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Pharmacogenomics and Patient Care: One Size Does Not Fit All
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The time is ripe to assess whether pharmacogenomics research—the study of the genetic
basis for variation in drug response—has provided important insights into a personalized
approach to prescribing and dosing medications. Here, we describe the status of the field and
approaches for addressing some of the open questions in pharmacogenomics research and
use of genetic testing in guiding drug therapy.

With the sequencing of the human genome more than a decade ago, promises were made for
safer and more effective medications that could be personalized on the basis of a patient’s
particular genetic makeup. Ten years later, it is timely to reflect on those promises. Are
personalized drugs being developed for individuals who harbor particular genetic variants?
Has sufficient research been carried out in pharmacogenomics, the study of the genetic bases
for variations in drug response? Is genetic information being used to prescribe or dose
medications? Last, how should scientists attempt to define and fill the gaps in translation of
pharmacogenomics research? In this Perspective, we address these questions and offer
recommendations for future research in the field.

GENETIC VARIANTS, PERSONALIZED DRUGS?
Pharmacogenomic studies are performed to identify genetic risk factors for nonresponse to
medications and adverse drug reactions. The vast majority of published articles in the
pharmacogenomics field has focused on approved prescription drugs. For example, studies
of cholesterol-lowering statin drugs have revealed single-nucleotide polymorphisms (SNPs)
that are associated with the statin-driven muscle toxicities observed in some patients (1).
However, with the exception of the recently approved drug ivacafor, which targets a specific
defective allele in cystic fibrosis (2), few new drugs have been developed on the basis of
individual hereditary genetic information (as opposed to the various nongermline or somatic
mutations that occur in tumors). Because the development of a new drug requires, on
average, greater than 10 years, a wide range of approved genotype-targeted drugs would not

*Corresponding author. kathy.giacomini@ucsf.edu.

NIH Public Access
Author Manuscript
Sci Transl Med. Author manuscript; available in PMC 2014 March 24.

Published in final edited form as:
Sci Transl Med. 2012 September 26; 4(153): 153ps18. doi:10.1126/scitranslmed.3003471.

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript



yet be expected; however, to our knowledge genotype-targeted drugs are not in clinical trials
or under development.

In fact, in several cases the opposite trend has occurred: New drugs have been developed
that circumvent genetic testing. For example, a genetic variant in the CYP2C19 gene, which
encodes a drug-metabolizing enzyme that is required for metabolic activation of the
antiplatelet drug clopidogrel, is associated with reduced response to the drug (3). A new
drug, prasugrel, is not activated by CYP2C19 and thus does not require genetic testing for
CYP2C19 variants before prescribing. But prasugrel likely will be much more expensive
than generic clopidogrel, which will enter the market soon and create a much cheaper
alternative for the majority of patients who have adequate CYP2C19 activity.

In a similar vein, although the findings are controversial the antiestrogen receptor drug
tamoxifen has been found to be less active in preventing recurrence of breast cancer in
women who carry CYP2D6 variants such as CYP2D6*10 and CYP2D6*4 that result in
reduced enzyme activity (4). To avoid this risk, endoxifen—the active metabolite of
tamoxifen—is now in clinical trials (http://clinicaltrials.gov/ct2/show/NCT01273168).
Therefore, although it has informed the commercial sector, genetic information mostly has
been used to continue the old drug-development paradigm of one-size-fits-all. Commercial
benefits for developing new, more effective drugs are strong, whereas the commercial
potential for developing individual pharmacogenomic tests is relatively limited. In
particular, genetic tests would not have to be repeated, in contrast to many other clinical
laboratory tests such as those that measure blood lipid concentrations or hemoglobin A1c.

