








Fig. S7. HIV-HDF connectivity network. To detect interactions between HDFs found in this
screen (red) and HIV proteins (black), we identified HDFs that can be linked by protein-protein
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interactions to a protein with an entry in the NCBI HIV interaction database (gray (not found in
screen) or green (found in screen)). We used human protein-protein interactions (solid line) as
well as protein-protein interaction in other species (dotted line) that have human homologs in the
NCBI HomoloGene database. To uncover protein-protein interactions that are the less likely to
occur by chance, we used the hypergeometric distribution without replacement method, and
obtained a p-value for each protein-protein interaction (see methods and Table S5 for analysis
results). Only statistically significant protein interactions (p < 0.05) are shown here. The nature
of the interaction with HIV proteins is listed in Table S5. As noted, HIV-IIIB is deficient in Nef,
Vpu and Vpr (truncated protein), and so these HIV proteins were not included in this analysis.
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Supplemental Tables

Host Proteins Previously Implicated in HIV Pathogenesis Recovered From siRNA

Screen'?
A4GALT (2/4 siRNAs) ERCC3 (3) PSME2 (1)
AKTI (2) FBXWI11 (4) PURA (2)
AP2MI (1) GCN5L2 (1) Rab9p40 (3)
Arfl (2) H3EF3A (1) RANBPI (SP)
CD4 (2) HRS (SP) RANBP2 (2)
CRTC2 (1) HTATSFI (1) RelA (4)
CRTC3 (3) IKBG (2) SIP1 (1)
CTDPI (1) La Autoantigen (SSB, SP) ST3GALS (1)
CXCR-4 (2) MAP4 (3) TEAP4 (SP)
CyclinT1 (SP) NMTI (3) TFE3 (2)
CYCLOB (PPIB, 2) Nup153(2) VPRBP (1)
DDX3 (SP) FAPPI (1) ZNRDI (2)

' Numbers in parentheses indicate individual siRNAs out of a total of four possible, that scored on retesting. > Evidence provided
in Table S4. SP; SMARTpool scored, since the four oligos in the pool were not individually tested.

Table S1. Host proteins previously implicated in HIV pathogenesis recovered from the siRNA
screen. 36 genes were classified as previously implicated in HIV biology based on published
evidence and/or inclusion in the HIV interaction data base (NCBI). Evidence provided in Table

S4.
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Table S2. HIV dependency genes. A list of HDFs detected in the screen, and their annotation in
UniProt, NCBI Reference Sequence, NCBI HomoloGene and Gene Ontology. The number of
individual siRNAs that scored in either part one (column B) or just in part two of the screen
(column C) are shown, based on decreasing HIV infection by 2 SD or greater from the mean.
Genes that scored with two or more siRNAs in part two only, contain a “Yes” in column D. The
percent of infected cells (given as cells positive for p24 for part one, or as Beta-gal RLUs for part
two) relative to controls for each of the HDFs is provided in column E. Gene names, synonyms,
description and genomic location were obtained from NCBI Reference Sequence (Revision
October 2007). UniProt accession numbers were mapped to NCBI Gene IDs by accession
numbers provided in UniProt cross-reference file. Gene ontology annotations (Revision October
2007) were obtained from the Gene Ontology Consortium (www.geneontology.org) and mapped
to NCBI GenelDs HIV interactions and their references were obtained from NCBI HIV
interaction database. Genes that scored in the initial screen, but whose siRNAs were not
rescreened separately, are designated as scoring in part one or part two by a SP (SMARTpool)
designation appearing in the appropriate column.

Table S3. Gene specific information used to generate charts in Fig. 1 and Fig. S1.

Fig. 1D: Subcellular location. The subcellular location of each protein was manually curated
based on annotation data from Table S2. Fig. S1A: Gene ontology biological processes.
Statistically significant processes were identified and clustered to reduce redundancy. The upper
part of the table shows processes that were clustered together based on child-parent relationship
in the gene ontology tree. Each cluster of processes is represented in Fig. S1A by a single
process. The lower part of the table indicates statistically significant processes that could not be
clustered with other adjacent nodes in the Gene ontology tree. For these processes redundancy
was reduced by selecting the primary term (lowest p-value) for the same group of genes. Fig. 1E:
Gene ontology molecular function. Statistically significant molecular functions were identified
and clustered based on the group of genes assigned for each term. A single molecular function
was selected to represent each cluster. Fig. S1B: Pathway enrichment analysis obtained from the
Ingenuity program. Fig. 1F: Tissue and gene names of GNF heatmap. Tissues labeled from 1 to
79 correspond to the tissues shown from left to right and gene names are arranged in the same
order as in the figure. Immune enrichment p-values were obtained by performing a Wilcoxon
rank sum test comparing the expression level in immune tissues to expression levels in all other
tissues (see methods). Genes with significantly higher expression in immune tissues are indicated
in the figure by black bars and are shown here in yellow.

Table S4. Rationale and references for placing genes in HIV life cycle shown in Fig. 5. Based on
annotation data from Table S2 and literature review (see methods), each gene was placed based
on scientific text mining in the most likely position(s) for HIV dependency.

Table S5. HIV connectivity table for Fig. S7. The HIV interaction database was obtained from
NCBI (Dec. 2007 (S25)). This database lists functional as well as binding interactions with
human proteins. To uncover potential connections between HIV proteins and HDFs with no
entry in the HIV database, protein-protein interaction from NCBI were used to link these HDFs
to proteins that have an entry in the database (see methods). Human homologs were identified
using NCBI HomoloGene and the organisms in which the protein-protein interactions were
identified are indicated in the table.
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