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Apellis Pharmaceuticals, Inc. 
Attention: Mara C. Furlow, MS, RAC 
Vice President, Regulatory Affairs 
100 5th Avenue, 3rd floor 
Waltham, MA 02451 
 
 
Dear Ms. Furlow: 
 
Please refer to your Investigational New Drug Application (IND) submitted under section 
505(i) of the Federal Food, Drug, and Cosmetic Act for APL-2 (pegcetacoplan). 
 
We also refer to the telecon between representatives of your firm and the FDA on May 
20, 2020. The purpose of the meeting was to discuss the content and format of the 
planned New Drug Application for APL-2 (pegcetacoplan) for the treatment of 
paroxysmal nocturnal hemoglobinuria. 
 
A copy of the official minutes of the meeting/telecon is enclosed for your information.  
Please notify us of any significant differences in understanding regarding the meeting 
outcomes. 
 
If you have any questions, call Charlene Wheeler, MSHS, (Acting) Chief, Project 
Management Staff at 301-796-1141. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
 
Kathy Robie Suh, MD, PhD 
Clinical Team Leader 
Division of Non-Malignant Hematology 
Office of Cardiology, Hematology, 
Endocrinology, & Nephrology 
Center for Drug Evaluation and Research 

 
Enclosure: 

• Meeting Minutes 
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MEMORANDUM OF MEETING MINUTES 

 
Meeting Type: Type B 
Meeting Category: Pre-NDA 
 
Meeting Date and Time: May 20, 2020; 2:00 p.m. to 3:00 p.m. EST 
Meeting Location:  Teleconference 
 
Application Number: IND 123087 
Product Name: APL-2 (pegcetacoplan) 
Indication:   Treatment of Paroxysmal Nocturnal Hemoglobinuria 
Sponsor Name:  Apellis Pharmaceuticals, Inc. 
Regulatory Pathway: 505(b)(1) 
 
Meeting Chair: Kathy Robie Suh, MD, PhD  
Meeting Recorder: Latrice Wilson, PharmD, RAC 
 
 
FDA ATTENDEES 
OCHEN, Division of Non-Malignant Hematology (DNH) 
Albert Deisseroth, MD, PhD, Supervisory Associate Director  
Kathy Robie-Suh, MD, PhD, Clinical Team Lead 
Rosanne Setse, MD, PhD, Deputy Director for Safety (Acting) 
 
OCHEN, Division of Pharm/Tox (DPT) 
Fred Alavi, PhD, Nonclinical Reviewer 
 
Office of Biostatistics (OB), Division of Biometrics IX 
Yeh-Fong Chen, PhD, Statistical Team Lead  
Kate Li Dwyer, PhD, Statistical Reviewer 
 
Office of New Drug Products (ONDP) 
Dhanalakshmi Kasi, PhD, Quality Reviewer 
 
Office of Regulatory Operations (ORO) 
Latrice Wilson, PharmD, RAC, Senior Regulatory Project Manager   
 
Office of Combination Products 
Cherryn Chang, PharmD, Combination Product Policy  
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Office of Safety and Epidemiology, Division of Medication Error Prevention and Analysis 
(DMEPA) 
Hina Mehta, PharmD, Safety Evaluator Team Leader 
Stephanie DeGraw, Safety Evaluator 
 
 
SPONSOR ATTENDEES 
Apellis Pharmaceuticals 
Temitayo Ajayi, MD, Vice President, Clinical Development 
Victoria Brown, BSc Hons, Program Lead 
Cort Cramer, MS, Senior Director, Toxicology 
Pascal Deschatelets, PhD, Chief Operating Officer 
Mara Furlow, MS, RAC, Vice President, Regulatory Affairs 
Mary Geissler, MPH, Senior Director, Regulatory Affairs 
Federico Grossi, MD, PhD, Chief Medical Officer 
Marc Morris, MD, JD, MS, Vice President, Safety and Pharmacovigilance 
Mohamed Hamdani, MS, Vice President, Biometrics and Data Management 
Hetal Kocinsky, MD, Senior Director, Clinical Development 
Pritpal Nijjar, M.Sc., Senior Director, CMC Regulatory Affairs 
Hanaa Shahin, BS, Senior Manager, CMC Regulatory Affairs 
Raymond Xu, PhD, Senior Director, Clinical Pharmacology 
 
SFJ Pharmaceuticals 
Robert DeBenedetto, Chief Executive Officer 
 
1.0 BACKGROUND 
 
APL-2 (pegcetacoplan) is a pegylated small molecule complement inhibitor of C3 that is 
administered subcutaneously (SC) once daily and appears to inhibit C3 and 
downstream C5-mediated red blood cell (RBC) hemolysis, i.e., both intravascular and 
extravascular hemolysis. APL-2 is being developed for treatment of paroxysmal 
nocturnal hemoglobinuria. The sponsor proposes to submit an NDA which will include 
one Phase 3 efficacy and safety trial (Study APL2-302) and supporting studies.  
 
