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MEETING MINUTES

Amgen, Inc.

Attention: Renee Martin, PhD

Senior Manager, Global Regulatory Affairs, Biosimilars
601 13th Street NW, Suite 1100 North

Washington, DC 20005

Dear Dr. Martin:’

Please refer to your Investigational New Drug Application (IND) submitted under section
505(i) of the Federal Food, Drug, and Cosmetic Act for ABP 798.

We also refer to the meeting between representatives of your firm and the FDA on
November 20, 2019. The purpose of the meeting was to reach agreement on the
content, structure, and format of the proposed Biologics License Application (BLA) for
ABP 798 as a biosimilar candidate to rituximab and to discuss the key aspects of
product quality, nonclinical, and clinical content of the submission.

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 Beatrice Kallungal, Regulatory Project Manager,
at (301) 796-9304.

Sincerely,
{See appended electronic signature page}

Nicholas Richardson, DO, MPH

Clinical Team Leader (Acting)

Division of Hematologic Malignancies 2
Office of Oncologic Diseases

Center for Drug Evaluation and Research

Enclosure:
e Meeting Minutes

' We update guidances periodically. For the most recent version of a guidance, check the FDA Guidance
Documents Database https://www.fda.gov/Regulatorylnformation/Guidances/default.htm.
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MEMORANDUM OF MEETING MINUTES
Meeting Type: Biosimilar
Meeting Category: Biosimilar Biological Product Development (BPD) Type 4

Meeting Date and Time: November 20, 2019; 9:00 AM — 10:00 AM EST
Meeting Location: 10903 New Hampshire Avenue
White Oak Building 22, Conference Room: 1313
Silver Spring, Maryland 20903

Application Number: IND 118281

Product Name: ABP 798

Indication: The same indications as approved for US-licensed Rituxan
Sponsor Name: Amgen, Inc.

Meeting Chair: Nicholas Richardson, MD

Meeting Recorder: Beatrice Kallungal, MS

FDA ATTENDEES

Office of Oncologic Diseases (OOD)/Division of Hematologic Malignancies 2
Nicole Gormley, Director (Acting)

Nicholas Richardson, DO, MPH, Clinical Team Leader (Acting)

Margaret Merino, MD, Clinical Reviewer

Beatrice Kallungal, MS, Senior Regulatory Project Manager

OOD/Division of Hematology, Oncoloqy, Toxicology
Brenda Gehrke, PhD, Reviewer

Office of Biostatistics (OB)/Division of Biometrics IX
Jingjing Ye, PhD, Team Leader
Wenjuan (Jessie) Gu, PhD, Reviewer

Office of Drug Evaluation ll/ Division of Pulmonary, Allergy, and Rheumatology
Products

Nikolay Nikolov, MD, Associate Director for Rheumatology

Raj Nair, MD, Clinical Team Leader (Acting)

Stefanie Freeman, MD, Clinical Reviewer

Office of Clinical Pharmacology/ Division of Clinical Pharmacology Il
Ping Ji, PhD, Team Leader

Lei He, PhD, Reviewer

Salaheldin Hamed, PhD, Reviewer

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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OB/Division of Biometrics lll
Rebecca Rothwell, PhD, Team Leader (Acting)
Cesar Torres, PhD, Reviewer

Office of Biotechnology Products/Division of Biotechnology Research and
Review 1

Marjorie Shapiro, PhD, Lab Chief

Sean Fitzsimmons, PhD, Reviewer

Emanuela Lacana, PhD, Associate Director of Biosimilar Regulatory Policy

Office of Process Manufacturing Assessment/Division of Biotechnology
Manufacturing(DBM)
Monica Commerford, PhD, Consumer Safety Officer

Office of New Drugs (OND)/Office of Therapeutic Biologics and Biosimilars
M. Stacey Ricci, MEng, ScD, Acting Director of Scientific Review Staff

Sarah Schrieber, PharmD, Scientific Reviewer

Nina Brahme, PhD, MPH, Scientific Reviewer

EASTERN RESEARCH GROUP ATTENDEES
Christopher Sese, Independent Assessor

SPONSOR ATTENDEES

David Chien, MD, Medical Director, Biosimilars Global Development

Tracy Dianis, MS, Director, Global Regulatory Affairs, Biosimilars

Gary Fanjiang, MD, MBA, MS, Vice President, Biosimilars Global Development
Renee Martin, PhD, Senior Manager, Global Regulatory Affairs, Biosimilars
Mindy Mo, PhD, Senior Manager, Biostatistics, Biosimilars Development

Jean Pan, PhD, Director, Biostatistics, Biosimilars Development

Melissa Placke, MA, Senior Manager, Global Regulatory Affairs, Biosimilars CMC
Barbara Rellahan, MS, PhD, Director, Product Quality

Neungseon Seo, PhD, Principal Scientist of Process Development, Biosimilars

1.0 BACKGROUND

ABP 798 is a genetically engineered chimeric murine/human immunoglobulin isotype
class G subclass 1 (IgG1) monoclonal antibody composed of murine variable regions
and human constant regions. The amino acid sequence of ABP 798 is identical to that
of rituximab. The sponsor is seeking approval for the same indications that are
approved for US-licensed Rituxan. The current approved indications for US-licensed
Rituxan (USPI, 2019): Rheumatoid arthritis (RA), Non-Hodgkin’s lymphoma (NHL),
Chronic lymphocytic lymphoma (CLL), granulomatosis with polyangiitis (Wegener's
granulomatosis, GPA), and microscopic polyangiitis (MPA) and pemphigus vulgaris.

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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Amgen is preparing a Biologic License Application (BLA) for ABP 798 as a biosimilar
candidate to US-licensed Rituxan (rituximab) to be submitted under Section 351(k) of
the Public Health Service (PHS) Act.

The purpose of this requested meeting is to:

e reach agreement that the content of the proposed ABP 798 BLA is appropriate to
facilitate the filing and review of the biosimilar candidate to rituximab.

e reach agreement on key aspects of product quality, nonclinical, and clinical
content.

e reach agreement on the BLA structure and format.

FDA sent Preliminary Comments to Amgen on November 14, 2019. The Sponsor
provided responses to FDA’s preliminary comments to facilitate the meeting discussion.

FDA may provide further clarifications of, or refinements and/or changes to the
responses and the advice provided at the meeting based on further information
provided by Amgen and as the Agency’s thinking evolves on certain statutory provisions
regarding applications submitted under section 351(k) of the Public Health Service Act
(PHS Act).

2.0 DISCUSSION

Question 1: Amgen will submit the agreed initial pediatric study plan (iPSP) as well as
the amended iPSP in the original BLA in consideration of new information with respect
to the GPA and MPA indications. Does the Agency agree with Amgen’s plan and agree
to review the amended iPSP during the BLA review cycle?

FDA Response to Question 1: Given the circumstances here, while the Agency would
prefer for the amended iPSP to be submitted as soon as possible, the Agency does not
object to your proposed plan for the submission of the amended iPSP with the BLA
submission.

Discussion: No discussion occurred.

Question 2: Does the Agency agree that the proposed content, structure, and format of
Module 3 will facilitate review of the BLA?

FDA Response to Question 2: In general, we agree with the proposed content,
structure and format of Module 3; however, we have the following recommendations
regarding modifications to the content of Module 3:

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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3.2.S.2.4 Controls of Critical Steps and Intermediates: o

3.2.R Regional Section “Analytical Similarity Assessment”: The Draft FDA
Guidance for Industry: Development of Therapeutic Protein Biosimilars:
Comparative Analytical Assessment and Other Quality-Related Considerations
(May 2019) states that an “emphasis should be placed on developing orthogonal
quantitative methods to definitively identify any differences in product attributes.”
We note that a single assay (CEX-HPLC) is proposed for the assessment of
charge variants. We recommend that you include an additional, orthogonal
assay for charge variants or provide sufficient justification for using a single
assay.

The draft guidance also recommends that the stability profile comparisons
include studies under multiple stress conditions. In addition to the proposed
elevated temperature conditions, we recommend that your comparative analytical
assessment also include forced degradation studies such as deamidation,
oxidation, agitation, light exposure and freeze-thaw.

Finally, we note that you propose equivalence testing for analysis of ADCC and
CDC data. Although this approach is acceptable, the draft guidance states, “One
approach to data analysis would be the use of descriptive quality ranges for
assessing quantitative quality attributes of high and moderate risk...” Refer to
Section VI.B.2 of the draft guidance for additional details.

To facilitate the Agency’s review of ABP 798 DS and DP manufacturing
processes, provide information for all process parameters and controls proposed
for routine commercial manufacturing, as well as those evaluated during
development and validation, in the tabular format provided below. Please provide
a separate table for each unit operation. The tables should summarize
information from Module 3 and may be submitted Module 3.2.R as a single
document. Note that these tables do not replace other parts of Module 3 or
impact the nature or amount of information included in those parts of Module 3.

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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Title: INSERT UNIT OPERATION

Process Proposed Criticality Characterized | Manufacture | Manufacture | Justification | Comment”
parameter/ Range for classification® | Range from range from range® of the

operating Commercial process historical assessed proposed

parameter/In- Manufacturing? development? | experience* | during commercial

process control process acceptable

(IPC)/In- validation range®

process tests

(IPT)

"Terminology should be adapted to those used by ABP 798

2As applicable.

3For example, critical process parameter, non-critical process parameter, as described in Module 3.
“Manufacturing experience for the DP lots, and associated DS lots, which were used in the clinical studies
to establish product safety and efficacy profile (i.e., pivotal clinical studies).

5Operation ranges, not the acceptance criteria, used during process validation.

5This could be a brief verbal description (e.g., “development range”, “validation range”, or “historical

manufacturing experience”, etc.) or links to the appropriate section of the eCTD.
"Optional.

e Refer to the Additional Product Quality Microbiology comments at the end of this
document for additional information.

Discussion: The Sponsor confirmed that the requested summary tables will be
provided in the BLA submission. The Agency clarified that the request for the
summary tables from OBP is not a requirement and is not specific to ABP 798.
The summary tables are being requested for new 351(a) and 351(k) BLAs to
facilitate efficient review of the BLA.

Question 3: Does the Agency agree that the proposed nonclinical studies will facilitate
review of the BLA?

FDA Response to Question 3: Based on the information provided in the meeting
package, the nonclinical studies appear acceptable for the filing and review of the
351(k) BLA for ABP 798. The adequacy of the studies to support the marketing of ABP
798 will be determined during the review of the BLA.

Discussion: No discussion occurred.

Question 4: Can the Agency advise if the clinical study report (CSR) for the PK/clinical
similarity Study 20130108 should be placed in Module 5.3.3.2 (Patient PK and Initial
Tolerability Study Reports) or Module 5.3.5.1 (Study Reports of Controlled Clinical
Studies Pertinent to the Claimed Indication)?

FDA Response to Question 4: The clinical study report for Study 20130108 should be
placed in Module 5.3.3.2 (Patient PK and Initial Tolerability Study Reports).

Discussion: No discussion occurred.

