
WHO PQDx_121 v2 December 2016

REPORTABLE CHANGES  
TO A WHO PREQUALIFIED  

IN VITRO DIAGNOSTIC 
MEDICAL DEVICE

WHO PREQUALIFICATION  
TEAM: DIAGNOSTICS



WHO/EMP/RHT/PQT/2016.01

© World Health Organization 2016

Some rights reserved. This work is available under 
the Creative Commons Attribution-NonCommercial-
ShareAlike 3.0 IGO licence (CC BY-NC-SA 3.0 IGO;  
https://creativecommons.org/licenses/by-nc-sa/3.0/igo). 

Under the terms of this licence, you may copy, 
redistribute and adapt the work for non-commercial 
purposes, provided the work is appropriately cited, as 
indicated below. In any use of this work, there should 
be no suggestion that WHO endorses any specific 
organization, products or services. The use of the WHO 
logo is not permitted. If you adapt the work, then you 
must license your work under the same or equivalent 
Creative Commons licence. If you create a translation 
of this work, you should add the following disclaimer 
along with the suggested citation: “This translation 
was not created by the World Health Organization 
(WHO). WHO is not responsible for the content or 
accuracy of this translation. The original English edition 
shall be the binding and authentic edition”. 

Any mediation relating to disputes arising under 
the licence shall be conducted in accordance with 
the mediation rules of the World Intellectual 
Property Organization (http://www.wipo.int/amc/en/
mediation/rules).

Suggested citation. Reportable Changes to a WHO 
Prequalified In Vitro Diagnostic Medical Device. 
Geneva, Switzerland: World Health Organization; 
2016. Licence: CC BY-NC-SA 3.0 IGO.

Cataloguing-in-Publication (CIP) data. CIP data are 
available at http://apps.who.int/iris.

Sales, rights and licensing. To purchase WHO 
publications, see http://apps.who.int/bookorders. To 
submit requests for commercial use and queries on 

rights and licensing, see http://www.who.int/about/
licensing. 

Third-party materials. If you wish to reuse material 
from this work that is attributed to a third party, such 
as tables, figures or images, it is your responsibility 
to determine whether permission is needed for that 
reuse and to obtain permission from the copyright 
holder. The risk of claims resulting from infringement 
of any third-party-owned component in the work 
rests solely with the user.

General disclaimers. The designations employed 
and the presentation of the material in this 
publication do not imply the expression of any 
opinion whatsoever on the part of WHO concerning 
the legal status of any country, territory, city or area 
or of its authorities, or concerning the delimitation 
of its frontiers or boundaries. Dotted and dashed 
lines on maps represent approximate border lines for 
which there may not yet be full agreement. 
The mention of specific companies or of certain 
manufacturers’ products does not imply that they are 
endorsed or recommended by WHO in preference 
to others of a similar nature that are not mentioned. 
Errors and omissions excepted, the names of 
proprietary products are distinguished by initial 
capital letters.

All reasonable precautions have been taken by WHO 
to verify the information contained in this publication. 
However, the published material is being distributed 
without warranty of any kind, either expressed or 
implied. The responsibility for the interpretation and 
use of the material lies with the reader. In no event 
shall WHO be liable for damages arising from its use. 

CONTACT INFORMATION
Any inquiries regarding changes to prequalified IVDs should be addressed to: diagnostics@who.int

https://creativecommons.org/licenses/by-nc-sa/3.0/igo
http://www.wipo.int/amc/en/mediation/rules/
http://www.wipo.int/amc/en/mediation/rules/
http://apps.who.int/iris/
http://apps.who.int/bookorders
http://www.who.int/about/licensing
http://www.who.int/about/licensing
mailto:diagnostics@who.int


WHO PQDx_121 v2 December 2016

CONTENTS
1 PURPOSE OF THIS DOCUMENT ................................................................................................. 2

1.1 Intended audience .......................................................................................................................... 2

1.2 Scope .................................................................................................................................................... 2

1.3 Background ....................................................................................................................................... 2

2 REPORTING OF CHANGES TO WHO ..........................................................................................3

3 CHANGES REQUIRING A NEW PREQUALIFICATION APPLICATION ....................... 4

4 REPORTABLE CHANGES ..................................................................................................................5

4.1 Reportable changes to the manufacturing process ..........................................................5

4.2 Reportable changes to the product ........................................................................................ 6

4.3 Other changes .................................................................................................................................. 8

5 REPORTABLE ADMINISTRATIVE CHANGES ........................................................................ 9

6 NON-REPORTABLE CHANGES .................................................................................................... 9

7 DETERMINING THE IMPACT OF A CHANGE ....................................................................... 10

8 REPORTING TO WHO ...................................................................................................................... 10

9 ASSESSMENT OF SUBMITTED PQDX CHANGE REPORT FORMS ....................................... 11

9.1 Initial Screening of Report Form .............................................................................................. 11

