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“If you read them now, the claims made for genomics in the 1990s sound a bit like predictions made in the 1950s for flying cars and anti-gravity device.” Jack Scannell, 2014.1
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Introduction

The beginning of the 21st century brought a big promise for the future of medicine. It
was announced on the 26th of June of 2000, when President Bill Clinton welcomed Francis
Collins and Craig Venter into the East Room of the White House to present the completion
of first draft of the Human Genome Project (HGP). Francis Collins had lead a decade-long
publicly-funded eﬀort to sequence all the genes in human DNA, coordinating the eﬀort of
scientists from the US, the UK, Japan, Germany, France, and China. Backed by powerful
new gene-sequencing technology, Craig Venter initiated in 1998 a parallel private initiative.
The resulting compendium—a characterization of the most basic elements responsible for
variation in human trait expression—has been considered a major achievement for science,
compared by some to the moon-landing or Copernicus’ heliocentric theory. Recognizing
the magnitude of the contribution, Venter stated that day that “the basic knowledge that
we’re providing the world will have a profound impact on the human condition and the
treatments for disease and our view on our place in the biological continuum.”2 After 13
years of sequencing and a $3 billion investment, the final draft was unveiled in 2003.
Many scientists immediately predicted a revolution in the prevention, diagnosis, and treatment of diseases. For example, Randy Scott of Incyte Genomics stated that “in 10 years,
we will understand the molecular basis for most human diseases.” Lander et al. (2001) concluded that “The scientific work will have profound long-term consequences for medicine,
leading to the elucidation of the underlying molecular mechanisms of disease and thereby
facilitating the design in many cases of rational diagnostics and therapeutics targeted at
those mechanisms.” The genome map would allow scientists to link genetic mutations
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to the manifestation of diseases, and once these were identified, targeted therapies could
be designed to replace genes, manipulate their expression, counteract protein imbalances,
among others.
But in 2016, there is still not a full understanding of the biology of most human diseases—
particularly for the most burdensome ones—and therapies providing fully eﬀective cures
are few and far between. The leading causes of death remain the similar to those in
the 2000’s and new therapies have not substantially increased life expectancy.3 Voices of
skepticism have gradually started to rise, with some people claiming that the project has
not delivered as promised and that the industry should move past genetically targeted
approaches.
Intuitively, when there are large rewards from being the first to solve a problem, a new
method promising the possibility of solving the problem is an attractive bet. However,
when there is not a clear reason for why this new method would be a good approach to
solve the problem, it may be eﬃcient to wait to better understand the underlying mechanism rather than invest in the new method. Despite the fact that it is eﬃcient to wait for
the technology to mature to reveal the underlying mechanism, the rent-seeking incentive
of competing firms pushes them to invest too early relative to the eﬃcient time. This, in
turn, generates negative signals about the value of the new method, which diminishes the
value of the new method potentially forfeiting the discovery of the underlying mechanism.
In this project we develop a systematic evaluation of the translation of basic genetic
research into the discovery of new therapies for human disease. We focus on a first
generation of gene-disease research, the genome-wide association studies (GWAS), the first
of which was published in 2005, shortly after the completion of the HGP. Our empirical
strategy exploits rich disease-level temporal variation in the stocks and flows of new
such studies to explain patterns of drug discovery. Our results indicate a quick industry
adoption of new genetic insights during the 2006-2010; firms pipelines reveal an increase in
3
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Figure 1: Number of therapies over time and number of GWAS publications.
the number of therapies that enter the discovery stage for diseases associated to genes by
scientific publications, relative to diseases not associated to genes. However, clinical trial
results did not support the alleged therapeutic superiority of genetically-based targets,
gradually eroding the level of enthusiasm, and with it, the pace of translation. Indeed,
after 2010, our results show that the new arrival of genetic insights did not translate into
additional drug discovery attempts. Figure 1 shows the number of genetic therapies over
time and the number of GWAS publications.
Our findings are in line with a “hype” hypothesis, i.e., the pharmaceutical industry reacted promptly to the initial belief about the superior therapeutic potential of genetically
targeted medicines. However, the these investments did not prove to be a dominant alternative over time and the industry became less responsive to novel academic publications.
4

