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1. [bookmark: _Toc215658043]CGMP REGULATIONS FOR [PRODUCT NAME] DRUG-DEVICE COMBINATION PRODUCT [21 CFR PART 4]
<The details provided below are for reference>
[Company Name] utilizes the streamlined approach under 21CFR 4.4(b) which provides that combination product manufacturers may meet the requirements of both the Drug cGMPs and Device Quality System Regulations (QSR) by designing and implementing a cGMP operating system that is demonstrated to comply with the drug cGMPs and the provisions for cGMP requirements from the QS regulation in accordance with 21 CFR 4.4(b)(1).

[Product Name] is indicated for the treatment of XXXXX in adults.

[Company Name]’s generic product, [Product Name] is intended for commercialization as a finished product with dispensing tip and considered a low-risk single entity combination product as it is intended for topical administration to the eye. The device constituent of the product, namely, product Name of device are Category 11 devices per [Company Name]’s Global Quality Standard,” GQS-0009: Quality System Regulations for Combination Products.

Please refer to Module 3.2.P.3.1 - Appendix X of this submission for [Company Name]’s cGMP certification for the manufacturing and packaging of Drug-Device Combination Product.






	
	

	1 These are “Off the self” devices/device components from device manufacturers which they may supply to many customers.




[bookmark: _Toc215658044]1.1	Proposed Container Closure System for [Product Name]
The proposed container closure system for generic drug product, [Product Name] consists of the following components:

· Name of Container 
· Name of Closure
· Any other material

[Company Name]’s [Product Name] is a sterile finished product with dispensing tip and assembled finished product is packaged in carton and one PIL in one carton. The product is administered include route of administration. The container/closure and packaging components were selected to assure maintenance of drug product critical quality attributes throughout product shelf-life and for the period of use.

The Reference Listed Drug (RLD) product; [RLD Name] held by [Company Name] under NDA# XXXXXX is approved in description of Container closure of RLD.

Please refer to below Figure 1 for Pictorial comparison of the container/closure components of [Company Name]’s vs RLD. Please also refer to Module 3.2.P.7 of this submission for the further details on the proposed container closure system. For details of selection of packaging component, please refer Section 2.4 of Module 3.2.P.2.
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[bookmark: _Toc215658053]Figure 1. Pictorial Comparison of Packaging Components of [Company Name] Drug Product with Reference Listed Drug
	[Company Name]’s Proposed Container Closure for 
[Product Name]
	RLD Approved Container Closure for
[RLD Name]

	<Please add image>
	<Please add image>





Manufacturing of Drug and Device Components of Combination Product
Please refer to below table for a list of manufacturing facilities involved in the combination product and its Drug-device constituent part.
[bookmark: _Toc215658051]Table 1. List of Manufacturers, Facility address, activities performed, responsibilities and Quality System Compliance
	Company Name/Address
	DUNS/ FEI #
	Activities occurring at the facility

	Finished Product Manufacturer – [Company Name]

	[Company Name]
[Company Address]
Contact Person Details:
[Name of contact person]
[Designation]
Telephone: XXXXXXXXXX
Fax: XXXXXXXXXX
Email: Abc@company.com
	FEI # XXXXXXXXXX
DUNS # XXXXXXXXXX
	· Manufacturing of Combination Product with a constituent part of Drug & Device
· Drug Product Assembly

	Drug-cGMP-based Streamlined Approach: Please refer to Appendix X of Module 3.2.P.3.1 for the Signed Compliance Statement

	Device Component Manufacturer@

	[Company Name]
[Company Address]
Contact Person Details:
[Name of contact person]
[Designation]
Telephone: XXXXXXXXXX
Fax: XXXXXXXXXX
Email: Abc@company.com
	DUNS # XXXXXXXXXX
DMF # XXXXXX
	· Manufacturing of XXXX

	@ For details regarding DMF references and supplier information for all packaging components. Please refer to Module 3.2.P.7.
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[Company Name]’s streamlined approach for demonstrating compliance to drug-device combination product related cGMP regulations as cited in 21 CFR 820 are described in the Sections below.