9.2 Review of Report Form ............................................................................................................... 11

10 OUTCOME OF ASSESSMENT OF THE CHANGE .................................................................12

11 FAILURE TO REPORT A REPORTABLE CHANGE TO WHO ...........................................12

12 MONITORING OF CHANGE REPORTING ...............................................................................12

13 CHANGE ASSESSMENT FEE .........................................................................................................13

14 RELEVANT DOCUMENTS...............................................................................................................14

ANNEX 1 - CHANGE PROCESS ................................................................................................................. 16

ANNEX 2: EXAMPLES OF REPORTABLE CHANGES TO PREQUALIFIED IVDS ...................... 18

ANNEX 3: EXAMPLES OF NON-REPORTABLE CHANGES .............................................................21

ANNEX 4: FORMATTING REQUIREMENTS FOR SUBMISSIONS ............................................... 22

REFERENCES ................................................................................................................................................. 23



2.    World Health Organization 2016

1.  PURPOSE OF THIS DOCUMENT

1 Some regulatory authorities refer to changes as “variations”.

1.1  Intended audience 
This document aims to provide manufacturers of WHO prequalified in vitro diagnostic medical 
devices (IVDs) with information on when they must report to WHO about:

 ◾ changes to the prequalified product or its manufacture;
 ◾ changes to the Quality Management System (QMS) that the product was designed and 

manufactured under; and/or
 ◾ other reportable administrative changes.

Manufacturers of WHO prequalified IVDs should read and understand this document so that 
they are aware of their duties and responsibilities as a supplier of a prequalified IVD as to when 
to report to WHO applicable changes to the IVD, its manufacture and other related activities. 

Note: for the purpose of this document the following definition of “manufacturer” applies: any 
natural or legal person with responsibility for design and/or manufacture of a diagnostic product 
with the intention of making the diagnostic product available for use, under his/her name; 
whether or not such a diagnostic product is designed and/or manufactured by that person 
himself/herself or on his/her behalf by another person(s) [1].

This document does not address the required response to changes made during the 
prequalification assessment. For changes implemented during the assessment process, 
manufacturers should contact WHO to seek guidance.

1.2  Scope 
This document describes when and how a manufacturer will report to WHO changes to a 
prequalified IVD and its manufacture, the QMS under which it is manufactured and certain 
administrative changes associated with the IVD. To assist the understanding of when to report 
a change to WHO, this document provides guidance and a non-exhaustive list of generic 
examples. 

1.3  Background 
As part of the life cycle of an IVD, changes to the product, its manufacturing process or location 
or the QMS under which it is produced may become necessary for technical or economic 
reasons. Such changes1 to a prequalified IVD range from minor which have little potential to 
impact the quality, safety and/or performance of the IVD, to substantial which are likely to 
affect the quality, safety and/or performance of the IVD. 

A critical part of a manufacturer’s QMS is a documented, controlled and approved process to 
design, review, verify, validate (if appropriate), approve and implement changes. As part of this 
change process, a manufacturer should also determine the significance of the change, on the 
function, performance, usability, safety and applicable WHO requirements for the prequalified 
IVD and its intended use. Changes applied to an IVD must be made in conformance with the 
requirements for control of design change according to ISO 13485 [2]. 

Annex 1 gives an overview of the Change Reporting process and associated sub-processes. 
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2.  REPORTING OF  
CHANGES TO WHO 

For the purpose of this guidance, changes are defined either as reportable or non-reportable.

All substantial changes and certain administrative changes associated with a prequalified IVD 
are considered as reportable changes. These types of changes must be reported to the WHO 
Prequalification Team – Diagnostics Assessment at diagnostics@who.int by way of the “Change 
Report Form for a WHO Prequalified In Vitro Diagnostic” (WHO document PQDx_119) and in 
some cases by way of a new prequalification application. 

Unless specified in this document, minor changes associated with a prequalified IVD are 
considered as non-reportable and do not require the submission of a PQDx Change Report 
Form to WHO.  These types of changes and the manufacturer’s justification for not reporting 
the change are to be documented and controlled in the manufacturer’s quality management 
system. 

A reportable change is one that is demonstrated, through risk analysis, to have a potential 
impact on the function, performance, usability, or safety of a prequalified IVD.

 A reportable change may: 

 ◾ introduce new hazards that have not been previously addressed; 
 ◾ adversely affect risks associated with existing hazards; and/or 
 ◾ alter the presentation of existing or new risks to the user (this can involve labelling changes 

or new indications for use). 

Reporting of reportable changes should occur prior to implementation of a substantial change 
to allow WHO to assess the change. Manufacturers should contact WHO early in the 
process of designing and validating the change, to allow sufficient time for assessment 
before the change is implemented.



