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netic basis of various diseases. Although some of this information could be transferred to clinical diagnostics, the
technologies available are not suitable for this purpose. In this review, we will discuss the drawbacks associated

giﬁvc‘)/fr:gfbased tests with the use of traditional DNA microarrays in diagnostics, pointing out emerging platforms that could overcome
Next-generation sequencing these obstacles and offer a more reproducible, qualitative and quantitative multigenic analysis. New miniaturized
Real-time microarray and automated devices, called Lab-on-Chip, begin to integrate PCR and microarray on the same platform, offering
Lab-on-Chip integrated sample-to-result systems. The introduction of this kind of innovative devices may facilitate the tran-
Point-of-Care sition of genome-based tests into clinical routine.
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1. Introduction

The genomic era started with the completion of the Human Genome
Project in 2001, opening new interesting challenges from biological re-
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data that are collected in public databases such as GenBank for DNA/
RNA and protein sequences, and OMIM (Online Mendelian Inheritance
in Man) for gene and genetic phenotypes. These public resources,
daily updated, currently contain 46,608 human gene sequences and
4023 phenotypes with a known molecular basis [1-5]. Some of this in-
formation could be already transferred to clinical diagnostics, but the
technologies available are not adequate for this purpose. The actual
challenge is the use of genome-based technologies in clinical practice.

In the next paragraph, we will briefly discuss the two most impor-
tant technologies used in genomic screening analysis.

2. High-throughput technologies in genomics: DNA microarrays and
next-generation sequencing

DNA microarrays and next-generation sequencing (NGS) are the
two most important technologies for high-throughput genomic analysis
[6]. During the past 20 years, DNA microarray technology has been de-
veloped and consolidated as a routine tool in research laboratories and
is now transitioning to the clinic. While we are witnessing this transi-
tion, NGS is catching up [7,8]. Over the past 8 years, a number of NGS
technologies have emerged that enable the sequencing of large
amounts of DNA in parallel and at significantly lower costs than conven-
tional methods. NGS technologies are suitable to different applications,
such as whole or targeted genome sequencing, and RNA sequencing
(RNA-seq). Due to cost reduction, the latter application may soon re-
place DNA microarrays in transcriptome profiling analysis [9]. However,
the transition of NGS into clinical practice is slowed up by non-
automated experimental procedures and lack of efficient and user-
friendly methods to store, process and analyze the large amount of
data produced [10].

Despite the great potential of traditional DNA microarrays and NGS, a
number of issues need to be tackled to implement these technologies in
clinical diagnostics. In this review we will analyze emerging DNA micro-
array platforms that may offer immediate opportunities to implement
genomic tests in clinical medicine. Thanks to several characteristics,
these sample-to-result systems are available for real-time detection
and offer a more reproducible, qualitative and quantitative multigenic
analysis.

3. DNA microarray technology: state of the art

DNA microarrays technologies are based on the ability of DNA to find
and spontaneously bind its complementary sequence in a highly specif-
ic, rapid and reversible manner [11]. Over the years, this technology has
been applied to genome analysis in distinct medical fields allowing the
association of polygenic alterations to specific pathologies [12-22]. Ob-
tained DNA microarray data are collected in public repositories, such as
Gene Expression Omnibus (GEO), which contains also NGS and other
forms of high-throughput functional genomic data [23]. Although the
collected information could be relevant from a medical perspective,
they are not easily accessible from a clinical practice standpoint and
only few of them have already been transferred to the bed-side.

To date, a small number of microarray-based tests have been cleared
for diagnostics. The main reason is related to the complexity of this tech-
nology, which is suitable to research laboratories but not to diagnostic
ones. Below we will briefly describe the first diagnostic, prognostic or
pharmacogenetic tests based on DNA microarray technology.

The MammaPrint test by Agendia, the first in vitro diagnostic multi-
variate index assay (IVDMIA) to be cleared by the US Food and Drug Ad-
ministration (FDA) in 2007, is an individualized metastasis risk
assessment test with prognostic value for breast cancer patients with
stage 1 or 2. It analyzes the expression of 70 genes and stratifies patients
into two distinct groups: low risk or high risk of distant recurrence
[19,24-26].

The Pathwork Tissue of Origin Test by Pathwork Diagnostics is a
microarray-based gene expression assay for improving classification of

clinicopathologically ambiguous tumors. It can detect the expression
level of 1550 genes in each tumor sample of unknown or poorly differ-
entiated origin (primary or metastatic) and to determine the similarity
to 15 tissue types belonging to known tumors [25,27,28]. This test
gained FDA clearance in 2008 for frozen samples and in 2010 for
formalin-fixed and paraffin-embedded samples.

The AmpliChip CYP450 by Roche, cleared by the FDA in 2004, is a
pharmacogenetic test based on Affymetrix microarray technology that
analyzes allelic variations in two highly polymorphic cytochrome
P450 genes (CYP2D6 and CYP2C19), whose encoded enzymes regulate
the metabolism of drugs from a variety of classes. By predicting altered
drug metabolism, it is possible to prevent harmful drug interactions and
to ensure the optimal use of drugs [25,29-31].