Study APL2-302 is a Phase 3, prospective, randomized, multicenter, open-label, active-
comparator-controlled study in 80 subjects ≥18 years of age who were receiving 
eculizumab therapy but continued to have Hb levels <10.5 g/dL. Following a 4-week 
run-in period, during which pegcetacoplan therapy was started while eculizumab 
therapy was continued, subjects were randomized to monotherapy with either 
pegcetacoplan (n=41) or eculizumab (n=39) which was continued for 16 weeks. The 
primary efficacy endpoint was assessed as mean hemoglobin change from baseline 
(CFB) to Week 16 of randomized treatment (excluding data from the run-in period). The 
sponsor reports results from the study showed the adjusted (least-square [LS]) mean 
CFBs were 2.37 g/dL for pegcetacoplan and –1.47 g/dL for eculizumab, with a LS mean 
difference of 3.84 g/dL (95% CI, 2.33-5.34) (P<.0001).   
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The purpose of this meeting is to discuss the content and format of the Sponsor’s 
planned New Drug Application for APL-2 (pegcetacoplan) for the treatment of 
paroxysmal nocturnal hemoglobinuria. 
 
FDA sent Preliminary Comments to Apellis Pharmaceuticals on May 18, 2020. 
 
 
2.0 DISCUSSION 
 
2.1. Clinical 
 
Question 1: Study APL2-302, along with supportive clinical data, will be adequate to 
support the submission of an NDA? 

 
FDA Response to Question 1: You may submit an NDA based on Study APL2 302 
with supportive clinical data. However, please consider that there are aspects of 
the design and statistical analysis plan as described in our communication to you 
on November 25, 2019, that may complicate the analysis and interpretation of the 
study results. Note that for a single randomized trial to support an NDA, the trial 
must be well designed, well conducted, internally consistent, and provide 
statistically persuasive and clinically meaningful efficacy findings. Acceptability 
of the study data to support application approval will be a review issue. 
 
Meeting Discussion: No further discussion. 
 
 
Question 2: Does the Division agree that clinical studies using SC or IV administration, 

 are sufficient to support the NDA for SC administration of 
pegcetacoplan in patients with PNH? 

 
FDA Response to Question 2: Yes. However, safety data from all subjects 
exposed to APL-2 should be included in the application. Safety information for 
subjects who have received  should be summarized separately. 
 
Meeting Discussion: No further discussion. 
 
 
Question 3: Does the Division agree that the proposed approach to summarizing and 
presenting efficacy data is acceptable to support the NDA? 

 
FDA Response to Question 3: The application should include an ISE. The ISE 
should include links to the APL-2 302 study report, supporting tables and 
datasets. The ISE should include an integrated discussion of all data supporting 
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efficacy. The supporting studies should be discussed separately in the ISE and 
similar links provided. 
 
Meeting Discussion: The Sponsor’s proposal for ISE presentation (see attached 
Sponsor response document) appears acceptable.  Any additional data 
presentations will be requested as needed during review.  
 
 
Question 4: Does the Division agree that the overall safety database and the proposed 
approach to summarize safety information from the pivotal study and supportive safety 
studies is appropriate to support the NDA? 

 
FDA Response to Question 4: Safety data from all subjects who have received 
APL-2 should be included in the application. 
 
In addition to the proposed narratives for submission, narratives should be 
included for all discontinuations due to adverse events, including during the run-
in period. Narratives should be provided for all patients experiencing SAEs 
regardless of attribution. 

 
Meeting Discussion: The Sponsor agreed to include narratives for all 
discontinuations due to adverse events, including during the run-in period, and 
for all patients experiencing SAEs regardless of attribution, for APL2-302 and the 
completed supportive studies (Study 202, Study 204, and Study CP0514).  (see 
attached Sponsor response document). For the ongoing studies, the Sponsor 
proposes to provide narratives for related SAEs only. The Sponsor stated that the 
additional SAEs for the ongoing studies would be mainly from ophthalmology 
studies and would not be particularly relevant to the DNH indication. DNH agreed 
that the approach appears reasonable and acceptable. If additional narratives are 
needed during review, they will be requested. 
 
 
Question 5: Does the Division agree that the proposed safety data cut-off date (15 April 
2020) for completed and ongoing studies in anticipation of NDA submission by August 
2020 is acceptable? 