4.    World Health Organization 2016

3.  CHANGES REQUIRING A  
NEW PREQUALIFICATION 
APPLICATION 

In some cases, changes affect the safety and performance of the product to such a magnitude 
that a new application for WHO prequalification assessment is required. This will occur where it 
is deemed that the changes have resulted in a product or application information of substantial 
difference to that which was prequalified. In these cases, WHO will notify the manufacturer 
that a new application to WHO prequalification is required. This application will undergo 
prequalification assessment, according to WHO guidance “Overview of the Prequalification 
of In Vitro Diagnostics Assessment” (WHO document PQDx_007). WHO will also notify the 
manufacturer on the impact of the planned change to the prequalification status of the product, 
which is subject to the change. 

The changes listed below are examples of those which could require submission of a new 
application for prequalification: 

 ◾ a change to what is detected (i.e. the analyte or measurand); 
 ◾ changes in antigens, antibodies, primers or solid phase; 
 ◾ a change to the specific disorder, condition or risk factor of interest that the IVD is intended 

to detect, define or differentiate; 
 ◾ a change in the test result format from qualitative to quantitative or vice versa; 
 ◾ a change in biological or chemical principle of the test; and/or
 ◾ a change in design of test technology. 

The combination of several changes can also result in the need for a new prequalification 
application. Manufacturers should seek advice from WHO when planning to introduce 
several changes at the same time following the procedure described in Section 8 below.
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4.  REPORTABLE CHANGES
The following sections provide more details on types of changes that require submission of 
a “WHO Notification Form for Changes to a WHO Prequalified In Vitro Diagnostic Medical 
Device” (WHO document PQDx_119), hereafter referred to as a PQDx Change Report Form. For 
a comprehensive list of documentation to accompany the PQDx Change Report Form, please 
refer to Section 4 of the form.

4.1  Reportable changes to the manufacturing process
A change to the prequalified IVD manufacturing process, facility or equipment that could 
affect the IVD’s quality, safety and/or performance is considered a substantial change and thus 
reportable, therefore requiring the submission of a completed PQDx Change Report Form to 
WHO. 

Examples of reportable changes to a manufacturing process

Physical move/relocation of finished product manufacturing, assembling or other 
processing equipment from one location to a different location or; addition of a new facility 
(manufacturing facility, warehouse, etc.) within the same location.

Change in the manufacturing process such as the introduction of new equipment or change 
in workflow.

Changes to the manufacturing quality control procedures, such as the methods, tests or 
procedures used to control the quality of the materials or the product.

Removal of test acceptance criteria for in-process and finished product. Removal of in-
process inspections or final inspections without replacement of these activities.

Addition of in-process inspection steps in response to post-market product issues.

Change of a supplier, or sub-tier supplier of reagents, antigens, antibodies, preservatives, 
anticoagulants, primers or solid phase.

Move of manufacturing, processing or packaging from a supplier to the manufacturer’s 
facility.

Move of manufacturing, processing or packaging from the manufacturer’s facility to a 
supplier. 
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4.2  Reportable changes to the product

4.2.1 Design changes and changes to the intended use
Changes to a product may span from minor changes to the design of the product to substantial changes 
in operating principles. All changes must be evaluated, verified and validated according to the accepted 
procedures recorded in the QMS documentation. Changes to the design specifications, physical attributes, user 
interface, software or hardware may be substantial if they potentially have an impact on the intended use, test 
procedure or interpretation of results for the IVD. Additionally, changes to claims relating to the intended use 
must be reported, even if they do not impact on design.

Examples of reportable changes to the product design and intended use

A change to the reagent volume or specimen volume required to perform the test.

A change to the reading period (minimum or maximum).

The acceptability of new anticoagulants for plasma and/or whole blood specimens.

A change to the manufacturer-defined automation process (including change to a new smaller/larger model 
if the IVD is an instrument) or the change from a manual procedure to an automated procedure for use.

A change to the operating principle of the IVD.

Changes to materials/components supplied with the IVD (e.g. introduction of new ancillary reagents such as 
quality control reagents).

A change to the function of the product (e.g. screening, monitoring, diagnosis or aid to diagnosis, staging or 
aid to staging of disease, prediction, self-testing).

A change to the specific disorder, condition or risk factor of interest that the IVD is intended to detect, define 
or differentiate.

A change in performance or design specifications.

A change in the test result format from qualitative to quantitative or vice versa.

Addition or removal of a specimen type (e.g. serum, plasma, whole blood, oral fluid, sputum, urine, dried 
blood spot).

A change to the intended testing population including any new or extended use (e.g. addition of neonates, 
antenatal women).

An addition or deletion of a warning or limitation for the IVD.

New data relating to stability impacting on the expiry date or storage conditions of the IVD. 

Changes to the materials supplied with the IVD (e.g. accessories such as lancets).
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4.2.2 Changes in materials/components 
Changes to critical raw materials/components used in the manufacturing process of an IVD often affect its 
performance characteristics, for example sensitivity and specificity. These changes should be assessed as to 
their impact on the quality, safety and/or performance of the IVD. 