Despite the undeniable advantages of these tests, their applications
in clinical settings are still limited by the use of traditional microarray
technology at few highly specialized laboratories. In the next section,
we will analyze in detail the advantages and limits of traditional micro-
array technology.

4. DNA microarray technology: advantages and limits

The main benefits of DNA microarray technology are high-throughput
analysis, miniaturization and safety [32]. The high-throughput analysis al-
lows parallelism through a direct comparison between thousands of
probes spotted on the microarray and their complementary targets.
This advantage has been reached thanks to miniaturization of the array
surface, leading also to a significant improvement in terms of decrease
of reaction volumes, increase of sample concentration and acceleration
of hybridization kinetic. Safety derives from the use of fluorochrome la-
beling methods, which avoid handling by the operator of radioactive
or toxic compounds during the experimental process.

Despite the undisputed advantages of DNA microarray technology,
there are many limiting factors that hinder their routine use in diagnos-
tics. Some of these, such as the lack of accuracy and reproducibility
[33-37], depend on the experimental phases. Although a detailed de-
scription of these limiting factors goes beyond the focus of this review,
we will briefly describe them below.

- Sample preparation and labeling. In this phase, the sample quality and
quantity have a crucial role since its partial or total degradation can
affect the entire experimental outcome.

Hybridization and post-hybridization washing. The specific binding
between probes and their complementary targets mainly depends
on the stringency of washing buffers and temperature. Small chang-
es in these phases, which are not fully automated, may produce non-
specific interactions.

Image acquisition. Image acquisition can be influenced by scanning
parameters, such as intensity and signal resolution, which are used
to increase the sensitivity and reduce the noise. The resulting
image has to be further submitted to quality assessment and pre-
processing data analysis steps (such as grid overlay) that could
greatly affect the final results.

Another important aspect affecting accuracy and reproducibility of
DNA microarrays is the low dynamic range of detection. Part of the sig-
nals detected by traditional DNA microarrays fall in a window with a lin-
ear dynamic range, whereas those near to background or saturating
levels are not.

The complexity of traditional DNA microarray resides not only in its
experimental procedures and image acquisition, but also in analysis and
interpretation of obtained data that require dedicated software and bio-
informatics staff. Almost all experimental and analytical phases depend
on the operator, and the lack of automation further reduces accuracy and
reproducibility. Additional limits of traditional DNA microarray technol-
ogy include the requirement of highly skilled personnel, high costs, and
prolonged procedures (generally 48 h).
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The limiting factors summarized above represent the most impor-
tant constraints when a microarray test has to be cleared for in vitro
clinical diagnostic use by regulatory authorities [25,26,38,39]. In the
next sections, we will discuss how research and technology progresses
are trying to overcome these limits.

5. New DNA microarray platforms

In order to overcome some of the limiting factors associated to
microarray-based tests in clinical practice, industries are starting to com-
mercialize miniaturized devices, called Lab-on-Chips (LOCs), incorporat-
ing both disposable microelectronic and microfluidic components. The
latter allows manipulating the small volume fluids, loading the chip and
filling the reaction chambers without the risk of bubble formation or
leaks [40-43]. These devices permit the integration of all, or almost all,
experimental phases in a single chip, simplifying the entire analytical pro-
cess and drastically reducing the handling by the operator, thus allowing
the execution of the test in a short time. Additional advantages of LOCs
include decrease of reagent and sample volumes, possibility to integrate
a PCR chamber, rapid analysis, low-cost and minimal risk of sample con-
tamination. The reduction of human error, together with the standardiza-
tion and automation of all process operations, increase accuracy and
reproducibility of the results obtained. Thanks to these characteristics,
some LOCs are evolving towards Point-of-Care (POC) devices, offering
the opportunity to move genome-based analysis to the bed-side. More-
over, POCs can be easily transported to remote locations decreasing the
need of large and specialized diagnostics facilities [40,44,45].

In the next paragraphs, we will discuss four novel DNA microarray
platforms that include an associated or integrated PCR, highlighting
their technical features as indicated by their manufacturers.

5.1. PCR-microarray LOCs

The detection limit of traditional DNA microarrays imposes the ampli-
fication of extracted DNA/RNA. PCR, therefore, is often used for amplifica-
tion and labeling of samples before their hybridization onto traditional
DNA microarrays. In the new devices, PCR is now being integrated, on
the same DNA microarray platform. These PCR-microarray LOCs combine
the advantage of microfluidics with the opportunity to perform a fast and
small volume low-density multigenic analysis (hybridization and detec-
tion), on the same device. The development of these technologies has
reached such a level that enables the production of diagnostic tests,
enabling the detection of several infectious disease (such as viral
influenza, sexually transmitted diseases, and poverty related disease),
pharmacogenomics and genotyping (such as SNP) analysis [40,44,46].

In the next sections, we will discuss one hybrid and three integrated
PCR-microarray platforms.

