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regulatory acceptance: The role of OECD guidance document 34
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Abstract 
Historically, test method evaluation, validation and review processes and criteria have been generally 
region-specific, often resulting in duplicative efforts and, at times, incongruent conclusions regarding the 
quality and utility of a test method. In an attempt to standardize such review and evaluation processes so 
as to render them globally consistent, experts in these arenas from such international validation bodies as 
ICCVAM, NICEATM, ECVAM, ESAC, ZEBET, and JaCVAM have been working toward the generation of 
international guidance and mutually acceptable validation principles. From this effort, the OECD Guidance 
Document (GD) 34 (Guidance Document on the Validation and International Acceptance of New or Updated 
Test Methods for Hazard Assessment) evolved [http://appli1.oecd.org/olis/2005doc.nsf/linkto/env-jm-
mono(2005)14]. Guidelines and processes actively in use by ICCVAM and ECVAM contributed greatly to 
arriving at the final GD 34. As such, GD 34 now provides guidance on key factors such as approaches to 
validation, the design and conduct of validation studies, independent evaluation (peer review) of a validation 
study, international regulatory acceptance of validated tests, and documentation supporting a validation study. 
This important document has provided the basis for an internationally agreed-upon and consistent approach 
for the open and transparent assessment of new and alternative test methods with potential regulatory 
applicability. Conforming to the GD 34 principles by the validation body collective and by OECD itself is a 
requisite to the expediency, efficiency and credibility of validation efforts irrespective of where or by whom 
they may be conducted. 
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Background
Test method evaluation, validation and review 

processes and criteria have generally been region-
specific, regulatory body-specific both between 
countries and even within a given country, and/
or organization-specific (e.g. , internationally 
acknowledged validation bodies such as ICCVAM2 
and ECVAM3). Such diversity can be the result 
of various circumstances such as differences in 
laws (national and international) governing these 
organizations and activities, differences in regulatory 
mandates, differences in the conduct and management 
of these processes, differences in social, political, and 
regulatory climates, etc. Such situations have often 
resulted in duplicative efforts and, at times, given 
way to the generation of incongruent conclusions 
regarding the quality and utility of test methods. 
Over time, efforts toward the harmonization of 
these processes were considered necessary in order 
to minimize the differences, maximize efficiency 
and expedite practices, and achieve internationally 
harmonized and acceptable approaches. In view of the 
reputation of the OECD4 in developing health effects 

test guidelines, guidance and review documents, 
monographs, and related scientific publications, it 
was felt that the OECD was the ideal global platform 
for developing the much needed internationally 
harmonized guidance on test method evaluation, 
validation and regulatory acceptance. 

To that end, OECD set out to collaborate with 
various international organizations and acknowledged 
experts recognized for their efforts in the field of 
alternatives and their validation. The goal was to 
standardize the review and evaluation processes so 
as to render them globally consistent resulting in 
the ultimate generation of international guidance 
and mutually acceptable validation principles. That 
guidance came to be designated OECD Guidance 
Document [GD] 34 (Guidance Document on the 
Validation and International Acceptance of New 
or Updated Test Methods for Hazard Assessment) 
[ENV/JM/MONO(2005)14, August 18, 2005 (OECD, 
2005). The evolution of GD 34 involved the efforts of 
numerous individuals from the international validation 
bodies, i.e., ICCVAM/NICEATM5, ECVAM/ESAC6, 
ZEBET7, and JaCVAM8, and from various funding 
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organizations and those that promote the 3Rs9, e.g., 
CAAT10, HSUS11, FRAME12, ERGATT13, NCA14, 
and SAWA15. 

