
sets of genes toward either the PD-1Int or PD-1Hi profiles.
Although T-bet was not alone in having acute and chronic neigh-
bors that respectively enriched in the PD-1Int and PD-1Hi sub-
sets, there were many transcription factors whose neighbors
did not follow this pattern (Figure 6B). Whereas other transcrip-
tion factors whose gene connectivity patterns were similar to

T-bet included Prdm1 (Blimp-1) and Bhlhe40, the chronic neigh-
bors of Eomes, Batf, and several STATs enriched more toward
the PD-1Int (Figure 6B). These observations suggest that indi-
vidual transcription factors could have important context-
specific functions but that these changes in context-specific
regulation do not occur uniformly for all transcription factors.

Figure 5. Acutely Resolved Versus Chronic Networks Differ in Transcription Factor Coexpression Relationships
(A) Genes were ranked by coexpression with each transcription factor. The top 150 (5% of total network) genes in the acute and chronic networks were retrieved

and the percentage of genes that had preserved connections for each transcription factor in acute versus chronic infection was calculated (Table S7).

(B) Gene-gene edge scores from the transcription factor-specific chronic network were subtracted from the corresponding score in the acute network, as

described (Southworth et al., 2009) to generate a difference network. Blue edges represent higher coexpression in the acute network, and red edges indicate

higher coexpression in the chronic network. Number of connections per transcription factor is represented by node size.

(C) Genes plotted in red and blue are unique to the top 150 neighbors of the acute and chronic networks, respectively; purple identifies genes common to both

sets of neighbors. Eomes or Tbx21 are at the center of the left or right plot, respectively.

(D) Neighbors unique to either the acute or chronic network were identified, hierarchically clustered and visualized as heatmaps. Blue and red represent low and

high relative expression, respectively.
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