5.1.1. INFINITY System

An example of a hybrid (not integrated) platform is the INFINITY Sys-
tem by AutoGenomics [47-49]. This platform associates a multiplex PCR
with automated microarray hybridization, by using BioFilmChip microar-
rays that can be configured with hundreds of biomarkers. Labeling, hy-
bridization, scanning and data analysis steps have been automated and
are performed within the Infinity Analyzer, whereas sample extraction,
purification and PCR amplification are performed separately using re-
agents and instrumentation provided by the same company. Although
hybrid, this platform is versatile enough to allow diagnostic tests for a
wide range of disease signatures in the areas of women's health, cancer,
viral influenza, as well as pharmacogenomics. Some of these tests are al-
ready FDA cleared and CE marked while others are under review [47,48].

5.1.2. Rheonix CARD

The Rheonix CARD platform by REONIX is a fully automated
microfluidic platform based on disposable plastic cards [44,50]. The
laminated polystyrene Rheonix CARD is a cartridge that is able to

manipulate reagents internally, with its active fluidic network of
pumps, valves and channels. The Rheonix CARD is inserted onto
the Rheonix EncompassMDx instrument that includes: liquid han-
dler, thermal cycler, hybridization heaters, barcode reader, imager
and PC. For each assay, the phases of cell lysis, nucleic acid purifica-
tion, multiplex PCR, labeling, hybridization and microarray detec-
tion are performed under software control, producing a sample-to-
result LOC. Only one step requires the operator presence: the initial
introduction of untreated specimens directly onto the disposable
card. Rheonix CARD assays for different clinical purposes (from in-
fectious disease to pharmacogenomics) have been developed but
are not yet cleared by the FDA [48,50].

5.1.3. Verigene System

The Verigene System by Nanosphere is an automated platform
based on disposable test cartridges. The platform consists of two
modules, the Verigene Processor (fully automated) and the Verigene
Reader, which are able to drive the different experimental phases on
the multi-chambered fluidic cartridges. When an untreated speci-
men is loaded onto the cartridge by the user, it undergoes to nucleic
acid extraction and purification (with magnetic microparticles), PCR
amplification (optional), hybridization and washing within the
Verigene processing unit [51]. In particular, the array hybridization
is carried out using nanoparticle-conjugated oligonucleotides
(~200) of Nanosphere's property (Gold nanoparticles hybridization
technology) [52]. After hybridization, the cartridge is removed
from the processor unit and only the microarray glass slide is
inserted into the Verigene Reader, where signals are detected and
analyzed [51]. Verigene tests have been approved by the FDA for dif-
ferent purposes of clinical relevance [51,53-55].

5.1.4. In-Check Lab-on-Chip

STMicroelectronics has developed the In-Check Lab-on-Chip platform
for fast, automated and qualitative nucleic acid analysis (shown in Fig. 1,
panels a-e) [45,56-58]. This platform is made up of a silicon-based LOC,
an independent modular Temperature Control System (TCS) to control
thermal process, an Optical Reader (OR) to acquire fluorescence micro-
array signals and software for image analysis. The silicon chip integrates
microfluidic handling, a miniaturized multiplex PCR chamber and a
low-density microarray, containing up to 400 spots [59]. The microarray
and PCR modules are fluidically connected and are both thermally driv-
en by a TCS module. After hybridization, the microarray is read by the
OR in a few seconds. This product is in continuous development and
has been recently implemented with nucleic acids extraction methods,
in order to obtain a fully integrated system sample-to-result [60]. Its ap-
plication to diagnostics has already begun with the customization of in-
fectious diseases tests that are cleared for in vitro diagnostics [46].

5.2. PCR and microarray integration: an opportunity for real-time detection

More than fifteen years ago, we witnessed the transition from end-
point to real-time detection PCR [61]. In the real-time PCR configuration,
the fluorescence emission is measured during the exponential growth
phase where increase of fluorescent signal is directly proportional to
the number of amplicons generated. Another improvement of real-time
PCR configuration was the wide dynamic range of detection of starting
target molecules, which increases up to eight orders of magnitude com-
pared with traditional PCR. Thanks to these advantages, the real-time
PCR has easily moved to clinical practice, allowing tests for a wide range
of applications, from SNPs detection to copy number variations [62,63].