[bookmark: _Toc215658045]1.2	Streamlined Approach under 21 CFR 4.4(b)
Quality systems designed for drug development and approval (21CFR 210/211) differ from those developed specifically for device development (21CFR 820) and approval. FDA has indicated that companies intending to manufacture combination products are not expected to establish duplicative, parallel quality systems. However, elements of a Company’s quality system must provide assurance that each product is appropriately designed, manufactured, tested and released, so a pharmaceutical manufacturer is typically required to expand its systems to include elements of design control for any combination product they intend to market, whether the company actually manufactures the device portion or not.

Specifically, the streamlined approach under 21 CFR 4.4(b) provides that combination product manufacturers may meet the requirements of both the drug cGMPs and device QS regulation by designing and implementing a cGMP operating system that is demonstrated to comply with:

The drug cGMPs and the following provisions from the QS regulation in accordance with 
21 CFR 4.4(b)(1) (considered a drug cGMP-based streamlining approach):

· 21 CFR 820.20. Management responsibility
· 21 CFR 820.30. Design controls
· 21 CFR 820.50. Purchasing controls
· 21 CFR 820.100. Corrective and preventive action

1.2.1 [bookmark: _Toc183011598][bookmark: _Toc183012010][bookmark: _Toc183017745][bookmark: _Toc213256699][bookmark: _Toc215658046]Management Responsibility (21 CFR 820.20)
[Company Name] has the ultimate responsibility for the overall combination product. [Company Name] manufactures and packages the [Product Name]. [Company Name] has designed a Quality Management System (QMS) that establishes responsibility to assure that the combination product is manufactured in compliance with applicable 21 CFR 820 requirements as defined in 21 CFR Part 4 and demonstrate its ability to consistently provide product that meets customer and regulatory requirements.

The [Company Name] QMS consists of the following four main levels:
· Quality Manual
· Quality Standards (Modules): These documents describe in a clear and concise manner what is required for a particular quality activity. The Standards are based on current regulatory requirements and are detailed enough to ensure consistent interpretation of regulatory and [Company Name] requirements.
· Harmonized Standard Operating Procedures: These documents detail the execution of certain activities. They are written when harmonization across sites is applicable or is deemed necessary or beneficial.
· Standard Operating Procedures: Individual sites procedures and instructions that are expected to adequately interpret and meet all [Company Name] requirements/standards.

[Company Name]’s Quality Manual lays out the Quality Management System of [Company Name] and defines company-wide quality standards in order to ensure that quality activities comply with all applicable GxP related regulatory requirements. The Manual and Quality standards / Procedures together cover the entire product lifecycle and the necessary supporting processes.

Special emphasis has been placed on the following elements for Combination Products to ensure compliance with Agency requirements:

· Management Responsibility
· Management Review
· Quality Policy
· Quality Planning
· Organizational Structure
· Responsibility and Authority
· Resources
· Management Representative
· Performance of the Quality System
· Quality Audit (Internal / Supplier)
· Personnel (Training)
· Design Controls including Threshold Analysis
· Risk Management
· Document Controls
· Purchasing Controls
· Production and Process Controls
· Inspection, Measuring and Test Equipment (Calibration)
· Process Validation
· Acceptance Activities and Status (Inspections)
· Nonconforming product
· Corrective and Preventive Action
· Labeling and Packaging
· Handling, Storage, Distribution
· Records

[Company Name]’s Quality Standard & Procedures applicable to Combination Products further addresses elements of the QSR. This Quality Standard Details Management responsibilities, representation, review, purchasing controls, design controls, change controls, Corrective and Preventive Actions (CAPAs) for the device constituents of [Company Name]’s combination products.

[Company Name]’s Global Quality Manual and Quality Standard / procedures for Combination Products are onsite for FDA assessment, and are described briefly below.

MANAGEMENT STRUCTURE:
Management with Executive Responsibility (MWER) - are senior managerial employees within [Company Name] that have the responsibility and authority to define, implement, and/or modify actions that can affect the organizational structure, policies, procedures, processes, resources and practices of the organization(s). Within [Company Name], the MWER is the President and CEO.

Management with Executive Responsibility shall review the suitability and effectiveness of the quality system at defined intervals and with sufficient frequency according to established procedures to ensure that the quality system satisfies the requirements of part 21 CFR 820.20 and [Company Name]’s established quality policy and objectives.

