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Executive Summary

On February 3, 2026, the FDA issued an updated final guidance on Computer Software Assurance for
production and quality system software, refining the version finalized on September 24, 2025, and aligning
it with the new Quality Management System Regulation and ISO 13485:2016. Put those documents
together and you have the biggest change to software validation practice in twenty-five years. They
formally kill the expectation that every software function gets validated with the same exhaustive
documentation, and they put a risk-based approach in its place, one that matches assurance effort to
what actually happens if the thing fails.

Most organizations have not yet felt what that means in practice. Firms still validating every system as
though it were 2015 are paying a tax they imposed on themselves, burning scarce engineering and quality
time on low-risk testing the guidance no longer asks for, while competitors take that same capacity and
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pour it into faster technology transfer, new product introduction, and digital transformation. This is not a
compliance update to file and forget. It is a capacity-liberation event, and it should be treated like one.

The thing standing in the way is almost never a failure to understand risk-based thinking. Executives get
the logic immediately. What blocks the benefit is inertia: the standard operating procedures, templates,
training programs, and quality review habits all built for a world that rewarded volume of evidence. Teams
keep cranking out thick validation packages because the system around them still pays off documentation
over reasoned confidence, and because nobody has put a number on what that inertia costs.

This paper explains what the Computer Software Assurance guidance actually changed, how it sits
alongside the established GAMP 5 framework, and where its scope expanded rather than shrank, including
its explicit reach into artificial intelligence, machine learning, automation tools, and cloud computing. It
looks at both failure directions, over-validation and under-assurance, lays out the four-step assurance
process, and gives you a roadmap for turning freed capacity into measurable speed. Operationalize this
well and you get a defensible compliance posture and a durable operational edge at the same time.

Introduction

Life sciences organizations run on a growing pile of computerized systems. Manufacturing execution
systems, laboratory information management systems, electronic quality management systems,
enterprise resource planning platforms, laboratory instruments, plus an ever-expanding set of cloud
services and analytics tools, all of them touching production or the quality system. Historically every one
of these got put through computer system validation, a discipline that in most organizations mutated into
a documentation grind applied with roughly the same rigor no matter what risk the function actually
posed.

That cost real money and real time. Skilled engineers and quality professionals spent their days writing
and executing scripted test cases for functions whose failure threatened nothing, not product quality, not
patient safety. Validation turned into a bottleneck that held up useful technology, and here is the irony,
the sheer bulk of documentation often buried the handful of tests that genuinely mattered. Everyone saw
the inefficiency. Almost nobody moved, because a lighter approach felt like something an inspector would
punish.

The Computer Software Assurance guidance takes that fear off the table. It came out of the agency's Case
for Quality initiative within the Center for Devices and Radiological Health, and it formally endorses scaling
assurance effort to intended use and the consequence of failure. It does not lower the bar for the systems
that matter. It raises the efficiency of the whole enterprise by putting the effort where the risk is real and
pulling it back where the risk is negligible.

This paper is for the quality, validation, engineering, and technology leaders who have to turn the
guidance into practice, and for the executives who will fund the transition and expect something back. It
assumes you know computerized systems and focuses on the decisions that determine whether you
actually capture the benefit the guidance put on the table.

Page 2 of 12 cGMPConsulting.com



@ CGMPeonsuirine White Paper

Industry Background

Modern computer system validation grew out of the move from paper to computerized records in
regulated industries during the 1990s. As electronic records spread, so did the obligation to show the
systems producing them worked as intended. Over the years validation piled on layers of documentation,
partly out of a defensive crouch toward inspection and partly under the influence of the General Principles
of Software Validation, portions of which the newer guidance now supersedes for the relevant scope.

The International Society for Pharmaceutical Engineering codified good practice through its GAMP
framework, and the GAMP 5 guide became the de facto reference for risk-based computerized system
validation. The second edition, published in July 2022, modernized the framework for contemporary
software development, the growing weight of service providers, and the wider use of software tools and
automation. It leaned hard on critical thinking by knowledgeable subject matter experts, and it explicitly
discussed the FDA's emerging Computer Software Assurance approach, which told you the industry
framework and the regulatory direction were converging.

