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What regulators really expect from validation

ORGANISING AND PLANNING FOR VALIDATION

» Consider life cycle

v Facilities v Equipment v Utilities
V' Process V' Product
> Personnel

v Properly trained

v Approved procedures

v Report as defined in the PQS
v’ Key elements

" Clearly defined } Validation Master Plan (VMP)
" Documented or equivalent
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ORGANISING AND PLANNING FOR VALIDATION

» VMP
v Qualification and Validation policy
v Organisational structure

=  Roles o
= Responsibilities Qualification and
Validation Activities

v Summary
= Facilities * Equipment = Systems
=  Processes » Qualification and validation status

v/ Change control Qualification and

V' Deviation management Validation Activities

v/ Guidance on acceptance criteria
v References
v Qualification and validation strategy
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ORGANISING AND PLANNING FOR VALIDATION

» Quality Risk Management

Vv Risk Assessments
= Repetition

Knowledge = Project phase changes
Understanding = Commercial production changes
= Clearly Documented

» Data Integrity

v/ Appropriate checks
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DOCUMENTATION

» Good documentation practices

» Documents Approved QMSs
| Authorised

~ » Inter-relationship between documents clearly defined

» Validation protocols
v Critical systems, attributes and parameters

v/ Acceptance criteria
v Supplied by a third party providing validation services

= Suitability

= Compliance with internal procedures
= Supplemented with additional documentation/test protocols
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DOCUMENTATION

» Validation
v Significant changes to approved protocol

= Deviation

= Scientifically justified
v Failed results ( acceptance criteria)

" Deviation
" Full investigation
" Implication for the validation

" Included in validation report

10
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DOCUMENTATION

» Validation
v Validation Report

" Summary of results

= Acceptance criteria

= Acceptance criteria changes scientifically justified
= Recommendation to the outcome of the validation

" Formal release for the next stage

+» Authorised by relevant responsible personnel

" Conditional approval to proceed to the next qualification stage
+» Acceptance criteria or deviations not fully addressed

+* Documented assessment
** No significant impact on the next activity .
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PROCESS VALIDATION

» Traditional approach or continuous verification approach

v Robust Processes Before release to the market
v Consistent product quality

.. » Traditional approach
v Prospective validation programme

X Retrospective validation

> New Products
v All intended marketed strengths

Vv All sites of manufacture

v Bracketing
= Extensive process knowledge from the development stage

+
: L 13
= Ongoing verification programme
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PROCESS VALIDATION

> Transferred Products

v Reduced number of validation batches - Bracketing

= Existing product knowledge (previous validation)
= Bracketing  Different strengths Different batch sizes Different pack sizes/container types

» Quality attributes and process parameters
v Ensure the validated state
v Ensure acceptable product quality
v Consistently met by the process
v Identified as being critical or non-critical

= Clearly documented
o Risk assessment

> Commercial scale batches

» Equipment, facilities, utilities and systems Qualified y
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PROCESS VALIDATION
> Test methods Validated

» Manufacture
v Trained personnel (incl. production personnel)

v GMP
v Approved documentation

» Critical starting and packaging materials qualified (or justification based on QRM)

» Release of validation batches
v Pre-defined
v Production
= GMP
= Validation acceptance criteria
= Marketing authorisation or clinical trial authorization

= Continuous process verification criteria (if used) 15
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PROCESS VALIDATION

» Concurrent validation
v Routine production starts before complete validation programme
v Exceptional circumstances
v Strong benefit-risk ratio for the patient
v Justified
v Documented in the VMP
v Approved by authorised personnel
v Sufficient data to support a conclusion that any given batch of product

= Uniform
= Meets the defined acceptance criteria

v/ Results and conclusion
= Formally documented

= Available to the Qualified Person »
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PROCESS VALIDATION

» Traditional process validation
v Number of batches manufactured and the number of samples

= Quality risk management principles
= Normal range of variation and trends

= Provide sufficient data for evaluation
= Determined and justified by manufacturer
= Minimum of three consecutive batches manufactured under routine conditions
= Alternative number of batches
+¢ Standard methods of manufacture
+»*Similar products or processes

= Further data obtained from subsequent batches

+»*» On-going process verification

17
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PROCESS VALIDATION

» Traditional process validation

v Process Validation Protocol
= Definition
+* Critical process parameters (CPP)
+* Critical quality attributes (CQA)
** Acceptance criteria
» Description of the process and reference to the respective Master Batch Record
* Functions and responsibilities
= Summary of the CQAs to be investigated and CPPs and their associated limits
» Summary of other (non-critical) attributes and parameters to investigate or monitor during the

validation activity, and the reasons for their inclusion
= List of the equipment/facilities and respective calibration status

