Sirolimus T herapeutic Drug Monitoring
Assay Procedure

1. How should sirolimus be monitored?

At present, sirolimus must be measured by an assy based on hgh-performance liquid
chromatography (HPLC). The necessary laboratory equipment will nat be widely available
and \alidated at the time of launch and, therefore, Wyeth have set up a central laboratory
service to monitor sirolimus blood concentrations at Harefield Hospital in Middesex.

2. How often should sirolimus be monitored?

Although yau will be familiar with monitoring existing immunosuppressants, there are some
important diff erences when monitoring sirolimus, due to its long telf-life of 62 hours. The
maximum nonitoring frequency envisaged is weekly, for example during tapering d
cyclosporin. After a simple dose change, sirolimus measurements made before one week will
be of little value. Once a steady state concentration has been reached trough concentrations
can be monitored infrequently.

3. What type of sample should be taken for assay

A whde bloodtrough sample should be used for the measurement of sirolimus concentrations —
this hould be collected as an EDTA anticoagulated sample, as for cyclosporin and tacrolimus
monitoring.

4. Sample collection

Your hospital either has, or shortly will have a Hays DX collection box on site. All samples
for the measurement of sirolimus should be put into ore of the packing boxes supgied (up to
10 samples tubes per box) with your standard laboratory request form. We would recommend
that clinician / laboratory staff responsibili ty for this is establi shed within the centre.

This box should then be deposited in the Hays DX collection box before 5.00pm.  All boxes
will be collected by Hays DX (Mondhy to Friday) and cHivered overnight and should arrive at
the central laboratory by 9.00am the foll owing morning.

Further supgies of boxes can be ordered drectly from Hays DX — please allow up to five
working days for ddlivery.

5. Assay process

Samples received at Harefield will be assayed overnight on the day of delivery. Results will
then be faxed back to the centre of origin on the morning following the assay run. In the
majority of cases, results for the measurement of sirolimus will be avail able within 48 hours of
taking the blood sample.

Please nate that there is no weekend collection from Hays DX collection boxes, and that the

central laboratory will nat perform assays routindy at the weekend. Hence, for samples sent
ona Friday, results will nat be avail able until the following Tuesday.
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6. Confirmation of results

It is important that you include your standard laboratory request forms with any samples that
you send to the central laboratory at Harefidd Hospital. This form should include a fax
number, to which all results for your centre will be sent.

7. Costs

The central laboratories cost for monitoring sirolimus will be a charge of £32.50 per sample.
This cost will be billed to your unit by the central |aboratory.

8. Contacts

Queries regarding the monitoring of sirolimus in samples from patients outside Wyeth clinical
trials should be referred to;

Neil Leaver, Principle Clinical Scientist, Harefidd Hospital, Hill End Road, Harefidd
Middlesex, UB9 6JH Td: 01895 828967 Fax: 01895 828900
Email: neil.|leaver @harefiel d.nthames.nhs.uk

Dr George Stanley, Senior Medical Adviser, Wyeth Laboratories, Huntercombe Lane South,
Taplow, Maidenhead, Berks, SL6 OPH Td: 01628 414963 Fax: 01628 414802
Email: stanleg@wai.wyeth.com

Dominic Atkins, Business Manager - Transplantation, Wyeth Laboratories, Huntercombe Lane
South, Taplow, Maidenhead, Berks, SL6 OPH Td: 01628 415301 Fax: 01628 415366
Email: atkinsd@labs.wyeth.com
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