studies. The 
justification should include an evaluation of the effect on annual height velocity when 
patients are treated with Genotropin versus when patients go untreated. Ascendis Pharma will 
provide further justification in their IND amendment.

The Agency strongly encourages Ascendis Pharma to submit a Type C meeting request in 
order to receive guidance on specific questions related to their Phase 3 protocols. 

Question 13:  For the planned Phase 3 clinical trials, a TransCon hGH (ACP 011) dose of 
0.24 mg hGH/kg/week (equating to a Genotropin dose of 0.24 mg/kg/week) has been 
selected.  Does the Agency agree that this dose is acceptable?

FDA Response to Question 13: Your proposed dose of TransCon hGH (ACP 011) of 0.24 
mg hGH/kg/week appears reasonable for the Phase 3 clinical trial based on the 
information you have provided.

Ascendis’ Response to Question 13: Ascendis Pharma understands the Agency’s feedback.

Discussion: The sponsor accepted FDA’s response, no discussion occurred.

Question 14:  To accommodate future transition to the TransCon hGH (ACP-011) DCC to be 
administered by auto-injector and pen needle combination product, distinct TransCon hGH 
(ACP-011) weight-based dosing increments are proposed for the planned pivotal Phase 3 
clinical trial.  Does the Agency agree that the proposed weight-based dosing increments are 
acceptable?

FDA Response to Question 14: The proposed weight-based dosing approach seems 
reasonable based on the information you have provided. Additional information on the 
accuracy of the volume delivered by the auto-injector is needed to be able to fully 
comment on the appropriateness of the proposed weight-based dosing increments.

Ascendis’ Response to Question 14: Ascendis Pharma understands the Agency’s feedback.

Discussion: The sponsor accepted FDA’s response, no discussion occurred.

Question 15:  Does the Agency agree that the proposed PK/PD profiling and 
electrocardiogram (ECG) assessment plans in a subset of subjects, supplemented by sparse 
sampling in all subjects, in the planned pivotal Phase 3 clinical trial are acceptable?

FDA Response to Question 15: The proposed PK/PD sampling seems adequate. We 
recommend collecting ECG at the expected steady-state time of maximum plasma 
concentrations (Cmax) of your product in all subjects.

Ascendis’ Response to Question 15: Ascendis Pharma understands the Agency’s feedback.

Reference ID: 3977102



IND 126053
Page 15

Discussion: The sponsor accepted FDA’s response, no discussion occurred.

Question 16:  Does the Agency agree that the proposed assay platforms and sampling time 
points for anti-hGH and anti-PEG antibodies in the planned pivotal Phase 3 clinical trial are 
acceptable?

FDA Response to Question 16: Sampling time points for anti-hGH and anti-PEG 
antibodies in the planned pivotal Phase 3 clinical trial seems reasonable. You should 
also continue to sample for antibodies in the extension study. 

We do not agree. The antibody assay platform does not include a test of antibodies 
generated against intact TransCon PEG40 hGH. Therefore, assays may not detect 
antibodies against epitopes that are absent from hGh alone or PEG alone. Develop an 
assay to screen for anti-TransCon PEG40 hGH antibodies. FDA recommends you 
submit validation for each of the anti-drug antibody assays prior to testing patient 
serum samples.

Ascendis’ Response to Question 16: Ascendis Pharma wishes to discuss the Agency’s 
feedback on the inclusion of an assay for antibodies generated against intact TransCon 
PEG40 hGH (anti-product antibodies).

At present, Ascendis Pharma has validated anti-hGH and anti-PEG antibody assays.  The 
need for an additional anti-product antibody assay targeting the linker-protein interface has 
been considered but is technically impossible to develop given the transient nature of the 
linker-protein interface which prevents the generation of the necessary reagents.

The potential need to assess anti-product antibodies was previously discussed with the 
Agency during the pre-IND for TransCon hGH (ACP-001); PIND Meeting Minutes 
dated 08 July 2010.  Based on this discussion, the anti-hGH and anti-PEG antibody assays 
were considered acceptable for the clinical program.