Changes in materials/components that would typically be considered reportable include:

Examples of reportable changes in materials/components

Changes to the formulation of reagents in the IVD that result in a change (either increase or decrease) to the 
stability/shelf-life claims.

Changes in the conjugate or substrates that change the intended use.

Changes in specimen preparation such as a change in nucleic acid extraction method.

The addition or change of a preservative to a reagent of the IVD. 

Changes to the source (supplier) or processing of biological materials. 

Changes from liquid to lyophilized reagents or vice versa.

Changes to materials/components that necessitate testing of additional clinical specimens, or retesting of 
original specimens, to determine performance characteristics of the IVD.

Changes to the materials/components of an IVD that result in a change to the operating principle of the 
product.

Changes to materials/components that potentially affect the operating procedure of an IVD including 
changes in reaction components or materials such as calibration materials, or changes in methods such as 
specimen pre-treatment, incubation times and operating temperatures.

Changes in power supply requirements.

4.2.3 Changes to labelling
For the purposes of WHO Prequalification, labelling includes kit and kit component labels and instructions for 
use.

Reportable changes to labelling

All changes to labelling should be reported unless the changes are made to:

1. Clarify labelling statement (e.g. clarifying instructions to make the IVD easier or safer to use) 
without changing the procedure; 

2. Correct errors (e.g. typographical errors or numerical errors); and/or
3. Include additional languages.
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4.2.4 Changes to a product’s software

Reportable changes to an IVD’s software

A software change that impacts the control of the IVD, and may alter the reporting result 
that is used in the diagnosis or other function.

A software change that modifies an algorithm impacting the test result.

A software change that impacts the way data is read, analyzed or interpreted by the user, 
such that the diagnosis or other function may be altered when compared to the previous 
version of the software.

A software change that replaces previously required user input. 

A software change to correct an error that presents a safety risk to the patient.

Addition of a new feature to the software that may affect the diagnosis or other software 
driven function. 

A software change that incorporates a change to the operating system on which the 
software runs.

4.3 Other changes 

Examples of changes to the QMS 

Changes in the ISO 13485 certification status of the manufacturer, of the prequalified IVD, 
such as suspension of the ISO 13485 certificate, obtaining a new certification, or change in 
the scope of certification. 

Change in Notified Body or certification body

Changes to the legal manufacturer including:

 ◾ change of ownership;
 ◾ change of legal entity status (e.g. Ltd, SA, etc.);
 ◾ change of name and/or address.

Changes to the regulatory status

Change in the regulatory status of the prequalified IVD in any of the member nations 
or regions of the International Medical Device Regulators Forum (IMDRF) (e.g. licence 
suspension in Canada, receipt of a Warning Letter from the US FDA, suspension of ARTG 
registration in Australia, or suspension of a CE mark certification in the European Union)
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5. REPORTABLE  
ADMINISTRATIVE CHANGES

Changes limited to the product name, product code(s) and/or manufacturer name require reporting. 

Reportable administrative changes

Changes only to the product name.

Changes only to the product code(s).

Changes only to the manufacturer name.

For administrative changes, the following information should be provided with the PQDx 
Change Report Form:

 ◾ a declaration that the change only affects the product name, product code(s) and/or 
manufacturer name and has no impact on the quality, safety and/or performance, as 
supported in the submitted prequalification documentation and the reason(s) for making 
the changes; and 

 ◾ the new product labelling (labels, instructions for use, and any other printed or electronic 
labelling material) reflecting the changes. 

Changes to the WHO key authorized contact for the manufacturer do not require submission 
of a PQDx Change Report Form but WHO should be notified by email to diagnostics@who.int 
accompanied by a signed letter from the manufacturer appointing new contacts as authorized 
to represent the manufacturer for the purposes of prequalification. 

6. NON-REPORTABLE CHANGES 
All other minor changes that are not required as part of a PQDx Change Report Form and may 
include, but are not limited to: 

 ◾ Simple changes to the product labelling documentation, such as: 
 ◾ rewording or expanding for clarification; 
 ◾ translating the label and/or Instructions for Use (IFU) from one language to another; 
 ◾ correcting typographical errors; and/or
 ◾ replacing (or complementing) written text by internationally recognized symbols;
 ◾ minor software changes that do not impact the safety or performance of the product; 
 ◾ minor QMS changes such as increased post-market surveillance activity or regular updates 

of controlled QMS procedures (such as control of documents, management review etc.); 
 ◾ minor manufacturing changes that would not have an effect on the safety or performance 

of the prequalified IVD; and/or
 ◾ additional in-process quality control criteria or test methods for manufacturing processes 

to provide equivalent or better assurances of reliability, as determined by the manufacturer 
but which do not affect safety or performance. 