Management Representative (MR):
Management with Executive Responsibility shall appoint a member of management who, irrespective of other responsibilities, shall have established authority over and responsibility for:

· Ensuring that the processes needed for the quality system are established (defined, documented and implemented) and maintained in accordance with the applicable regulations and standards.
· Reporting on the performance of the quality system to Management with Executive Responsibility for periodic review and analysis.
· Ensuring the promotion of awareness of requirements from applicable regulations, standards and customers throughout the applicable functional areas.

Within [Company Name], the MR is the Senior Vice President of Global Quality Management.

The MWER are responsible to ensure that appropriate Quality Systems are established and followed, to schedule and facilitate periodic management reviews, and to ensure that any issues identified during the management review process are appropriately addressed and where required, resources are allocated.

The MR ensures the quality system requirements are effectively established and effectively maintained.


The Site Quality Heads are responsible along with the MR for ensuring that Quality System Requirements are effectively established and maintained for reporting the Quality System performance to the MR for Review.

Management shall periodically review the appropriateness of the review process and frequency. Members of the Management Review are listed below:

· President and CEO, [Company Name] ([Company Name]MWER)
· [Company Name] SVP, Global Quality Management ([Company Name] MR)
· Active Members:
· Vice President, Global Quality Management
· Vice President R&D
· SVP of Regulatory Affairs
· Senior Director of Global Quality Management
· Senior Management in other functional areas (i.e., Manufacturing, Engineering, Planning, Information Technology, Business Development, Human Resources, Marketing)

Metrics:
Since metrics are key indicators for meeting [Company Name] Quality Objectives, they are a primary focus of Management Review. These metrics are consistent with and support [Company Name] Quality Standards and are a tool for measuring the effectiveness of [Company Name] quality systems.

Function and Responsibility of each facility involved in the Manufacturing of the Combination Product:
[Company Name] manufactures and packages the [Product Name].

Personnel at [Company Name] facility (FEI#XXXXXX) receive and release components, perform testing of the components, materials, in-process samples, finished product, and stability of the product as mentioned in below table.
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Table 2 provides a description of the functions and responsibility of each facility/department involved in the purchasing, testing, manufacturing, and release of the [Product Name] combination product and its constituent parts. Please refer to Module 3.2.P.3.1 of this submission for a complete summary of all testing and manufacturing facilities.

	[bookmark: _Toc215658052]Table 2. Description of the Functions and Responsibility Involved in the Purchasing, Testing, Manufacturing, and Release of [Product Name] Combination Product and its Constituent Parts

	Strategic Sourcing & Supply Management:
[Company Name]
	Quality Assurance:
[Company Name]
[Full Address]
	Formulation Research and Development:
[Company Name]
[Full Address]
	Analytical Research and Development:
[Company Name]
[Full Address]
	Quality Control:
[Company Name]
[Full Address]
	Engineering and Operation and Warehouse:
[Company Name]
[Full Address]

	Drug Constituent

	Identification of supplier Sourcing and supply of API
	Vendor qualification for raw materials
	QTPP, CQA assessment based on RLD data base and regulatory requirements Preformulating studies and selection of starting material Identification of material attribute Develop technology transfer Plan
	Develop Analytical specification and test method Analytical method validation Analytical method transfer
	Sampling of starting material Develop controls for testing and release of starting material and finished product Release testing for ANDA batches Develop controls for sampling of starting material for QC testing
	Installation of equipment for scale up (Exhibit/ Commercial). Support FRD and SSSM for vendor identification and purchase specification creation Equipment, Facility and Utility qualification Develop incoming inspection controls

	Identification of supplier Sourcing and supply of device component
	Vendor qualification for device components Assessment of device change if applicable
	Identification of user need based on combination drug product QTPP and CQA Development of Device design and development plan
	Develop test specification and test methods Method validation/ verification
	Develop controls for testing and release for device components Release testing for ANDA batches
	storage and handling of device components Qualification of Equipment, facility and utility

	Combination Drug Product

	Support Life-cycle Management Changes
	Develop in process control strategy for manufacture of combination drug product 
Batch certification and release of clinical supply 
Assessment of any change impact product quality, patient safety and regulatory compliance 
Development of policy and standard to specified controls associated with combination drug product
	Develop control strategy for manufacturing and assembly of combination drug product 

Knowledge transfer to manufacturing site (exhibit/ commercial) Review and assessment of design verification/ validation activities
	Perform testing associated with combination drug product e.g. finished product, stability, functional testing, Invitro and CMC characterization studies.