In a traditional DNA microarray experiment, the measurement of
fluorescence levels is performed when the equilibrium phase of hybrid-
ization is reached. This steady-state phase produces a limited dynamic
range of detection. The tremendous technological advances in LOC de-
vices are now offering the opportunity for a real-time configuration of
DNA microarrays [64-67]. Their ability to acquire signals in real-time
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Fig. 1. Real-time detection on the In-Check LOC platform. (A) Silicon based device mounted on a 1 x 3 printed circuit board (PCB) support. (B) Sample loading phase on biochip holding by a
clamp support. (C) Fluorescence detection phase by using an Optical Reading system. (D) A cross section of the platform highlighting the main internal units of the silicon biochip and those
of the OR system. (E) Diagram showing the In-Check platform real-time workflow. (F) Hybridization kinetic — SYBR Green fluorescence signal at different hybridization times. The graph
shows how hybridization reaches the steady-state level in a few seconds. (G) Microarray images of the same spot at three different hybridization temperatures (in °C). (H) Melting curve
showing fluorescence as function of temperature. The curve shows a peak at 56 °C corresponding to the melting temperature of the hybridization products.

|68] allows an increase in the dynamic range detection and the possibil-
ity to perform absolute quantification of amplicons cycle by cycle. In a
real-time configuration, the kinetics of hybridization can also be moni-
tored and used to distinguish specific from aspecific products and re-
duce the time of execution of the test.

In Fig. 1 (panels d-h) we show an example of real-time microarray
detection performed on the In Check Lab-on-Chip platform. The hybrid-
ization level was detected by the OR system using SYBR Green, a mole-
cule that emits fluorescence when it binds to double-stranded DNA. As
shown in the hybridization curve obtained (h), the hybridization pro-
cess takes only a few seconds and can be monitored step by step. The
readout is instantaneous as opposed to the off-line time-consuming
scanning procedure that requires both lengthy hybridization and
washing-steps. Finally, by performing a melting curve (panels g, h) it
is possible to control the specificity of hybridization signals. The
presence of a mismatch would produce a shifted melting curve.

Thanks to LOCs miniaturization, PCR-Microarray integration and
real-time detection, it is now possible to control the rapid process of hy-
bridization and increase the accuracy and reproducibility of microarray
technology.

6. Conclusion

The genomic approach is opening new horizons in understanding
diseases, leading to the development of new diagnostic tools, but their
translation to clinical practice is still at the beginning. As detailed in
this review, a real progress may soon be reached with the advent of

PCR-microarray platforms combining multigenic analysis with real-
time detection. Their sample-to-result characteristic and simple use
will enable them to bridge the technical gap between research and
clinics. The miniaturization, integration and automation of these tools
increase accuracy and reproducibility, making them more suitable for
routine use. With these advances, genome-based tests have the poten-
tial to become a standard tool for mainstream diagnostics, in order to
monitor disease onset and progression, facilitate individualized patient
therapy and, ultimately, improve patient outcomes.

Acknowledgment

Authors gratefully acknowledge Cristina Cali, Alfia Corsino, Maria
Patrizia D’Angelo and Francesco Marino for their administrative and
technical support. This work was supported in part by the Italian
Ministry of Education, Universities and Research through grant
CTN01_00177_817708.

References

[1] D.A. Benson, M. Cavanaugh, K. Clark, I. Karsch-Mizrachi, D.J. Lipman, ]. Ostell, E.W.
Sayers, GenBank, Nucleic Acids Res. 41 (2013) D36-D42.

[2] A.Hamosh, AFF. Scott, ].S. Amberger, C.A. Bocchini, V.A. McKusick, Online Mendelian
Inheritance in Man (OMIM), a knowledgebase of human genes and genetic disor-
ders, Nucleic Acids Res. 33 (2005) D514-D517.

[3] V.A. McKusick, Mendelian Inheritance in Man and its online version, OMIM, Am. J.
Hum. Genet. 80 (2007) 588-604.

[4] MJ. Bamshad, J.A. Shendure, D. Valle, A. Hamosh, J.R. Lupski, RA. Gibbs, E.
Boerwinkle, R.P. Lifton, M. Gerstein, M. Gunel, S. Mane, D.A. Nickerson, G. on


http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0005
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0005
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0010
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0010
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0010
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0015
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0015
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0330
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0330

5

6

17

[8

9

[10]
[11]

[12]

[13]

[14]

[15]

[16]

[17]

[18]

[19]

[20]

[21]

[22]

[23]

[24]

[25]

[26]

[27]

[28]

M. Guarnaccia et al. / Genomics 103 (2014) 177-182

behalf of the Centers for Mendelian, The Centers for Mendelian Genomics: a new
large-scale initiative to identify the genes underlying rare Mendelian conditions,
Am. J. Med. Genet. A 158A (2012) 1523-1525.

D.A. Benson, I. Karsch-Mizrachi, D.J. Lipman, J. Ostell, E.W. Sayers, GenBank, Nucleic
Acids Res. 38 (2010) D46-D51.

C. Alminana, A. Fazeli, Exploring the application of high-throughput genomics tech-
nologies in the field of maternal-embryo communication, Theriogenology 77 (2012)
717-737.

C.Y. Lee, Common applications of next-generation sequencing technologies in geno-
mic research, Trans. Cancer Res. 2 (2013) 33-45.

C. Meldrum, M.A. Doyle, R.W. Tothill, Next-generation sequencing for cancer diag-
nostics: a practical perspective, Clin. Biochem. Rev. Aust. Assoc. Clin. Biochem. 32
(2011) 177-195.

