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The Human Genome Project (HGP) is fulfilling its promise as the single most important project in biology and the biomedical sciences--one that will permanently change biology and medicine. With the recent completion of the genome sequences of several microorganisms, including Escherichia coli and Saccharomyces cerevisiae, and the imminent completion of the sequence of the metazoan Caenorhabditis elegans, the door has opened wide on the era of whole genome science. The ability to analyze entire genomes is accelerating gene discovery and revolutionizing the breadth and depth of biological questions that can be addressed in model organisms. These exciting successes confirm the view that acquisition of a comprehensive, high-quality human genome sequence will have unprecedented impact and long-lasting value for basic biology, biomedical research, biotechnology, and health care. The transition to sequence-based biology will spur continued progress in understanding gene-environment interactions and in development of highly accurate DNA-based medical diagnostics and therapeutics. 

Human DNA sequencing, the flagship endeavor of the HGP, is entering its decisive phase. It will be the project's central focus during the next 5 years. While partial subsets of the DNA sequence, such as expressed sequence tags (ESTs), have proven enormously valuable, experience with simpler organisms confirms that there can be no substitute for the complete genome sequence. In order to move vigorously toward this goal, the crucial task ahead is building sustainable capacity for producing publicly available DNA sequence. The full and incisive use of the human sequence, including comparisons to other vertebrate genomes, will require further increases in sustainable capacity at high accuracy and lower costs. Thus, a high-priority commitment to develop and deploy new and improved sequencing technologies must also be made. 
Availability of the human genome sequence presents unique scientific opportunities, chief among them the study of natural genetic variation in humans. Genetic or DNA sequence variation is the fundamental raw material for evolution. Importantly, it is also the basis for variations in risk among individuals for numerous medically important, genetically complex human diseases. An understanding of the relationship between genetic variation and disease risk promises to change significantly the future prevention and treatment of illness. The new focus on genetic variation, as well as other applications of the human genome sequence, raises additional ethical, legal, and social issues that need to be anticipated, considered, and resolved.

The HGP has made genome research a central underpinning of biomedical research. It is essential that it continue to play a lead role in catalyzing large-scale studies of the structure and function of genes, particularly in functional analysis of the genome as a whole. However, full implementation of such methods is a much broader challenge and will ultimately be the responsibility of the entire biomedical research and funding communities. 
Success of the HGP critically depends on bioinformatics and computational biology as well as training of scientists to be skilled in the genome sciences. The project must continue a strong commitment to support of these areas. 
As intended, the HGP has become a truly international effort to understand the structure and function of the human genome. Many countries are participating according to their specific interests and capabilities. Coordination is informal and generally effected at the scientist-to-scientist level. The U.S. component of the project is sponsored by the National Human Genome Research Institute at the National Institutes of Health (NIH) and the Office of Biological and Environmental Research at the Department of Energy (DOE). The HGP has benefited greatly from the contributions of its international partners. The private sector has also provided critical assistance. These collaborations will continue, and many will expand. Both NIH and DOE welcome participation of all interested parties in the accomplishment of the HGP's ultimate purpose, which is to develop and make publicly available to the international community the genomic resources that will expedite research to improve the lives of all people.

The Planning Process

The last 5-year plan for the HGP, published jointly by NIH and DOE in 1993 (1), covered fiscal years 1994 through 1998. The current plan is again a joint effort and will guide the project for fiscal years 1999 through 2003. 
The goals described below have resulted from a comprehensive planning and assessment process that has taken place over the past year in both agencies. Each agency identified a group of advisors to oversee its process, and eight workshops were held to address specific areas of the plan. A large number of scientists and scholars as well as public representatives participated in these events, including many who had no historical ties to the HGP. Comments were also sought from an extensive list of biotechnology and pharmaceutical companies. A draft of the goals was presented for evaluation at a public meeting in May 1998. Suggestions and comments from that meeting were incorporated into the plan. Finally, the new goals were reviewed and approved by the National Advisory Council for Human Genome Research at NIH and the Biological and Environmental Research Advisory Committee at DOE. Summaries of the workshops that contributed to this plan are available at www.nhgri.nih.gov/98plan and www.ornl.gov/hg5yp 

Specific Goals for 1998-2003

The following sections outline eight major goals for the HGP over the next 5 years. Table 1 provides an overview of the quantifiable features of these new goals and compares them to the goals from 1993. Information on accomplishment of the 1993 goals is also included. Figure 1 describes the funding the U.S. HGP received to date. 

Table 1. A comparison is made of some of the quantitative features of the new goals to the goals developed in 1993, and a snapshot of the worldwide status of completion of the 1993 goals is provided. Other features of the new goals are described in the text; cM, centimorgan. 



Area
Goals 1993-98
Status as of Oct. 1998
Goals 1998-2003


Genetic map
Average 2- to 5-cM resolution
1 cM map published Sept. 1994
Completed
Physical map
Map 30,000 STSs
52,000 STSs mapped
Completed
DNA sequence
Complete 80 Mb for all organisms by 1998
180 Mb human plus 111 Mb nonhuman
Finish 1/3 of human sequence by end of 2001
Working draft of remainder by end of 2001
Complete human sequence by end of 2003
Sequencing technology
Evolutionary improvements and innovative technologies
90 Mb/year capacity at ~$0.50 per base
Integrate and automate to achieve 500 Mb/year at [image: image1.png]


$0.25 per base
Capillary array electrophoresis validated
Support innovation
Microfabrication feasible
Human sequence variation
Not a goal
-
100,000 mapped SNPs
Develop technology
Gene identification
Develop technology
30,000 ESTs mapped
Full-length cDNAs
Functional analysis
Not a goal
-
Develop genomic-scale technologies
Model organisms
E. coli: complete sequence
Published Sept. 1997
-
Yeast: complete sequence
Released Apr. 1996
-
C. elegans: most of sequence
80% complete
Complete Dec. 1998
Drosophila: begin sequencing
9% done
Sequence by 2002
Mouse: map 10,000 STSs
12,000 STSs mapped
Develop extensive genomic resources
Lay basis for finishing sequence by 2005 Produce working draft before 2005




Fig. 1. The annual budget for the U.S. Human Genome Project for NIH and DOE is shown. In fiscal year 1998, NIH devoted 1.25% of its total budget of $13.6 billion to the HGP. [View Larger Version of this Image (19K GIF file)] 





	Goal 1--The Human DNA Sequence 

Providing a complete, high-quality sequence of human genomic DNA to the research community as a publicly available resource continues to be the HGP's highest priority goal. The enormous value of the human genome sequence to scientists and the considerable savings in research costs its widespread availability will allow are compelling arguments for advancing the timetable for completion. Recent technological developments and experience with large-scale sequencing provide increasing confidence that it will be possible to complete an accurate, high-quality sequence of the human genome by the end of 2003, 2 years sooner than previously predicted. NIH and DOE expect to contribute 60 to 70% of this sequence, with the remainder coming from the effort at the Sanger Centre, funded by the Wellcome Trust, and other international partners. 
This is a highly ambitious, even audacious goal, given that only about 6% of the human genome sequence has been completed thus far (Fig. 2). Sequence completion by the end of 2003 is a major challenge, but within reach and well worth the risks and effort. Realizing the goal will require an intense and dedicated effort and a continuation and expansion of the collaborative spirit of the international sequencing community. Only sequence of high accuracy and long-range contiguity will allow a full interpretation of all the information encoded in the human genome. However, in the course of finishing the first human genome sequence by the end of 2003, a "working draft" covering the vast majority of the genome can be produced even sooner, within the next 3 years. Though that sequence will be of lower accuracy and contiguity, it will nevertheless be very useful, especially for finding genes, exons, and other features through sequence searches. These uses will assist many current and future scientific projects and bring them to fruition much sooner, resulting in significant time and cost savings. However, because this sequence will have gaps, it will not be as useful as finished sequence for studying DNA features that span large regions or require high sequence accuracy over long stretches. 