 
FDA Response to Question 5: The total safety database with APL-2 at the time of 
submission will comprise about 135 subjects exposed. You state that at the time 
of planned NDA submission (planned for August 2020), safety data will be 
submitted for 115 subjects with PNH who will have received pegcetacoplan (APL-
2) for a cumulative 54.6 person-years of exposure. Of these, 28 subjects have 
received pegcetacoplan >6 months, 21 subjects >1 year, and 2 subjects >2 years.  
The total number of patients with PNH exposed to APL-2 proposed for the NDA 
submission is quite small relative to safety database for approved products 
eculizumab and ravulizumab at time of NDA submission. Similarly, the duration of 
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exposure proposed for the safety population in the NDA (28 subjects with >6 
months exposure) for chronic treatment is quite limited compared to approved 
products where exposure of the great majority of patients was >6 months in the 
NDA submission. What are your plans to update the application as it is under 
review with additional data? Please comment on number of patients and their 
anticipated exposure. 
 
Meeting Discussion: The Sponsor summarized the data they plan to submit in the 
120-Day Safety Update. (see attached Sponsor response document).The Agency 
pointed out that the pegcetoplan cumulative patient numbers in the table 
provided included a number of patients counted in more than one study. The 
Agency re-emphasized the small size of the safety database, including the 
exposure and number of patients. The safety database in the initial NDA 
submission should be complete for review. The 120-Day Safety Update should 
include all additional safety data accruing during the review period. Adequacy of 
the safety database would be a review issue.  
 
The Agency stated that study design and statistical considerations for Study 
APL-2 302 will make the analysis and interpretation of the study results 
complicated (as described in the Agency response to Question 1 above) and 
noted that with only one major study for the indication, completeness and 
internal consistency are necessary. The Sponsor stated they are able to provide 
additional information to the IND if needed.  The Agency had no requests. 
 
 
2.2. Clinical Pharmacology 

 
Question 6: Does the Division agree that the proposed clinical pharmacology package is 
adequate to support an NDA for pegcetacoplan in the treatment of PNH? 

 
FDA Response to Question 6: The pegcetacoplan clinical pharmacology package 
for the NDA submission consists of 10 completed clinical studies, including 5 
studies conducted in healthy volunteers, 1 special population study in subjects 
with severe renal impairment, and 4 studies in subjects with PNH. In addition to 
these clinical studies, additional in vitro studies, and analyses (including QT/QTc 
evaluation, population PK analysis, and exposure-response analysis) have been 
completed or are ongoing in support of the clinical pharmacology package for 
pegcetacoplan. Yes, we agree that the proposed clinical pharmacology package is 
adequate to support an NDA for pegcetacoplan in the treatment of PNH. 
 
Meeting Discussion: No further discussion. 
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2.3. Nonclinical 
 

Question 7: Does the Division agree that the proposed nonclinical pharmacology and 
toxicology package, which includes only studies using the SC or IV route of 
administration, is sufficient to support the NDA for SC administration? 

 
FDA Response to Question 7: We agree that the nonclinical studies as outlined in 
Table 67 of your background package are sufficient to support NDA submission, 
and are consistent with the nonclinical development plan proposed to the 
Division in 2017. We acknowledge that reproductive toxicology studies in NHP 
have now been completed and will be submitted with the NDA. We encourage you 
to submit the NHP reproductive toxicology studies prior to NDA submission, if 
feasible, to allow the Division additional time for review. 

 
Meeting Discussion: No further discussion. 
 
2.4. Chemistry, Manufacturing, & Controls 

 
Question 8: The sponsor intends to submit 12 months’ long-term stability data as 
outlined in Table 58 in this document for drug product in the initial NDA. During the NDA 
review, additional long-term stability data (18 months) will be generated and submitted 
to support the shelf life. Does the Division agree that the sponsor may submit the 
additional stability update to the NDA no later than 3 months prior to the Prescription 
Drug User Fee Act date to further support the requested -month shelf- life of the drug 
product? 

 
FDA Response to Question 8: The NDA is expected to be complete at submission 
and information submitted to the NDA after the original submission may or may 
not be reviewed as resources allow. 

 
Meeting Discussion: No further discussion. 

 
 
2.5. General NDA Content & Format 

 
Question 9: Does the Division agree that the overall table of contents is acceptable? 

 
FDA Response to Question 9: It appears generally acceptable. However, section 
5.3.5 also includes the full individual study reports (including report, protocol, 
amendments, demographics, dosing/exposure data, efficacy data, adverse event 
listings, clinical laboratory data tabulation, etc.) for supporting Study 202 and 
Study  Also, include ISE under section 5.3.5.3 as discussed under response 
to Question 3 above. For the ISS include analysis and discussion of safety results 
as well as safety tables. Include literature references as applicable for section 5 
Clinical Study Reports.  
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Meeting Discussion: The Sponsor confirmed that the appended tables will have 
links. The Agency agreed that the proposed presentation appears to be 
acceptable. 
 
