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Abstract

Vaccines and drugs have contributed to dramatic improvements in public health
worldwide. Over the last decade, there have been efforts in developing biomedical
ontologies that represent various areas associated with vaccines and drugs. These
ontologies combined with existing health and clinical terminology systems (e.g.,
SNOMED, RxNorm, NDF-RT, MedDRA, VO, OAE, and AERO) could play significant roles
on clinical and translational research. The first “Vaccine and Drug Ontology in the
Study of Mechanism and Effect” workshop (VDOSME 2012) provided a platform for
discussing problems and solutions in the development and application of
biomedical ontologies in representing and analyzing vaccines/drugs, vaccine/drug
administrations, vaccine/drug-induced immune responses (including positive host
responses and adverse events), and similar topics. The workshop covered two main
areas: (i) ontologies of vaccines, of drugs, and of studies thereof; and (ii) analysis of
administration, mechanism and effect in terms of representations based on such
ontologies. Six full-length papers included in this thematic issue focus on ontology
representation and time analysis of vaccine/drug administration and host responses
(including positive immune responses and adverse events), vaccine and drug adverse
event text mining, and ontology-based Semantic Web applications. The workshop,
together with the follow-up activities and personal meetings, provided a wonderful
platform for the researchers and scientists in the vaccine and drug communities to
demonstrate research progresses, share ideas, address questions, and promote
collaborations for better representation and analysis of vaccine and drug-related
terminologies and clinical and research data.
Introduction and background
Innovative therapeutic interventions are critical to prevent and treat human and ani-

mal diseases. A way to broadly classify therapeutic interventions is through their tim-

ing in administration: Vaccines are classically administered to prevent the appearance

of a medical problem, while drugs are generally administered to treat a medical prob-

lem. Noticeable exceptions can be found for both classes of therapeutic interventions

such as cancer vaccines (that are administered after detection of the problem), and

protein pump inhibitors (that are often administered to prevent gastric problems in

co-therapy with other drugs or in specific hospital settings). Nevertheless, vaccines and

drugs are similarly regulated both in research and development, manufacturing, clinical
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trials, government approval and regulation, and post-licensing usage surveillance and

monitoring. In a broader scope, vaccine is a special type of drug. Vaccines and drugs

also have many differences. For example, for vaccines, dose, time, route, and frequency

of administration are generally known quite precisely. However, since drugs are used

for patients with different conditions, dose, time, and frequency of drug administration

are often very difficult to establish. Since vaccines are often administered to healthy

people to prevent medical problems, attribution of an adverse event following vaccin-

ation is less likely to be confounded by signs or symptoms of underlying medical pro-

blems as it is with drugs that are administered to treat medical problems. However,

separation of manifestation of medical problem from manifestation of drug adverse

event is often very challenging. In the U.S.A, vaccines are regulated under different laws

by the Center for Biologics (CBER) at FDA, while drugs are regulated under the Food

Drug and Cosmetic Act by the Center for Drugs (CDER) at FDA. Safety surveillance

for vaccines is for the most part carried out by the Center for Disease Control (CDC)

in Atlanta, while for drugs it is carried out by the FDA. Due to these similarities and

differences between vaccines and drugs, a closer communication between these two

areas is important to create effective ontological frameworks around which we can

build comparative and predictive systems for both vaccines and drugs.

Although several related ontologies have been initiated with much progress made in

the recent years, we are still facing many challenges for fully and logically representing

vaccines and drugs and efficiently leveraging the ontologies. In the case of ontology

representation, no consensuses have been achieved on how to ontologically represent

many relevant areas, for example: (i) vaccine and drug administration dose, route, and

frequency, (ii) drug-drug interactions, drug-food interactions, and how they affect vac-

cine and drug adverse events, (iii) experimental testing and analysis of vaccine/drug-

induced immune responses, and (iv) the complexity of time constraints for clinical

events post vaccination or medication. Meanwhile, it is also a challenge to efficiently

apply biomedical ontologies to solve research and clinical problems. For example, is that

possible to apply ontologies for advanced literature mining in order to discover new gene

interaction networks underlying protective immunity or vaccine and drug adverse events?

How to apply ontologies for personalized medicine? How to use ontologies to improve

the performance of complex vaccine/drug research and clinical data analysis?

The full-day “Vaccine and Drug Ontology in the Study of Mechanism and Effect”

workshop (VDOSME 2012) aspires to become an international forum for researchers

to identify, propose, and discuss solutions for important research problems in ontology

representation and analysis of vaccine and drug formation and preparation, administra-

tion, function mechanisms, and induced host immune responses. The immune

responses can be positive responses for prevention and/or treatment of a disease, or

can be negative responses, i.e., adverse events. This workshop aimed to support the

deeper understanding of vaccine and drug mechanisms and effects.

