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- Accession codes, unique identifiers, or web links for publicly available datasets
- A description of any restrictions on data availability

- For clinical datasets or third party data, please ensure that the statement adheres to our policy
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Sample size

Data exclusions

Replication

Randomization

Blinding

Raw mass spectrometry data for SILAC in this study are available on the ProteomeXchange Consortium (https://proteomecentral.proteomexchange.org/ui?
search=PXD039190) under the accession code PXD039190. Processed mass spectrometry data for SILAC are provided in the Source Data folder, including “SILAC
exported data for Figure 3a.xlsx” and the “Figure 3” worksheet within the “Source Data.xlsx” file.

Public datasets used in this study include dataset GSE164416 from the Gene Expression Omnibus (https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?
acc=GSE164416) under the accession code GSE164416, and the data from the STRING without an accession code (https://string-db.org/cgi/network?
taskId=bhlFnsy12Vby&sessionId=buNtCnsKYrNR).

No preference for sex or gender was applied to the study. Data from both males and females are involved.

This study did not consider race, ethnicity, or other socially relevant grouping.

Patients involved in this study were diagnosed with benign pancreatic neoplasms, and the non-tumor portion of the
pancreas, obtained after pancreatectomy, was used in this study. This study included 34 male and 32 female participants,
ages 28 to 82. Among them, 39 had type 2 diabetes, while 27 did not.

These archived human pancreatic tissues were obtained from patients previously admitted to National Taiwan University
Hospital (NTUH), diagnosed with benign pancreatic neoplasms, and undergoing pancreatectomy. The Department of
Pathology at NTUH provided the archived pathological samples, and all patients obtained written informed consent. The
Research Ethics Committee of NTUH approved the protocol under IRB# 202306101RINB.

This study utilized archived pathological samples from the Department of Pathology at National Taiwan University Hospital
(NTUH), with the informed consent for research use previously obtained from all patients and approved by the NTUH
Research Ethics Committee. The study was performed following the Declaration of Helsinki. The clinical data, including AC
sugar and HbA1C levels, were provided by the Integrative Medical Data Center at NTUH following the approval of the study
protocol by the NTUH Research Ethics Committee under IRB# 202306101RINB.

Animal experiments were performed with at least three mice for each group. No explicit power calculations were conducted to determine the
sample Size. This sample size was determined based on experience, with reference to previously published articles in this field (Quarta et al.,
Nat Metab. 2022;4:1071-1083; Campbell et al., Nat Med. 2016;22:84-90).

No data were excluded

As stated in Sample size, all in vivo and ex vivo data were collected multiple samples (indicated as "n" in the figure legends). All in vitro
experiments in this study were replicated independently at least three times to confirm the results.

All "in vivo", "ex vivo", and "in vitro" treatment conditions were allocated randomly. For immunohistochemistry and immunofluorescence
analysis, the field of view was randomly selected.

The investigators were blinded to group allocation during data collection and analysis.
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Antibodies
Antibodies used I. Primary antibodies

1. Goat polyclonal anti-Spint1 (R&D Cat# AF1141, RRID:AB_2196299)

2. Rabbit polyclonal anti-MafA (Abcam ab26405, RRID:AB_776146)

3. Rabbit polyclonal anti-hepsin (Thermo Fisher Scientific Cat# PA5-30062, RRID:AB_2547536)

4. Rabbit monoclonal anti-Ki67 (GeneTex GTX16667, RRID:AB_422351)

5. Rabbit polyclonal anti-cleaved caspase-3 (Cell Signaling Technology 9661, RRID:AB_2341188)

6. Rabbit monoclonal anti-insulin (Abcam ab181547, RRID:AB_2716761)

7. mouse monoclonal anti-FLAG (Sigma-Aldrich F3165, RRID:AB_259529)

8. Rabbit polyclonal anti-Matriptase (Millipore Cat IM1014, RRID:AB_2255240)

9. mouse monoclonal anti-PDX1 (Abcam ab84987, RRID:AB_1925309)

10. Mouse monoclonal anti- alpha-tubulin (Proteintech 66031-1-Ig, RRID:AB_11042766)

11. Rabbit polyclonal anti- HK6 (Abcam ab37796, RRID:AB_2232078)

12. Rabbit polyclonal anti- neurod1 (Proteintech 12081-1-AP, RRID:AB_2877823)

13. Rabbit polyclonal anti- GAPDH (GeneTex GTX100118, RRID:AB_1080976)

14. mouse monoclonal anti-beta-actin (Proteintech 60008-1-Ig, RRID:AB_2289225)

15. rabbit polyclonal anti-zo-1 (Proteintech 21773-1-AP, RRID:AB_10733242)

16. rabbit polyclonal anti-occludin (Thermo Fisher Scientific 71-1500, RRID:AB_2533977)

17. rabbit polyclonal anti-phospho-creb1-s133 (ABclonal AP0333, RRID:AB_2771008)

18. rabbit polyclonal anti- creb1 (ABclonal A11989, RRID:AB_2758916)

19. mouse monoclonal anti-c-myc (Santa Cruz Biotechnology sc-40, RRID:AB_627268)

20. rabbit monoclonal anti-CD3 (GeneTex Cat# GTX16669, RRID:AB_425123)

21. mouse monoclonal anti-BRDU (Proteintech Cat# 66241-1-Ig, RRID:AB_2881630)

22. rabbit anti-GLP1R (Novus Cat# NBP1-97308, RRID:AB_11139100)

23. Anti-phospho-AKT T308 (Cell Signaling Technology Cat# 13038, RRID:AB_2629447)

24. Anti-phospho-AKT S473 (Cell Signaling Technology Cat# 4060, RRID:AB_2315049)

25. Anti- AKT (Cell Signaling Technology Cat# 9272, RRID:AB_329827)

26. Anti-phospho-ERK (Cell Signaling Technology Cat# 4370, RRID:AB_2315112)

27. Anti-ERK (Cell Signaling Technology Cat# 4695, RRID:AB_390779)

28. Anti-phospho-GSK3 alpha T279 (Abcam Cat# ab239862)

29. Anti-phospho-GSK3 alpha S21 (Abcam Cat# ab2226877)

30. Anti-GSK3 alpha (Abcam Cat# ab62368, RRID:AB_941805)

31. Anti-phospho-P38 (Cell Signaling Technology Cat# 4511, RRID:AB_2139682)

32. Anti-P38 (Cell Signaling Technology Cat# 8690, RRID:AB_10999090)

33. Anti-phospho-INR (Abcam Cat# ab303492, RRID:AB_3083575)

34. Anti-INR (Abcam Cat# a227831)

35. Anti-phospho-EGFR (Cell Signaling Technology Cat# 2234, RRID:AB_331701)

36. Anti-EGFR (Santa Cruz Biotechnology Cat# sc-373746, RRID:AB_10920395)

37. Anti-phospho-IGF1R (Abcam Cat# ab39398, RRID:AB_731544)

38. Anti-IGF1R (Abcam Cat# ab182408, RRID:AB_3106875)

39. Anti-GLP1R (Abcam Cat# ab218532, RRID:AB_2864762)

II. secondary antibodies:

1. Horse anti-rabbit IgG-polyHRP (Vector Laboratories MP-7401, RRID:AB_2336529)

2. Horse anti-goat IgG-polyHRP (Vector Laboratories MP-7405, RRID:AB_2336526)

3. Alexa-Fluor 488 goat polycolonal anti-rabbit (Molecular Probes A-11008, RRID:AB_143165)

4. Alexa-Fluor 568 goat polycolonal anti-mouse (Molecular Probes A-11004, RRID:AB_2534072