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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Question 5: Does the Agency have any comments or additional points to consider
regarding the results from Study 20130108 in the RA population and Study 20130109 in
the NHL population to support a demonstration of biosimilarity?

FDA Response to Question 5: The adequacy of the data from studies 20130108 and
20130109 to support a demonstration of biosimilarity will be a review issue. Since you
are seeking the same indications as the reference product, in your application, you will
need to provide a justification for the proposal to extrapolate data and information to
support licensure as a biosimilar for additional conditions of use.

Regarding study 201308, we have the following comments:

e We refer you to the prior meeting minutes from the meeting 5 April 2017. We
have not received your revised SAP for review for study 20130108 and therefore
cannot provide additional comments on planned analyses. We expect that the
analysis results presented in the submission will reflect the prespecified methods
described in the latest version of the SAP finalized prior to the locking of the
dataset. Because we have not reviewed this version of the SAP, during the
course of our review of your submission, we may ask for additional analyses as
Information Requests.

¢ In particular, we note that you have chosen to continue with your original
similarity margin, rather than the (-0.6, 0.5) margin recommended by the FDA.
You should include in your submission a justification for continuing to use the
wider margin (-0.6, 0.6) in your analyses. While your topline results appear to be
within both margins, it is not clear if this difference in margin selection will
become relevant for supplementary or additional analyses.

¢ We note that from prior communications with you, you intend to provide rate
ratios along with confidence intervals for Events of Interest (EOIs), as well as
descriptive analyses for the incidence of AEs following the second dose. We
recommend that you also provide confidence intervals for differences in
incidence for AEs, in the comparison of two treatments. Also provide analysis of
the impact of ADA results on PK, efficacy and safety both before and after the
transition. Submitted datasets should clearly identify patients who undergo a
single transition from US-licensed Rituxan to ABP 798 from patients who remain
on rituximab for comparative analyses of safety and immunogenicity after the
single transition.

Discussion (Study 20130108): The Sponsor agreed that the analysis of the impact
of ADA results on PK, efficacy, and safety before the transition from US-licensed
Rituxan to ABP 798 will be presented in the BLA, and that the datasets in the BLA
will clearly identify the subjects who underwent the single transition.

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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The Sponsor stated that only five subjects (1 in the ABP 798 arm, 3 in the EU-
approved MabThera arm, and 1 in the US-licensed Rituxan/ABP 798 arm)
developed binding ADAs after week 24. Given this small number of subjects, the
Sponsor considered that any analysis of the impact of developing binding ADAs
after the transition is not expected to be meaningful.

The Agency clarified that although only five subjects developed binding ADAs
after Week 24, it is unclear if the ADA levels (as measured by signal to noise ratio)
of subjects who developed binding ADAs before Week 24 have changed after the
transition. Therefore, the Agency requested that the impact of ADA status (i.e.
ADA positive vs. ADA negative) as well as ADA levels on PK, efficacy, and safety
should be assessed before and after the transition. The Sponsor agreed and
stated that the PK collection was different for the second period of the study and
that the second period only included collection of trough levels. The Agency
acknowledged that the PK collection was different, but that an impact analysis
conducted with the available PK information should be provided.

Regarding Study 20130109, we have the following comments:
o Clarify whether there is data to support an evaluation of durability of response
and the degree of follow up that is available for progression and survival.

¢ We note the rate of discontinuation to due to AEs was reported in 4 patients
(3.1%) who received ABP 798 vs 1 patient (0.8%) who received US-licensed
Rituximab. In your submission, include narratives for all subjects who
discontinued treatment due to AEs, all SAEs, and any deaths.

Discussion (Study 20130109): The Sponsor clarified that the end of study
20130109 was at the week 28 response assessment and no further data was
collected following that timepoint. Therefore, there is no data on duration of
response or survival outcomes following week 28 and the Agency acknowledged
this limitation of the efficacy data.

Since the Sponsor intends to seek the same indications as previously approved
for US-licensed Rituxan, the Agency reiterated that the BLA application must
include a justification for extrapolation, which, in part, should be based on the
data and information from the conducted clinical studies in patients with RA and
FL, to support licensure as a biosimilar for additional conditions of use.

Additional Comments

Statistical Comments for Study 20130109 in the NHL population:

1.&We recommend using all randomized subjects in the analysis of the primary
endpoint.

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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2.&We recommend exact binomial method for calculation of rate difference and
confidence interval for ORR between the two groups.

Discussion: The Sponsor clarified that the proposed primary analysis was of a
modified ITT which excluded 9 subjects (5 subjects on ABP 798, 4 subjects on the
US-licensed Rituxan arm) that did not have evaluable disease per IRC-
assessment.

The Agency recommended that the Sponsor include all randomized subjects in
the primary analysis and consider the patients who were determined not to have
evaluable disease per IRC as non-responders. The Sponsor agreed to this
proposal and will also include additional analyses that include these subjects as
responders, non-responders, and evaluations per investigator assessment.

Product Quality Microbiology Comments:

The FDA is providing additional product quality microbiology comments for you to
consider during development of your commercial manufacturing process and
preparation of your 351(k) BLA submission.

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

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

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

e Bioburden and endotoxin levels at critical manufacturing steps should be
monitored using qualified bioburden and endotoxin tests. Bioburden sampling
should occur prior to any 0.2 pm filtration step. The pre-established bioburden
and endotoxin limits should be provided (3.2.S5.2.4).

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

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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Microbial data from three successful product intermediate hold time validation
runs at manufacturing scale. Bioburden and endotoxin levels before and after the
maximum allowed hold time should be monitored and bioburden and endotoxin
limits provided (3.2.S.2.5).

Chromatography resin and UF/DF membrane lifetime study protocols and
acceptance criteria for bioburden and endotoxin samples. During the lifetime
studies, bioburden and endotoxin samples should be taken at the end of storage
prior to sanitization (3.2.S.2.5).

Information and summary results from the shipping validation studies (3.2.S.2.5).
Drug substance bioburden and endotoxin release specifications (3.2.S.4).

Summary reports and results from bioburden and endotoxin test method
qualification studies performed for in-process intermediates and the drug
substance. If compendial test methods are used, brief descriptions of the
methods should be provided in addition to the compendial reference numbers
(3.2.5.4).

The CMC Drug Product section of the 351(k) BLA (Section 3.2.P) should contain
validation data summaries to support the aseptic processing operations. For guidance
on the type of data and information that should be submitted, refer to the 1994 FDA
Guidance for Industry “Submission Documentation for Sterilization Process Validation in
Applications for Human and Veterinary Drug Products”.?

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

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

Description of the sterilizing filter (supplier, size, membrane material, membrane
surface area, etc.); sterilizing filtration parameters (pressure and/or flow rate), as
validated by the microbial retention study; wetting agent used for post-use
integrity testing of the sterilizing filter and post-use integrity test acceptance
criteria.

Parameters for filling and capping for the vials.

A list of all equipment and components that contact the sterile drug product (i.e.
the sterile-fluid pathway) with the corresponding method(s) of sterilization and

2hitp://www.fda.gov/downloads/drugs/quidancecompliancerequlatoryinformation/quidances/ucm072171.p

df

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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depyrogenation, including process parameters. The list should include single-use
equipment.

Processing and hold time limits, including the time limit for sterilizing filtration and
aseptic filling.

Sampling points and in-process limits for bioburden and endotoxin. Bioburden
samples should be taken at the end of the hold time prior to the subsequent
filtration step. Pre-sterile filtration bioburden limits should not exceed 10 CFU/100
mL.

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

Bacterial filter retention study for the sterilizing filter. Include a comparison of
validation test parameters with routine sterile filtration parameters.

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

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

Isolator decontamination summary data and information, if applicable.

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

Information and summary results from shipping validation studies.

Validation of capping parameters, using a container closure integrity test.

The following product testing and method validation information should be provided in
the appropriate sections of Module 3.2.P:

Container closure integrity testing. System integrity should be demonstrated
initially and during stability. Container closure integrity method validation should
demonstrate that the assay is sensitive enough to detect breaches that could
allow microbial ingress (< 20 microns). Container closure integrity testing should

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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be performed in lieu of sterility testing for stability samples every 12 months
(annually) until expiry.

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

e Summary report and results of the Rabbit Pyrogen Test conducted on three
batches of drug product in accordance with 21 CFR610.13(b).

e Low endotoxin recovery studies. Certain product formulations have been
reported to mask the detectability of endotoxin in the USP <85> Bacterial
Endotoxin Test (BET). The effect of hold time on endotoxin detection should be
assessed by spiking a known amount of standard endotoxin (RSE or purified
CSE) into undiluted drug product and then testing for recoverable endotoxin over
time.

e Microbiological studies in support of the post-dilution storage conditions.
Describe the test methods and results that employ a minimum countable
inoculum (10-100 CFU) to simulate potential microbial contamination that may
occur during dilution. The test should be run at the label’s recommended storage
conditions, be conducted for twice the recommended storage period, bracket the
drug product concentrations that would be administered to patients, and use the
label-recommended diluents. Periodic intermediate sample times are
recommended. Challenge organisms may include strains described in USP <51>
Antimicrobial Effectiveness Testing, plus typical skin flora or species associated
with hospital-borne infections. In lieu of this data, the product labeling should
recommend that the post-dilution storage period is not more than 4 hours.

Discussion: No discussion occurred.

3.0 OTHER IMPORTANT MEETING INFORMATION

DISCUSSION OF THE CONTENT OF A COMPLETE APPLICATION

e The content of a complete application was discussed. The proposed content
and format of the application, as outlined in the meeting briefing package,
appears acceptable to the Agency.

e |t was noted that there is an Agreed Initial Pediatric Study Plan (Agreed
iPSP) for ABP 798 for the treatment of the same indications as approved for

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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US-licensed Rituxan. Subsequently, there has been additional indications
approved for US-licensed Rituxan, and the Sponsor clarified their plans to
include an amended iPSP in the upcoming BLA submission.

e 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.

e A preliminary discussion regarding the approach to developing the content
for a REMS, where applicable, patient labeling (e.g., Medication Guide and
Instructions for Use) and, where applicable, the development of a Formal
Communication Plan was not held as these will ultimately be review issues.

e Major components of the application are expected to be submitted with the
original application and are not subject to agreement for late submission.
You stated you intend to submit a complete application and therefore, there
are no agreements for late submission of application components.

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 a pediatric assessment to support dosing,
safety, and effectiveness of the product for the claimed indication unless this
requirement is waived, deferred, or inapplicable.

Section 505B(l) of the FD&C Act, added by section 7002(d)(2) of the Affordable
Care Act, provides that a biosimilar product that has not been determined to be
interchangeable with the reference product is considered to have a “new active
ingredient” for purposes of PREA, and a pediatric assessment is required unless
waived, deferred, or inapplicable.

FDA encourages prospective biosimilar applicants to submit an initial pediatric
study plan (iPSP) as early as practicable during product development. FDA
recommends that you allow adequate time to reach agreement with FDA on the
proposed iPSP prior to initiating your comparative clinical study.