Question 10: Does the Division agree that the proposed presentation of electronic data 
is acceptable? 

 
FDA Response to Question 10: It appears acceptable.  
In addition, please provide: 

• Programs with adequate documents to allow the Agency to duplicate the 
analysis datasets from the raw datasets 
 

• Readable, clearly commented, non-macro programs in ASCII format used 
to create tables and figures for your primary and key secondary efficacy 
analyses and any additional information included in Section 14 CLINICAL 
STUDIES of the Prescribing Information, if applicable. Ensure these 
programs call only data submitted to the Agency and can be easily used to 
reproduce the results in the CSR. 
 

• A clear index with descriptions of the programs. 
 

• Annotations for each figure and table in the CSR with a link to the program 
used to generate results. 

 
Meeting Discussion: No further discussion. 
 
 
2.6. Safety Risk Management 

 
Question 11a: Does the Division agree that the risk management approach seems 
reasonable to mitigate and assess the risk of serious infection in patients treated with 
pegcetacoplan, understanding that a full assessment of the drug’s safety profile has not 
been completed? 

 
FDA Response to Question 11a: We agree that infections due to encapsulated 
bacteria are a potential serious risk for patients treated with proximal 
complement inhibitors such as pegcetacoplan and agree with your proposal to 
submit a REMS plan to mitigate and assess this risk as part of the NDA 
submission. Overall, your risk management approach seems reasonable; 
however, the acceptability of components of your risk management plan will be 
determined during the NDA review. 
 
Meeting Discussion: No further discussion. 
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Question 11b: Would the Division be open to having further discussions of the draft 
REMS documents during the NDA review? 

 
FDA Response to Question 11b: The REMS plan would be reviewed as part of the 
NDA application, with discussions as necessary. 
 
Meeting Discussion: No further discussion. 
 
 
2.7. Pediatric 
 
Question 12: Does the Division agree that Apellis is not required to submit a pediatric 
waiver request for the proposed indication? 

 
FDA Response to Question 12: A waiver request with supporting documentation 
should be included in the application. 
 
Additional Comments: 
Based on information presented in your meeting package, we note that your 
proposed product is intended to be delivered as a subcutaneous infusion via an 
infusion pump. 

 
We recommend you conduct a proactive risk assessment if you have not already 
completed one. The proactive risk assessment 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 and the potential negative clinical consequences of use 
errors and task failures.   

 
If models of the same or similar products exist, your proactive risk assessment 
should incorporate applicable information on known use-related problems with 
those products. Useful information can be obtained from your own experience as 
well as from public sources such as literature, adverse event reports, and product 
safety communications.  

 
Based on the aforementioned information and data, you should determine 
whether you need to submit the results of a human factors (HF) validation study 
conducted under simulated use conditions with representative users performing 
necessary tasks to demonstrate safe and effective use of the product. If you 
determine that an HF validation study does not need to be submitted for your 
product, submit your risk analysis and justification for not submitting the HF 
validation study to the Agency for review under the IND. The Agency will notify 
you if we concur with your determination.  
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The requested information should be submitted to the IND. Place the requested 
information in eCTD Section 5.3.5.4 – Other Study reports and related 
information. 

 
Guidance on human factors procedures to follow can be found in the following 
guidance documents:  
 
Safety Considerations for Product Design to Minimize Medication Errors 
Guidance for Industry1  
Note that we recently published draft guidance documents that, while not yet 
finalized, might also be useful in understanding our current thinking and our 
approach to human factors for product design and labeling:  
 
Safety Considerations for Container Labels and Carton Labeling Design to 
Minimize Medication Errors2  
 

 
Meeting Discussion: No further discussion. 
 
 
3.0 OTHER 
 
DISCUSSION OF THE CONTENT OF A COMPLETE APPLICATION 
 
As stated in our April 8, 2020 communication granting this meeting, if, at the time of 
submission, the application that is the subject of this meeting is for a new molecular 
entity or an original biologic, the application will be subject to “the Program” under 
PDUFA VI. Therefore, at this meeting be prepared to discuss and reach agreement with 
FDA on the content of a complete application, including preliminary discussions on the 
need for risk evaluation and mitigation strategies (REMS) or other risk management 
actions and, where applicable, the development of a Formal Communication Plan. You 
and FDA may also reach agreement on submission of a limited number of minor 
application components to be submitted not later than 30 days after the submission of 
the original application. These submissions must be of a type that would not be 
expected to materially impact the ability of the review team to begin its review. All major 
components of the application are expected to be included in the original application 
and are not subject to agreement for late submission.  
 