Phase 2 clinical data in children with GHD over a 6 month treatment period indicate that the 
immunogenicity profile of TransCon hGH (ACP-001) is acceptable and no unexpected 
impact on safety, PK/PD or efficacy suggestive of unexplained immunogenicity was noted.  
TransCon hGH (ACP-011) incorporates an identical linker and similar protein PEGylation 
sites to TransCon hGH (ACP-001) and initial nonclinical and clinical data confirm the low 
incidence of anti-hGH antibodies.

Accordingly, Ascendis Pharma proposes that anti-hGH and anti-PEG antibodies are 
monitored in all subjects in the Phase 3 pivotal study and the accompanying long-term 
extension study.

Discussion: The Agency agrees Ascendis Pharma should continue with monitoring the anti-
hGH and anti-PEG antibodies in the Phase 3 pivotal study and accompanying long-term 
extension study. However, the Agency reiterated their recommendation to the sponsor to 
develop an assay to screen for anti-TransCon PEG40 hGH antibodies, or the sponsor should 
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demonstrate from their failed attempts that developing reagents for such an assay is not 
technically feasible. Serum samples should be banked during the course of the study for use 
on a potential successfully developed and validated ADA assay.

Question 17:  If the planned pivotal Phase 3 clinical trial is positive, does the Agency agree 
that the TransCon hGH clinical program, in totality, would be viewed as adequate for 
demonstrating safety and effectiveness for the purpose of supporting a marketing 
authorization application for the treatment of children with growth disturbance due to GHD 
(refer to Question 18 regarding the safety data base)?

FDA Response to Question 17: This question is premature.
 
Whether the results of the clinical program will support the approval of ACP-011 for 
the treatment of children with the GHD indication depends on the quality of the data, 
the treatment effect size, and the overall safety profile, among other criteria.  
Unanswered questions or residual uncertainties at the end of the review process may 
require additional data. 
 
At this time, we are also not convinced that 12 months of treatment is enough to 
evaluate the long-term safety and efficacy of the product. Your GH product is not an 
immediate-release GH. While there is extensive efficacy and safety experience with 
recombinant immediate-release GH products which has been accumulated over three 
decades, such is not the case with continuous-release, long-acting GH products. Clarify 
how you plan to bridge short-term efficacy data (12 months) with long-term 
improvement including final height. 

Refer to the responses to Question 9.

Ascendis’ Response to Question 17: Ascendis Pharma appreciates that it is premature to 
assess whether the results of the clinical program will support approval of TransCon hGH 
(ACP-011); however, Ascendis Pharma wishes to confirm whether the program in totality is 
adequately designed to support submission of a marketing application.

Ascendis Pharma acknowledges that long-term safety and efficacy is important and  
 

For purposes of this question, Ascendis Pharma assumes the Phase 3 pivotal and long-term 
extension clinical trials will be successful and will not identify safety concerns beyond what 
is currently known for daily-administered somatropin.

Understanding the requirements for an NDA enabling program as part of this End of Phase 
2/Pre-Phase 3 meeting is critical to Ascendis Pharma’s ability to plan and resource the 
TransCon hGH (ACP-011) program.
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Discussion: Ascendis Pharma stated the intended NDA will include data from the Phase 2 
adult growth hormone study with ACP-001, the Phase 2 pediatric growth hormone study with 
ACP-001, the data from the bridging study bridging ACP-001 to ACP-011, and the data from 
pivotal Phase 3 study in children with growth hormone deficiency. 

The Agency disagreed with the sponsor’s plan to submit data  
 The 

Agency also indicated that none of the pediatric patients treated with ACP-001 in the Phase 2 
study continued in the extension study because of the new formulation of the drug to be used, 
and, thus, the data from the Phase 2 study might be insufficient to support long-term safety 
and efficacy of ACP-011. The Agency also disagreed with the inclusion of the safety and 
efficacy data on a rolling review basis and stated that all safety and efficacy data must be 
included in the initial NDA submission. 