Sections 505B(e)(2)(C) and 505B(e)(3) of the FD&C Act set forth a process lasting
up to 210 days for reaching agreement with FDA on an iPSP. FDA encourages
the sponsor to meet with FDA to discuss the details of the planned development
program before submission of the iPSP. You must address PREA for every
indication for which you seek licensure, and we encourage you to submit a
comprehensive iPSP that addresses each indication. For indications for which the
labeling for the reference product contains adequate pediatric information, you may

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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be able to fulfill PREA requirements by satisfying the statutory requirements for
biosimilarity and providing an adequate scientific justification for extrapolating the
pediatric information from the reference product to your proposed product (see
question and answer 1.16 in FDA'’s draft guidance for industry on New and Revised
Draft Q&As on Biosimilar Development and the BPCI Act (Revision 2) (December
2018). For conditions of use for which the reference product does not have
adequate pediatric information in its labeling, a waiver (full or partial), or a deferral,
may be appropriate if certain criteria are met.

After the iPSP is submitted, a sponsor must work with FDA to reach timely
agreement on the plan, as required by section 505B(e)(2)-(3) of the FD&C Act.
For additional guidance on the timing content, and submission of the iPSP,
including an iPSP Template, please refer to the draft guidance for industry,
Pediatric Study Plans: Content of and Process for Submitting Initial Pediatric Study
Plans and Amended Pediatric Study Plans at:
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatorylnformation/
Guidances/UCM360507.pdf. In addition, you may contact the Division of Pediatric
and Maternal Health at 301-796-2200 or email Pedsdrugs@fda.hhs.gov It should
be noted that requested deferrals or waivers in the initial PSP will not be formally
granted or denied until the product is licensed.

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)3
and 201.574 including the Pregnancy and Lactation Labeling Rule (PLLR) (for
applications submitted on or after June 30, 2015). As you develop your proposed
PI, we encourage you to review the labeling review resources on the PLR
Requirements for Prescribing Information® and Pregnancy and Lactation Labeling
Final Rule® websites, which include:

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

3 http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfim?fr=201.56&utm ca
mpaign=Google2&utm source=fdaSearch&utm medium=website&utm term=21%20CFR%20201.56&ut
m_content=1

4 http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=201.56&utm ca
mpaign=Google2&utm source=fdaSearch&utm medium=website&utm term=21%20CFR%20201.56&ut
m_content=1

5 http://www.fda.gov/Drugs/GuidanceComplianceRegulatorylnformation/LawsActsandRules/ucm
084159.htm

6 http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/Labe
ling/ucm093307.htm

U.S. Food and Drug Administration

Silver Spring, MD 20993

www.fda.gov

Reference ID: 4333330



IND 118281
Page 14

e 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.
e A sample tool illustrating the format for Highlights and Contents, and

e The Selected Requirements for Prescribing Information (SRPI) — a checklist of
important format items from labeling regulations and guidances.

e 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.’

In addition, you should review the FDA guidance for industry Labeling for Biosimilar
Products (July 2018).

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

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.

7 When final, this guidance will represent the FDA’s current thinking on this topic. For the most recent
version of a guidance, check the FDA guidance web page at
https://www.fda.gov/Reqgulatorylnformation/Guidances/default.htm.
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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(k) 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.

MANUFACTURING FACILITIES

All facilities should be registered with FDA at the time of the 351(k) BLA submission and
ready for inspection in accordance with 21 CFR 600.21 and 601.20(b)(2). Manufacturing
and testing facilities will be subject to the cGMP standards as described in

21 CFR 601.20, including but not limited to the good manufacturing practice
requirements set forth in 21 CFR 210, 211, and 600 of this chapter.

Manufacturing facilities should be in operation and manufacturing the product under
review during the inspection, 2-7 months after the submission of the BLA. A
manufacturing schedule for the drug substance and the drug product should be
provided in Module 1 of the BLA to facilitate planning of pre-license inspections during
the review cycle. For a BLA submission, when providing the preliminary manufacturing
schedule, we encourage you to bear in mind the anticipated time frame for the late-
cycle meeting for applications subject to “the Program” under BSUFA IlI.

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.

U.S. Food and Drug Administration

Silver Spring, MD 20993
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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, BLA 012345,
Establishment Information for Form 356h.”

Federal Drug
Establltshmen Master Manufacturing
Indicator A S
Site Name Site Address (FEI) or Number or Type of Testing
Reqistration (if [Establishment
l\?umber applicable function]
(CFN) )
(1)
(2)
Corresponding names and titles of onsite contact:
Contagt | Phone
Site Name Site Address (Person and Fax Email address
. ’ number
Title)
(1)
(2)

OFFICE OF SCIENTIFIC INVESTIGATIONS (OSI) REQUESTS

The Office of Scientific Investigations (OSI) requests that the items described in the
draft guidance for industry Standardized Format for Electronic Submission of NDA and
BLA Content for the Planning of Bioresearch Monitoring (BIMO) Inspections for CDER
Submissions (February 2018) and the associated Bioresearch Monitoring Technical
Conformance Guide Containing Technical Specifications be provided to facilitate
development of clinical investigator and sponsor/monitor/CRO inspection assignments,
and the background packages that are sent with those assignments to the FDA ORA
investigators who conduct those inspections. This information is requested for all major
trials used to support safety and efficacy in the application (i.e., phase 2/3 pivotal trials).
Please note that if the requested items are provided elsewhere in submission in the
format described, the Applicant can describe location or provide a link to the requested
information.

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.

U.S. Food and Drug Administration
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RECOMMENDATIONS FOR FORMATTING OF CLINICAL PHARMACOLOGY
SUBMISSIONS FOR APPLICATIONS

If you are planning to include a clinical pharmacology study as part of your 351(k) BLA
marketing application, we have the following general best practice recommendations for
you to keep in mind as you prepare your submission, including guides for formatting
your submission.

1.&As it relates to clinical pharmacology-related sections of the application, apply the
following advice when preparing the 351(k) BLA:

a.&Include the rationale for the selected dose used in the PK (and PD
similarity, when applicable) study(ies) in the BLA (e.g., eCTD Module 2.7.2
Summary of Clinical Pharmacology).

b.&lInclude a summary evaluation of the impact of immunogenicity on the
activity (e.qg., efficacy/PD), safety, and pharmacokinetics, as is applicable,
for the studies included in the BLA (e.g., eCTD Module 2.7.2 Summary of
Clinical Pharmacology).

c.&Present the PK (and PD, when applicable) parameter data as geometric
mean with coefficient of variation, mean + standard deviation, and median
with range in the study reports and throughout the BLA.

d.&Provide analysis data sets for all concentration-time and derived PK (and
PD, when applicable) parameter datasets as SAS transport files (*.xpt). A
description of each data item should be provided in a define.pdf file. Any
concentrations or subjects that have been excluded from the analysis
should be flagged and maintained in the datasets.

2.&Include the following information in a tabular format in the 351(k) BLA for each of
the completed clinical studies:

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.

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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3.&Submit all PK (and PD, when applicable) bioanalytical method validation reports
and bioanalytical study reports. In addition, complete the summary tables using
the templates available in the ‘Bioanalytical Methods Templates’ Technical
Specifications Document? to provide the information regarding the bioanalytical
methods for pharmacokinetic and/or biomarker assessments used in clinical
pharmacology studies and their life-cycle information pertaining to the studies.
Submit the tables in the Appendix of the Summary of Biopharmaceutics located
ineCTD 2.7.1.

4.0 ISSUES REQUIRING FURTHER DISCUSSION

There were no issues requiring further discussion.

5.0 ACTIONITEMS

There were no action items for this meeting.

6.0 ATTACHMENTS AND HANDOUTS

The presentations used during this meeting have been appended to the meeting
minutes.

13 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately following this
page

8 https://www.fda.gov/media/131425/download
U.S. Food and Drug Administration
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	3URFHVV SDUDPHWHU. RSHUDWLQJ SDUDPHWHU.,Q. SURFHVV FRQWURO .,3&..,Q. SURFHVV WHVWV .,37.. 
	3URSRVHG 5DQJH IRU &RPPHUFLDO 0DQXIDFWXULQJ. 
	&ULWLFDOLW\ FODVVLILFDWLRQ. 
	&KDUDFWHUL]HG 5DQJH IURP SURFHVV GHYHORSPHQW. 
	0DQXIDFWXUH UDQJH IURP KLVWRULFDO H[SHULHQFH. 
	0DQXIDFWXUH UDQJH. DVVHVVHG GXULQJ SURFHVV YDOLGDWLRQ 
	-XVWLILFDWLRQ RI WKH SURSRVHG FRPPHUFLDO DFFHSWDEOH UDQJH. 
	&RPPHQW. 


	7HUPLQRORJ\ VKRXOG EH DGDSWHG WR WKRVH XVHG E\ $%3 ... $V DSSOLFDEOH. )RU H[DPSOH. FULWLFDO SURFHVV SDUDPHWHU. QRQ.FULWLFDO SURFHVV SDUDPHWHU. DV GHVFULEHG LQ 0RGXOH ..0DQXIDFWXULQJ H[SHULHQFH IRU WKH '3 ORWV. DQG DVVRFLDWHG '6 ORWV. ZKLFK ZHUH XVHG LQ WKH FOLQLFDO VWXGLHV WR HVWDEOLVK SURGXFW VDIHW\ DQG HIILFDF\ SURILOH .L.H.. SLYRWDO FOLQLFDO VWXGLHV.. 2SHUDWLRQ UDQJHV. QRW WKH DFFHSWDQFH FULWHULD. XVHG GXULQJ SURFHVV YDOLGDWLRQ. 7KLV FRXOG EH D EULHI YHUEDO GHVFULSWLRQ .H.J.. ³GHYHORSPHQW UDQJH´. ³YDOLGD
	.
	.
	.
	.
	.
	.
	.

	x. 5HIHU WR WKH $GGLWLRQDO 3URGXFW 4XDOLW\ 0LFURELRORJ\ FRPPHQWV DW WKH HQG RI WKLV GRFXPHQW IRU DGGLWLRQDO LQIRUPDWLRQ. 
	7KH 6SRQVRU FRQILUPHG WKDW WKH UHTXHVWHG VXPPDU\ WDEOHV ZLOO EH SURYLGHG LQ WKH %/$ VXEPLVVLRQ. 7KH $JHQF\ FODULILHG WKDW WKH UHTXHVW IRU WKHVXPPDU\ WDEOHV IURP 2%3 LV QRW D UHTXLUHPHQW DQG LV QRW VSHFLILF WR $%3 .... 7KH VXPPDU\ WDEOHV DUH EHLQJ UHTXHVWHG IRU QHZ ....D. DQG ....N. %/$V WRIDFLOLWDWH HIILFLHQW UHYLHZ RI WKH %/$. 
	Discussion: 

	Does the Agency agree that the proposed nonclinical studies will facilitate review of the BLA? 
	Question 3: 

