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No. 7 The Application of the Principles of Good Laboratory Practice to Short-Term Studies (1999)
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Background

The OECD Principles of GLP are general and not specific to any particular type of test or
testing discipline.  The initial experience in OECD Member countries in compliance
Although subject to the OECD

Principles of GLP, short-term studies present special concerns to management and compliance

monitoring has been primarily in long-term toxicity studies.

monitoring authorities based upon the existence of particular procedures and techniques.

The Revised Principles of GLP define a short-term study as “a study of short duration with
widely used, routine techniques” [1.2.3.2]. Short-term biological studies include acute toxicity

studies, some mutagenicity studies, and acute ecotoxicological studies.

Physical-chemical studies are those studies, tests or measurements which are of a short
duration (typically not more than one working week), employ widely-used techniques (e.g.
OECD Test Guidelines) and vyield easily repeatable results, often expressed by simple

numerical values or verbal expressions.

Typical physical-chemical studies include but are not limited to chemical characterisation

studies, melting point, vapour pressure, partition coefficient, explosive properties and other
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their application to short-term studies. Paragraphs of the Revised OECD Principles which

do not require interpretation are not repeated here. Notes are given for further guidance and

interpretation.
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1.1, TEST FACILITY ORGANISATION AND PERSONNEL

I1.L1.2.  Test Facility Management's Responsibilities

11.1.2.9) (Test facility management should) ensure that for each study an individual with the
appropriate qualifications, training, and experience is designated by the management

as the Study Director before the study is initiated....

[NOTE]:
study will be properly planned, conducted and reported. The appropriate Study

The designation of the Study Director is a key decision in assuring that the

Director qualifications may be based more on experience than on advanced education.

m.1. S ER M ER DORER LT B

.12 ABesaEsEHEOES
I.1.2.9) #BR2N M S D R, W22 E# . I, BB R >l A 20 i B 4

ISR B A LU TEMESN WD L% (GRBR i o 8 = 45 B 1) e
EITT D,

[ BR B 04 13, BB A E G S, Ei S RiEsns2e%
PRAET DD DO HE B/ EFIH Th D, Uil HE L E OB, & 725
FEE L 0E IR 1T ST B2 B,

11.2. QUALITY ASSURANCE PROGRAMME

11.2.1.
11.2.1.1. The test facility should have a documented Quality Assurance Programme to

General

assure that studies
performed are in compliance with these Principles of Good Laboratory Practice.
[NOTE 1]:
be interpreted with reference to the OECD Principles of GLP and the OECD Consensus

All references to "'quality assurance programme™ in this document should
Document on Quality Assurance and GLP*. In respect of physical-chemical studies it is
recognised that other published standards (e.g. 1SO 9000 series) use the term "quality

assurance' in a different way.
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[NOTE 2]:

description of the use made of

The documentation of the quality assurance programme should include a
“facility-based™ or

inspections as defined in the OECD Consensus Document No. 4 **Quality Assurance and

"'study-based"’, ""process-based™

GLP™". These definitions are reproduced below:
"'Study-based inspections: These are scheduled according to the chronology of
a given study, usually by first identifying the critical phases of the study.
Facility-based inspections: These are not based upon specific studies, but
cover the general facilities and activities within a laboratory (installations,
support services, computer system, training, environmental monitoring,

maintenance, calibration, etc.).

*OECD Series on Principles of Good Laboratory Practice and Compliance No.4, Quality
Assurance and GLP, Paris, 1992 (as revised in 1999).

Process-based inspections: Again these are performed independently of specific studies.
They are conducted to monitor procedures or processes of a repetitive nature
and are generally performed on a random basis. These inspections take place
when a process is undertaken very frequently within a laboratory and it is
therefore considered inefficient or impractical to undertake study-based
inspections. It is recognised that performance of process-based inspections
covering phases which occur with a very high frequency may result in some
studies not being inspected on an individual basis during their experimental

phases."
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11.2.2.
11.2.2.1.

Responsibilities of the Quality Assurance Personnel

The responsibilities of the Quality Assurance personnel include, but are not

limited to, the following functions. They should:

a) maintain copies of all approved study plans and Standard Operating
Procedures in use in the test facility and have access to an up-to-date copy of
the master schedule;

b) verify that the study plan contains the information required for compliance
with these Principles of Good Laboratory Practice. This verification should
be documented;

c) conduct inspections to determine if all studies are conducted in accordance
with these Principles of Good Laboratory Practice. Inspections should also
determine that study plans and Standard Operating Procedures have been
made available to study personnel and are being followed.