The Agency inquired as to the number of children who will reach final height during 
treatment in the clinical program  and the sponsor indicated that they do not expect any 
participant will  reach final height during treatment in the clinical program  based on the fact 
that the average age of the participants at baseline is 7-8 years.

The sponsor asked the Agency for advice on how many patients need to be enrolled in the 
extension study in order to evaluate long-term safety and efficacy of the drug in the intended 
population. The Agency stated that it cannot provide specific advice on a sample size for the 
extension study, but, in general, the more patients enrolled and treated for the longer period 
of time in the study, the better to assess long-term safety and efficacy of the drug. 
Additionally, the sample size for the extension study also depends on how final height will be 
extrapolated and if any safety signals arise in the preclinical or clinical programs, including 
an immunogenicity response. Lastly, the Agency referred the sponsor to the ICH guidance 
regarding the required number of patients and duration of exposure to be studied in clinical 
programs evaluating drug(s) for chronic therapies. The sponsor indicated that they are aware 
of these ICH guidance requirements. 

 
The Agency also indicated that, in general, two adequate and well-controlled trials are 
required for the proposed indication(s) in order to provide substantial evidence of 
effectiveness of a drug product in the intended population. However, the sponsor is 
proposing to conduct only one Phase 3 pivotal trial. Thus, it is important to have adequate 
numbers of patients exposed to the drug for a sufficient period of time in order to 
demonstrate long-term safety and efficacy of the drug. 

The sponsor agreed to reconsider the number of patients to be enrolled in the extension study 
and the duration of treatment in the extension study.

Question 18:  Assuming no unforeseen safety concerns are observed in the planned 
TransCon hGH (ACP 011) Phase 3 clinical program, does the Agency agree that the planned 
clinical safety database for the TransCon hGH program would be viewed as adequate for 
demonstrating safety for purposes of a marketing authorization application for the treatment 
of children with growth disturbance due to GHD?
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FDA Response to Question 18: Pending review of the data, the duration of follow-up in 
the Phase 3 study may be sufficient for review. The safety data from the Phase 2 trial 
ACP-001 CT-004 should be included in the marketing application as supportive 
evidence of safety. However, we are concerned that your proposal to  

 might not be sufficient to establish the long-term 
safety and efficacy of the product.

If you observe unexpected safety findings in the Phase 3 study (e.g., unusual immune 
response) or in the nonclinical program, you might need to further reconsider the size 
of the safety datasets and/or the duration of safety assessment. Refer to the responses to 
Questions 9 and 17.

Ascendis’ Response to Question 18: Ascendis Pharma understands the Agency’s feedback.  
Please refer to Q17 where Ascendis Pharma commits to provide additional long-term data at 
the time of a marketing application.

Discussion: The sponsor accepted FDA’s response, no discussion occurred.

Question 19:  Based on data from the TransCon hGH (ACP-001) clinical program indicating 
an acceptable safety profile and similarity to Genotropin in terms of somatropin PK 
exposure, PD, and efficacy along with data from the Phase 1 clinical bridging trial 
demonstrating similarity of TransCon hGH (ACP-001) to TransCon hGH (ACP-011), the 
applicant plans to pursue further development of TransCon hGH (ACP-011) by conducting a 
pivotal Phase 3 clinical trial comparing its safety, efficacy, immunogenicity, and PD to 
Genotropin in children with growth hormone deficiency.

If this Phase 3 clinical trial is successful, would an NDA filed under Section 505(b)(2) of 
FD&C Act 21 USC 355 during the transition period noted in the BPCIA be permissible to 
allow reference to previous findings of safety and effectiveness for Genotropin for inclusion 
of the following indications in the TransCon hGH labeling?