Evolution of GD 34
The entrée of the OECD into the validation arena 

began with the 1996 OECD workshop in Solna, 
Sweden on "Harmonization of Validation and 
Acceptance Criteria for Alternative Toxicological 
Test Methods." The outcome of that workshop was 
the drafting of the "Solna Principles" for validation. 
These tenets emulated internationally recognized 
principles and criteria for validation and were 
determined to be applicable to the validation of 
new or updated test methods for hazard assessment, 
irrespective of whether they were in vivo or in vitro or 
tests for effects on human health or the environment. 
Later, in 2002, OECD held a follow-up conference in 
Stockholm, Sweden on "Validation and Regulatory 
Acceptance of New & Updated Methods in Hazard 
Assessment." Its purpose was to develop and achieve 
consensus on practical guidance on principles and 
processes for the validation and acceptance of animal 
and non-animal test methods for regulatory hazard 
assessment purposes. At times, expert consultation 
meetings were also held to gather additional thoughts, 
philosophies, ideas and viewpoints, and follow-up 
workshops addressed additional areas of controversy. 
Together, these workshops, conferences, meetings, 
etc. and comments from OECD member countries 
resulted in the generation of the 1st and 2nd drafts of 
GD 34. In 2003 a Drafting Group was assembled to 
revise the draft GD and in 2004 a U.S. ICCVAM-
hosted Expert Consultation Meeting and a ZEBET 
(Germany)-hosted workshop were held that addressed 
additional areas of concern and introduced extensive 
revisions to the draft GD. Finally, in 2005, after 
nearly a decade of effort, OECD Guidance Document 
34 — Guidance Document on the Validation and 
International Acceptance of New or Updated Test 
Methods for Hazard Assessment (OECD, 2005) 
was published. It provided, among other elements, 
(a) guidance on issues related to the validation 
(reliability16 and relevance17) of new or updated 
test methods consistent with currently employed 
approaches, (b) a synopsis of the current state of test 
method validation, and (c) guidance on the conduct 
of validation studies and how to demonstrate that the 
test methods have been appropriately validated. 

Guidance provided by GD 34
The key guidance aspects presented in GD 34 

include: 
• Definition of the test method
• Approaches to validation 
• Design and conduct of validation studies 
• Pre-validation phase

• Formal validation phase
• Independent evaluation (peer review) of a 

validation study 
• International regulatory acceptance of 

validated tests 
• Documentation supporting a validation study

The remainder of this report will elaborate on 
the guidance provided on these specific issues. For 
more in-depth descriptions of each of these and 
other aspects of the guidance offered, the guidance 
document itself should be consulted. 

1. Definition of the test method
The definition of the test method consists of the 

test method's chemical, biochemical or biological 
basis. The components comprising the definition 
of the test method include (a) the rationale for the 
relevance of results produced, e.g., the endpoints to 
be measured, (b) the rationale or decision criteria 
for how the results are to be interpreted and used, 
(c) the use of the results in the assessment of human 
health or environmental effects, and (d) the test 
method's position relative to other data/information 
requirements and test methods, e.g., location in 
a testing battery or tiered testing strategy. In this 
respect, consideration is given to whether or not the 
test method is a screening test method, a definitive 
test method, an adjunct test method, a replacement 
test method, or a component of a test battery. 

2. Approaches to validation
a. General appoaches

For validation purposes, information to establish 
the scientific validity of a test method for a particular 
purpose can be obtained by two predominant 
processes , i .e . , retrospect ive val idat ion and 
prospective validation. A retrospective assessment 
of the validation status of the test method simply 
involves consulting existing sources of information 
and data available. Such a review could either support 
or cast doubt on the validity of a test method and 
could prompt the performance of prospective studies. 
The second such process involves the conduct of 
prospective validation studies, i.e., the generation 
of new experimental data. Prospective validation 
studies are conducted when the available information 
and data are considered inadequate or insufficient to 
assess the validity of a test method. However, when 
new experimental work needs to be performed, the 
amount of new animal testing should be limited to the 
extent possible. Often, a comprehensive validation 
study will involve a combination of retrospective 
and prospective validation approaches and this will 
be dictated by the amount and kind of information 
required to establish the validation status of the test 
method. Factors determining the amount and kind of 
information needed and the criteria applied to a test 
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method include:

• the regulatory and scientific rationale for the 
use of the test method

• the type of test method being evaluated (e.g., 
an existing test vs. a new test)

• the proposed uses of the test method (e.g., 
as a mechanistic adjunct, a screening or 
definitive test, a total or partial replacement 
of an animal or non-animal test method)

• the proposed applicability domain of the test 
method (e.g., restricted chemical classes vs. 
multiple chemical classes) 