Abundant anecdotal evidence supports an industry reaction driven by technological “hype”
fueled by the media and the scientific enthusiasm that followed the completion of the
project. For instance, Derek Lowe, former Bayer employee, claimed: “The whole industry
went crazy with it. Bayer committed half a billion dollars into human genome research,
and they got nothing for it. Nothing at all” .4 The director of National Human Genome
Research Institute, Eric Green, addressed this sentiment directly in 2011: “I feel bad if
our enthusiasm and euphoria over completing the genome project was misinterpreted to
mean that we would have cures 10 years later.”5 Others haven gone further, overtly faulting the media for inflating expectations beyond justification: “Journalists wrote about
how we were going to have drugs for all these diseases in the next decade. Somebody was
smoking something. This was just nuts.”6 Further evidence of this “hype” is discussed in
Alpert and Chen (2012) and in Evans et al. (2011).
We complement this anecdotal evidence by performing a sentiment analysis over the
abstract of news articles that are related with the eﬀect of genetics on the development.
Figure 2 shows that the number of articles with a postive or extremely positive view on
the impact of genetics on the development of human diseases started at a peak in the year
2000 declines until 2010. Only after 2010, the positive perception starts to recover.
In hindsight, the failure to meet the initial expectations seems to have been caused from
under-estimating the complexity of the problem. We now know that genetic variants are
rarely mapped one-to-one into the most burdensome diseases (e.g., cancer, Alzheimer’s,
diabetes). Thus, even when targets are identified (i.e., a genetic variation has a statistically significant association with a disease), it is hard to develop a therapy that safely
and eﬀectively “hits” the target.7 Furthermore, the genome has revealed new layers of
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This problem does not exist for “Mendelian” diseases (e.g., Huntington’s Disease,Cystic Fibrosis),
characterized by a one-to-one mapping between gene mutations and diseases expression, so reliable genetic
tests and powerful predictive tools are available in those cases. Regrettably, most high-burden (and
profitable) diseases are caused by the mutation and interaction of more than one single gene (as well as
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Figure 2: Sentiment analysis on articles related to genetics and human diseases.
biological complexity, delaying advances in applied science as basic science gaps are being
filled. This point was eloquently made by the prominent UK researcher Roger Highfield,
with an analogy between the genome and a book: if the HGP gave us a book, scientists
are now learning how to read it and “...biologists are beginning to face up to the uncomfortable truth that they have only been looking at the nouns... now we are reading
the spaces in between—verbs, adverbs, adjectives, pronouns and the rest, and they are
complicated indeed.”8
The slow progress of translating science into successful drugs was anticipated by the more
rigorous analysts and it does not negate a scientific revolution. For example, in 2000,
the influence of environmental factors).
8
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Francis Collins emphasized that progress would primarily unfold towards the end of a
four-decade period.9 Even in the relatively short span of time since the completion of the
HGP, genetics have enabled the new field of personalized medicine, and delivered advances
in basic biology that oﬀer strong support to Venter’s prognosis of a better understanding
of “our place in the biological continuum.”10 Eﬀective genetically-based therapies have
reached the market, including treatments for Chronic Myelogenous Leukemia and earlyonset breast cancer diagnostic tests.
Accordingly, and due to the relatively short span of time since the completion of the HGP,
we view our study as a “Progress Report.” Our results do not inform an evaluation of
the long-term impacts HDP on the quality and abundance of human therapeutics. However, they do suggest that that the pharmaceutical industry may energetically reacted to
discontinuous advancements in the study of gene-disease associations. Such progress may
indeed be currently unfolding, as a second-generation of gene-disease association studies
(“Next Generation Studies”) start to gain traction at the hand of declining computing
power costs (Nordhaus et al., 2007).
Our results shed light on how misleading expectation could have an enormous welfare
consequence. The initial hype could have distorted the direction of innovation, having
firms gradually moving away from a “trial and error” to a “target-based” method to
discover new drugs. Our findings can be rationalized by the observation that competitive
pressures give incentives to firms to invest too soon, relative to the eﬃcient timing. It may
have been more eﬃcient to allow for the basic science to develop further before investing
in the novel approach.
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For example, the genome has lead to the surprising discovery that the number of genes is not related
in an obvious way to the complexity of the organism. Humans have only about 21,000 genes, while a
fruit fly –a much simpler organism– has around 17,000. A mouse has around 23,000.
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Related Literature