FDA Response to Question 19: We would like to review the results of the Phase 3 
program before discussing the specifics of a future clinical program for ACP-011.  We 
note, however, that it is unclear whether you would be able to demonstrate that ACP-
011 is sufficiently similar to Genotropin, an immediate-release growth hormone 
product, to permit scientifically justified reliance on FDA’s finding of safety and/or 
effectiveness for Genotropin to support approval of ACP-011 through the 505(b)(2) 
pathway.  Your product is different from immediate-release growth hormone products, 
and therefore might have a different PK, safety and efficacy profile. Accordingly, 
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clinical trial(s) may be needed for each new indication in order to demonstrate the 
efficacy and safety of your proposed product in the intended population.

We refer you to the draft guidance for industry on Implementation of the “Deemed to 
be a License” Provision of the Biologics Price Competition and Innovation Act of 2009, 
available at 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Gui
dances/UCM490264.pdf for additional information regarding the transition period.

Ascendis’ Response to Question 19: Ascendis Pharma appreciates the Agency’s desire to 
review the results of the Phase 3 program before discussing whether an application can be 
submitted under section 505(b)(2) of FD&C Act 21 USC 355; however, Ascendis Pharma 
wishes to understand the exact data needed to be generated as part of the Phase 3 program 
to support such an application.  It is Ascendis Pharma’s understanding from the draft 
Agency guidance document on 505(b)(2) applications as well as prior precedence that 
prodrugs may qualify for such applications provided similar pharmacologic effects as well as 
safety and efficacy can be demonstrated.

As such Ascendis Pharma wishes to understand what information is necessary to support a 
505(b)(2) application as part of this End of Phase 2/Pre-Phase 3 meeting.

Discussion: The Agency explained that Ascendis Pharma would need to demonstrate that its 
proposed product is sufficiently similar to Genotropin, for example, based on comparative 
physicochemical characterization and bioassay, PK/PD data, and clinical safety and 
effectiveness data, including an assessment of immunogenicity, to scientifically justify 
reliance, in part, on FDA’s finding of safety and/or effectiveness for Genotropin to support 
approval of a 505(b)(2) application.  The Agency advised Ascendis that given the differences 
between ACP-011 and an immediate-release human growth hormone product, it would be 
difficult for Ascendis to demonstrate that its proposed product is sufficiently similar to 
Genotropin to support a 505(b)(2) application that relies, in part, on FDA’s finding of safety 
and/or effectiveness for Genotropin.  In response to Ascendis’ inquiry, the Agency noted that 
more extensive bridging data is necessary to scientifically justify reliance on FDA’s finding 
of safety and/or effectiveness for a biological product such as somatropin as compared to a 
small molecule drug.

Question 20:  Given the proposed development program for TransCon hGH in the treatment 
of children with GHD and the fact that somatropin is a known active substance with 
established uses in the pediatric population, is a Pediatric Study Plan required to be submitted 
for the TransCon hGH program?

FDA Response to Question 20: Yes. Your application is subject to requirements of the 
Pediatric Research Equity Act (PREA). Refer to the section on PREA requirements, 
below.

Ascendis’ Response to Question 20: Ascendis Pharma understands the Agency’s feedback.
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Discussion: The sponsor accepted FDA’s response, no discussion occurred.

Additional Comments 

1) The MMRM (Mixed Effects Repeated Measures Model) assumes equal variances 
between groups. If variances between groups are expected to be markedly unequal, then, 
together with the uneven randomization, this could lead to a test statistic using MMRM 
that no longer has a standard normal distribution under no treatment difference. 

2) For labeling claim(s) to be considered for more than one endpoint, a multiple testing 
method should be used that controls the overall one-sided Type 1 error rate at 0.025 or 
less.