• the relationship of the test species to the 
species of concern

• the mechanistic basis of the test and its 
relationship to the effect(s) of concern

• the history of use of the test method, if 
any, within the scientific and regulatory 
communities

b. ICCVAM and ECVAM approaches to validation
The two primary approaches for validating a test 

method used in the U.S. and the E.U., respectively, 
are the ICCVAM phased approach for test method 
advancement (ICCVAM, 1997, 2003) and the 
ECVAM modular approach (Hartung, et al, 2004). 
The ICCVAM process is one that follows those stages 
involved in moving a candidate test method from 
concept to regulatory acceptance (Fig. 1). Sources 
of test method nominations and submissions for 
ICCVAM evaluation of the validity of a given test 
method can come from the regulatory arena, test 
method developers/sponsors, and the public at-large. 
The ICCVAM process is initiated by the identification 
of the need for a new, revised or alternative test 
method, which, in turn, triggers the necessary R&D 
events. Factors triggering that prerequisite can result 
from (a) research that may be needed to understand 

critical mechanisms and/or modes of action for a 
toxicity endpoint of interest, (b) the need to identify 
potentially predictive biomarkers associated with 
a test method, (c) a need to provide for improved 
prediction of adverse effects, that are more humane or 
do not use animals, or that involve less expense and 
time to conduct. If a candidate test method is already 
available, these early events in the process have, for 
all intents and purposes, been completed and need 
not be repeated. The prospective test method then 
enters the pre-validation phase, during which the 
protocol is standardized and optimized for purposes 
of maximizing accuracy and reliability such that the 
protocol demonstrates intra-laboratory reproducibility 
and becomes transferable between laboratories. The 
standardized/optimized protocol then enters the 
full validation phase for a determination of the test 
method's relevance and reliability. Once the method 
is deemed relevant and reliable, an independent 
peer review of the validation status of the method 
occurs followed by a determination of the method's 
scientific acceptability and utility for purposes of 
hazard/risk assessment. If the method is considered 
to have been adequately validated and to be useful 
for regulatory purposes, end-users and regulatory 
bodies will implement the validated test method 
in accordance with their testing needs and the 
regulatory requirements in effect. It is important to 
note that although a validated test may be technically 
acceptable, the ultimate use of such a test for 
regulatory decision-making purposes will necessarily 
depend upon the mandates of a given regulatory body 
and the relevance and applicability of the test method 
to the products they regulate. 

The ECVAM approach (Fig. 2) focuses primarily 
on two phases: (a) pre-validation, i.e., the process 
during which a standardized/optimized test method 
protocol is developed and evaluated for use in 
validation studies, and (b) validation, i.e., the process 
by which the reliability and accuracy of a procedure 
are established for a specific purpose. Together, 
these phases are comprised of seven "modules." 
Information and data, collected retrospectively 
and/or prospectively, can be submitted into each 

Fig. 1. ICCVAM Phased Process for Test Method Advancement. 
From ICCVAM Guidelines for Nomination and Submission 
of New, Revised, and Alternative Test Methods, 2003 
[http://iccvam.niehs.nih.gov/SuppDocs/SubGuidelines/
SD_subg034508.pdf]

Fig. 2. ECVAM Modular Approach. Adapted from Hartung 
et al., ATLA 32, 2004, 467-472 [http://ecvam.jrc.it:8080/
publication/Hartung-1.pdf]
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of the modules in any sequence, upon availability. 
The process allows for the independent evaluation 
of the inter-laboratory variability and the predictive 
capacity of the test. Upon completion of all of the 
modules, the appropriate determinations of relevance 
and reproducibility (consistency of individual 
test results obtained in a single laboratory [intra-
laboratory reproducibility] or in different laboratories 
[inter-laboratory reproducibility] using the same 
standardized protocol and test samples) are made, and 
the resulting conclusions of the validation process 
are then subject to peer review. The approach also 
allows for subsequent re-evaluation of data submitted 
to one or more modules for previously validated tests 
as more information becomes available resulting 
from technological advancement and/or test method 
utilization. 
c. Principles and criteria for test method validation

The GD 34 principles for test method validation 
and the criteria set forth for adequate validation 
of a test method are based upon those of ECVAM, 
ICCVAM, and other acknowledged validation bodies. 
Central benchmarks identified include the following:

• The rationale for the test method should be 
available.