F. Ozsolak, P.M. Milos, RNA sequencing: advances, challenges and opportunities,
Nat. Rev. Genet. 12 (2011) 87-98.

Z. Wang, M. Gerstein, M. Snyder, RNA-Seq: a revolutionary tool for transcriptomics,
Nat. Rev. Genet. 10 (2009) 57-63.

A. Sassolas, B.D. Leca-Bouvier, L. Blum, DNA biosensors and microarrays, Chem.
Rev. 108 (2008) 109-139.

V. Mello-Coelho, K.L. Hess, A conceptual and practical overview of cDNA microarray
technology: implications for basic and clinical sciences, Braz. J. Med. Biol. Res. 38
(2005) 1543-1552.

A.P. Beltrami, D. Cesselli, N. Bergamin, P. Marcon, S. Rigo, E. Puppato, F. D'Aurizio, R.
Verardo, S. Piazza, A. Pignatelli, A. Poz, U. Baccarani, D. Damiani, R. Fanin, L. Mariuzzi,
N. Finato, P. Masolini, S. Burelli, O. Belluzzi, C. Schneider, C.A. Beltrami, Multipotent
cells can be generated in vitro from several adult human organs (heart, liver, and
bone marrow), Blood 110 (2007) 3438-3446.

L. De Cecco, L. Marchionni, M. Gariboldi, J.F. Reid, M.S. Lagonigro, S. Caramuta, C.
Ferrario, E. Bussani, D. Mezzanzanica, F. Turatti, D. Delia, M.G. Daidone, M.
Oggionni, N. Bertuletti, A. Ditto, F. Raspagliesi, S. Pilotti, M.A. Pierotti, S. Canevari,
C. Schneider, Gene expression profiling of advanced ovarian cancer: characteriza-
tion of a molecular signature involving fibroblast growth factor 2, Oncogene 23
(2004) 8171-8183.

D. Cesselli, A.P. Beltrami, F. D'Aurizio, P. Marcon, N. Bergamin, B. Toffoletto, M.
Pandolfi, E. Puppato, L. Marino, S. Signore, U. Livi, R. Verardo, S. Piazza, L.
Marchionni, C. Fiorini, C. Schneider, T. Hosoda, M. Rota, ]. Kajstura, P. Anversa, C.A.
Beltrami, A. Leri, Effects of age and heart failure on human cardiac stem cell func-
tion, Am. J. Pathol. 179 (2011) 349-366.

D. Cesselli, A.P. Beltrami, S. Rigo, N. Bergamin, F. D'Aurizio, R. Verardo, S. Piazza, E.
Klaric, R. Fanin, B. Toffoletto, S. Marzinotto, L. Mariuzzi, N. Finato, M. Pandolfi, A.
Leri, C. Schneider, C.A. Beltrami, P. Anversa, Multipotent progenitor cells are present
in human peripheral blood, Circ. Res. 104 (2009) 1225-1234.

J.E. Girardini, M. Napoli, S. Piazza, A. Rustighi, C. Marotta, E. Radaelli, V. Capaci, L.
Jordan, P. Quinlan, A. Thompson, M. Mano, A. Rosato, T. Crook, E. Scanziani, A.R.
Means, G. Lozano, C. Schneider, G. Del Sal, A Pin1/mutant p53 axis promotes aggres-
siveness in breast cancer, Cancer Cell 20 (2011) 79-91.

S. Cavallaro, B.G. Schreurs, W. Zhao, V. D'Agata, D.L. Alkon, Gene expression pro-
files during long-term memory consolidation, Eur. J. Neurosci. 13 (2001)
1809-1815.

S. Cavallaro, S. Paratore, F. de Snoo, E. Salomone, L. Villari, C. Buscarino, F. Ferrat, G.
Banna, M. Furci, A. Strazzanti, R. Cunsolo, S. Pezzino, S. Gangi, F. Basile, Genomic
analysis: toward a new approach in breast cancer management, Crit. Rev. Oncol.
Hematol. 81 (2012) 207-223.

C.W. Lederer, A. Torrisi, M. Pantelidou, N. Santama, S. Cavallaro, Pathways and genes
differentially expressed in the motor cortex of patients with sporadic amyotrophic
lateral sclerosis, BMC Genomics 8 (2007) 26.

S. Paratore, R. Parenti, A. Torrisi, A. Copani, F. Cicirata, S. Cavallaro, Genomic profiling
of cortical neurons following exposure to beta-amyloid, Genomics 88 (2006)
468-479.

S. Paratore, S. Pezzino, S. Cavallaro, Identification of pharmacological targets in
amyotrophic lateral sclerosis through genomic analysis of deregulated genes and
pathways, Curr. Genomics 13 (2012) 321-333.

T. Barrett, S.E. Wilhite, P. Ledoux, C. Evangelista, I.F. Kim, M. Tomashevsky,
K.A. Marshall, K.H. Phillippy, P.M. Sherman, M. Holko, A. Yefanov, H. Lee, N.
Zhang, C.L. Robertson, N. Serova, S. Davis, A. Soboleva, NCBI GEO: archive
for functional genomics data sets—update, Nucleic Acids Res. 41 (2013)
D991-D995.