Fig. 2. Worldwide human genome sequencing progress is shown (measured as base pairs of finished sequence deposited with GenBank). [View Larger Version of this Image (14K GIF file)] 





Availability of the human sequence will not end the need for large-scale sequencing. Full interpretation of that sequence will require much more sequence information from many other organisms, as well as information about sequence variation in humans (see also Goals 3, 4, and 5). Thus, the development of sustainable, long-term sequencing capacity is a critical objective of the HGP. Achieving the goals below will require a capacity of at least 500 megabases (Mb) of finished sequence per year by the end of 2003. 

a) Finish the complete human genome sequence by the end of 2003. The year 2003 is the 50th anniversary of the discovery of the double helix structure of DNA by James Watson and Francis Crick (2). There could hardly be a more fitting tribute to this momentous event in biology than the completion of the first human genome sequence in this anniversary year. The technology to do so is at hand, although further improvements in efficiency and cost effectiveness will be needed, and more research is needed on approaches to sequencing structurally difficult regions (3). Current sequencing capacity will have to be expanded two- to threefold, but this should be within the capability of the sequencing community. 
Reaching this goal will significantly stress the capabilities of the publicly funded project and will require continued enthusiastic support from the Administration and the U.S. Congress. But the value of the complete, highly accurate, fully assembled sequence of the human genome is so great that it merits this kind of investment. 
b) Finish one-third of the human DNA sequence by the end of 2001. With the anticipated scale-up of sequencing capacity, it should be possible to expand finished sequence production (Fig. 2) to achieve completion of 1 Gb of human sequence by the worldwide HGP by the end of 2001. As more than half of the genes are predicted to lie in the gene-rich third of the genome, the finishing effort during the next 3 years should focus on such regions if this can be done without incurring significant additional costs. A convenient, but not the only, strategy would be to finish bacterial artificial chromosome (BAC) clones detected by complementary DNA (cDNA) or EST sequences. 

In addition, a rapid peer-review process should be established immediately for prioritizing specific regions to be finished, based on the needs of the international scientific community. This process must be impartial and must minimize disruptions to the large-scale sequencing laboratories. 
To best meet the needs of the scientific community, the finished human DNA sequence must be a faithful representation of the genome, with high base-pair accuracy and long-range contiguity. Specific quality standards that balance cost and utility have already been established. One of the most important uses for the human sequence will be comparison with other human and nonhuman sequences. The sequence differences identified in such comparisons should, in nearly all cases, reflect real biological differences rather than errors or incomplete sequence. Consequently, the current standard for accuracy--an error rate of no more than 1 base in 10,000--remains appropriate. Although production of contiguous sequence without gaps is the goal, any irreducible gaps must be annotated as to size and position. In order to assure that long-range contiguity of the sequence will be achievable, several contigs of 20 Mb or more should be generated by the end of 2001. These quality standards should be reexamined periodically; as experience in using sequence data is gained, the appropriate standards for sequence quality may change. 

c) Achieve coverage of at least 90% of the genome in a working draft based on mapped clones by the end of 2001. The current public sequencing strategy is based on mapped clones and occurs in two phases. The first, or "shotgun" phase, involves random determination of most of the sequence from a mapped clone of interest. Methods for doing this are now highly automated and efficient. Mapped shotgun data are assembled into a product ("working draft" sequence) that covers most of the region of interest but may still contain gaps and ambiguities. In the second, finishing phase, the gaps are filled and discrepancies resolved. At present, the finishing phase is more labor intensive than the shotgun phase. Already, partially finished, working-draft sequence is accumulating in public databases at about twice the rate of finished sequence. 
Based on recent experience, the rate of production of working draft sequence can be further increased. By continuing to scale up the production of finished sequence at a realistic rate and further scaling up the production of working draft sequence, the combined total of working draft plus finished sequence will cover at least 90% of the genome at an accuracy of at least 99% by the end of 2001. Some areas of the genome are likely to be difficult to clone or not amenable to automated assembly because of highly repetitive sequence; thus, coverage is expected to fall short of 100% at this stage. If increased resources are available or technology improves, or both, greater than 90% coverage may be possible. 

The individual sequence reads used to generate the working draft will be held to the same high-quality standards as those used for the finished genome sequence. Assembly of the working draft should not create loss of efficiency or increases in overall cost. 

Recently, two private ventures announced initiatives to sequence a major fraction of the human genome, using strategies that differ fundamentally from the publicly funded approach. One of these ventures is based upon a whole genome shotgun strategy, which may present significant assembly problems (4). The stated intention of this venture to release data on a quarterly basis creates the possibility of synergy with the public effort. If this privately funded data set and the public one can be merged, the combined depth of coverage of the working draft sequence will be greater, and the mapping information provided by the public data set will provide critically needed anchoring to the private data. The NIH and DOE welcome such initiatives and look forward to cooperating with all parties that can contribute to more rapid public availability of the human genome sequence. 
d) Make the sequence totally and freely accessible. The HGP was initiated because its proponents believed the human sequence is such a precious scientific resource that it must be made totally and publicly available to all who want to use it. Only the wide availability of this unique resource will maximally stimulate the research that will eventually improve human health. Public funding of the HGP is predicated on the belief that public availability of the human sequence at the earliest possible time will lead to the greatest public good. Therefore, NIH and DOE continue to strongly endorse the policy for human sequence data release adopted by the international sequencing community in February 1996 (5), and confirmed and expanded to include genomic sequence of all organisms in 1998 (6). This policy states that sequence assemblies 1 to 2 kb in size should be released into public databases within 24 hours of generation and that finished sequence should be released on a similarly rapid time scale. 
Goal 2--Sequencing Technology 

DNA sequencing technology has improved dramatically since the genome project began. The amount of sequence produced each year is increasing steadily; individual centers are now producing tens of millions of base pairs of sequence annually (Fig. 2). In the future, de novo sequencing of additional genomes, comparative sequencing of closely related genomes, and sequencing to assess variation within genomes will become increasingly indispensable tools for biological and medical research. Much more efficient sequencing technology will be needed than is currently available. The incremental improvements made to date have not yet resulted in any fundamental paradigm shifts. Nevertheless, the current state-of-the-art technology can still be significantly improved, and resources should be invested to accomplish this. Beyond that, research must be supported on new technologies that will make even higher throughput DNA sequencing efficient, accurate, and cost-effective, thus providing the foundation for other advanced genomic analysis tools. Progress must be achieved in three areas: 
a) Continue to increase the throughput and reduce the cost of current sequencing technology. Increased automation, miniaturization, and integration of the approaches currently in use, together with incremental, evolutionary improvements in all steps of the sequencing process, are needed to yield further increases in throughput (to at least 500 Mb of finished sequence per year by 2003) and reductions in cost. At least a twofold cost reduction from current levels (which average $0.50 per base for finished sequence in large-scale centers) should be achieved in the next 5 years. Production of the working draft of the human sequence will cost considerably less per base pair. 

b) Support research on novel technologies that can lead to significant improvements in sequencing technology. New conceptual approaches to DNA sequencing must be supported to attain substantial improvements over the current sequencing paradigm. For example, microelectromechanical systems (MEMS) may allow significant reduction of reagent use, increase in assay speed, and true integration of sequencing functions. Rapid mass spectrometric analysis methods are achieving impressive results in DNA fragment identification and offer the potential for very rapid DNA sequencing. Other more revolutionary approaches, such as single-molecule sequencing methods, must be explored as well. Significant investment in interdisciplinary research in instrumentation, combining chemistry, physics, biology, computer science, and engineering, will be required to meet this goal. Funding of far-sighted projects that may require 5 to 10 years to reach fruition will be essential. Ultimately, technologies that could, for example, sequence one vertebrate genome per year at affordable cost are highly desirable. 
c) Develop effective methods for the advanced development and introduction of new sequencing technologies into the sequencing process. As the scale of sequencing increases, the introduction of improvements into the production stream becomes more challenging and costly. New technology must therefore be robust and be carefully evaluated and validated in a high-throughput environment before its implementation in a production setting. A strong commitment from both the technology developers and the technology users is essential in this process. It must be recognized that the advanced development process will often require significantly more funds than proof-of-principle studies. Targeted funding allocations and dedicated review mechanisms are needed for advanced technology development. 

Goal 3--Human Genome Sequence Variation 

Natural sequence variation is a fundamental property of all genomes. Any two haploid human genomes show multiple sites and types of polymorphism. Some of these have functional implications, whereas many probably do not. The most common polymorphisms in the human genome are single base-pair differences, also called single-nucleotide polymorphisms (SNPs). When two haploid genomes are compared, SNPs occur every kilobase, on average. Other kinds of sequence variation, such as copy number changes, insertions, deletions, duplications, and rearrangements also exist, but at low frequency and their distribution is poorly understood. Basic information about the types, frequencies, and distribution of polymorphisms in the human genome and in human populations is critical for progress in human genetics. Better high-throughput methods for using such information in the study of human disease is also needed. 

