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GENETICS

BUSY TIMES

8.06.2007

The last 2 weeks have been extremely busy in population genetics - probably more ad-
vances than in the 2 decades before with 2 dozens GWAs (genome wide association scans)
being published:

Nature Genetics published on
1 Apr prostate cancer: rs1447295/rs6983267 DQ515897

Nature published on

26 May bipolar disorder: PALB2, NDUFAB1, DCTN5, KCNC2, GABRB1

dto coronary artery disease: CDKN2A, MTAP, MTHFD1L, ADAMT217

dto Crohn’s disease: CARD15, 5931, IL23R, ATG16L1, ZNF365, IRGM, MST1, NKX2-3, PTP-
N2, HLA, TFENAIP3, STAT3, CD40LG

dto hypertension: RYR2?, CHRM3?

dto rheumatoid arthritis: PTPN22, CTLA4, IL2RA, TNFAIP2, GZMB, KAZALD1, HLA

dto type 1 diabetes: HLA, PTPN22, IL2RA, CTLA-4, IFIH1, ERBB3?, PTPN11?, CD69?

dto type 2 diabetes: PPARG, KCNJ11, TCF7L2, FTO, CDKAL1, CDKN2A, IGF2BP2

27 May breast cancer: FGFR2, TNRC9, MAP3K1, LSP1

Science published on
1 June type |l diabetes: CDKN2A, IGF2BP2, HHEX, SLC30A8, GCKR
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http://www.nature.com/ng/journal/v39/n5/abs/ng2022.html
http://www.nature.com/ng/journal/v39/n6/full/ng2043.html
http://www.nature.com/ng/journal/v39/n5/full/ng2032.html
http://www.nature.com/ng/journal/v39/n6/full/ng2048.html
http://www.nature.com/ng/journal/vaop/ncurrent/full/ng2064.html
http://www.nature.com/ng/journal/vaop/ncurrent/full/ng2075.html
http://www.nature.com/ng/journal/vaop/ncurrent/full/ng2061.html
http://www.nature.com/ng/journal/vaop/ncurrent/full/ng2068.html
http://www.nature.com/ng/journal/vaop/ncurrent/full/ng2058.html
http://www.nature.com/ng/journal/vaop/ncurrent/abs/ng2067.html
http://www.nature.com/ng/journal/vaop/ncurrent/full/ng2062.html
http://www.nature.com/ng/journal/vaop/ncurrent/full/ng2062.html
http://www.nature.com/nature/journal/v447/n7145/pdf/nature05911.pdf
http://www.nature.com/nature/journal/v447/n7148/abs/nature05887.html
http://www.nature.com/nature/journal/vaop/ncurrent/full/nature06007.html
http://www.sciencemag.org/cgi/content/full/316/5829/1336?maxtoshow=&HITS=10&hits=10&RESULTFORMAT=&andorexacttitleabs=and&fulltext=diabetes&andorexactfulltext=and&searchid=1&FIRSTINDEX=0&sortspec=date&resourcetype=HWCIT
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1 June type |l diabetes: CDKAL1, CDKN2A, IGF2BP2, HHEX, SLC30A8

American Journal Human Genetics published on
8 Mar progressive supranuclear palsy: MAPT, DDB2/ ACP2
7 May type |l diabetes: TCF7L2

It will probably take a long time to figure out what this will mean for an individual. | expect
genetics to be only useful if it will reveal targets for new drug treatment or if it will help to
define subgroups that benefit from a dedicated treatment.

There is clearly a bias towards common results as all these studies relied more or less on
the same SNP sets ;-) One of the master questions, however, are there any disease hubs?
The Wellcome Trust Case Control Consortium already noticed

We observed association at many previously identified loci, and found compelling evidence
that some loci confer risk for more than one of the diseases studied.

There might still be many artifacts as there are errors in assignment of SNPs as | showed

There could be also stratification effects introduced by the control population (will come
back to that later). And of course, none of the papers showed the genetic architecture of a
disease. Like the early expression experiments - these studies show only the top hits. This
might be quite irrelevant as | expect mainly combinations of variations to be influential.

BTW, a disappointing situation as that there is virtually no contribution of German science.
Yea, yea.

Addendum

15-6-07 The Lancet comments “Big step for science, small step for medicine”. | agree.
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