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1.0 INTRODUCTION

Validation of test methods is a process by which
experiments can prove that the performance
characteristics of the test method suitable for
implementation required by the client and the intended

use.

Compliance with the requirements of validation
and verification provides added assurance with
regards to the quality and limitation of a reported

test result.
According to ISO/IEC 17025 and ISO 15189,

accredited laboratories or laboratories seeking
accreditation to certain testing methods, are

require to validate or verify those test methods

The accredited laboratories are required to comply

with this policy document.

Users of this policy should note that although there are
many publications and methods for validating different

methods no one method is universally agreed.

The laboratories that perform tests shell know the tests
characterizes that relevant to the intended use, because

there is several definitions for the same concept.

Thus, it is ISRAC requirement that the definitions and
terms used by laboratories should adhere to those used

in this policy.
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Validation of test methods serves at least two main

purposes:
- Understanding and control of testing method.

- The basis for calculation of combined.

2.0 PURPOSE

The purpose of this policy is to provide ISRAC
guidance related to the circumstances which require
validation/verification and re validation/ re verification

of test methods.

The policy is intended to provide ISRAC assessors a
tool in assessing laboratory performance as related to

the quality of results they generate and report.

3.0 SCOPE

This policy deals with the following subjects:

3.1 Identification of methods, which require
validation.
3.2 ISRAC requirements concerning data and

records of test methods validation to present by
accredited laboratory
33 Validation of computer software used by the

lab
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4.1 ISO/IEC 17025: General Requirements for OIR IR 4.1
the Competence of Testing and Calibration
Laboratories.
4.2 ISO 15189: Medical laboratories -- ONN N 4.2
Requirements for quality and competence
4.3 ISO 17034, General requirements for the MONN IR 4.3
competence of reference material producers
4.4 Eurachem Guide: The fitness for purpose of
Analytical methods: A laboratory guide to method
validation and related topics. ONN N 4.4
4.5 Eurachem/Citac Guide: Quantifying ONNINY 4.5
Uncertainty in Analytical measurement.
4.6 VIM- International Vocabulary of basic and MONN AN 4.6
general terms in Metrology
4.7 ISO/IEC 17029: Conformity assessment — MONN N 4.7
General principles and requirements for validation and
verification bodies
4.8 ILAC G27, Guidance on measurements moININY 4.8
performed as part of an inspection process
4.9 Document number 1-661002: ISRAC Policy nY»IN :1-661002 1900 THoN 4.9

on Traceability and Uncertainty of Measurement

4.10 Procedure number 2-623001: Planning and

performing an assessment.

4.11 Procedure number 1-175472: Computerized
systems and data security in accredited organizations

and recognized and recognized test facilities.
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5.0 DEFINITIONS

5.1 All the relevant definitions can be found in
the latest edition of the Eurachem document.

5.2 Re-Validation: repeating validation for
method that already had validation.

53 On-going validation: control activities of the
method characterize that taken during ongoing testing
to approve the method control and that the validation

results are valid.

6.0 RESPONSIBILITY

6.1 It is the responsibility of all ISRAC's
technical assessors and technical experts to confirm

the validation data as sufficient to ensure competence.

7.0 METHOD
Every method should be validated.

71 Implementation of standard methods in
accredited laboratory:

For standard(ised) methods, such as those published
by, e.g. ISO or ASTM, validation by the laboratory
using the method is not necessary. However, the
laboratory needs to verify the performance of the
method as detailed in ISO/IEC 17025 Clause 7.2.2:
The laboratory shall validate non-standard methods,
laboratory-developed methods and standard methods
used outside their intended scope or otherwise

modified. The validation shall be as extensive as is
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necessary to meet the needs of the given application or

field of application.

NOTE 1 Validation can include procedures for
sampling, handling and transportation of test or

calibration items.

NOTE 2  The techniques used for method
validation can be one of, or a combination of, the

following:

a)  calibration or evaluation of bias and precision

using reference standards or reference materials;

b)  systematic assessment of the factors influencing

the result;

c) testing method robustness through variation of
controlled parameters, such as incubator temperature,

volume dispensed;

d)  comparison of results achieved with other

validated methods;
e) interlaboratory comparisons;

f) evaluation of measurement uncertainty of the
results based on an understanding of the theoretical
principles of the method and practical experience of

the performance of the sampling or test method.