3) Use of the “Full Analysis Subset” population for the primary analysis could induce some 
bias since this population is determined post-randomization and after initiation of 
treatment. We are interested in estimating the treatment effect based on the intent-to-treat 
(de facto) estimand, which considers the actual measurements of subjects regardless of 
adherence to treatment or use of subsequent therapy. The primary analysis should 
account for missing data in the primary endpoint in a fashion consistent with what the 
measurement would have been, had it been measured and should address missing data 
based on that information most relevant to what the measurement would have been had it 
been measured. Your proposed MMRM also does not appropriately address missing data 
as it treats the behavior of missing data for those patients who are off-treatment to be the 
same as that of observed data for those patients who are on-treatment in the same 
treatment arm. We would recommend addressing missing data on the primary endpoint 
by having the missing data from subjects who do not adhere to therapy represented by the 
data from those subjects on the same arm that also did not adhere to therapy but had the 
measurement for the primary endpoint. 

In addition, you should clarify whether post-discontinuation data will be used in the 
primary and secondary analysis for efficacy. Since we are interested in the overall effect 
of the drug regardless of adherence to treatment, subjects should be continued to be 
followed and data collected even after treatment discontinuation. All observed data, 
including post-treatment discontinuation data, should be included in the primary and 
secondary analysis. Please specify how you intend to address missing data when patients 
are lost to follow-up or withdraw consent to be followed for additional outcome 
information.

4) Missing data should be kept to a minimum. We recommend making continued efforts to 
measure endpoints on all subjects, even those who may have discontinued protocol 
treatment. To this end, we recommend that: (1) site investigators are trained about the 
importance of retention and steps to prevent missing data; (2) the consent forms include a 
statement educating subjects/parents/legal guardians about the continued scientific 
importance of their data even if the patient discontinue study treatment early; and (3) 
several approaches are implemented to retain subjects/parents/legal guardians who fail to 
actively maintain contact with the investigator (e.g., telephone calls to friends/family 
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members of subject/parent/legal guardian, e-mails, offers for transportation to the clinic, 
etc.). We suggest Thomas R. Fleming's Addressing Missing Data in Clinical Trials as a 
reference. In addition, the full protocol should (1) describe procedures that will be in 
place to prevent missing data, which should include training site investigators; (2) collect 
the reason for missing data, when it does occur; and (3) describe the assumptions that 
went into the choice of the primary analysis method.

Device Constituent Considerations:

We recommend you consult the FDA guidance document “Technical Considerations for Pen, Jet, 
and Related Injectors Intended for Use with Drugs and Biological Products” for the material that 
FDA expects to be submitted related to device safety and performance.  
http://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM147095.pdf
In order to facilitate the review process, please have the detailed device performance test reports 
as well as a condensed tabular summary exemplified below: 

Essential 
Performance 
Requirement

Specification Verificatio
n

Validation Aging (Y/N) Shipping/ 
Transportation 
(Y/N)

Lot Release 
Testing 
(Y/N)

{Insert 
requirement}

Ex: Injection 
Depth

{Insert 
specification}

Ex: 2-3 cm 
(subcutaneous 
space)

{Insert 
Document 
Number}

{Insert 
Document 
Number}

{Insert Yes if 
specification 
was verified 
after aging 
the device to 
the labeled 
date of 
expiry}

{Insert Yes if 
specification 
was validated 
after shipping 
or simulated 
shipping}

{Insert Yes 
if 
specificatio
n is a part of 
the lot 
release 
testing of 
the final 
finished 
combination 
product}

We note that the essential performance requirements of an auto-injector include, but may not be 
limited to: injection depth, needle length, needle gauge, needle connection type, injection time, 
dose accuracy, any visual/audible/tactile feedback, and activation force.

If your device contains software components we expect you to provide all of the necessary 
software documentation per Guidance for industry and FDA Staff: Guidance for the Content of 
Premarket Submissions for Software Contained in Medical Devices issued in 2005.

In your future submission, please be sure to provide the following information:

1. A description of the complete system, including final product presentations, individual 
device components, configurations, and packaging in its final form within the co-labeled 
or co-packaged medication configuration.
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2. Design Control documentation per 21 CFR 820.30, including design inputs (i.e. essential 
performance requirements/specifications and verification activities) and design outputs 
(i.e. validation activities).