mailto:diagnostics@who.int
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7. DETERMINING THE IMPACT  
OF A CHANGE

The requirement to report to WHO regarding a change depends on the impact of the change on 
the IVD’s quality, safety and/or performance. The impact of a change should be determined for 
all changes. The change to the IVD’s overall residual risk evaluation may have arisen from: 

 ◾ actions including field safety corrective actions (e.g. recalls or changes to labelling) taken 
related to concerns arising from post-market surveillance of complaints and adverse events;

 ◾ redevelopment including state of the art product improvements;
 ◾ changes to a manufacturing process, facility or equipment; 
 ◾ changes to the design or composition of the prequalified IVD;
 ◾ changes to the organization of the manufacturer;
 ◾ changes to the intended use and /or test procedure; and/or
 ◾ changes necessitating new clinical and/or analytical data that raise new issues of safety and 

performance.

Consideration should be given to the impact of the change on the overall residual risk/benefit 
evaluation of the IVD as per ISO 14971 [3]. This includes a determination of whether or not the 
change: 

 ◾ introduces new hazards that have not been previously addressed; 
 ◾ adversely affects the risk associated with existing hazards;
 ◾ alters the details of any of the information submitted for prequalification (related to dossier, 

manufacturing site(s) inspection, or laboratory evaluation), such as the intended use and/or 
compliance with the Essential Principles of safety and performance of medical devices [4]; 
and/or

 ◾ affects the continued compliance of the QMS with the relevant standards.

Where the change is considered substantial, as assessed through the above process in Section 
4 it should be reported to WHO. The steps in the risk analysis rationale used for determining 
whether a change is reportable or not must be documented. 

8. REPORTING TO WHO 
The manufacturer should inform WHO of the intention to report a change by email to 
diagnostics@who.int and subsequently, complete and submit a PQDx Change Report Form 
on a CD or DVD. For a comprehensive list of documentation to accompany the PQDx Change 
Report Form, please refer to Section 4 of the form. Formatting requirements are outlined in 
Annex 4 of this document. 

Manufacturers should communicate their intent to introduce a substantial change in advance 
to allow sufficient time for assessing the change prior to its implementation. WHO will 
not approve any changes without due assessment. Depending on the type of change, the 
assessment may also include a manufacturing site(s) inspection.

mailto:diagnostics@who.int
mailto:diagnostics@who.int
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9. ASSESSMENT OF SUBMITTED  
PQDX CHANGE REPORT FORMS

9.1 Initial Screening of Report Form
Once WHO receives the PQDx Change Report Form, the change report will be reviewed to 
determine the actions required to assess the change.

The report form and documentation (including project plan if appropriate) will be screened for 
completeness. This screening does not take into consideration the technical appropriateness 
of all the information provided within the change report. If the provided documentation is 
incomplete, the manufacturer will be informed and requested to provide supplements within a 
specified time period set by WHO. The manufacturer will be given one opportunity to provide 
additional information prior to commencement of the Report Form review.

9.2 Review of Report Form 
Depending on the type of proposed change, Report Forms could either undergo an 
“Administrative Review”, a “Technical Review”, or an “Abbreviated Review” that considers 
the results of a stringent assessment performed by a National Regulatory Authority (NRA). 
Stringent assessment applies to the following regulatory assessments: CE; List A, Annex II, FDA; 
PMA or BLA, Health Canada; Class IV, TGA; Class 4, Japan; Minister’s approval.

9.2.1 Technical Reviews
A Technical Review is performed if the proposed change is not considered “Administrative” or 
had not been previously stringently assessed by a National Regulatory Authority. Technical 
reviews are performed if (i) he change is likely to affect the quality, safety and/or performance 
of the IVD; or (ii) the change introduces new hazards that have not been previously addressed, 
could adversely affect risks associated with existing hazards, or could alter the presentation of 
existing or new risks to the user of the IVD. 

Technical reviews are performed according to WHO document “Overview of the prequalification 
of in vitro diagnostics assessment” (document PQDx_007). Manufacturers are given one 
opportunity to address any deficiencies in the submitted documentation and/or data that have 
been identified during the technical review. 

If the submitted documentation supporting the change does not meet WHO prequalification 
requirements or the requested information is not provided by the manufacturer within the 
specified time period, WHO will reject the change.

9.2.2 Abbreviated Reviews 
If the manufacturer can provided proof that the proposed change has been stringently assessed 
and accepted by an NRA, then WHO will perform an Abbreviated Review and consider the 
conclusion of the NRA to make an informed decision of acceptance or rejection of the change. 

http://www.who.int/diagnostics_laboratory/evaluations/140530_pqdx_overview_doc_007.pdf?ua=1
http://www.who.int/diagnostics_laboratory/evaluations/140530_pqdx_overview_doc_007.pdf?ua=1
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10.OUTCOME OF ASSESSMENT  
OF THE CHANGE 

WHO will inform the manufacturer of the outcome of the WHO assessment of the change in 
writing. The manufacturer will be notified if WHO deems that a manufacturing site inspection 
and/or a performance evaluation is required. The need to perform a manufacturing site(s) 
inspection and/or a performance evaluation will be established based on the nature of the 
change and its potential impact on the quality, safety and/or performance. 

