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Foreword

ISO (the International Organization for Standardization) is a worldwide federation of national standards
bodies (ISO member bodies). The work of preparing International Standards is normally carried out
through ISO technical committees. Each member body interested in a subject for which a technical
committee has been established has the right to be represented on that committee. International
organizations, governmental and non-governmental, in liaison with ISO, also take part in the work.
ISO collaborates closely with the International Electrotechnical Commission (IEC) on all matters of
electrotechnical standardization.
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Introduction

07:2021(E)

Molecular in vitro diagnostics has enabled a significant progress in medicine. Further progress is
expected by new technologies analysing profiles of nucleic acids, proteins, and metabolites in human
tissues and body fluids. However, the profiles of these molecules can change drastically during
specimen collection, transport, storage and processing thus making the outcome from diagnostics or
research unreliable or even impossible because the subsequent analytical assay will not determine the
situation in the patient but an artificial profile generated during the pre-examination process.

Genetic examination of DNA is commonly used in clinical practice. This includes, for example,

position testing, pharmacogenomics and analvsis of genetic disorders with the per

predi
in prg

Saliva

human DNA. Saliva naturally contains microorganisms and extraneous substarnces (e.g.

which
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invas
dedic
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when

DNA
speci

also dccelerate the DNA degradation. This can impaetthe sensitivity and reliability of DNA

Stand
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In thi

shall” indicates a requirénent;

$hould” indicates areeommendation;

cision medicine. This is a fast-growing field in molecular diagnostics.

is increasingly used as a non-invasive alternative specimen to blood for the ex

make the composition of saliva more complex and unique among patients/donoj
ires are therefore needed for informing and preparing patients/doneors for the c
bck compliance with the instructions, in order to reduce the specimen variability. [
ve specimen collection, saliva collection does not require trained ahd educated pro
hted facilities. By good instruction and verified collection device safety claims, saliy
e self-collected at home; however, home collection also contributes to high variability
y. Similarly, medical laboratories/in vitro manufacturersieed to be aware of specimyg
performing design verification and validation.

in saliva can fragment or degrade after collection.'In addition, bacteria present
men can continue to grow, thus diluting the humian DNA. DNases secreted by these

ardization of the entire process from spee¢imen collection to the DNA examination
hize pre-examination impacts such as DNA degradation and fragmentation after sali

men/samples and isolated DNA therefrom for human DNA examination.

5 document, the following vetbal forms are used:
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an” indicates'a possibility or a capability.
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document describes special measures which need to be taken to obtain good quality saliva
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Molecular in vitro diagnostic examinations —
Specifications for pre-examination processes for saliva —
Isolated human DNA
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ilocument specifies requirements and recommendations on the handling, storage, pr

entation of saliva specimens intended for human DNA examination during the pre-
before a molecular examination is performed.

document is applicable to molecular in vitro diagnostic examinatigh)includin
bped tests performed by medical laboratories. It can also be used by laboratory d
diagnostics developers and manufacturers, biobanks, institutions ahid commercial @
Fming biomedical research, and regulatory authorities.

ated measures that need to be taken for saliva collected on-absorbing material
s are not described in this document. Neither are measures\for preserving and hand
cell-free DNA, pathogens, and other bacterial or whole micfobiome DNA in saliva de

International, national or regional regulations or*tequirements can also apply to 3
d in this document.

ormative references

bllowing documents are referred to inthe text in such a way that some or all of
tutes requirements of this document. For dated references, only the edition cited
ed references, the latest edition©f the referenced document (including any amendmg

h189, Medical laboratories — Requirements for quality and competence

190, Medical laboratoriesy— Requirements for safety

erms and definitions
e purposes.of this document, the terms and definitions given in ISO 15189 and the fol

nd [ECmaintain terminological databases for use in standardization at the following
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their content
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ents) applies.
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addresses:

3.1

[EC Electropedia: available at http://www.electropedia.org/

ambient temperature
unregulated temperature of the surrounding air

[SOURCE: ISO 20184-1:2018, 3.2]

3.2

analyte
component represented in the name of a measurable quantity

[SOURCE: ISO 17511:2003, 3.2, modified — The examples were not taken over.]
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3.3

examination performance

analytical test performance

analytical performance

accuracy, precision, and sensitivity of a test to measure the analyte (3.2) of interest

Note 1 to entry: Other test performance characteristics such as robustness, repeatability can apply as well.