3. Product labeling and instructions for use which describe the process of using the device to 
deliver the medication.

4. Risk analysis information which characterizes and evaluates the risks to the user or patient 
both during normal use, reasonable foreseeable misuse, and potential system failure states. 
Such an analysis should clearly describe system hazards, mitigations implemented to 
reduce the risk of those hazards, effectiveness of the mitigation, as well as conclusions of 
the acceptability of system risks within the final finished system. 

5. Listing of all applicable standards and Guidance documents to which your device adheres 
(i.e. ISO 594, ISO 11608, etc.).

6. Biocompatibility testing and information per ISO 10993-1.

7. Toxicological acceptability of leachables and extractables.

8. Sterility of system components, where required (i.e. fluid or tissue contact) and associated 
acceptability of sterilization residuals. This information should include the sterilization 
methods and validation as well as any sterile packaging.

9. Validation that the device maintains its essential performance requirements after simulated 
shipping.

10. Verification that the device maintains its essential performance requirements after aging 
up to labeled date of expiry. Aging should include worst-case scenario preconditioning 
(i.e. storage, device cycling, in-use conditions, etc.) prior to testing for the essential 
performance requirements of the device.

11. Lot release testing requirements and specifications to ensure maintenance of essential 
performance after manufacturing.

Design considerations specific to your proposed auto-injector device presentation may include 
the following:

1. Design requirements/specifications related to the dual-chamber aspect of the device
a. Mixing time
b. Separation of chambers
c. Initiation of mixing
d. Audible/visual indication of completed mixing, device ready to inject, and 

complete injection

2. Device-device compatibility between the dual-chamber cartridges and the auto-injector
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a. Dimensional analysis and manufacturing control to ensure proper fit between 
cartridge and auto-injector

b. Force to separate components (i.e. remove cartridge from auto-injector)
c. Audible/visual feedback of secure connection between cartridge and auto-injector
d. Cartridge leakage before, during, and after connection to auto-injector

3. Dose accuracy across entire range of intended deliverable volumes

4. Battery life of electrical components

Ascendis’ Response to Additional Comments: Ascendis Pharma understands the Agency’s 
feedback.

Discussion: The sponsor accepted FDA’s response, no discussion occurred.

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.  

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

For additional guidance on the timing, content, and submission of the PSP, including a PSP 
Template, please refer to the draft guidance for industry, Pediatric Study Plans: Content of and 
Process for Submitting Initial Pediatric Study Plans and Amended Pediatric Study Plans at:  
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM360507.pdf.  In addition, you may contact the Division of Pediatric and Maternal Health at 
301-796-2200 or email pdit@fda.hhs.gov.  For further guidance on pediatric product 
development, please refer to: 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/ucm049867.ht
m

4.0 DATA STANDARDS FOR STUDIES
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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.  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:
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http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Electr
onicSubmissions/ucm174459.htm

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 
http://www.fda.gov/ForIndustry/DataStandards/StudyDataStandards/ucm372553.htm. 

6.0 SECURE EMAIL COMMUNICATIONS

Secure email is required for all email communications from FDA to sponsors when confidential 
information (e.g., trade secrets, manufacturing, or patient information) is included in the 
message.  To receive email communications from FDA that include confidential information 
(e.g., information requests, labeling revisions, courtesy copies of letters), sponsors must establish 
secure email. To establish secure email with FDA, send an email request to 
SecureEmail@fda.hhs.gov.  Please note that secure email may not be used for formal regulatory 
submissions to applications (except for 7-day safety reports for INDs not in eCTD format).

7.0 505(b)(2) REGULATORY PATHWAY
 
At this time,1 the 505(b)(2) approval pathway may be used for a proposed human growth 
hormone product that is demonstrated to be sufficiently similar to a listed drug to permit reliance, 
where scientifically justified, on FDA’s finding of safety and/or effectiveness for the listed drug 
to support approval of an NDA.  A demonstration of similarity to the listed drug may include, for 
example, comparative physico-chemical tests and bioassay, nonclinical data (which may include 
bridging toxicology studies), pharmacokinetic (PK)/pharmacodynamic (PD) data, and clinical 
data (which may include an assessment of immunogenicity).