VDOSME 2012 was held on July 21, 2012, at Graz, Germany. This workshop was

part of the third International Conference on Biomedical Ontology (ICBO 2012).

Detailed information about VDOSME 2012 is available on the web: http://kr-med.org/

icbofois2012/vdosme/. Fourteen people attended the workshop. The attendees included

paper presenters, senior academic and government scientists (e.g., Dr. Laszlo Balkanyi,

knowledge manager, European Centre for Disease Prevention and Control or ECDC),

http://kr-med.org/icbofois2012/vdosme/
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postdoctoral fellows, and graduate students. There were nine submissions in total. After

peer reviewing of each paper by at least three independent reviewers, six full-length

papers and one short-length papers were accepted for proceeding paper publications

and oral presentations in the workshop. One of the six papers came from the transfer

from another ICBO 2012 workshop ‘‘Methods for adverse events representation Ontology

and Information Model’’. Dr. Cui Tao, one oral presenter and co-organizer, presented her

talk from the USA through a teleconference system. After two additional rounds of inde-

pendent peer reviewing by the workshop co-organizers and the journal editors, the

selected six full-length papers were extended and accepted for publication in the current

issue of the Journal of Biomedical Semantics (JBMS).
Summary of selected papers in the thematic issue
The six papers selected for this thematic issue are extended versions of the original full-

length papers presented at the VDOSME 2012 [1-6]. These papers cover a wide range of

topics including ontology modeling and analysis, ontology-based knowledge extraction

from big data case reports and literature, and ontology-based Semantic Web applications.

In the area of ontology modeling and representation, Lin and He introduce the onto-

logical classification and definitions of different vaccine components and vaccine admin-

istrations within the framework of the Vaccine Ontology (VO) [1]. Their studies show

that vaccine formulation and administration route can independently or collaboratively

affect the outcomes of vaccine-induced host responses. Tao et al. introduce a novel

method for using ontologies (including Time Event Ontology or TEO, VO, and Ontol-

ogy of Adverse Events or OAE) and semantic web technologies to represent and reason

temporal information and relations for post-vaccination events reported in the US FDA/

CDC Vaccine Adverse Event Reporting System (VAERS) [2]. Effective analyses of time

trends for post-vaccine adverse events (AEs) can enhance clinical research in different

areas such as vaccine safety analyses, causality assessments, and retrospective studies.

In the area of ontology-based text mining, Gurulingappa et al. outline an adaption of

a machine learning-based system for the identification and extraction of the relations

between drugs and adverse effects from MEDLINE case reports [3]. The authors used

an ontology-driven approach for the manual creation of the corpus used for bench-

marking, mapped the annotation ontology with the Ontology of Adverse Events (OAE),

and share a vision on OAE-driven information extraction. Using all PubMed abstracts

and the information in the VO, Hur et al. applied a genome-wide, centrality and

ontology-based literature mining approach to study fever and vaccination-associated

gene interaction networks [4]. This study identified a generic fever network consisting

more than 400 genes and a subset of the network (29 genes) associated with vaccines.

Detailed analysis of these gene networks allows new scientific discoveries and hypoth-

esis generations. After the publication of this work, Botsis et al. reported another vac-

cine adverse event text mining (VaeTM) system based on a semantic text mining

strategy, which has a sensitivity of 83.1% to detect symptoms, diagnoses, drugs, vac-

cines, and anatomical terms [7]. These works show how much the vaccine community

is leveraging upon text mining.

In ontology-based Semantic Web applications, Zhu et al. present a Semantic Web

technology framework to map the Structured Product Labeling (SPL) drug labels with
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existing drug ontologies: NDF-RT and RxNorm [5]. The profiling outcomes support

meaningful use of SPL drug labels in clinical applications through standard NDF-RT

and RxNorm. In another paper, Doulaverakis et al. present a semantic enabled online

service called GalenOWL that offers real time drug-drug and drug-disease interaction

discovery [6]. A rule based inference method combining ontology information was

developed to provide drug recommendations. These OWL-based Semantic Web appli-

cations provide excellent use case studies on translating ontology research into possibly

very useful medical tool development.