In laboratory medicine a majority of measurements
and tests are performed with commercial procedures
which have already been validated by the
manufacturer, but which need to be verified by the
end-user. [ISO 15189 stresses that examination
procedures used without modification shall be subject

to independent verification by the laboratory before
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being introduced into routine use. This could also
include when an instrument is updated with new
software, or when quality control indicates that the
performance of an established method is changing

with time.

The requirement for a method to be valid is for it to be
a recognized standard or a validation report that
confirms that its performance is in line with the
requirements or the validation result that received by

the kits supplier.

A partial/reduced validation is considered as

verification.

The verification should prove that the standard method
is applicable in the laboratory in a repeatable and

traceable manner.

Verification studies may require reduced number of
repeated testing (independent replicates) compared to
validation study and without any change of the

method.

7.2 Implementation of non-standard methods in

accredited laboratory:

According to ISO/IEC 17025 and ISO 15189,
validation is required for the purpose of having
a method included in the laboratory scope of
accreditation for:

7.2.1 Non-standard and “In House” methods.

NP IR N, NYTN MINN DY 1ITYNN YN
DY NVLIVYN M DMIPY DY NIIANN MIPN
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NN NN NOPN NVIVYI NVIVYA NIIND ININN
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TMIPNN NVOWN D NN W MIYNRND TONNA
19INA NTAYNI N NYYOY WINIWD NNIRNN
SDINRNN MDPYD NNVIL NP

MPXN NTIAYN PPN NIND NPNY NWY NIVN
NMSN dNYAN MINN 90N NN ,ININ
PV DI KDY NVIYN NN DINNNNY ININI)

(IVIPN WY MOV Ow» 7.2

ISO/IEC 17025 :D)pnn M1 5y
NP>TAN MOVWY NN w7 1SO 15189
9PN YN D125 D3NN NN NINAN
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DN 2 ,7PN NPNRY NVOY 7.2.1
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7.2.2 Laboratory modification of a standard
method, when such a modification has been made the
lab should validate these changes and the impact on
the quality of the results. (For example: modification
of equipment & software, diluents and matrix,
reference materials and standards, media, control
parameters such as time & temperature, test
environment, addition or omission of steps,
modification in samples handling, changes in
calculations etc).

7.2.3 Standard methods used outside the limits of
their approved scope.

7.2.4 When something goes wrong in the method
or changing reference material, equipment etc'.

The validation/verification shall be as extensive

as is necessary to meet the needs of the given
application or field of application.
Validation/verification results can be used

for the evaluation of the uncertainty of the

test method as performed in the laboratory.

7.3 The characteristics included in method
validation

that should be validated in a quantitative

analytical method includes Precision,

Accuracy/bias, Selectivity/ Specificity,

Linearity and range, Ruggedness and

Robustness,, Limit of quantitation and Limit of
detection. For each as the sole characteristics

needed for a validation of particular cases.

7.3.1 Methods should be validated for their

intended use may be interpreted as below:

DY NYNIN NTIVNN IWUND 7.2.2
NON D1V GPND W MIPN NVIYIA
NNSIND MIN DY DNYAVN NIPNIAN
NAYNN ,TPSA DMWY HWND) .N2APNNN
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DXITNNN MDD NIND JPMINSINI
NN YW DN

IN NVIVIAINYNI YIANYN TUND 7.2.4
NYTI PYIN ,DIN MIMIN DXPHNN
YITIN PPN 19IND YNIM MIYR/NPON
.DIVYPN DIND IN DIV 1IN NPNRYY