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

1 See draft guidance for industry on Implementation of the “Deemed to be a License” Provision of the Biologics 
Price Competition and Innovation Act of 2009, available at 
http://www fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM490264.pdf.
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If you intend to submit a 505(b)(2) application that relies for approval, in part, on FDA’s finding 
of safety and/or effectiveness for a listed drug, you must establish that such reliance is 
scientifically appropriate, and must submit data necessary to support any aspects of the proposed 
drug product that represent modifications to the listed drug.  You should establish a “bridge” 
between your proposed drug product and each listed drug upon which you propose to rely to 
demonstrate that such reliance is scientifically justified.  

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

If you intend to rely, in part, on the Agency’s finding of safety and/or effectiveness for a listed 
drug or published literature describing a listed drug (which is considered to be reliance on FDA’s 
finding of safety and/or effectiveness for the listed drug), you should identify the listed drug(s) in 
accordance with the Agency’s regulations at 21 CFR 314.54.  The regulatory requirements for a 
505(b)(2) application (including, but not limited to, an appropriate patent certification or 
statement) apply to each listed drug upon which a sponsor relies.

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

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

List the information that may be considered essential to the approval of the 
proposed drug that is provided by reliance on the FDA’s previous finding of 

safety and effectiveness for a listed drug or by reliance on published literature

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

listed drug)

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

application or labeling)

1.  Example: Published literature Nonclinical toxicology
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2.  Example: NDA XXXXXX
“TRADENAME”

Previous finding of effectiveness for
indication X

3.  Example: NDA YYYYYY
“TRADENAME”

Previous finding of safety for
Carcinogenicity, labeling section XXX

4.     

8.0 Office of Scientific Investigations (OSI) Requests 

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

The dataset that is requested in Item III below is for use in a clinical site selection model that is 
being piloted in CDER.  Electronic submission of the site level dataset is voluntary and is 
intended to facilitate the timely selection of appropriate clinical sites for FDA inspection as part 
of the application and/or supplement review process.  
This request also provides instructions for where OSI requested items should be placed within an 
eCTD submission (Attachment 1, Technical Instructions: Submitting Bioresearch Monitoring 
(BIMO) Clinical Data in eCTD Format).

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

1. Please include the following information in a tabular format in the original NDA for each 
of the completed pivotal clinical trials:
a. Site number
b. Principal investigator
c. Site Location: Address (e.g., Street, City, State, Country) and contact information 

(i.e., phone, fax, email)
d. Location of Principal Investigator: Address (e.g., Street, City, State, and Country) and 

contact information (i.e., phone, fax, email).  If the Applicant is aware of changes to a 
clinical investigator’s site address or contact information since the time of the clinical 
investigator’s participation in the study, we request that this updated information also 
be provided.

2. Please include the following information in a tabular format, by site, in the original NDA 
for each of the completed pivotal clinical trials:
a. Number of subjects screened at each site 
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b. Number of subjects randomized at each site 
c. Number of subjects treated who prematurely discontinued for each site by site 

3. Please include the following information in a tabular format in the NDA for each of the 
completed pivotal clinical trials:
a. Location at which sponsor trial documentation is maintained (e.g., , monitoring plans 

and reports, training records, data management plans, drug accountability records, 
IND safety reports, or other sponsor records as described ICH E6, Section 8).  This is 
the actual physical site(s) where documents are maintained and would be available for 
inspection

b. Name, address and contact information of all Contract Research Organization (CROs) 
used in the conduct of the clinical trials and brief statement of trial related functions 
transferred to them.  If this information has been submitted in eCTD format 
previously (e.g., as an addendum to a Form FDA 1571, you may identify the 
location(s) and/or provide link(s) to information previously provided.

c. The location at which trial documentation and records generated by the CROs with 
respect to their roles and responsibilities in conduct of respective studies is 
maintained.  As above, this is the actual physical site where documents would be 
available for inspection.