[NOTE]:

short-term studies, it is recognised in the OECD Consensus Document on Quality

Because of the high frequency and routine nature of some standard

Assurance and GLP that each study need not be inspected individually by Quality
Assurance during the experimental phase of the study. In these circumstances, a
process-based inspection programme may cover each study type. The frequency of such
inspections should be specified in approved Quality Assurance Standard Operating
Procedures, taking into account the numbers, frequency and/or complexity of the studies
being conducted in the facility. The frequency of inspections should be specified in the
relevant QA Standard Operating Procedures, and there should be SOPs to ensure that all

such processes are inspected on regular basis.
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f) prepare and sign a statement, to be included with the final report, which
specifies types of inspections and their dates, including the phase(s) of the
study inspected, and the dates inspection results were reported to

management and the Study Director and Principal Investigator(s), if

applicable. This statement would also serve to confirm that the final report
reflects the raw data.

individual

[NOTE]:  Where

QA-statement must clearly describe which types of inspections (e.g. process-based) were

study-based inspections did not take place, the

performed and when. The QA-statement must indicate that the final report was
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11.3.1.1. The test facility should be of suitable size, construction and location to meet the | 11 31.1. #XErfER L. RERDIEWENEA 729 1O 722 E A5/ ML 3R BR oD Bk

requirements of the study and to minimise disturbances that would interfere with the

validity of the study.

11.3.1.2. The design of the test facility should provide an adequate degree of separation of the

different activities to assure the proper conduct of each study.

[NOTE]:

of contamination of the test system.

The issue of concern, primarily for biological in vitro studies is the possibility

Laboratories should establish facilities and

WA T AINCSIDOLWAS M Bl E 2 A LR T U7 ne 0,

.3.1.2. 27272352 W TIE 2 OREBRE YN E S b L)1, )

) A EVIRSYEN 7Y (T G WIATANSY S QRYAN P N E ANV AN

[l ESH D RE (BITAEMFER in vitro SUBRIZRW0) 13, HBRGR
DIGEGLD FTREVETH D WHIEFTIIREFZ I Z D LD 7RI ERI 2GRz i X |

6/17




procedures which demonstrably prevent and/or control such potential contamination.

HI 255, WNCBRAF AL LT T s,

11.4. APPARATUS, MATERIAL AND REAGENTS

11.4.2.  Apparatus used in a study should be periodically inspected, cleaned, maintained, .4 stk
and calibrated according to Standard Operating Procedures. Records of these | 11 42 2R |- DI AKERL T SOP 125> CEMIAII A 15 (AT 1
activities should be maintained. Calibration should, where appropriate, be IESNRT TR B2, F2 . 2O DEEDOFLEI IR E SN2 T
traceable to national or international standards of measurement. 1725700 K IE 1T BT S L E N R E RS A 2 2 2 — R I5E
PR3 WIRE T HT L,
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measurements to fundamental physical quantities maintained by appropriate national BHIEDON —H YT 4 —2 5.2 25O TRITHIT RS20, B3 1
authorities. Apparatus should be checked periodically for continuing accuracy of R AT AT I EWIMICTF = 7 SR T IE R B0 B IE
measurement. Calibration substances should be treated as reference items, but need FYE L BB E L CHbNAD AR1ET AL EE T/,
not be retained.
1.5 TEST SYSTEMS B
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11.5.1. Physical/Chemical 051 WE LR RER R

[NOTE]: There is overlap between the requirements for **Physical/chemical test systems™
in section 11.5.1.1 of the Revised OECD GLP Principles and those for "“apparatus' in
section 11.4.1. This overlap seems to have no practical implications for studies of this
type.
inspected, cleaned, maintained, and calibrated according to SOPs, as specified above
(Section 11.4 of the Revised GLP Principles).

Apparatus used in a physical/chemical test system should be periodically
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11.5.2.

11.5.2.1.

11.5.2.2.

11.5.2.3.

11.5.2.4.

11.5.2.5.

Biological
Proper conditions should be established and maintained for the storage, housing,
handling and care of biological test systems, in order to ensure the quality of the
data.

Newly received animal and plant test systems should be isolated until their health
status has been evaluated. If any unusual mortality or morbidity occurs, this lot
should not be used in studies and, when appropriate, should be humanely
destroyed. At the experimental starting date of a study, test systems should be free
of any disease or condition that might interfere with the purpose or conduct of the
study. Test systems that become diseased or injured during the course of a study
should be isolated and treated, if necessary to maintain the integrity of the study.
Any diagnosis and treatment of any disease before or during a study should be

recorded.

Records of source, date of arrival, and arrival condition of test systems should be

maintained.

Biological test systems should be acclimatised to the test environment for an
adequate period before the first administration/application of the test or reference

item.

All information needed to properly identify the test systems should appear on their
housing or containers. Individual test systems that are to be removed from their

housing or containers during the conduct of the study should bear appropriate

II.5.2.

m.5.2.1.

m.5.2.2.

Ir.5.23.

Ir.5.24.