	%DVHG RQ WKH LQIRUPDWLRQ SURYLGHG LQ WKH PHHWLQJ SDFNDJH. WKH QRQFOLQLFDO VWXGLHV DSSHDU DFFHSWDEOH IRU WKH ILOLQJ DQG UHYLHZ RI WKH ....N. %/$ IRU $%3 .... 7KH DGHTXDF\ RI WKH VWXGLHV WR VXSSRUW WKH PDUNHWLQJ RI $%3 ... ZLOO EH GHWHUPLQHG GXULQJ WKH UHYLHZ RI WKH %/$. 
	FDA Response to Question 3: 

	1R GLVFXVVLRQ RFFXUUHG. 
	Discussion: 

	Can the Agency advise if the clinical study report (CSR) for the PK/clinical similarity Study 20130108 should be placed in Module 5.3.3.2 (Patient PK and Initial Tolerability Study Reports) or Module 5.3.5.1 (Study Reports of Controlled Clinical Studies Pertinent to the Claimed Indication)? 
	Question 4: 

	7KH FOLQLFDO VWXG\ UHSRUW IRU 6WXG\ ........ VKRXOG EH SODFHG LQ 0RGXOH ....... .3DWLHQW 3. DQG ,QLWLDO 7ROHUDELOLW\ 6WXG\ 5HSRUWV.. 
	FDA Response to Question 4: 

	1R GLVFXVVLRQ RFFXUUHG. 
	Discussion: 

	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
	ZZZ.IGD.JRY 
	Does the Agency have any comments or additional points to consider regarding the results from Study 20130108 in the RA population and Study 20130109 in the NHL population to support a demonstration of biosimilarity? 
	Question 5: 

	7KH DGHTXDF\ RI WKH GDWD IURP VWXGLHV ........ DQG ........ WR VXSSRUW D GHPRQVWUDWLRQ RI ELRVLPLODULW\ ZLOO EH D UHYLHZ LVVXH. 6LQFH \RX DUH VHHNLQJ WKH VDPH LQGLFDWLRQV DV WKH UHIHUHQFH SURGXFW. LQ \RXU DSSOLFDWLRQ. \RX ZLOO QHHG WR SURYLGH D MXVWLILFDWLRQ IRU WKH SURSRVDO WR H[WUDSRODWH GDWD DQG LQIRUPDWLRQ WR VXSSRUW OLFHQVXUH DV D ELRVLPLODU IRU DGGLWLRQDO FRQGLWLRQV RI XVH. 
	FDA Response to Question 5: 

	5HJDUGLQJ VWXG\ ....... ZH KDYH WKH IROORZLQJ FRPPHQWV. 
	x
	x
	x
	x

	x. ,Q SDUWLFXODU. ZH QRWH WKDW \RX KDYH FKRVHQ WR FRQWLQXH ZLWK \RXU RULJLQDO VLPLODULW\ PDUJLQ. UDWKHU WKDQ WKH ...... .... PDUJLQ UHFRPPHQGHG E\ WKH )'$. <RX VKRXOG LQFOXGH LQ \RXU VXEPLVVLRQ D MXVWLILFDWLRQ IRU FRQWLQXLQJ WR XVH WKH ZLGHU PDUJLQ ...... .... LQ \RXU DQDO\VHV. :KLOH \RXU WRSOLQH UHVXOWV DSSHDU WR EH ZLWKLQ ERWK PDUJLQV. LW LV QRW FOHDU LI WKLV GLIIHUHQFH LQ PDUJLQ VHOHFWLRQ ZLOO EHFRPH UHOHYDQW IRU VXSSOHPHQWDU\ RU DGGLWLRQDO DQDO\VHV. 

	x
	x


	7KH 6SRQVRU DJUHHG WKDW WKH DQDO\VLV RI WKH LPSDFW RI $'$ UHVXOWV RQ 3.. HIILFDF\. DQG VDIHW\ EHIRUH WKH WUDQVLWLRQ IURP 86.OLFHQVHG 5LWX[DQ WR $%3 ... ZLOO EH SUHVHQWHG LQ WKH %/$. DQG WKDW WKH GDWDVHWV LQ WKH %/$ZLOO FOHDUO\ LGHQWLI\ WKH VXEMHFWV ZKR XQGHUZHQW WKH VLQJOH WUDQVLWLRQ. 
	Discussion (Study 20130108): 

	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
	ZZZ.IGD.JRY 
	7KH 6SRQVRU VWDWHG WKDW RQO\ ILYH VXEMHFWV .. LQ WKH $%3 ... DUP. . LQ WKH (8.DSSURYHG 0DE7KHUD DUP. DQG . LQ WKH 86.OLFHQVHG 5LWX[DQ.$%3 ... DUP.GHYHORSHG ELQGLQJ $'$V DIWHU ZHHN ... *LYHQ WKLV VPDOO QXPEHU RI VXEMHFWV. WKH 6SRQVRU FRQVLGHUHG WKDW DQ\ DQDO\VLV RI WKH LPSDFW RI GHYHORSLQJ ELQGLQJ $'$V DIWHU WKH WUDQVLWLRQ LV QRW H[SHFWHG WR EH PHDQLQJIXO. 
	
	5HJDUGLQJ 6WXG\ ......... ZH KDYH WKH IROORZLQJ FRPPHQWV. 
	x 
	x 
	x 
	&ODULI\ ZKHWKHU WKHUH LV GDWD WR VXSSRUW DQ HYDOXDWLRQ RI GXUDELOLW\ RI UHVSRQVH DQG WKH GHJUHH RI IROORZ XS WKDW LV DYDLODEOH IRU SURJUHVVLRQ DQG VXUYLYDO. 

	x 
	x 
	:H QRWH WKH UDWH RI GLVFRQWLQXDWLRQ WR GXH WR $(V ZDV UHSRUWHG LQ . SDWLHQWV ...... ZKR UHFHLYHG $%3 ... YV . SDWLHQW ...... ZKR UHFHLYHG 86.OLFHQVHG 5LWX[LPDE. ,Q \RXU VXEPLVVLRQ. LQFOXGH QDUUDWLYHV IRU DOO VXEMHFWV ZKR GLVFRQWLQXHG WUHDWPHQW GXH WR $(V. DOO 6$(V. DQG DQ\ GHDWKV. 


	7KH 6SRQVRU FODULILHG WKDW WKH HQG RI VWXG\ ........ ZDV DW WKH ZHHN .. UHVSRQVH DVVHVVPHQW DQG QR IXUWKHU GDWD ZDV FROOHFWHG IROORZLQJ WKDW WLPHSRLQW. 7KHUHIRUH. WKHUH LV QR GDWD RQ GXUDWLRQ RI UHVSRQVH RU VXUYLYDO RXWFRPHV IROORZLQJ ZHHN .. DQG WKH $JHQF\ DFNQRZOHGJHG WKLV OLPLWDWLRQ RI WKH HIILFDF\ GDWD. 
	Discussion (Study 20130109): 

	6LQFH WKH 6SRQVRU LQWHQGV WR VHHN WKH VDPH LQGLFDWLRQV DV SUHYLRXVO\ DSSURYHG IRU 86.OLFHQVHG 5LWX[DQ. WKH $JHQF\ UHLWHUDWHG WKDW WKH %/$ DSSOLFDWLRQ PXVWLQFOXGH D MXVWLILFDWLRQ IRU H[WUDSRODWLRQ. ZKLFK. LQ SDUW. VKRXOG EH EDVHG RQ WKHGDWD DQG LQIRUPDWLRQ IURP WKH FRQGXFWHG FOLQLFDO VWXGLHV LQ SDWLHQWV ZLWK 5$ DQG )/. WR VXSSRUW OLFHQVXUH DV D ELRVLPLODU IRU DGGLWLRQDO FRQGLWLRQV RI XVH. 
	$GGLWLRQDO &RPPHQWV 
	$GGLWLRQDO &RPPHQWV 

	6WDWLVWLFDO &RPPHQWV IRU 6WXG\ ........ LQ WKH 1+/ SRSXODWLRQ. 
	... :H UHFRPPHQG XVLQJ DOO UDQGRPL]HG VXEMHFWV LQ WKH DQDO\VLV RI WKH SULPDU\ HQGSRLQW. 
	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
	ZZZ.IGD.JRY 
	... :H UHFRPPHQG H[DFW ELQRPLDO PHWKRG IRU FDOFXODWLRQ RI UDWH GLIIHUHQFH DQG FRQILGHQFH LQWHUYDO IRU 255 EHWZHHQ WKH WZR JURXSV. 
	7KH 6SRQVRU FODULILHG WKDW WKH SURSRVHG SULPDU\ DQDO\VLV ZDV RI D PRGLILHG ,77 ZKLFK H[FOXGHG . VXEMHFWV .. VXEMHFWV RQ $%3 .... . VXEMHFWV RQ WKH86.OLFHQVHG 5LWX[DQ DUP. WKDW GLG QRW KDYH HYDOXDEOH GLVHDVH SHU ,5&.DVVHVVPHQW. 
	Discussion: 

	7KH $JHQF\ UHFRPPHQGHG WKDW WKH 6SRQVRU LQFOXGH DOO UDQGRPL]HG VXEMHFWV LQWKH SULPDU\ DQDO\VLV DQG FRQVLGHU WKH SDWLHQWV ZKR ZHUH GHWHUPLQHG QRW WR KDYH HYDOXDEOH GLVHDVH SHU ,5& DV QRQ.UHVSRQGHUV. 7KH 6SRQVRU DJUHHG WR WKLV SURSRVDO DQG ZLOO DOVR LQFOXGH DGGLWLRQDO DQDO\VHV WKDW LQFOXGH WKHVH VXEMHFWV DV UHVSRQGHUV. QRQ.UHVSRQGHUV. DQG HYDOXDWLRQV SHU LQYHVWLJDWRU DVVHVVPHQW. 
	3URGXFW 4XDOLW\ 0LFURELRORJ\ &RPPHQWV. 
	7KH )'$ LV SURYLGLQJ DGGLWLRQDO SURGXFW TXDOLW\ PLFURELRORJ\ FRPPHQWV IRU \RX WR FRQVLGHU GXULQJ GHYHORSPHQW RI \RXU FRPPHUFLDO PDQXIDFWXULQJ SURFHVV DQG SUHSDUDWLRQ RI \RXU ....N. %/$ VXEPLVVLRQ. 
	
	,QIRUPDWLRQ DQG GDWD IRU &0& SURGXFW TXDOLW\ PLFURELRORJ\ VKRXOG EH VXEPLWWHG LQ WKH VSHFLILHG VHFWLRQV LQGLFDWHG EHORZ. 
	7KH &0& 'UXJ 6XEVWDQFH VHFWLRQ RI WKH ....N. %/$ .6HFWLRQ ....6. VKRXOG FRQWDLQ LQIRUPDWLRQ DQG GDWD VXPPDULHV IRU PLFURELDO DQG HQGRWR[LQ FRQWURO RI WKH GUXJ VXEVWDQFH. 7KH LQIRUPDWLRQ VKRXOG LQFOXGH. EXW QRW EH OLPLWHG WR WKH IROORZLQJ. 
	x 
	x 
	x 
	%LREXUGHQ DQG HQGRWR[LQ OHYHOV DW FULWLFDO PDQXIDFWXULQJ VWHSV VKRXOG EH PRQLWRUHG XVLQJ TXDOLILHG ELREXUGHQ DQG HQGRWR[LQ WHVWV. %LREXUGHQ VDPSOLQJ VKRXOG RFFXU SULRU WR DQ\ ... •P ILOWUDWLRQ VWHS. 7KH SUH.HVWDEOLVKHG ELREXUGHQ DQG HQGRWR[LQ OLPLWV VKRXOG EH SURYLGHG .....6...... 

	x 
	x 
	%LREXUGHQ DQG HQGRWR[LQ GDWD REWDLQHG GXULQJ PDQXIDFWXUH RI WKUHH SURFHVV TXDOLILFDWLRQ .334. ORWV .....6...... 