An idea that dates back at least to Nelson (1959) and Arrow (1962) is that the creation of
knowledge will be under-provided by markets due to its public-good nature. Even more,
profit maximizing firms will under-provide the creation of or knowledge that does not have
an immediate application (basic science). Bryan and Lemus (2016) explain that the public
good nature of knowledge in combination with the diﬃculty of making new discoveries
will not only change the amount of investment, but also the direction of research. Even
more, Furman et al. (2012) shows that diﬀerent patterns of funding can have significant
impact on the choice of research of scientists.
Knowledge needs to be created, but also preserved and diﬀused. Institutions play a major
role in all of these aspects. For instance, the human genome project would have not been
possible without the financial support and oversee of several institutions. Furman and
Stern (2011) present an empirical setting to estimate the role of institutions in the creation, maintenance, certification and accumulation of knowledge. Pisano (2006) discusses
whether private companies, specifically biotech companies, can profit from the creation
of basic knowledge.
Our project closely relates to the literature that explores how private and publicly-funded
research is captured by firms in the industry. Cockburn and Henderson (1998), focusing
on the biotech industry, highlights the role played by the network of scientific connections
of a firm on the absorption of basic research. We focus on the events that followed
the completion of the Human Genome Project, specifically on genome-wide association
studies. Our project does not focus on patenting—for example, Jensen and Murray (2005)
studies the gene patenting and Hawkins (2011) studies the impact of patents on the
development of genetic tests—but rather on how academic publications is translated into
the developing of new therapies. In a future version, we will link GWAS patents and
papers as in Murray (2002).
8

We focus on GWAS since it is arguably the most innovative method to identify drug
targets. Drews (2000) examines the history of drug discovery and explains that drugs
used to be developed using chemistry, but over time biology and genetics became the
main tools to guide the discovery of new drugs. In fact, the completion of the human
genome project was followed by a significant economic impact, which is analyzed in Tripp
and Grueber (2011). New techniques have allowed scientists to identified mutations for
more than 2,900 protein-coding genes in humans (Chong et al., 2015; Brinkman et al.,
2006). Visscher et al. (2012) evaluates the impact of GWAS from a broader perspective
and concludes that it has had a positive impact on new discoveries about genes and new
biological insights. Sanseau et al. (2012) discusses the use of GWAS for drug repositioning,
and Nelson et al. (2015) studies the use of GWAS as evidence to obtain FDA approval
for new therapies. However, despite all the progress and new technology, Scannell et al.
(2012) have pointed out that pharmaceutical R&D eﬃciency—measured as the number of
new drugs brought to market by the global biotechnology and pharmaceutical industries
per billion US dollars of R&D spending—has steadily declined. Agarwal et al. (2013)
explores the competition in the development of novel drug targets, finding that about
half of them are pursued by just one company.
Finally, in our database we distinguish whether research is privately funded, since conflict
of interest in reporting has been an issue in this industry. An academic institution oﬀers
diﬀerent incentives to a scientists compared to an industry job. Scientists self-select
into one or the other given their individual preferences, which can be heterogeneous in
their taste for having control and freedom of research (Aghion et al., 2008) or in their
ability and their preference for non-pecuniary returns (Agarwal and Ohyama, 2013). In
terms of publications, Fugh-Berman (2013) points out the pervasive involvement of the
pharmaceutical industry in basic research and emphasizes the consequences of underreporting of negative results and misrepresenting reported results. Similarly, Bennett
et al. (2010) studies the association between pharmaceutical industry funding and basic
science research for a specific therapy (erythropoiesis-stimulating agents). The authors
9

find that when the pharmaceutical industry supports an study, researchers are more less
likely to find potentially harmful eﬀects of the therapy.
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Brinkman, Ryan R, Marie-Pierre Dubé, Guy A Rouleau, Andrew C Orr, and Mark E
Samuels (2006) “Human monogenic disordersa source of novel drug targets,” Nature
Reviews Genetics, Vol. 7, pp. 249–260.
11