ENOUGH ALREADY?
For approved drugs, candidate gene studies have dominated the pharmacogenomic literature,
with many studies centered on a handful of variants in a few genes, especially those that
encode polymorphic drug-metabolizing enzymes or drug transporters. Newer methodologies
such as genome-wide association (GWA) or whole-exome sequencing studies—methods
that take an agnostic approach to variant discovery—have only recently been investigated
for pharmacogenomic phenotypes. For example, the U.S. National Human Genome
Research Institute (NHGRI) has cataloged only 102 GWA studies of pharmacogenomic
phenotypes, in comparison with more than 1000 GWA studies centered on disease risk and
complex traits. The NHGRI-cataloged pharmacogenomics GWA studies are generally
smaller than traditional molecular epidemiology studies, having approximately 1/10 the
number of samples (mean of ~670 samples/study in the 104 studies) compared with GWA
studies of disease and complex traits (mean of ~6500 samples/study in 1212 studies) (5). A
survey of 15 published GWA pharmacogenomic studies (1, 6–19) reveals similar results,
with the number of cases (that is, patients who experienced an adverse event or did not
respond to a drug) ranging between 14 and 293.

The reasons for the markedly fewer studies and lower sample sizes of pharmacogenomic
GWA studies compared with GWA studies of disease risk are related to the complexity of
conducting pharmacogenomic studies and an expectation of larger effect sizes of a
significant SNP on the phenotypic trait. If a SNP has a large effect on a trait, fewer samples
are required to observe a significant result. For example, for studies of common human
disease or complex traits ascertainment of cases and controls is generally straightforward.
Data from electronic medical records are used to identify individuals with particular diseases
(for example, type 2 diabetes), and for many common diseases and traits, genotypes
obtained from geographically matched populations can be used as controls. For
pharmacogenomic studies, however, control samples must be collected from individuals
who are taking the same drug but do not experience the phenotype (for example, the adverse
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drug reaction). Thus, simple population controls cannot be used. Furthermore, medical
records do not routinely convey information about adverse drug reactions or nonresponse to
medications, and thus such data must be collected specifically for each study. The common
practice of polypharmacy—the use of several medications simultaneously in a single patient
—can confound the interpretation of the phenotype. For example, because serotonin-specific
reuptake inhibitor (SSRI) antidepressants such as fluoxetine inhibit CYP2D6, a patient with
normal CYP2D6 alleles who is taking fluoxetine will metabolize a substrate of CYP2D6,
such as tamoxifen, at a rate similar to that of a patient with a reduced-function CYP2D6
allele; thus, use of SSRIs in a pharmacogenetic study of tamoxifen will confound the
interpretation of the data. Further, some deleterious adverse drug reactions may be rare and
thus difficult to study. Last, randomized clinical trials—ideal settings for pharmacogenomic
studies of drug response phenotypes—are costly, take years to complete, and are rarely
repeated using the exact protocols, making replication of GWA signals identified in such
trials a challenge.

Despite the relatively low number of samples and few studies, pharmacogenomic GWA
studies have been particularly fruitful. For example, only 105 SNPs with large effect sizes
(odds ratios > 3 and P < 1.0 × 10−5) were identified in the 1215 NHGRI-cataloged GWA
studies (as of 19 July 2012) of disease and complex traits, whereas 64 SNPs with large effect
sizes (odds ratios > 3 and P < 1.0 × 10−5) were reported in the 102 pharmacogenomic GWA
studies (as of 19 July 2012). Thus, the yield of high-effect–size SNPs is ~7 times more
frequent in studies of drug response as compared with those of human disease risk or
complex traits. Furthermore, substantially more SNPs with large effect sizes were associated
with adverse drug reactions compared with therapeutic response, suggesting that studies of
adverse drug reactions may be particularly informative.

We suspect that there are at least two major reasons for the large effect sizes of SNPs
identified in pharmacogenomic studies. First, until recently humans had not been exposed to
synthetic drugs—modern drugs with the longest histories have been available only for a
little over 100 years—and so there has been little negative evolutionary pressure for drug
use, allowing polymorphisms to become relatively common in human populations. Second,
there might be a large interplay between the gene and the drug effect. For example,
individuals with a genetic variant in the human leukocyte antigen (HLA) locus are highly
susceptible to carbamazepine-induced very severe skin-adverse reaction (20). Because the
phenotypes in question (such as skin-adverse reaction) manifest only if an individual takes a
certain drug (such as carbamazepine), the sizes of the subject population required to obtain
significantly different allele frequencies in individuals with the phenotype versus those
without might be expected to be relatively small.

