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IL23R variants and IBD
A team of scientists, led by Judy Cho, reports results from a 
genome-wide association scan for variants associated with 
Crohn disease (CD), a common form of inflammatory bowel 
disease (IBD) (Science, published online 26 October 2006; 
doi:10.1126/science.1135245). For their initial scan, the 
group analyzed 567 individuals with ileal CD and 571 matched 
controls of non-Jewish European ancestry using the Illumina 
HumanHap300 platform. Of the three most strongly associated 
markers, two were located in CARD15, a known risk locus for 
CD, and one was located in IL23R, which encodes a subunit of 
the receptor for the proinflammatory cytokine IL-23. The group 
subsequently replicated this association in an independent ileal 
CD case-control study of individuals of Jewish ancestry and in an 
independent family-based study. The IL23R variant identified 
in the initial scan is a coding variant associated with reduced 
risk of IBD. However, a preliminary analysis of other common 
variants in the region suggests that there are multiple variants 
in the region independently associated with risk of, or protection 
against, IBD. These results, coupled with prior evidence showing 
that IL-23 overexpression results in severe chronic inflammation 
in mice, identify this pathway as a rational target for therapeutic 
intervention in IBD.  KV

Transcript stability and inflammation
The expression of proinflammatory cytokines is known to be tightly 
regulated and can result in septic shock when aberrant. One key point of 
control in their expression is mRNA stability, mediated by AU-rich ele-
ments (AREs) in the 3ʹ untranslated regions, which promote transcript 
instability. Jin-Yu Lu and colleagues now show that mice lacking one 
of the ARE-binding proteins, Auf1, have elevated expression of TNFα 
and IL-1β and are highly susceptible to endotoxic shock (Genes Dev., 
published online 3 November 2006; doi 10.1101/gad.1467606). Lu et al. 
challenged Auf1-null mice with bacterial lipopolysaccharide endotoxin, 
which stimulates a systemic inflammatory response. While most of the 
wild-type mice survived the challenge, the Auf1-null mice had severe 
endotoxemia and a fivefold increase in mortality. The elevated levels of 
TNFα and IL-1β were due to abnormal stabilization of their mRNAs. 
Interestingly, the stability of the mRNA encoding IL-6 was not altered, 
possibly owing to a different array of AREs in its 3ʹ region. Finally, Lu et 
al. showed that the administration of neutralizing antibodies to TNFα 
and IL-1β could protect the Auf1-null mice from endotoxic shock. The 
authors suggest that some proportion of human inflammatory disease 
might have its origin in defects in this post-transcriptional control of 
the inflammatory response.  AP
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Circadian loci interactions
Drosophila mutants that show circadian rhythmicity in conditions 
of constant light give insight into the mechanism of synchroniza-
tion between the internal circadian clock and the environment. The 
Cryptochrome, Timeless and Jetlag proteins are known to regulate 
this synchronization. When investigating a mutant strain, called Veela, 
which maintains rhythmicity in constant light, Ralf Stanewsky and col-
leagues uncovered interactions between natural genetic variants and 

mutations in circadian loci (Proc. Natl. Acad. Sci. USA, published online 
26 October 2006; doi:10.1073/pnas.0606675103). Mapping placed Veela 
close to the Timeless gene; however, sequence analysis did not uncover 
any Timeless mutations. But the authors noticed that Veela flies had the 
ls allele of Timeless. Wild-type Drosophila strains carry either the ls or 
the s allele; the ls allele produces a form of Timeless that is less suscepti-
ble to light-induced degradation. Since the ls allele cannot itself explain 
the Veela phenotype, the authors next looked at the nearby Jetlag gene, 
which is close to, but outside of, the Veela interval, and found a coding 
mutation. The authors suspect that the combination of the ls allele of 
Timeless with the Jetlag mutation causes the Veela phenotype, and their 
mapping stocks confirmed that crossovers that combined the Jetlag 
mutation with the s allele of Timeless led to a normal phenotype.  EN

Departures from HWE
Daniel Schaid and colleagues have developed a new method of testing 
for departures from Hardy-Weinberg equilibrium (HWE) useful for 
population samples consisting of groups of varied ancestries (Am. J. 
Hum. Genet., published online 3 November 2006). Commonly used 
methods independently evaluate HWE within individual group strata 
in a population sample by an exact test and then use the lowest P value 
among these for a global test; however, such analyses can be limited by 
small sample numbers in each stratum, which may not be sufficient 
to detect deviations from HWE. In comparison, the current approach 
concurrently analyzes SNP genotypes over all strata in the population. 
In an advance over recent methods with similar goals, this provides an 
exact stratified test, avoiding several possible biases introduced with 
approximate stratified tests based on allele frequencies. Initial applica-
tions to both HapMap and Perlegen data sets showed that the method 
had greater power, reaffirming the usefulness of combining testing over 
multiple strata as well as using an exact stratified test. These data sets, 
each with small sample sizes from individual  groups, provide an ideal 
test of this new method to detect departures from HWE that might have 
been missed by earlier analyses, and refines the use of these resources 
in association studies. OB

Hominid admixture and adaptive traits
Last year, Bruce Lahn and colleagues reported that a common 
class of haplotypes at MCPH1—a gene previously implicated in 
the regulation of brain size—is distributed broadly through the 
human population in a pattern consistent with recent positive 
selection (Science 309, 1717–1720; 2005). In a follow-up study, 
Lahn and colleagues (Proc. Natl. Acad. Sci. USA, published online 
7 November 2006; doi:10.1073/pnas.0606966103) present 
new evidence suggesting that this broadly distributed 
D haplogroup was introgressed into the human population 
through a rare interbreeding event with an archaic hominid 
lineage. By resequencing a 29-kb region spanning exons 4–9 of 
MCPH1 in 89 individuals, Lahn’s group discovered that the D 
and non-D haplogroups comprise two distinct and deeply divided 
clades. Based on their analysis, they estimate that the two 
lineages became separated 1.1 million years ago and remained 
reproductively isolated until 37,000 years ago, when the D allele 
was introduced into the population of anatomically modern 
humans and subsequently rose to high frequency through positive 
selection. If correct, these findings suggest that rare hominid 
admixture events might have served to introduce beneficial alleles 
that contributed to the adaptive evolution of modern humans.  KV

NATURE GENETICS | VOLUME 38 | NUMBER 12 | DECEMBER 2006 1367

©
20

06
 N

at
u

re
 P

u
b

lis
h

in
g

 G
ro

u
p

  
h

tt
p

:/
/w

w
w

.n
at

u
re

.c
o

m
/n

at
u

re
g

en
et

ic
s


	Research highlights


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile ()
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts false
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage false
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile (None)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.00000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /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
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.00000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /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
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.00000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly true
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox false
  /PDFXBleedBoxToTrimBoxOffset [
    0.30000
    0.30000
    0.30000
    0.30000
  ]
  /PDFXOutputIntentProfile (OFCOM_PO_P1_F60)
  /PDFXOutputCondition (OFCOM_PO_P1_F60)
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /False

  /SyntheticBoldness 1.000000
  /Description <<
    /JPN <FEFF3053306e8a2d5b9a306f300130d330b830cd30b9658766f8306e8868793a304a3088307353705237306b90693057305f00200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /FRA <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /ENU <FEFF004e00500047002000570045004200200050004400460020004a006f00620020004f007000740069006f006e0073002e0020003100350030006400700069002e002000320032006e0064002000530065007000740065006d00620065007200200032003000300034002e002000500044004600200031002e003400200043006f006d007000610074006900620069006c006900740079002e>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 782.362]
>> setpagedevice