[SOURCE: ISO 20184-1:2018, 3.4]

3.4

DNA stabilizer

compound,

(3.6)

[SOURCE: IS
“DNA”.]

3.5

closed system

non-modifial

hardware, sdftware, procedures and reagents)

[SOURCE: IS

3.6
DNA
deoxyribon

polymer of d

form
[SOURCE: IS
3.7

examination

analytical te
set of operat

Note 1 to entn

20186-2:2019, 3.6]

icleic acid

22174:2005, 3.1.2]

1
ons having the object of determining the value or characteristics of a property

chemical manjpulation for quantitative or qualitative examination.

[SOURCE: IS
notes.]

3.8

examination provider

analytical te

Stprovider

olution or mixture that is designed to minimize degradation and fragmentation, o

20186-2:2019, 3.5, modified — The term “genomic DNA in blood” has been\replaced

ble system provided by the vendor including all necessary compéneénts for the analys

eoxyribonucleotides occurring in a double-sttanded (dsDNA) or single-stranded (s

y: Processes that starf with the isolated measurand and include all kinds of parameter test

D 15189:2012,°3)7, modified — The term and definition is used here without the or

f DNA

| with

is (i.e.

DNA)

ing or

iginal

entity that p
3.9

ovides the specificamatyticat test

interfering substance
endogenous or exogenous substance (e.g. stabilization solution) that can be present in specimens and
that can alter an examination result

[SOURCE: ISO 20184-1:2018, 3.12]

3.10

microorganism

entity of mic

roscopic size, encompassing bacteria, fungi and protozoa

[SOURCE: ISO 11139:2018, 3.176, modified — The term “viruses” was deleted from the definition.]
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3.11

pre-examination process

pre-analytical phase

pre-analytical workflow

process that starts, in chronological order, from the clinician’s request and include the examination
request, preparation and identification of the patient, collection of the primary sample(s) (3.12),
transportation to and within the analytical laboratory, isolation of analytes (3.2), and ends when the
analytical examination begins

Note 1 to entry: The pre-examination phase includes preparative processes that influence the outcome of the
intended examination.

[SOURCE: ISO 15189:2012, 3.15, modified — An additional term "pre-analytical workflow" was added,
and npore detail was included.]

3.12
primary sample
specifnen

discr¢te portion of a body fluid, breath, hair or tissue taken for examination) study or analysis of one or
more|quantities or properties assumed to apply for the whole

[SOURCE: ISO 15189:2012, 3.16, modified — The term and definitionis used here without the original
notesy]

3.13
profiriency testing
evaluption of participant performance against pre-established criteria by means of interlaboratory
compprisons

[SOURCE: ISO/IEC 17043:2010, 3.7, modified — Term and definition are used here without the original
notes}]

3.14
room temperature
tempégrature in the range of 18 °C to 25 °C, for the purpose of this document

Note 1 to entry: Local or national regulations can have different definitions.
[SOURCE: ISO 20186-2:2019,3.22]

3.15
saliva
wholg saliva
bio-flhid of the mouth composed mainly of secretion originating from the three major salivary glands
(parotids, submandibular and sublingual glands) and from salivary glands present in the qral cavity

3.16
saliva collection device
tube or other container in which the saliva (3.15) specimen (3.12) is collected

3.17
sample
one or more parts taken from a primary sample (3.12)

[SOURCE: ISO 15189:2012, 3.24, modified — The examples were not taken over.]