The idea underneath all of this is simple: assurance is a means, not an end. What you actually want is
confidence that a system is fit for its intended use, and confidence can come from many kinds of evidence,
unscripted and exploratory testing, supplier documentation, prior knowledge, not just exhaustive scripted
testing. A test that tells you nothing about a real risk buys you nothing. It only adds cost. Risk-based
assurance reorients the whole practice around the evidence that actually builds confidence.

That convergence kept going. The ISPE GAMP Guide on Artificial Intelligence, published in July 2025,
stretched the framework to cover Al and machine learning systems, and the FDA's finalization and later
refinement of the Computer Software Assurance guidance across late 2025 and early 2026 brought the
regulatory expectations into line with the industry framework. It is an unusually coherent moment. The
regulator and the leading industry body are pointing the same way, which does not happen often.

Regulatory Landscape

To use this guidance you have to understand both what it says and how it fits the framework around it.

The Computer Software Assurance Guidance

The FDA finalized its Computer Software Assurance for Production and Quality System Software guidance
on September 24, 2025, and issued an updated version on February 3, 2026. It addresses software used
as part of medical device production or the quality system, and it reframes assurance around intended
use and process risk instead of uniform documentation. The February 2026 update aligned the guidance
with the Quality Management System Regulation, which incorporates ISO 13485:2016 by reference into
21 CFR Part 820, and added clarifications that matter once you try to apply it.

A few elements of the final guidance are worth calling out: a dedicated definitions section that adopts
recognized cloud computing definitions for software as a service, platform as a service, and infrastructure
as a service; an explicit statement that the approach applies to automation tools, data analytics tools,
artificial intelligence and machine learning tools, and cloud computing when used as part of production
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or the quality system; expectations around cybersecurity evidence; guidance on when 21 CFR Part 11
applies; expanded recommendations on vendor and supplier oversight; and more worked examples. It
clarifies the risk-based philosophy rather than replacing it, and it drags the application of that philosophy
into current technology.

The Four-Step Assurance Process

The heart of the guidance is a four-step method. First, define the intended use of the software within
production or the quality system. Second, assess the risk of failure, meaning the actual consequences for
product quality, patient safety, and data integrity. Third, plan assurance activities proportionate to that
risk, choosing from a spectrum that runs from scripted testing to unscripted testing to reliance on supplier
and prior knowledge. Fourth, document the basis for confidence, capturing the reasoning and the
evidence that establish fitness for intended use rather than every test artifact you generated. That last
step is the real break from tradition, because it moves the objective from producing documentation to
establishing reasoned, risk-proportionate confidence.

Related Frameworks and Requirements

Computer Software Assurance runs alongside existing requirements, not instead of them. The predicate
requirements for computerized systems still apply, including the electronic records and electronic
signatures requirements of 21 CFR Part 11 and the quality system requirements now expressed through
the Quality Management System Regulation and ISO 13485:2016. For pharmaceutical manufacturers, the
good manufacturing practice requirements of 21 CFR Parts 210 and 211 still apply. The GAMP 5 second
edition supplies a lifecycle structure that complements the guidance, and the international frameworks,
including the EU GMP Annex 11 revision on computerized systems and the emerging EU Annex 22
addressing artificial intelligence, are moving in the same risk-based direction. If you operate globally,
design one harmonized approach instead of treating each framework as a separate obligation.

A common misread is that Computer Software Assurance lowers regulatory expectations. It doesn't.
It cuts low-value documentation while raising expectations in areas like cybersecurity evidence and
vendor oversight, and it demands harder critical thinking about where the real risk lives. The effort
gets redistributed toward risk, not removed.

Current Industry Challenges

Putting Computer Software Assurance into practice surfaces problems that are organizational and cultural
at least as much as technical.

Procedural and Cultural Inertia

The most stubborn obstacle is that your standard operating procedures, validation templates, training,
and quality review criteria were all built for the volume-of-evidence world. Leadership can endorse a risk-
based approach on Monday, and teams will still produce exhaustive documentation on Tuesday, because
the procedures demand it, the templates prompt for it, and the reviewers expect it. Change the guidance
interpretation without changing those supporting structures and you get confusion, not efficiency. Worse,
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you can end up carrying the costs of the old approach and the risks of a half-built new one at the same
time.

The Difficulty of Honest Risk Assessment

Risk-based assurance lives or dies on credible risk assessment, and credible risk assessment is harder than
it looks. It takes subject matter experts who understand both the technology and the process it supports,
and it takes the discipline to separate functions whose failure would hit product quality or patient safety
from functions whose failure would not. Organizations without that capability tend to default to treating
everything as high risk, which just rebuilds the old inefficiency, or they misjudge the other way and create
exposure. Building and keeping the capability to assess risk well is a central implementation challenge,
not a footnote.

