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Raw data have been deposited in GEO dbGaP under controlled access and the links are provided in the manuscript. DATA ACCESS: Processed ATAC-seq and RNA
Quant-seq data has been deposited to GEO (GSE124229 and GSE124230, respectively). Raw data has been made accessible through controlled-access dbGaP portal
(phs002394.v1.p1). The ATAC-array raw data are uploaded in the following GitHub link along with the analysis codes

CODE AVAILABILITY: All codes are available through the following GitHub link

https://github.com/hchintalapudi/ATAC-array

54 primary PDAC samples were collected for ATAC-sequencing in a progressive cohort (from 2015 to 2017) as available to us. We performed
saturation analysis to estimate incremental new peak discovery associated with stepwise increases in sample size and confirmed that a sample
size of n=54 and n=40 both approached saturating coverage (as described in methods and presented in Supplementary Figure 4a).

Another independent cohort of tissue microarray for 97 PDAC tumors (with three replicate cores from each of the tumors) containing 45
short-term and 52 long-term survivor patients was used to validate HNF1b and ZKSCAN1 immunostainings. This cohort was originally
developed in the Leach lab and published (Balachandran et, al, Nature 2017)

Another independent cohort of 26 organoids were used to validate the ATAC-array results. 12 of them were matching with the tumors of
origin where ATAC-seq was performed, and the rest 14 organoids were generated from completely independent PDAC tumors (resected). The
sample size of organoids were selected based on availability in our repository.

The inclusion and exclusion criteria are as follows: inclusion: Histologically confirmed Pancreatic Ductal Adenocarcinoma, treatment-naive and
surgically resected followed by Gemcitabine/Abraxane adjuvant chemotherapy treatment regimen. Exclusion: Neo-adjuvant chemotherapy
treated patients who have undergone surgical resection. Organoids cohort also followed the exactly the same inclusion and exclusion criteria.

IDR (irreproducible discovery rate), as described in the methods section and presented in Supplementary Figure S3a and S3d, was used to
identify reproducible peaks from the duplicate libraries for each sample (IDR < 1 x 10!2). 14 patients from the bottom quartile of reproducible
peaks were excluded to select the IDR-qualified (best quality samples) contributed reproducible peaks.

Single-cell suspension from every patient (n=54) was divided into two aliquots and transposition reactions were performed independently on
the two aliquots followed by independent library preparation and ATAC-sequencing to ensure reproducibility.

Patients were allocated into recurrent or non-recurrent based on whether they recurred within 1 year, for the discovery of 1092-ATAC-seq
differential signature. ATAC-array was done randomly on each patient (n=49) followed by Kaplan-Meier analysis on a 4.15 year of median
follow-up records

Blinding was not relevant for ATAC-seq analysis since the samples were collected in a progressive cohort and the recurrence status was
unknown at the time of sample collection. However, immunohistochemical (IHC) and immunofluorescence (IF) analyses were blinded.




