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Regulatory Compliance and Validation Concept

For a New Biopharmaceutical Manufacturing Facility

Frédéric Baud-Grasset

Head of Validation Department
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New
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Facility Requirements

OM-85 : Concentrate – active principal of Broncho-Vaxom®

OM-89 : Concentrate – active principal of Uro-Vaxom®
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Regulatory Basis For Facility Requirements

How to make sure that the product will be of the required quality and that facility
and process will have the ability to prevent contamination                              

or cross-contamination ?
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New
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Production
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Utility & HVAC
Requirement

How to Prevent Contamination ?
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Facility Design

Non Classified
Area

Classified
Area

Closed
Processing

Open
Processing

Media Prep

Inoculum Prep
Sterile Transfer

Fermentation
Harvesting

Initial Purification
Final Purification

ISO5
+BL2

+BL2

A single global standard does not exist

ISO8ISO8

Purified Water

Utilities 

Decontamination

+BL2
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Facility Design

Multi-product
System

Mono-product
System

Concurent
Manufacturing

Campaign
Manufacturing

Media Prep

Inoculum Prep
Upstream Sterile Transfer

Fermentation
Harvesting

Downstream sterile transfer

SEG1

A single global standard does not exist

Initial Purification

Final Purification
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Process Design

Equipment arrangements

Process Instrumentation

Mechanical constraints

Thermal constraints (Sterilization)

Containment level

Surface finish

Material of construction

Drainability / cleanability

Closed vs open system

Equipment & Piping Design

Purity

Yield

Cell concentration

Bioburden

Conductivity

Sterility

Homogeneity / Uniformity

pH

Temperature

Critical Process Variables
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Validation Concept

Facility and equipment design should provide appropriate measures to prevent
contamination

Product / process critical parameters and their acceptance criteria must be identified

User Requirement Specifications & Functional Design Specifications

Validation strategy

Define

Verify & Confirm
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Validation Overview

• The qualification should establish and provide documentary evidence that the 
premises, the supporting utilities, the equipment :

– Have been designed in accordance with GMP requirements (DQ)

– Have been built and installed in compliance with design specifications (IQ)

– Operate in accordance with functional specifications (OQ)

• The validation process should establish and provide documentary evidence that a 
specific process:

– Have been designed in accordance with GMP requirements (DQ)

– Will consistently produce a product meeting its predetermined specifications and 
quality attributes (PQ)
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Validation Key Concept

Implementation

Functional
Specification

Design
Specification

Installation 
Qualification 

Operation
Qualification

Performance  
Qualification

User Requirement
Specification

OQ test plan ( inc . FAT)

IQ test plan ( inc . PDI)

PQ test plan

Design Review

Implementation

Functional
Specification
Functional

Specification

Design
Specification

Design
Specification

Installation 
Qualification 

Operation
Qualification

Performance  
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User Requirement
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OQ test plan ( inc . FAT)

IQ test plan ( inc . PDI)

PQ test plan

Risk assessment

Design Review

Impact assessment

Design Construction Operation
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CRITICAL NON CRITICAL

DIRECT
IMPACT

INDIRECT/
NO IMPACT

Qualification Practices

Commissioning Practices

Impact Assessment

= Process by wich the impact of a system on product quality is evaluated and the critical
components within those systems are identified
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Risk Assessment

GxP-5

GxP-4

GxP-3

GxP-2

GxP-1

CAT-5CAT-4CAT-3CAT-1

= Identify the GMP critical functionality and evaluate them through an index

Ex 1 :

Failure
Modes

Analysis

Ex 2 : 

GxP/GAMP 
Aversion 

Matrix

PRI = Severity (S) × Occurrence (P) × Detection (D)

Remote

Low

Medium

High

Critical SeverityModerate SeverityMinor SeverityOccurrence

TRF (Total Risk Factor) = P x S
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Validation Strategy

Validation Master Plan   Strategic Plan

Qualification

Premises

Utility systems

Equipment

Computer 

Manuf. processes

Cleaning processes

Sterilization processes

Analytical methods

Acceptance criteria

SOPs & Training

Calibration

Preventive Maintenance

Env. Monitoring

Change Control

Validation Support Programs

Protocols w/ testing Reports w/ results Validation status

What

Why

Who

How

When

Criticality Assessment  Validation Program
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Conclusion

Validation Strategy

Validation Plan

Specification ReviewValidation Protocol

Perform Testing

Validation Report

URSMaintain Status

Retire 

Validation Strategy

Validation Plan

Specification ReviewValidation Protocol

Perform Testing

Validation Report

URSMaintain Status

Retire 

 Risk of contamination of the products is reduced to an acceptable level

 Facility is fully validated and is in compliance with regulatory requirements (cGMP)