SNPs are abundant, stable, widely distributed across the genome, and lend themselves to automated analysis on a very large scale, for example, with DNA array technologies. Because of these properties, SNPs will be a boon for mapping complex traits such as cancer, diabetes, and mental illness. Dense maps of SNPs will make possible genome-wide association studies, which are a powerful method for identifying genes that make a small contribution to disease risk. In some instances, such maps will also permit prediction of individual differences in drug response. Publicly available maps of large numbers of SNPs distributed across the whole genome, together with technology for rapid, large-scale identification and scoring of SNPs, must be developed to facilitate this research. The early availability of a working draft of the human genome should greatly facilitate the creation of dense SNP maps (see Goal 1). 

a) Develop technologies for rapid, large-scale identification or scoring, or both, of SNPs and other DNA sequence variants. The study of sequence variation requires efficient technologies that can be used on a large scale and that can accomplish one or more of the following tasks: rapid identification of many thousands of new SNPs in large numbers of samples; and rapid and efficient scoring of large numbers of samples for the presence or absence of already known SNPs. Although the immediate emphasis is on SNPs, ultimately technologies that can be applied to polymorphisms of any type must be developed. Technologies are also needed that can rapidly compare, by large-scale identification of similarities and differences, the DNA of a species that is closely related to one whose DNA has already been sequenced. The technologies that are developed should be cost-effective and broadly accessible. 
b) Identify common variants in the coding regions of the majority of identified genes during this 5-year period. Initially, association studies involving complex diseases will likely test a large series of candidate genes; eventually, sequences in all genes may be systematically tested. SNPs in coding sequences (also known as cSNPs) and the associated regulatory regions will be immediately useful as specific markers for disease. An effort should be made to identify such SNPs as soon as possible. Ultimately, a catalog of all common variants in all genes will be desirable. This should be cross-referenced with cDNA sequence data (see Goal 4). 

c) Create an SNP map of at least 100,000 markers. A publicly available SNP map of sufficient density and informativeness to allow effective mapping in any population is the ultimate goal. A map of 100,000 SNPs (one SNP per 30,000 nucleotides) is likely to be sufficient for studies in some relatively homogeneous populations, while denser maps may be required for studies in large, heterogeneous populations. Thus, during this 5-year period, a map of at least 100,000 SNPs should be created. If technological advances permit, a map of greater density is desirable. Research should be initiated to estimate the number of SNPs needed in different populations. 
d) Develop the intellectual foundations for studies of sequence variation. The methods and concepts developed for the study of single-gene disorders are not sufficient for the study of complex, multigene traits. The study of the relationship between human DNA sequence variation, phenotypic variation, and complex diseases depends critically on better methods. Effective research design and analysis of linkage, linkage disequilibrium, and association data are areas that need new insights. Questions such as which study designs are appropriate to which specific populations, and with which population genetics characteristics, must be answered. Appropriate statistical and computational tools and rigorous criteria for establishing and confirming associations must also be developed. 
e) Create public resources of DNA samples and cell lines. To facilitate SNP discovery it is critical that common public resources of DNA samples and cell lines be made available as rapidly as possible. To maximize discovery of common variants in all human populations, a resource is needed that includes individuals whose ancestors derive from diverse geographic areas. It should encompass as much of the diversity found in the U.S. population as possible. Samples in this initial public repository should be totally anonymous to avoid concerns that arise with linked or identifiable samples. 
DNA samples linked to phenotypic data and identified as to their geographic and other origins will be needed to allow studies of the frequency and distribution of DNA polymorphisms in specific populations and their relevance to disease. However, such collections raise many ethical, legal, and social concerns that must be addressed. Credible scientific strategies must be developed before creating these resources. (see Goal 6) 

Goal 4--Technology for Functional Genomics 

The HGP is revolutionizing the way biology and medicine will be explored in the next century and beyond. The availability of entire genome sequences is enabling a new approach to biology often called functional genomics--the interpretation of the function of DNA sequence on a genomic scale. Already, the availability of the sequence of entire organisms has demonstrated that many genes and other functional elements of the genome are discovered only when the full DNA sequence is known. Such discoveries will accelerate as sequence data accumulate. However, knowing the structure of a gene or other element is only part of the answer. The next step is to elucidate function, which results from the interaction of genomes with their environment. Current methods for studying DNA function on a genomic scale include comparison and analysis of sequence patterns directly to infer function, large-scale analysis of the messenger RNA and protein products of genes, and various approaches to gene disruption. In the future, a host of novel strategies will be needed for elucidating genomic function. This will be a challenge for all of biology. The HGP should contribute to this area by emphasizing the development of technology that can be used on a large scale, is efficient, and is capable of generating complete data for the genome as a whole. To the extent that available resources allow, expansion of current approaches as well as innovative technology ideas should be supported in the areas described below. Large-scale characterization of the gene transcripts and their protein products underpins functional analysis. Therefore, identifying and sequencing a set of full-length cDNAs that represent all human genes must be a high priority. 
a) Develop cDNA resources. Complete sets of full-length cDNA clones and sequences for both humans and model organisms would be enormously useful for biologists and are urgently needed. Such resources would help in both gene discovery and functional analysis. Unfortunately, neither cloning full-length cDNAs nor identifying rare transcripts is yet a routine task. High priority should therefore be placed on developing technology for obtaining full-length cDNAs and for finding rare transcripts. Complete and validated inventories of full-length cDNA clones and corresponding sequences should be generated and made available to the community once such technology is at hand. 

b) Support research on methods for studying functions of non-protein-coding sequences. In addition to the DNA sequences specifying protein structure, there are numerous sequences responsible for other functions, such as control of gene expression, RNA splicing, formation of chromatin domains, maintenance of chromosome structure, recombination, and replication. Other sequences specify the numerous functional untranslated RNAs. Improved technologies are needed for global approaches to the study of non-protein-coding sequences, including production of relevant libraries, comparative sequencing, and computational analysis. 

c) Develop technology for comprehensive analysis of gene expression. Information about the spatial and temporal patterns of gene expression in both humans and model organisms offers one key to understanding gene expression. Efficient and cost-effective technology needs to be developed to measure various parameters of gene expression reliably and reproducibly. Complementary DNA sequences and validated sets of clones with unique identifiers will be needed for array technologies, large-scale in situ hybridization, and other strategies for measuring gene expression. Improved methods for quantifying, representing, analyzing, and archiving expression data should also be developed. 

d) Improve methods for genome-wide mutagenesis. Creating mutations that cause loss or alteration of function is another prime approach to studying gene function. Technologies, both gene- and phenotype-based, which can be used on a large scale in vivo or in vitro, are needed for generating or finding such mutations in all genes. Such technologies should be piloted in appropriate model systems, including both cell culture and whole organisms. 
e) Develop technology for global protein analysis. A full understanding of genome function requires an understanding of protein function on a genome-wide basis. Development of experimental and computational methods to study global spatial and temporal patterns of protein expression, protein-ligand interactions, and protein modification needs to be supported. 
Goal 5--Comparative Genomics 

Because all organisms are related through a common evolutionary tree, the study of one organism can provide valuable information about others. Much of the power of molecular genetics arises from the ability to isolate and understand genes from one species based on knowledge about related genes in another species. Comparisons between genomes that are distantly related provide insight into the universality of biologic mechanisms and identify experimental models for studying complex processes. Comparisons between genomes that are closely related provide unique insights into the details of gene structure and function. In order to understand the human genome fully, genomic analysis on a variety of model organisms closely and distantly related to each other must be supported. 
Genome sequencing of E. coli and S. cerevisiae, two of the five model organisms targeted in the first 5-year plan, has been completed. Availability of these sequences has led to the discovery of many new genes and other functional elements of the genome. It has allowed biologists to move from identifying genes to systematic studies to understand their function. Completion of the DNA sequence of the remaining model organisms, C. elegans, D. melanogaster, and mouse, continues to be a high priority and should proceed as rapidly as available resources allow. Additional model organisms will need to be analyzed to allow the full benefits of comparative genomics to be realized. This ongoing need is a major rationale for building sustainable sequencing capacity (see Goals 1 and 2). 

a) Complete the sequence of the C. elegans genome in 1998. The DNA sequence of the C. elegans genome is well on the way to completion, with a target date of December 1998. Some difficult-to-close regions may remain at the end of this year and should become the subject of research projects aimed at closing them. The lessons learned from this project will be crucial in devising strategies for larger genomes. 

b) Complete the sequence of the Drosophila genome by 2002. The wealth of information accumulated about Drosophila over many decades makes it a critically important genetic model. Its DNA sequence is eagerly awaited by all biologists. A significant increase in investment in Drosophila sequencing capacity will be needed to achieve this goal, and the benefits of early completion to comparative biology will be tremendous. Anticipated contributions from the private sector may enable the completion of this goal even earlier than 2002. 