 Compilation of data and trend performance of combination drug product
	In process testing of drug product Perform testing associated with combination drug product e.g. finished product, stability, functional testing Invitro and CMC characterization studies 

Compilation of data and trend performance of combination drug product
	Manufacturing, assembly and packaging of combination drug product, 

Storage and shipment, 

In process testing
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1.2.2 [bookmark: _Toc215658047]Design Control, General (21 CFR 820.30)
[Company Name] utilizes design control process per 21 CFR 820.30 for design and development of the combination product for the drug and the device constituent parts with the objective to achieve pharmaceutical and therapeutic equivalence to the Reference Listed Drug (RLD), [RLD Name].

As part of the streamlined approach to conform to the combination rule, [Company Name] established all aspects of the design controls starting with putting together the Design and Development Plan which outlines the activities associated with design input, design output, design review, design verification, design validation, design transfer and design changes.

Briefly, [Product Name] is indicated for the treatment of XXXXX in adults.

The underlying strategy for developing the [Product Name] is to qualitatively and quantitatively match the composition of the RLD excipients [Except (exceptional excipients), as permitted in drug product intended for parenteral use/ ophthalmic/Otic use in accordance to 21 CFR 314.94(a)(9)(iii)/ 21 CFR 314.94(a)(9)(iv)] and the device constituents (Container/Closure components) leading to comparable critical quality attributes of the RLD.

This strategy accelerated the achievement of Design Outputs increasing the probability of success in the verification and validation stages of the project. At [Company Name], various interdisciplinary groups namely, Project Management, Regulatory Affairs, Formulation R&D, Analytical R&D, Quality Control, Engineering, Operations, Quality Assurance, and Purchasing have participated in the development of the combination product.

The Design and Development Plan for [Product Name] will be constructed to assure the robustness of the Design, Design Transfer, and manufacturing process validation steps, and that the Development process is in compliance with 21 CFR 820.30.

Drug Product design and Development Planning:
The User Needs and associated Design Inputs are developed based on intended use of product, risk analysis related to product design, manufacturing and intended use of [Product Name] development process follows Design Control principles starting with the Quality Target Product Profile (QTPP). The QTPP, the basis of design for development of the drug product, includes critical and non-critical design elements. The QTPP led to identification of the Critical Quality Attributes (CQAs), the basis for product specification. Identification of the Critical Material Attributes (CMAs) and Critical Process Parameters (CPPs) affecting the product’s CQAs enabled robust product development and commercialization. The relationships of the CQAs, CMAs and CPPs to the QTPP were the foundation of [Company Name] Quality by Design (QbD) approach in developing the Design input of the drug product was systematically assessed and documented in Module 3.2.P.2, Pharmaceutical Development of the ANDA.

DEVICE COMPONENT DESIGN AND DEVELOPMENT PLANNING
[Company Name] has evaluated the commercially available container/ closure and device components for the suitability of their use in developing the Parenteral/ Ophthalmic/ Otic Product. Consequently, the design development, and manufacture of the device components had already been completed by the device manufacturer.

[Company Name] ensured that device constituent parts conform to applicable quality standards for reliable performance by assessing the device design conducted by the manufacturer is adequate for use in the proposed generic Parenteral/Ophthalmic/Otic Product. [Company Name]’s assessment of the device design consisted of information provided by the manufacturer as the design of the device is predicated, design verification testing specific to the drug product, including but not limited to, end user assessment, device compatibility (ease of fit), and the required temperature cycling, extractables/leachables, elemental impurity risk analysis and USP compendial testing. Design validation will be demonstrated by product manufacturing, release testing per product specification, finished product packaging, functional performance of the device components throughout the shelf-life of the drug product, which ensures that the combination product is designed correctly to achieve its intended purpose.

