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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 1SO 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

3.3 Validation of computer software used by the lab
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4.0 APPLICABLE DOCUMENTS

4.1 ISO/IEC 17025: General Requirements for the
Competence of Testing and Calibration Laboratories.
4.2 1SO 15189: Medical laboratories --
Requirements for quality and competence

4.3 1SO 17034, General requirements for the
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.

4.5 Eurachem/Citac Guide: Quantifying Uncertainty
in Analytical measurement.

4.6 VIM- International Vocabulary of basic and
general terms in Metrology

4.7 Document number 1-661002: ISRAC Policy on
Traceability and Uncertainty of Measurement

4.8  Procedure number: 2-623001: Planning and
performing an assessment.

4.9 Procedure numberl-175472: Computerized
systems and data security in the laboratories and test

facilities.

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.
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5.3

taken during on going testing to approve the method

control activities of the method characterize that

control and that the validation results are valid.

6.0 RESPONSIBILITY

6.1

assessors to confirm the validation data as sufficient to

It is the responsibility of all ISRAC's technical

ensure competence.

7.0 METHOD
Every method should be validated.

7.1

accredited laboratory:

Implementation of standard methods in

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 5.4.2:
... The laboratory shall confirm that it can properly
operate standard methods before introducing the tests

or calibrations.

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. 1SO 15189 stresses that examination
procedures used without modification shall be subject

to independent verification by the laboratory before

NMON HY NP2 APV - TYNNn PPN 5.3
,MVIANY NIN DY, TYNNN J9INI MOPIN NVIVN
MNXNM NPYTIN NVIY NV NTAVNNY
AP PYTY NPINN

manx 6.0

6.1
MNIND N NPPTN HY NI NTND MVIN

DY DYNINPNN DXPTIAN DI NPINNI

TAYNN DY NNPVNINPN NNONYD

now 7.0

DOPINN NPAY NN VY DO

7.1
: 11200

DYPINN NTIYNI NMIPH MLV DIW»

D G0 H7YINDNAY DN N ,NMPN MOVIYD
NTAYHN T DY PPN ,ASTM X ISO

SY ,NINY DY TNY .NION PN NVIVIA NYNNYNN
PN VNN NVLIVYN WX NN XTND NTIYNN
NTIN NTAYNN ... : 5.4.2 Pyo ISO/IEC 17025
MLV ODIN PINT DYMY NINDN NI YD
.DYDPON IN MPITAN YINA M0 NPLITIVD

MP>TIM MITTHN NN, NPNXIDT MTIYNI
925 YN DMINDN DN MYSNHNI MYNIAN
YN MYNT TN )N T DY 199N
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NPY NOY DOWNYNN NPT OIONI M WITH
99 NTAVNN T DY INNKY NPIND WIT
YN YSINNY 0) MY DN .MV DMV
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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

accredited laboratory:

Implementation of non standard methods in

The laboratory shall validate non-standard
methods, laboratory-developed methods and
standard methods used outside their intended
scope or otherwise modified

Validation, ISO/IEC 17025 and 1SO 15189, for

the purpose of having a method included in the

NP2 IR IN,NYTN NN DY 1ITYNN PYIN
DY NVXWN MNIAT DMPY HY NPANN MDN
N

NNYN NN NP NVIYI NVIYA NN ININND
NN NYYT RSN IN ,DOYD VNN PN
NYAP IN, MY INNPRNN WIND NN

A0¥PN YINMN NPINN NIRNIN

DONNP NN NN HY DIMINND/APON TONND
MUK

IPNN NVIVN D NYIINY YW NIYNRND TPONINA
19IND NTAVNI N2 YUYW VIV NNIRNN
SINNN MDPYD) NI MIAP

MNPXN NTIAYI PPN NN NN NWY NIYN
MMM dNYAN MITNN 190N NN ,NINOND
YW 5D NOYY NOIWN NN DINANNY ININ)

:DMIPN PRY MO ow» 7.2
,NPVITIVD KXY MOV NPOIN YNIN NTIYNN
NPVLITIVO MVLIVYY IN,NTIYAI INMAY MLV
1YY IN NINN G0 NINHD YW DY) N2
NINYOD NPV

ISO/IEC 17025 :D%pnn M1 5y
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laboratory scope of accreditation, is required

for:

721 Non-standard and “In House” methods.

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,

NP>72N MOYOWY NPNPIN w1 ,1SO15189 Y
942702 YMN 21990 DX NI NINAN
: T19NONN

DN 2 ,17IPN NYRY NVOWY 7.2.1
YT DY IN,NYNANN DTV ST DY DNMD
INN NTIYN

DNV NYNIN NTIYNN TYURD 7.2.2
NON DNV GPNY W PN NVIYA
NNSIND MION DY DNYAVN NPNIAN
NAYNN ,TPNI DMWY HYND) .NoAPNNN
VINIOININ,DINM MININ,THN X DXOMNN
MINT IOV NIDIN IX NVNYN ,NVIVN
(wnn 7T MY

DOUYNNYNIY MMPN MOV 7.2.3
DTN M0 IND JIPMINSINA
.NOWN YW DN

IN NV INYN YIANWN TUNRD 724
YT PWIN ,0IN YI0IN DIDONN
VITIN PPN 19IND YSIAM NIWWNR/NPN
.DIWMN DIND IN DIYMN YN NPNYY

IIYN/PNPINN MNNINT WHNYND 1N
NVOVY SY MXTNN OX NIWN TNXD
TAYNI NHYPNIY 9D NPT

VY PPN DINYIN BNMONNN 7.3
MOLIDIN NVIVIA GPNY YNNIV DIIINNDN
,MPTN,NMVY,PYT 0N PO

1OIN PINY NNV, NPDVPID ,NPINID
212) .(NPVLDI) NMNYPI NVIYN
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Linearity and range, Ruggedness/Robustness.
and on a case by case basis, Limit of
guantitation and/or Limit of detection, 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:
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 Validation should be designed and performed
prospectively (prior to introduction of the method for
use to provide client with test results). Prospective
validation is ISRAC's preferred approach to validation

conducted by laboratories.

74.1

assessors will accept scientific data which is generated

Instead of a validation study ISRAC

22210 912 /NoN

NI ¥ NPYTA/NTTN NVOW D MY
DMANN IR NINNIN VIDOYD DRNNA
apno v

7.3.1
: VYA VIOV DNNNA GPND

7.3.11
Y TMYNNIND TN ,912) TIVND OP IN T

WO DMMINNDD NINDNT 1ONY

DNTTMN DOXMNID O33N NVIY 1Y

NN GPNY ¥ ,0M0N DNTN DY MNDN DOVH
PN 1T NIPNA .ANINYPY NMVN 92N D12

i f
SINDDN NNLN NN PIAND TN

MNXXIN WHNYNI MPY TUND 7.3.1.2

PHY ,DNYID DXTY NVIPI TNND ,NTIVN

DN TTHN DY DIIIWN NNV NN PTHND

NN NTIYNRN NN ,MNTONN NNDNL .WHNY?
PYT,NON DY TITHD NVIVN DY NN
2P DNIPIVIPN .MPOYY DMXIN NNV
79 DY URIN WIAP> NPYTIN NVOY DY NONTIN
INNIND TYPHRN YIDIVN

SV NNDION MNAY 1D NP NN MY 7.4
NV O .NTIYNI VIV NPT DOV
NINONY NN MYIN YT DY NATIND

MTIYN

7.4.1
DN NI MYAPNNT MRXIND ONMNND

Y, PPN MNP DIPNI
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by a laboratory during the routine conduct of statistical
quality control tests (control charts data) and other
laboratory Control Testing Program data, Proficiency
Test, ILC's 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
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
perform and row 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.

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:

MON NIPA NYNIA NTAYHN DY DY

NN NN YN .NPPTIN NVIVYI NNIRNN
NNNVYN 1II0XIY MIRNINM YN
P2 MRNYD,NPNTIVNII NI
M . TIYI MNP, MNN ,D>T2IY
,MOYYN MMANN I37 ONMNNN VD

N DY PP’ ONMNNY TIN DMMONRY
MNIN,NNND . NPPIN NTIAYD AWNIND
NVYYN NP NI NI YT NYIAPY YNIDN
,D0MP1N HNNN 2951 1PN ININI NYNIIAN
ANWI NNHN I TN DI, 070w RO
PN NTAYNRN DX YNRYNY TSN YTNN
DN NN NMPN 951 50N