c) The mouse genome. The mouse is currently the best mammalian model for studies of a broad array of biomedical research questions. The complete mouse genome sequence will be a crucial tool for interpreting the human genome sequence, because it will highlight functional features that are conserved, including noncoding regulatory sequences as well as coding sequences. Comparisons between mouse and human genomes will also identify functionally important differences that distinguish mouse from human. Therefore, this is the time to invest in a variety of mouse genomic resources, culminating eventually in full-genome sequencing, to allow development of whole-genome approaches in a mammalian system. 
1) Develop physical and genetic mapping resources. The integrated mouse yeast artificial chromosome (YAC)/STS map that has been developed provides a useful framework for the more detailed mapping resources now needed for positional cloning and sequencing projects. These resources should include mapped STSs, polymorphic markers, cDNA sequences, and BACs. The usefulness of SNPs as polymorphic markers in the mouse should also be explored in the near term. 
2) Develop additional cDNA resources. More cDNA libraries and cDNA sequences are needed. These should derive from a variety of tissues and developmental stages and have good representation of rare transcripts. The mouse offers an opportunity to capture cDNA sequences from developmental stages, anatomical sites, and physiological states that are under-represented in human cDNA collections, and these should receive particular attention. Full-length cDNAs should be developed and sequenced once the technology for doing this efficiently becomes available (see also Goal 4). 
3) Complete the sequence of the mouse genome by 2005. Mouse genomic sequence is an essential resource for interpreting human DNA sequence. For this reason, the centers sequencing human DNA are encouraged to devote up to 10% of their capacity to sequencing mouse DNA. Additional capacity for mouse DNA sequencing should be built up over the next few years with a goal of finishing the mouse sequence by 2005. Initially, a working draft of the mouse genome should be produced even sooner (see Goal 1 for a discussion of a working draft of the human genome sequence). 
d) Identify other model organisms that can make major contributions to the understanding of the human genome and support appropriate genomic studies. As DNA sequencing capacity becomes available, new model organisms that can contribute to understanding human biology should be identified for genomic sequencing. Even if such capacity is not available during this 5-year period, development of other useful genomic resources should be considered. The scientific community will need to establish criteria for choosing those models that can make the greatest contribution. Characteristics such as phylogenetic distance from other models, genome size, transfection capability, ability to mutagenize, and availability of experimental material should all be considered. Because different characteristics will be useful for different purposes, organisms that are phylogenetically distant from each other and those that are close should be studied. 
Goal 6--Ethical, Legal, and Social Implications (ELSI) 

While recognizing that genetics is not the only factor affecting human well-being, the NIH and DOE are acutely aware that advances in the understanding of human genetics and genomics will have important implications for individuals and society. Examination of the ethical, legal, and social implications of genome research is, therefore, an integral and essential component of the HGP. In a unique partnership, biological and social scientists, health care professionals, historians, legal scholars, and others are committed to exploration of these issues as the project proceeds. The ELSI program has generated a substantial body of scholarship in the areas of privacy and fair use of genetic information, safe and effective integration of genetic information into clinical settings, ethical issues surrounding genetics research, and professional and public education. The results of this research are already being used to guide the conduct of genetic research and the development of related health professional and public policies. The ELSI program has also stimulated the examination of similar issues in other areas of the biological and medical sciences. 
Continued success of the ELSI program will require attention to the new challenges presented by the rapid advances in genetics and its applications. As the genome project draws closer to completing the first human genome sequence and begins to explore human sequence variation on a large scale, it will be critical for biomedical scientists, ELSI researchers, and educators to focus attention on the ethical, legal, and social implications of these developments for individuals, families, and communities. The new goals for ELSI research and education can be visualized as a pyramid of interrelated issues and activities (Fig. 3). Given the complexity of the issues encompassed by the ELSI goals, only a summary of the major areas is presented here. To illustrate more fully the breadth and range of the issues that will be addressed, a Web site has been created that provides examples of the types of research questions and education activities envisioned within each goal (www.nhgri.nih.gov/98plan/elsi/). 



Fig. 3. The pyramid depicts the Ethical, Legal, and Social Implications (ELSI) Research Program goals for 1998-2003. The first goal, at the top of the pyramid, deals with the issues around the completion of the first human DNA sequence and the study of human genetic variation, making concrete the vision that advances in genome science will be an important factor contributing to the ELSI research agenda. The second and third goals focus on the integration of the information generated by these new discoveries into clinical, nonclinical, and research settings. The fourth goal examines the interaction of this information with philosophical, theological, and ethical perspectives. Finally, providing the foundation for all of these explorations is the fifth goal, examining how the understanding and use of genetic information are affected by socioeconomic factors and concepts of race and ethnicity. [View Larger Version of this Image (17K GIF file)] 



The major ELSI goals for the next 5 years are: 

a) Examine the issues surrounding the completion of the human DNA sequence and the study of human genetic variation. 
b) Examine issues raised by the integration of genetic technologies and information into health care and public health activities. 
c) Examine issues raised by the integration of knowledge about genomics and gene-environment interactions into nonclinical settings. 

d) Explore ways in which new genetic knowledge may interact with a variety of philosophical, theological, and ethical perspectives. 
e) Explore how socioeconomic factors and concepts of race and ethnicity influence the use, understanding, and interpretation of genetic information, the utilization of genetic services, and the development of policy. 

Goal 7--Bioinformatics and Computational Biology 

Bioinformatics support is essential to the implementation of genome projects and for public access to their output. Bioinformatics needs for the genome project fall into two broad areas: (i) databases and (ii) development of analytical tools. Collection, analysis, annotation, and storage of the ever increasing amounts of mapping, sequencing, and expression data in publicly accessible, user-friendly databases is critical to the project's success. In addition, the community needs computational methods that will allow scientists to extract, view, annotate, and analyze genomic information efficiently. Thus, the genome project must continue to invest substantially in these areas. Conservation of resources through development of portable software should be encouraged. 
a) Improve content and utility of databases. Databases are the ultimate repository of HGP data. As new kinds of data are generated and new biological relationships discovered, databases must provide for continuous and rapid expansion and adaptation to the evolving needs of the scientific community. To encourage broad use, databases should be responsive to a diverse range of users with respect to data display, data deposition, data access, and data analysis. Databases should be structured to allow the queries of greatest interest to the community to be answered in a seamless way. Communication among databases must be improved. Achieving this will require standardization of nomenclature. A database of human genomic information, analogous to the model organism databases and including links to many types of phenotypic information, is needed. 
b) Develop better tools for data generation, capture, and annotation. Large-scale, high-throughput genomics centers need readily available, transportable informatics tools for commonly performed tasks such as sample tracking, process management, map generation, sequence finishing, and primary annotation of data. Smaller users urgently need reliable tools to meet their sequencing and sequence analysis needs. Readily accessible information about the availability and utility of various tools should be provided, as well as training in the use of tools. 

c) Develop and improve tools and databases for comprehensive functional studies. Massive amounts of data on gene expression and function will be generated in the near future. Databases that can organize and display this data in useful ways need to be developed. New statistical and mathematical methods are needed for analysis and comparison of expression and function data, in a variety of cells and tissues, at various times and under different conditions. Also needed are tools for modeling complex networks and interactions. 
d) Develop and improve tools for representing and analyzing sequence similarity and variation. The study of sequence similarity and variation within and among species will become an increasingly important approach to biological problems. There will be many forms of sequence variation, of which SNPs will be only one type. Tools need to be created for capturing, displaying, and analyzing information about sequence variation. 
e) Create mechanisms to support effective approaches for producing robust, exportable software that can be widely shared. Many useful software products are being developed in both academia and industry that could be of great benefit to the community. However, these tools generally are not robust enough to make them easily exportable to another laboratory. Mechanisms are needed for supporting the validation and development of such tools into products that can be readily shared and for providing training in the use of these products. Participation by the private sector is strongly encouraged. 

Goal 8--Training 

The HGP has created the need for new kinds of scientific specialists who can be creative at the interface of biology and other disciplines, such as computer science, engineering, mathematics, physics, chemistry, and the social sciences. As the popularity of genomic research increases, the demand for these specialists greatly exceeds the supply. In the past, the genome project has benefited immensely from the talents of nonbiological scientists, and their participation in the future is likely to be even more crucial. There is an urgent need to train more scientists in interdisciplinary areas that can contribute to genomics. Programs must be developed that will encourage training of both biological and nonbiological scientists for careers in genomics. Especially critical is the shortage of individuals trained in bioinformatics. Also needed are scientists trained in the management skills required to lead large data-production efforts. Another urgent need is for scholars who are trained to undertake studies on the societal impact of genetic discoveries. Such scholars should be knowledgeable in both genome-related sciences and in the social sciences. Ultimately, a stable academic environment for genomic science must be created so that innovative research can be nurtured and training of new individuals can be assured. The latter is the responsibility of the academic sector, but funding agencies can encourage it through their grants programs. 

a) Nurture the training of scientists skilled in genomics research. A number of approaches to training for genomics research should be explored. These include providing fellowship and career awards and encouraging the development of institutional training programs and curricula. Training that will facilitate collaboration among scientists from different disciplines, as well as courses that introduce scientists to new technologies or approaches, should also be included. 

b) Encourage the establishment of academic career paths for genomic scientists. Ultimately, a strong academic presence for genomic science is needed to generate the training environment that will encourage individuals to enter the field. Currently, the high demand for genome scientists in industry threatens the retention of genome scientists in academia. Attractive incentives must be developed to maintain the critical mass essential for sponsoring the training of the next generation of genome scientists. 
c) Increase the number of scholars who are knowledgeable in both genomic and genetic sciences and in ethics, law, or the social sciences. As the pace of genetic discoveries increases, the need for individuals who have the necessary training to study the social impact of these discoveries also increases. The ELSI program should expand its efforts to provide postdoctoral and senior fellowship opportunities for cross-training. Such opportunities should be provided both to scientists and health professionals who wish to obtain training in the social sciences and humanities and to scholars trained in law, the social sciences, or the humanities who wish to obtain training in genomic or genetic sciences. 
REFERENCES AND NOTES

1. F. Collins and D. Galas, Science 262, 43 (1993) [ISI]

 HYPERLINK "http://www.sciencemag.org/cgi/external_ref?access_num=8211127&link_type=MED" [Medline] . 