• The relationship between the test method's 
endpoint(s) and the (biological) phenomenon 
of interest should be described.

• A detailed protocol for the test method should 
be available.

• T h e  i n t r a - ,  a n d  i n t e r - l a b o r a t o r y 
reproducibility of the test method should be 
demonstrated.

• D e m o n s t r a t i o n o f t h e t e s t m e t h o d ' s 
performance should be based on the testing 
of reference chemicals representative of the 
types of substances for which the test method 
will be used. 

• The performance of the test method should 
have been evaluated in relation to relevant 
information from the species of concern and 
existing relevant toxicity testing data.

• Ideally, all data supporting the validity of 
a test method should have been obtained 
in accordance with the principles of Good 
Laboratory Practice. 

• All data supporting the assessment of 
the validity of the test method should be 
available for expert review.

Numerous additional validation criteria have been 
promulgated (ICCVAM, 1997) to help ensure the 
availability of adequate data/information that would 
allow for the proper validation of a proposed test 
method for regulatory purposes and to help minimize 
the chances of protracted evaluation processes. 
d. Performance Standards

The concept of performance standards was first 
introduced by Balls (Balls, 1997), was further 
advanced by ICCVAM (ICCVAM, 2003, 2004), 
and has been adopted by ECVAM (see Fig. 2). 
Performance standards are standards, which are 
based on a validated test method, that provide a 
basis for evaluating the comparability of a proposed 
test method that is mechanistically and functionally 
similar to that previously validated test method. 
Their original purpose was to communicate the 
basis by which new proprietary (e.g., copyrighted, 
trademarked, registered) and nonproprietary test 
methods can be determined to have sufficient 
accuracy and reliability for a specific testing purpose. 
They have since been found useful in a more general 
sense for providing the basis for evaluating the 
acceptability (accuracy and reliability) of analogous 
test methods ("me-too" tests) that are based on similar 
scientific principles and measure or predict the same 
biological or toxic effect as previously validated and 
accepted test methods ("pioneer" test methods). 

Performance standards are comprised of three 
elements, i.e., (1) essential test method components, 
(2) a minimum list of reference chemicals, and 
(3) accuracy and reliability values. Essential test 
method components consist of essential structural, 
functional, and procedural elements of a validated 
test method that should be included in the protocol 
of a proposed, mechanistically and functionally 
similar test method. The minimum list of reference 
chemicals is the minimum number of chemicals used 
to assess the accuracy and reliability of a proposed, 
mechanistically and functionally similar test method. 
It is a representative subset of those chemicals used 
to demonstrate the reliability and the accuracy of the 
validated test method. The accuracy and reliability 
values are the comparable performance requisites 
that should be achieved by the proposed test method 
when evaluated using the minimum list of reference 
chemicals. 

There are several advantages that performance 
standards provide that impact the validation process 
and the generation of OECD test guidelines based 
upon validated pioneer tests and/or "me-too" tests. 
Benefits realized through the use of performance 
standards include that they can help: 

• ensure high quality science
• render the validation process more efficient
• expedite the validation and acceptance of 

prospective "me-too" test methods 
• provide a means for "me-too" (analogous) 

test methods seeking validation subsequent 
to the validated "pioneer" test method which 
they mimic to satisfy established standards 
and to demonstrate their comparability

• avoid issues/restrictions (OECD, regulatory) 
associated with the use of patented or 
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proprietary methods by basing the intended 
test guideline on a generic description of the 
method, referencing the validated, patented 
version of the method, and providing a set of 
relevant performance standards

• to moni tor changes or improvements 
over time from the original properties 
or responsiveness of the test system, or 
modification of procedures that might affect 
the outcome of the test method. 

