
JPET/2002/039925-PiP 

1 

Perspectives in Pharmacology 

 

Genetics and Susceptibility to Toxic Chemicals: Do You (or Should You) 

Know Your Genetic Profile? 

 

Lawrence H. Lash1, Ronald N. Hines, Frank J. Gonzalez, 

Timothy R. Zacharewski, and Mark A. Rothstein 

 

Department of Pharmacology, Wayne State University School of Medicine, 

Detroit, Michigan 48201 (LHL) 

Birth Defects Research Center, Departments of Pediatrics and Pharmacology/Toxicology, 

Medical College of Wisconsin, Milwaukee, Wisconsin 53226 (RNH) 

Laboratory of Metabolism, National Cancer Institute, Bethesda, Maryland 20892 (FJG) 

Department of Biochemistry & Molecular Biology, National Food Safety & Toxicology Center, 

Michigan State University, East Lansing, Michigan 48824 (TRZ) 

Institute for Bioethics, Health Policy and Law, University of Louisville School of Medicine, 

Louisville, Kentucky 40202 (MAR) 

Copyright 2003 by the American Society for Pharmacology and Experimental Therapeutics.

JPET Fast Forward. Published on January 24, 2003 as DOI:10.1124/jpet.102.039925This article has not been copyedited and formatted. The final version may differ from this version.
JPET Fast Forward. Published on January 24, 2003 as DOI: 10.1124/jpet.102.039925

 at A
SPE

T
 Journals on M

ay 22, 2023
jpet.aspetjournals.org

D
ow

nloaded from
 

http://jpet.aspetjournals.org/


JPET/2002/039925-PiP 

2 

Running Title: Genetics and Susceptibility to Toxic Chemicals 

 

Corresponding Author: 

Lawrence H. Lash, Ph.D. 

Department of Pharmacology 

Wayne State University School of Medicine 

540 East Canfield Avenue 

Detroit, Michigan 48201 

TEL: 313-577-0475 

FAX: 313-577-6739 

E-MAIL: l.h.lash@wayne.edu 

 

Text Statistics: 

 Number of Text Pages: 23    Tables: 1 

 Words in Abstract: 151    Figures: 1 

 Words in Article: 4,655    References: 47 

 

Abbreviations: ADH, alcohol dehydrogenase; ALDH, aldehyde dehydrogenase; CYP, 

cytochrome P450 enzyme; P450, cytochrome P450; FMO, flavin-containing monooxygenase; 

FDA, Food and Drug Administration; GST, glutathione S-transferase; mEH, microsomal epoxide 

hydrolase; NAT, N-acetyltransferase; sEH, soluble epoxide hydrolase; UGT, UDP 

glucuronosyltransferase; TPMT, thiopurine methyltransferase. 

This article has not been copyedited and formatted. The final version may differ from this version.
JPET Fast Forward. Published on January 24, 2003 as DOI: 10.1124/jpet.102.039925

 at A
SPE

T
 Journals on M

ay 22, 2023
jpet.aspetjournals.org

D
ow

nloaded from
 

http://jpet.aspetjournals.org/


JPET/2002/039925-PiP 

3 

Abstract 

 

This review is based on a symposium/roundtable session, sponsored by the Division of 

Toxicology of the American Society for Pharmacology and Experimental Therapeutics, that was 

held at the 2002 Experimental Biology meeting in New Orleans, Louisiana. The focus is on the 

role of pharmacogenomics in determining individual susceptibility to chemically induced 

toxicity. An individual’s risk of disease from exposure to toxic chemicals is determined by a 

complex interplay between genetics, physiology, and concurrent or prior exposures to drugs and 

other chemicals. The first section of the review defines the basics of pharmacogenetics and 

pharmacogenomics and assesses the current state of the science. Selected applications to specific 

enzyme systems are summarized by way of example. New, state-of-the-art approaches to 

studying genetic determinants of susceptibility, including analytical methods and transgenic 

technology are then discussed. Finally, ethical and legal concerns with the application of this 

knowledge and methodology to human health will be discussed. 
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Pharmacogenetics and Susceptibility to Toxic Chemicals: Historical Perspective, Current 

Status and Future Challenges 

 The objective of this article is to place the field of pharmacogenetics and 

pharmacogenomics into historical perspective, to review its current status, and also to examine 

the promises and challenges of the future. But what is pharmacogenetics and what is the 

difference between this term and pharmacogenomics – a phrase that has arisen much more 

recently? In fact, both involve the study of genetically determined variation in xenobiotic 

response. However, pharmacogenetics has classically focused on one or perhaps two loci to 

explain intersubject variation. With improvements in analytical technology coupled with the 

sequencing of the human genome and the technological advances spurred by this endeavor, as 

well as improvements in data analysis, it has become possible to take a more global approach to 

underlying causes of variation and thus, the advent of the field of pharmacogenomics. 

 Several key principles are widely recognized in pharmacogenetics and 

pharmacogenomics. First, causative polymorphisms will be heritable and will occur at high 

frequency, but low penetrance (defined as the probability of a genetic trait being expressed). 

Thus, a genetic variation leading to a pharmacogenetic polymorphism will occur at an allelic 

frequency greater than 1%. However, the resulting phenotype will only be observed after a 

suitable environmental exposure. Second, not all pharmacogenetic traits are of high clinical or 

toxicological significance. Rather, their importance is determined by the frequency of exposure 

eliciting the phenotype, the narrowness of the therapeutic index or sharpness of the dose-

response curve, the limited availability of alternative clearance pathways, and the absence of 

alternative therapeutics or chemicals. A third important principle has arisen as we have learned 

more about the temporal-specific expression of xenobiotic metabolizing enzymes. Examples 

within pediatric pharmacology have been described wherein temporal changes in gene 

expression result in phenotypes inconsistent with genotype. Importantly, this incongruence 

resolves with time. These cases emphasize the continued importance of phenotype as individuals 

who have not reached a critical age may be deficient in a particular enzyme simply because the 
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onset of expression has yet to occur, not because of a variant allele. Specific examples include 

transient trimethylaminuria due to the low or absent expression of FMO3 in the neonate and 

infant (Mayatepek and Kohlmüller, 1998; Koukouritaki et al., 2002) and the relatively low 

clearance of theophylline in the neonate due to the late onset of CYP1A2 expression (Nassif et 

al., 1981; Sonnier and Cresteil, 1998). Other examples can be found in Leeder (2001). Finally, 

genetic variability at any single locus has already, or soon will be well defined. However, it is 

clear that many pharmacogenetic traits result from complex haplotypes wherein variation at 

multiple loci define a susceptible population. Defining and clinically proving the significance of 

such complex haplotypes will serve as a major challenge for pharmacogenomics. 