3.18

stability

ability of a specimen (3.12) /sample (3.17) material, when stored under specified conditions, to maintain
a defined property value within specified limits for a specified period of time

Note 1 to entry: The measurand constituent for the purpose of this document is isolated DNA (3.6).

©1S0 2021 - All rights reserved 3
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[SOURCE: ISO Guide 30:2015, 2.1.15, modified — Note 1 was not taken over. The following words
were replaced: “characteristic” by “ability”; “reference material” by “sample material”; “specified” by
“defined”.]

3.19

storage

prolonged interruption of the pre-analytical workflow (3.11) of a specimen (3.12) or sample (3.17) or
analyte (3.2) respectively, or of their derivatives, under appropriate conditions in order to preserve
their properties

Note 1 to entry: Long-term storage typically occurs in laboratory archives or in biobanks.

[SOURCE: ISD 20184-1:2018, 3.22, modified — Example in the definition was deleted and "specjmen”
was added.]

3.20

validation
confirmatior], through the provision of objective evidence, that the requirements for{aspecific intended
use or applicption have been fulfilled

Note 1 to entrfy: The word “validated” is used to designate the corresponding status:
[SOURCE: IS 9000:2015, 3.8.13, modified — Note 1 and 3 were not taken‘over.]

3.21
verification
confirmatior], through provision of objective evidence, that specified requirements have been fulfjilled

Note 1 to entrfy: The word “verified” is used to designate the corresponding status.

Note 2 to entrfy: Confirmation can comprise activities such as:

— performihg alternative calculations;

— comparirlg a new design specification with & similar proven design specification;

— undertakfing tests and demonstrations;and

— reviewing documents prior to issué.

[SOURCE: ISQ 9000:2015, 3.8.12;am0dified — Note 1 and Note 2 were not taken over.]

3.22
workflow
structured sg¢ries of activities necessary to complete a task

[SOURCE: ISQ 20184+1:2018, 3.26, modified — The word “structured” was added]

4 General considerations

For general statements on medical laboratory quality management systems and in particular on
primary sample collection, reception and handling (including avoidance of cross contaminations) see
ISO 15189 or ISO/IEC 17020. The requirements on laboratory equipment, reagents, and consumables
according to ISO 15189 shall be followed; ISO 15189 and ISO/IEC 17020 can also apply. For general
considerations on specimen collection, transport, receipt, handling, and storage, see ISO/TS 20658. For
biobanking, ISO 20387 can also apply.

All steps of a diagnostic workflow can influence the final examination result. Thus, the entire workflow,
including specimen/sample storage and transport conditions, and their impact on the stability of
biomolecules intended to be examined shall be specified, verified and validated for its intended use.
This includes the development of in vitro diagnostic (IVD) medical devices. The stability of the human
DNA should be investigated throughout the complete pre-examination process development. The

4 © IS0 2021 - All rights reserved
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verification of performance claims as well as the validation of the intended examination shall take into
account the variability of the saliva specimen's quality.

During the design and development of a saliva DNA based examination, a risk assessment shall be
performed (see also ISO 14971). Mitigation measures for eliminating or reducing identified risks shall
be established where required for ensuring the performance of the examination. This shall include the
pre-examination workflow steps.

Before or during the design of an examination, it should be investigated and ensured that the human
DNA quality parameters such as minimum DNA amount, size and purity required for the examination
is/are not compromised in a manner impacting the examination performance.

Safety requirements on specimen collection, transport and handling shall be in accdrdance with
relevgnt ISO standards such as ISO 15189 and ISO 15190.

Durirlg the whole pre-examination process, precautions shall be taken to avoid|tross cgntamination
betwg¢en different specimens/samples, for example by using single-use materiab whenever feasible or
apprdpriate cleaning procedures between processing of different specimens/samples.

For dll pre-examination steps, the examination manufacturer's instructions shall be| followed, if
provifled.