Irrespective of the mechanisms that specify the observed large-effect sizes for SNPs that are
associated with pharmacogenomic traits such as adverse drug reactions, the data to date
suggest that pharmacogenomic GWA studies that focus on adverse drug reactions likely will
identify genetic factors that increase a patient’s risk of suffering an adverse reaction to a
given drug. As with GWA studies of disease risk, few pharmacogenomic studies have been
performed in individuals who are not of European or Asian background (Fig. 1), a gap that
must be filled if we are to detect ethnicity-specific adverse drug reactions. Several ongoing
pharmacogenomic studies such as those of the Indian Society of Agricultural Engineers
consortium include patients of non-European ancestries (21, 22).
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PERSONALIZED PRESCRIPTIONS
Regulation

Because genetic variants with large effect sizes have strong predictive values, the U.S. Food
and Drug Administration (FDA) has begun to change the labels of prescription drugs to
include pharmacogenetic information (Table 1). These label changes have centered largely
on issues of safety, which is consistent with FDA’s mandate to protect the public. Notable
examples of adverse drug effect–associated genomic variations detected in post-market
pharmacogenomic studies include the HLA genotype HLA-*1502, which is associated with
a life-threatening skin hypersensitivity reaction to carbamazepine (a drug to treat epilepsy
and bipolar disorder) and common variants in the UGT1A1 gene that are associated with an
increased risk of neutropenia after treatment with irinotecan (an anticancer agent). Labels of
some new drugs include genetic information and recommendation for genetic testing. For
example, the label of tetrabenazine, a new drug used in the treatment of chorea associated
with Huntington’s disease, recommends CYP2D6 genotyping before administration of large
doses.

However, although a variety of prescription drug labels have been modified to include
genetic information, many products for which genetic information is reasonably well
documented in the scientific literature do not yet contain this information in their labels. For
example, information about genotypes that increase one’s risk for (i) high-dose simvastatin-
induced myopathy, (ii) aromatase inhibitor–induced musculoskeletal adverse events, and
(iii) liver toxicity caused by various drugs is not included in the relevant drug labels.
Clearly, vigilant survey with careful attention on the quality of the evidence is needed by
regulatory agencies in order to update product labels to include well documented genetic
information.

Doctor’s orders
Another bottleneck to clinical use of pharmacogenomics data occurs in the doctor’s office
owing to a lack of familiarity with the field of pharmacogenomics on the part of the
physician. Although FDA has changed the labels of many drugs to include relevant genomic
information, few clinicians make use of these data when prescribing medications or
selecting drug doses for treatment. FDA label changes are neither necessary nor sufficient to
change medical practice. Drugs are widely prescribed off-label, and many in vitro diagnostic
tests (IVDs) are marketed (and reimbursed) without FDA approval as laboratory-developed
tests (LDTs). Conversely, changes to labels that were made to include genomic
polymorphism data are considered to be largely informational rather than mandates for
changes in prescribing practices—unless the new information is elevated to a boxed warning
(for example, in the case of abacavir). Similarly, the absence of an FDA label change should
not constitute a barrier to the use of genetic or genomic test data to inform drug therapy,
particularly if the clinical evidence is substantive.