 The advances that spawned the field of pharmacogenomics have also resulted in a 

renewed enthusiasm for its promise for human health within both commercial and academic 

settings. However, before discussing both the current state of the field, as well as future promises 

and challenges, it would be appropriate to examine some historical highlights. 

 Historical Perspective. Perhaps the first recorded observation of individual variation in 

response to a xenobiotic exposure was that by Pythagoras in 510 B.C., when he noted that some, 

but not all individuals develop hemolytic anemia in response to fava bean ingestion. It was not 

until the report by Gorrod and Oxon in 1902 (1902), however, that it was suggested that 

genetically determined differences in biochemical processes were the cause of adverse drug 

reactions and interindividual differences in toxicity were due to enzyme deficiencies. Thirty 

years later, another significant advance was made when Snyder described the first population-

based study to identify ethnic variation in a pharmacogenetic trait, i.e., phenylthiocarbamate non-

taster phenotype (Snyder, 1932). Such variability across different ethnic groups is now 

recognized as a common property of most pharmacogenetic traits. 

 The next two decades saw a remarkable increase in both an awareness and interest in 

pharmacogenetics due to adverse responses to two commonly used and important therapeutics: 

Isoniazid-induced neuropathy was observed as a relatively common adverse reaction, which we 

now know is due to deficiency in the N-acetyltransferase 2 (NAT2)-encoded arylamine N-
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acetyltransferase; and prolonged apnea was observed in patients who had been treated with 

succinylcholine and who had a deficiency in pseudocholinesterase. It was also during this era 

that Motulsky (1957) expanded and refined the ideas originally proposed by Gorrod and Oxon, 

suggesting that interindividual differences in drug efficacy, as well as adverse drug reactions 

were due, in part, to genetic variation and Vogel (1959) first coined the term, 

"pharmacogenetics."  Recognizing this emerging field, Werner Kalow organized a symposium at 

the 1965 meeting of the Federation of American Societies for Experimental Biology entitled 

"Experimental and Clinical Aspects of Pharmacogenetics." It would be several years, however, 

before the first, clinically important polymorphisms would be described in a member of the 

cytochrome P450 (P450) superfamily, now recognized as playing a prominent role in drug 

metabolism. In 1977, Smith and colleagues described an idiosyncratic, hypotensive response to 

debrisoquine that correlated with a deficiency in drug hydroxylation (Mahgoub et al., 1977). 

Two years later, Eichelbaum and his colleagues reported that poor metabolic clearance of the 

antiarrhythmic, sparteine, was due to a deficiency in N-oxidation (Eichelbaum et al., 1979). It 

was later shown that both of these responses, as well as several others, are due to allelic variants 

at the CYP2D6 locus (Gonzalez et al., 1988). The identification of pharmacogenetic 

polymorphisms in other enzymes involved in drug metabolism followed quickly, including 

genetic variation in thiopurine methyltransferase (Weinshilboum and Sladek, 1980) and 

glutathione S-transferase (Seidegård and Pero, 1985). Some examples of enzymes exhibiting 

polymorphisms and some of the possible consequences of these variations are shown in Table 1. 

 In recognition of the growing interest in pharmacogenetics and its implications for 

toxicology, as well as pharmacology, Gill Omen and Harry Gelboin organized a Banbury 

Conference in 1983 entitled “Genetic Variability in Response to Chemical Exposure” (1984) and 

Richard Weinshilboum and Elliot Vesell organized symposia entitled, "Human 

Pharmacogenetics" and "New Directions in Pharmacogenetics," respectively, at the 1984 

meeting of the Federation of American Societies for Experimental Biology. Finally, 1991 saw 

the birth of the journal, Pharmacogenetics, which focuses on genetic determinants of drug and 
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other chemical responses in both humans and animal models. This obviously is a cursory 

overview of the rich history of pharmacogenetics, merely describing highlights of the pioneering 

studies and events that set the stage for the current interest and activity in this field. For a more 

complete history, the reader is referred to other recent excellent reviews (Nebert, 1997; McLeod 

and Evans, 2001; Leeder, 2001). 

 It is interesting to note that the Human Genome Project was serendipitously conceived, in 

part, as a result of toxicology. The Alta Summit, sponsored by the Department of Energy and the 

International Commission for Protection Against Environmental Mutagens and Carcinogens, was 

held in December of 1984 to determine if new methods could be developed to detect increases in 

the mutation rates among Hiroshima and Nagasaki bombing survivors and their children, as well 

as in U.S. populations exposed to mutagenic chemicals, Agent Orange, and radiation from 

atmospheric testing of nuclear weaponry during the 1950s. The report from this meeting 

subsequently served as the impetus for the Human Genome Project (DeLisi, 1988; Cook-Deegan, 

1989). Although conceived in response to issues related to toxicity, it is ironic that toxicology is 

now undergoing a revolution as a result of the Human Genome Project that will undoubtedly 

impact mechanistic research related to toxicology as well as safety and risk assessments. 

 Current Status. The push to complete the human genome led to rapid advances in high-

throughput technologies. Today, these same technologies are being use to catalogue genetic 

variants in molecules relevant to pharmacology and toxicology, including receptors, signaling 

molecules, transporters, and metabolic enzymes (http://www.genome.utah.edu/genesnps/ and 

http://www.ncbi.nlm.nih.gov/SNP/). These same technologies are also allowing for high-

throughput genotyping, enabling large population studies to identify multiple loci that contribute 

to complex phenotypes. There have also been rapid advances in assessing global responses. 

