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Preface

The use of multiproduct facilities for the production of pharmaceutical products is necessary to allow products to be
brought to patients in a timely and cost-effective manner. Doing this safely requires an understanding of the products,
the facilities, the processes, and the equipment and the risks posed by this combination. The major risk of concern
within shared facilities is the risk of cross-contamination.

New GMP guidance for the EU came into effect in 2015 that requires a risk management process to determine if
products can be safely manufactured in shared facilities. This new GMP requirement left industry unsure how to
perform and document these risk assessments.

This Baseline® Guide provides a scientific risk-based approach based on ICH Q9 to manage the risk of cross-
contamination to maintain product quality and operator safety. This allows the selection of the appropriate risk control
strategies to be implemented on a case-by-case basis to maintain an appropriate balance between assurance of
product quality and worker safety. This Guide also provides examples of risk assessments and the summary report.

This second edition of the Guide is updated to include the new EU GMP requirements as well as additional
information for cleaning, HVAC, and examples to assist the reader.

During the development of the first edition of this document, the FDA and EMA were actively involved and other
regulatory agencies reviewed the document prior to publication. For the second edition there were discussions with
the EMA to ensure that the Guide did not contradict the new GMP requirements and again other regulatory agencies,
including the FDA, reviewed the document prior to publication.

Advanced Topics
Advanced Topics are noted and represent topics that require subject matter experts to address. These issues should

not be addressed by those that are not familiar with the topic or do not have sufficient experience to understand how
to apply the concepts appropriately.
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1

1.1

Introduction

This ISPE Baseline® Guide: Risk-Based Manufacture of Pharmaceutical Products (Risk-MaPP) provides a scientific
risk-based approach based on ICH Q9 [1] to manage the risk of cross-contamination to maintain product quality and
operator safety. This allows the selection of the appropriate risk control strategies to be implemented on a case by
case basis to maintain an appropriate balance between assurance of product quality and worker safety.

Scope of this Guide

When considering multiproduct facilities, to satisfy regulatory requirements risk management processes are
necessary to determine and document reasonable and acceptable risk. This Guide provides a process that allows
manufacturers to assess risk and determine where control strategies are necessary to meet acceptable limits

for cross-contamination. The control strategies to manage risk can vary from administrative to full dedication or
segregation. Typically, some combination of control strategies may be necessary.

In addition, the information provided in this Guide is intended to help the user understand the relationship of hazard,
exposure, and risk. If done properly, the stakeholders should be able to demonstrate a full understanding of the
processes being evaluated. A consistent approach across the hazard continuum is integral in this approach so

that the regulators can be confident that a well thought out plan to reduce risk to an acceptable level has been
established.

This Guide is intended to provide professionals in the pharmaceutical industry with a consistent approach on

setting acceptable limits to assess the potential of cross-contamination causing an undue risk to patient safety. This
approach is intended to enable manufacturers to implement appropriate controls to facilitate safe and affordable drug
product manufacturing without complicating the engineering solutions.

It should be noted that the use of the principles in this Guide assumes the following:
1. There is a basic understanding of the hazard spectrum of compounds and containment fundamentals
2. Subject Matter Experts (SMEs) are part of the team for the quality risk management process

3. The integrity of the data used to support the quality risk management process is of high quality and meets
regulatory expectations

4. Risk management principles are not used to justify bad design or engineering practices

This Guide should be used in conjunction with local and/or applicable (multi-national manufacturing platforms)
regulatory requirements and other guidance documents already available to the pharmaceutical manufacturing
industry.

The principles described in this Guide can be applied equally to large and small molecular weight APls, pre-clinical
and clinical materials, and commercially marketed products in all dosage forms.

Throughout this Guide, “API” (Active Pharmaceutical Ingredient) refers to bulk drug substance and “pharmaceutical
products” refers to formulated products, packaged or any intermediate bulk material or byproduct generated in the
course of pharmaceutical production. This Guide also uses the term “exposure” which refers to potential patient,
product, and/or operator contact with the hazard (API or product), unless specifically clarified within the text. The term
“controls” as used throughout this Guide encompasses all types of controls including:

. Process controls