	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
	ZZZ.IGD.JRY 
	x 
	x 
	x 
	0LFURELDO GDWD IURP WKUHH VXFFHVVIXO SURGXFW LQWHUPHGLDWH KROG WLPH YDOLGDWLRQ UXQV DW PDQXIDFWXULQJ VFDOH. %LREXUGHQ DQG HQGRWR[LQ OHYHOV EHIRUH DQG DIWHU WKH PD[LPXP DOORZHG KROG WLPH VKRXOG EH PRQLWRUHG DQG ELREXUGHQ DQG HQGRWR[LQ OLPLWV SURYLGHG .....6...... 

	x 
	x 
	&KURPDWRJUDSK\ UHVLQ DQG 8).') PHPEUDQH OLIHWLPH VWXG\ SURWRFROV DQG DFFHSWDQFH FULWHULD IRU ELREXUGHQ DQG HQGRWR[LQ VDPSOHV. 'XULQJ WKH OLIHWLPH VWXGLHV. ELREXUGHQ DQG HQGRWR[LQ VDPSOHV VKRXOG EH WDNHQ DW WKH HQG RI VWRUDJH SULRU WR VDQLWL]DWLRQ .....6...... 

	x 
	x 
	,QIRUPDWLRQ DQG VXPPDU\ UHVXOWV IURP WKH VKLSSLQJ YDOLGDWLRQ VWXGLHV .....6...... 

	x 
	x 
	'UXJ VXEVWDQFH ELREXUGHQ DQG HQGRWR[LQ UHOHDVH VSHFLILFDWLRQV .....6.... 

	x 
	x 
	6XPPDU\ UHSRUWV DQG UHVXOWV IURP ELREXUGHQ DQG HQGRWR[LQ WHVW PHWKRG TXDOLILFDWLRQ VWXGLHV SHUIRUPHG IRU LQ.SURFHVV LQWHUPHGLDWHV DQG WKH GUXJ VXEVWDQFH. ,I FRPSHQGLDO WHVW PHWKRGV DUH XVHG. EULHI GHVFULSWLRQV RI WKH PHWKRGV VKRXOG EH SURYLGHG LQ DGGLWLRQ WR WKH FRPSHQGLDO UHIHUHQFH QXPEHUV .....6.... 


	7KH &0& 'UXJ 3URGXFW VHFWLRQ RI WKH ....N. %/$ .6HFWLRQ ....3. VKRXOG FRQWDLQ YDOLGDWLRQ GDWD VXPPDULHV WR VXSSRUW WKH DVHSWLF SURFHVVLQJ RSHUDWLRQV. )RU JXLGDQFH RQ WKH W\SH RI GDWD DQG LQIRUPDWLRQ WKDW VKRXOG EH VXEPLWWHG. UHIHU WR WKH .... )'$ *XLGDQFH IRU ,QGXVWU\ “Submission Documentation for Sterilization Process Validation in Applications for Human and Veterinary Drug Products”.
	. 

	7KH IROORZLQJ LQIRUPDWLRQ VKRXOG EH SURYLGHG LQ 6HFWLRQV ....3.... DQG.RU ....3..... DV DSSURSULDWH. 
	x. ,GHQWLILFDWLRQ RI WKH PDQXIDFWXULQJ DUHDV DQG W\SH RI ILOO OLQH .H.J. RSHQ. 5$%6. LVRODWRU.. LQFOXGLQJ DUHD FODVVLILFDWLRQV. 
	x. 'HVFULSWLRQ RI WKH VWHULOL]LQJ ILOWHU .VXSSOLHU. VL]H. PHPEUDQH PDWHULDO. PHPEUDQH VXUIDFH DUHD. HWF... VWHULOL]LQJ ILOWUDWLRQ SDUDPHWHUV .SUHVVXUH DQG.RU IORZ UDWH.. DV YDOLGDWHG E\ WKH PLFURELDO UHWHQWLRQ VWXG\. ZHWWLQJ DJHQW XVHG IRU SRVW.XVH LQWHJULW\ WHVWLQJ RI WKH VWHULOL]LQJ ILOWHU DQG SRVW.XVH LQWHJULW\ WHVW DFFHSWDQFH FULWHULD. 
	x 
	3DUDPHWHUV IRU ILOOLQJ DQG FDSSLQJ IRU WKH YLDOV. 
	x 
	$ OLVW RI DOO HTXLSPHQW DQG FRPSRQHQWV WKDW FRQWDFW WKH VWHULOH GUXJ SURGXFW .L.H. WKH VWHULOH.IOXLG SDWKZD\. ZLWK WKH FRUUHVSRQGLQJ PHWKRG.V. RI VWHULOL]DWLRQ DQG 
	.
	.
	KWWS...ZZZ.IGD.JRY.GRZQORDGV.GUXJV.JXLGDQFHFRPSOLDQFHUHJXODWRU\LQIRUPDWLRQ.JXLGDQFHV.XFP.......S GI 

	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
	ZZZ.IGD.JRY 
	GHS\URJHQDWLRQ. LQFOXGLQJ SURFHVV SDUDPHWHUV. 7KH OLVW VKRXOG LQFOXGH VLQJOH.XVH HTXLSPHQW. 
	GHS\URJHQDWLRQ. LQFOXGLQJ SURFHVV SDUDPHWHUV. 7KH OLVW VKRXOG LQFOXGH VLQJOH.XVH HTXLSPHQW. 
	GHS\URJHQDWLRQ. LQFOXGLQJ SURFHVV SDUDPHWHUV. 7KH OLVW VKRXOG LQFOXGH VLQJOH.XVH HTXLSPHQW. 

	x 
	x 
	3URFHVVLQJ DQG KROG WLPH OLPLWV. LQFOXGLQJ WKH WLPH OLPLW IRU VWHULOL]LQJ ILOWUDWLRQ DQG DVHSWLF ILOOLQJ. 

	x 
	x 
	6DPSOLQJ SRLQWV DQG LQ.SURFHVV OLPLWV IRU ELREXUGHQ DQG HQGRWR[LQ. %LREXUGHQ VDPSOHV VKRXOG EH WDNHQ DW WKH HQG RI WKH KROG WLPH SULRU WR WKH VXEVHTXHQW ILOWUDWLRQ VWHS. 3UH.VWHULOH ILOWUDWLRQ ELREXUGHQ OLPLWV VKRXOG QRW H[FHHG .. &)8.... P/. 


	7KH IROORZLQJ VWXG\ SURWRFROV DQG YDOLGDWLRQ GDWD VXPPDULHV VKRXOG EH LQFOXGHG LQ 6HFWLRQ ....3..... DV DSSURSULDWH. 
	x. %DFWHULDO ILOWHU UHWHQWLRQ VWXG\ IRU WKH VWHULOL]LQJ ILOWHU. ,QFOXGH D FRPSDULVRQ RI YDOLGDWLRQ WHVW SDUDPHWHUV ZLWK URXWLQH VWHULOH ILOWUDWLRQ SDUDPHWHUV. 
	x. 6WHULOL]DWLRQ DQG GHS\URJHQDWLRQ RI HTXLSPHQW DQG FRPSRQHQWV WKDW FRQWDFW WKH VWHULOH GUXJ SURGXFW. 3URYLGH VXPPDU\ GDWD IRU WKH WKUHH YDOLGDWLRQ VWXGLHV DQG GHVFULEH WKH HTXLSPHQW DQG FRPSRQHQW UHYDOLGDWLRQ SURJUDP. 
	x. ,Q.SURFHVV PLFURELDO FRQWUROV DQG KROG WLPHV. 7KUHH VXFFHVVIXO SURGXFW LQWHUPHGLDWH KROG WLPH YDOLGDWLRQ UXQV VKRXOG EH SHUIRUPHG DW PDQXIDFWXULQJ VFDOH. XQOHVV DQ DOWHUQDWLYH DSSURDFK FDQ EH VFLHQWLILFDOO\ MXVWLILHG. %LREXUGHQ DQG HQGRWR[LQ OHYHOV EHIRUH DQG DIWHU WKH PD[LPXP DOORZHG KROG WLPH VKRXOG EH PRQLWRUHG DQG ELREXUGHQ DQG HQGRWR[LQ OLPLWV SURYLGHG. 
	x. ,VRODWRU GHFRQWDPLQDWLRQ VXPPDU\ GDWD DQG LQIRUPDWLRQ. LI DSSOLFDEOH. 
	x. 7KUHH VXFFHVVIXO FRQVHFXWLYH PHGLD ILOO UXQV. LQFOXGLQJ VXPPDU\ HQYLURQPHQWDO PRQLWRULQJ GDWD REWDLQHG GXULQJ WKH UXQV. 'HVFULEH WKH HQYLURQPHQWDO DQG SHUVRQQHO PRQLWRULQJ SURFHGXUHV IROORZHG GXULQJ PHGLD ILOOV DQG FRPSDUH WKHP WR WKH SURFHGXUHV IROORZHG GXULQJ URXWLQH SURGXFWLRQ. 
	x. ,QIRUPDWLRQ DQG VXPPDU\ UHVXOWV IURP VKLSSLQJ YDOLGDWLRQ VWXGLHV. 
	x 
	9DOLGDWLRQ RI FDSSLQJ SDUDPHWHUV. XVLQJ D FRQWDLQHU FORVXUH LQWHJULW\ WHVW. 
	7KH IROORZLQJ SURGXFW WHVWLQJ DQG PHWKRG YDOLGDWLRQ LQIRUPDWLRQ VKRXOG EH SURYLGHG LQ WKH DSSURSULDWH VHFWLRQV RI 0RGXOH ....3. 
	x 
	&RQWDLQHU FORVXUH LQWHJULW\ WHVWLQJ. 6\VWHP LQWHJULW\ VKRXOG EH GHPRQVWUDWHG LQLWLDOO\ DQG GXULQJ VWDELOLW\. &RQWDLQHU FORVXUH LQWHJULW\ PHWKRG YDOLGDWLRQ VKRXOG GHPRQVWUDWH WKDW WKH DVVD\ LV VHQVLWLYH HQRXJK WR GHWHFW EUHDFKHV WKDW FRXOG DOORZ PLFURELDO LQJUHVV .• .. PLFURQV.. &RQWDLQHU FORVXUH LQWHJULW\ WHVWLQJ VKRXOG 
	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
	ZZZ.IGD.JRY 
	EH SHUIRUPHG in lieu RI VWHULOLW\ WHVWLQJ IRU VWDELOLW\ VDPSOHV HYHU\ .. PRQWKV 
	.DQQXDOO\. XQWLO H[SLU\. 
	x 
	6XPPDU\ UHSRUW DQG UHVXOWV IRU TXDOLILFDWLRQ RI WKH ELREXUGHQ. VWHULOLW\. DQG HQGRWR[LQ WHVW PHWKRGV SHUIRUPHG IRU LQ.SURFHVV LQWHUPHGLDWHV .LI DSSOLFDEOH. DQG WKH ILQLVKHG GUXJ SURGXFW. DV DSSURSULDWH. ,I FRPSHQGLDO WHVW PHWKRGV DUH XVHG. EULHI GHVFULSWLRQV RI WKH PHWKRGV VKRXOG EH SURYLGHG LQ DGGLWLRQ WR WKH FRPSHQGLDO UHIHUHQFH QXPEHUV. 3URYLGH IXOO GHVFULSWLRQV DQG YDOLGDWLRQ RI QRQ. FRPSHQGLDO UDSLG PLFURELDO PHWKRGV. 
	x. 6XPPDU\ UHSRUW DQG UHVXOWV RI WKH 5DEELW 3\URJHQ 7HVW FRQGXFWHG RQ WKUHH EDWFKHV RI GUXJ SURGXFW LQ DFFRUGDQFH ZLWK .. &)5.......E.. 
	x. /RZ HQGRWR[LQ UHFRYHU\ VWXGLHV. &HUWDLQ SURGXFW IRUPXODWLRQV KDYH EHHQ UHSRUWHG WR PDVN WKH GHWHFWDELOLW\ RI HQGRWR[LQ LQ WKH 863 ...! Bacterial Endotoxin Test .%(7.. 7KH HIIHFW RI KROG WLPH RQ HQGRWR[LQ GHWHFWLRQ VKRXOG EH DVVHVVHG E\ VSLNLQJ D NQRZQ DPRXQW RI VWDQGDUG HQGRWR[LQ .56( RU SXULILHG &6(. LQWR XQGLOXWHG GUXJ SURGXFW DQG WKHQ WHVWLQJ IRU UHFRYHUDEOH HQGRWR[LQ RYHU WLPH. 
	x. 0LFURELRORJLFDO VWXGLHV LQ VXSSRUW RI WKH SRVW.GLOXWLRQ VWRUDJH FRQGLWLRQV. 'HVFULEH WKH WHVW PHWKRGV DQG UHVXOWV WKDW HPSOR\ D PLQLPXP FRXQWDEOH LQRFXOXP ....... &)8. WR VLPXODWH SRWHQWLDO PLFURELDO FRQWDPLQDWLRQ WKDW PD\ RFFXU GXULQJ GLOXWLRQ. 7KH WHVW VKRXOG EH UXQ DW WKH ODEHO¶V UHFRPPHQGHG VWRUDJH FRQGLWLRQV. EH FRQGXFWHG IRU WZLFH WKH UHFRPPHQGHG VWRUDJH SHULRG. EUDFNHW WKH GUXJ SURGXFW FRQFHQWUDWLRQV WKDW ZRXOG EH DGPLQLVWHUHG WR SDWLHQWV. DQG XVH WKH ODEHO.UHFRPPHQGHG GLOXHQWV. 3HULRGLF LQWHUPHGL
	1R GLVFXVVLRQ RFFXUUHG. 
	Discussion: 