Thus, gene expression and proteomic microarrays are being used to map changes in mRNA and 

protein expression, while metabonomics is being used to assess changes in metabolite profiles. 

Of course, the most powerful approach is when all three of these complementary technologies 

are used to assess phenotype. The advent of such high-throughput technologies has resulted in 
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massive data sets that in turn, have spurred major advances in bioinformatics, as well as 

unprecedented cross-discipline collaboration. Finally, there have also been major successes in 

identifying and validating in vivo probes for assessing phenotype in relatively non-invasive 

manners. 

 Promises and Challenges. The above advances in pharmacogenetics and 

pharmacogenomics have provided renewed excitement in the potential to attain some of the 

field’s long-term objectives in human health. Challenges, however, still exist. The promise of 

rational versus empirical therapeutics was touted early on as a rationale for studies in 

pharmacogenetics. Thus, based on genotype and/or phenotype, individualized therapeutic entities 

and dosing regimens would be selected to maximize benefits to the patient, while minimizing 

risk. Obstacles still exist, however, before such therapeutic strategies can be implemented. The 

cost of routine genotyping/phenotyping in a clinical setting is a challenge that likely can be 

addressed with relative ease. More difficult will be the education of health care providers and 

third-party payers with regards to the benefits and cost-effectiveness of such a strategy. Finally, 

several ethical issues remain to be resolved, particularly with regards to confidentiality. 

 High-throughput technologies offer the promise of high density and robust 

pharmacogenomics. Investigators will be able to perform global searches for genetic variants 

associated with a disease or responsive phenotype, as well as use global changes in gene 

expression as a phenotypic measure. Indeed, many of these technologies currently are being 

applied with intriguing results. Yet, several significant obstacles also face the field. Although the 

high-throughput methods offer tremendous promise, the ability to show significant association of 

multiple variants (i.e., a complex haplotype) to either a complex or even simple phenotype will 

require large population studies that are costly and technically difficult. Further, bioinformatics is 

still struggling with the most appropriate means to analyze such large data sets, which is 

compounded by the lack of standardization across platforms. With respect to analyzing changes 

in gene expression as a measure of response in the human, it will be critical to obtain early-stage 

tissue. However, this usually is an extremely difficult, if not impossible task. The alternative, i.e., 
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the use of animal models, offers its own challenges, particularly with respect to extrapolating 

resulting data to the human. 

 In the area of drug discovery and development, pharmacogenomics and 

pharmacogenetics offer the ability to identify novel drug targets, as well as the tools to predict 

both efficacy and toxicity. Knowledge of genetic variability that impacts response can also be 

used to increase the efficiency of clinical trials by the rational selection of patients. Finally, this 

same knowledge can be used in the design of specific pharmacophores for responder versus non-

responder populations. To achieve this promise, there is a need for improved functional 

genomics, some of which is discussed in the previous paragraph. Further, although there has 

been tremendous effort expended to implement this approach, no examples have emerged that 

offer proof of the underlying principles. Such an achievement would provide an important 

impetus for the field. 

 Pharmacogenomics and pharmacogenetics offer the ability to identify susceptible 

populations for environmental risk assessment, as well as the ability to improve our 

understanding of environmental toxicant mechanism(s) of action. However, once again, 

challenges are apparent. To date, there have been numerous inconsistencies in reports associating 

specific variants with a particular outcome. Some of these have undoubtedly arisen because of 

inadequate study design, which in turn, relate to cost and feasibility. Nevertheless, such 

inconsistencies mislead both the scientific and lay communities. The application of 

pharmacogenomics and pharmacogenetics to environmental health offers its own ethical 

challenges, again, particularly in the area of confidentiality. Finally, it is well recognized that 

significant inter-ethnic differences exist in the frequencies of pharmacogenetic variants. 

Although important to recognize, these differences also become problematic in attempting to 

apply this knowledge in risk assessment. It is rare to identify isolated populations that would 

strictly adhere to these rules. The substitution of specific haplotypes for ethnicity in such 

association studies would allow for more rigorous results and conclusions. 
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Use of Gene Knock-Out and Transgenic Mice to Study the Roles of Xenobiotic-

Metabolizing Enzymes in Toxicology 

 Numerous enzymes exist that metabolize foreign chemicals. Commonly referred to as 

xenobiotic-metabolizing enzymes, they consist of P450, flavin-containing monooxygenases 

(FMOs), and epoxide hydrolases that metabolize oxygen and a series of conjugating enzymes. 

These enzymes are responsible for the metabolism of drugs and dietary chemicals as well as 

environmental and dietary toxins and carcinogens. Although many toxins and carcinogens are 

direct-acting, many others are inert compounds that require metabolic activation to electrophiles 

to exert their damaging effects. Based of this, one can predict that the cellular levels of these 

enzymes can determine the extent of metabolism, either inactivation and activation, and possible 

damage produced by a particular chemical. This is especially germane to the known existence of 

polymorphisms in xenobiotic-metabolizing enzymes in humans and to the search for associations 

between levels of expression of these enzymes or genetic variants/mutations and cancer 

incidence in humans. 

 P450s are a superfamily of hemoproteins; over 2500 (including 977 in animals) have 

been identified (http://drnelson.utmem.edu/CytochromeP450.html). Only a limited number of 

mammalian P450s, however, metabolize toxins and carcinogens, and these forms are conserved 

in different mammalian species, including the widely studied rat and mouse experimental 

models, and humans. These include CYP1A1, CYP1A2, CYP1B1 and CYP2E1. This is in 

contrast to the marked species differences in expression and catalytic activities of the P450s 

within the other major CYP2 subfamilies. Thus, it is assumed that data obtained from studying 

carcinogenesis in rodents with focus on CYP1A1, CYP1A2, CYP1B1 and CYP2E1 can be 

extrapolated to humans. Standard biochemical analysis using microsomes, purified enzymes, and 

recombinant P450s has yielded considerable information about the catalytic activities of these 

P450s toward a number of known drugs and other chemicals of relevance to human health. It had 

never been established with certainty, however, that P450s are required for toxicity and chemical 

carcinogenesis in an intact animal model. To investigate this using a genetic system, P450 null 
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mice were produced and subjected to analysis. This approach is an example of how transgenic 

technology can be applied to the study of pharmacogenetics as it can be used to model different 

genotypes. 