Additional barriers to the use of genomic information in patient care are the limited
availability and current costs of pharmacogenomic testing, uncertainty regarding
reimbursement, reluctance to delay prescribing until a test result is obtained, and physician
apprehension regarding the interpretation of results. These larger issues will not be readily
addressed or given appropriate priority by researchers, insurers, or policy-makers if the
relative importance of pharmacogenomic testing is judged in the context of IVDs. As noted
above, because pharmacogenomic testing for a particular genetic variant needs to only be
performed once, the commercial potential of individual pharmacogenomic tests is limited,
this is in contrast to often-repeated IVDs such as those for viral load (for example, HIV) or
hemoglobin A1C (to monitor diabetic patients).
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Success stories
Despite these substantial barriers to the routine implementation of pharmacogenomic testing
data in patient care, there is at least one notable success. Much of the progress in bringing
abacavir-related pharmacogenomics analysis into clinical practice can be attributed to a
partnership between academic investigators and the drug’s manufacturer, GlaxoSmithKline
(GSK). Specifically, GSK funded a large randomized clinical trial (1956 patients) that
compared standard-of-care prescribing of abacavir with prospective screening for the HLA-
B*5701 variants in patients before abacavir treatment decisions were made. In the screening
arm of the trial, if individuals had the HLA-B*5701 variant, abacavir was not prescribed,
whereas the drug was used in individuals that did not carry the genetic variant. The
standard-of-care arm involved no genotyping. The trial results demonstrated that
immunologically confirmed hypersensitivity reactions to abacavir could be eliminated. It
was noted that the HLA-B*5701 had a 100% negative predictive power—that is, individuals
without the allele did not experience the adverse drug event. Further, the positive predictive
power was also high (50%). Reduction of severe adverse drug reactions by 50% should
greatly improve the quality of life of patients at risk and contribute to reduced medical costs.
The high positive and negative predictive power of the test may have contributed to the wide
use of this test in prescribing abacavir. The FDA issued a black box warning in 2008
recommending genetic testing before prescribing abacavir. Genetic testing for HLA-*1502
is also being done before prescribing carbamazepine. Other examples of FDA
recommendations are presented on at the FDA Web site (www.fda.gov/Drugs/
ScienceResearch/ResearchAreas/Pharmacogenetics/ucm083378.htm).

Failure to launch
As one of the most disappointing translational failures, the anticoagulant drug warfarin
widely used to prevent strokes and pulmonary embolism (Fig. 2) is the subject of many
academic studies (23– 25), most of which support genotype-based prescribing.
Unfortunately, this research has resulted in comparatively little clinical uptake (26–28). It
has long been known that the plasma levels of S-warfarin (the active enantiomer) are
increased in CYP2C9 poor-metabolizers, which can be tested through genotyping of
CYP2C9 (Fig. 2). More recently, individuals with variants of VKORC1 (vitamin K epoxide
reductase complex subunit 1)— the target molecule of warfarin, which is involved in
vitamin K recycling—have been shown to have increased sensitivity to the effects of
warfarin (29). These studies imply that such patients with variants in both genes, VKORC1
and CYP2C9, would require lower doses of warfarin (Fig. 2) (23). Numerous investigators
have studied the association of warfarin sensitivity with genetic variations in the CYP2C9
and VKORC1 genes by assessing the weekly doses required to observe an appropriate
therapeutic effect on blood clotting.

On the basis of these findings, specific treatment guidelines have been published (24, 25).
However, the vast majority (more than 80%) of prescribing physicians do not perform
genetic testing before prescribing warfarin, and concerns have been raised regarding the
clinical utility and cost-effectiveness of genomic testing–based prescribing of warfarin (28).
In particular, the opponents of genetic testing claim that because blood-clotting measures
(for example, INR) are routinely monitored to guide warfarin dosing, performance of
genetic testing, which is not directly related to blood clotting, is unnecessary. Proponents
claim that genetic testing would aid in selection of the first dose, which is currently based on
age, gender, and ethnicity, and therefore reduce the number of life-threatening bleeding
events that occur before INR measurements have been made. In addition, dabigatran and
ximelagatran direct inhibitors of thrombin—a coagulation factor that catalyzes the
conversion of fibrinogen to the clotting protein fibrin—recently were demonstrated to be
superior to warfarin for some indications such as strokes and embolism (30). Expansion of
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dabigatran prescribing in patient populations likely will stifle additional studies on genomic
testing– based prescribing of warfarin.