Discussions and agreements will be summarized at the conclusion of the meeting and 
reflected in FDA’s meeting minutes. If you decide to cancel this meeting and do not 
have agreement with FDA on the content of a complete application or late submission of 
any minor application components, your application is expected to be complete at the 
time of original submission. 
                                                             
1 Safety Considerations for Product Design to Minimize Medication Errors Guidance for Industry  
2 Safety Considerations for Container Labels and Carton Labeling Design to Minimize Medication Errors  
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In addition, we remind you that the application is expected to include a comprehensive 
and readily located list of all clinical sites and manufacturing facilities.  
 
Information on the Program is available at FDA.gov.3 
 
PREA REQUIREMENTS  
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for 
new active ingredients (which includes new salts and new fixed combinations), new 
indications, new dosage forms, new dosing regimens, or new routes of administration 
are required to contain an assessment of the safety and effectiveness of the product for 
the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 
 
Because this drug product for this indication has an orphan drug designation, you are 
exempt from these requirements. Please include a statement that confirms this finding, 
along with a reference to this communication, as part of the pediatric section (1.9 for 
eCTD submissions) of your application. If there are any changes to your development 
plans that would cause your application to trigger PREA, your exempt status would 
change. 
 
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 
Information4 and Pregnancy and Lactation Labeling Final Rule5 websites, which include: 
 

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

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

• Regulations and related guidance documents.  

                                                             
3 https://www.fda.gov/ForIndustry/UserFees/PrescriptionDrugUserFee/default.htm 
4 https://www.fda.gov/drugs/laws-acts-and-rules/plr-requirements-prescribing-information 
5 https://www.fda.gov/drugs/labeling/pregnancy-and-lactation-labeling-drugs-final-rule 

Reference ID: 4628226



IND 123087 
Page 11 
 
 

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

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

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

Reference ID: 4628226



IND 123087 
Page 12 
 
 

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

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

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

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

When requesting this meeting, clearly mark your submission “DISCUSS SAFETY 
ANALYSIS STRATEGY FOR THE ISS” in large font, bolded type at the beginning of 
the cover letter for the Type C meeting request. 
 
MANUFACTURING FACILITIES 
 
To facilitate our inspectional process, we request that you clearly identify in a single 
location, either on the Form FDA 356h, or an attachment to the form, all manufacturing 
facilities associated with your application. Include the full corporate name of the facility 
and address where the manufacturing function is performed, with the FEI number, and 
specific manufacturing responsibilities for each facility. 
 
Also provide the name and title of an onsite contact person, including their phone 
number, fax number, and email address. Provide a brief description of the 
manufacturing operation conducted at each facility, including the type of testing and 
DMF number (if applicable). Each facility should be ready for GMP inspection at the 
time of submission. 
 
Consider using a table similar to the one below as an attachment to Form FDA 356h. 
Indicate under Establishment Information on page 1 of Form FDA 356h that the 
information is provided in the attachment titled, “Product name, NDA/BLA 012345, 
Establishment Information for Form 356h.” 
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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 
 
4.0 ISSUES REQUIRING FURTHER DISCUSSION 
 
There are no issues that require further discussion. 
 
5.0 ACTION ITEMS 
 
There are no action items. 
 
6.0 ATTACHMENTS AND HANDOUTS 
 
The Sponsor provided responses, appended below, in advance of the meeting.  
 

                                                             
8 https://www.fda.gov/media/85061/download 
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Pegcetacoplan Pre-NDA Meeting 
Response to Preliminary Comments 19 May 2020 
 

Apellis Pharmaceuticals, Inc 1 of 11 CONFIDENTIAL 

IND 123,087: SPONSOR RESPONSES TO PRE-NDA MEETING 
PRELIMINARY COMMENTS RECEIVED 18 MAY 2020 

Items highlighted in yellow are those proposed for discussion during the meeting on 20 May 
2020. 

1. QUESTIONS FOR DISCUSSION 

1.1. Clinical 

Question 1   
Does the Division agree that data from a single 16-week Phase 3 study in subjects with PNH, 
Study APL2-302, along with supportive clinical data, will be adequate to support the submission 
of an NDA? (Section 4.1.6) 

FDA Response to Question 1: 

You may submit an NDA based on Study APL2 302 with supportive clinical data. 
However, please consider that there are aspects of the design and statistical analysis plan as 
described in our communication to you on November 25, 2019, that may complicate the 
analysis and interpretation of the study results. Note that for a single randomized trial to 
support an NDA, the trial must be well designed, well conducted, internally consistent, and 
provide statistically persuasive and clinically meaningful efficacy findings. Acceptability of 
the study data to support application approval will be a review issue. 