As Per Agency’s Guidance for Industry on, “Comparative Analyses and Related Comparative Use Human Factor Studies for a Drug-Device Combination Product Submitted in an ANDA (Month XXXX)”, [Company Name] performed the Threshold Analysis Finding Study with the on-market approved Parenteral/Ophthalmic/Otic Product ([Company Name]) and the proposed generic drug product to analyze the user interfaces of the drug product and the device constituent parts to determine if there exist any significant differences in regards to: i) Labeling, ii) Comparative task analysis and iii) Physical comparison of the delivery device constituent parts that would affect the ability of the health care professional or the caregiver to use the product. The outcome of Threshold Analysis Finding study showed that [Company Name]’s generic product is no different from the RLD and would not require any additional training of the health care professional or the caregiver to use the drug product. Any observed differences for the [Company Name]’s generic product are considered minor and do not warrant conducting any additional Comparative Use Studies. Please refer to Module 5.3.5.4 for the Threshold Analysis Study Report.

Additionally, [Company Name] compiles and will maintain a design history file for the combination product with details of the design controls pursuant to 21 CFR 820.30(j).

1.2.3 [bookmark: _Toc215658048]Purchasing Controls (21 CFR 820.50)
Following is an overview of how [Company Name] utilizes Purchasing Controls process for the selection and maintenance of all device components for the combination product.

SUPPLIER EVALUATION PROCESS
Supplier Qualification at [Company Name] is governed by [Company Name] region SOP# XX-XX-XX: RM/PM Manufacturer Qualification. A Vendor/Supplier is considered to be qualified if the following criteria are met and found to be acceptable:
· On-site GMP audit/questionnaire of the manufacturer
· Quality Agreement between [Company Name] and the manufacturer (API, critical excipients, primary packaging materials and device components)
· The results obtained for full testing at [Company Name] are reviewed against the results on the Manufacturer’s Certificate of Analysis. Results should be complying the [Company Name]’s specification.

[Company Name]’s Compliance group is responsible to perform the vendor quality audits, evaluate (and approve, as appropriate) the qualification status of the vendors and to establish/administer Quality Agreements.

The purpose of the vendor quality audit is to provide assurance that the supplier maintains an acceptable level of GMP compliance and is capable of consistently providing materials that meet the quality specifications and requirements.
The incoming material inspection and testing performed for each material receipt at [Company Name] provides on-going verification that the material meets the specification, prior to use.

The Quality Agreement defines the quality responsibilities between [Company Name] and the Supplier. Quality Agreements are required to ensure ongoing and appropriate support from the component supplier for the lifetime of the device.

A vendor may be disqualified and removed from the Approved Vendor List (AVL) if any of the following apply:

· Inconsistent quality even after communicating about the quality issue by [Company Name] to improve the quality. For example: Rejection of three lots manufactured post communication from [Company Name] to improve the quality.
· Based on findings during audit which may have direct impact on finished product quality and patient safety.
· For implementing any major change without prior approval of [Company Name] that can have impact on finished product quality and patient safety.
· In case of import alert or consent decree from respective regulatory authority to the manufacturer.

RECORDS OF ACCEPTABLE SUPPLIERS
A record of acceptable suppliers (Approved Vendor List) is maintained by Quality, suppliers are qualified before release of commercial products into market. Materials are referenced on the Approved Vendor List by [Company Name] code, Vendor name and manufacturing site address.

PURCHASING ASSESSMENT
As part of the purchasing process from approved suppliers, [Company Name] issues a Purchase Order and provides the supplier with the specifications for the materials being procured. The Supplier is responsible to provide documented evidence (Certificate of Compliance/Certificate of Analysis) that assures the material shipped to [Company Name] meets all required specifications.




RECEIVING ACCEPTANCE
Receiving Acceptance (inspection/testing) is performed for each receipt of material to ensure that products and services are acceptable for their intended use. The Receiving Acceptance includes verification of the following:

· Incoming condition of the containers in the shipment are evaluated to assure there are no visible signs of damage or tampering and to confirm that the material aligns with the shipping documentation
· Vendor lot number, Mfg. date and Exp. date
· Vendor name and address
· Vendor Certificate of Analysis
· Results are reviewed to ensure that all specifications are met

Incoming inspection, sampling and testing are performed on each lot of material received to ensure conformity to the specifications and quality of finished product. Any material that does not meet all incoming inspection requirements is handled as per SOP# XX-XX-XXX, Receipt of Material. The Supplier is also notified of the non-conformance and an investigation is requested to determine root cause to prevent the potential for recurrence. The final disposition of the material is determined based upon the outcome of the investigation(s).