Wherg, for justified reasons (e.g. unmet patient needs), a commercial product is not used ih accordance
with the manufacturer's instructions, responsibility for its verification, validation, use and performance
lies with the laboratory.

The mpanufacturer's material safety data sheet should b&,considered before first use of any potentially
hazardous material (e.g. chemicals in stabilizers).

5 Activities outside the laboratory
5.1 |Specimen collection

5.1.1| Information about the specimen donor/patient

The documentation shall include the identity of the specimen donor/patient, which can bg in the form
of a cpde.

The dfcumentation sheuld include, but is not limited to:

a) the relevant“health status of the primary sample donor/patient [e.g. healthy, disease type,

bncomitant'disease, demographics (e.g. age and sex)];

(@)

b) the information about medical treatment and special treatment prior to saliva cqllection (e.g.
haesthetics, medications);

jo5)

c) thetype and the purpose of the examination requested;

d) the appropriate consent from the specimen donor/patient. See also ISO 15189.

5.1.2 Selection of the saliva collection device by the laboratory

The Saliva DNA examination manufacturer instructions should contain specifications on the saliva
collection device(s) to be used. Where the examination manufacturer specifies usage of dedicated
saliva collection device(s), these shall be used.

Where the examination manufacturer does not provide such specifications (e.g. due to former less
stringent legal frameworks), the saliva collection device(s) shall be specified, verified, validated and
documented by the laboratory.

© IS0 2021 - All rights reserved 5
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The quality and quantity of human DNA can be influenced by inadequate saliva collection procedures,
inappropriate storage/shipping conditions as well as DNA isolation procedureslel.[Z],

In order to prevent bacterial growth, human DNA degradation and fragmentation for a standardized
collection, saliva specimens should be collected in specifically developed saliva collection devices
containing appropriate stabilizers.

Alternatively, saliva can be collected in devices without stabilizers, such as cryo-vials or polypropylene
tubes, if other appropriate preservation methods according to 5.1.4.3 are going to be used. The use of
such tubes is not recommended for self-collection outside the laboratory.

5.1.3 Salivys

5.1.3.1 Geperal
A protocol for the saliva specimen collection shall be in place.

For saliva collection a written and visual instruction, for example from the manufaeturer, the laborfatory
or physician,shall be supplied to the donor/patient.

The saliva DNA examination manufacturer instructions should contain specifications and instru¢tions
on the salivalspecimen collection procedure.

Where the gxamination manufacturer does not provide such specifications (e.g. due to former less
stringent legpl frameworks), the saliva collection procedure shallcbgspecified, verified and documlented
by the labordtory.

The instruct]on for specimen collection shall include:

a) all the fequirements necessary for the collection,"identification, storage and transport fo the
laboratofy facility;

b) recommegndations to follow before the colleetion, in particular related to nutrition, oral hygiene,
such as flasting before specimen collectionl®];

c¢) recommegndation for collection 403only submit saliva and avoid mucous from coughing/
expectoration or nasal secretions (sheezing).

For self-collgction, the donor/patient shall be provided with an appropriate saliva collection device,
identity tags|[e.g. label, Radio-Frequency Identification (RFID)], and in general anything needed fpr the
specimen collection, storagé and transport.

The donor/patient shall’also be provided with an option to confirm conformance with the supplied
instruction fpr the saliva specimen collection, e.g. electronic, paper based.

The identity jof the'person collecting the specimen, which can be in the form of a code, and the tinle and
date of salivg collection according to ISO 15189 shall be documented.

For the labelling (sample/specimen identification) of the saliva collection tube a routine procedure
[SO 15189 or a procedure with additional information (e.g. 2D-barcode) shall be used.

Saliva collection devices shall be used in accordance with the supplied instructions, in particular:

1) to collect the required saliva volume;

2) tomixthe saliva with the stabilizers immediately after saliva collection, e.g. by shaking or inverting.
NOTE Unless additives in the saliva collection device are homogenously mixed with the specimen, the saliva
DNA quality and quantity can be compromised, which can impact the validity and reliability of the examination

results.