2. J. D. Watson and F. H. C. Crick, Nature 171, 737 (1953) [ISI] . 

3. The finished genome sequence refers to the portion of human DNA that can be stably cloned and sequenced by current technology. The small proportion of highly repeated sequence represented by the centromeres and other constitutive heterochromatic regions of the genome may not be finished by 2003. In addition, it is possible that a small fraction of other parts of the genome may present unanticipated and serious challenges. Such regions are expected to be rare. 

4. J. C. Venter, et al., Science 280, 1540 (1998) [Full Text] . A whole-genome shotgun strategy has been proposed previously [J. Weber and E. W. Myers, Genome Res. 7, 401, but major concerns have been raised (P. Green, ibid., p. 410), about the difficulties expected in obtaining correct long-range contig assemblies. It will not be possible to evaluate the feasibility, impact, or quality of the product of this approach until more data are available, which is not estimated to occur for about 12 to 18 months. See also R. Waterston and J. E. Sulston, Science 287, 53 (1998) . 

5. D. R. Bentley, Science 274, 533 (1996) [Full Text] . 

6. M. Guyer, et al., Genome Res. 8, 413 (1998) [Full Text] . 

7. The members of the planning groups are: NIH scientific planning subcommittee-Aravinda Chakravarti, chair, Eric Fearon, Lee Hartwell, Charles H. Langley, Richard A. Mathies, Maynard Olson, Anthony J. Pawson, Thomas Pollard, Alan Williamson, Barbara Wold; DOE planning subcommittee-Raymond Gesteland, chair, Kenneth Buetow, Elbert Branscomb, Mario Capecchi, George Church, Harold Garner, Richard A. Gibbs, Trevor Hawkins, Keith Hodgson, Michael Knotek, Miriam Meisler, Gerald M. Rubin, Lloyd M. Smith, Randall F. Smith, Monty Westerfield; NIH-DOE ELSI Research Planning and Evaluation Group-LeRoy Walters, chair, Ellen Wright Clayton, Nancy L. Fisher, Caryn E. Lerman, Joseph D. McInerney, William Nebo, Nancy Press, David Valle. The members of these groups have contributed substantially to this plan but have not necessarily approved every word in it. In addition to the authors, this plan represents the combined efforts of a large number of consultants, including all the participants in the numerous workshops that were conducted as part of the planning process. We are deeply indebted to them for the time and expertise they contributed so generously to this effort. 

	[image: image2.png]



	[image: image3.png]



	Abstract of this Article 

	[image: image4.png]



	[image: image5.png]



	Reprint (PDF) Version of this Article 

	[image: image6.png]



	[image: image7.png]



	Similar articles found in: 
SCIENCE Online 
ISI Web of Science 
PubMed 

	[image: image8.png]



	[image: image9.png]



	PubMed Citation 

	[image: image10.png]



	[image: image11.png]



	This Article has been cited by: 

	[image: image12.png]



	[image: image13.png]



	Search Medline for articles by:
Collins, F. S. || the members of the DOE and NIH planning groups, 

	[image: image14.png]



	[image: image15.png]



	Search for citing articles in: 
ISI Web of Science (328) 

	[image: image16.png]



	[image: image17.png]



	Alert me when: 
new articles cite this article

	[image: image18.png]



	[image: image19.png]



	Download to Citation Manager 

	 
	[image: image20.png]



	 

	[image: image21.png]



	[image: image22.png]



	Collections under which this article appears:
Genetics 


	


This article has been cited by other articles: 

· Soulet, D., Rivest, S. (2002). Perspective: How to Make Microarray, Serial Analysis of Gene Expression, and Proteomic Relevant to Day-to-Day Endocrine Problems and Physiological Systems. Endocrinology 143: 1995-2001 [Abstract] [Full Text] 

· Eichler, E. E., DeJong, P. J. (2002). Biomedical Applications and Studies of Molecular Evolution: A Proposal for a Primate Genomic Library Resource. Genome Res. 12: 673-678 [Abstract] [Full Text] 

· Palmer, L. J., Silverman, E. S., Weiss, S. T., Drazen, J. M. (2002). Pharmacogenetics of Asthma. Am J Respir Crit Care Med 165: 861-866 [Full Text] 

· Cuticchia, A. J. (2000). High performance computing and medical research. Can Med Assoc J 162: 1148-1149 [Full Text] 

· Tiret, L., Poirier, O., Nicaud, V., Barbaux, S., Herrmann, S.-M., Perret, C., Raoux, S., Francomme, C., Lebard, G., Tregouet, D., Cambien, F. (2002). Heterogeneity of linkage disequilibrium in human genes has implications for association studies of common diseases. Hum Mol Genet 11: 419-429 [Abstract] [Full Text] 

· Chen, J., Germer, S., Higuchi, R., Berkowitz, G., Godbold, J., Wetmur, J. G. (2002). Kinetic Polymerase Chain Reaction on Pooled DNA: A High-Throughput, High-Efficiency Alternative in Genetic Epidemiological Studies. Cancer Epidemiol Biomarkers Prev 11: 131-136 [Abstract] [Full Text] 

· Paegel, B. M., Emrich, C. A., Wedemayer, G. J., Scherer, J. R., Mathies, R. A. (2002). High throughput DNA sequencing with a microfabricated 96-lane capillary array electrophoresis bioprocessor. Proc. Natl. Acad. Sci. U. S. A. 99: 574-579 [Abstract] [Full Text] 

· Ye, S., Dhillon, S., Ke, X., Collins, A. R., Day, I. N. M. (2001). An efficient procedure for genotyping single nucleotide polymorphisms. Nucleic Acids Res 29: e88-88 [Abstract] [Full Text] 

· Collins, C., Volik, S., Kowbel, D., Ginzinger, D., Ylstra, B., Cloutier, T., Hawkins, T., Predki, P., Martin, C., Wernick, M., Kuo, W.-L., Alberts, A., Gray, J. W. (2001). Comprehensive Genome Sequence Analysis of a Breast Cancer Amplicon. Genome Res. 11: 1034-1042 [Abstract] [Full Text] 

· Botto, L. D., Khoury, M. J. (2001). Commentary: Facing the Challenge of Gene-Environment Interaction: The Two-by-Four Table and Beyond. Am. J. Epidemiol. 153: 1016-1020 [Abstract] [Full Text] 

· ANTHONY, J. C. (2001). The promise of psychiatric enviromics. Br J Psychiatry 178: s8-11 [Abstract] [Full Text] 

· Bailey, J. A., Yavor, A. M., Massa, H. F., Trask, B. J., Eichler, E. E. (2001). Segmental Duplications: Organization and Impact Within the Current Human Genome Project Assembly. Genome Res. 11: 1005-1017 [Abstract] [Full Text] 

· Eichler, E. E. (2001). Segmental Duplications: What's Missing, Misassigned, and Misassembled---and Should We Care?. Genome Res. 11: 653-656 [Full Text] 

· Collins, F. S. (1999). Medical and Societal Consequences of the Human Genome Project. N Engl J Med 341: 28-37 [Full Text] 

· Wiemann, S., Weil, B., Wellenreuther, R., Gassenhuber, J., Glassl, S., Ansorge, W., Böcher, M., Blöcker, H., Bauersachs, S., Blum, H., Lauber, J., Düsterhöft, A., Beyer, A., Köhrer, K., Strack, N., Mewes, H.-W., Ottenwälder, B., Obermaier, B., Tampe, J., Heubner, D., Wambutt, R., Korn, B., Klein, M., Poustka, A. (2001). Toward a Catalog of Human Genes and Proteins: Sequencing and Analysis of 500 Novel Complete Protein Coding Human cDNAs. Genome Res. 11: 422-435 [Abstract] [Full Text] 