 The CYP1A1 (Dalton et al., 2000), CYP1A2 (Buters et al., 1996; Pineau et al., 1995) 

CYP1B1 (Buters et al., 1999) and CYP2E1 (Lee et al., 1996) genes were subjected to targeted 

gene disruption. All mice were phenotypically normal; they reproduced, developed without 

problems and exhibited no traits that would indicate that these enzymes were critical for 

development and physiological homeostasis. Thus, at least in laboratory mice kept under 

controlled conditions and with standard rodent chows, some P450s have no important function 

other than to metabolize xenobiotics. The microsomal (Miyata et al., 1999) and soluble (Sinal et 

al., 2000) epoxide hydrolase null mice (designated mEH and sEH, respectively) also had no 

deleterious phenotypes except that the sEH-nulls had a gender-specific blood pressure 

phenotype. Since the mice lacking expression of P450s and epoxide hydrolases have no adverse 

phenotypes, they are ideally suited for use in toxicity and cancer bioassays. 

 The following is an example of how these mouse models can be used in the study of 

chemical toxicity. Acetaminophen is a widely used, over-the counter analgesic and generally 

considered a safe drug. However, there are infrequent reports of lethal hepatic necrosis in 

humans and this can be reproduced in experimental animals (Rumack, 2002). Acetaminophen 

metabolism by P450 results in production of a highly reactive electrophilic metabolite, N-acetyl-

p-benzoquinoneimine, that is rapidly conjugated and inactivated by glutathione. Under 

conditions of low cellular levels of glutathione, however, the quinone metabolite can cause cell 

death by binding to critical macromolecules. The P450 forms that metabolize acetaminophen 

have been investigated using native and recombinant enzymes and the results indicated an 

involvement of CYP1A2, CYP2E1 and CYP3A4 (Patten et al., 1993). 

 To investigate the role of individual P450s in acetaminophen toxicity in vivo, the 

CYP1A2-null, CYP2E1-null and CYP1A2/CYP2E1 double-null mice were compared (Zaher et 

al., 1998). All three null mouse lines were more resistant to acetaminophen toxicity than wild-
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type mice with the rank order of sensitivity wild-type > CYP1A2-null >> CYP2E1-null >>> 

double-null (Fig. 1). These studies established that the principal P450 responsible for 

acetaminophen toxicity is CYP2E1, in agreement with the in vitro data and studies with ethanol 

treatment (Prasad et al., 1990). Interestingly, the double-null mice were highly resistant to 

toxicity, indicating the involvement of both CYP1A2 and CYP2E1. These studies show the 

utility of P450-null mice in assessing the function of P450s in chemical-induced toxicity and in 

modeling a genetic polymorphism in which the variant phenotype is null. 

 

Gene Expression Profiling in Mechanistic and Predictive Toxicology 

 Toxicogenomics, an emerging subdiscipline, incorporates bioinformatics, genomics, 

proteomics and metabonomics into toxicology. The inclusion of toxicogenomics into predictive 

and mechanistic toxicology and preclinical safety assessments of new chemical entities in 

research and drug development has resulted in the accumulation of vast quantities of data that 

must be accurately and efficiently indexed and archived to facilitate data analysis and the 

extraction of decision-supportive information. This section provides an overview of the 

incorporation of microarray technology into mechanistic and predictive toxicology and discusses 

the infrastructure required to fully utilize this technology. More specifically, issues related to the 

development of dbZach (http://dbzach.fst.msu.edu, a toxicogenomic supportive relational 

database), the construction of model specific cDNA/EST arrays, study design, and data analysis 

are presented. 

 Many consider microarrays to be an enabling technology that can provide unprecedented 

volumes of information regarding mechanisms of action of known toxicants as well as potential 

toxicities of chemical substances. Microarray assays can simultaneously interrogate the 

expression of thousands of genes within a model of interest under several conditions. The ability 

to capture the expression of each gene in response to changes in cellular state (e.g., 

differentiation, disease) or environment (e.g., exposure to drug or chemical) is commonly 

referred to as expression profiling. The relative abundance of transcripts within a cell or tissue is 
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assumed to be indicative of specific cellular reactions in response to treatment or to other 

changes in cellular state. Consequently, mechanisms or modes of action of the response can be 

inferred from the observed transcriptional profile. Expression profiles, therefore, constitute a 

detailed molecular phenotype that can be reverse engineered to classify the perturbation or 

treatment and support investigation into the mechanisms of action of the compound (Nuwaysir et 

al., 1999). 

 To date, microarray assays have been used to demonstrate the potential of global gene 

expression profiling to accurately diagnose tumor status based on gene expression alone (Alon et 

al., 1999; Perou et al., 1999; Alizadeh et al., 2000). It is expected that similar profiling strategies 

can be used to predict the toxicity of drug candidates and other chemicals and to characterize 

their potential toxicity based on the similarity of their expression profiles compared to profiles 

obtained from known toxicants with defined mechanisms of action. Proof of this principle has 

been demonstrated in a several model systems, including yeast (Marton et al., 1998; Hughes et 

al., 2000), mammalian cells in culture (Burczynski et al., 2000; Waring et al., 2001b) and mouse 

liver (Waring et al., 2001a; Hamadeh et al., 2002a, 2002b). 

