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Figure S2. Additional model calibration data of IFN-γ-driven pathway. Comparisons between model 

simulations and literature experimental data of IFN-γ-induced (A-C) STAT1 activation at 5 ng/ml (1), 10 

ng/ml (2), and 20 ng/ml of IFN-γ (3, 4), (D-E) upregulation of SOCS1 and SOCS3 (data is mRNA 

expression) (5), (F) increase in IRF-1 expression at 6 h (6), and (G) increase in iNOS expression at 12 h 

(7). (H) Data and simulated expression level of miR-3473b at 24 h after mimic transfection (8). (I) 

Hypoxia in combination with IFN-γ can significantly induce HIF-2α expression (for IFN-γ alone, 

simulation suggested a mild decrease while data suggested an insignificant increase in HIF-2α) (9). (A-I) 

All experimental data are measured in macrophage cell lines and values are for protein levels unless noted 

otherwise. Y-axes show normalized expression respectively (A-E: simulations and data are normalized to 

the maximum expression; F, H: normalized to the no-treatment/time 0 expression; G: normalized to the 

expression at 12 h; I: normalized to the expression under IFN-γ treatment with hypoxia). (D-E) For 

induction of SOCS1/3, data in terms of SOCS1/3 mRNA expression are compared with simulation 

(SOCS1/3 protein level), given that SOCS proteins are highly labile (direct protein measurements are 

scarce) and that Wormald et al. reported a tight temporal correlation between signaling-induced 

expression of SOCS1/3 protein and mRNA (10). S – simulation, D – literature data, Utr – untreated, Trd – 

IFN-γ treated, Hyp – hypoxia.  
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