Apellis Response: 

As noted in the pre-NDA briefing book (Section 4.1.5.1), Apellis revised the statistical analysis 
plan (SAP) in response to the FDA comments, which was finalized on 05 December 2019 prior 
to database lock. The final version of the SAP was submitted to IND 123,087 on 
7 February 2020 (Sequence 0099).  

Apellis acknowledges the reminder that acceptability of the study data to support approval will 
be a review issue.  

Question 2  
Does the Division agree that clinical studies using SC or IV administration,  

 are sufficient to support the NDA for SC administration of pegcetacoplan in 
patients with PNH? (Section 1.1.3; Appendix B and Appendix C) 

FDA Response to Question 2: 

Yes. However, safety data from all subjects exposed to APL-2 should be included in the 
application. Safety information for subjects who have received  should be 
summarized separately. 

Apellis Response: 
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dehydrogenase, health-related quality of life, and additional hematological measures.  When 
applicable, data for endpoints that are common to the Phase 3 and supportive studies 
(Study APL2-302, Study 202, Study 204, and Study CP0514) will be presented side by side in in-
text tables at common time points.    

Module 5: The same integrated summary text described above for Module 2.7.3 will be submitted 
in 5.3.5.3 as the ISE (consistent with Example 2 from the FDA Guidance for Industry—
Integrated Summaries of Effectiveness and Safety: Location Within the Common Technical 
Document). 

 
As described in the briefing book, tables, figures, and listings of efficacy analyses of data from 
Study APL2-302, Study 204, Study 202, and Study CP0514 will be included in the respective 
study report locations in Module 5 of the eCTD. The text summary will provide references to 
relevant tables, figures, listings, and data sets in the CSRs.  

 

A schematic of the proposed split for the ISE between Module 2 and Module 5 is presented 
below. 

 

Question 4 
Does the Division agree that the overall safety database and the proposed approach to summarize 
safety information from the pivotal study and supportive safety studies is appropriate to support 
the NDA? (Section 8.4.2.1)  

FDA Response to Question 4: 

Safety data from all subjects who have received APL-2 should be included in the 
application. In addition to the proposed narratives for submission, narratives should be 
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included for all discontinuations due to adverse events, including during the run in period. 
Narratives should be provided for all patients experiencing SAEs regardless of attribution. 

Apellis Response: 

As per response to Question 2, Apellis will submit CSRs from all completed studies (systemic and 
] administration) and SAEs from all ongoing studies (systemic  

administration) in the NDA.   

Apellis agrees to include narratives for all discontinuations due to adverse events, including 
during the run in period, and for all patients experiencing SAEs regardless of attribution, for 
APL2-302 and the completed supportive studies (Study 202, Study 204, and Study CP0514).   

For ongoing studies (including Study APL2-302 beyond Week 16), Apellis proposes to provide 
narratives for related SAEs only; all SAEs will be provided in line listings.  Does the Division 
agree with this approach for providing safety information for the ongoing studies? 

Question 5 
Does the Division agree that the proposed safety data cut-off date (15 April 2020) for completed 
and ongoing studies in anticipation of NDA submission by August 2020 is acceptable? 
(Section 8.4.2.1.2)  

FDA Response to Question 5: 

The total safety database with APL-2 at the time of submission will comprise about 135 
subjects exposed. You state that at the time of planned NDA submission (planned for 
August 2020), safety data will be submitted for 115 subjects with PNH who will have 
received pegcetacoplan (APL- 2) for a cumulative 54.6 person-years of exposure. Of these, 
28 subjects have received pegcetacoplan >6 months, 21 subjects >1 year, and 2 subjects >2 
years.  The total number of patients with PNH exposed to APL-2 proposed for the NDA 
submission is quite small relative to safety database for approved products eculizumab and 
ravulizumab at time of NDA submission. Similarly, the duration of exposure proposed for 
the safety population in the NDA (28 subjects with >6 months exposure) for chronic 
treatment is quite limited compared to approved products where exposure of the great 
majority of patients was >6 months in the NDA submission. What are your plans to update 
the application as it is under review with additional data? Please comment on number of 
patients and their anticipated exposure. 

Apellis Response: 

Does the Division agree that the following proposal for submitting additional safety data during 
the NDA review is acceptable? 