3. Validation of test batteries/testing strategies
In contrast to the validation of specific test 

methods, comprehensive guidance on the validation 
of test batteries and testing strategies has not, as 
yet, been developed. Nevertheless, individual tests 
within a battery of tests (or testing strategy) should be 
validated using the established validation principles. 
When the use of a test battery is being considered, 
justification for the acceptance of such a test battery 
should, in part, be dependent upon the accuracy 
and reliability of the test components comprising 
the battery and should be a function of the overall 
performance of the battery for its intended purpose. 
Likewise, when tests are to be used in a tiered 
approach, the overall results will generally depend on 
the strength of the individual tests in the tier.

4. Design and conduct of validation studies
As previously noted, the validation of a test method 

is comprised of two principle phases, i.e., the pre-
validation phase and the formal validation phase. 
a. Pre-validation phase

The pre-validation phase involves extensive intra-
laboratory testing, which accomplishes a number of 
critical actions, such as: 

• ensuring high quality science
• optimization and standardization of the test 

method protocol and standard operating 
procedures (SOPs), so that they can be 
readily used by other laboratories

• establishing appropriate acceptable response 
ranges for positive and negative control 
substances

• developing the data recording and evaluation 
criteria

• confirming or refining the preliminary 
decision criteria 

• obtaining a preliminary assessment of the 
transferability, reproducibility, and reliability 
of the test

• identifying the limitations of the test.

This phase of the effort also entails some initial 
inter-laboratory testing, usually involving one or 
more laboratories and/or experts in addition to those 
who were responsible for developing the test. 

b. Formal validation phase
During the formal validation phase, the prescribed 

inter-laboratory validation study is conducted using 
the selected standardized test method protocol and 
related SOPs as well as using the data evaluation and 
decision criteria as appropriate. This formal inter-
laboratory validation phase is performed to maximize 
test method reproducibility and accuracy. During this 
phase, further research and development could be 
recommended as necessary in order to modify and/or 
further improve the test method. Ideally the studies 
conducted during this phase should be performed, 
and data recorded and maintained, in accordance with 
Good Laboratory Practice (GLP) (OECD, 1998). The 
management of validation studies is performed by a 
Validation Manager (VM)/Validation Management 
Team (VMT). Their role is to provide scientific 
oversight and direction of the validation study. GD 
34 goes on to describe the roles, minimal standards, 
and competencies of the VM/VMT, task groups, lead 
laboratory (with demonstrated expertise), and other 
participating laboratories.

5. Independent evaluation (peer review) of a 
validation study

One of the most important components of the 
validation process is the independent scientific 
assessment of the validation status of a test method 
following its formal validation. This evaluation is 
conducted to assess the extent that a proposed test 
method has addressed established validation and 
acceptance criteria for a specific proposed use, and to 
provide expert advice on the proposed test method. 
The process provides a critical assessment of the 
usefulness and the limitations of a test method for 
its proposed use. Such an independent assessment 
is performed by a panel of qualified scientists who 
are devoid of any personal or financial conflicts of 
interest with the test or the outcome of the validation 
study, irrespective of whether such potential conflicts 
of interest are perceived or real. Such individuals 
should not have been involved in the development 
or validation of the test method and neither they nor 
their families should realize any benefit, financially 
or professionally, as a result of the outcome of the 
review. 

All aspects of the peer review should be fully 
open and transparent. The decision criteria for 
the interpretation of test results (e.g., for positive, 
negative or equivocal results) should be transparent 
and unambiguous. Likewise, the final report should 
be subjected to evaluation by an independent panel of 
peer reviewers; it should be made publicly available 
and result in a published peer-reviewed journal article. 
Overall, the review should be complete, objective, 
and credible. It is also worth noting that such peer 
reviews do not necessarily require full consensus 
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agreement on each issue and that a description of 
dissenting views and rationales should be provided in 
such instances when consensus cannot be reached. 

With respect to the development of OECD 
test guidelines, GD 34 presents three options for 
performing an independent peer review of a test 
method. These are:

• Peer reviews co-ordinated by an organization 
established to evaluate test methods (e.g., 
ICCVAM, ECVAM)

• Peer reviews co-ordinated by a government 
agency of an OECD member country 

• Peer reviews co-ordinated by OECD, likely 
via contractor.

As noted previously, irrespective of the option 
employed, the peer review should be conducted by an 
appropriate panel of experts, it should be a balanced 
process, and it should be a fully open and transparent 
process. 

