",

™,

= |

N

British Columbia Pharmacovigilance Initiative

Centre for Excellence 1‘01"“{;3:166 SAFETY ALERT
HEALTH ARE

in HIV/AIDS How you want to be treated. NO.l, JU|y 2009

Abacavir use in HLA-B*5701 positive patients and untested patients

Sentinel event

The Pharmacovigilance Initiative received a report of an HLA-B*5701 positive patient who had tolerated
long term abacavir therapy, discontinued antiretroviral drugs for several months, then developed a diffuse
rash, respiratory distress and fever shortly after re-initiating an abacavir-containing regimen. The
symptoms and rapid onset were consistent with a clinical diagnosis of abacavir hypersensitivity reaction.

Background

Abacavir hypersensitivity reaction (HSR) is diagnosed clinically if the patient has symptoms in at
least two of the following categories: fever, rash, gastrointestinal symptoms, constitutional
symptoms (e.g. malaise, fatigue) or respiratory symptoms.

Persons who carry the HLA-B*5701 allele are at high risk of developing abacavir HSR.

Pre-screening for HLA-B*5701 status and avoiding abacavir in persons who test positive
significantly reduces the incidence of HSR diagnosis within the first six weeks of therapy.

Although abacavir HSR usually develops within six weeks after the first dose, HSR may occur at
any time during therapy. Several published case reports describe HSR associated with re-starting

abacavir in patients who had previously tolerated the drug. The HLA status was unknown in these
cases.

There is uncertainty regarding the effect of interrupting and re-starting abacavir on the frequency
or severity of HSR in patients who have previously tolerated abacavir.

The predictive value of HLA-B*5701 status has not been studied for late onset or re-challenge
reactions; however, HLA testing is presently the best available tool for predicting risk of HSR.

The abacavir (Ziagen™) monograph boxed warning recommends HLA-B*5701 testing prior to
starting or re-starting abacavir in all patients and avoiding abacavir in those who test positive.

Recommendations
BC-CfE recommends HLA-B*5701 testing for:

All patients prior to initiating abacavir.
o If positive for HLA-B*5701, abacavir is NOT recommended.

Patients with unknown HLA status, prior to re-starting abacavir
o If positive for HLA-B*5701, abacavir is NOT recommended (even if previously tolerated).

Previously untested patients receiving ongoing abacavir therapy.
o If positive for HLA-B*5701, re-evaluate therapeutic options.
o If the benefits of continuing abacavir outweigh the risks, counsel the patient on how to
recognize and respond to possible HSR symptoms.
o Ifabacavir is interrupted or discontinued, re-starting is NOT recommended.

If signs and symptoms of abacavir hypersensitivity reaction develop, discontinue abacavir and
NEVER RE-START abacavir, regardless of the patient's HLA-B*5701 status.
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FAQs: HLA-B*5701 testing in BC

e How do I order this test? The HLA-B*5701 laboratory requisition form may be downloaded
from the BC-CfE website:

e http://cfenet.ubc.ca/publications/centre-documents/laboratory-requisition-form-british-columbia

e Isthere a charge for testing? There is no charge for HIV positive, BC residents.

e Isit necessary to wait until planning to start abacavir before ordering the test? No. The BC-
CfE laboratory encourages physicians to order the HLA-B*5701 test at the time of the initial
work-up for HIV diagnosis, in order to plan future treatment options.

e How often does a patient require HLA-B*5701 testing? This test is only required once. The
result is stable over the patient's lifetime.

e Who do I contact to obtain test results? Test results will be mailed to the requesting physician.
Clinicians who are directly involved in a patient's care may verify results by contacting the BC-
CfE laboratory at telephone 604-806-8775.
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Thank you for reporting suspected adverse reactions to antiretroviral drugs

The BC-CfE Pharmacovigilance Initiative conducts ongoing monitoring of adverse reactions to
antiretroviral drugs in order to identify drug-related problems and alert health care providers and patients
regarding safety concerns.

How to report: Complete the adverse reaction section on the HIV drug prescription request or therapy
discontinuation form (available to HIV care providers) or download an adverse reaction report form at
www.cfenet.ubc.ca (available to any health care provider, patient or caregiver).

Contact the BC-CfE Pharmacovigilance Initiative:
Telephone: 604-806-8663 Fax: 604-806-9044 E-mail: ADR@cfenet.ubc.ca
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