· Venter, J. C., Adams, M. D., Myers, E. W., Li, P. W., Mural, R. J., Sutton, G. G., Smith, H. O., Yandell, M., Evans, C. A., Holt, R. A., Gocayne, J. D., Amanatides, P., Ballew, R. M., Huson, D. H., Wortman, J. R., Zhang, Q., Kodira, C. D., Zheng, X. H., Chen, L., Skupski, M., Subramanian, G., Thomas, P. D., Zhang, J., Gabor Miklos, G. L., Nelson, C., Broder, S., Clark, A. G., Nadeau, J., McKusick, V. A., Zinder, N., Levine, A. J., Roberts, R. J., Simon, M., Slayman, C., Hunkapiller, M., Bolanos, R., Delcher, A., Dew, I., Fasulo, D., Flanigan, M., Florea, L., Halpern, A., Hannenhalli, S., Kravitz, S., Levy, S., Mobarry, C., Reinert, K., Remington, K., Abu-Threideh, J., Beasley, E., Biddick, K., Bonazzi, V., Brandon, R., Cargill, M., Chandramouliswaran, I., Charlab, R., Chaturvedi, K., Deng, Z., Francesco, V. D., Dunn, P., Eilbeck, K., Evangelista, C., Gabrielian, A. E., Gan, W., Ge, W., Gong, F., Gu, Z., Guan, P., Heiman, T. J., Higgins, M. E., Ji, R.-R., Ke, Z., Ketchum, K. A., Lai, Z., Lei, Y., Li, Z., Li, J., Liang, Y., Lin, X., Lu, F., Merkulov, G. V., Milshina, N., Moore, H. M., Naik, A. K, Narayan, V. A., Neelam, B., Nusskern, D., Rusch, D. B., Salzberg, S., Shao, W., Shue, B., Sun, J., Wang, Z. Y., Wang, A., Wang, X., Wang, J., Wei, M.-H., Wides, R., Xiao, C., Yan, C., Yao, A., Ye, J., Zhan, M., Zhang, W., Zhang, H., Zhao, Q., Zheng, L., Zhong, F., Zhong, W., Zhu, S. C., Zhao, S., Gilbert, D., Baumhueter, S., Spier, G., Carter, C., Cravchik, A., Woodage, T., Ali, F., An, H., Awe, A., Baldwin, D., Baden, H., Barnstead, M., Barrow, I., Beeson, K., Busam, D., Carver, A., Center, A., Cheng, M. L., Curry, L., Danaher, S., Davenport, L., Desilets, R., Dietz, S., Dodson, K., Doup, L., Ferriera, S., Garg, N., Gluecksmann, A., Hart, B., Haynes, J., Haynes, C., Heiner, C., Hladun, S., Hostin, D., Houck, J., Howland, T., Ibegwam, C., Johnson, J., Kalush, F., Kline, L., Koduru, S., Love, A., Mann, F., May, D., McCawley, S., McIntosh, T., McMullen, I., Moy, M., Moy, L., Murphy, B., Nelson, K., Pfannkoch, C., Pratts, E., Puri, V., Qureshi, H., Reardon, M., Rodriguez, R., Rogers, Y.-H., Romblad, D., Ruhfel, B., Scott, R., Sitter, C., Smallwood, M., Stewart, E., Strong, R., Suh, E., Thomas, R., Tint, N. N., Tse, S., Vech, C., Wang, G., Wetter, J., Williams, S., Williams, M., Windsor, S., Winn-Deen, E., Wolfe, K., Zaveri, J., Zaveri, K., Abril, J. F., Guigó, R., Campbell, M. J., Sjolander, K. V., Karlak, B., Kejariwal, A., Mi, H., Lazareva, B., Hatton, T., Narechania, A., Diemer, K., Muruganujan, A., Guo, N., Sato, S., Bafna, V., Istrail, S., Lippert, R., Schwartz, R., Walenz, B., Yooseph, S., Allen, D., Basu, A., Baxendale, J., Blick, L., Caminha, M., Carnes-Stine, J., Caulk, P., Chiang, Y.-H., Coyne, M., Dahlke, C., Mays, A. D., Dombroski, M., Donnelly, M., Ely, D., Esparham, S., Fosler, C., Gire, H., Glanowski, S., Glasser, K., Glodek, A., Gorokhov, M., Graham, K., Gropman, B., Harris, M., Heil, J., Henderson, S., Hoover, J., Jennings, D., Jordan, C., Jordan, J., Kasha, J., Kagan, L., Kraft, C., Levitsky, A., Lewis, M., Liu, X., Lopez, J., Ma, D., Majoros, W., McDaniel, J., Murphy, S., Newman, M., Nguyen, T., Nguyen, N., Nodell, M., Pan, S., Peck, J., Peterson, M., Rowe, W., Sanders, R., Scott, J., Simpson, M., Smith, T., Sprague, A., Stockwell, T., Turner, R., Venter, E., Wang, M., Wen, M., Wu, D., Wu, M., Xia, A., Zandieh, A., Zhu, X. (2001). The Sequence of the Human Genome. Science 291: 1304-1351 [Abstract] [Full Text] 

· Kwon, Y.-S., Tang, K., Cantor, C. R., Köster, H., Kang, C. (2001). DNA sequencing and genotyping by transcriptional synthesis of chain-terminated RNA ladders and MALDI-TOF mass spectrometry. Nucleic Acids Res 29: 11e-11 [Abstract] [Full Text] 

· Englert, C. R., Baibakov, G. V., Emmert-Buck, M. R. (2000). Layered Expression Scanning: Rapid Molecular Profiling of Tumor Samples. Cancer Res 60: 1526-1530 [Abstract] [Full Text] 

· Baxevanis, A. D. (2001). The Molecular Biology Database Collection: an updated compilation of biological database resources. Nucleic Acids Res 29: 1-10 [Abstract] [Full Text] 

· Kohane, I. S. (2000). Bioinformatics and Clinical Informatics: The Imperative to Collaborate. J. Am. Med. Inform. Assoc. 7: 512-516 [Full Text] 

· Jaklevic, J. M., Garner, H. R., Miller, G. A. (1999). Instrumentation for the Genome Project. Annu. Rev. Biomed. Engr. 1: 649-678 [Abstract] [Full Text] 

· O'Brien, S. J., Nelson, G. W., Winkler, C. A., Smith, M. W. (2000). POLYGENIC AND MULTIFACTORIAL DISEASE GENE ASSOCIATION IN MAN: Lessons from AIDS*. Annu. Rev. Genet. 34: 563-591 [Abstract] [Full Text] 

· Onyango, P., Miller, W., Lehoczky, J., Leung, C. T., Birren, B., Wheelan, S., Dewar, K., Feinberg, A. P. (2000). Sequence and Comparative Analysis of the Mouse 1-Megabase Region Orthologous to the Human 11p15 Imprinted Domain. Genome Res. 10: 1697-1710 [Abstract] [Full Text] 

· Hsu, S. Y. (1999). Cloning of Two Novel Mammalian Paralogs of Relaxin/Insulin Family Proteins and Their Expression in Testis and Kidney. Mol Endocrinol 13: 2163-2174 [Abstract] [Full Text] 

· Templeton, A. R., Weiss, K. M., Nickerson, D. A., Boerwinkle, E., Sing, C. F. (2000). Cladistic Structure Within the Human Lipoprotein Lipase Gene and Its Implications for Phenotypic Association Studies. Genetics 156: 1259-1275 [Abstract] [Full Text] 

· Zhang, Q.-H., Ye, M., Wu, X.-Y., Ren, S.-X., Zhao, M., Zhao, C.-J., Fu, G., Shen, Y., Fan, H.-Y., Lu, G., Zhong, M., Xu, X.-R., Han, Z.-G., Zhang, J.-W., Tao, J., Huang, Q.-H., Zhou, J., Hu, G.-X., Gu, J., Chen, S.-J., Chen, Z. (2000). Cloning and Functional Analysis of cDNAs with Open Reading Frames for 300 Previously Undefined Genes Expressed in CD34+ Hematopoietic Stem/Progenitor Cells. Genome Res. 10: 1546-1560 [Abstract] [Full Text] 

· Hsu, S. Y., Hsueh, A. J. W. (2000). Discovering New Hormones, Receptors, and Signaling Mediators in the Genomic Era. Mol Endocrinol 14: 594-604 [Full Text] 

· Meldrum, D. (2000). Automation for Genomics, Part Two: Sequencers, Microarrays, and Future Trends. Genome Res. 10: 1288-1303 [Abstract] [Full Text] 

· Lynn, A., Kashuk, C., Petersen, M. B., Bailey, J. A., Cox, D. R., Antonarakis, S. E., Chakravarti, A. (2000). Patterns of Meiotic Recombination on the Long Arm of Human Chromosome 21. Genome Res. 10: 1319-1332 [Abstract] [Full Text] 