Apellis proposes to provide additional safety information as part of the 120-day safety update.  
At that time, Week 48 data for Study APL2-302 will be available, providing complete safety data 
for the pivotal study. This will include approximately 72 subjects treated with pegcetacoplan for 
at least 32 weeks (>6 months), with the intended commercial dose, regimen, and formulation. 
The 120-day safety update will also include final data and the CSR from Study APL2-CP-AIHA-
208 in subjects with autoimmune hemolytic anemia. For ongoing studies, SAEs will be included 
and narratives will be prepared for all related SAEs. 
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1.2. Clinical Pharmacology  

Question 6  
Does the Division agree that the proposed clinical pharmacology package is adequate to support 
an NDA for pegcetacoplan in the treatment of PNH? (Section 5)  

FDA Response to Question 6: 

The pegcetacoplan clinical pharmacology package for the NDA submission consists of 10 
completed clinical studies, including 5 studies conducted in healthy volunteers, 1 special 
population study in subjects with severe renal impairment, and 4 studies in subjects with 
PNH. In addition to these clinical studies, additional in vitro studies, and analyses 
(including QT/QTc evaluation, population PK analysis, and exposure-response analysis) 
have been completed or are ongoing in support of the clinical pharmacology package for 
pegcetacoplan. Yes, we agree that the proposed clinical pharmacology package is adequate 
to support an NDA for pegcetacoplan in the treatment of PNH. 

Apellis Response: 
No further discussion or clarification is requested.   

 

1.3. Nonclinical  

Question 7  
Does the Division agree that the proposed nonclinical pharmacology and toxicology package, 
which includes only studies using the SC or IV route of administration, is sufficient to support 
the NDA for SC administration? (Section 6) 

FDA Response to Question 7: 

We agree that the nonclinical studies as outlined in Table 67 of your background package 
are sufficient to support NDA submission, and are consistent with the nonclinical 
development plan proposed to the Division in 2017. We acknowledge that reproductive 
toxicology studies in NHP have now been completed and will be submitted with the NDA. 
We encourage you to submit the NHP reproductive toxicology studies prior to NDA 
submission, if feasible, to allow the Division additional time for review. 

Apellis Response: 

No further discussion or clarification is requested.   

Apellis plans to submit the reproductive toxicology studies to the IND prior to the NDA 
submission to allow additional time for the Division’s review.   

• Pilot prenatal development toxicity study in rats (Study 15MTX-001) 
• Pilot prenatal development toxicity study in rabbits (Study 15MTX-002) 
• Pilot prenatal development toxicity study in monkeys (Study 17CATX-001) 
• Enhanced pre-postnatal toxicity study in monkeys (Study 18CATX-001) 
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1.4. CMC 

Question 8 
The sponsor intends to submit 12 months’ long-term stability data as outlined in Table 58 in this 
document for drug product in the initial NDA. During the NDA review, additional long-term 
stability data (18 months) will be generated and submitted to support the shelf life. Does the 
Division agree that the sponsor may submit the additional stability update to the NDA no later 
than 3 months prior to the Prescription Drug User Fee Act date to further support the requested 

-month shelf- life of the drug product? 

FDA Response to Question 8: 

The NDA is expected to be complete at submission and information submitted to the NDA 
after the original submission may or may not be reviewed as resources allow. 

Apellis Response: 
No further discussion or clarification is requested. 

 

1.5. General NDA Content and Format 

Question 9 
Does the Division agree that the overall table of contents is acceptable? (Appendix A) 

FDA Response to Question 9: 

It appears generally acceptable. However, section 5.3.5 also includes the full individual 
study reports (including report, protocol, amendments, demographics, dosing/exposure 
data, efficacy data, adverse event listings, clinical laboratory data tabulation, etc.) for 
supporting Study 202 and Study 203. Also, include ISE under section 5.3.5.3 as discussed 
under response to Question 3 above. For the ISS include analysis and discussion of safety 
results as well as safety tables. Include literature references as applicable for section 5 
Clinical Study Reports. 

Apellis Response: 

Apellis confirms that full clinical study reports for supportive studies APL2-202, APL2-204 (not 
 as noted above), and Study CP0514 will be submitted in the NDA and will be submitted in 

Module 5.3.5 as requested.  Apellis will submit literature references for the CSRs in Module 5.4. 

The proposal for the ISE is discussed in response to Question 3.  

Does the Division agree that the following proposal addresses the request for an ISS? 

With respect to the ISS, on the basis of ICH Guideline M4E (R2), Apellis proposes not to 
integrate the datasets because of differences in design, dose and interval, and eligibility criteria 
and the absence of a control group in studies other than Study APL2-302. 
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• Annotations for each figure and table in the CSR with a link to the program used to 
generate results. 

