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Excerpt from the databases

« The IARC Monographs have been ished continuously since 1971. For the 100th Volume of the __Database on ¢ 2nsral landlumanitimourieies
Programme the evidence on a" human carcinogens (Gr°up 1) tha' have been identifled to da'e has been Volume Agent Target site in humans Study ID Study reference ‘Species Strain Exm:re Sex Site Histology Neoplasm asnd::;:rlbed in the R:;:::;g Study details
updated 0 tal. .
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« Nearly 150 experts from 28 countries contributed to Volume 100, which was developed in six meetings 1008 featnioprine ™ * e o * S e — “LW:E%%&ZESQZ"‘N*%:N ’ o o S e Bt o
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« The available information on the established mechanistic events and other likely mechanisms for these ¢ 50001
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« In the past, many IARC Monographs evaluations have been made for agents that had been tested in 2- o Zealand White mammaryandone ung i age Al s 1049 %)
year cancer bioassays in experimental animals, but for which epidemiological information or detailed adenocarcinomas) rircls 2198 (2%) (p=0.05)
mechanisti ic data were lacking. In the future, cancer-hazard identification and cancer-risk will Dotzbess) imiotvediin hurmen o : = :
increasingly rely on molecul logy and on information about of carcinogenesis, Volume Agent B en  Caond Fstablished mechanistic events  Other ey
especlally for new and untested agents for which b in experi | animals and classical Sxiiencels baserh) exidence eriinals ottt ety
in are less likely to become available. won e NonHodgtin o, s
. Hence |n5|ght into how related agents may cause cancer in humans will be particularly useful in future {squamous-cell carcinorna) tissue
assessments of the IARC Monographs
« In addition, identification of carcinogens based on cancer studies in experimental animals should be
facilitated 100A Azathioprine Non-Hodgkin lymphoma, skin - sufficient  Mouse: lymphoid DNA damage
acllitate (squamous-cell carcinoma) a0
100A Diethylstilbestrol Vagina (clear cell carcinoma, Cervix sufficient Mouse: cervix, - Epigenetic
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« Two Wor ps will sy ize the 100 review information for related future IARC Scientific ow, body weight, dose-response (0, negative; 1, positive); .., intraperitoneal injection; sex (1, positive in males; 2, positive in females; 5, positive in males and females); s.c., suboulaneous injection; wk, week or weeks

Publications on Tumour Concordance between Humans and Experimental Animals and Mechanisms
Involved in Human Carcinogenesis

« These publications will build on the analyses of two extensive databases (see upper right-hand corner)
prepared from information collected in the Volume 100 review. These analyses should address important
hazard- and risk-assessment questions and cut across individual agents to discern more general
principles.

« Preparations to organize these two Workshops have been initiated in 2011 in consultation with a core group of experts. The develog of the datat with the Vol
100 information on the two main topics is on-going (see above) and will be completed in April 2012. The Workshops are scheduled to take place 16—18 April and 28-30
November 2012 at the IARC. Workshop participants have been drawn largely, but not exclusively from the six Volume 100 Working Groups.

« The first meeting will discuss in subgroups and in plenary sessions:

(1) tumour concordance and mechanisms together, to see where the two topics can benefit from each other
(2) the databases and whether further development and refinement with respect to content and structure are needed in order to allow more detailed analysis
(3) which data analyses should be done by pamt:lpants in the intervening period until the second Workshop with the same Working Group

As for tumour concordance between humans and experimental animals, questions and goals are:

« To determine whether particular tumours in experimental animals have predictive value for human cancer
(either at an analogous site or at other sites)

+ What are the circumstances under which it is reasonable to expect analogous tumour sites to occur in
different species ?