I1.5.25.
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identification, wherever possible.

11.5.2.6. During use, housing or containers for test systems should be cleaned and sanitised
at appropriate intervals. Any material that comes into contact with the test system
should be free of contaminants at levels that would interfere with the study.
Bedding for animals should be changed as required by sound husbandry practice.

Use of pest control agents should be documented.

[NOTE 1]: Test system information: Record keeping is required to document the
growth, vitality and absence of contamination of batches of in vitro test systems. It is
important that the origin, substrain and maintenance of the test system be identified and

recorded for in vitro studies.

[NOTE 2]: Characterisation of the test system, primarily for in vitro studies: It is
essential that there is assurance that the test system as described in the study plan is
being used, and is free of contamination. This can be accomplished, for example, by

periodically testing for genetic markers, karyotypes, or testing for mycoplasma.

[NOTE 3]: Isolation of test systems: In the case of short-term biological studies,
isolation of animal and plant test systems may not be required. The test facility SOPs
should define the system for health status evaluation (e.g. historical colony and supplier

information, observations, serological evaluation) and subsequent actions.

[NOTE 4]: Control of interfering materials in in vitro studies: There should be
assurance that water, glassware and other laboratory equipment are free of substances
which could interfere with the conduct of the test. Control groups should be included in

the study plan to meet this objective. Periodic systems tests may also be performed to
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complement this goal.
[NOTE 5]:
numbers of the media (e.g. antibiotics, serum, etc.) should be documented. Standard

Characterisation of culture media: The types of media, ingredients and lot

Operating Procedures should address the preparation and acceptance of such media.

[NOTE 6]:
will accept the re-use of an animal or the simultaneous testing of multiple test items on

Test system use: Under certain circumstances, some Member countries

one animal. The GLP issue of concern is that in all cases, complete historical
documentation on the former use of the animal must be maintained and be referenced in
the final report. It must also be documented that these practices do not interfere with

the evaluation of the test item(s).
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1.6 TEST AND REFERENCE ITEMS

11.6.2.  Characterisation

11.6.2.1. Each test and reference item should be appropriately identified (e.g., code,
Chemical Abstracts Service Registry Number [CAS number], name, biological
parameters).

11.6.2.2. For each study, the identity, including batch number, purity, composition,

concentrations, or other characteristics to appropriately define each batch of the

test or reference items should be known.

11.6.2.3. In cases where the test item is supplied by the sponsor, there should be a

mechanism, developed in co-operation between the sponsor and the test facility, to

verify the identity of the test item subject to the study.
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11.6.2.4. The stability of test and reference items under storage and test conditions should
be known for all studies.

11.6.2.5. If the test item is administered or applied in a vehicle, the homogeneity,
concentration and stability of the test item in that vehicle should be determined.
For test items used in field studies (e.g., tank mixes), these may be determined

through separate laboratory experiments.

11.6.2.6. A sample for analytical purposes from each batch of test item should be retained

for all studies except short-term studies.

[NOTE 1]: Adequate characterisation information should be available for each batch
of the test and reference items. To promote acceptability in all Member countries, it is
recommended that this information is generated in compliance with the Revised
Principles of GLP when needed. Where the test item is in an early stage of development
it is acceptable for the analytical characterisation to be performed after the conduct of
the biological study. However, there should be some information on the chemical

structure of the test item before the study initiation date.

[NOTE 2]: To promote acceptability in all Member countries, it is recommended that
the stability of the test and reference items under conditions of storage should be

determined in compliance with Principles of GLP when needed.

[NOTE 3]: There are considerable differences between the requirements of Member

countries concerning the evaluation of the concentration, stability and homogeneity of
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the test item in a vehicle. In addition, for certain short-term biological tests, it is not
always possible to conduct such analyses concomitantly. For certain of these tests, if the
time interval between preparation and application of a usually stable substance is only a
few minutes, it might not be relevant to determine the stability of the test item. For these
reasons it is essential that analytical requirements are specified and approved in the

study plan and clearly addressed in the final report.

[NOTE4]:

test and reference items in the GLP Principles (above) may not be known in the case of

The data related to points 11.6.2.4 and 11.6.2.5 under **Characterisation' of

physical-chemical studies being conducted to determine such data.
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1.7 STANDARD OPERATING PROCEDURES

[NOTE]:

Principles of GLP ( Test system) refer mainly to biological test systems and may thus not

The illustrative examples given in the section 11.7.4.4. of the Revised

be relevant in the context of physical-chemical studies. It is the responsibility of test
facility management to ensure that appropriate Standard Operating Procedures are

produced for the studies performed in the facilities.