Workshop presentations and discussions
In the workshop, the six full-length papers described above were orally presented. In

addition, Dr. Gully Burns also presented his short-paper on the development and usage

of “Ontology of Experimental Variables and Values” (OoEVV) for interlinking multiple

experimental variables that measure the same underlying quality but are expressed

using different measurement scales [8]. Furthermore, three general discussion sessions

were arranged and moderated by our workshop co-organizers. Dr. Luca Toldo moder-

ated a discussion session on the topic "Relation between drug and vaccine ontology in-

formatics". In this session, we discussed: (i) Similarities and differences between drug

and vaccine informatics, (ii) Collaborations between drug and vaccine ontology inform-

atics fields, and (iii) Collaborations between academia and industry. The second discus-

sion session was on the updates of the development of adverse event-related

ontologies. Melanie Courtot was invited to update the development of the Adverse

Event Reporting Ontology (AERO), and Dr. Yongqun He updated the development of

the OAE and its applications. The relation and coordination between AERO and OAE

were discussed. Dr. Gully Burns moderated the discussion session "Challenges and op-

portunities". We discussed current achievements and challenges and international com-

munity collaborations. The workshop attendees all agreed that such a workshop was

very beneficial to the community-based vaccine and drug-related ontology development

and applications. All attendees would like to welcome more VDOSME or similar work-

shops in the coming years. The VDOSME workshop, together with many activities

derived from the workshop, has provided an effective platform for the researchers in

the vaccine and drug communities to share research progresses and ideas, discuss pro-

blems and solutions, and promote interdisciplinary collaborations.

Competing interests
The authors declare that they have no competing interests.

Acknowledgements
As editors of this thematic series, we thank all the authors who submitted papers, the Program Committee
members and the reviewers for their excellent work. We also appreciate the discussions, suggestions, and support
from the co-organizers of another ICBO 2012 workshop titled "Methods for adverse events representation Ontology
and Information Model", including Sivaram Arabandi, Mélanie Courtot, Albert Goldfain, Chimezie Ogbuji, and Alan
Ruttenberg. We appreciate the support and help from the ICBO 2012
meeting organizer Dr. Stefan Schulz at the Medical University of Graz. We are grateful for editorial reviews from
Dr. Dietrich Rebholz-Schuhmann from BioMed Central and help from Gabriella Anderson in putting this thematic
series together.
This article has been published as part of Journal of Biomedical Semantics ‘Vaccine and Drug Ontology in the Study of
Mechanism and Effect (VDOSME)’ thematic series. The full contents of the series are available online at
http://www.jbiomedsem.com/series/VDOSME.

Author details
1Unit for Laboratory Animal Medicine, Department of Microbiology and Immunology, and Center for Computational
Medicine and Bioinformatics, University of Michigan Medical School, Ann Arbor, MI, USA. 2Merck KGaA, Frankfurter



He et al. Journal of Biomedical Semantics 2012, 3:12 Page 5 of 5
http://www.jbiomedsem.com/content/3/1/12
Straße 250, Darmstadt 64293, Germany. 3Information Sciences Institute, 4676 Admiralty Way, Suite 1001, Marina del
Rey, CA 90292, USA. 4Division of Biomedical Statistics and Informatics, Department of Health Sciences Research, Mayo
Clinic, Rochester, MN, USA. 5U.S. Food and Drug Administration (FDA), Johns Hopkins School of Medicine, Baltimore,
MD, USA.

Received: 13 December 2012 Accepted: 13 December 2012
Published: 18 December 2012

References

1. Lin Y, He Y: Ontology representation and analysis of vaccine formulation and administration and their effects

on vaccine immune responses. J Biomed Sem 2012, 3:17.
2. Tao C, He Y, Poland G, Chute C, Yang H: Ontology-based time information representation of vaccine adverse

events in VAERS for temporal analysis. J Biomed Sem 2012, 3:13.
3. Gurulingappa H, Rajput A, Toldo L: Extraction of adverse drug effects from medical case reports. J Biomed Sem

2012, 3:15.
4. Hur J, Özgür A, Xiang Z, He Y: Identification of fever and vaccine-associated gene interaction networks using

ontology-based literature mining. J Biomed Sem 2012, 3:18.
5. Zhu Q, Jiang G, Chute C: Profiling structured product labeling using NDF-RT and RxNorm. J Biomed Sem 2012,

3:16.
6. Doulaverakis C, Nikolaidis G, Kleontas A, Kompatsiaris Y, Galen OWL: Ontology based drug recommendations

discovery. J Biomed Sem 2012, 3:14.
7. Botsis T, Buttolph T, Nguyen MD, Winiecki S, Woo EJ, Ball R: Vaccine adverse event text mining system for

extracting features from vaccine safety reports. JAMIA 2012, 19(6):1011–1018.
8. Dave D, Burns G: A lightweight Ontology Design Pattern to curate and represent experimental variables from vaccine

protection studies, International Conference on Biomedical Ontologies (ICBO 2012), University of Graz, Austria,
July 2012. Three page short paper.
doi:10.1186/2041-1480-3-12
Cite this article as: He et al.: A 2012 Workshop: Vaccine and Drug Ontology in the Study of Mechanism and
Effect (VDOSME 2012). Journal of Biomedical Semantics 2012 3:12.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit


	Abstract
	Introduction and background
	Summary of selected papers in the thematic issue
	Workshop presentations and discussions
	Competing interests
	Acknowledgements
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