MIYR/NPINN MIXXIND WHRNWND 1N
NVOY SY MXTNN OX NIIWN TNND
TV NPYPNHY 29D NPT

VY NPINA YYD DNaNNN 7.3
TPVIDIN NVIYA GPND MY DIINMINRNDN

, M, NMVY,PYT : DN PMND

1OIN IANY NNV, NPDVPID ,NPINID
2123 ,(NPVLDIA) NMNYPI NVIYN
D710 91N, mMNon

NN1AS W NPYTA/NTTN NOXY DD NIY
DIMAND 1PN MNXIN VINOWY DNNNI

K e PAY

WY DMMANNDD NINDNT DNY 7.3.1
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7.3.1.1

higher or lower value than the limit value, which is

A semi-quantitative method measuring

intended to demonstrate absence of a given
contaminating measure and / analyte should be
validated for LOD (Limit of Detection), accuracy and
robustness and does not require studies such as
Linearity.
7.3.1.2
which the client of the result is likely to act, should

A method used to generate results upon

specify the order of magnitude of useful values to be
used for the measurand subject to the validation
studies, i.e. the quantitative order of magnitude of the
values of interest - this knowledge, in addition to its
essence for the planning of the validation, will
determine the methods, fitness or lack of it. The
validation acceptance criteria should address relevant
values suited for the intended use.

7.4

performed prospectively (prior to introduction of the

Validation should be designed and

method for use to provide client with test results).
Prospective validation is ISRAC's preferred approach

to validation conducted by laboratories.

7.4.1 Instead of a validation study ISRAC
assessors will accept scientific data which is generated
by a laboratory during the routine conduct of statistical
quality control tests (control charts data) and other
laboratory Control Testing Program data, Proficiency
Test, ILCs and Comparisons between lab workers,.
Such data, when presented in an unambiguous and

comprehensive manner and addresses validation

parameters of interest, shall be considered as satisfying

NTTIND DPNIND Y¥N NVOYW Y 7.3.1.1
W IMYSNND GUN 12D TIVND JOP IN DY TV
NN GPNY ¥ ,0M0N DN DY MNON HOVH
PN DY NIPN .AMMYPI NMYN MMM D)1
IR NNV NN PIAND TN

MNSINT YHNWHN MPY TIYND 7.3.1.2

PHY , 0NYYD DXTYS NVYPI TNNY ,NTIYN

DN TN NMN DY 0XIIYN NNV NN PTHIND
NN DTAYRN NN ,NTOND NNONI .VHPNY>
PYT,NONR DY TYITHY NVIVN DY NN
2P DNPIVIPN .NMIPYY DMXIN NNV
9 DY UNIN WIAPY NPYTAN NV DY NONT IN
IRSIND TYPHIN VIDIYD

99199 PPN Mo 7.4
VIDVUO NPYTA NVOW DY NNDION
YT DY NATVIND NWN)N PN .NTAYNI
MTAYN NONONY NN MYIN

1N, NPPN MNP DIPNA 7.4.1
0N N2 MOIAPNNN MRIIND ON1NND
MON NP2 NYSI NTAVHN YV DY

NN NNIY YN .NPYTAN NVIWY NNIRNN
NNNYNL INIVXNIY MNINM YN

P2 MXNYN,NPNTIYNI NNNPN
M) IV MK MIPA,MIN 02T
,MOYYN MMANN 537 ONMNNN NI

N DY P9 ,ONMNNY PN DIPINY
NI, NNND . NPIN NTIAYI AWNINY
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ISRAC validation requirement provided that the
standard operating procedure (the Test Method) is
identical to the procedure which otherwise would be
required to be validated. The equipment that use for
the method was calibrated while the validation
performs and raw data has been collected for that
purpose.

7.5 Regardless of the type of validation, the
organization shall prepare a protocol and associated
approved report as detailed in section 8 of this

procedure.

7.6 With regards to number of repeated testing
(independent replicates) required for the study of
validation characteristic: Although, on a pure scientific
basis, this should be determined based on sound
statistical pre- validation data (the more, the less
uncertain the test results are), the minimum number of
repeated testing as recommended by ISRAC is 3.

7.7 The laboratory shall document and follow
their validation and verification policy. The policy
should also include a policy for re-verification. As a

minimum, re verification is required when:

7.7.1 The results of the validation do not conform

to its pre-determined acceptance criteria.

