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OIS-PRM Improves Sensitivity over DDA. OIS-PRM quantifies more proteins than does DDA (172 vs. 47) a with a coefficient of 
variation (CV) less than 20%. See main figure 1. 
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6133 held-out 
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10-Folds cross validation 
for model selection

327 cases                     
13 NRF2 target proteins
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327 Nrf2 Scores
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6133 proteins 

(+NRF2 Scores)
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6133 proteins 
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60% of variance 

Final model 

Select best model by 
one-standard-error rule

Predicted NRF2 scores
CV Error         
mean r^2 = 0.86

Apply best 
model to test 

data

 Proteins with non-zero 
coefficients in the model are candidate 

NRF2 response markers

Position along 1st PC 
is the Nrf2 score

Test error: 
r^2 = 0.93

CPTAC Analysis. Schema of NRF2 pathway analysis from CPTAC cohorts for HNSCC, LUSC, and LUAD. See main figure 2. 
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CPTAC NRF2 Targets Expression PCA Plot: A PCA plot of the CPTAC data from �gure 2C but demarking mutation status rather than cancer type 
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precursor_queue: list of precursors 
that are active at any given time during 
the run
oustanding_scan_counter: integer 
count of requested minus recieved 
scans
scan_queue: priority queue of scans 
prepared but not yet requested. 
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Set 
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OIS-PRM Algorithm. Schematic of the OIS-PRM data acquisition algorithm as detailed in supplemental methods. 
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Precursor list .tsv

Survey run .raw file

Python/Skyline IAPI IS-PRM Method

Aliquot endogenous peptide and SIL 
150 fmol*(peptide-1)*(injection-1)

SPE cleanup of endogenous 
peptides and BCA quant

Thermo .raw file Plain text file

Searching and LFQ 
(Metamorpheus)

.csv table                                
sample_name, protein_name, abundance

Peak integration, QC, 
PAR table generation

GXPRM normalization (Chambers et al. 
2021) by co-isolated "background" 

peptides

Summarize peptide abundances to protein 
level (geometric mean)

OIS-PRM Analysis Pipeline. Schematic of the data analysis pipeline for OIS-PRM and SureQuantTM experiments as detailed in 
supplemental methods.  
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NRF2 Target Expression Model. Plate diagram for hierarchical Bayesian model used to estimate posterior distributions for mean 
fold changes in the expression of NRF2 targets between NRF2 active and inactive cell lines and tumors. Detailed in supplemental 
methods. 
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Use of Spectral Contrast Angles to Detect Interference: Spectral contrast angles between the endogenous and internal standard peptides are used to detect interefered transitions.   
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