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Chapter 84

angiotensin II receptor blockers and monitored for the development
of aortic aneurysms.
The field of pharmacogenetics identifies genes that alter drug
metabolism or confer susceptibility to toxic drug reactions.
Pharmacogenetics seeks to individualize drug therapy in an attempt
to improve treatment outcomes and reduce toxicity. Examples include
thiopurine methyltransferase (TPMT) deficiency, dihydropyrimidine
dehydrogenase deficiency, malignant hyperthermia, and glucose6-phosphate deficiency. Despite successes in this area, it is not always
clear how to incorporate pharmacogenetics into clinical care. For
example, although there is an association with CYP2C6 and VKORC1
genotypes and warfarin dosing, there is no evidence that incorporating
genotyping into clinical practice improves patient outcomes.
The identification of germline abnormalities that increase the risk
of specific types of cancer is rapidly changing clinical management.
Identifying family members with mutations that predispose to FAP or
Lynch syndrome leads to recommendations of early cancer screening and
prophylactic surgery, as well as consideration of chemoprevention and
attention to healthy lifestyle habits. Similar principles apply to familial
forms of melanoma as well as cancers of the breast, ovary, and thyroid. In
addition to increased screening and prophylactic surgery, the identification of germline mutations associated with cancer may also lead to the
development of targeted therapeutics, for example, the ongoing development of PARP inhibitors in those with BRCA-associated cancers.
Although the role of genetic testing in the clinical setting continues
to evolve, such testing holds the promise of allowing early and more
targeted interventions that can reduce morbidity and mortality. Rapid
technologic advances are changing the ways in which genetic testing is
performed. As genetic testing becomes less expensive and technically
easier to perform, it is anticipated that there will be an expansion of its
use. This will present challenges, but also opportunities. It is critical
that physicians and other health care professionals keep current with
advances in genetic medicine in order to facilitate appropriate referral
for genetic counseling and judicious use of genetic testing, as well as
to provide state-of-the-art, evidence-based care for affected or at-risk
patients and their relatives.
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