 Measuring changes in gene expression over time and across dose provides critical 

information regarding the kinetics and coordination of gene expression that contribute to the 

dynamic processes of cellular homeostasis and toxicity. Analyzing gene expression data across 

multiple treatments or responsive species also reveals underlying similarities among different 

conditions, thus producing correlates of gene behavior that can be used to predict and diagnose 

cellular responses to exogenous chemicals. A number of multivariate methods have been used to 

extract ordered subsets of information from disordered sets of multi-conditional gene expression 

data, including hierarchical clustering and principal component analysis, as well as partitioning 

methods such as K-means clustering and self-organizing maps. In general, these methods attempt 

to find order among disordered data sets by grouping similar objects together. Grouping based on 

similarity of expression has been used to identify genes that have similar function and/or are co-

regulated (Marton et al., 1998; Burczynski et al., 2000; Hughes et al., 2000). Therefore, it is 
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possible to identify genes that contribute to toxicity and to predict putative mechanisms of action 

based on correlated global gene expression patterns, which are obtained by comparing responses 

to uncharacterized drug candidates or chemicals to those of toxicants with well-defined 

mechanisms. The genes and responses to experimental conditions can both be clustered so that 

treatments that induce similar expression profiles across all genes on the microarray are in close 

proximity, inferring mechanistic relationships, while genes that are similar in expression profile 

across all conditions are closer together in the second dimension, and perhaps functionally 

related. This approach can be used to generate a molecular phenotype to identify potential 

mechanisms of toxicity and to illustrate relationships between multiple conditions and gene 

expression patterns, so that subsets of genes, rather than a single biomarker, can be used as more 

accurate predictors of toxicity. 

 Mining of the Human Genome Project for targets for therapeutic agents in combination 

with high-throughput screening, combinatorial chemistry and improved structure activity 

predictions has yielded an overwhelming number of new drug candidates. Consequently, 

microarray technology is being incorporated into preclinical assessment programs to prioritize 

drug candidates that warrant further development. Moreover, microarrays are proving to be an 

invaluable tool for elucidating potential mechanisms of toxicity and biomarker discovery. 

Although the technology has tremendous potential, there are a number of limitations and 

challenges that must be overcome (Fielden and Zacharewski, 2001), such as extrapolation 

between platforms (e.g., GeneChips vs. cDNA microarrays) and the fidelity of cDNA/EST 

identities within distributed clone sets (Halgren et al., 2001; Taylor et al., 2001). Additionally, 

rigorous statistically-based analysis strategies for large gene expression data sets (Pan, 2002), 

study designs that consider replicate data sets (Kerr and Churchill, 2001), and integrative data 

management strategies (Brazma et al., 2000), must be developed that facilitate information 

extraction and integration of disparate data amassed from chemical, toxicological, pathological 

and toxicogenomic studies. Unfortunately, currently available databases are not designed to 

handle issues specific to in vitro and in vivo toxicogenomic studies, such as different dose levels 
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and durations of exposure, replicate data sets, orthologous gene representation on arrays and 

their annotation, extrapolation between species, and sample annotation. Continued development 

of methods and experimental approaches involving microarrays should help them become much 

more useful for risk assessment and for documenting genetic polymorphisms. 

 

Ethical and Legal Implications of Pharmacogenetics 

 Much of the excitement surrounding pharmacogenomics stems from the possibility of 

improving the safety and efficacy of drug interventions. Additionally, by conducting clinical 

studies in genetically homogeneous populations, it should be possible to use smaller, faster, and 

cheaper clinical trials. There is even the possibility that certain drugs that have failed clinical 

trials in broad populations could be “rescued” and demonstrated to be safe and effective when 

used only by individuals with certain genotypes. 

 Along with the mixture of hype and hope, the reality is that pharmacogenomics presents a 

number of challenges from an ethical, legal, and policy standpoint. Among these challenges are 

(1) the ethical, economic, and policy implications of market segmentation; (2) the ethical and 

social issues surrounding research in pharmacogenomics, including the generation of sensitive 

genetic information; and (3) the political challenge of ensuring equal access to beneficial 

pharmaceutical products developed through pharmacogenomics. 

 Most of the pharmacogenomic research is currently at the pre-clinical stage. Both at this 

stage and the later clinical research stage an important, but generally unexplored, issue is 

whether the target population is supportive of the research. In particular, it is important to 

consider (1) whether individuals are willing to participate in research by donating biological 

samples and sharing medical records with investigators; (2) whether individuals are willing to 

undergo genetic testing as part of the research process; (3) whether individuals have suspicions 

about the medical research establishment; (4) whether concerns about privacy and confidentiality 

will cause individuals to decline to participate in research; and (5) whether individuals are 

concerned about the morality of research into human genetic variation. Although these concerns 
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are certainly common to all clinical trials, they warrant mention here because of the unique 

concerns centering around genetics in general. 

 As the research proceeds to the clinical stage, it will be important to develop inclusion 

and exclusion criteria based on genotype. One important issue is the ethics of including random 

or “non-matched” controls in the studies (i.e., individuals whose genotypes do not suggest 

favorable responses). Informed consent will also be a major concern, including how researchers 

inform potential participants about the possible economic and social consequences of the 

research, including possible group-based harms. In this regard, the idea of community 

consultation before performing research in discrete ethnic groups has been debated in the 

literature. 

 Once the research has been completed, submission to the Food and Drug Administration 

(FDA) raises a new set of regulatory issues. The model of greater data from fewer, more 

homogeneous research participants is new to the FDA and will require additional regulatory 

analysis. Because of the possibility of smaller research studies, post-approval, Phase IV clinical 

studies may be of greater importance. Additionally, with drugs likely to be given a narrower 

range of approval, what will be the effect on “off-label” uses of the drugs? 

 From a policy perspective, as pharmaceutical companies segment the market, it may 

become economically infeasible to pursue drug development for individuals with rare genotypes. 

Consequently, some governmental subsidies – akin to those under the Orphan Drug Act – may 

be necessary to encourage the development of “small market” drugs. 

 Over the next several years, as pharmacogenomic-based medications become available, 

will managed care plans include them in their formularies? Most companies can be expected to 

undertake a detailed cost-benefit analysis to determine whether the incremental benefits are 

worth the incremental costs. Even if they are cost-effective, it remains to be seen whether the 

costs will be borne by consumers or third-party payers and how increased pharmaceutical costs 

will affect access to health care in general. 
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 Finally, whenever the standard of care in medicine changes there is an increased 

possibility of liability for those providers who fail to meet the new standard of care. For 

physicians, the range of possible liability issues includes the failure to order the appropriate 

genetic tests or to interpret them and explain them to patients properly, the duty to warn patients 

of possible genotype-specific side effects of medications, and the possible issue of failure to 

warn at-risk relatives. To meet this heightened standard of care it will be necessary to include 

instruction in pharmacogenomics in schools of medicine, nursing, pharmacy, and other health 

care fields, as well as to include new developments in continuing education courses. 

