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Data
Policy information about availability of data

All manuscripts must include a data availability statement. This statement should provide the following information, where applicable:

- Accession codes, unique identifiers, or web links for publicly available datasets
- A list of figures that have associated raw data
- A description of any restrictions on data availability
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Methods
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Antibodies
Antibodies used

All data supporting the findings of this study are available within the paper and its supplementary information files. Source data for Figures and Supplementary
figures are provided as a Source Data file. All high-throughput sequencing datasets (RNA-seq, DRIP-seq) were deposited on the NCBI GEO website with accession
code GSE130242 (https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE130242). GO Biological Process gene sets were extracted from MSigDB v6.0.

Statistical methods were not used to predetermine sample size. For the analysis of chromosomal aberrations, at least 35 metaphases were
analyzed from each condition; for the analysis of fluorescence microscopy images, at least 145 cells were analyzed for each condition

providing sufficient power to discriminate between experimental conditions. For in vivo studies, the exact number of mice used in each group
is reported in the corresponding figure legend and was sufficient to discern statistically significant differences.

There was no data exclusion.

Experiments included independent samples and were independently repeated at least two times or as stated in the text with consistent
results.

When tumors reached appropriate volume as reported in the Methods section, mice were randomized into indicated treatment groups. For
all other experiments, samples were randomly allocated to the experimental groups.

For the analysis of chromosomal aberrations and proteomic studies, the researchers were blinded to the identity of the material. For all other
experiments, blinding was not possible as experimental set-up and analysis were performed by the same researchers.

PRMT1 (2449; Cell Signaling Technology; 1:1000)

PRMT4/CARM1 (A300-421A; Bethyl; 1:2000)

PRMT5 (2252; Cell Signaling Technology; 1:1000)

PRMT6 (14641; Cell Signaling Technology; 1:1000)

Mono-Methyl Arginine (MMA-RGG) (8711; Cell Signaling Technology; 1:1000)
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Validation

Eukaryotic cell lines
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Commonly misidentified lines
(See ICLAC register)

Animals and other organisms
Policy information about studies involving animals; ARRIVE guidelines recommended for reporting animal research

Laboratory animals

Wild animals

Field-collected samples

Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.

Human research participants
Policy information about studies involving human research participants

Population characteristics

Recruitment

Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.

Asymmetric Di-Methyl Arginine Motif (ADMA) (13522; Cell Signaling Technology; 1:1000)

Cas9 (14697; Cell Signaling Technology; 1:1000)

Cyclin D1 (2978; Cell Signaling Technology; 1:1000)

BRCA1 (14823; Cell Signaling Technology; 1:1000)

BRCA2 (10741; Cell Signaling Technology; 1:1000)

FANCD2 (16323; Cell Signaling Technology; 1:1000)

Rad51 (8875; Cell Signaling Technology; 1:1000)

Claspin (NB100-248; Novus Biologicals; 1:1000)

ATRIP (ab245632; Abcam; 1:2000)

PRIM1 (4725; Cell Signaling Technology; 1:1000)

TOPBP1 (14342; Cell Signaling Technology; 1:1000)

HSP90 (4874; Cell Signaling Technology; 1:1000)

!-Actin (A1978; Sigma; 1:2000)

GAPDH (2118; Cell Signaling Technology; 1:1000)

Phospho-Histone H2A.X (Ser139) (20E3) Rabbit mAb (Alexa Fluor® 647 Conjugate)(9720; Cell Signaling Technology; 1:100)

Anti-phospho-Histone H2A.X (Ser139) Antibody (05-636; Millipore; 1:100)

All antibodies were purchased from commercial vendors who provide validation information on their website, including published
references. In addition, the following antibodies were validated using genetic tools in our laboratory: PRMT1, PRMT4, PRMT6, Mono-
Methyl Arginine and Asymmetric Di-Methyl Arginine antibodies.

PK-59 cell line was obtained from Riken Cell Bank; KP-3 and KP-4 cell lines were obtained from JCRB Cell Bank; Hup-T3 and
Hup-T4 were obtained from Sigma; SNU-324 cell line was obtained from Korean Cell Line Bank; Panc1, MiaPaca-2, SW1990,
BxPC-3, Capan-1, HPAF-II, Hs766T, Capan-2, Aspc1 and CFPAC1 cell lines were obtained from ATCC; PATC53, PATC124,
PATC148 and PATC153 were kindly provided by Dr Jason Fleming and Dr Michael Kim (MDACC); LSL-KrasG12D p53L/+ mouse
PDAC cell lines were kindly provided by Dr Haoqiang Ying (MDACC).

All cell lines were validated by STR profiling.

All cell lines confirmed to be negative for mycoplasma.

No commonly misidentified cell lines were used in the study.

For xenograft and allograft studies, female CD-1 nude (Charles River) or female NSG (Jackson) between 6-12 weeks old were used as
recipients. Mice were housed in ventilated cage enclosures in an environment maintained at 50% humidity (+5%/-10% deviation)
with ambient temperature of 72°F (+/-2F° deviation) and 12 hours light/dark cycles.

No wild animals were used in the study.

No field-collected samples were used in the study.

All animal experiments were approved by the Institutional Animal Care and Use Committee at The University of Texas MD Anderson
Cancer Center.

Patients diagnosed with pancreatic ductal adenocarcinoma (PDAC).

Patients that were deemed surgical cases were consented to LAB07-0854 chaired by J.B.F. (UTMDACC) and agreed to provide
tumor tissue for the purpose of model derivation.

LAB07-0854 is approved by the UTMDACC Institutional Review Board (IRB) and is reviewed at least annually.




