	Target
	Clone
	Cat#
	Company
	Dilution

	NK1.1
	PK136
	108714
	Biolegend
	1:100

	CD8a
	53-6.7
	100761
	Biolegend
	1:100

	CD11b
	M1/70
	12-0112-82
	ThermoFisher
	1:100

	CD19
	1D3
	612782
	BD Biosciences
	1:100

	CD4
	GK1.5
	100453
	Biolegend
	1:100

	F4/80 
	BM8
	123147
	Biolegend
	1:40

	CD11c
	N418
	117339
	Biolegend
	1:100

	CD3
	17A2
	564009
	BD Biosciences
	1:25

	CD45
	30-F11
	48-0451-82
	ThermoFisher
	1:100

	Ly6G
	1A8
	127623
	Biolegend
	1:100

	CD25
	6D5
	102024
	Biolegend
	1:200

	TCRb
	H57-597
	109212
	Biolegend
	1:100

	7-AAD
	N/A
	420403
	Biolegend
	1:1000



Supplemental Table 1 Antibodies used to evaluate pancreatic lymph node cell populations. 















	Antibody
	Catalogue number
	Source
	Dilution/Application

	Glucagon
	2760
	Cell Signaling Technology
	1:100 (IF)

	Insulin
	A0564
	Dako
	1:200 (IF)

	Ki-67
	14-5698-82
	Invitrogen
	1:100 (IF)

	B2M
	NBP2-15566
	Novus Biologicals
	1:100 (IHC)

	5-HT (Serotonin)
	20080
	Immunostar
	1:5000 (IHC)

	AKT
	4691
	Cell Signaling Technology
	1:1000 (WB)

	p-AKT (S473)
	4060
	Cell Signaling Technology
	1:1000 (WB)

	Bcl-2
	sc-492
	Santa Cruz Biotechnology
	1:1000 (WB)

	CD8α
	98941
	Cell Signaling Technology
	1:1000 (WB)

	GAD65
	5843
	Cell Signaling Technology
	1:1000 (WB)

	GAPDH
	sc-32233
	Santa Cruz Biotechnology
	1:1000 (WB)

	IRβ
	3025
	Cell Signaling Technology
	1:1000 (WB)

	p-IRβ
	sc-25103
	Santa Cruz Biotechnology
	1:1000 (WB)

	IRS-2
	4502
	Cell Signaling Technology
	1:1000 (WB)

	p-IRS-1/2
	sc-17195-R
	Santa Cruz Biotechnology
	1:1000 (WB)

	TAP1
	12341
	Cell Signaling Technology
	1:1000 (WB)

	TAP2
	sc-515576
	Santa Cruz Biotechnology
	1:1000 (WB)

	IRE1α
	3294
	Cell Signaling Technology
	1:1000 (WB)

	p-eIF2α(Ser51)
	3398
	Cell Signaling Technology
	1:1000 (WB)

	eIF2α
	5324
	Cell Signaling Technology
	1:1000 (WB)


Supplemental Table 2 List of antibodies used for immunohistochemistry, fluorescence staining and immunoblotting














Supplemental Figure 1 Coronal section through pancreatic duct and islet of a NOD RIP Cre+ Cnr1fl/fl mouse pancreas. (A) the eleven individual images that compose the maximum intensity projection shown in Figure 1C, insulin (red), Cnr1 (green), and DAPI (blue). Manufacturer provided positive (B) Polr2A (green) and Ubc (red) in mouse gut (B) and negative control the dapB (green) in a mouse islet, used for in situ hybridization. 




















Supplemental Figure 2 Beta cell specific ablation of CB1 in NOD mice allows for increased islet area and enhances beta cell replication at 14 weeks of age. Quantification of average islet area (A) Beta cell mass (insulin), (B) and α-cell mass (glucagon), (C) per islet for NOD RIP Cre- Cnr1fl/fl (n=39 islets) and NOD RIP Cre+ Cnr1fl/fl (n=51 islets) at 14 weeks of age. (D) Representative pancreatic sections from NOD RIP Cre- Cnr1fl/fl  and NOD RIP Cre+ Cnr1fl/fl mice showing immunostaining of insulin (green), glucagon (red) and DAPI (blue). (E) Quantification of percentage of Ki67 positive beta cells per islet for NOD RIP Cre- Cnr1fl/fl  and NOD RIP Cre+ Cnr1fl/fl mice at 14 weeks of age. (F) Representative images of immunostaining of insulin (green), Ki67 (red) and DAPI (blue) in islets from  NOD RIP Cre- Cnr1fl/fl  and NOD RIP Cre+ Cnr1fl/fl mice at 14 weeks of age showing increased numbers of Ki67+ beta cells per islet in the NOD RIP Cre+ Cnr1fl/fl mice. Dashed white lines outline the islet and dashed yellow lines indicate infiltration of the islet. The yellow arrow shows a Ki67+ beta cell on the edge of the islet but not in the invading insulitis. (G) Top panel no primary antibody control, Alexa fluor 488 goat anti-guinea pig and Alexa fluor 568 goat anti rabbit secondary antibodies, Bottom panel negative control for the in situ death detection kit TMR red together with no primary antibody control Alexa fluor 488 goat anti-guinea pig. Data are presented as the mean±SEM. ⁎P<0.05, ⁎⁎⁎⁎P<0.0001. Scale bar =50µm.











[bookmark: _Hlk154514818]Supplemental Figure 3 Full blots for the immunoblots shown in Figure 2J and K as indicated. 
























Supplemental Figure 4 Full blots for the immunoblots shown in Figure 3D as indicated. 























Supplemental Figure 5 5-HT is not responsible for increased beta cell proliferation in NOD RIP Cre+ Cnr1fl/fl mice. (A) 5-HT staining of sections from pancreata of pregnant mice at embryonal day 11 (E11) of gestation, and 13–14-week-old NOD RIP Cre- Cnr1fl/fl and NOD RIP Cre+ Cnr1fl/fl mice (n= 3 mice per phenotype). Note an islet outlined in black dashed line and insulitis outlined in red dashed line. The islet contains at least 4 cells with intense 5-HT staining (black arrows). RT-qPCR of RNA extracted from isolated islets of NOD RIP Cre- Cnr1fl/fl and NOD RIP Cre+ Cnr1fl/fl mice showing expression levels of (B) Cnr1, (C) Tph1 or (D) Htr2b. Multiple histological sections of 5-HT and β2M staining in pancreata. 5-HT staining in pancreata from (E) pregnant females at E11, (F) NOD RIP Cre- Cnr1fl/fl, and (G) NOD RIP Cre+ Cnr1fl/fl mice at various ages and islet sizes. β2M staining in pancreatic sections of  NOD RIP Cre- Cnr1fl/fl (H)    and NOD RIP Cre+ Cnr1fl/fl (I)  mice at various ages and islet sizes. Black arrows indicate definitive B2M staining in islets from NOD RIP Cre- Cnr1fl/fl mice, including islets with less than 10 cells (yellow arrow).














Supplemental Figure 6 Pancreatic lymph node cell populations of NOD mice with and without CB1 on their beta cells exhibit no differences in numbers of cell types. Values are expressed as percentages of the parent population (n=9 NOD RIP Cre- Cnr1fl/fl  and n=8 NOD RIP Cre+ Cnr1fl/fl ).
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