Pharmacogenomics is a very promising avenue of research, but we must be careful to make sure 

that there are no unintended social consequences from introducing this technology. 

 

Conclusions 

 Building upon the historical approaches taken in the field of pharmacogenetics, the 

information resource gained from the completion of the Human Genome Project, coupled with 

the development of high-throughput technologies, the development of sophisticated analytical 

tools, and the identification of relatively specific in vivo phenotypic markers, provides the 

potential for this field to make rapid advances. Although challenges exist, the promise of 

pharmacogenomics for human health benefit is exciting and clearly attainable. A number of 

animal models, including transgenic species, can be used to assess the role of genetic variation in 

disease susceptibility. However, extrapolation of results from such studies to humans remains a 

difficult task. There are ethical and legal concerns involved in the application of 

pharmacogenetics to drug design and clinical practice that must be considered in health care 

policies for the twenty-first century. 

 

This article has not been copyedited and formatted. The final version may differ from this version.
JPET Fast Forward. Published on January 24, 2003 as DOI: 10.1124/jpet.102.039925

 at A
SPE

T
 Journals on M

ay 22, 2023
jpet.aspetjournals.org

D
ow

nloaded from
 

http://jpet.aspetjournals.org/


JPET/2002/039925-PiP 

18 

References 

 

Alizadeh AA, Eisen MB, Davis RE, Ma C, Lossos IS, Rosenwald A, Boldrick JC, Sabet H, Tran 

T, Wu X, Powell JI, Yang L, Marti GE, Moore T, Hudson J, Jr, Lu L, Lewis DB, Tibshirani R, 

Sherlock G, Chan WC, Greiner TC, Weisenburger DD, Armitage JO, Warnke R, Levy R, Wilson 

W, Grever MR, Byrd JC. Botstein D, Brown PO and Staudt LM (2000) Distinct types of diffuse 

large B-cell lymphoma identified by gene expression profiling [see comments]. Nature 403:503-

511. 

 

Alon U, Barkai N, Notterman DA, Gish K, Ybarra S, Mack D and Levine AJ (1999) Broad 

patterns of gene expression revealed by clustering analysis of tumor and normal colon tissues 

probed by oligonucleotide arrays. Proc Natl Acad Sci USA 96:6745-6750. 

 

Brazma A, Robinson A, Cameron G and Ashnurner M (2000) One-stop shop for microarray 

data. Nature 403:699-700. 

 

Burczynski ME, McMillan M, Ciervo J, Li L, Parker JB, Dunn RT, 2nd, Hicken S, Farr S and 

Johnson MD (2000) Toxicogenomics-based discrimination of toxic mechanisms in HepG2 

human hepatoma cells. Toxicol Sci 58:399-415. 

 

Buters JT, Tang BK, Pineau T, Gelboin HV, Kimura S and Gonzalez FJ (1996) Role of CYP1A2 

in caffeine pharmacokinetics and metabolism: studies using mice deficient in CYP1A2. 

Pharmacogenetics 6:291-296. 

 

Buters JT, Sakai S, Richter T, Pineau T, Alexander DL, Savas U, Doehmer J, Ward JM, Jefcoate 

CR and Gonzalez FJ (1999) Cytochrome P450 CYP1B1 determines susceptibility to 7,12-

dimethylbenz[a]anthracene-induced lymphomas. Proc Natl Acad Sci USA 96:1977-1982. 

This article has not been copyedited and formatted. The final version may differ from this version.
JPET Fast Forward. Published on January 24, 2003 as DOI: 10.1124/jpet.102.039925

 at A
SPE

T
 Journals on M

ay 22, 2023
jpet.aspetjournals.org

D
ow

nloaded from
 

http://jpet.aspetjournals.org/


JPET/2002/039925-PiP 

19 

 

Cook-Deegan RM (1989) The Alta summit, December, 1984. Genomics 5:661-663. 

 

Dalton TP, Dieter MZ, Matlib RS, Childs NL, Shertzer HG, Genter MB and Nebert DW (2000) 

Targeted knockout of Cyp1a1 gene does not alter hepatic constitutive expression of other genes 

in the mouse [Ah] battery. Biochem Biophys Res Commun 267:184-189. 

 

DeLisi C (1988) Overview of human genome research. Basic Life Sci 46:5-10. 

 

Eichelbaum M, Spannbrucker N, Steincke B and Dengler HJ (1979) Defective N-oxidation of 

sparteine in man: A new pharmacogenetic trait. Eur J Clin Pharmacol 16:183-187. 

 

Fielden MR and Zacharewski TR (2001) Challenges and limitations of gene expression profiling 

in mechanistic and predictive toxicology. Toxicol Sci 60:6-10. 

 

Gonzalez FJ, Skoda RC, Kimura S, Umeno M, Zanger UM, Nebert DW, Gelboin HV, Hardwick 

JP and Meyer UA (1988) Characterization of the common genetic defect in humans deficient in 

debrisoquine metabolism. Nature 331:442-446. 

 

Gorrod AE and Oxon MD (1902) The incidence of alkaptonuria: A study in chemical 

individuality. Lancet 1616-1620. 

 

Halgren RG, Fielden MR, Fong CJ and Zacharewski TR (2001) Assessment of clone identity and 

sequence fidelity for 1189 IMAGE cDNA clones. Nucleic Acid Res 29:582-588. 

 

Hamedeh HK, Bushel PR, Jayadev S, DiSorbo O, Bennett L, Li L, Tennant R, Stoll R, Barrett 

JC, Paules RS, Blanchard K and Afshari CA (2002a) Prediction of compound signature using 

This article has not been copyedited and formatted. The final version may differ from this version.
JPET Fast Forward. Published on January 24, 2003 as DOI: 10.1124/jpet.102.039925

 at A
SPE

T
 Journals on M

ay 22, 2023
jpet.aspetjournals.org

D
ow

nloaded from
 

http://jpet.aspetjournals.org/


JPET/2002/039925-PiP 

20 

high density gene expression profiling. Toxicol Sci 67:232-240. 

