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Foreword
This British Standard has been prepared under the direction Part 4 Method of test for intracutaneous reactivity of
of the Surgical Instruments and Medical Equipment 7 extracts from medical devices
Standards Committee. This Part is one of a series of - Part 5 Method of test for systemic toxicity; assessment
methods of test for assessing the biological hazards of of pyrogenicity in rabbits of extracts from
medical devices that directly contact body tissues or : medical devices .
substances that are to be introduced into the body other " Part B Methods of test for sensitization; assessment of - 6\ .
thafn I?rally. The Parts of the standard published so far are . the potential of medical devices to produce
as tollows.

delayed contact dermatitis

Part 1 Guide for the selection of biological methods iPart 7 Method of test for skin irritation of exiracts

of test from medical devices
Part 2 Method of testing by tissue implantation Pait8 Method of test for skin irritation of solid
Part 3 Method of test for systemic toxicity; assessment ' medical devices
gf acute toxicity of extracts from medical Part 8 Method of test for eye irritation
evices

Part 10 Method of test for toxicity 1o cells in culture of
__extracts from medical devices’,

Part 1 of this standard provides guidance on the selection ™
of recommended methods of test for the initial assessment
of biological hazards in medical devices. Each subsequent
Part of this standard describes a method of test recomm-
ended for the testing of particular categories of medical -
devices, and reference to Part 1 is required as a basis for
the use of all other Parts.
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Evaluation of medical devices for biological hazérds-'

Part 2. Method of testing by tissue implantation

1. Scope
This Part of BS 5736 describes a method of test designed

to provide information on the effects of direct contact of _ -

a test material with living tissue when implanted into the
paravertebral muscle of the rabbit for a period of 7 days.

‘This method of test is recommended for the initial
assessment of devices in category C; (see Part 1 of this
standard}, i.e. those coming directly into contact with other
body tissues and fiuids, e.g. hip prostheses, breast implants
and ligation clips.

NOTE. This method of test is not considered necessary for devices
in category C, in general, i.e. those devices coming directly into
contact with intact natural channels, e.g, urinary catheters,
intrauterine devices and stomach tubes, but is required for certain
devices in accordance with other British Standards, e.g. for tracheal
tubes in BS 3487 : Part 1./

The assessment of the results should be carried out by a
toxicologist who is aware of the conditions of use for the
final product and has appropriate chemical and biological
data concerning it {see 3.3 and 3.4 of Part 1 : 1989 of this
standard).

2. References

The titles of the standards publications referred to in this
standard are listed on the inside back cover.

3. Definitions

For the purposes of this Part of this British Standard the
following definitions apply.

3.1 final product. Medical device in its ready-for-use state.

3.2 test material. The final product or sample of final
product that is to be tested.

3.3 test specimen. The piece of test material that is
implanted.

3.4 implant. The test specimen, positive control specimen
or negative control specimen that has been implanted.

3.6 implant site. The implant and 6 mm of tissue
surrounding it, measured from the centre of the implant.
‘3.6 medical device. An instrument, apparatus, implement,
appliance, implant or other similar or related article, which
is intended for use in the treatment of humans, in diagnosis
or for contraception but excluding any device that achieves
its principal intended purpose through chemical action
within or on the body.’ ]
3.7 negative control specimen. A'piece of material which,
when implanted by the procedure described in clause 6,
produces a negative reaction (see 8.2).

NOTc Additive-free polyethylener is suitable.

* 'Ehls may be obtained from USP Reference Standards Division, Rocxvﬂle Maryland USA.,

3.8 positive control specimen. A piece of material which,
when implanted by the procedure described in clause 6,
suitable.’

pﬁrfqﬁdyfggsﬁa pqsitﬁiveﬁreactignr (see 8.3). ,
36:2PRSis . A
4. Animals and husbandry

4.1 Not fewer than three rabbits of the New Zealand
White strain shall be used (but see 6.4.1.2), They shali be
healthy adults whose paravertebral muscles are sufficiently
large in size to allow for implantation of the test and
control specimens, as described in 6.2.

"NOTE. Positive contros reference standarc BS 57

4.2 The animals shall be housed individually and have free
access to food and water.

B. Test and control specimens

5.1 Number of specimens required. The minimum number
of specimens for implantation in each rabbit in accordance
with clause 6 shall be:

not fewer than two positive control specimens, not
fewer than two negative control specimens and not
fewer than four test specimens.

NOTE. It may be necessary to implant more specimens than the

minimum required because of loss, e.g. by extrusion, of implants
during the 7 day test period.

5.2 Sterilization and handling of specimens

5.2.1 Test specimens from pre-sterilized§ devices and the
pre-sterilized§ controls shall be aseptically handled.

5.2.2 All other test specimens shall be sterilized by auto-
claving and thereafter shall be aseptically handied.

5.3 Preparation of specimens. Immediately before implant-
ing, cut or shape the test material and if necessary, the
controls, into specimens nominally 10 mm x 1 mm X 1mm
with smooth sides to minimize mechanical trauma during
implantation. Place each specimen in a sterile solution
containing 9 g/l sodium chloride.

6. Test procedure
6.1 Preparation of animals

6.1.1 Anaesthetize the rabbits by injection, e.g., with
30 mg/kg pentobarbitone sodium intravenously, and
record the anaesthetic and route of administration used.
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g Refers to devices obtained sterilized from the manufacturer or supplier.
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