Scope Boundaries for Modern Technology

Pulling cloud, automation, analytics, and Al explicitly into scope raises new boundary questions. Teams
have to work out when a software as a service application affects the quality system or product and lands
in scope, and when a tool is purely administrative and stays out. Get that boundary wrong in either
direction and it costs you: rope in out-of-scope tools and you waste effort, leave in-scope tools out and
you create exposure. For Al and machine learning in particular, the dynamic, updating nature of the
technology makes the call harder.

Validating Learning and Updating Systems

Traditional validation assumed static, deterministic software that behaves predictably and stays put after
deployment. Modern systems keep breaking that assumption. Cloud services update continuously, and Al
and machine learning systems can shift their behavior as they learn. Establishing and holding confidence
in systems that update takes a lifecycle approach to assurance and real controls over change, which most
validation programs were never designed to provide.

Vendor Oversight for Systems Not Built In House

As organizations lean harder on service providers and cloud vendors, assurance increasingly rests on
overseeing systems you did not build and cannot fully inspect. The guidance raises the bar on vendor
oversight, but plenty of organizations have no mature process for leveraging supplier documentation,
judging supplier quality, or keeping ongoing watch over vendors whose systems change outside their
control.
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Risks of Poor Implementation

Both directions of error hurt. Over-validation wastes resources and delays value; under-assurance creates
compliance and quality exposure. A well-run program dodges both.

Failure Mode Consequence

Continued over-validation Wasted engineering and quality capacity, delayed deployment of beneficial
technology, and slower technology transfer and product introduction, all of
which cut competitiveness without adding assurance.

Superficial adoption New guidance interpretation applied without changing procedures,
templates, and training, producing inconsistency, audit findings, and a
program that carries the costs of the old approach and the risks of the new

one.

Under-assurance Insufficient testing of high-risk functions, leading to system failures that
affect product quality, patient safety, or data integrity, and to inspection
findings.

Scope misjudgment In-scope systems left unassessed, creating exposure, or out-of-scope

systems over-assessed, wasting resources.

Weak vendor oversight Reliance on supplier systems without adequate oversight, creating
exposure when a vendor's system fails or changes, and difficulty
demonstrating control during inspection.

Inadequate documentation of Assurance decisions that cannot be explained during inspection, because
rationale the basis for confidence was never captured, undermining an otherwise
sound approach.

The competitive angle deserves more weight than it usually gets. In an environment where the leading
organizations are pouring freed capacity into speed, a firm that keeps over-validating falls behind, not
because it is non-compliant but because it is slower and more expensive. The cost of inertia shows up as
delayed launches, dragged-out technology transfers, and engineering hours spent on testing that
establishes no meaningful assurance. Left alone, that cost compounds into a structural disadvantage you
eventually cannot close.

Best Practices

Capturing the benefit takes three things: apply the four-step process with discipline, rebuild the structures
underneath it, and treat the transition as change management rather than a documentation update.

Anchor Every Decision in Intended Use

Sound assurance starts with a clear statement of what each system is supposed to do within production
or the quality system. Intended use drives risk, and risk drives effort. Document intended use precisely,
because a vague statement of intended use produces a vague risk assessment and, in the end, an
assurance plan that looks defensible and accomplishes nothing. For systems that do many things, assess
intended use at the function level, so high-risk and low-risk functions inside the same system get
proportionate effort instead of a blanket.

Page 6 of 12 cGMPConsulting.com



@ CGMPeonsuiring White Paper

Assess Risk Honestly and at the Right Level

Risk assessment should focus on the consequences of failure for product quality, patient safety, and data
integrity. High-risk functions earn rigorous, often scripted, testing. Lower-risk functions can be handled
through unscripted or exploratory testing, supplier documentation, or prior knowledge. The discipline is
resisting two temptations at once: the reflex to call everything high risk, and the urge to understate risk
just to cut effort. Knowledgeable subject matter experts applying real critical thinking are what make the
assessment credible.