· Giacalone, J., Delobette, S., Gibaja, V., Ni, L., Skiadas, Y., Qi, R., Edington, J., Lai, Z., Gebauer, D., Zhao, H., Anantharaman, T., Mishra, B., Brown, L. G., Saxena, R., Page, D. C., Schwartz, D. C. (2000). Optical Mapping of BAC Clones from the Human Y Chromosome DAZ Locus. Genome Res. 10: 1421-1429 [Abstract] [Full Text] 

· EISENBERG, L. (2000). Is psychiatry more mindful or brainier than it was a decade ago?. Br J Psychiatry 176: 1-5 [Full Text] 

· Meldrum, D. (2000). Automation for Genomics, Part One: Preparation for Sequencing. Genome Res. 10: 1081-1092 [Abstract] [Full Text] 

· Jareborg, N., Durbin, R. (2000). Alfresco---A Workbench for Comparative Genomic Sequence Analysis. Genome Res. 10: 1148-1157 [Abstract] [Full Text] 

· Hu, R.-M., Han, Z.-G., Song, H.-D., Peng, Y.-D., Huang, Q.-H., Ren, S.-X., Gu, Y.-J., Huang, C.-H., Li, Y.-B., Jiang, C.-L., Fu, G., Zhang, Q.-H., Gu, B.-W., Dai, M., Mao, Y.-F., Gao, G.-F., Rong, R., Ye, M., Zhou, J., Xu, S.-H., Gu, J., Shi, J.-X., Jin, W.-R., Zhang, C.-K., Wu, T.-M., Huang, G.-Y., Chen, Z., Chen, M.-D., Chen, J.-L. (2000). Gene expression profiling in the human hypothalamus-pituitary-adrenal axis and full-length cDNA cloning. Proc. Natl. Acad. Sci. U. S. A. 97: 9543-9548 [Abstract] [Full Text] 

· (2000). Serving the Family From Birth to the Medical Home. Newborn Screening: A Blueprint for the Future - A Call for a National Agenda on State Newborn Screening Programs. Pediatrics 106: 389-422 [Full Text] 

· Rasko, J. E. J., Battini, J.-L., Kruglyak, L., Cox, D. R., Miller, A. D. (2000). Precise gene localization by phenotypic assay of radiation hybrid cells. Proc. Natl. Acad. Sci. U. S. A. 97: 7388-7392 [Abstract] [Full Text] 

· Fan, J.-B., Chen, X., Halushka, M. K., Berno, A., Huang, X., Ryder, T., Lipshutz, R. J., Lockhart, D. J., Chakravarti, A. (2000). Parallel Genotyping of Human SNPs Using Generic High-density Oligonucleotide Tag Arrays. Genome Res. 10: 853-860 [Abstract] [Full Text] 

· Horvath, J. E., Viggiano, L., Loftus, B. J., Adams, M. D., Archidiacono, N., Rocchi, M., Eichler, E. E. (2000). Molecular structure and evolution of an alpha satellite/non-alpha satellite junction at 16p11. Hum Mol Genet 9: 113-123 [Abstract] [Full Text] 

· Thomas, J. W., Summers, T. J., Lee-Lin, S.-Q., Maduro, V. V. B., Idol, J. R., Mastrian, S. D., Ryan, J. F., Jamison, D. C., Green, E. D. (2000). Comparative Genome Mapping in the Sequence-based Era: Early Experience with Human Chromosome 7. Genome Res. 10: 624-633 [Abstract] [Full Text] 

· Lai, C.-H., Chou, C.-Y., Ch'ang, L.-Y., Liu, C.-S., Lin, W.-c. (2000). Identification of Novel Human Genes Evolutionarily Conserved in Caenorhabditis elegans by Comparative Proteomics. Genome Res. 10: 703-713 [Abstract] [Full Text] 

· Cardon, L. R, Watkins, H. (2000). Waiting for the working draft from the human genome project. BMJ 320: 1223-1224 [Full Text] 

· Baxevanis, A. D. (2000). The Molecular Biology Database Collection: an online compilation of relevant database resources. Nucleic Acids Res 28: 1-7 [Abstract] [Full Text] 

· Overbeek, R., Larsen, N., Pusch, G. D., D’Souza, M., Jr, E. S., Kyrpides, N., Fonstein, M., Maltsev, N., Selkov, E. (2000). WIT: integrated system for high-throughput genome sequence analysis and metabolic reconstruction. Nucleic Acids Res 28: 123-125 [Abstract] [Full Text] 

· Sánchez, R., Pieper, U., Mirkovi, N., de Bakker, P. I. W., Wittenstein, E., ali, A. (2000). MODBASE, a database of annotated comparative protein structure models. Nucleic Acids Res 28: 250-253 [Abstract] [Full Text] 

· Ge, H. (2000). UPA, a universal protein array system for quantitative detection of protein-protein, protein-DNA, protein-RNA and protein-ligand interactions. Nucleic Acids Res 28: 3e-3 [Abstract] [Full Text] 

· Stoll, M., Kwitek-Black, A. E., Cowley, A. W. Jr., Harris, E. L., Harrap, S. B., Krieger, J. E., Printz, M. P., Provoost, A. P., Sassard, J., Jacob, H. J. (2000). New Target Regions for Human Hypertension via Comparative Genomics. Genome Res. 10: 473-482 [Abstract] [Full Text] 

· Schwartz, S., Zhang, Z., Frazer, K. A., Smit, A., Riemer, C., Bouck, J., Gibbs, R., Hardison, R., Miller, W. (2000). PipMaker---A Web Server for Aligning Two Genomic DNA Sequences. Genome Res. 10: 577-586 [Abstract] [Full Text] 

· Selkov, E., Overbeek, R., Kogan, Y., Chu, L., Vonstein, V., Holmes, D., Silver, S., Haselkorn, R., Fonstein, M. (2000). Functional analysis of gapped microbial genomes: Amino acid metabolism of Thiobacillus ferrooxidans. Proc. Natl. Acad. Sci. U. S. A. 97: 3509-3514 [Abstract] [Full Text] 

· Gray, J. W., Collins, C. (2000). Genome changes and gene expression in human solid tumors. Carcinogenesis 21: 443-452 [Abstract] [Full Text] 

· Perera, F. P., Weinstein, I.B. (2000). Molecular epidemiology: recent advances and future directions. Carcinogenesis 21: 517-524 [Abstract] [Full Text] 

· Hansen, G. M., Skapura, D., Justice, M. J. (2000). Genetic Profile of Insertion Mutations in Mouse Leukemias and Lymphomas. Genome Res. 10: 237-243 [Abstract] [Full Text] 

· Ellsworth, R. E., Jamison, D. C., Touchman, J. W., Chissoe, S. L., Braden Maduro, V. V., Bouffard, G. G., Dietrich, N. L., Beckstrom-Sternberg, S. M., Iyer, L. M., Weintraub, L. A., Cotton, M., Courtney, L., Edwards, J., Maupin, R., Ozersky, P., Rohlfing, T., Wohldmann, P., Miner, T., Kemp, K., Kramer, J., Korf, I., Pepin, K., Antonacci-Fulton, L., Fulton, R. S., Minx, P., Hillier, L. W., Wilson, R. K., Waterston, R. H., Miller, W., Green, E. D. (2000). Comparative genomic sequence analysis of the human and mouse cystic fibrosis transmembrane conductance regulator genes. Proc. Natl. Acad. Sci. U. S. A. 97: 1172-1177 [Abstract] [Full Text] 

· HALUSHKA, M. K., MATHEWS, D. J., BAILEY, J. A., CHAKRAVARTI, A. (2000). GIST: A web tool for collecting gene information. Physiol. Genomics 1: 75-81 [Abstract] [Full Text] 

· Rattner, A., Sun, H., Nathans, J. (1999). MOLECULAR GENETICS OF HUMAN RETINAL DISEASE. Annu. Rev. Genet. 33: 89-131 [Abstract] [Full Text] 

· Faith, M. S., Pietrobelli, A., Nuñez, C., Heo, M., Heymsfield, S. B., Allison, D. B. (1999). Evidence for Independent Genetic Influences on Fat Mass and Body Mass Index in a Pediatric Twin Sample. Pediatrics 104: 61-67 [Abstract] [Full Text] 

· Walhout, A. J., Sordella, R., Lu, X., Hartley, J. L., Temple, G. F., Brasch, M. A., Thierry-Mieg, N., Vidal, M. (2000). Protein Interaction Mapping in C. elegans Using Proteins Involved in Vulval Development. Science 287: 116-122 [Abstract] [Full Text] 