	... 27+(5 ,03257$17 0((7,1* ,1)250$7,21 
	',6&866,21 2) 7+( &217(17 2) $ &203/(7( $33/,&$7,21 
	',6&866,21 2) 7+( &217(17 2) $ &203/(7( $33/,&$7,21 

	x 
	7KH FRQWHQW RI D FRPSOHWH DSSOLFDWLRQ ZDV GLVFXVVHG. 7KH SURSRVHG FRQWHQW DQG IRUPDW RI WKH DSSOLFDWLRQ. DV RXWOLQHG LQ WKH PHHWLQJ EULHILQJ SDFNDJH. DSSHDUV DFFHSWDEOH WR WKH $JHQF\. 
	x 
	,W ZDV QRWHG WKDW WKHUH LV DQ $JUHHG ,QLWLDO 3HGLDWULF 6WXG\ 3ODQ .$JUHHG L363. IRU $%3 ... IRU WKH WUHDWPHQW RI WKH VDPH LQGLFDWLRQV DV DSSURYHG IRU 
	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
	ZZZ.IGD.JRY 
	86.OLFHQVHG 5LWX[DQ. 6XEVHTXHQWO\. WKHUH KDV EHHQ DGGLWLRQDO LQGLFDWLRQV DSSURYHG IRU 86.OLFHQVHG 5LWX[DQ. DQG WKH 6SRQVRU FODULILHG WKHLU SODQV WR LQFOXGH DQ DPHQGHG L363 LQ WKH XSFRPLQJ %/$ VXEPLVVLRQ. 
	86.OLFHQVHG 5LWX[DQ. 6XEVHTXHQWO\. WKHUH KDV EHHQ DGGLWLRQDO LQGLFDWLRQV DSSURYHG IRU 86.OLFHQVHG 5LWX[DQ. DQG WKH 6SRQVRU FODULILHG WKHLU SODQV WR LQFOXGH DQ DPHQGHG L363 LQ WKH XSFRPLQJ %/$ VXEPLVVLRQ. 
	86.OLFHQVHG 5LWX[DQ. 6XEVHTXHQWO\. WKHUH KDV EHHQ DGGLWLRQDO LQGLFDWLRQV DSSURYHG IRU 86.OLFHQVHG 5LWX[DQ. DQG WKH 6SRQVRU FODULILHG WKHLU SODQV WR LQFOXGH DQ DPHQGHG L363 LQ WKH XSFRPLQJ %/$ VXEPLVVLRQ. 

	x 
	x 
	$OO DSSOLFDWLRQV DUH H[SHFWHG WR LQFOXGH D FRPSUHKHQVLYH DQG UHDGLO\ ORFDWHG OLVW RI DOO FOLQLFDO VLWHV DQG PDQXIDFWXULQJ IDFLOLWLHV LQFOXGHG RU UHIHUHQFHG LQ WKH DSSOLFDWLRQ. 

	x 
	x 
	$ SUHOLPLQDU\ GLVFXVVLRQ UHJDUGLQJ WKH DSSURDFK WR GHYHORSLQJ WKH FRQWHQW IRU D 5(06. ZKHUH DSSOLFDEOH. SDWLHQW ODEHOLQJ .H.J.. 0HGLFDWLRQ *XLGH DQG ,QVWUXFWLRQV IRU 8VH. DQG. ZKHUH DSSOLFDEOH. WKH GHYHORSPHQW RI D )RUPDO &RPPXQLFDWLRQ 3ODQ ZDV QRW KHOG DV WKHVH ZLOO XOWLPDWHO\ EH UHYLHZ LVVXHV. 

	x 
	x 
	0DMRU FRPSRQHQWV RI WKH DSSOLFDWLRQ DUH H[SHFWHG WR EH VXEPLWWHG ZLWK WKH RULJLQDO DSSOLFDWLRQ DQG DUH QRW VXEMHFW WR DJUHHPHQW IRU ODWH VXEPLVVLRQ. <RX VWDWHG \RX LQWHQG WR VXEPLW D FRPSOHWH DSSOLFDWLRQ DQG WKHUHIRUH. WKHUH DUH QR DJUHHPHQWV IRU ODWH VXEPLVVLRQ RI DSSOLFDWLRQ FRPSRQHQWV. 


	35($ 5(48,5(0(176 
	35($ 5(48,5(0(176 

	8QGHU WKH 3HGLDWULF 5HVHDUFK (TXLW\ $FW .35($. ... 8.6.&. ...F.. DOO DSSOLFDWLRQV IRU QHZ DFWLYH LQJUHGLHQWV .ZKLFK LQFOXGHV QHZ VDOWV DQG QHZ IL[HG FRPELQDWLRQV.. QHZ LQGLFDWLRQV. QHZ GRVDJH IRUPV. QHZ GRVLQJ UHJLPHQV. RU QHZ URXWHV RI DGPLQLVWUDWLRQ DUH UHTXLUHG WR FRQWDLQ D SHGLDWULF DVVHVVPHQW WR VXSSRUW GRVLQJ. VDIHW\. DQG HIIHFWLYHQHVV RI WKH SURGXFW IRU WKH FODLPHG LQGLFDWLRQ XQOHVV WKLV UHTXLUHPHQW LV ZDLYHG. GHIHUUHG. RU LQDSSOLFDEOH. 
	6HFWLRQ ...%.O. RI WKH )'.& $FW. DGGHG E\ VHFWLRQ .....G.... RI WKH $IIRUGDEOH &DUH $FW. SURYLGHV WKDW D ELRVLPLODU SURGXFW WKDW KDV QRW EHHQ GHWHUPLQHG WR EH LQWHUFKDQJHDEOH ZLWK WKH UHIHUHQFH SURGXFW LV FRQVLGHUHG WR KDYH D ³QHZ DFWLYH LQJUHGLHQW´ IRU SXUSRVHV RI 35($. DQG D SHGLDWULF DVVHVVPHQW LV UHTXLUHG XQOHVV ZDLYHG. GHIHUUHG. RU LQDSSOLFDEOH. 
	)'$ HQFRXUDJHV SURVSHFWLYH ELRVLPLODU DSSOLFDQWV WR VXEPLW DQ LQLWLDO SHGLDWULF VWXG\ SODQ .L363. DV HDUO\ DV SUDFWLFDEOH GXULQJ SURGXFW GHYHORSPHQW. )'$ UHFRPPHQGV WKDW \RX DOORZ DGHTXDWH WLPH WR UHDFK DJUHHPHQW ZLWK )'$ RQ WKH SURSRVHG L363 SULRU WR LQLWLDWLQJ \RXU FRPSDUDWLYH FOLQLFDO VWXG\. 
	