At the heart of the warfarin controversy and indeed the controversy about use of
pharmacogenomic testing in clinical trials is the issue of level of evidence. In particular,
there is disagreement about the level of evidence that should be required for implementation
of a genetic test in clinical practice and reimbursement by third parties. It is argued that
before a genetic test is used in medical practice, a clinical trial must be conducted to show
that the test improves outcome and is cost-effective. Because clinical trials are often lengthy
and costly, and there is little motivation for industry to support the trial, such trials are often
not performed. Accordingly, Altman has proposed that a standard of “noninferiority” be
adopted for implementation of genetic testing in clinical practice (31). Noninferiority
implies that the genetic testing before drug selection is no worse than the current prescribing
practice, which does not involve genetic testing. The argument for noninferiority is based on
low costs of genetic tests and low risk to the patients. We agree with Altman and support the
idea of immediate implementation of genetic testing for many drugs in which a compelling
body of literature exists to support the use of genetic testing.

TRANSLATIONAL PARTNERSHIPS
The relative success of genomic testing–based prescribing of abacavir versus warfarin
illustrates the importance of commercial support, both financially and administratively.
Because use of abacavir was important to GSK, the company invested in a large randomized
trial that was successfully completed. For drugs without an interested sponsor, randomized
trials would need to be supported by public or foundation funding, which is another barrier
to implementation. More importantly, it is not feasible from a public and societal perspective
to perform prospective randomized trials for every drug-gene interaction.

Large-scale implementation of pharmacogenomic testing in patient care will require a
quantum leap from the current model of genotyping before prescribing a particular drug of
interest. Economic barriers will need to be eliminated, allowing a focus on utility rather than
cost-effectiveness. A transformation of this magnitude most likely will involve the
application of preemptive genotyping or whole-genome sequencing and incorporation of
genetic information into the patients’ electronic medical records, which can then be used for
future genomic information–based medical decisions. The U.S. National Institutes of Health
(NIH) is now funding new initiatives to facilitate the introduction of whole-genome
information into electronic medical records, and the commercial sector is gearing up to
develop software to aid in analyses of these data. The NIH Pharmacogenomics Research
Network (PGRN) is driving a large effort to draft evidence-based guidelines that outline
how clinicians should use genetic information to inform the selection and dosing of
medications (32). Furthermore, simple algorithms are presented for prescribing medications
on the basis of genetic and demographic information and for selecting appropriate drug
doses that yield optimal therapy. Guidelines have been published for dosing of warfarin,
clopidogrel, thiopurines, and other commonly prescribed drugs in a series of papers that
includes references to the primary research (Table 1) (32, 33). These guidelines will need to
be encoded into “user-friendly” decision support tools for physicians and coupled to
genomic information in electronic medical records to inform clinicians about dosing and
drug selection. The guidelines will need to be updated as new information is obtained.
Pharmacists who have education in pharmacogenomic testing may be of great assistance in
selecting drugs and doses on the basis of genetic information.

Public education, which has played an important role in preventative health care such as
mammography and HIV testing, may play an equally important role in the successful use of
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genetic testing to guide treatment. With increased awareness about pharmacogenomics-
based testing, patients may provide genetic information to their physicians to help inform
drug product selection. In particular, direct-to-consumer companies have emerged that
provide genotyping services for disease-risk and drug-response genes (34, 35). The
information provided by these companies may allow consumers to require more
personalized medical treatments from their physicians. Unfortunately, the routine clinical
application of this information would present substantial practical challenges in most
medical centers because guidelines describing how to use the information to inform drug or
dose choice are not routinely available. As with all laboratory tests, genetic tests may be
prone to errors (36). A recent controversy surrounding genotyping for CYP2D6
polymorphisms in prescribing tamoxifen underscores problems in genetic testing (37) and in
particular genotyping from tumor DNA, which is known to harbor gene deletions,
amplifications, loss of heterozygosity, and others. Because use of genetic tests for patient
care and not research purposes requires very high accuracy, the test should be conducted in
Clinical Laboratory Improvement Amendments–certified laboratories, which will help to
reduce genotyping errors as much as possible.