Any tampering with and/or additions to the specimen shall be documented.

6 © IS0 2021 - All rights reserved
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The donor/patient or the person collecting the saliva specimen from the donor/patient shall confirm
conformance with the supplied instruction for the saliva specimen collection.

5.1.3.2 Using saliva collection devices with DNA stabilizers

The examination manufacturer should provide specified and verified instructions for saliva collection
(e.g. specific collection device, specimen mixing with stabilizer, etc.) which shall be followed.

Where the examination manufacturer does not provide such specifications (e.g. due to former less
stringent legal frameworks), the procedure shall be specified, verified and documented by the
laboratory. Instructions shall be written accordingly for the user and shall be followed. The saliva
colle ve as a basis/
framg instructions
for pr stance for at
least

t;Ull dCV ;LC Auauufa\,tul CI aycuif;\,at;uua Ull DtUl ClsC aud tl ClllDlJUl t LUlld;t;UllD Cdll OC1
work for the laboratory's own examination specific verification. These should include
eparation of the donor/patient, such as not to eat, drink, smoke, kiss or chew afny,sul
B0 min before the saliva specimen collection.

NOTE Collection devices with stabilizers usually allow longer transport and 'storage durafions prior to
testing.
5.1.3]3 Using saliva collection devices without DNA stabilizers

Wher
they §

e the examination manufacturer allows usage of saliva DNA-collection devices withouyt stabilizers,
hall provide specified and verified instructions for the saliva collection which shall he followed.

Wher
string
labor

e the examination manufacturer does not providetsiich specifications (e.g. due ta
ent legal frameworks), the procedure shall bezspecified, verified and documg
htory. Instructions shall be written accordingly«for the user and shall be followed.

former less
nted by the
[hese should

includ kiss or chew

any s

le instructions for preparation of the donor/patient, such as not to eat, drink, smoke,
ibstance for at least 30 min before the salivaspecimen collection.

5.1.4| Information on the specimen and storage requirements at saliva collection fagility/site

5.1.4]1 General

th individual
devices with
and quantity

pbecimens intended for extended storage in a biobank, it is usually not known whi
DNA examinations will be performed after the extended storage. Therefore, either
tabilizers should be wsed or, if using devices without DNA stabilizers, a DNA quality
sment should be performed according to 6.4.

For s
salivg
DNA s
asses

If self
for ex

collection is performed, a written and visual instruction for saliva specimen intermedliate storage,
ample froms;the manufacturer, laboratory or physician, shall be supplied to the donotj/patient.

The donor/patient or the person collecting the saliva specimen from the donor/patient ghall confirm

conformance with the supplied storage instructions.

torage.

5.1.4.2 Using saliva collection devices with DNA stabilizers

The examination manufacturer should provide specified and verified instructions for the storage and
transport of the collected saliva specimen (e.g. duration, temperature) which shall be followed.

Where the examination manufacturer does not provide such specifications (e.g. due to former less
stringent legal frameworks), the procedure shall be specified, verified and documented by the
laboratory. Instructions shall be written accordingly for the user and shall be followed. The saliva
collection device manufacturer specifications on storage and transport conditions can serve as a basis/
framework for the laboratory's own examination specific verification.

© IS0 2021 - All rights reserved
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5.1.4.3 Using saliva collection devices without DNA stabilizers

Where the examination manufacturer allows usage of saliva collection devices without stabilizers, they
shall provide specified and verified instructions for the storage and transport of the collected saliva
specimen (e.g. duration, temperature) which shall be followed.

Where the examination manufacturer does not provide such specifications (e.g. due to former less
stringent legal frameworks), the procedure shall be specified, verified and documented by the
laboratory. Instructions shall be written accordingly for the user and shall be followed. This can require
to immediately freeze and store until use at < -20 °C for up to 3 months and at < -80 °C for longer
storage duration[1%. The maximum storage duration shall be verified and generally kept to a minimum.