	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
	ZZZ.IGD.JRY 
	EH DEOH WR IXOILOO 35($ UHTXLUHPHQWV E\ VDWLVI\LQJ WKH VWDWXWRU\ UHTXLUHPHQWV IRU ELRVLPLODULW\ DQG SURYLGLQJ DQ DGHTXDWH VFLHQWLILF MXVWLILFDWLRQ IRU H[WUDSRODWLQJ WKH SHGLDWULF LQIRUPDWLRQ IURP WKH UHIHUHQFH SURGXFW WR \RXU SURSRVHG SURGXFW .VHH TXHVWLRQ DQG DQVZHU ,... LQ )'$¶V GUDIW JXLGDQFH IRU LQGXVWU\ RQ 1HZ DQG 5HYLVHG 'UDIW 4.$V RQ %LRVLPLODU 'HYHORSPHQW DQG WKH %3&, $FW .5HYLVLRQ .. .'HFHPEHU ...... )RU FRQGLWLRQV RI XVH IRU ZKLFK WKH UHIHUHQFH SURGXFW GRHV QRW KDYH DGHTXDWH SHGLDWULF LQIRUPDWLRQ 
	$IWHU WKH L363 LV VXEPLWWHG. D VSRQVRU PXVW ZRUN ZLWK )'$ WR UHDFK WLPHO\ DJUHHPHQW RQ WKH SODQ. DV UHTXLUHG E\ VHFWLRQ ...%.H........ RI WKH )'.& $FW. )RU DGGLWLRQDO JXLGDQFH RQ WKH WLPLQJ FRQWHQW. DQG VXEPLVVLRQ RI WKH L363. LQFOXGLQJ DQ L363 7HPSODWH. SOHDVH UHIHU WR WKH GUDIW JXLGDQFH IRU LQGXVWU\. 
	Pediatric Study Plans: Content of and Process for Submitting Initial Pediatric Study Plans and Amended Pediatric Study Plans DW. 
	. ,Q DGGLWLRQ. \RX PD\ FRQWDFW WKH 'LYLVLRQ RI 3HGLDWULF DQG 0DWHUQDO +HDOWK DW ............ RU HPDLO ,W VKRXOG EH QRWHG WKDW UHTXHVWHG GHIHUUDOV RU ZDLYHUV LQ WKH LQLWLDO 363 ZLOO QRW EH IRUPDOO\ JUDQWHG RU GHQLHG XQWLO WKH SURGXFW LV OLFHQVHG. 
	KWWS...ZZZ.IGD.JRY.GRZQORDGV.'UXJV.*XLGDQFH&RPSOLDQFH5HJXODWRU\,QIRUPDWLRQ. *XLGDQFHV.8&0.......SGI
	3HGVGUXJV#IGD.KKV.JRY 

	35(6&5,%,1* ,1)250$7,21 
	35(6&5,%,1* ,1)250$7,21 

	,Q \RXU DSSOLFDWLRQ. \RX PXVW VXEPLW SURSRVHG SUHVFULELQJ LQIRUPDWLRQ .3,. WKDW FRQIRUPV WR WKH FRQWHQW DQG IRUPDW UHJXODWLRQV IRXQG DW .. &)5 .......D. DQG .G.DQG ......LQFOXGLQJ WKH 3UHJQDQF\ DQG /DFWDWLRQ /DEHOLQJ 5XOH .3//5. .IRU DSSOLFDWLRQV VXEPLWWHG RQ RU DIWHU -XQH ... ...... $V \RX GHYHORS \RXU SURSRVHG 3,. ZH HQFRXUDJH \RX WR UHYLHZ WKH ODEHOLQJ UHYLHZ UHVRXUFHV RQ WKH 3/5 5HTXLUHPHQWV IRU 3UHVFULELQJ ,QIRUPDWLRQDQG 3UHJQDQF\ DQG /DFWDWLRQ /DEHOLQJ )LQDO 5XOHZHEVLWHV. ZKLFK LQFOXGH. 
	. 
	. 
	5 
	. 

	x. 7KH )LQDO 5XOH .3K\VLFLDQ /DEHOLQJ 5XOH. RQ WKH FRQWHQW DQG IRUPDW RI WKH. 3, IRU KXPDQ GUXJ DQG ELRORJLFDO SURGXFWV.. 
	. 
	. 
	KWWS...ZZZ.DFFHVVGDWD.IGD.JRY.VFULSWV.FGUK.FIGRFV.FIFIU.&)56HDUFK.FIP"IU .......XWP FD PSDLJQ *RRJOH..XWP VRXUFH IGD6HDUFK.XWP PHGLXP ZHEVLWH. XWP WHUP .....&)5..........XW P FRQWHQW . 
	. 
	KWWS...ZZZ.DFFHVVGDWD.IGD.JRY.VFULSWV.FGUK.FIGRFV.FIFIU.&)56HDUFK.FIP"IU .......XWP FD PSDLJQ *RRJOH..XWP VRXUFH IGD6HDUFK.XWP PHGLXP ZHEVLWH. XWP WHUP .....&)5..........XW P FRQWHQW . 
	. 
	KWWS...ZZZ.IGD.JRY.'UXJV.*XLGDQFH&RPSOLDQFH5HJXODWRU\,QIRUPDWLRQ./DZV$FWVDQG5XOHV.XFP .......KWP 
	. 
	KWWS...ZZZ.IGD.JRY.'UXJV.'HYHORSPHQW$SSURYDO3URFHVV.'HYHORSPHQW5HVRXUFHV./DEH OLQJ.XFP.......KWP 

	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
	ZZZ.IGD.JRY 
	x 
	x 
	x 
	7KH )LQDO 5XOH .3UHJQDQF\ DQG /DFWDWLRQ /DEHOLQJ 5XOH. RQ WKH FRQWHQW DQG IRUPDW RI LQIRUPDWLRQ UHODWHG WR SUHJQDQF\. ODFWDWLRQ. DQG IHPDOHV DQG PDOHV RI UHSURGXFWLYH SRWHQWLDO. 

	x 
	x 
	5HJXODWLRQV DQG UHODWHG JXLGDQFH GRFXPHQWV. 

	x 
	x 
	$ VDPSOH WRRO LOOXVWUDWLQJ WKH IRUPDW IRU +LJKOLJKWV DQG &RQWHQWV. DQG 

	x 
	x 
	7KH 6HOHFWHG 5HTXLUHPHQWV IRU 3UHVFULELQJ ,QIRUPDWLRQ .653,. í D FKHFNOLVW RI LPSRUWDQW IRUPDW LWHPV IURP ODEHOLQJ UHJXODWLRQV DQG JXLGDQFHV. 

	x 
	x 
	)'$¶V HVWDEOLVKHG SKDUPDFRORJLF FODVV .(3&. WH[W SKUDVHV IRU LQFOXVLRQ LQ WKH +LJKOLJKWV ,QGLFDWLRQV DQG 8VDJH KHDGLQJ. 


	3XUVXDQW WR WKH 3//5. \RX VKRXOG LQFOXGH WKH IROORZLQJ LQIRUPDWLRQ ZLWK \RXU DSSOLFDWLRQ WR VXSSRUW WKH FKDQJHV LQ WKH 3UHJQDQF\. /DFWDWLRQ. DQG )HPDOHV DQG 0DOHV RI 5HSURGXFWLYH 3RWHQWLDO VXEVHFWLRQV RI ODEHOLQJ. 7KH DSSOLFDWLRQ VKRXOG LQFOXGH D UHYLHZ DQG VXPPDU\ RI WKH DYDLODEOH SXEOLVKHG OLWHUDWXUH UHJDUGLQJ WKH GUXJ¶V XVH LQ SUHJQDQW DQG ODFWDWLQJ ZRPHQ DQG WKH HIIHFWV RI WKH GUXJ RQ PDOH DQG IHPDOH IHUWLOLW\ .LQFOXGH VHDUFK SDUDPHWHUV DQG D FRS\ RI HDFK UHIHUHQFH SXEOLFDWLRQ.. D FXPXODWLYH UHYLHZ DQG 
	. 

	,Q DGGLWLRQ. \RX VKRXOG UHYLHZ WKH )'$ JXLGDQFH IRU LQGXVWU\ Labeling for Biosimilar Products .-XO\ ...... 
	3ULRU WR VXEPLVVLRQ RI \RXU SURSRVHG 3,. XVH WKH 653, FKHFNOLVW WR HQVXUH FRQIRUPDQFH ZLWK WKH IRUPDW LWHPV LQ UHJXODWLRQV DQG JXLGDQFHV. 
	12135235,(7$5< 1$0( 
	12135235,(7$5< 1$0( 

	2Q -DQXDU\ ... ..... )'$ LVVXHG D ILQDO JXLGDQFH IRU LQGXVWU\ Nonproprietary Naming of Biological Products. VWDWLQJ WKDW. IRU FHUWDLQ ELRORJLFDO SURGXFWV. WKH $JHQF\ LQWHQGV WR GHVLJQDWH D SURSHU QDPH WKDW LQFOXGHV D IRXU.OHWWHU GLVWLQJXLVKLQJ VXIIL[ WKDW LV GHYRLG RI PHDQLQJ. 
	:KHQ ILQDO. WKLV JXLGDQFH ZLOO UHSUHVHQW WKH )'$¶V FXUUHQW WKLQNLQJ RQ WKLV WRSLF. )RU WKH PRVW UHFHQW YHUVLRQ RI D JXLGDQFH. FKHFN WKH )'$ JXLGDQFH ZHE SDJH DW . 
	. 
	KWWSV...ZZZ.IGD.JRY.5HJXODWRU\,QIRUPDWLRQ.*XLGDQFHV.GHIDXOW.KWP

	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
	ZZZ.IGD.JRY 
	3OHDVH QRWH WKDW FHUWDLQ SURYLVLRQV RI WKLV JXLGDQFH GHVFULEH D FROOHFWLRQ RI LQIRUPDWLRQ DQG DUH XQGHU UHYLHZ E\ WKH 2IILFH RI 0DQDJHPHQW DQG %XGJHW XQGHU WKH 3DSHUZRUN 5HGXFWLRQ $FW RI .... .35$.. 7KHVH SURYLVLRQV RI WKH JXLGDQFH GHVFULEH WKH VXEPLVVLRQ RI SURSRVHG VXIIL[HV WR WKH )'$. DQG D VSRQVRU¶V UHODWHG DQDO\VLV RI SURSRVHG VXIIL[HV. ZKLFK DUH FRQVLGHUHG D ³FROOHFWLRQ RI LQIRUPDWLRQ´ XQGHU WKH 35$. )'$ LV QRW FXUUHQWO\ LPSOHPHQWLQJ SURYLVLRQV RI WKH JXLGDQFH WKDW GHVFULEH WKLV FROOHFWLRQ RI LQIRUPDW
	+RZHYHU. SURYLVLRQV RI WKH ILQDO JXLGDQFH WKDW GR QRW GHVFULEH WKH FROOHFWLRQ RI LQIRUPDWLRQ VKRXOG EH FRQVLGHUHG ILQDO DQG UHSUHVHQW )'$¶V FXUUHQW WKLQNLQJ RQ WKH QRQSURSULHWDU\ QDPLQJ RI ELRORJLFDO SURGXFWV. 7KHVH LQFOXGH. JHQHUDOO\. WKH GHVFULSWLRQ RI WKH QDPLQJ FRQYHQWLRQ .LQFOXGLQJ LWV IRUPDW IRU RULJLQDWRU. UHODWHG. DQG ELRVLPLODU ELRORJLFDO SURGXFWV. DQG WKH FRQVLGHUDWLRQV WKDW VXSSRUW WKH FRQYHQWLRQ. 
	<RXU SURSRVHG ....N. %/$ ZRXOG EH ZLWKLQ WKH VFRSH RI WKLV JXLGDQFH. $V VXFK. )'$ LQWHQGV WR DVVLJQ D IRXU.OHWWHU VXIIL[ IRU LQFOXVLRQ LQ WKH SURSHU QDPH GHVLJQDWHG LQ WKH OLFHQVH DW VXFK WLPH DV )'$ DSSURYHV WKH %/$. 
	0$18)$&785,1* )$&,/,7,(6 
	0$18)$&785,1* )$&,/,7,(6 

	$OO IDFLOLWLHV VKRXOG EH UHJLVWHUHG ZLWK )'$ DW WKH WLPH RI WKH ....N. %/$ VXEPLVVLRQ DQG UHDG\ IRU LQVSHFWLRQ LQ DFFRUGDQFH ZLWK .. &)5 ...... DQG .......E..... 0DQXIDFWXULQJ DQG WHVWLQJ IDFLOLWLHV ZLOO EH VXEMHFW WR WKH F*03 VWDQGDUGV DV GHVFULEHG LQ .. &)5 ....... LQFOXGLQJ EXW QRW OLPLWHG WR WKH JRRG PDQXIDFWXULQJ SUDFWLFH UHTXLUHPHQWV VHW IRUWK LQ .. &)5 .... .... DQG ... RI WKLV FKDSWHU. 
	