M.J. van de Vijver, Y.D. He, L. van 't Veer, H. Dai, A.A.M. Hart, D.W. Voskuil, G.J.
Schreiber, J.L. Peterse, C. Roberts, M.J. Marton, M. Parrish, D. Atsma, A. Witteveen,
A. Glas, L. Delahaye, T. van der Velde, H. Bartelink, S. Rodenhuis, E.T. Rutgers, S.H.
Friend, R. Bernards, A gene-expression signature as a predictor of survival in breast
cancer, N. Engl. J. Med. 347 (2002) 1999-2009.

X. Li, RJ. Quigg, ]J. Zhou, W. Gu, P. Nagesh Rao, E.F. Reed, Clinical utility of microar-
rays: current status, existing challenges and future outlook, Curr. Genomics 9
(2008) 466-474.

S. Lababidi, Challenges in DNA microarray studies from the regulatory perspective, J.
Biopharm. Stat. 18 (2008) 183-202.

C.I. Dumur, C.E. Fuller, T.L. Blevins, ].C. Schaum, D.S. Wilkinson, C.T. Garrett, C.N.
Powers, Clinical verification of the performance of the pathwork tissue of origin
test: utility and limitations, Am. J. Clin. Pathol. 136 (2011) 924-933.

C.I. Dumur, M. Lyons-Weiler, C. Sciulli, C.T. Garrett, I. Schrijver, T.K. Holley, J.
Rodriguez-Paris, ].R. Pollack, J.L. Zehnder, M. Price, ].M. Hagenkord, C.T. Rigl,
L.J. Buturovic, G.G. Anderson, F.A. Monzon, Interlaboratory performance of a
microarray-based gene expression test to determine tissue of origin in poor-
ly differentiated and undifferentiated cancers, ]J. Mol. Diagn. 10 (2008)
67-77.

[29]

[30]

[31]

181

L. Wu, P.M. Williams, W. Koch, Clinical applications of microarray-based diagnostic
tests, BioTechniques 39 (2005) S577-S582.

M.C. Rebsamen, ]. Desmeules, Y. Daali, A. Chiappe, A. Diemand, C. Rey, ]. Chabert, P.
Dayer, D. Hochstrasser, M.F. Rossier, The AmpliChip CYP450 test: cytochrome P450
2D6 genotype assessment and phenotype prediction, Pharmacogenomics J. 9 (2009)
34-41.

KK. Jain, Applications of AmpliChip CYP450, Mol. Diagn. 9 (2005) 119-127.

[32] J.A. Timlin, Scanning microarrays: current methods and future directions, Methods

[33]

[34]

[35]

[36]

[37]

[38]

[39]

[40]

[41]
[42]
[43]

(44

[45]

[46]

[47]

(48]

[49]
[50]

[51]

Enzymol. 411 (2006) 79-98.

H. Auer, S. Lyianarachchi, D. Newsom, M.I. Klisovic, u. Marcucci, K. Kornacker,
Chipping away at the chip bias: RNA degradation in microarray analysis, Nat.
Genet. 35 (2003) 292-293.

S. Draghici, P. Khatri, A.C. Eklund, Z. Szallasi, Reliability and reproducibility issues in
DNA microarray measurements, Trends Genet. 22 (2006) 101-109.

M.A. Livshits, A.D. Mirzabekov, Theoretical analysis of the kinetics of DNA hy-
bridization with gel-immobilized oligonucleotides, Biophys. J. 71 (1996)
2795-2801.

H. Dai, M. Meyer, S. Stepaniants, M. Ziman, R. Stoughton, Use of hybridization kinet-
ics for differentiating specific from non-specific binding to oligonucleotide microar-
rays, Nucleic Acids Res. 30 (2002) e86.

G.A. Held, G. Grinstein, Y. Tu, Relationship between gene expression and observed
intensities in DNA microarrays—a modeling study, Nucleic Acids Res. 34 (2006) e70.
Z. Tezak, D. Ranamukhaarachchi, E. Russek-Cohen, S.I. Gutman, FDA perspec-
tives on potential microarray-based clinical diagnostics, Hum. Genomics 2
(2006) 236-243.

E.F. Petricoin III, J.L. Hackett, LJ. Lesko, R.K. Puri, S.I. Gutman, K. Chumakov, J.
Woodcock, D.W. Feigal Jr., K.C. Zoon, F.D. Sistare, Medical applications of microarray
technologies: a regulatory science perspective, Nat. Genet. 32 (2002) 474-479
(Suppl.).

W.G. Lee, Y.G. Kim, B.G. Chung, U. Demirci, A. Khademhosseini, Nano/Microfluidics
for diagnosis of infectious diseases in developing countries, Adv. Drug Deliv. Rev.
62 (2010) 449-457.

S.W. Dutse, N.A. Yusof, Microfluidics-based lab-on-chip systems in DNA-based bio-
sensing: an overview, Sensors 11 (2011) 5754-5768.