· Peterson, E. T., Sutherland, R., Robinson, D. L., Chasteen, L., Gersh, M., Overhauser, J., Deaven, L. L., Moyzis, R. K., Grady, D. L. (1999). An Integrated Physical Map for the Short Arm of Human Chromosome 5. Genome Res. 9: 1250-1267 [Abstract] [Full Text] 

· Margulis, A. R., Sunshine, J. H. (2000). Radiology at the Turn of the Millennium1. Radiology 214: 15-23 [Abstract] [Full Text] 

· Carrel, L., Cottle, A. A., Goglin, K. C., Willard, H. F. (1999). From the Cover: A first-generation X-inactivation profile of the human X chromosome. Proc. Natl. Acad. Sci. U. S. A. 96: 14440-14444 [Abstract] [Full Text] 

· Templeton, A. R. (1999). USES OF EVOLUTIONARY THEORY IN THE HUMAN GENOME PROJECT. Annu. Rev. Ecol. Syst. 30: 23-49 [Abstract] [Full Text] 

· Durick, K., Mendlein, J., Xanthopoulos, K. G. (1999). Hunting with Traps: Genome-Wide Strategies for Gene Discovery and Functional Analysis. Genome Res. 9: 1019-1025 [Abstract] [Full Text] 

· Zimmern, R L (1999). The human genome project: a false dawn?. BMJ 319: 1282-1282 [Full Text] 

· White, P. S., Sulman, E. P., Porter, C. J., Matise, T. C. (1999). A Comprehensive View of Human Chromosome 1. Genome Res. 9: 978-988 [Abstract] [Full Text] 

· Cheung, V. G., Dalrymple, H. L., Narasimhan, S., Watts, J., Schuler, G., Raap, A. K., Morley, M., Bruzel, A. (1999). A Resource of Mapped Human Bacterial Artificial Chromosome Clones. Genome Res. 9: 989-993 [Abstract] [Full Text] 

· Strausberg, R. L., Feingold, E. A., Klausner, R. D., Collins, F. S. (1999). The Mammalian Gene Collection. Science 286: 455-457 [Abstract] [Full Text] 

· O'Brien, S. J., Menotti-Raymond, M., Murphy, W. J., Nash, W. G., Wienberg, J., Stanyon, R., Copeland, N. G., Jenkins, N. A., Womack, J. E., Marshall Graves, J. A. (1999). The Promise of Comparative Genomics in Mammals. Science 286: 458-481 [Abstract] [Full Text] 

· Jareborg, N., Birney, E., Durbin, R. (1999). Comparative Analysis of Noncoding Regions of 77 Orthologous Mouse and Human Gene Pairs. Genome Res. 9: 815-824 [Abstract] [Full Text] 

· Spradling, A. C., Stern, D., Beaton, A., Rhem, E. J., Laverty, T., Mozden, N., Misra, S., Rubin, G. M. (1999). The Berkeley Drosophila Genome Project Gene Disruption Project: Single P-Element Insertions Mutating 25% of Vital Drosophila Genes. Genetics 153: 135-177 [Abstract] [Full Text] 

· Zhang, T., Xiong, H., Kan, L.-X., Zhang, C.-K., Jiao, X.-F., Fu, G., Zhang, Q.-H., Lu, L., Tong, J.-H., Gu, B.-W., Yu, M., Liu, J.-X., Licht, J., Waxman, S., Zelent, A., Chen, E., Chen, S.-J. (1999). Genomic sequence, structural organization, molecular evolution, and aberrant rearrangement of promyelocytic leukemia zinc finger gene. Proc. Natl. Acad. Sci. U. S. A. 96: 11422-11427 [Abstract] [Full Text] 

· Tang, K., Fu, D.-J., Julien, D., Braun, A., Cantor, C. R., Koster, H. (1999). Chip-based genotyping by mass spectrometry. Proc. Natl. Acad. Sci. U. S. A. 96: 10016-10020 [Abstract] [Full Text] 

· Cao, Y., Kang, H. L., Xu, X., Wang, M., Dho, S. H., Huh, J. R., Lee, B.-J., Kalush, F., Bocskai, D., Ding, Y., Tesmer, J. G., Lee, J., Moon, E., Jurecic, V., Baldini, A., Weier, H.-U., Doggett, N. A., Simon, M. I., Adams, M. D., Kim, U.-J. (1999). A 12-Mb Complete Coverage BAC Contig Map in Human Chromosome 16p13.1-p11.2. Genome Res. 9: 763-774 [Abstract] [Full Text] 

· Loftus, S. K., Chen, Y., Gooden, G., Ryan, J. F., Birznieks, G., Hilliard, M., Baxevanis, A. D., Bittner, M., Meltzer, P., Trent, J., Pavan, W. (1999). Informatic selection of a neural crest-melanocyte cDNA set for microarray analysis. Proc. Natl. Acad. Sci. U. S. A. 96: 9277-9280 [Abstract] [Full Text] 

· Cao, W., Brenner, C. A., Alikani, M., Cohen, J., Warner, C. M. (1999). Search for a human homologue of the mouse Ped gene. Mol Hum Reprod 5: 541-547 [Abstract] [Full Text] 

· Jiddou, R. R., Wei, W.-L., Sane, K. S., Killeen, A. A. (1999). Single-Nucleotide Polymorphisms in Intron 2 of CYP21P: Evidence for a Higher Rate of Mutation at CpG Dinucleotides in the Functional Steroid 21-Hydroxylase Gene and Application to Segregation Analysis in Congenital Adrenal Hyperplasia. Clin Chem 45: 625-629 [Abstract] [Full Text] 

· Leonard, D. G.B. (1999). The Future of Molecular Genetic Testing. Clin Chem 45: 726-731 [Abstract] [Full Text] 

· HOGUE ANGELETTI, R., BONEWALD, L. F., DE JONGH, K., NIECE, R., RUSH, J., STULTS, J. (1999). Research Technologies: Fulfilling the Promise. FASEB J. 13: 595-601 [Full Text] 

· Kuehl, P. M., Weisemann, J. M., Touchman, J. W., Green, E. D., Boguski, M. S. (1999). An Effective Approach for Analyzing "Prefinished" Genomic Sequence Data. Genome Res. 9: 189-194 [Abstract] [Full Text] 

· Kruglyak, L. (1999). Genetic isolates: Separate but equal?. Proc. Natl. Acad. Sci. U. S. A. 96: 1170-1172 [Full Text] 

· Felsenfeld, A., Peterson, J., Schloss, J., Guyer, M. (1999). Assessing the Quality of the DNA Sequence from The Human Genome Project. Genome Res. 9: 1-4 [Full Text] 

· Collins, F. S., Brooks, L. D., Chakravarti, A. (1998). A DNA Polymorphism Discovery Resource for Research on Human Genetic Variation. Genome Res. 8: 1229-1231 [Full Text] 

· Deloukas, P., Schuler, G. D., Gyapay, G., Beasley, E. M., Soderlund, C., Rodriguez-Tomé, P., Hui, L., Matise, T. C., McKusick, K. B., Beckmann, J. S., Bentolila, S., Bihoreau, M., Birren, B. B., Browne, J., Butler, A., Castle, A. B., Chiannilkulchai, N., Clee, C., Day, P. J., Dehejia, A., Dibling, T., Drouot, N., Duprat, S., Fizames, C., Fox, S., Gelling, S., Green, L., Harrison, P., Hocking, R., Holloway, E., Hunt, S., Keil, S., Lijnzaad, P., Louis-Dit-Sully, C., Ma, J., Mendis, A., Miller, J., Morissette, J., Muselet, D., Nusbaum, H. C., Peck, A., Rozen, S., Simon, D., Slonim, D. K., Staples, R., Stein, L. D., Stewart, E. A., Suchard, M. A., Thangarajah, T., Vega-Czarny, N., Webber, C., Wu, X., Hudson, J., Auffray, C., Nomura, N., Sikela, J. M., Polymeropoulos, M. H., James, M. R., Lander, E. S., Hudson, T. J., Myers, R. M., Cox, D. R., Weissenbach, J., Boguski, M. S., Bentley, D. R. (1998). A Physical Map of 30,000 Human Genes. Science 282: 744-746 [Abstract] [Full Text] 


Volume 282, Number 5389, Issue of 23 Oct 1998, pp. 682-689. 
Copyright © 1998 by The American Association for the Advancement of Science. All rights reserved. 


	


	




	

	[image: image30.png]




	[image: image25.png]





[image: image26.png]




 HYPERLINK "http://www.sciencemag.org/cgi/content/full/282/5389/" \l "top" 

 INCLUDEPICTURE "http://www.sciencemag.org/icons/global_images/shim.gif" \* MERGEFORMATINET 
[image: image28.png]





	[image: image29.png]





[image: image31.png]


[image: image32.png]


[image: image33.png]