18
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PROCESS VALIDATION

» Traditional process validation

v Process Validation Protocol
= List of analytical methods and method validation
* Proposed in-process controls and acceptance criteria and reason(s) for selection
» Additional testing to be carried out with acceptance criteria
» Sampling plan and the rationale behind it
* Methods for recording and evaluating results
» Process for batch release and certification

19
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PROCESS VALIDATION

» Continuous process verification

v Products developed by a quality by design approach
v Implemented control strategy provides a high degree of assurance of product quality

(development)
v Method of verification

v Science based control strategy
= |ncoming materials attributes
= Critical quality attributes (CQA)
= Critical process parameters
=  Control strategy regular evaluation

20
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PROCESS VALIDATION

» Continuous process verification

v Tools
» Process Analytical Technology
= Multivariate statistical process control

v Number of batches
= Determined and justified by manufacturer
» Process is capable of consistently delivering quality product

21
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PROCESS VALIDATION

» Hybrid approach
v Traditional approach / Continuous process verification
=  Manufacturing experience and historical batch data

Product and process knowledge and understanding

= Validation activities after changes or during ongoing process verification

22
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PROCESS VALIDATION

» 0Ongoing Process Verification during Lifecycle
v Applicable to all three process validation approaches

v Monitor product quality
= State of control
= Throughout the product lifecycle

v Relevant process trends evaluation

v Periodic review of the extent and frequency
¢ Process understanding

v Requirements modification
¢ Process performance

v Documents
=  Approved protocol or equivalent
= Report

Vv Statistical tools

23
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VALIDATION OF TEST METHODS

» Analytical test methods
v Qualification}

¢ Detection limit

v Validation ¢ Quantification limit

v Cleaning
v Microbial testing method

= Product - Product does not influence i ]
= Surfaces in clean rooms - sanitizing agents do not influence \croorganisms recovery

25



CLEANING VALIDATION

-

dp infarmed
Autoridade Nacional do Medicamento
& Produtos de Saude |LP.




Beyond
the Checklist:

Smarter S~

Pharmaceutical
Validation

What regulators really expect from validation

CLEANING VALIDATION

» Confirm the effectiveness of any cleaning procedure
» All product contact equipment
> Simulating agents Scientific justification
» Grouping of similar types of equipment
v Specific equipment selected Justification

» Visual verification for cleanliness
v Important acceptance criteria
XNot acceptable as the only acceptance criteria

»X Repeated cleaning and retesting until acceptable results

27
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CLEANING VALIDATION

» Verification after each batch

v Until validation is complete

v For some products (e.g. investigational medicinal products)
» Level of automation of the cleaning process

v/ Automatic process
= Normal operating range validated (utilities and equipment)

» Assessment to determine the variable factors which influence cleaning effectiveness

v Operators
V' Procedures level of detail

» Cleaning validation studies
v/ Worst case situations

28
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CLEANING VALIDATION

» Limits for the carryover of product residues

v Toxicological evaluation
= Guideline on setting health based exposure limits for use in risk identification in the

manufacture of different medicinal products in shared facilities
V' Justification for the selected limits documented in a risk assessment

v Established limits for cleaning agents removal

v Acceptance criteria
=  Cumulative effect of multiple items of equipment in the process equipment train

= Specific product residues testing not possible - Other representative parameters

+¢» Total organic carbon (TOC)
+* Conductivity

29
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CLEANING VALIDATION

» Holding times definition
v Time between manufacture and cleaning ¢ Dirty hold time

v Time between cleaning and use ¢ Clean hold time

» Campaign manufacture
v Impact on the ease of cleaning at the end of the campaign

v Maximum length of a campaign (in time and/or number of batches)

» Worst case product approach
V' Scientific rationale for the worst case product selection
v Impact assessment of new products

v/ Worst case selection criteria
= Solubilitity = Cleanability
= Toxicity = Potency 20
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CLEANING VALIDATION

» Cleaning validation protocols
v Microbial contamination risk
v Endotoxin contamination risk
v Sampling
= |ocations to be sampled
= | ocations selection rationale

v Acceptance criteria

» Sampling
v Procedure

. » Swabbing » Rinsing
v Materials and method

= Without impact on the results
» Recovery from all product contact materials in production equipment

* Other means

31
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CLEANING VALIDATION

» Cleaning Procedure
v Appropriate number of times = Risk assessment

v Meet the acceptance criteria

C Validated cleaning method

Ineffective

» Cleaning process -[
Not appropriate for equipment

= Dedicated equipment
= Other appropriate measures (Chapters 3 and 5 of EudralLex, Volume 4, Part |)

» Manual cleaning of equipment
v/ Confirmation of the manual process effectiveness

» Justified frequency
32
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