« Identify human cancer sites without good animal models (4) how the ensuing (s) should be str
) " N « During the first Workshop there will also be |nV|ted Iectures on key issues and recent insights in toxicology and carcinogenesis (e.g., the hall ks of cancer, i
« To find out whether different tumour sites tend to occur together N . h oy N .
and cancer, recent de p its in gy, b g for and lymphoma, tumour (site) concordance, previous analyses of tumour (site) concordance

« The analyses may be restricted to subsets of carcinogenic agents (e.g., metals, physical agents,

hormonal agents, biological agents) or they may be more general in nature on the basis of IARC Monographs data).

« The second Workshop will discuss the results of the analyses and the interpretation of the data, and aim to reach consensus on the final form and content of the
publication(s).

As for mechanisms involved in human carcinogenesis, the Workshops will aim to:

« Compile these mechanisms that were identified in Vol 100; joint iderati
act through a similar mechanism could facilitate de K of a more details

1 of multiple agents that
description of that

References
1Grosse Y, Baan R, Straif K et al. (2009) A review of human carcinogens—Part A: pharmaceuticals. Lancet Oncol, 10: 13-14.

f and its ! hanistic steps 2Bouvard V, Baan R, Straif K et al. (2009) A review of human carcino : biologi :
. . N P e i - . . f s A gens—Part B: biological agents. Lancet Oncol, 10: 321-322.

+ Identify biomarkers that could be influential in future studies; this part will identify biomarkers that could 3Straif K, Benbrahim-Tallaa L, Baan R et al. (2009) A review of human carcinogens—Part C: metals, arsenic, dusts, and fibres. Lancet Oncol, 10: 453-454.
be included in future studies to provide more reliable information about whether a particular mechanism is 4El Ghissassi F, Baan R, Straif K et al. (2009) A review of human carcinogens—Part D: radiation. Lancet Oncol, 10: 751-752.
operating in either humans or experimental animals. Detailed information from advanced toxicological 5Secretan B, Straif K, Baan R et al. (2009) A review of human carcinogens—Part E: tobacco, areca nut, alcohol, coal smoke, and salted fish. Lancet Oncol, 10: 1033-1034.
analyses and results on various predictive end-points and biomarkers in short-term anlmal assays may 6Baan R, Grosse Y, Straif K et al. (2009) A review of human carcinogens—Part F: chemical agents and related occupations. Lancet Oncol, 10: 1143-1144.
allow cancer-hazard identification in the ab of ical bi n
« Identify tible populations and devel, ital stages. Because susceptlmllty often has its basis in Recommended reading

"Cogliano VJ, Baan R, Straif K et al. (2011) Preventable exposures associated with human cancers. J Nat/ Cancer Inst, 103: 1827-1839
8Haseman JK, Lockhart AM (1993) Correlations between chemically related site-specific carcinogenic effects in long-term studies in rats and mice. Environ Health Perspect, 101: 50-54
SHanahan D, Weinberg RA (2011) Hallmarks of cancer: the next generation. Cell, 144: 646-674

a mechanism, this could also facilitate a more reliable and precise description of populations that may be
susceptible to agents acting through each mechanism.
« Promote research that will lead to more reliable evaluations

Section of the IARC Monographs (IMO) http://monographs.iarc.fr

The IARC Monographs Prog mme staff ACKNOWLEDGEMEN
1 Financial support was received from the U.S. National Cancer Institute (Cooperative Agreement
& ﬁ 2 @ ﬁ a i ﬁ ‘ F & @ )? 5-U01-CA33193), the European Commission, Employment and Social Affairs (Agreement No
2 - </ V$/2009/0126), U.S. Environmental Protection Agency (Cooperative Agreement No CR834012),

Robert Lamia Véronique Sandrine Elisabeth Fatiha Yann Neela Bﬂgme Béatrice Héléne Annick Dorothy Kurt 3 3
Baan Benbrahim-Talaa Bouard Egraz Elbers  ElGhssassi  Gosse  Guha Kajo  Lauby-Secretan Lorenzen-Augros  Papin Russell st and the U.S. NIEHS/National Toxicology Program [no grant number].





<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /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 /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /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 ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. 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 best suited for high-quality prepress printing.  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 /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


