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Fig. S1. Similarity clustering of the 137 mosquito motifs, determined by ‘‘Familial Binding Profile’’ analysis (1). The putative identification of motifs were
determined by acceptable match to cis-regulatory elements previously identified in mosquitoes (E-value �1 � 10�5, and no more than 1 nucleotide mismatch),
and are marked with ‘‘*’’ (Table S5).
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Fig. S2. (A) Expression profiles for TC gene clusters analyzed for mosquito-motif enrichment. (B) Expression profiles for tissue-enrichment gene clusters
analyzed for mosquito-motif enrichment. The significance of motif enrichment is indicated by pseudocolor of -log10 (P-value) determined through hypergeo-
metric statistics, and the median expression profile of each gene cluster is shown below each respective column. Red and green colors represent higher and lower
relative mRNA accumulation, respectively. Asterisks (*) indicate a match to a previously described mosquito transcription factor binding sites (see Table S5).
Heatmaps were created with Matrix2png (2). FB, fatbody; hPBM, hours post blood meal; MG, midgut; OV, ovaries; SG, salivary glands.
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Fig. S3. Enrichment of the mosquito motifs within 5�-end flanking regions of gene clusters with increased expression levels in the midgut of Aedes aegypti
following a blood meal (3). Genes were identified through BLAST analysis of GenBank ESTs to the Ae. aegypti transcript database (Ensembl 49). Hits receiving
an E-value �1 � 10�100 were accepted, and ESTs matching to more than 1 transcript excluded. The significance of motif enrichment is indicated by pseudocolor
of -log10 (P-value). ‘‘*’’ indicates a match to a previously described mosquito TFBS (Table S5), and ‘‘†’’ indicates that the same motif also was significantly enriched
(P value �0.01) within 5�-end flanking regions of genes expressed in An. gambiae midguts.
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Fig. S4. Validation of mosquito motif/expression cluster associations by randomization of nucleotide order. Distributions of enrichment P-values of
motif/cluster associations for both true mosquito motifs derived from MDOS are shown in blue and motifs derived from shuffling the nucleotide positions of
the mosquito motifs are yellow. (A) Motif/time course cluster associations. (B) Motif/tissue cluster associations.
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