NOTIFICATION OF CHANGES PROPOSED BY THE SUPPLIER
Controls are in place to ensure that changes made by the contractors/suppliers will not affect the final combination product. As part of the Quality Agreement, Vendors agree to notify [Company Name] of any significant changes in material so that [Company Name] may determine if the changes affect the quality of the finished combination product.

Any proposed changes by the supplier for any of the materials that could change the form, fit, function, reliability, identity, quality, strength, or purity of product or product design must be communicated to [Company Name] before implementation per the Quality Agreement. This is required so that an assessment of the change(s) can be performed via the Change Control process (SOP# XX-XX-XXX: Change Control Program) to determine potential impact.

PURCHASING CONTROLS
Here is a brief description of how we apply the purchasing controls to the suppliers/contractors used in manufacturing of the combination product. (e.g., through supplier agreement).

Purchase Orders (PO) are used to procure goods and services. A Purchase Order is a binding contract between the Supplier and [Company Name] for the specified materials/services. Each Purchase Order will have a unique Purchase Order Number assigned by Purchasing. As per SOP# XXXX-XXX, Material code generation, Assignment of Material Code Numbers, raw materials, packaging materials and device components are assigned a unique material code, prior to ordering, purchasing or otherwise receiving a material.

As part of the purchasing process from approved suppliers, [Company Name] issues a Purchase Order and provides the supplier with the specifications for the materials being procured. The Supplier is responsible to provide documented evidence (Certificate of Compliance/Certificate of Analysis) that assures the material shipped to [Company Name] meets all required specifications.

The Quality Agreements for materials require notification to [Company Name] of any changes that may affect the quality of the finished product.

1.2.4 [bookmark: _Toc215658049]Corrective and Preventive Action (21 CFR 820.100)
[Company Name] has a CAPA program in place that addresses 21 CFR 820.100, Corrective and Preventive Action (CAPA) System. The CAPA Program ensure that these issues are appropriately investigated and remediated.

SOP #XX-XX-XXX, Corrective and Preventive Action, includes all required elements of 21CFR820.100 and applies to all cGMP systems and processes for which quality and compliance risks have been identified, both from internal and external sources. The procedure is applied to quality and compliance conditions related to product and the investigation of those non-conformances, process and/or quality systems, potential non-conformances, and trending results outside of established action limits, and user complaints.

An investigation is performed for all non-conformances, to determine the root cause, and Corrective Actions/ Preventative Actions. The Investigation is conducted according to [Company Name]’s written procedure. 
The investigation typically includes:

· Source and Description of the nonconformity
· Scope of the investigation
· Investigation details
· Cause
· Historical Review
· Investigation Conclusion and Disposition
· Corrective Actions / Preventive Actions
· Report Approval Page

The corrective actions that result as an outcome of the investigation are dependent on the specific nonconformity or potential nonconformity. The improvement phase and the activities are documented in the resulting CAPA.

Improvement generally involves the following activities:
· A thorough investigation of the reported nonconformity
· An in-depth root cause analysis
· Identification of appropriate actions
· Verification of identified actions
· Implementation of actions
· Effectiveness check of implemented actions
There have been examples onsite of how [Company Name]’s CAPA approach works in identifying and addressing the departures and deviations including root cause analyses and remediation.

Discussions of the CAPA Program and communication across sites are held during the Management review meeting and cover:
· CAPA Effectiveness – Escalation, investigations with root cause analysis, remediation of issues, elimination of recurrence, and prevention of similar occurrences
· CAPA review
· CAPA trend data
· Overall Quality System Effectiveness

In addition, multidisciplinary Quality Review Boards (QRB) exist at each [Company Name] location to address and decide upon issues that involve compliance with [Company Name] policies, quality standards, specifications, procedures, and relevant regulations for manufacturing, testing and control of operations involved with the production, packaging, and testing of pharmaceutical drug products. The QRB is responsible for reviewing, evaluating and providing solutions for quality issues (problem notifications, Quality Assurance investigations, corrective action/preventive action, complaints, Field Alerts, etc.) pertaining to [Company Name] products and services at each location.

The Quality Review Board members consist of management from the following departments:
· Quality Assurance
· Quality Control
· Operations
· Engineering
· Research and Development

All Change records as a result of any CAPA activities include a description of the change, identification of the affected documents, the signature of the approving individual(s), including Quality, the approval date, and when the change becomes effective.
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