C.Zhang, D. Xing, Miniaturized PCR chips for nucleic acid amplification and analysis:
latest advances and future trends, Nucleic Acids Res. 35 (2007) 4223-4237.

C. Zhang, J. Xu, W. Ma, W. Zheng, PCR microfluidic devices for DNA amplification,
Biotechnol. Adv. 24 (2006) 243-284.

C.D. Chin, V. Linder, S.K. Sia, Commercialization of microfluidic point-of-care diag-
nostic devices, Lab Chip 12 (2012) 2118-2134.

M. Bianchessi, S. Burgarella, M. Cereda, Point-of-care systems for rapid DNA quanti-
fication in oncology, Tumori 94 (2008) 216-225.

]. Teo, P. Di Pietro, F. San Biagio, M. Capozzoli, Y.M. Deng, 1. Barr, N. Caldwell, K.L.
Ong, M. Sato, R. Tan, R. Lin, VereFlu: an integrated multiplex RT-PCR and microarray
assay for rapid detection and identification of human influenza A and B viruses
using lab-on-chip technology, Arch. Virol. 156 (2011) 1371-1378.

AM. Caliendo, Multiplex PCR and emerging technologies for the detection of respi-
ratory pathogens, Clin. Infect. Dis. 52 (2011) S326-S330.

M.R. Langley, ].K. Booker, J.P. Evans, H.L. McLeod, K.E. Weck, Validation of clinical
testing for warfarin sensitivity: comparison of CYP2C9-VKORC1 genotyping assays
and warfarin-dosing algorithms, J. Mol. Diagn. 11 (2009) 216-225.

R. Vairavan, AutoGenomics, Inc, Pharmacogenomics 5 (2004) 585-588.

G. Spizz, L. Young, R. Yasmin, Z. Chen, T. Lee, D. Mahoney, X. Zhang, G. Mouchka, B.
Thomas, W. Honey, T. Roswech, C. McGuire, R. Montagna, P. Zhou, Rheonix
CARD((R)) technology: an innovative and fully automated molecular diagnostic de-
vice, Point Care 11 (2012) 42-51.

C.C. Ginocchio, Strengths and weaknesses of FDA-approved/cleared diagnostic de-
vices for the molecular detection of respiratory pathogens, Clin. Infect. Dis. 52
(2011) S312-S325.

[52] ]J. Storhoff, A.D. Lucas, V. Garimella, Y.P. Bao, U.R. Muller, Homogeneous detection of

[53]

[54]

[55]

[56]

[57]

[58]

unamplified genomic DNA sequences based on colorimetric scatter of gold nanopar-
ticle probes, Nat. Biotechnol. 22 (2004) 883-887.

H. Chae, M. Kim, Y.S. Koh, B.H. Hwang, M.K. Kang, Y. Kim, H.I. Park, K. Chang, Fea-
sibility of a microarray-based point-of-care CYP2C19 genotyping test for
predicting clopidogrel on-treatment platelet reactivity, BioMed. Res. Int. 2013
(2013) 154073.

K. Alby, E.B. Popowitch, M.B. Miller, Comparative evaluation of the Nano-
sphere Verigene RV + assay and the Simplexa Flu A/B & RSV kit for detection
of influenza and respiratory syncytial viruses, J. Clin. Microbiol. 51 (2013)
352-353.

K.C. Carroll, B.W. Buchan, S. Tan, P.D. Stamper, K.M. Riebe, P. Pancholi, C. Kelly, A.
Rao, R. Fader, R. Cavagnolo, W. Watson, R.V. Goering, E.A. Trevino, A.S. Weissfeld,
N.A. Ledeboer, Multicenter evaluation of the Verigene Clostridium difficile nucleic
acid assay, J. Clin. Microbiol. 51 (2013) 4120-4125.

B. Foglieni, A. Brisci, F. San Biagio, P. Di Pietro, S. Petralia, S. Conoci, M. Ferrari, L.
Cremonesi, Integrated PCR amplification and detection processes on a
Lab-on-Chip platform: a new advanced solution for molecular diagnostics, Clin.
Chem. Lab. Med. 48 (2010) 329-336.

S. Pernagallo, G. Ventimiglia, C. Cavalluzzo, E. Alessi, H. Ilyine, M. Bradley, ].J.
Diaz-Mochon, Novel biochip platform for nucleic acid analysis, Sensors 12 (2012)
8100-8111.