Where a change is accepted by WHO, the manufacturer may implement the proposed changes 
to the prequalified IVD. As needed, WHO may update the WHO prequalification public report 
and its list of prequalified IVDs to reflect the respective change. 

If the submitted documentation supporting the change does not meet WHO prequalification 
requirements or the requested information is not provided by the manufacturer within the 
specified time period, WHO will reject the change. The impact of such a decision on the 
prequalification status of the prequalified IVD will be communicated to the manufacturer.

11. FAILURE TO REPORT A 
REPORTABLE CHANGE TO WHO

Reporting of changes which meet the criteria for reportable changes, as described in this 
guidance document, is mandatory for all prequalified IVDs. It is the manufacturer’s responsibility 
to notify WHO of changes, as described in this guidance document, in order to keep the 
prequalification status of the product up to date. Failure to report changes in accordance with 
the requirements set in this document may result in the delisting of the product from the list of 
prequalified IVDs.

12. MONITORING OF  
CHANGE REPORTING

As part of routine post-prequalification activities, WHO re-inspections will include a review of 
the compliance of the manufacturer to the requirements of this document. Failure to comply 
may result in the assignment of a nonconformity against the manufacturer’s QMS.
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13. CHANGE ASSESSMENT FEE
WHO will review the PQDx Change Report Form to determine the type and level of assessment 
required. The cost of the activities required to assess the change will be covered in part by 
the manufacturer. WHO charges a non-refundable “Change Assessment Fee” of USD $3,000 
for Technical and Abbreviated Reviews. The fee must be paid on request by WHO and the 
review will not begin until the payment has been verified. This fee will contribute to the 
costs associated with change documentation review, manufacturing site(s) inspection, and 
dissemination of change information. 

WHO does not charge a “Change Assessment Fee” for Administrative Reviews. 

WHO reserves the right to decide, based on the change assessment findings, whether a product 
continues to meet prequalification requirements. Payment of the change assessment fee 
does not guarantee that the change will be approved. WHO also reserves the right to reject 
the proposed change(s) at any stage if the manufacturer is not able to, or fails to, provide the 
required information in a specified time period, or when the information supplied is inadequate 
to complete the change assessment effectively.
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ANNEX 1: 
CHANGE PROCESS
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Manufacturer documents the answers to the following 
questions. 

1. Is the change a simple administrative change to 
just the product name, product code(s), or the 
manufacturer’s name? 

2. Does the change:

 ◾ Introduce new hazards that have not been 
previously addressed?

 ◾ Adversely affect risks associated with existing 
hazards? and/or

 ◾ Alter the presentation of existing or new risks to 
the user?

If the manufacturer answers No to all of the questions 
above then the change is non-reportable and 
manufacturer is required to document and control the 
change according to its QMS procedures. 

If the manufacturer answers Yes to any of the 
questions above, then the change is reportable and 
Manufacturer is required to submit via courier an 
electronic copy of a completed PQDx Change Form 
(PQDx_119) and any supporting information to WHO 
on a CD or DVD.

For reportable Administrative changes WHO does not 
charge a change assessment fee. 

For reportable changes that require a Technical Review 
or an Abbreviated Review, WHO charges a non-
refundable change assessment fee of USD $3,000 that 
must be paid before WHO begins either type of review.

Manufacturer 
proposes change 

to prequalified 
IVD

Manufacturer 
reviews change

Decision to 
report changes

Manufacturer prepares new 
PQDx submission according 

to WHO PQDX_007

Does change 
affect IVD safety 
+/- performance?

WHO performs 
site inspection 

according to 
WHO PQDx_014

Site inspection 
required?

Manufacturer 
responds to 
request for 
additional 

information

Additional 
Questions about 

change

Manufacturer 
documents 

change in QMS 
or stops change 

process

Manufacturer implements 
change and supplies IVD 
or consults with WHO on 

next steps

WHO accepts 
or rejects the 
change and 
informs the 

manufacturer of 
the decision

WHO performs Administrative, 
technical or abbreviated review of 

change

Manufacturer determines information 
needed to assess impact of the change.

Manufacturer determines impact of the 
change on the prequalified device.

Manufacturer retains:
Result of risk analysis.
Review of risk assessment.

Manufacturer categorizes change as 
substantial (reportable) or minor (non-
reportable).