It has been suggested that pharmacogenomics will be among the first broad clinical
applications of genomics research. But for pharmacogenomics to fulfill its destiny,
researchers must expand the small numbers of pharmacogenomic studies that have taken
advantage of genome-wide methods. Consortia such as the Global Alliance in
Pharmacogenomics formed between the NIH PGRN and the Center for Genomic Medicine,
RIKEN, are needed to increase the numbers of such studies and to enhance sample
collection, replication, and population diversity. It important to acknowledge, however, that
sample sizes for pharmacogenomic studies will never be as large as those for studies of
disease risk, and clinical trial replication presents a particular problem. Randomized clinical
trials take years to complete, are expensive, and at least in the pharmacogenomic–drug
interaction realm, are rarely replicated precisely; yet, such trials are the best source of
samples for the study of drug-response phenotypes.

However, pharmacogenomic studies also have considerable strengths. As noted, SNPs with
high odds ratios are more likely to be found in pharmacogenomic GWA studies than in those
of disease risk. Further, a large body of knowledge exists with respect to drug metabolism
and mechanisms of action in humans, making drugs powerful molecular probes of human
biology. For example, small-molecule inhibitors of specific drug-metabolizing enzymes and
transporters are approved drugs and can be used to probe the function of enzymes and
transporters in studies of human biology. Therefore, even though every effort must be made
to identify appropriate pharmacogenomic replication studies, researchers should also look to
functional validation and mechanistic insights provided by our knowledge of drug effects as
additional ways to enhance our confidence in signals identified during genome-wide
pharmacogenomic studies. It would be unwise to delay investigations into the mechanistic
bases of these signals until one has identified the inevitable false positives because the
purpose of genome-wide pharmacogenomic studies is to advance our understanding of
mechanisms of human physiology and pathophysiology. The emerging field of systems
pharmacology will inform gene-by-drug interaction studies and expand our understanding of
pharmacological pathways such as those posted in the Pharmacogenetics and
Pharmacogenomics Knowledgebase (www.pharmGKB.org). Just as one-size-fits-all is not
the ideal approach for the selection of a drug or drug dose— especially when we consider
the enormous genetic variation among individuals—such a strategy also is not ideal for the
pursuit of all genome-wide pharmacogenomic signals, especially if functional validation and
mechanistic pursuit provide biological insights or biomarkers for drug response (15, 38, 39).
Other supporting studies may include use of medical informatics to harvest data from the
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electronic medical records or chemoinformatics to identify drugs with similar properties,
which may be expected to cause similar adverse effects (40–42).

For the pharmacogenomics field to advance, it is crucial that manuscript reviewers and
journal editors recognize that replication of findings from pharmacogenomic GWA studies
is intrinsically difficult and, in some cases, not feasible. Because of the large effect sizes of
SNPs identified in GWA studies of pharmacogenomic phenotypes, the need for replication
may be less fundamental than it is in GWA studies of disease.

Pharmacogenomics research and development has the potential both to fine-tune and
transform medical care, potentially in the not-too-distant future. As our understanding of
drug-genome interactions grows, regulatory agencies will enhance their requirements for the
inclusion of genomic information in product labels. Use of electronic medical records that
contain genomic information will expand. User-friendly physician-decision support systems
to interface between medical practitioners and the electronic medical records will be used to
guide clinicians in using genomic information in the selection of drugs and doses.
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Fig. 1. Ethnic representation
Shown are participants in pharmacogenomics GWA studies categorized by ethnicity. Data
were obtained from www.genome.gov/admin/gwascatalog.txt (accessed 19 July 2012). At
this time, 102 pharmacogenomics research GWA studies were included. Blue, European
only (51 studies, 52,784 participants, 64.3%); turquoise, Asian only (23 studies, 10,957
participants, 13.3%); green, African only (2 studies, 1119 participants, 1.4%); black,
Hispanic only (1 study, 229 participants, 0.3%); red, Others only (1 study, 429 participants,
0.52%); purple, More than one ethnic group (20 studies, 15,604 participants, 19.0%);
magenta, Lymphoblastoid cell lines (4 studies, 995 participants, 1.2%).
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Fig. 2. Personalized medicine
Shown are the effects of the CYP2C9 and VKORC1 genomic variants on warfarin
pharmacokinetics and pharmacodynamics in human subjects.
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