7.7.2 When post validation calibration indicates
that an instrument calibrated prior to the validation
study conduct shifted out of its calibrated state during

the validation study to such an extent that it casts

NVOYN NP XIN NI YN NOAPD HNION
,DMPN DNNN 2921 1I9IN IMNI NYXIAN
ANWI NN YT TN DD, DMWY NOY
PN NTAVHN DX WHYNY TSN YN
DN NOIX NMPN 552 95N

N TAWTANMPINYNIIN OXR P2 7.5
2P0 PONY NTAYNN DY ,UNIN

NN I NYYT WHNDY NPPNN IR PONNN
VNN NIPONM OINMN TIDY NINIIN
VO YV 8 Pyl

VINID MYIDIN NN Y991 7.6

SY DOIANND NN VAP WX PPN MDD
955 .0%10) DMVDVLDY DOYTH MNIPY
MINTNN ON MLVP TI,27 MITNN 190NV
NITNMN 90N )IPMNNIND ON2

3NN 90»NN

NN YSIAN TYND NTAYNPN DY 7.7

792 NPYTNN DRI NPV NPINN NPOTNH
PYTA MVIY NIIURND NN

NPONN XY NN 0) DIVIY ¥ NTayNn Hnna
: DINAN OMIPNI MNAY YITIN VTNN

Y9N PN NPINN NINSIN 7.7.1
N2APY ,WNIN WIAPIV DINIVMPN DY
19PN NPYTAN NVOWY DY

12V ,PUON DIDMON IUND 7.7.2
19N 3 DIRXII PNPINN MINAD NVNNYN
NN WIN YT TIN NN ANN NMOVD
PMYNPYN NMOVDM DTN IR, NPINN
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doubt regarding the validity of the data generated in
the study.
7.7.3 When changes are made in the standard
methods.
7.7.4 Upon testing site change.
7.7.5
basis, including standard methods.
7.7.6

standard.

7.7.7
laboratory’s staff, it is required to verify the

Methods, which are not used on a routine

Introducting of new lot/batch of a reference

In case of a significant change in the

parameters which are relevant to the contribution of
the human factor to the method’s validation and test
uncertainty.

7.8 In order to assure that a validated method
remains in a controlled state, the laboratory shall
control the method in an “ongoing*fashion by the
usage of appropriate statistical quality control analysis
and control chart, or conduct periodic re-validation.
7.9 On-going validation:

Those analyses undertaken more frequently should be
subject to systematic QC procedures incorporating the

use of control charts.

Internal QC refers to procedures undertaken by
laboratory staff for the continuous monitoring of
operations and measurement results in order to decide

whether results are reliable enough to be released.

SY NTNT W MINXIND DY WAV NYI1om
TN PIPINN NP

NVOYA DMV DOYNIN TUND 7.7.3
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IMN IINYD TN DY PIT MPHN NIRNIND
Mpoo

DY MYNIANN NPPTL/NTTI MOW NIy
v 029 QC 2 vindW 102 PR TR MDD
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For analyses performed frequently, but with Internal
QC, periodical trials of method validation/verification

should be performed.

For analyses performed infrequently, a full system
validation should be performed on each occasion

method is used.

7.10
7.10.1

scope of this policy. Refer to procedure number 1-

Method associated software validation.

Validation of software guidance is out of the

175472: Computerized systems and data security in
accredited organizations and recognized test facilities.
7.11

contracted out — it must be conducted on site, under

Verification/verification cannot be

the responsibility of the laboratory which intends to
run the test under routine use and by the personnel
intended to run the test method routinely. The lab
should use the same equipment, the same materials

and in the same environmental.