.7
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11.8. PERFORMANCE OF THE STUDY

11.8.1.  Study Plan
11.8.1.1. For each study, a written plan should exist prior to the initiation of the study. The
study plan should be approved by dated signature of the Study Director and

verified for GLP compliance by Quality Assurance personnel as specified in

I1.8. FAER D F i
.81 B EE
I1.8.1.1. FREBROBAAEICIE L CURlBREH B EMER SN2 5220,
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EBITHNRLT. 2.2.1.(0)IZiE> TEBEMERGEFE Y & 12X > T GLP #
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Section 11.2.2.1.b, above. The study plan should also be approved by the test
facility management and the sponsor, if required by national regulation or
legislation in the country where the study is being performed.

11.8.1.3. For short-term studies, a general study plan accompanied by a study specific

supplement may be used.

[NOTE]:

frequently within a laboratory, it may be appropriate to prepare a single general study

Where a particular short-term study or a series of such studies is performed

plan containing the majority of general information required in such a plan and
approved in advance by the testing facility management and by the Study Director(s)

responsible for the conduct of such studies and by QA.

Study-specific supplements to such plans (e.g. with details on test item, experimental
starting date) should then be issued as a supplementary document requiring only the
The combined document — the
It is

dated signature of the designated Study Director.
general study plan and the study-specific supplement — is the study plan.
important that such supplements are provided promptly to test facility management and
to QA assurance personnel.

11.8.2.  Content of the Study Plan

[NOTE]:
the study-specific supplement) should be as described in the Revised OECD Principles of

The contents of the complete study plan (that is, of the general study plan and

GLP, with the possible exceptions noted below.

SFOMERBILZ L TWDRIT IR B0 ik B 2 it 9~ 5 [E o0 IS0
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The study plan should contain, but not be limited to the following information:

11.8.2.1. Identification of the Study, the Test Item and Reference Item
a)  Adescriptive title;

b) Astatement which reveals the nature and purpose of the study;

[NOTE]: This may not be needed if this information is provided by the descriptive title.
c) Identification of the test item by code or name (IUPAC; CAS number,
biological parameters etc);

d) The reference item to be used.

11.8.2.5. Issues (where applicable)

a) The justification for selection of the test system;

b) Characterisation of the test system, such as the species, strain, substrain, source
of supply, number, body weight range, sex, age, and other pertinent
information;

c) The method of administration and the reason for its choice;

d) The dose levels and/or concentration(s), frequency, and duration of

administration/application.

[NOTE]: Issues a - d, above, may not be needed for physical-chemical studies.

e) Detailed information on the experimental design, including a description of the
chronological procedure of the study, all methods, materials and conditions,
type and frequency of analysis, measurements, observations and examinations
to be performed, and statistical methods to be used (if any).
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[NOTE]: This may generally be given in a brief, summary form, or with reference to

appropriate SOPs or Test Guidelines.

[E]:ZOHFEIE—MRANHRR BN ROL O TELG%EY 45 SOP X
FANHARTALZ B FHL Th LW,

11.9 REPORTING OF STUDY RESULTS
11.9.1. General

11.9.1.1. A final report should be prepared for each study. In the case of short term studies,
a standardised final report accompanied by a study specific extension may be

prepared.

[NOTE]: Where short-term studies are performed using general study plans, it may
also be appropriate to issue *‘standardised final reports™ containing the majority of
general information required in such reports and authorised in advance by the testing
facility management, and by the Study Director(s) responsible for the conduct of such
studies. Study-specific extensions to such reports (e.g. with details of the test item and
the numerical results obtained) may then be issued as a supplementary document
requiring only the dated signature of the Study Director. It is not acceptable to utilise a
“'standardised final report' when the study plan is revised or amended prior to or during
the conduct of the study unless the *standardised final report™ is amended

correspondingly.

11.9.2. Content of the Final Report

[NOTE]: The contents of the complete final report (that is, of the *'standardised final
report™ and the study-specific supplement) should be as described in the Revised OECD
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Principles of GLP, with the possible exceptions noted below:

The final report should include, but not be limited to, the following information:

11.9.2.1. Identification of the Study, the Test and Reference Item
a)  Adescriptive title;
b) Identification of the test—item by code or name (IUPAC; CAS number,
biological parameters, etc.);
c) Identification of the reference item by chemical name;
d) Characterisation of the test item including purity, stability and homogeneity.
[NOTE]: This may not be relevant when the study is carried out to determine such
data.
11.9.2.4. Statement
A Quality Assurance Programme statement listing the types of inspections made
and their dates, including the phase(s) inspected, and the dates any inspection
results were reported to management and to the Study Director and Principal
Investigator(s), if applicable. This statement would also serve to confirm that the
final report reflects the raw data.
[NOTE]: This may need to reflect the use of process-based inspection. The QA

Statement must clearly indicate that the final report was audited. (See also the note

under ""Responsibilities of the Quality Assurance Personnel, 11.2.2.1.f), above.)
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