Bryan, Kevin A and Jorge Lemus (2016) “The Direction of Innovation.”
Budish, Eric, Benjamin N. Roin, and Heidi Williams (2015) “Do Firms Underinvest in
Long-Term Research? Evidence from Cancer Clinical Trials,” American Economic
Review, Vol. 105, pp. 2044–85, URL: http://www.aeaweb.org/articles/?doi=10.
1257/aer.20131176, DOI: http://dx.doi.org/10.1257/aer.20131176.
Burdett, T, PN Hall, E Hastings, LA Hindorﬀ, HA Junkins, AK Klemm, J MacArthur,
TA Manolio, J Morales, H Parkinson, and Welter D (2016) “The NHGRI-EBI Catalog
of published genome-wide association studies..”
Chen, Ruijun, Nihar R Desai, Joseph S Ross, Weiwei Zhang, Katherine H Chau, Brian
Wayda, Karthik Murugiah, Daniel Y Lu, Amit Mittal, and Harlan M Krumholz (2016)
“Publication and reporting of clinical trial results: cross sectional analysis across academic medical centers,” BMJ, Vol. 352, DOI: http://dx.doi.org/10.1136/bmj.i637.
Chong, Jessica X, Kati J Buckingham, Shalini N Jhangiani, Corinne Boehm, Nara Sobreira, Joshua D Smith, Tanya M Harrell, Margaret J McMillin, Wojciech Wiszniewski,
Tomasz Gambin et al. (2015) “The genetic basis of Mendelian phenotypes: discoveries,
challenges, and opportunities,” The American Journal of Human Genetics, Vol. 97, pp.
199–215.
Cockburn, Iain M and Rebecca M Henderson (1998) “Absorptive capacity, coauthoring
behavior, and the organization of research in drug discovery,” The Journal of Industrial
Economics, Vol. 46, pp. 157–182.
DiMasi, Joseph A, Ronald W Hansen, and Henry G Grabowski (2003) “The price of
innovation: new estimates of drug development costs,” Journal of health economics,
Vol. 22, pp. 151–185.
Dranove, David, Craig Garthwaite, and Manuel Hermosilla (2014) “Pharmaceutical Profits and the Social Value of Innovation,”Technical report, National Bureau of Economic
Research.
12

Drews, Jürgen (2000) “Drug discovery: a historical perspective,” Science, Vol. 287, pp.
1960–1964.
Evans, James P, Eric M Meslin, Theresa M Marteau, Timothy Caulfield et al. (2011)
“Deflating the genomic bubble,” Science, Vol. 331, pp. 861–862.
Fugh-Berman, Adriane (2013) “How basic scientists help the pharmaceutical industry
market drugs,” PLoS Biol, Vol. 11, p. e1001716.
Furman, Jeﬀrey L, Fiona Murray, and Scott Stern (2012) “Growing stem cells: the impact
of federal funding policy on the US scientific frontier,” Journal of Policy Analysis and
Management, Vol. 31, pp. 661–705.
Furman, Jeﬀrey L. and Scott Stern (2011) “Climbing atop the Shoulders of Giants: The
Impact of Institutions on Cumulative Research,” American Economic Review, Vol.
101, pp. 1933–63, URL: http://www.aeaweb.org/articles/?doi=10.1257/aer.101.
5.1933, DOI: http://dx.doi.org/10.1257/aer.101.5.1933.
Giovanetti, Glenn and Gautam Jaggi (2013) “Beyond Borders: Biotechnology Industry
Report,” Ernst & Young.
Hawkins, Naomi (2011) “The impact of human gene patents on genetic testing in the
United Kingdom,” Genetics in Medicine, Vol. 13, pp. 320–324.
Hughes, JP, S Rees, SB Kalindjian, and KL Philpott (2011) “Principles of early drug
discovery,” British journal of pharmacology, Vol. 162, pp. 1239–1249.
Jensen, Kyle and Fiona Murray (2005) “Intellectual property landscape of the human
genome,” Science(Washington), Vol. 310, pp. 239–240.
Kerem, Bat-sheva, Johanna M Rommens, Janet A Buchanan, Danuta Markiewicz, Tara K
Cox, Aravinda Chakravarti, Manuel Buchwald, and Lap-Chee Tsui (1989) “Identification of the cystic fibrosis gene: genetic analysis,” Science, Vol. 245, pp. 1073–1080.
13

