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Presentation Overview

e Office of Generic Drugs organizational structure
e Definition of a combination product

* Regulatory considerations for generic drug-device
combination products
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Office of Generic Drugs

Assess, in coordination . . p

with other CDER and
Agency offices,
Abbreviated New Drug
Applications (ANDAS)
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Office of Generic Drugs

* Immediate Office
— Clinical Safety Surveillance Staff
— Communications Staff
— Program Management and Analysis Staff
e Office of Research and Standards
— Division of Therapeutic Performance
— Division of Quantitative Methods and Modeling
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Office of Generic Drugs

» Office of Bioequivalence
— Divisions of Bioequivalence
— Division of Clinical Review
* Office of Regulatory Operations
— Division of Project Management
— Division of Filing Review
— Division of Labeling Review
— Division of Quality Management Systems
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Office of Generic Drugs

e Office of Generic Drug Policy
— Division of Policy Development
— Division of Legal and Regulatory Support
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What Is A Combination Product?

21 CFR 3.2
1. Components are physically, chemically, or otherwise
combined

Components are packaged together

Components are separately provided but specifically
labeled for use together
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Primary Mode Of Action (PMOA)

A combination product is assigned to an FDA medical product Center that will
have primary jurisdiction for that product’s premarket review and regulation

 Based on a determination of which constituent part provides the PMOA of
that product

— PMOA: the single mode of action expected to make the greatest
contribution to the overall intended therapeutic effects

* Applicants may submit a request for designation (RFD) to obtain a binding

classification/assignment or a “Pre-RFD” to obtain informal feedback relating
to the classification/assignment
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What Is A Complex Drug-Device Combination
Product?

Complex Product — generally includes:

1.  Products with complex active ingredients (e.g., peptides, polymeric compounds,
complex mixtures of APIs, naturally sourced ingredients); complex formulations
(e.g., liposomes, colloids); complex routes of delivery (e.g., locally acting drugs such
as dermatological products and complex ophthalmological products and otic dosage
forms that are formulated as suspensions, emulsions or gels) or complex dosage
forms (e.g., transdermals, metered dose inhalers, extended release injectables)

2. Complex drug-device combination products (e.g., auto injectors, metered dose
inhalers); and

3.  Other products where complexity or uncertainty concerning the approval pathway
or possible alternative approach would benefit from early scientific engagement.
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What Is A Complex Drug-Device Combination

Product?
* Examples include

— Auto injectors

— Metered dose inhalers

— Soft mist inhalers

— Metered nasal spray products
— Dry powder inhalers
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General Framework For ANDAs

e Approval of generic drug starts with a listed drug —
generally an innovator product approved under 505(c)

 An ANDA relies on FDA’s finding of safety and
effectiveness for listed drug

* Requires demonstration of “sameness” of a number of
characteristics and additional information to permit
reliance on the reference listed drug (RLD)
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Contents Of An ANDA

* |dentify Single RLD
— Same Conditions of Use
— Same Active Ingredient
— Same Route of Administration
— Same Dosage Form
— Same Strength
— Same Labeling
— Bioequivalent
» Safety of Inactive Ingredients
* Patent Certifications, Exclusivity Information
 Chemistry, Manufacturing, and Controls Information
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Same Labeling

* Generic drug product labeling generally must be the same
as the RLD

e Certain limited exceptions

— Changes required because of differences approved
pursuant to a suitability petition

— Differences because the generic and RLD are produced
or distributed by different manufacturers, including

* Omissions of an indication or other aspect of labeling that is
protected by patent or exclusivity
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Current Good Manufacturing Practices

 ANDAs are held to the same high standards for current good

manufacturing practices (cGMP) as new drug applications
(NDAs)

* Regulatory Citations
— See 21 CFR 210/211
— See also 21 CFR 4

* Clarifies which cGMP requirements apply to combination
products
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Therapeutic Equivalence

 Pharmaceutically Equivalent

— The same active ingredient, dosage form, strength, route of administration, and
meet the same compendial standards (strength, quality, purity, and identity)

* Bioequivalent

— No significant difference in the rate and extent of absorption of the active
ingredient at the site of action

* Therapeutically Equivalent

— Approved drug products that are pharmaceutical equivalents for which
bioequivalence has been demonstrated, and that can be expected to have the
same clinical effect and safety profile when administered to patients under the

conditions specified in the labeling
www.fda.gov



Considerations for Combination Products

 Considerations include, but are not limited to:
— Performance characteristics

* FDA takes into consideration the performance of the device
constituent and its interaction and impact on the delivery of the drug
constituent

— User Interface

» Draft guidance for industry, Comparative Analyses and Related
Comparative Use Human Factors Studies for a Drug-Device
Combination Product Submitted in an ANDA (Jan 2017)
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User Interface

* Applicants should generally seek approval of a presentation approved for the
RLD

 FDA does not expect that the design of the user interface for a generic
combination product be identical to its RLD’s design in all respects

 FDA may accept such design differences if they are adequately analyzed,

scientifically justified, and do not otherwise preclude approval under an
ANDA

 Comparative analyses can assist applicants in identifying differences in the
user interface and in determining whether additional data (e.g., comparative
use human factors studies) should be submitted
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User Interface

* Certain labeling differences that flow from permissible differences
in design of a proposed combination product may be permissible
and will be evaluated on a case-by-case basis

* FDA intends to assess whether an end-user can use the generic
combination product when it is substituted for the RLD without the
intervention of the health care provider and/or without additional
training prior to use of the generic combination product

* Engage early during product development via controlled
correspondence or pre-ANDA processes
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Comparative Analyses
1. Labeling comparison
2. Comparative task analysis

3. Physical comparison of delivery device constituent
part

www.fda.gov
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Labeling Comparison

* Side-by-side, line-by-line comparison of the full
prescribing information, instructions for use, and
descriptions of the delivery device constituent parts of
the generic combination product and its RLD
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Comparative Task Analyses

 Comparative task analysis is assessed between the RLD and
the proposed generic drug-device combination product

» Systematically dissect the use process for the proposed
generic product and the RLD, and analyze and compare the
sequential and simultaneous manual and intellectual
activities for end-users interacting with both the products
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Physical Comparison of Delivery Device

 Examine (e.g., visual and tactile examination) the
physical features of the RLD and compare them to
those of the delivery device constituent part for the
proposed generic combination product

www.fda.gov



Assessment of Identified Differences

* No design differences
* Minor design differences

— If the differences in the user interface of the proposed generic
combination product, in comparison to the user interface of the
RLD, do not affect an external critical design attribute

e Other design differences

— If any aspect of the threshold analyses suggests that differences in
the design of the user interface of a proposed generic combination
product as compared to the RLD may impact an external critical
design attribute that involves administration of the product
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If Other Than Minor Differences Identified

* Consider re-design of the user interface to minimize
differences from the RLD

* Potential need for additional information and/or data
to support the ANDA submission

e Contact FDA through a pre-ANDA meeting or
controlled correspondence before conducting
comparative use human factors studies
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