If the change affects the safety and/or 
performance of the IVD, As per section 3, 
then the Manufacturer must submit a new 
“Prequalification Application” to WHO 
for review.  WHO’s review process follows 
guidance document WHO PQDx_007

If WHO considers that 
the change could have a 
potential impact on the 
quality, safety and/or 
performance of the device, 
then WHO may perform 
a site inspection prior to 
making a final decision to 
accept the reported change. 

Site inspection follows 
guidance document WHO 
PQDx_014

Manufacturer answers 
specific questions about the 
change and submits them 
to WHO within the specified 
time period. 

If WHO accepts the 
change, the manufacturer 

implements it then supplies 
the changed device. WHO 
updates the public record 

and list of prequalified 
products and verifies 

implementation at its next 
site inspection.

If WHO rejects the change, 
the manufacturer stops the 

change process and consults 
with WHO on next steps. 
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ANNEX 2:  
EXAMPLES OF REPORTABLE  
CHANGES TO PREQUALIFIED IVDS
The following list is intended as an aid to manufacturers to help determine the significance of 
particular changes. The list is not exhaustive and should be considered in conjunction with the 
guidance provided in this document.

Types of reportable changes

Changes to a manufacturing process

Physical move/relocation of finished product manufacturing, assembling or other 
processing equipment from one location to a different location or; addition of a new facility 
(manufacturing facility, warehouse, etc.) within the same location.

Change in the manufacturing process such as the introduction of new equipment or change 
in workflow.

Changes to the manufacturing quality control procedures, such as the methods, tests or 
procedures used to control the quality of the materials or the product.

Removal of test acceptance criteria for in-process and finished product. Removal of in-
process inspections or final inspections without replacement of these activities.

Addition of in-process inspection steps in response to post-market product issues.

Change of a supplier, or sub-tier supplier, of reagents, antigens, antibodies, preservatives, 
anticoagulants, primers or solid phase.

Move of manufacturing, processing or packaging from a supplier to the manufacturer’s 
facility.

Move of manufacturing, processing or packaging from the manufacturer’s facility to a 
supplier. 

Changes to the product design and intended use

A change to the reagent volume or specimen volume required to perform the test.

A change to the reading period (minimum or maximum).

The acceptability of new anticoagulants for plasma specimens.

A change to the manufacturer-defined automation process (including change to a new 
smaller/larger model if the IVD is an instrument) or the change from a manual procedure to 
an automated procedure for use.

A change to the operating principle.

Changes to materials/components supplied with the IVD (e.g. introduction of new ancillary 
reagents such as quality control reagents).

A change to the function of the product (e.g. screening, monitoring, diagnosis or aid to 
diagnosis, staging or aid to staging of disease, prediction, self-testing).

A change to the specific disorder, condition or risk factor of interest that the IVD is intended 
to detect, define or differentiate.
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A change in performance or design specifications.

A change in the test result format from qualitative to quantitative or vice versa. 

Addition or removal of a specimen type (e.g. serum, plasma, whole blood, oral fluid, sputum, 
urine, dried blood spot)

A change to the intended testing population including any new or extended use (e.g. 
addition of neonates, antenatal women).

An addition or deletion of a contraindication for the device.

New data relating to stability impacting on the expiry date or storage conditions of the IVD.

Changes to the materials supplied with the IVD (e.g. accessories such as lancets).

Changes in materials/components

Changes to the formulation of reagents in the assay that result in a change (either increase 
or decrease) to the stability/shelf-life claims.

Changes in the conjugate or substrates that change the intended use.

Changes in specimen preparation such as a change in nucleic acid extraction method.

The addition or change of a preservative to a reagent of the test kit. 

Changes to the source (supplier) or processing of biological materials. 

Changes from liquid to lyophilized reagents or vice versa.

Changes to materials/components that necessitate testing of additional clinical specimens, 
or retesting of original specimens, to determine performance characteristics of the IVD.

Changes to the materials/components of an IVD that result in a change to the operating 
principle of the product.

Changes to materials/components that potentially affect the operating procedure of an 
IVD including changes in reaction components or materials such as calibration materials, 
or changes in methods such as specimen pre-treatment, incubation times and operating 
temperatures.

Changes in power supply requirements.

Changes to labelling

All changes to labelling with exception of those listed in Annex 3: Examples of non-
reportable changes are those made to:

 ◾ clarify labelling statement (e.g. clarifying instructions to make the device easier or safer 
to use) without changing the procedure; 

 ◾ correct errors (e.g. typographical errors or numerical errors); and/or
 ◾ include additional languages.

Changes to a product’s software

A software change that impacts the control of the product, and may alter the reporting 
result that is used in the diagnosis or other function.

A software change that modifies an algorithm impacting the test result.
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A software change that impacts the way data are read or interpreted by the user, such that 
the diagnosis or other function may be altered when compared to the previous version of 
the software.

A software change that replaces previously required user input. 

A software change to correct an error that presents a safety risk to the patient.

Addition of a new feature to the software that may affect the diagnosis or other software 
driven function. 