The use of cdllection devices without DNA stabilizers is not recommended for self-collection outsi

laboratory. T|
5.2 Trans

5.2.1 Geng

The examing
collected sal

Where the ¢
stringent le
laboratory. I

The require
Temperature
logger). Ifre

See also ISO

The transpoj
third-party K

he storage conditions (i.e. storage duration and temperature) shall be documented.
port requirements

pral

tion manufacturer shall provide specified and verified instruétions for transport
va specimen (e.g. duration, temperature) which shall be followed.

xamination manufacturer does not provide such specifications (e.g. due to forme
bal frameworks), the procedure shall be specified,\verified and documented b
r1structions shall be written accordingly for the user’and shall be followed.

d transport conditions shall be documentéd including any deviations thersg
monitoring and recording should be applied in a suitable manner (e.g. temper
ording is not possible, the ambient temperature should be estimated and documentg

15189.

t duration to the laboratory contributes to the total duration for storage. This also ing
andling before transporting it:tothe laboratory.

5.2.2 Usinjg saliva collection deviees'with DNA stabilizers

Where using
on transpor
provider's i
duration and

saliva collection devices with DNA stabilizers, the device manufacturer's instru
conditions shall“be followed (i.e. duration and temperature). Where the exami
structions are™“more stringent, these shall be followed. The transport condition
temperature}shall be documented.

5.2.3 Usi

Where using
on transpor

o saliva-collection devices without DNA stabilizers

e the

bf the

r less
y the

from.
ature
d.

ludes

rtions
1ation
s (i.e.

sallva collectlon deV1ces Wlthout DNA stablllzers the exammatlon prov1der s instrugti

shall be documented

Where using saliva collection devices without DNA stabilizers and no examination provider's
instructions are available, the specimen should be transported at < -20 °C within the specifications
givenin 5.1.4.3 in order to minimize the degradation and fragmentation of the saliva DNA. The transport
conditions (i.e. duration and temperature) shall be documented.
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6 Activities inside the laboratory

6.1 Specimen reception

The identity of the person receiving the specimen/sample(s) shall be documented. This can, for example,
be done in form of the name or a code.

The saliva specimen reception date, time and collection device type shall be documented. The collection
compliance confirmation of the donor/patient or person having collected the saliva specimen from the
donor/patient shall be checked.

specifications,
compliance

ing/broken, discoloured devices, not appropriate collection device type or collegtion
confifmation, etc. shall be documented.

volume that
bd.

Wher
could

e there are non-conformities in labelling, transport and storage conditions, or salivg
affect the validity and reliability of the examination, a new specimen shalbbe obtain

6.2 |Storage requirements

The 4
colled

Whern
string
labor

The s
DNA
speci

The s
facilit
inab

xamination manufacturer shall provide specified and verified instructions for st
ted saliva specimen (e.g. duration, temperature) and these shall be followed.

e the examination manufacturer does not provide sueh specifications (e.g. due tq
ent legal frameworks), the procedure shall be specified, verified and documg
htory. Instructions shall be written accordingly for'‘the user and followed.

torage temperature and time interval between specimen reception and sample p
solation shall be documented. Storage temperature and total storage duration sha
ications identified in 5.1.4 and 5.2.

hliva specimen total storage duration'shall include the duration for storage at the sal
y (see 5.1.4), for transportation to the laboratory (see 5.2) and for further storage at th
obank or other institutions. The specified maximum storage duration shall not be ex

orage of the

former less
nted by the

focessing for
I not exceed

va collection
e laboratory,
ceeded.

6.3 |Isolation of the saliva DNA

6.3.1| General

The § tions for the

isolat

aliva DNA examiination manufacturer shall provide specified and verified instruc
jon of DNA%and these shall be followed.

jould not be
stem is used,

To ay
perfo
whicH

oid a_€ross contamination with amplified material, the isolation of the DNA sk
rmed in the same area as the amplification and post-amplification, unless a closed sy
isdesigned to avoid cross contamination.