Match Assurance Activities to Risk

The guidance backs a spectrum of assurance activities, so pick the ones that build confidence efficiently,
scripted testing where the risk earns it, lighter methods where it doesn't. Leveraging supplier
documentation and prior knowledge is not a shortcut. For established, widely used systems it is often the
better source of assurance. The goal is genuine confidence at the least effort that gets you there, which
frees capacity for work that actually matters.

Document the Basis for Confidence

Instead of documenting every test artifact, capture the reasoning that establishes confidence: the
intended use, the risk assessment, the assurance activities you chose and why, and the evidence you got.
Make that record clear enough that an inspector can follow the logic and see why the approach fit.
Documenting rationale rather than volume is the single practice that most separates mature Computer
Software Assurance from traditional validation.

Rebuild the Supporting Structures

Since procedural and cultural inertia is the main obstacle, you have to revise the structures that shape
daily practice. Standard operating procedures should require risk-based decisions, not uniform
documentation. Templates should prompt for intended use, risk, and rationale. Training should build the
critical-thinking capability the approach runs on. Quality review criteria should reward reasoned
confidence over volume of evidence. Skip these changes and a risk-based policy will not survive contact
with daily operations.

Strengthen Vendor Oversight and Address Modern Technology

Establish real processes for leveraging supplier documentation, assessing supplier quality, and keeping
ongoing watch over vendors. For cloud systems, understand and document the shared-responsibility
model. For Al and machine learning systems, define intended use carefully, put human review on outputs
that influence quality decisions or become controlled records, and adopt a lifecycle approach that
accommodates model updates. And fold cybersecurity evidence into assurance, consistent with what the
guidance now expects.
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Implementation Roadmap

The phased roadmap below moves an organization from its current validation practice to a mature, risk-
based assurance program that reliably turns freed capacity into speed.

Figure 1. Computer Software Assurance Transition Path

DEFINE ASSESS DOCUMENT
intended risk of assurance basis for monitor,
use failure activities confidence improve,
right-sized govern change

Step 1: Assess the Current State

Inventory the computerized systems used in production and the quality system, and look at how each one
is validated today. Quantify the effort you currently spend, so you can measure the capacity a risk-based
approach will free. An honest current-state assessment gives you both the baseline and the business case
in one pass.

Step 2: Perform a Gap Assessment

Compare current practice against the four-step process and the expectations in the final guidance, and
find the gaps in risk assessment capability, procedures, templates, training, vendor oversight, and
treatment of modern technology. Rank them by their effect on efficiency and compliance so the effort
follows the value.

Step 3: Develop the Strategy

Define the target-state assurance approach: how intended use and risk get assessed, how assurance
activities get selected, how rationale gets documented. Set up the governance that assigns ownership and
holds consistency across teams, and pick the metrics that will show the return on the transition.

Step 4: Update Procedures and Templates

Revise standard operating procedures to require risk-based decisions, and rebuild templates to prompt
for intended use, risk, assurance activities, and rationale. These artifacts drive daily behavior far more
than any policy statement, and they are exactly where the transition succeeds or quietly fails.

Step 5: Train Personnel

Build the critical-thinking capability that risk-based assurance depends on. Training has to reach validation
engineers, quality reviewers, and system owners, and it should develop the judgment to assess risk
credibly, not just the ability to fill in a new template.
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Step 6: Pilot and Validate the Approach

Run the new approach on a representative set of systems and confirm it establishes appropriate
confidence for high-risk functions while cutting effort on low-risk ones. Use the pilot to refine procedures
and templates and to build organizational confidence before a broad rollout.

Step 7: Monitor Performance

Track metrics that show both compliance and return: effort per system, cycle time for assurance activities,
and the reallocation of freed capacity to higher-value work. Watch for consistency, so risk-based decisions
hold up soundly from one team to the next.

Step 8: Govern Change and Improve Continuously

Stand up ongoing governance for systems that update, cloud services and Al systems included, so
assurance holds across the lifecycle. Feed monitoring results and inspection experience back in, and treat
Computer Software Assurance as a durable capability rather than a project you finish and close out.

Technology Considerations

Computer Software Assurance is both enabled by modern technology and applied to it, and a few
technologies deserve specific attention.

Cloud computing platforms, software as a service, platform as a service, and infrastructure as a service,
are now explicitly addressed by the guidance. They shift some control to the provider under shared-
responsibility models, which you have to understand and document. Assurance for cloud systems leans
more on supplier oversight and on clear agreements that spell out who is responsible for what, and it has
to account for the continuous updates cloud services push.