A software change that incorporates a change to the operating system on which the 
software runs.

Changes to the QMS

Changes in the ISO 13485 certification status of the manufacturer, of the prequalified IVD, 
such as suspension of the ISO 13485 certificate, obtaining a new certification, or change in 
the scope of certification. 

Change in Notified Body or certification body.

Changes to the legal manufacturer including:

 ◾ change of ownership
 ◾ change of legal entity status (e.g. Ltd, SA, etc.)
 ◾ change of name and/or address.

Change in the regulatory status 

Change in the regulatory status of the prequalified IVD in any of the member nations 
or regions of the International Medical Device Regulators Forum (IMDRF) (e.g. licence 
suspension in Canada, receipt of a Warning Letter from the US FDA, suspension of ARTG 
registration in Australia, or suspension of a CE mark certification in the European Union).

Administrative changes

Changes only to the product name.

Changes only to the product code(s). 

Changes only to the manufacturer name.
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ANNEX 3: 
EXAMPLES OF  
NON-REPORTABLE CHANGES
The following list is intended as an aid to manufacturers to determine the significance of 
particular changes. The list is not exhaustive and should be considered in conjunction with the 
guidance provided in this document.

Minor changes include the following changes 

1. Changes that are made to clarify labelling statements or correct errors (typographical 
errors or numerical errors) without changing the procedure.

2. Rewording or expanding for clarification. 

3. Translating the label and/or Instructions for Use (IFU) from one language to another. 

4. Addition of languages to labelling

5. Replacing (or complementing) written text by internationally recognized hazard 
symbols. 

6. Minor software changes that do not impact the safety or performance of the product.

7. Minor QMS changes such as increased post market surveillance activity or regular 
updates of controlled QMS procedures (such as control of documents, management 
review etc.).

8. Minor manufacturing changes that would not have an effect on the safety or 
performance of the finished device.

9. Additional in-process quality control criteria or test methods for manufacturing 
processes to provide equivalent or better assurances of reliability, as determined by the 
manufacturer but which do not affect safety or performance.
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ANNEX 4: 
FORMATTING REQUIREMENTS  
FOR SUBMISSIONS

 ◾ The electronic copy must be submitted on a CD or DVD. Submissions by email will be 
rejected. Hardcopies are not required.

The layout and order must be easy to follow and appropriately identified. The attachments 
must be clearly identified and divided into sections as listed in Section 4 of the PQDx Change 
Report Form. 

 ◾ The cover of the CD or DVD should indicate “Change Report Form” and include detailed 
information such as the name of the product, PQDx number, name of the manufacturer and 
date of submission.

 ◾ PDF is the primary file format used for the electronic copy. However, you must not include 
any PDF that requires a password to open it.

 ◾ The electronic copy must be organized as per the format prescribed for the printed copy.The 
name of the file name should be descriptive of its content and meaningful to the reviewers. 
The name can be up to 125 characters and can have spaces, dashes (not elongated dashes), 
underscores, and periods. However, the name of the file must not contain any of the 
following special characters or it will fail the loading process:

 ◾ tilde (~)  ◾ single quotation mark (‘)

 ◾ vertical bar (|)  ◾ less than sign (<)

 ◾ asterisk (*)  ◾ double quotation marks (“)

 ◾ forward slash (/)  ◾ question mark (?)

 ◾ elongated dash (–)  ◾ colon (:)

 ◾ backward slash (\)  ◾ pound sign (#)

 ◾ apostrophe (’)  ◾ various other symbols  
(e.g.→,*,β,α,∞,±,™)

 ◾ greater than sign (>)

When creating a PDF from the source document (e.g. Microsoft Word document), please 
consider when using Adobe®plug-ins to create PDF files and/or capture or display data, there 
is a risk that information may not display correctly because reviewers may not have access to 
certain plug-ins to review content being displayed by a plug-in.

 ◾ All PDF files should be created directly from the source documents whenever feasible rather 
than creating them by scanning. PDF documents produced by scanning paper documents 
are far inferior to those produced directly from the source document, such as a Microsoft 
Word document, and, thus should be avoided if at all possible. Scanned documents, 
particularly tables and graphs, are more difficult to read. 

 ◾ For any scanned document, we highly recommend that you perform optical character 
recognition (OCR) so that the text is searchable. Check to see that the content has been 
correctly converted by: (i) highlighting an area of text and (ii) searching for a word or phrase. 
If the word or phrase is not returned in the search, then the OCR did not recognize the text. 

 ◾ Submit all documents presented in the change report in English (unless other arrangements 
have been made with WHO prior to submission of the documentation). 

 ◾ Any translations of documents must be carried out by a certified translator. Provide an 
official document attesting to the accuracy of the translation and details on the credentials 
of the translator. 

 ◾ Provide both the original and the translated documents. 
 ◾ All measurement units used must be expressed in the International System of Units (SI).
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