	7R IDFLOLWDWH RXU LQVSHFWLRQDO SURFHVV. ZH UHTXHVW WKDW \RX FOHDUO\ LGHQWLI\ in a single location. HLWKHU RQ WKH )RUP )'$ ...K. RU DQ DWWDFKPHQW WR WKH IRUP. DOO PDQXIDFWXULQJ IDFLOLWLHV DVVRFLDWHG ZLWK \RXU DSSOLFDWLRQ. ,QFOXGH WKH IXOO FRUSRUDWH QDPH RI WKH IDFLOLW\ DQG DGGUHVV ZKHUH WKH PDQXIDFWXULQJ IXQFWLRQ LV SHUIRUPHG. ZLWK WKH )(, QXPEHU. DQG VSHFLILF PDQXIDFWXULQJ UHVSRQVLELOLWLHV IRU HDFK IDFLOLW\. 
	$OVR SURYLGH WKH QDPH DQG WLWOH RI DQ RQVLWH FRQWDFW SHUVRQ. LQFOXGLQJ WKHLU SKRQH QXPEHU. ID[ QXPEHU. DQG HPDLO DGGUHVV. 3URYLGH D EULHI GHVFULSWLRQ RI WKH PDQXIDFWXULQJ RSHUDWLRQ FRQGXFWHG DW HDFK IDFLOLW\. LQFOXGLQJ WKH W\SH RI WHVWLQJ DQG '0) QXPEHU .LI DSSOLFDEOH.. (DFK IDFLOLW\ VKRXOG EH UHDG\ IRU *03 LQVSHFWLRQ DW WKH WLPH RI VXEPLVVLRQ. 
	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
	ZZZ.IGD.JRY 
	&RQVLGHU XVLQJ D WDEOH VLPLODU WR WKH RQH EHORZ DV DQ DWWDFKPHQW WR )RUP )'$ ...K. ,QGLFDWH XQGHU (VWDEOLVKPHQW ,QIRUPDWLRQ RQ SDJH . RI )RUP )'$ ...K WKDW WKH LQIRUPDWLRQ LV SURYLGHG LQ WKH DWWDFKPHQW WLWOHG. ³3URGXFW QDPH. %/$ ....... (VWDEOLVKPHQW ,QIRUPDWLRQ IRU )RUP ...K.´ 
	6LWH 1DPH 
	6LWH 1DPH 
	6LWH 1DPH 
	6LWH $GGUHVV 
	)HGHUDO (VWDEOLVKPHQ W ,QGLFDWRU .)(,. RU 5HJLVWUDWLRQ 1XPEHU .&)1. 
	'UXJ 0DVWHU )LOH 1XPEHU .LI DSSOLFDEOH . 
	0DQXIDFWXULQJ 6WHS.V. RU 7\SH RI 7HVWLQJ >(VWDEOLVKPHQW IXQFWLRQ@ 

	... 
	... 

	... 
	... 


	&RUUHVSRQGLQJ QDPHV DQG WLWOHV RI RQVLWH FRQWDFW.. 
	6LWH 1DPH 
	6LWH 1DPH 
	6LWH 1DPH 
	6LWH $GGUHVV 
	2QVLWH &RQWDFW .3HUVRQ. 7LWOH. 
	3KRQH DQG )D[ QXPEHU 
	(PDLO DGGUHVV 

	... 
	... 

	... 
	... 


	2)),&( 2) 6&,(17,),& ,19(67,*$7,216 .26,. 5(48(676 
	2)),&( 2) 6&,(17,),& ,19(67,*$7,216 .26,. 5(48(676 

	7KH 2IILFH RI 6FLHQWLILF ,QYHVWLJDWLRQV .26,. UHTXHVWV WKDW WKH LWHPV GHVFULEHG LQ WKH GUDIW JXLGDQFH IRU LQGXVWU\ Standardized Format for Electronic Submission of NDA and BLA Content for the Planning of Bioresearch Monitoring (BIMO) Inspections for CDER Submissions .)HEUXDU\ ..... DQG WKH DVVRFLDWHG %LRUHVHDUFK 0RQLWRULQJ 7HFKQLFDO &RQIRUPDQFH *XLGH &RQWDLQLQJ 7HFKQLFDO 6SHFLILFDWLRQV EH SURYLGHG WR IDFLOLWDWH GHYHORSPHQW RI FOLQLFDO LQYHVWLJDWRU DQG VSRQVRU.PRQLWRU.&52 LQVSHFWLRQ DVVLJQPHQWV. DQG WKH EDFN
	3OHDVH UHIHU WR WKH GUDIW JXLGDQFH IRU LQGXVWU\ Standardized Format for Electronic Submission of NDA and BLA Content for the Planning of Bioresearch Monitoring (BIMO) Inspections for CDER Submissions .)HEUXDU\ ..... DQG WKH DVVRFLDWHG Bioresearch Monitoring Technical Conformance Guide Containing Technical Specifications. 
	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
	ZZZ.IGD.JRY 
	5(&200(1'$7,216 )25 )250$77,1* 2) &/,1,&$/ 3+$50$&2/2*<68%0,66,216 )25 $33/,&$7,216 
	5(&200(1'$7,216 )25 )250$77,1* 2) &/,1,&$/ 3+$50$&2/2*<68%0,66,216 )25 $33/,&$7,216 

	,I \RX DUH SODQQLQJ WR LQFOXGH D FOLQLFDO SKDUPDFRORJ\ VWXG\ DV SDUW RI \RXU ....N. %/$ PDUNHWLQJ DSSOLFDWLRQ. ZH KDYH WKH IROORZLQJ JHQHUDO EHVW SUDFWLFH UHFRPPHQGDWLRQV IRU \RX WR NHHS LQ PLQG DV \RX SUHSDUH \RXU VXEPLVVLRQ. LQFOXGLQJ JXLGHV IRU IRUPDWWLQJ \RXU VXEPLVVLRQ. 
	... $V LW UHODWHV WR FOLQLFDO SKDUPDFRORJ\.UHODWHG VHFWLRQV RI WKH DSSOLFDWLRQ. DSSO\ WKH IROORZLQJ DGYLFH ZKHQ SUHSDULQJ WKH ....N. %/$. 
	D.. ,QFOXGH WKH UDWLRQDOH IRU WKH VHOHFWHG GRVH XVHG LQ WKH 3. .DQG 3' VLPLODULW\. ZKHQ DSSOLFDEOH. VWXG\.LHV. LQ WKH %/$ .H.J.. H&7' 0RGXOH ..... 6XPPDU\ RI &OLQLFDO 3KDUPDFRORJ\.. 
	E.. ,QFOXGH D VXPPDU\ HYDOXDWLRQ RI WKH LPSDFW RI LPPXQRJHQLFLW\ RQ WKH DFWLYLW\ .H.J.. HIILFDF\.3'.. VDIHW\. DQG SKDUPDFRNLQHWLFV. DV LV DSSOLFDEOH. IRU WKH VWXGLHV LQFOXGHG LQ WKH %/$ .H.J.. H&7' 0RGXOH ..... 6XPPDU\ RI &OLQLFDO 3KDUPDFRORJ\.. 
	F.. 3UHVHQW WKH 3. .DQG 3'. ZKHQ DSSOLFDEOH. SDUDPHWHU GDWD DV JHRPHWULF PHDQ ZLWK FRHIILFLHQW RI YDULDWLRQ. PHDQ • VWDQGDUG GHYLDWLRQ. DQG PHGLDQ ZLWK UDQJH LQ WKH VWXG\ UHSRUWV DQG WKURXJKRXW WKH %/$. 
	G.. 3URYLGH DQDO\VLV GDWD VHWV IRU DOO FRQFHQWUDWLRQ.WLPH DQG GHULYHG 3. .DQG 3'. ZKHQ DSSOLFDEOH. SDUDPHWHU GDWDVHWV DV 6$6 WUDQVSRUW ILOHV ...[SW.. $ GHVFULSWLRQ RI HDFK GDWD LWHP VKRXOG EH SURYLGHG LQ D GHILQH.SGI ILOH. $Q\ FRQFHQWUDWLRQV RU VXEMHFWV WKDW KDYH EHHQ H[FOXGHG IURP WKH DQDO\VLV VKRXOG EH IODJJHG DQG PDLQWDLQHG LQ WKH GDWDVHWV. 
	... ,QFOXGH WKH IROORZLQJ LQIRUPDWLRQ LQ D WDEXODU IRUPDW LQ WKH ....N. %/$ IRU HDFK RI WKH FRPSOHWHG FOLQLFDO VWXGLHV. 
	D.. 6LWH QXPEHU 
	E.. 3ULQFLSDO LQYHVWLJDWRU 
	F.. 6LWH /RFDWLRQ. $GGUHVV .H.J.. 6WUHHW. &LW\. 6WDWH. &RXQWU\. DQG FRQWDFW LQIRUPDWLRQ .L.H.. SKRQH. ID[. HPDLO. 
	G.. /RFDWLRQ RI 3ULQFLSDO ,QYHVWLJDWRU. $GGUHVV .H.J.. 6WUHHW. &LW\. 6WDWH. DQG &RXQWU\. DQG FRQWDFW LQIRUPDWLRQ .L.H.. SKRQH. ID[. HPDLO.. ,I WKH $SSOLFDQW LV DZDUH RI FKDQJHV WR D FOLQLFDO LQYHVWLJDWRU¶V VLWH DGGUHVV RU FRQWDFW LQIRUPDWLRQ VLQFH WKH WLPH RI WKH FOLQLFDO LQYHVWLJDWRU¶V SDUWLFLSDWLRQ LQ WKH VWXG\. ZH UHTXHVW WKDW WKLV XSGDWHG LQIRUPDWLRQ DOVR EH SURYLGHG. 
	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
	ZZZ.IGD.JRY 
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	7KHUH ZHUH QR DFWLRQ LWHPV IRU WKLV PHHWLQJ. 
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	7KH SUHVHQWDWLRQV XVHG GXULQJ WKLV PHHWLQJ KDYH EHHQ DSSHQGHG WR WKH PHHWLQJ PLQXWHV. 
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