SUPPLEMENTAL MATERIAL

Supplementary Figure 1:  Larger image for Figure 1: Step 1, top image.
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Supplementary Figure 2:  Larger image for Figure 1: Step 1, middle image.
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Supplementary Figure 3:  Larger image for Figure 1: Step 1, bottom image.

Upload Data to Genome Graphs

name of data get: ‘WTCCC-CAD
description: |GWAS result of CAD generated by 'WTCCC

file format: | tab delimited v
marlkers are: | dbSNFrsiD v
colunm labels: | bestguess v

digplay mum value: max value:

label values: |-Hogl10P
draw connecting lines between markers separated by up to |25000000 | bases.

file name:
or

Paste URLg or data:
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Supplementary Figure 4:  Larger image for Figure 1: Step 2, top image.

Human Genome Graphs
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Click on a chromaosome fo open Genome Browser at that position.




Supplementary Figure 5:  Larger image for Figure 1: Step 2, bottom image.
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Supplementary Figure 6:  Larger image for Figure 1: Step 3.

Genomes Blat Tables Gene Sorter PCR DMHA Convert Ensembl HCBEI POFIPS

UCSC Genome Browser on Human Mar. 2006 Assembly
move [teel (<]l o2 )[o22) 2o im [15x) 2 J10x)[Bovw | zoom out

position/search [cha 21 593.315-22 150,278 gize 250,960 by, [ comgun |

EXFSElIS 81 | BB i (i 188 B0 BE)
] ohet | 21650000 Zz0noo00| zzeeso000] 2100000 22180000
'w'fcﬂq‘;.c.ﬁ.g GWAS result of CAD generated Ery 'FI'TCDC 1 1l
1 — ————— Y
] 0 - ———— L e——

I.JCS{: Genes Based on H:I'Hl:q_ LiniPnot, GenSanik, CCOS and © n'rnum e Gienomics

=
¢DK NZA
ChkNzA

COENZA HH

cokNzE B
et

ESPE s latacy Patery Species)

Al _all; lll _IL-JJ.-I_I.J i) Ll Ll Ll |

'.feutelnte hiutiz Aligrment & PhastCons Consenvation (20 Species)

UL L LS LE R KUl T Ll (L g (2 (Y L

I PhastCans Conserved Elements, 28-way Vertebrate Mukz Alignment

vereteae | | II II III L I]I W p
d Pokymerphisms (ERSHE buld 125)
Smnzsr_.ll_ 0 N A O RN

Haphiag Linkage Disequiibium - Phase 1| - from phased genotypes
Phased CEL B2

wiove dat Chick on a feature for detads. Click on bage position o Zoom in arcamsd miove aul
[+]zo  [*] eorzor. Click graybloe bars on left for track options and descriptions.  [€]20 | [3]

[ etoutmacks | [ hidead | [ monage custom incks | [ conigure | [ nineie | [ rebesh |

Use drop-down controls below and press refresh to aller tracks displayed.
Tracks with lots of items will sutomatically be dizplayed n more compact modes.

Custom Track:

¥ Reg Potental

I kdammal Cons

Mapping and Sequencing Tracks

ase ] Slwoniosonte SI= FISH Clones Eecomb Pate
ey S ™ Nl
Map Contigs  Assembly Gip  Covpe DASEM
hde | v hide | ~ hida > L e
EH'.EI o End it u:mf S:H.mt M:l:]u B‘—!H"

hade > L
a Phenotype and Disease Associations m
a Genes and Gene Prediction Tracks m
+ | mRNA und EST Trucks =
a Expression | resresh |
+ | Regnlation | refrech |
a Comparative Genomics =3
a Variation and Repenls =3
a ENCODE Regions and Genes =
a ENCODE Transcription | resresh |
a ENCODE Chromatin Immuneprecipitation | resresh |
a ENCODE Chromatin Structure =3
a ENCODE Comparative GGenomics and Variation =3




Supplementary Figure 7:  Larger image for Figure 1: Step 2, top image.

