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Methods
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Antibodies
Antibodies used

Validation

For in vitro experiments at least 3 independent experiments were conducted with technical replicates. For experiments in vivo a minimum of
5 animals per treatment group was used. Number of animals was estimated from the previous study of AZD4785 effects in mice xenograft
model (Sarah J. Ross et al., Science Translational Medicine 14 Jun 2017: Vol. 9, Issue 394).

No data were excluded from the analysis.

All experiments were measured in technical replicates, with a minimum of three biological replicates (N=3). All attempts to replication of the
described findings were successful.

Age-matched animals were randomly assigned into treatment groups (n = 5) to ensure an equal tumor size across groups at the initiation of
the study.

Samples for mass spectrometry analysis were assigned experimental identifier number and data analysis was conducted by individuals blinded
to the assigned experimental conditions of the sample being analyzed. Other in vitro and in vivo experiments were not performed blinded.

Bovine Serum Albumin antibody [EPR12774] (Abcam, ab192603)

Mouse Monoclonal antibody [clone 2C1] (IgG2b) to Human KRAS (LSBio LifeSpan Bioscience Inc, LSB LS-C175665)

Vinculin antibody (Abcam, ab73412)

Human CD63 antibody (BD Pharmingen 556019)

Alix Antibody (Thermo Fisher Scientific, MA1-83977)

LBPA Antibody (Clone 6C4, MABT837, Merck)

Rabbit anti-ASO antibody (Ionis 13545)

Secondary Donkey Anti-Rabbit IRDye@800 CW (Li-COR 926-32213)

Secondary donkey anti-mouse IRDye@680 LT (Li-COR 926-68022)

Donkey anti-Rabbit IgG (H+L) ,Alexa Fluor 568 (Thermo Fisher Scientific, A10042)

Donkey anti-Mouse IgG (H+L), Alexa Fluor 488 (Thermo Fisher Scientific, A21202)

Goat anti-Rabbit IgG(H+L), Alexa Fluor488 (Thermo Fisher Scientific, A11008)

Goat anti-Mouse IgG (H+L) Highly Cross-Adsorbed Secondary Antibody, Alexa Fluor 647 (Thermo Fisher Scientific, A21236)

Bovine Serum Albumin antibody [EPR12774] (Abcam, ab192603) application validated by manufacturer: https://www.abcam.com/
bovine-serum-albumin-antibody-epr12774-ab192603.html?productWallTab=ShowAll

Mouse Monoclonal antibody [clone 2C1] (IgG2b) to Human KRAS (LSBio LifeSpan Bioscience Inc, LSB LS-C175665) Validated by
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Eukaryotic cell lines
Policy information about cell lines

Cell line source(s)

Authentication

Mycoplasma contamination

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.

manufacturer: https://www.lsbio.com/antibodies/kras-antibody-clone-2c1-ihc-wb-western-ls-c175665/183089#validation-section

Vinculin antibody (Abcam, ab73412). Application is validated by the manufacturer: https://www.abcam.com/vinculin-antibody-
ab73412.html

Human CD63 antibody (BD Pharmingen 556019) Validated by the manufacturer: https://www.bdbiosciences.com/us/reagents/
research/antibodies-buffers/immunology-reagents/anti-human-antibodies/cell-surface-antigens/purified-mouse-anti-human-cd63-
h5c6/p/556019

Alix Antibody (Thermo Fisher Scientific, MA1-83977), Application validated by the manufacturer https://www.thermofisher.com/
antibody/product/Alix-Antibody-clone-3A9-Monoclonal/MA1-83977

LBPA Antibody (Clone 6C4, MABT837, Merck) use for immunocytochemistry validated by manufacturer https://
www.merckmillipore.com/GB/en/product/Anti-LBPA-Antibody-clone-6C4,MM_NF-MABT837#anchor_REF

rabbit anti-ASO (Ionis 13545), Application of this antibody for cytochemistry was validated before: https://www.ncbi.nlm.nih.gov/
pmc/articles/PMC6511877/

Secondary Donkey Anti-Rabbit IRDye@800 CW (Li-COR 926-32213)

Antibody use was validated before: https://www.licor.com/bio/reagents/irdye-800cw-donkey-anti-rabbit-igg-secondary-antibody

Secondary donkey anti-mouse IRDye@680 LT (Li-COR 926-68022)

https://www.licor.com/bio/reagents/irdye-680lt-donkey-anti-mouse-igg-secondary-antibody

Donkey anti-Rabbit IgG (H+L), Alexa Fluor 568 (A10042); application validated by manufacturer: https://www.thermofisher.com/
antibody/product/Donkey-anti-Rabbit-IgG-H-L-Highly-Cross-Adsorbed-Secondary-Antibody-Polyclonal/A10042

Donkey anti-Mouse IgG (H+L), Alexa Fluor 488 (A21202); application validated by the manufacturer:

https://www.thermofisher.com/antibody/product/Donkey-anti-Mouse-IgG-H-L-Highly-Cross-Adsorbed-Secondary-Antibody-
Polyclonal/A-21202

Goat anti-Mouse IgG (H+L), Alexa Fluor 647 (A21236); application validated by the manufacturer:

https://www.thermofisher.com/antibody/product/Goat-anti-Mouse-IgG-H-L-Highly-Cross-Adsorbed-Secondary-Antibody-Polyclonal/
A-21236

Goat anti-Rabbit IgG(H+L), Alexa Fluor488 (Thermo Fisher Scientific, A11008) use for immunocytochemistry validated by the
manufacturer: https://www.thermofisher.com/antibody/product/Goat-anti-Rabbit-IgG-H-L-Cross-Adsorbed-Secondary-Antibody-
Polyclonal/A-11008

Goat anti-Mouse IgG (H+L) Highly Cross-Adsorbed Secondary Antibody, Alexa Fluor 647 (Thermo Fisher Scientific, A21236)
application validated by the manufacturer: https://www.thermofisher.com/antibody/product/Goat-anti-Mouse-IgG-H-L-Highly-Cross-
Adsorbed-Secondary-Antibody-Polyclonal/A-21236

PC9 (formerly known as PC-14): ECACC General Cell Collection: (https://www.pheculturecollections.org.uk/products/
celllines/generalcell/detail.jsp?refId=900718103 &collection=ecacc_gc).

LK2 cell: Japanese Collection of Research Bioresources Cell 4 Bank (https://cellbank.nibiohn.go.jp/~cellbank/en/
search_res_det.cgi?ID=540).

PC9 and LK2 cell lines were authenticated by short tandem repeat (STR) analysis.

Both cell lines were negative for mycoplasma contamination.

Both cell lines are not in the ICLAC register (Version 9, released 14 October 2018).

Female SCID mice (Envigo) were housed under specific pathogen-free conditions in individually ventilated cages (Techniplast) at
Alderley Park, United Kingdom. Mice had access to water and food ad libitum. Study was conducted in 8- to 12- week old female
mice in full accordance with the UK Home Office Animal (Scientific Procedures) Act 1986.

No wild animals were used for this study.

No field-collected samples were collected for this study.

All animal experiments were approved by AstraZeneca animal welfare ethical review board.