Automation and analytics tools, including robotic process automation and data analytics platforms, fall in
scope when they participate in production or the quality system. Applying risk-based assurance to them
concentrates effort on the functions whose failure would hit quality decisions, rather than validating the
whole tool uniformly as if every function mattered equally.

Al and machine learning systems are the biggest new consideration. The guidance explicitly brings them
into scope, and emerging enforcement has already established that their outputs need authorized human
review before becoming controlled records. Assurance here means defining intended use carefully, paying
attention to the risks that dynamic, data-driven behavior introduces, keeping human oversight where
outputs influence quality decisions, and using a lifecycle approach that accommodates model updates.
The ISPE GAMP Guide on Artificial Intelligence and the emerging EU Annex 22 give you frameworks that
complement the FDA guidance.

Digital validation platforms and electronic tools can themselves make assurance more efficient, managing
risk assessments, structuring rationale, and holding the traceability that demonstrates control. Used well,
they let you run risk-based assurance at scale while preserving the clear record of reasoning that
inspection wants to see.
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Future Outlook

The direction of travel is clear and convergent. Regulators and industry bodies are lined up around risk-
based, lifecycle assurance, and that alignment will likely deepen. The FDA's guidance, the GAMP 5 second
edition, the ISPE GAMP Guide on Artificial Intelligence, and the EU's Annex 11 revision and Annex 22 all
point at the same principles, which strips out the ambiguity that used to make organizations cautious.

Al will be the defining challenge of the next phase. As Al systems take on more roles in production and
quality operations, the questions of intended use, human oversight, model validation, and control over
updates move to the center of assurance practice. Build the capability to assure these systems credibly
and you can adopt Al safely and fast. Skip it and you face either paralysis or exposure, and neither is a
good place to be.

The competitive stakes climb as the efficiency gains compound. Organizations that operationalize
Computer Software Assurance early stack up advantages in speed and cost, and the ones that delay watch
the gap widen. The guidance made a capability available. The firms that build it deliberately will convert
a regulatory development into a lasting operational edge.

How cGMP Consulting Can Help

Operationalizing Computer Software Assurance takes more than understanding the guidance. It takes the
judgment to assess risk credibly, the discipline to rebuild the procedures and templates that shape daily
practice, and the change management experience to make a new approach stick. cGMP Consulting brings
that combination to organizations moving from traditional validation to risk-based assurance.

Our consultants help you assess current validation practice and quantify the capacity a risk-based
approach will free, which gives you the baseline and the business case together. We support the design
of a target-state assurance approach, the revision of procedures and templates, and the development of
the critical-thinking capability the approach depends on. We help define intended use and assess risk for
complex systems, cloud platforms and Al and machine learning tools included, and we help establish the
vendor oversight and cybersecurity evidence the final guidance expects. For firms heading into an
inspection, we make sure the basis for confidence is documented clearly enough to hold up under
scrutiny.

Our approach is consultative and grounded in how assurance decisions actually get evaluated during
inspection. We aim to leave you with a sustainable capability that turns freed capacity into speed, not a
fresh set of templates you cannot apply consistently.

Conclusion

Finalizing and refining the Computer Software Assurance guidance across late 2025 and early 2026 ended
an era of uniform, documentation-heavy validation and replaced it with a risk-based approach that
matches effort to consequence. The change matters not because it lowers expectations, but because it
redistributes effort toward real risk and frees capacity you can redirect toward speed and innovation.
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Capturing that benefit means operationalizing the four-step process, rebuilding the procedures and
templates that govern daily practice, building the capability to assess risk credibly, and extending
assurance to cloud and Al systems and the vendors that supply them. Treat this as change management
rather than a documentation update and you convert a regulatory development into a durable
competitive advantage.

The guidance made the capacity available. Claiming it, and building the capability that turns freed effort
into faster technology transfer, product introduction, and digital transformation, is a leadership decision.
Make it deliberately and you will be faster, leaner, and better positioned than the firms still validating as
though nothing changed.

If your organization is transitioning to Computer Software Assurance or seeking to capture the
capacity that a risk-based approach makes available, the experienced consultants at cGMP
Consulting can help assess your current state, identify gaps, and develop a practical implementation
tailored to your business objectives. To start a confidential conversation, complete the Contact Us
form at cgmpconsulting.com/contact-us.
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