Apellis Response: 

Apellis agrees to provide the additional information requested. With respect to the 4th item, 
“annotations for each figure and table in the CSR with a link to the program used to generate 
the results,” Apellis would like to clarify that the in-text tables from the CSR will link to source 
tables in Section 14 of the CSR. The source tables from Section 14 of the CSR include the 
annotation to the program used to generate the results.   

1.6. Safety Risk Management 

Question 11 
a. Does the Division agree that the risk management approach seems reasonable to 

mitigate and assess the risk of serious infection in patients treated with pegcetacoplan, 
understanding that a full assessment of the drug’s safety profile has not been 
completed? (Section 9)  

 
FDA Response to Question 11a:  
 
We agree that infections due to encapsulated bacteria are a potential serious risk for 
patients treated with proximal complement inhibitors such as pegcetacoplan and agree 
with your proposal to submit a REMS plan to mitigate and assess this risk as part of the 
NDA submission. Overall, your risk management approach seems reasonable; however, the 
acceptability of components of your risk management plan will be determined during the 
NDA review. 

Apellis Response: 

No further discussion or clarification is requested.  

 
Question 11b: Would the Division be open to having further discussions of the draft 
REMS documents during the NDA review? 
 
FDA Response to Question 11b:  
The REMS plan would be reviewed as part of the NDA application, with discussions as 
necessary. 

Apellis Response: 

No further discussion or clarification is requested.  
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1.7. Pediatric 

Question 12 
Does the Division agree that Apellis is not required to submit a pediatric waiver request for the 
proposed indication? (Section 10) 

FDA Response to Question 12: 

A waiver request with supporting documentation should be included in the application. 

Apellis Response: 

Apellis agrees to submit supportive documentation referring to PREA exemptions and the orphan 
drug designation as part of the NDA. 

FDA Additional Comments: 
Based on information presented in your meeting package, we note that your proposed 
product is intended to be delivered as a subcutaneous infusion via an infusion pump. 
 
We recommend you conduct a proactive risk assessment if you have not already completed 
one. The proactive risk assessment 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 and the potential 
negative clinical consequences of use errors and task failures. 
 
If models of the same or similar products exist, your proactive risk assessment should 
incorporate applicable information on known use-related problems with those products. 
Useful information can be obtained from your own experience as well as from public 
sources such as literature, adverse event reports, and product safety communications. 
 
Based on the aforementioned information and data, you should determine whether you 
need to submit the results of a human factors (HF) validation study conducted under 
simulated use conditions with representative users performing necessary tasks to 
demonstrate safe and effective use of the product. If you determine that an HF validation 
study does not need to be submitted for your product, submit your risk analysis and 
justification for not submitting the HF validation study to the Agency for review under the 
IND. The Agency will notify you if we concur with your determination. 
 
The requested information should be submitted to the IND. Place the requested 
information in eCTD Section 5.3.5.4 – Other Study reports and related information. 
 
Guidance on human factors procedures to follow can be found in the following guidance 
documents: 
 
Safety Considerations for Product Design to Minimize Medication Errors Guidance for 
Industry1 
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Note that we recently published draft guidance documents that, while not yet finalized, 
might also be useful in understanding our current thinking and our approach to human 
factors for product design and labeling: 
Safety Considerations for Container Labels and Carton Labeling Design to Minimize 
Medication Errors2 

Apellis Response: 
 
Risk assessments on the use of two infusion pumps  

) with pegcetacoplan, along with a compatibility 
assessment of the drug with the materials and delivery process, were completed and submitted to 
this IND in Sequences 0035 and 0063, respectively.  The risk analysis for each infusion pump 
identified and evaluated the critical performance attributes, cleared indications, intended user 
populations, and use environment of the infusion pumps with the intended use, therapy, and 
intended population for PNH.  
 
As part of the NDA submission, an updated risk assessment will be included in Module 3.2.R 
which will address the comprehensive and systematic evaluation described above.  
 
The infusion pumps are legally marketed (cleared through the 510k process) and are used for the 
delivery of medication to similar user populations.  Accordingly, Apellis believes that no further 
HF validation is required. As requested, a justification report will be submitted to the IND to 
support the position that no additional validation testing is necessary to support the safe and 
effective use of these pumps by the pegcetacoplan user population. This justification will include: 

1. A comparison of the demographics and physical capabilities between the populations 
(Patients, Caregivers and HCPs) for the Primary Immune Deficiency Disease (PIDD) 
user group and the PNH user group. 

2. A comparison of the user-tasks relating to the infusion pumps provided in the PIDD 
instructions for use against the user-tasks in the proposed draft pegcetacoplan 
instructions for use.  

3. An updated risk assessment.  
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