 

Hamedeh HK, Bushel PR, Jayadev S, Martin K, DiSorbo O, Sieber S, Bennett L, Tennant R, 

Stoll R, Barrett JC, Blanchard K, Paules RS and Afshari CA (2002b) Gene Expression analysis 

reveals chemical-specific profiles. Toxicol Sci 67:219-231. 

 

Hughes TR, Marton MJ, Jones AR, Roberts CJ, Stoughton R, Armour CD, Bennett HA, Coffey 

E, Dai H, He YD, Kidd MJ, King AM, Meyer MR, Slade D, Lum PY, Stepaniants SB, 

Shoemaker DD, Gachotte D, Chakraburtty K, Simon J, Bard M and Friend SH (2000) Functional 

discovery via a compendium of expression profiles. Cell 102:109-126. 

 

Kerr MK and Churchill GA (2001) Statistical design and the analysis of gene expression 

microarray data. Genet Res 77:123-128. 

 

Koukouritaki SB, Simpson P, Yeung CK, Rettie AE and Hines RN (2002) Human hepatic flavin-

containing monooxygenase 1 (FMO1) and 3 (FMO3) developmental expression. Pediatric Res 

51:236-243. 

 

Lee SS, Buters JT, Pineau T, Fernandez-Salguero P and Gonzalez FJ (1996) Role of CYP2E1 in 

the hepatotoxicity of acetaminophen. J Biol Chem 271:12063-12067. 

 

Leeder JS (2001) Pharmacogenetics and pharmacogenomics. Pediatric Clinics of North America 

48:765-781. 

 

Mahgoub A, Dring LG, Idle JR, Lancaster R and Smith RL (1977) Polymorphic hydroxylation 

of debrisoquine in man. Lancet II:584-586. 

 

This article has not been copyedited and formatted. The final version may differ from this version.
JPET Fast Forward. Published on January 24, 2003 as DOI: 10.1124/jpet.102.039925

 at A
SPE

T
 Journals on M

ay 22, 2023
jpet.aspetjournals.org

D
ow

nloaded from
 

http://jpet.aspetjournals.org/


JPET/2002/039925-PiP 

21 

Marton MJ, DeRisi JL, Bennett HA, Iyer VR, Meyer MR, Roberts CJ, Stoughton R, Burchard J, 

Slade D, Dai H, Bassett DE, Jr, Hartwell LH, Brown PO and Friend SH (1998) Drug target 

validation and identification of secondary drug target effects using DNA microarrays [see 

comments] Nature Med 4:1293-1301. 

 

Mayatepek E and Kohlmüeller D (1998) Transient trimethylaminuria in childhood. Acta 

Paediatr 87:1205-1207. 

 

McLeod HL and Evans WE (2001) Pharmacogenomics: Unlocking the human genome for better 

drug therapy. Annu Rev Pharmacol Toxicol 41:101-121. 

 

Motulsky AG (1957) Drug reactions, enzymes and biochemical genetics. J Amer Med Assn 

165:835-837. 

 

Miyata M, Kudo G, Lee YH, Yang TJ, Gelboin HV, Fernandez-Salguero P, Kimura S and 

Gonzalez FJ (1999) Targeted disruption of the microsomal epoxide hydrolase gene. Microsomal 

epoxide hydrolase is required for the carcinogenic activity of 7,12-dimethylbenz[a]anthracene. J 

Biol Chem 274:23963-23968. 

 

Nassif EG, Weinberger MM, Shannon D, Guiang SF, Hendeles L, Jimenez D and Ekwo E 

(1981) J Pediatrics 98:159-161. 

 

Nebert DW (1997) Pharmacogenetics: 65 candles on the cake. Pharmacogenetics 7:435-440. 

 

Nuwaysir EF, Bittner M, Trent J, Barrett JC and Afshari CA (1999) Microarrays and toxicology: 

the advent of toxicogenomics. Mol Carinog 24:153-159. 

 

This article has not been copyedited and formatted. The final version may differ from this version.
JPET Fast Forward. Published on January 24, 2003 as DOI: 10.1124/jpet.102.039925

 at A
SPE

T
 Journals on M

ay 22, 2023
jpet.aspetjournals.org

D
ow

nloaded from
 

http://jpet.aspetjournals.org/


JPET/2002/039925-PiP 

22 

Omenn GS and Gelboin HV (1984) Genetic Variability in Responses to Chemicals. Cold Spring 

Harbor Laboratory, Cold Spring Harbor, New York. 

 

Pan W (2002) A comparative review of statistical methods for discovering differentially 

expressed genes in replicated microarray experiments. Bioinformatics 18:546-554. 

 

Patten CJ, Thomas PE, Guy RL, Lee M, Gonzalez FJ, Guengerich FP and Yang CS (1993) 

Cytochrome P450 enzymes involved in acetaminophen activation by rat and human liver 

microsomes and their kinetics. Chem Res Toxicol 6:511-518. 

 

Perou CM, Jeffrey SS, van de Rijn M, Rees CA, Eisen MB, Ross DT, Pergamenschikov A, 

Williams CF, Zhu SX, Lee JC, Lashkari D, Shalon D, Brown PO and Botstein D (1999) 

Distinctive gene expression patterns in human mammary epithelial cells and breast cancers. Proc 

Natl Acad Sci USA 96:9212-9217. 

 

Pineau T, Fernandez-Salguero P, Lee SS, McPhail T, Ward JM and Gonzalez FJ (1995) Neonatal 

lethality associated with respiratory distress in mice lacking cytochrome P450 1A2. Proc Natl 

Acad Sci USA 92:5134-5138. 

 

Prasad JS, Chen NQ, Liu YX, Goon DJ and Holtzman JL (1990) Effects of ethanol and 

inhibitors on the binding and metabolism of acetaminophen and N-acetyl-p-benzoquinone imine 

by hepatic microsomes from control and ethanol-treated rats. Biochem Pharmacol 40:1989-1995. 

