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Sample size

Data exclusions

Replication

Randomization

Blinding

Reporting for specific materials, systems and methods
We require information from authors about some types of materials, experimental systems and methods used in many studies. Here, indicate whether each material,
system or method listed is relevant to your study. If you are not sure if a list item applies to your research, read the appropriate section before selecting a response.

Source data for the figures and extended data figures are provided. Source Data (gels) for all the WB reported in the paper are provided. All the other results can be
available from the corresponding authors upon reasonable request. The datasets generated in the present study are available from the corresponding author upon
reasonable request.

Sample sizes were estimated from other experiments obtained by similar experiments performed in former publications of the group.

Sample sizes for clinical data:

No statistical methods were used to predetermine sample sizes; sample sizes were selected based on the availability of specimens as specified
below.

Blood was collected from patients with benign prostatic hyperplasia (BPH) (n=6), primary (n=25), metastatic castration sensitive (mCSPC)
(n=16), and castration resistant prostate cancer (mCRPC) (n=17). Clinical samples were collected at the Portuguese Oncology Institute of Porto
(Porto, Portugal), Groote Schuur, Eerste Rivier and New Somerset Hospitals (Cape Town, South Africa) and Oncology Institute of Southern
Switzerland (Bellinzona, Switzerland). Samples were collected prior to any treatment at the time of diagnosis or during routine follow-up for
metastatic patients. Metastatic disease was defined by radiologic progression, whereas CRPC was defined as previously described.

In vitro studies:

sample sizes were determined based on pilot studies results and on previous similar studies resulting statistically significant.

In vivo studies:

Animal experiments were conducted by using between 2 and 4 mice per group. This sample sizes in previously and similar studies, have given
statistical significant results based on the variance of xenografts growth in control mice. For ethical reasons, the minimum number of animals
necessary to achieve the scientific objectives was used.

No data excluded

All experiments were performed at least two times and with sufficient biological and technical replicates with cells and animals per group in
order to demonstrate statistical significance. Number of replicates in each experiment is indicated in the corresponding figure or legend.

Animals were randomly subdivided for in vivo experiments and in exosomes injection studies, animals were randomized prior to systemic
inoculation.

All researcher were blinded during the counting of spheroids, colonies and xenografts measurements of the tumor size.
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CD9 (C-4, sc-13118, Santa Cruz Technology).

CD81 (EPR4244, ab109201, Abcam).

GRP94 (cat.#2104, Cell signalling technology).

!-actin (ab8226, Abcam).

Calnexin (AF18, cs-23954, Santa Cruz Technology).

GAPDH (cat.#0411, sc-47724, Santa Cruz Biotechnology).

STAT3 (124H6; Cell Signaling; catalog 9139).

p-STAT3 Tyr705 (D3A7; Cell Signaling; catalog 9145).

COP1 (ab56400, Abcam).

c-Jun (E254, ab32137).

Ki67 (Lab Vision Corp.; ready-to-use RT-9106-R7).

IHC was performed on 4"m formalin-fixed paraffin embedded (FFPE) tissue sections using an automated staining platform

(Bond-RX, Leica Microsystems). Optimal antibody concentrations were determined with primary antibodies against STAT3 (#124H6;
CELL SIGNALING, CATALOG 9139, dilution 1:100), p-STAT3 Tyr705 (#D3A7; CELL SIGNALING; CATALOG 9145 dilution 1:50), COP1
(#ab56400, Abcam, dilution 1:100), c-JUN (#E254, ab32137, Abcam, dilution 1:100), EZH2 (#D2C9, CELL SIGNALING; CATALOG 5246;
dilution 1:200, and Ki67 (#RT-91066-R7, LAB VISION CORPORATION, ready-to-use. 3,3-diaminobenzidine tetrahydroxychloride (DAB)
was used as chromogen and the slides were counterstained with hematoxylin. In each staining batch, positive and negative controls
were incubated with and without primary antibody.

LNCaP cells were obtained from ATCC and maintained in RPMI-1640 (Gibco) supplemented with 10% fetal bovine serum and
1% of penicillin. Immortalized human prostate epithelial cells RWPE-1 were obtained from ATCC and maintained in
Keratinocyte serum-free growth medium (KSF; Gibco) with specific supplements. UGSM cells were obtained from ATCC and
maintained in cells were maintained in DMEM/F12 + 10% FBS + 5% NuSerum IV, 1x glutamine, 1x penicillin/streptomycin
solution, 10#8 M (0.01"M) final concentration of Dihydrotestosterone, 25ug ml#1 insulin. LNCaP/RWPE-1 stably expressing
miR-424 (LNCaP/RWPE-1-424) and empty vector (EV) as control (LNCaP/RWPE-1-EV) were established as previously
described (Dallavalle et al, 2016). LNCAPabl were grown in Charcoal stripped serum (CSS) as previously described (Groner,
A.C., et al 2016).

All cell lins used were authenticated by the provider.

All cell lines were tested for mycoplasma contamination periodically, via the MycoAlert Mycoplamsa Testing kit (Lonza).
Results were always negative for mycoplasma contamination.

No commonly misidentified cell lines were used in present study.

Male of NOD.Cg-PrkdcSCID Il2rgtm1Wjl/SzJ (NSG-KO) mice (4–6 weeks old, Jackson Laboratories) were used for xenografts
establishment. The PbCre4; Pten flox/+ R26LSL;ERG mouse was generously provided by Dr. Charles L. Sawyers and maintained as
previously described (Shinde, D., et al 2019).

No wild animals were used.

No field-collected samples were used.

All mouse studies were approved by the MSKCC Institutional Animal Care and Use Committee under protocol 06-07-012.




