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Antibodies
Antibodies used

No statistical methods were used to pre-determine sample size. Sample sizes (at least 3 independent experimental replicates in most
experiments, unless indicated otherwise) were chosen based on the standard practices of the field.

No data was excluded from this study.

Data was successfully replicated in at least 2 independent experiments (details of the replication are included in figure legends of Individual
experiment).

Animals were randomized by individual tumor volume when mean tumor volume reached 250-350 mm3. Animals were randomized into three
groups of 8 animals each using Vivo Manager® software (Biosystemes, France). Homogeneity between groups was tested by an analysis of
variance (ANOVA).

Randomization is not applicable for in vitro experiments as genetic knockouts or wild type cells with different treatments cannot be
randomized.

Groups were randomized in a blinded fashion. The Technicians performing the experiments were unaware of the agents used in each
treatment group.

Primary antibodies used in Western blot studies:

TP53BP1 - Bethyl A300-272A

Vinculin - Santa Cruz sc-73614

Beta-actin - Cell signaling technologies 13E5

POLQ - Gift from J.S. Hoffman

gH2Ax - Merck Millipore 05-636

BRCA1 - Santa Cruz sc-6954

53BP1 - Antibodies-online ABIN1724821

GAPDH - Cell signaling technologies - 3683S

Tubulin - Abcam ab7291

SHLD2 - generated for Artios Pharma by CRB

EXO1 - Bethyl A302-640A

Primary antibodies used in immunofluorescence studies

pRPA (S4/S8) - Bethyl A300-245A

gH2Ax - Merck Millipore 05-636

BrdU - GE Healthcare RPN202
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Validation

Eukaryotic cell lines
Policy information about cell lines

Cell line source(s)

Authentication

Mycoplasma contamination

RPA - Abcam ab2175

PCNA - Santa Cruz sc7907

Secondary antibodies used in Western blot studies:

IRDye® 680RD Donkey anti-Mouse IgG - Li-Cor 926-68072

IRDye® 800CW Goat anti-Rabbit IgG - Li-Cor 926-32211

Goat anti-Rabbit IgG HRP - Sigma A9169-2ML

Goat anti-mouse IgG HRP - Invitrogen 31430-2ML

Secondary antibodies used in immunofluorescence studies

Alexa Fluor 555–conjugated mouse - Thermo Fisher Scientific A-21422

Alexa Fluor 488–conjugated rabbit - Thermo Fisher Scientific A-11034

TP53BP1 - Bethyl A300-272A Validation stated on supplier's website https://www.bethyl.com/product/A300-272A/53BP1+Antibo;

Vinculin - Santa Cruz sc-73614 Validation stated on supplier's website https://www.scbt.com/p/vinculin-antibody-7f9;

Beta-actin - Cell signaling technologies 13E5 Validation stated on supplier's website https://www.cellsignal.co.uk/datasheet.jsp?
productId=4970&images=0

POLQ - Gift from J.S. Hoffman Validation stated in: Fernandez-Vidal, A., Guitton-Sert, L., Cadoret, J. et al. A role for DNA polymerase !

in the timing of DNA replication. Nat Commun 5, 4285 (2014);

pRPA (S4/S8) - Bethyl A300-245A Validation stated on supplier's website https://www.bethyl.com/product/A300-245A/Phospho
+RPA32+(S4+S8)+Antibody;

gH2Ax - Merck Millipore 05-636 Validation stated on supplier's website https://www.merckmillipore.com/GB/en/product/Anti-
phospho-Histone-H2A.X-Ser139-Antibody-clone-JBW301,MM_NF-05-636;

BrdU - GE Healthcare RPN202 Validation stated on supplier's website https://www.sigmaaldrich.com/catalog/product/sigma/
gerpn202?lang=en&region=GB;

RPA - Abcam ab2175 Validation stated on supplier's website https://www.abcam.com/rpa32rpa2-antibody-9h8-ab2175.html;

PCNA - Santa Cruz sc7907 Validation stated on supplier's website https://www.scbt.com/p/pcna-antibody-fl-261;

BRCA1 - Santa Cruz sc-6954 https://datasheets.scbt.com/sc-6954.pdf

53BP1 - Antibodies-online ABIN1724821 Validation stated on supplier's website https://www.antibodies-online.com/productsheets/
ABIN1724821.pdf

GAPDH - Cell signaling technologies - 3683S Validation stated on supplier's website https://www.cellsignal.com/datasheet.jsp?
productId=3683&images=1

Tubulin - abcam ab7291 Validation stated on supplier's website https://www.abcam.com/alpha-tubulin-antibody-dm1a-loading-
control-ab7291.html

SHLD2 - generated for Artios Pharma by CRB and has been validated internally. Data can be supplied on request and / or added to
supplementary info.

EXO1 - Bethyl A302-640A Validation stated on supplier's website https://www.bethyl.com/product/pdf/A302-640A.pdf

HEK-293 - source: ATCC

SUM149 cells - source: Asterand

CAL51 cells - source: DSMZ,

COV362 - source: ECACC

MDA-MB-436 - source: ATCC

MDA-MB-436 SHLD2 clones were generated in this study.

DLD1 BRCA2 Wild-type and DLD1 BRCA2–/– cells - source: Horizon Discovery Inc.

CAPAN1Parental - source: ATCC

U2OS Flp-In T-rex - Flp-In T-rex system source: Invitrogen and the host U2OS cells were a gift from D. Durocher

YFP-Polq FlpIN Trex U2OS cells were generated in this study

RPE1 TP53–/– BRCA1Wild-Type and RPE1 TP53–/– BRCA1–/– cells were a gift from D. Durocher - original source ATCC

Mouse embryonic fibroblasts (MEFs) were generated from E13.5 embryos and were a gift from A. Nussenzweig.

129/Ola-derived IB10 mouse embryonic stem cells were a gift from M. Tijsterman and were described in Zelensky, A.N.,
Schimmel, J., Kool, H. et al. Inactivation of Pol ! and C-NHEJ eliminates off-target integration of exogenous DNA. Nat Commun
8, 66 (2017).

Mouse ID8 cells were described in Walton J.B. et al. Sci Rep 7; 16827 (2017)

HEK293, SUM149, CAL51, COV362, MDA-MB-436, CAPAN1 cell lines were authenticated using STR DNA profiling using the
Geneprint 10 system, and involves the amplification of nine human loci, including the ASN-0002 loci (TH01, TPOX, vWA,
Amelogenin, CSF1PO, D16S539, D7S820, D13S317 and D5S818) as well as D21S11.

The mouse embryonic, ID8 lines and DLD1 BRCA2 Wild-type and DLD1 BRCA2–/– were validated using functional assays
(PARP inhibitor sensitivity, RAD51 focus formation after DNA damage and immunoblotting for 53BP1, BRCA1 and BRCA2
expression, respectively).

YFP-Polq FlpIN Trex U2OS cells were validated by immunoblotting for the YFP and Polq components of the transgene.

All the cell lines used were mycoplasma negative.