6. International regulatory acceptance of validated 
tests
a. Harmonization and the role of OECD GD 34

Regarding the regulatory acceptance of validated 
tes ts , inasmuch as there is an absence of an 
internationally harmonized process, regulatory 
acceptance has generally been on a case-by-case 
basis and has often been region-specific as well 
as regulatory body-specific within a given region/
country. In addition, regulatory authorities have 
the option to accept results from non-validated test 
methods, e.g., methods used in mechanistic studies 
that could help underpin or explain results derived 
from other tests. Furthermore, acceptance of a test 
method by a given regulatory authority does not 
necessarily signify universal regulatory acceptance. 
This quandary is, in part, as a result of the acceptance 
policies differing from country to country as well 
as the fact that such policies may even differ among 
regulatory authorities within a country. Finally, 
regulatory authorities may have additional questions 
regarding the test method beyond its established 
reliability and relevance, which could affect its 
regulatory acceptance. 

The advantages offered by the availability of 
GD 34 are that validation conducted in accordance 
with the recommendations in GD 34 contributes 
s t rong ly to the in te rna t iona l accep tance o f 
a proposed tes t method and encourages and 
supports worldwide Mutual Acceptance of Data 
(MAD) (h t tp : / /www.oecd.org/document /41/
0,3343,en_2649_34379_1890473_1_1_1_1,00.
h t m l ; h t t p : / / w w w. o e c d . o rg / d o c u m e n t / 5 3 /
0,3343,en_2649_34381_38457461_1_1_1_1,00.
html). Additionally, harmonization of the international 
regulatory acceptance of validated test methods may 

be achieved in the future by considering the guidance 
provided in GD 34. 

Worth noting, with respect to international 
regulatory acceptance of validated tests, is that GD 
34 recommends that an OECD test guideline be 
developed after the test protocol has been optimized, 
standardized and validated. However, an apparent, 
although subtle, inconsistency can be recognized 
from the GD 34 suggestion that although not 
required, a test method can undergo validation studies 
and peer review evaluation prior to its consideration 
for an OECD test guideline. In other words, a test 
method need not necessarily undergo prior validation 
and peer review evaluation for consideration as an 
OECD test guideline. This seeming contradiction 
may be a tempering of the OECD position in order 
to allow for those current OECD test guidelines 
which are not based upon validated, peer-reviewed 
test methods, but were, over time, incorporated 
into the OECD test guidelines program prior to the 
initiation of test method validation efforts as they are 
performed today using current validation criteria and 
the internationally agreed upon requisite independent 
peer-review process. 
b. Principles and criteria for regulatory acceptance

The pr inc ip les and cr i te r ia for regula tory 
acceptance of a validated test method closely echo 
the principles and criteria for the validation of a 
test method. Thus, for regulatory purposes, the 
submitted test method and supporting validation data 
should adequately cover a spectrum of chemicals 
and products representative of those administered 
by the regulatory program or agency for which the 
test method is proposed. Data generated by the test 
method should adequately measure or predict the 
endpoint of interest. For replacement test methods, 
the data should show a linkage between the proposed 
test method and an existing test method, or the 
effects in the target or model species. In addition, the 
applicability and limitations of the test method should 
be clearly described and the test method should 
generate data useful for hazard/risk assessment 
purposes. It should be sufficiently robust (relatively 
insensitive to minor changes in the protocol) and 
transferable among properly equipped laboratories 
with adequately trained staff, should be time and 
cost effective, and should be one that is likely to be 
used in a regulatory context. For cases in which a test 
method already exists, appropriate justification should 
be provided (scientific, ethical, economical) for the 
need for and value of the new or updated test method. 
Indeed, where appropriate, animal welfare concerns 
including the principle of the 3Rs (replacement, 
reduction and refinement of animal use) (Russell and 
Burch, 1959) should be addressed and all facets of 
the validation study should have been subjected to a 
transparent and independent peer review process. 
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7. Documentation supporting a validation study
In order to provide a comprehensive submission 

for the evaluation of the validation status of a test 
method, GD 34 offers an outline describing its content 
and organization in order to guide test developers/
sponsors/submitters as to the necessary information/
data required. This framework was adopted from 
the ICCVAM Guidelines for the Nomination and 
Submission of New, Revised, and Alternative 
Test Methods (ICCVAM, 2003) and constitutes 
the supporting documentation for a submission. 
Following is an outline of the essential supporting 
documentation sought in such a dossier for evaluation 
purposes:

• Introduction and Rationale for the Proposed 
Test Method

• Test Method Protocol Components (e.g., 
critical functional, structural, and procedural 
elements of the test method protocol; technical 
parameters; concurrent control responses and 
historical control data; nature of response 
data collected; response criteria)

• Characterization and Selection of Substances 
(chemicals/classes) Used for Validation of the 
Proposed Test Method

• In Vivo Reference Data Used to Assess the 
Accuracy of the Proposed Test Method 
(comparison of data between the proposed 
test method and the in vivo reference test 
method)

• Test Method Data and Results 
• Test Method Relevance (Accuracy) (e.g., 

sensitivity, specificity, positive and negative 
predictivity, false positive and false negative 
rates relative to the reference test method 
currently accepted by regulatory agencies, 
strengths and limitations of the proposed test 
method)

• Test Method Reliability (Repeatability/
Reproducibility)

• Tes t Method Data Qual i ty (ex ten t o f 
adherence to national and international GLP 
guidelines)

• Discussion of Other Scientific Reports and 
Reviews (published and unpublished)

• Animal Welfare Considerations (Refinement, 
Reduction and Replacement)

• Practical Considerations (e.g., cost, time, 
facilities, equipment, training, expertise)

• References
• Supporting Materials — Appendices

− Detailed protocol
− Copies of all relevant publications
− All available original data
− Suggested performance standards

Conclusion
For further enlightenment, the reader is referred to 

GD 34 itself (OECD, 2005) which offers additional 
background information, additional specific guidance, 
and additional details regarding the various aspects of 
the topics addressed herein. Test method nominators/
submitters are also encouraged to establish open 
l ines of communicat ion wi th acknowledged 
international validation bodies in order to ensure 
that their nominations/submissions are technically 
sound, thorough and complete, that there is indeed a 
regulatory need for such a test method, and to help 
substantiate adherence to the validation principles 
and regulatory acceptance principles referenced 
in GD 34. Efforts of this nature will serve to help 
guide the sponsor in validating their test method, 
will assist the sponsor in focusing on the validation 
efforts necessary to achieve acceptance of the test 
method, will help to minimize unnecessary and 
duplicative experimentation, will help limit time and 
cost investments, and can help avoid potential pitfalls 
and delays in achieving validation and regulatory 
acceptance.
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Footnotes
1. Corresponding author: Leonard M. Schechtman, 9735 

Via Verga St . , Lake Worth , F lor ida 33467 USA, 
Lschechtman@comcast.net

2. Interagency Coordinating Committee on the Validation of 
Alternative Methods

3. European Centre for the Validation of Alternative Methods
4. Organization for Economic Cooperation and Development
5. NTP Interagency Center for the Evaluation of Alternative 

Toxicological Methods
6. ECVAM Scientific Advisory Committee
7. Centre for Documentation and Evaluation of Alternatives to 

Animal Experiments
8. Japanese Center for the Validation of Alternative Methods
9. Refinement, Reduction and Replacement of animal use

10. The Johns Hopkins University Center for Alternatives to 
Animal Testing

11. Humane Society of the United States
12. Fund for the Replacement of Animals in Medical 

Experiments
13. European Research Group for Alternatives to Animal 

Testing
14. Netherlands National Centre for Alternatives
15. Swedish Animal Welfare Agency
16. Reliability is the extent of reproducibility of results from 

a test within and among laboratories over time, when 
performed using the same standardized protocol. 

17. Relevance is the extent to which the test method correctly 
measures or predicts the biological effect of interest. 
Relevance takes into consideration both the accuracy of 
a test method for a specific purpose and such test system 
relationships as mechanism of action, cross-species 
correlations, etc. Accuracy is the closeness of agreement 
between results from a new/alternative proposed test 
method and reference values derived from the pertinent 
currently employed test method.