OV ,UNIMIN T TA NN YNIAN OXRPA 7.5
NPENN DX PINN ,2IPIVIND PIND NTIAVHN
DNNIN TIDY NMINKIN NI 1A YT WIND
PO

DN YVINID MYITIN MNNN 1901 7.6
NIMIPY DY DOIANND NN WP R NPIN
990NV D35 0123 DOVDILVLDI DMYTN
DN MINTNN ON MLVP TI,27 MNNN

.3 NN HODNIPHN MINNN 190N JIPININNIND

NVYTH NN YNIN TYND TN DY 7.7
NIIURN NN 7AD NPPTHRN DRI NOY NP NN
NPT MOV

TNPINN XYN NN 0) 71925 ¥ nTaynn dmna

: DYNIN DIPNI MNBY YITIN WTINN
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7.7.1

to its pre determined acceptance criteria.

The results of the validation do not conform

7.7.2

that an instrument calibrated prior to the validation

When post validation calibration indicates

study conduct shifted out of its calibrated state during
the validation study to such an extent that it casts

doubt regarding the validity of the data generated in

the study.

7.7.3 When changes are made in the standard
methods.

1.7.4 Upon testing site change.

1.7.5 Methods, which are not used on a routine
basis, including standard methods.

7.7.6 Introducting of new lot/batch of a reference
standard.

1.7.7 In case of a significant change in the

laboratory’s staff, it is required to verify the
parameters which are relevant to the contribution of
the human factor to the method’s validation and test

uncertainty.

7.8

remains in a controlled state, the laboratory shall

In order to assure that a validated method

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.

95012 PN NMPONN MNSIN 7.7.1
N92PY ,UNIN IWYIAPIY DNIPIVIPN OY
NPYTaN NV DY

12V ,PWON DYDON TUND 1.7.2
9N Y DIXRXIN PNPINN VINAD NUHNYN
NN VN XTI TIN NTHNN ANND NMVD
TOPMYHYN MOOVOM DTN NN, NPINN
SY NTNY ¥, MNXXIND DY WaVUnD NYom
TN NPINN NNPON

NVIYIA DMPY DOYNIN TYUND 71.7.3
IPYTIn

NN DMHWYNI DIPIYN TUNRD 1.7.4
(WTN MINd 92yN) NPYTIN YINI DIPIN
MYNIAN PRY NPT MOV 1.7.5
NPIPN I DX DY YNV 19INA

IN YTN DIN IDIN2 WINOY 1.7.6

DN N DY NYTN MINN

7.7.7
D»VINFIN DXIVNIDN NN NIND W NTAYNI

DYT2IYN NN MNN NPY VY DD
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Y NPT VI MINTIN

NVOYI NVYWY NTAYNN XD MVIANY TN DY 7.8
VAP TIT WHNWND NTAYNN N2»N ,NPYTIN

192) NMDRN NP2 HY DPVLDYVLD OXNINAIA
SV DPNNPN NNPON TIYY IN (NP 2DOWIN
,OWUN NN

TR NN 7.9

DOXTIYD MYNIND NPYTA/NTTH MOIYS
NMNTI VIR VINOY NTAYNN DWHN MNON
IR wIN1 vy in QC
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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.

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 Method associated software validation.
7.10.1

scope of this policy. Refer to procedure number 1-

Validation of software guidance is out of the

175472: Computerized systems and data security in
the laboratories and test facilities.

7.11 Verification/verification cannot be contracted
out — it must be conducted on site, under 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 The test method subject to the
validation/verification study shall be documented and
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.

M1y DYOPNN OYIHNNDY MNDN M9 QC -2
MINSIN DY TYNHNN NVNY NTIVHN NN
DNN NVYNN DAPY NIVNA NPYT/NTTN

IMNX INYD 1IN DY PYT MPNN NININD
MpHH

DITPYY MYNIANN NPIT/NTTH MOOW NIy
TVVO WA P09 QC 2 vindw N2 TR M9DN
NOOWN MYN/NPIN SY DONNPN NP

DYNYY MYNIAND NPYT/NTTH MOOYW N2Y
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7.13 Personnel engaged in the validation/verification
procedures should undergo a thorough training. Such

training should 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) should never exceed the
desired combined uncertainty (see document number
1-661002: ISRAC Policy on Traceability and
Uncertainty of Measurement).

7.15 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.

8.0 DOCUMENTATION

N/A

9.0 APPENDICES

N/A
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