Where automated DNA isolation procedures are developed, measures shall be in place to avoid cross
contamination between specimens/samples.

The DNA isolation procedure chosen shall fulfil the requirements and specifications of the intended
molecular examination (e.g. DNA quality and quantity, DNA concentration, DNA length).

Because of the presence of microorganisms, viruses and food residues in saliva specimens, the isolated
human DNA is usually contaminated with microbial DNA and low amounts of DNA originated from food.
As the microorganism and virus content in saliva specimens can have a high variability among donors/
patients, also the degree of microbial DNA contamination can vary accordingly. This fact can impact the
human DNA quantification. The total DNA yield (with no distinction between human and non-human
DNA) per ml of saliva collected in specific collection tubes with a stabilizer were reported by some
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studies to vary from 0,1 pg to 26 pglldl, Specimens collected in specific collection tubes containing a
stabilizer have a median microbial content lower than those from mouthwash and buccal swab[19],

The reagents and consumables coming in contact with the DNA should be DNase-free. The DNA isolation
performance should be tested in a DNA proficiency testing program.

6.3.2 Using a commercial kit

Where the specifications of the examination manufacturer require the use of dedicated commercially
available kits for DNA isolation, then these shall be used in accordance with the instructions of the
examination manufacturer.

Where therefare no examination manufacturer's instructions provided (e.g. due to former less strilngent
legal frameworks), but the saliva collection device manufacturer has specified a kit for DNAisolation,
these can seffve as a basis/framework for the laboratory's examination specific verification.

Where no dedicated kits for DNA isolation are specified, the laboratory shall select and use an
appropriate PNA isolation kit approved for diagnostic use, specifying saliva as a specimen/samplg type,
where availaple. The laboratory shall verify the use of this kit for the intended examination.

6.3.3 Using the laboratory’s own protocol

Where no cqmmercially available DNA isolation kit intended for diagnostic use can be succegsfully
verified with the intended examination, the laboratory shall develop.its own procedure by either:

— modifying an existing DNA isolation kit for diagnostic use,specifying saliva as a specimen/sample
type;

— using a Jommercially available DNA isolation kit for.tésearch use only; or
— developing its own procedure.

The procedufe chosen from the list above shall-be-verified and validated with the intended examinfation.
Instructions|for use shall be written accordingly and followed.

NOTE1 DNA obtained by different DNA-isolation procedures can be of different length. In addition, the DNA
quantity and quality (e.g. purity) can vary:

NOTE 2  Pr¢treatment of viscous-specimens/samples such as centrifugation, enzyme or chemical pretredtment
for liquificatign can help homogenize the sample and enhance the nucleic acid extraction efficiency.

NOTE3  Deficated measupes/and technologies can be needed in order to avoid carrying over DNA stabilization
molecules to the isolated DNA. Stabilization molecules carry over can lead to interferences with the examination.

6.4 Quantity and quality assessment of isolated DNA

The DNA quantity and quality should be checked according to the examination provider’s instru¢tions
or where provider’s instructions are not available, by generally accepted physical, chemical and
biochemical procedures prior to performing the examination. These may include one or more of the
following, depending on the specific examination:

a) quantification of total amount of nucleic acid by absorbance measurements (A,q,) or
spectrofluorometry.

NOTE Saliva specimens can be rich in microorganisms, viruses and food residues that contribute to
nucleic acid amount. These non-discriminative measurements will reflect the total amount of nucleic acids.
Human DNA quantification can only be performed with a specific method as described under d).

b) test for purity by absorbance measurements (e.g. wavelength scan, A,¢,/A,g, ratio)

c) test for DNA integrity (by e.g. electrophoresis, capillary electrophoresis, chromatography,
molecular methods such as the differential length amplicon ratio;
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