1 DESIGN OF DOP-PCR 32K BAC-BASED HUMAN GENOME ARRAY

The array was constructed using a human BAC minimal tilimgelset which was purchased from CHORI
(http://bacpac.chori.org/pHumanMinSet.htm). This el@et provides a complete coverage of the sequenced pafie buman genome
(May 2004 assembly of the Human genome (Build35/hg17)) withaverage resolution of <100 kb. DNA isolated from the cionas
DOP-PCR amplified (Fieglegt al., 2003) and spotted on high density CodelLink slides (GE Heate) with a high performance printer
constructed by the bioinstrumentation group at the LaweeBerkeley National Laboratory (LBNL), Berkeley, CA. Priar analysis the
array was validated extensively using previously well elsggrized samples (Diaz de St&hhl. (2007); Brudert al. (2007); Piotrowskit
al., in preparation).

2 HYBRIDIZATION, SCANNING AND DATA ANALYSIS

The methods used for blocking CodelLink slides, DNA labelingd post-hybridization processing have been describeatktail else-
where (Mantripragadet al., 2006). Briefly, the slides were blocked using sodium boydride treatment, and prehybridized (5x SSC.1
SDS, 0.4, BSA; 1 h, 45°C). Test and reference DNA was labeled by randomipg with Cy3 dCTP (PA 53021, GE HealthCare, UK) and
Cy5 dCTP (PA55021, GE HealthCare, UK), respectively, uSigprime Array CGH Genomic Labeling System with purificatimodule
(18095-011, Invitrogen, Carlsbad, CA). Labeled DNA waspsusled in the hybridization buffer (2x SSC4EDS, 504 formamide, 106
dextran sulfate) and hybridized to the array (20 h, 45°Cxtfgbridization processing consisted of four washingsté) 2xSSC, 0.%
SDS, 2% formamide; 20 min., 45°C; ii) 1x PBS; 10 min., RT; iii) 0.2x 6815 s, RT; iv) deionized water; 5 s, RT. The slides were dried
with compressed air. Image acquisition was performed usiagsenePix 4000B scanner (Axon Instruments Inc, Union, Ci#). Analysis

of hybridization intensity was carried out using the Gerd®Rio image analysis software (Axon Instruments).

Subsequent data processing steps were performed in thedtarCenter for Bioinformatics Data Warehouse (Aneta., 2006). The
steps of data processing were as follows: filtering out tlesspontaining >% of over-saturated pixels, normalizing of data using ptipt-
LOESS (Yanget al., 2002), discarding the spots which in both Cy3 and Cy5 charsteowed signal-to-noise ratio less than three, and
filtering out the measurement points which were maraior empty in GenePix Pro.
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