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Preface

Abbreviations

ABS plastic
BGBL
DIN
e.g.
EC
EN
EWG
GLP
IEC
[SO
IvC
NaCl
NZW
OECD

PEG
QA
QAU
SOP
SPF
USP

acrylonitrile-butadiene-styrene copolymers
Bundesgesetzblatt

Deutsches Institut fiir Normung

for example

European Commission

Europiische Norm

Europiische Wirtschaftsgemeinschaft
Good Laboratory Practice

International Electronical Commission
International Organisation for Standardisation
Individually Ventilated Cages

Sodium Chloride

New Zealand White

Organisation of Economic Cooperation and
Development

Polyethylene Glycol

Quality Assurance

Quality Assurance Unit
Standard Operating Procedures
Specific Pathogen Free

United States Pharmacopeia
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5.  Quality Assurance

This study was performed in conformity with internal Quality Assurance
regulations, on the basis of GLP-regulations.

The test facility BSL BIOSERVICE Scientific Laboratories GmbH is certified
according to the Principles of Good Laboratory Practice and accredited according to
93/42/EWG, 90/385/EWG and DIN EN ISO/IEC 17025:2000.

3.1 Guidelines

This study followed the procedures indicated by internal BSL BIOSERVICE SOPs
and the following internationally accepted guidelines and recommendations:

USP “Biological Reactivity Tests, in vivo - Classification of plastics”, current
version

5.2 Archiving

All original data generated during the conduct of the study (raw data, copy of
report) will be stored in the Scientific Archives of BSL BIOSERVICE Scientific
Laboratories GmbH for 12 years after issue of the report.
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6. Summary

With regard to the data reported it can be stated that the test item met the
requirements according to USP Plastic Class VI— 121 °C. The tests performed were
the Systemic Injection Test (intraperitoneal and intravenous administration,
respectively depending on the extraction vehicle used), the Intracutaneous and the

Implantation Test.
Species/strain:

Intracutaneous and Implantation Test: New Zealand White Rabbits

Crl: KBL (NZW)

Systemic Injection Test: Crl: NMRI (Han) mice
Number of animals:

Intracutaneous Test: 4

Implantation Test: 2

Systemic Injection Test: 5 / each test item extract

5 / each reagent control
Vehicles and reagent controls for the
Intracutaneous and Systemic
Injection Test: physiological saline 0.9% NaCl
1 in 20 solution of ethanol in
physiological saline 0.9% NaCl
polyethylene glyvcol 400
cottonseed oil

Control for the Implantation Test: USP Reference Standard,
Polyethylene High Density

In the Systemic Injection Test no significant clinical signs were observed.

The intracutaneous injection of the test item extracts caused no signs of irritation
compared to the injection sites of the corresponding reagent controls.

The average score for the physiological saline 0.9% NaCl extract was 0.

The average score for the 1 in 20 solution of ethanol in physiological saline 0.9%
NaCl extract was 0.

The average score for the polyethylene glycol 400 extract was 0.

The average score for the cottonseed oil extract was 0.

In the Implantation Test no compound-related tissue reactions were found.

6. 1. Conclusions

Under the conditions of the present study it can be stated that the test item PVDF
disposable rotor tube 4.5 and 8.5, irradiated with 50 kGy meets the requirements of
USP Plastic Class VI - 121 °C.
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7.  Aim of the Study

7.4, Justification for Selection of the Test Svstem

Six Plastic Classes are defined. This classification is based on responses to a series
of in vivo tests for which extracts. materials, and routes of administration are
specified. These tests are directly related to the intended end-use of the plastic
articles. The choice of extractants is representative of the vehicles in preparations
with which the plastics are likely to be in contact.

In this project the test item was investigated according to USP Plastic Class VL

With the exception of the Implantation Test, the procedures are based on the use of
extracts that, depending on the heat resistance of the material, are prepared at one of
three standard temperatures: 50 °C, 70 °C and 121 °C.

7.2, Justification for Selection of the Test Method

The Systemic Injection Tests and the Intracutaneous Test are designed to determine
the systemic and local, respectively, biological responses of animals to plastics and
other polymers by the single-dose injection of specific extracts.

The Implantation Test is designed to evaluate the reaction of living tissue to the
plastic and other polymers by the implantation of the material into animal tissues.
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8. Materials and Methods

&.1.  Characterisation of the Test Item

The test item and the information concerning the test item were provided by the
Sponsor. All data related to the test item are the responsibility of the sponsor and
have not been verified by the test facility.

Name: PVDF disposable rotor tube 4.5 and 8.5,
irradiated with 50 kGy

Article no.: PVDF disposable rotor tube 4.5
(0045.P.H.0.00.DX)
PVDF disposable rotor tube 8.5
(0085.P.H.0.00.DX)

Storage: at room temperature

Safety precautions: Routine hygienic procedures were sufficient to

assure personnel health and safety.

8.2, Preparation of the Test Item and Administration Procedure

The test
a)

b)

d)

item was prepared in the following extraction vehicles:

Physiological saline 0.9% NaCl (B. Braun Melsungen, lot no. 7495A172,
expiry date: 11/2010)

Dose: 50 mL/kg intravenous - Systemic Injection Test
Dose: 0.2 mL/injection site - Intracutaneous Test

1 in 20 solution of ethanol (Merck, lot no. K38911860, expiry date: 30
June 2013) in physiological saline 0.9% NaCl

Dose: 50 mL/kg intravenous - Systemic Injection Test
Dose: 0.2 mL/injection site - Intracutaneous Test

Polyethylene glycol 400 (Fluka, lot no. 1322416, expiry date: 17 August
2009); diluted with 4.1 volumes of physiological saline 0.9% NaCl before
application in order to obtain a concentration of 200 mg/mL PEG for the
Systemic Injection Test, and with 7.4 volumes of physiological saline 0.9%
NaCl to obtain a concentration of 120 mg/mL for the Intracutaneous Test.

Dose: 10 g/kg intraperitoneal - Systemic Injection Test
Dose: 0.2 mL/injection site - Intracutaneous Test

Cottonseed oil (Sigma, lot no. 038K0009, expiry date: 15 January 2010)

Dose: 50 mL/kg intraperitoneal - Systemic Injection Test
Daose: 0.2 mL/injection site - Intracutaneous Test

The extraction was carried out according to USP.

For extraction the test item was filled up. Only the inner surface was used for the
calculation.

A ratio of 60 cm? of sample to 20 mL of extraction medium was used.

Extraction conditions: 121 = 2 °C for 60 minutes.