4. For each pivotal trial, provide a sample annotated Case Report Form (or identify the 
location and/or provide a link if provided elsewhere in the submission). 

5. For each pivotal trial provide original protocol and all amendments ((or identify the 
location and/or provide a link if provided elsewhere in the submission).

II. Request for Subject Level Data Listings by Site

1. For each pivotal trial: Site-specific individual subject data listings (hereafter referred to as 
“line listings”).  For each site, provide line listings for:
a. Listing for each subject consented/enrolled; for subjects who were not randomized to 

treatment and/or treated with study therapy, include reason not randomized and/or 
treated

b. Subject listing for treatment assignment (randomization)
c. Listing of subjects that discontinued from study treatment and subjects that 

discontinued from the study completely (i.e., withdrew consent) with date and reason 
discontinued

d. Listing of per protocol subjects/ non-per protocol subjects and reason not per protocol
e. By subject listing of eligibility determination (i.e., inclusion and exclusion criteria)
f. By subject listing, of AEs, SAEs, deaths and dates
g. By subject listing of protocol violations and/or deviations reported in the NDA, 

including a description of the deviation/violation
h. By subject listing of the primary and secondary endpoint efficacy parameters or 

events.  For derived or calculated endpoints, provide the raw data listings used to 
generate the derived/calculated endpoint.

i. By subject listing of concomitant medications (as appropriate to the pivotal clinical 
trials)
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j. By subject listing, of testing (e.g., laboratory, ECG) performed for safety monitoring

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

III. Request for Site Level Dataset:

OSI is piloting a risk based model for site selection.  Voluntary electronic submission of site 
level datasets is intended to facilitate the timely selection of appropriate clinical sites for FDA 
inspection as part of the application and/or supplement review process.  If you wish to 
voluntarily provide a dataset, please refer to the draft Guidance for Industry Providing 
Submissions in Electronic Format – Summary Level Clinical Site Data for CDER’s Inspection 
Planning” (available at the following link 
http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequire
ments/UCM332468.pdf ) for the structure and format of this data set.  
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Attachment 1
Technical Instructions:  

Submitting Bioresearch Monitoring (BIMO) Clinical Data in eCTD Format

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

DSI Pre-
NDA 

Request 
Item2

STF File Tag Used For Allowable 
File 

Formats

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

report form, by study
.pdf

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

.pdf

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

.xpt

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

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

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

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

eCTD Backbone Specification for Study Tagging Files v. 2.6.1 
(http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequire
ments/ElectronicSubmissions/UCM163560.pdf)

FDA eCTD web page 
(http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Elect
ronicSubmissions/ucm153574.htm)

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

9.0 NEW PROTOCOLS AND CHANGES TO PROTOCOLS
To ensure that the Division is aware of your continued drug development plans and to facilitate 
successful interactions with the Division, including provision of advice and timely responses to 
your questions, we request that the cover letter for all new phase 2 or phase 3 protocol 
submissions to your IND or changes to these protocols include the following information:

1. Study phase
2. Statement of whether the study is intended to support marketing and/or labeling changes
3. Study objectives (e.g., dose finding)
4. Population
5. A brief description of the study design (e.g., placebo or active controlled) 
6. Specific concerns for which you anticipate the Division will have comments
7. For changes to protocols only, also include the following information: 

 A brief summary of the substantive change(s) to the protocol (e.g., changes to 
endpoint measures, dose, and/or population) 

 Other significant changes
 Proposed implementation date

We recommend you consider requesting a meeting to facilitate discussion of multiple and/or 
complex issues.  

10.0 ISSUES REQUIRING FURTHER DISCUSSION

There were no issues requiring further discussion.

11.0 ACTION ITEMS

Action Item/Description Owner Due Date
Submit the unaudited draft, 
26-week rat repeat-dose 
toxicity study 

Sponsor October 2016

12.0 ATTACHMENTS AND HANDOUTS

There were no additional attachments or handouts used at the meeting.
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