7.12

validation/verification study shall be documented and

The test method subject to the

approved. The method shall not be changed
throughout the validation study or after the study
without duly approved, documented change control
activity. Such changes may require revalidation.
7.13

validation/verification procedures should undergo

Personnel engaged in the

thorough training. Such training should be
documented. The laboratory shall authorize competent

personnel to perform development, modification,

MIYNR/NPON HY OONNMPN NNPON YD
NOWN

DITPYY MYXIANN NPIT/NTTH MOW NIy
VIDOW 991 NN NN TIWT TNY W MDD
noowa

Aavnn Mo pon 7.10
7.10.1
: 1-175472 9901 515 nNab v Nt D

P72 PN VNN NN DY NN

DMININI YNNI NNVINI MAYNNDHD MW
L0100 IPNN NPND DNV

NPN NPYT2 NV MVNR/NPn 7.11
DN .MWYNI PID YT DY MUY N
SV NNPINNA ,NTIYHIN NN NYNID
19IN NVIWN NN NYNINN NTIAYNN
D NN YNIND OTRD M SNNDY

DR YN DY 7PN MYR/NPINN
VIDOYW NVUY 19 10D .NTIYNI Mp>Tan
NNMINA HON) DIPIN ONIND) TPNINMNI
N0

NPYT2N NVXY NN YR Tyno v 7.12
NN MVYY PR .DMIVYNRND/DPNN NN
MPINN NN VI NYA NPYTAN TONN
TIINND ,DONRNND NN XYY, DTPINNY IN
YYITD DDV I NPIN 0NN DN OO DY
NN N

WINID DaNNWNN ,NTaYHN STy 7.13
MN2YD OIDIN, MIYR/NPINN DN

%95 ,NPYTAN MINID PN NOVTN NONN
VIV NN TYND W 5NN NTVINY

AMNINN DN NN NTIAYHN .NIVTIN
IMIVNIY IDPIN MOLOY NN MDD
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verification and validation of methods. The

authorizations shall be documented.

7.14 The desired Combined Uncertainty should
be set as part of the acceptance criteria. Precision
value of the method (considered to be the main
contribution to the measurement uncertainty (see
document number 1-661002: ISRAC Policy on
Traceability and Uncertainty of Measurement) should

never exceed the desired combined uncertainty.

8.0 DOCUMENTATION

The validation report should include individual test
results in addition to other numerical expressions as
needed. The provision of a table comparing results and
evidence for achieving the acceptance criteria, which
were set up in the protocol, is an obligatory

component of all validation/verification reports

The laboratory shall retain the following records of
validation:

a) the validation procedure used;

b) specification of the requirements;

c) determination of the performance characteristics
of the method;

d) results obtained;

e) astatement on the validity of the method, detailing
its fitness for the intended use.

f) Raw data shall be clearly documented in a manner

which will enable reconstructing the validation. It

WINID DINNND YT N Hya , MOV

MY DY ININKD DI T MDY

NTVINND IRYIN 7PNN NDIRM PPINN
ANIND NOMNN TIY

MPNRY ,NMNIN NAOMINN MXRNNOX .14
NYAPY NN NN NN D) INNN ,NNIAN ToNNa
NPT :1-661002 99010 THON NNRI) NVOYN
(DTN NMINT ORI MDPY NYNI MYIN
NNNNN) MNYN MIN2 NOAPNND NINYN

, D20 7PN XY (MNXTNHN AN 2IVN 225N
I8N NN MINTNT ORI AN DT

Hyn 8.0

55 NN 9Y9Y N Ppnn vt 8.1
MXNDNN DI NN NPHINN MXIND
NY2V PIND W .ONMN TIDYD WITIV
DY AVINND/DMANN DYIIYN P2 NIRNVN
NNNDN VAPV DXIIYN PIAD
NIUR/NPINN

:DININ PPINN MMV DY NNV NTIVHN

s NPINN YN (N

s IYAITN VI (2

; TOYWUN DY VNN MIMINND NYIP ()
S NYINY MINSIN (T

NN NV ,NVIYN MAPN DY NINKN (N
STYPIN VIV MWD
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1s advisable to include these data as the D0T PN NI IDIND YTNND DNDN) OMIM ()
validation's report appendices. The data should be OTNY NN IWIRN TWN N7131 2DIN2
available to ISRAC upon request. IR DN 21030 NN . NPOXNN DY 121 DN

NPNY DN DN . NPINN NIT DY DXNADID
.YPA Y MY DO

9.0 APPENDICES o'navy 9.0

Not applicable. DXV N