Lander, Eric S, Lauren M Linton, Bruce Birren, Chad Nusbaum, Michael C Zody, Jennifer Baldwin, Keri Devon, Ken Dewar, Michael Doyle, William FitzHugh et al. (2001)
“Initial sequencing and analysis of the human genome,” Nature, Vol. 409, pp. 860–921.
Londin, Eric, Priyanka Yadav, Saul Surrey, Larry J Kricka, and Paolo Fortina (2013) “Use
of linkage analysis, genome-wide association studies, and next-generation sequencing
in the identification of disease-causing mutations,” Pharmacogenomics: Methods and
Protocols, pp. 127–146.
Marshall, Eliot (2011) “Waiting for the Revolution,” Science, Vol. 331, pp. 526–529,
URL: http://science.sciencemag.org/content/331/6017/526, DOI: http://dx.
doi.org/10.1126/science.331.6017.526.
Murray, Fiona (2002) “Innovation as co-evolution of scientific and technological networks:
exploring tissue engineering,” Research policy, Vol. 31, pp. 1389–1403.
Nelson, Matthew R, Hannah Tipney, Jeﬀery L Painter, Judong Shen, Paola Nicoletti,
Yufeng Shen, Aris Floratos, Pak Chung Sham, Mulin Jun Li, Junwen Wang et al.
(2015) “The support of human genetic evidence for approved drug indications,” Nature
genetics, Vol. 47, pp. 856–860.
Nelson, Richard R. (1959) “The Simple Economics of Basic Scientific Research,” Journal
of Political Economy, Vol. 67, pp. 297–306, URL: http://www.jstor.org/stable/
1827448.
Nordhaus, William D et al. (2007) “Two centuries of productivity growth in computing,”
Journal of Economic History, Vol. 67, p. 128.
Pisano, Gary (2006) “Can science be a business?” Harvard business review, Vol. 10, pp.
1–12.
Pisano, Gary P (2006) Science business: The promise, the reality, and the future of
biotech: Harvard Business Press.
14

Ross, Joseph S, Tony Tse, Deborah A Zarin, Hui Xu, Lei Zhou, and Harlan M Krumholz
(2012) “Publication of NIH funded trials registered in ClinicalTrials. gov: cross sectional
analysis,” Bmj, Vol. 344, p. d7292.
Sanseau, Philippe, Pankaj Agarwal, Michael R Barnes, Tomi Pastinen, J Brent Richards,
Lon R Cardon, and Vincent Mooser (2012) “Use of genome-wide association studies for
drug repositioning,” Nature biotechnology, Vol. 30, pp. 317–320.
Scannell, Jack W, Alex Blanckley, Helen Boldon, and Brian Warrington (2012) “Diagnosing the decline in pharmaceutical R&D eﬃciency,” Nature reviews Drug discovery, Vol.
11, pp. 191–200.
Swinney, David C and Jason Anthony (2011) “How were new medicines discovered?”
Nature reviews Drug discovery, Vol. 10, pp. 507–519.
Tripp, Simon and Martin Grueber (2011) “Economic impact of the human genome
project,” Battelle Memorial Institute.
Visscher, Peter M, Matthew A Brown, Mark I McCarthy, and Jian Yang (2012) “Five
years of GWAS discovery,” The American Journal of Human Genetics, Vol. 90, pp.
7–24.
Ward, Michael R and David Dranove (1995) “The vertical chain of research and development in the pharmaceutical industry,” Economic Inquiry, Vol. 33, pp. 70–87.

15