Human Gene CDKN2A (uc003zpk.1) Description and Page Index

Description: cyclin-dependent kinase inhibitor 2A igoform 1

RefSeq Summary (NM_000077): This gene generates several transcript variants which differ i their first exons. At least
three alternatively spliced varants encoding distinct proteins have been reported, two of which encode structurally related
izoforms known to function as inhibitors of CDEA4 kinage. The remaining transcript includes an alternate first exon located 20
Kb upstream of the remainder of the gene; this transcript containg an alternate open reading frame (ARF) that specifies a
protein which is structurally unrelated to the products of the other variants. This ARF product functions as a stabilizer of the
fumor suppressor protein p53 as it can interact with, and sequester, MDMMI1, a protein responsible for the degradation of p53.
In spite of the structural and functional differences, the CDK mlubitor isoforms and the ARF product encoded by this gene,
through the regulatory roles of CDE4 and p53 in cell cycle G1 progression, share a comumon functionality i cell cycle G1
confrol. This gene is frequently mutated or deleted in a wide variety of tumors, and is known to be an important tumor
suppressor gene. [provided by RefSeq].

Strand: - Genomic Size: 7288 Exon Count: 3 Ceoding Exon Count: 3

1000 0 5l Secuence and Links | UniProt Comments| Genetic Associations | CTD Microarray
RNA Structure| Protein Structure  |Other Species GO Anmnotations mRNA Descriptions | Pathways
Other Names |Model Information |Methods

Supplementary Figure 8:  Larger image for Figure 1: Step 1, middle image.

Genetic Association Studies of Complex Diseases and Disorders

Genetic Association Database: CDIKN2ZA

CDC HuGE Published Literatmre: CDIKN2A

Positive Disease Associations: adult T-cell leukemia ., bladder cancer ., breast cancer melanoma ., diabetes, type 2 |, diabetes,
tvpe 2 hyvpertension lipoprotein , esophageal squamous cell carcinoma , familial melanoma , lung carcinoma , melanoma ,
myocardial infarct , neurofibromatosis 1 , oligodendrogliomas , ovarian cancer , pancreatic cancer , physical function
Related Studies:

1. adult T-cell leukemia
Fujiwara H et al. 1999, Alteration of p16 (CDEN2) gene iz associated with interleulan-2-induced tumor cell growth in adult
T-cell lenkemia., Experimental hematology. 1999 Tun;27(6):1004-9. [PubMed 10378889]

. bladder cancer

[

Sakano, S. et al. 2003, Clinical course of bladder neoplasms and single nucleotide polymorphisms in the CDEN2A gene.,
International journal of cancer. Journal international du cancer. 2003 Mar;104(1):98-103. [PubMed 12532425]
Cuir results corroborate the earlier findings that single base mutation is not the prime mode of inactivation of the
CDENZA gene in bladder cancer. Further, the resulfs indicate, a role for the 3° UTR polymorphisms in the CDEN2A
gene in mor INvasiveness.

3. breast cancer melanomsa
Debmniak, T. ef al. 2006, MC1R common variants, CDEN2A and their association with melanoma and breast cancer risk,
Int T Cancer 2006. [PubMed 16988943]




Supplementary Figure 9:  Larger image for Figure 1: Step 4, bottom image.

Association Database

HIJELMNOPQRSTUVWITYZ

All View Search for All Record found: 2

DT 2007 Y CDKM24A 600160 myacardial infarct B Coronany A
cDC 2007 CDKMNZA 600160 atherosclerosis, generalized m hyocardial

Result Page: |

National Institute

& 4
m++ % on Aging Cente For Informaion
echnology

[HS - NIH - NIA - CIT - DCB - Comuent - Prvacy - Help




Supplemental Data: Demonstration data set.

SNP  -loglOP
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rs11913617 0.000
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