C. Consolandi, M. Severgnini, A. Frosini, G. Caramenti, M. De Fazio, F. Ferrara, A.
Zocco, A. Fischetti, M. Palmieri, G. De Bellis, Polymerase chain reaction of 2-kb
cyanobacterial gene and human anti-alphal-chymotrypsin gene from genomic
DNA on the In-Check single-use microfabricated silicon chip, Anal. Biochem. 353
(2006) 191-197.


http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0330
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0330
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0330
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0020
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0020
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0025
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0025
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0025
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0030
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0030
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0035
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0035
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0035
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0040
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0040
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0045
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0045
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0050
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0050
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0335
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0335
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0335
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0055
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0055
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0055
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0055
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0055
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0060
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0060
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0060
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0060
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0060
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0060
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0065
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0065
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0065
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0065
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0065
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0070
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0070
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0070
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0070
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0075
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0075
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0075
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0075
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0080
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0080
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0080
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0085
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0085
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0085
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0085
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0090
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0090
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0090
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0095
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0095
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0095
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0100
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0100
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0100
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0105
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0105
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0105
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0105
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0105
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0340
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0340
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0340
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0340
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0340
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0115
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0115
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0115
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0120
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0120
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0125
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0125
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0125
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0130
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0130
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0130
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0130
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0130
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0130
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0135
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0135
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0140
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0140
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0140
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0140
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0145
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0150
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0150
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0155
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0155
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0155
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0160
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0160
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0165
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0165
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0165
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0170
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0170
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0170
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0175
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0175
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0180
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0180
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0180
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0185
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0185
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0185
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0185
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0190
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0190
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0190
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0195
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0195
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0200
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0200
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0205
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0205
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0210
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0210
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0215
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0215
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0220
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0220
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0220
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0220
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0225
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0225
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0230
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0230
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0230
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0235
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0240
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0240
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0240
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0240
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0245
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0245
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0245
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0250
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0250
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0250
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0255
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0255
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0255
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0255
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0260
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0260
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0260
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0260
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0260
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0265
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0265
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0265
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0265
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0270
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0270
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0270
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0270
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0275
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0275
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0275
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0280
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0280
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0280
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0280
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0280

182

[59]

[60]

[61]

[62]

[63]

M. Guarnaccia et al. / Genomics 103 (2014) 177-182

G. Ventimiglia, S. Petralia, Recent advances in DNA microarray technology: an over-
view on production strategies and detection methods, BioNanoScience 3 (2013)
428-450.

S. Petralia, R. Verardo, E. Klaric, S. Cavallaro, E. Alessi, C. Schneider, In-Check system:
a highly integrated silicon Lab-on-Chip for sample preparation, PCR amplification
and microarray detection of nucleic acids directly from biological samples, Sensors
Actuators B Chem. 187 (2013) 99-105.

C.A. Heid, ]. Stevens, KJ. Livak, P.M. Williams, Real time quantitative PCR, Genome
Res. 6 (1996) 986-994.

T. Schmittgen, E. Lee, ]. Jiang, High-throughput real-time pcr, in: A. Marx, O. Seitz
(Eds.), Molecular Beacons: Signalling Nucleic Acid Probes, Methods, and Protocols,
Humana Press, 2008, pp. 89-98.

S.A. Bustin, Absolute quantification of mRNA using real-time reverse transcription
polymerase chain reaction assays, J. Mol. Endocrinol. 25 (2000) 169-193.

[64]
[65]

[66]

[67]

[68]

A. Hassibi, H. Vikalo, J.L. Riechmann, B. Hassibi, Real-time DNA microarray analysis,
Nucleic Acids Res. 37 (2009) e132.

A. Hassibi, H. Vikalo, J.L. Riechmann, B. Hassibi, FRET-based real-time DNA microar-
rays, Methods Mol. Biol. 815 (2012) 147-159.

AN. Rao, CK. Rodesch, D.W. Grainger, Real-time fluorescent image analysis of DNA
spot hybridization kinetics to assess microarray spot heterogeneity, Anal. Chem. 84
(2012) 9379-9387.

A. Chagovetz, S. Blair, Real-time DNA microarrays: reality check, Biochem. Soc.
Trans. 37 (2009) 471-475.

D.I Stimpson, ].V. Hoijer, W.T. Hsieh, C. Jou, ]. Gordon, T. Theriault, R. Gamble, ].D.
Baldeschwieler, Real-time detection of DNA hybridization and melting on oligonu-
cleotide arrays by using optical wave guides, Proc. Natl. Acad. Sci. U. S. A. 92 (1995)
6379-6383.


http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0285
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0285
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0285
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0290
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0290
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0290
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0290
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0295
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0295
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0345
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0345
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0345
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0300
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0300
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0305
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0305
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0310
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0310
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0315
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0315
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0315
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0320
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0320
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0325
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0325
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0325
http://refhub.elsevier.com/S0888-7543(14)00009-3/rf0325

	Is this the real time for genomics?
	1. Introduction
	2. High-throughput technologies in genomics: DNA microarrays and next-generation sequencing
	3. DNA microarray technology: state of the art
	4. DNA microarray technology: advantages and limits
	5. New DNA microarray platforms
	5.1. PCR-microarray LOCs
	5.1.1. INFINITY System
	5.1.2. Rheonix CARD
	5.1.3. Verigene System
	5.1.4. In-Check Lab-on-Chip

	5.2. PCR and microarray integration: an opportunity for real-time detection

	6. Conclusion
	Acknowledgment
	References