 

Rumack BH (2002) Acetaminophen hepatotoxicity: the first 35 years. J Toxicol Clin Toxicol 

40:3-20. 

 

Seidegård J and Pero RW (1985) The hereditary transmission of high glutathione transferase 

This article has not been copyedited and formatted. The final version may differ from this version.
JPET Fast Forward. Published on January 24, 2003 as DOI: 10.1124/jpet.102.039925

 at A
SPE

T
 Journals on M

ay 22, 2023
jpet.aspetjournals.org

D
ow

nloaded from
 

http://jpet.aspetjournals.org/


JPET/2002/039925-PiP 

23 

activity toward trans-stilbene oxide in human mononuclear leukocytes. Human Genetics 69:66-

68. 

 

Sinal CJ, Miyata M, Tohkin M, Nagata K, Bend JR and Gonzalez FJ (2000) Targeted disruption 

of soluble epoxide hydrolase reveals a role in blood pressure regulation. J Biol Chem 275:40504-

40510. 

 

Snyder LH (1932) Studies in human inheritance. IX. The inheritance of taste deficiency in man. 

Ohio J Sci 32:436-438. 

 

Sonnier M and Cresteil T (1998) Delayed ontogenesis of CYP1A2 in the human liver. Eur J 

Biochem 251:893-898. 

 

Taylor E, Cogdell D, Coombes K, Hu L, Ramdas L, Tabor A, Hamilton S and Zhang W (2001) 

Sequence verification as quality-control step for production of cDNA microarrays. Biotechniques 

31:62-65. 

 

Vogel F (1959) Moderne probleme der humangenetik. Ergeb Inn Med Kinderheilkd 12:52-125. 

 

Waring JF, Ciurlionis R, Jolly RA, Heindel M and Ulrich RG (2001a) Microarray analysis of 

hepatotoxins in vitro reveals a correlation between gene expression profiles and mechanistic 

toxicity. Toxicol Lett 120:359-368. 

 

Waring JF, Jolly RA, Ciurlionis R, Lum PY, Praestgaard JT, Morfitt DC, Buratto B, Roberts C, 

Schadt E and Ulrich RG (2001b) Clustering of hepatotoxins based on mechanism of toxicity 

using gene expression profiles. Toxicol Appl Pharmacol 175:28-42. 

 

This article has not been copyedited and formatted. The final version may differ from this version.
JPET Fast Forward. Published on January 24, 2003 as DOI: 10.1124/jpet.102.039925

 at A
SPE

T
 Journals on M

ay 22, 2023
jpet.aspetjournals.org

D
ow

nloaded from
 

http://jpet.aspetjournals.org/


JPET/2002/039925-PiP 

24 

Weinshilboum RM and Sladek SL (1980) Mercaptopurine pharmacogenetics: Monogenic 

inheritance of erythrocyte thiopurine methyltransferase activity. Am J Hum Genet 32:651-662. 

 

Zaher H, Buters JT, Ward JM, Bruno MK, Lucas AM, Stern ST, Cohen SD and Gonzalez FJ 

(1998) Protection against acetaminophen toxicity in CYP1A2 and CYP2E1 double-null mice. 

Toxicol Appl Pharmacol 152:193-199. 

This article has not been copyedited and formatted. The final version may differ from this version.
JPET Fast Forward. Published on January 24, 2003 as DOI: 10.1124/jpet.102.039925

 at A
SPE

T
 Journals on M

ay 22, 2023
jpet.aspetjournals.org

D
ow

nloaded from
 

http://jpet.aspetjournals.org/


JPET/2002/039925-PiP 

25 

Footnote 

1To whom page proofs and reprint requests should be addressed: 

Lawrence H. Lash, Ph.D. 

Department of Pharmacology 

Wayne State University School of Medicine 

540 East Canfield Avenue 

Detroit, MI 48201 

 

This article has not been copyedited and formatted. The final version may differ from this version.
JPET Fast Forward. Published on January 24, 2003 as DOI: 10.1124/jpet.102.039925

 at A
SPE

T
 Journals on M

ay 22, 2023
jpet.aspetjournals.org

D
ow

nloaded from
 

http://jpet.aspetjournals.org/


JPET/2002/039925-PiP 

26 

Figure Legend 

 

Fig. 1. Acetaminophen toxicity in wild-type, CYP1A2-null, CYP2E1-null and 

CYP1A2/CYP2E1 double null mice. Mice were administered acetaminophen and the number of 

mice surviving at 48 hours later determined. Data are re-drawn and combined from Zaher et al. 

(1998). 
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TABLE 1 

Selected examples of human enzymes exhibiting genetic polymorphisms and potential clinical 

consequences. 

Enzyme Polymorphism Examples of Consequences 

GSTM1 Null variant Increased susceptibility to colon cancer 

NAT2 Low activity Increased side effects from antitubercular drug 
isoniazid (peripheral neuropathy); increased 
susceptibility to human bladder carcinogen 4-
aminobiphenyl 

UGT1A Low activity Hyperbilirubinemia (Crigler-Najjar and Gilbert’s 
syndromes) 

CYP2C9 Low activity Low-dose requirement for warfarin and 
increased risk for bleeding 

CYP2C19 Low activity Increased risks for side effects from 
mephenytoin anticonvulsant therapy 

CYP2D6 High or low 
activity 

Lack of therapeutic efficacy or increased side 
effects from antihypertensive debrisoquine 
(hypotension) 

ADH1 Altered affinity 
and activity 

Increased risks for cardiovascular effects; 
protection against alcohol teratogenicity 

ALDH2 Null variant Facial flushing and reduced risk for alcoholism 

FMO3 Null variants Trimethylaminuria 

TPMT High or low 
activity 

Lack of therapeutic efficacy or increased risk for 
drug-induced myelosuppression 

Abbreviations: ADH, alcohol dehydrogenase; ALDH, aldehyde dehydrogenase; CYP, 

cytochrome P450; FMO, flavin-containing monooxygenase; GST, glutathione S-transferase; 

NAT, N-acetyltransferase; UGT, UDP glucuronosyltransferase; TPMT, thiopurine 

methyltransferase. 
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