
Supplemental Table 1. Compounds and mouse models available to examine the relative importance 

of endosomal and cell surface signaling by GPCRs in the ENS. These include new and established 

tools to probe the functional significance of GPCR endocytosis, and novel approaches to define the 

importance of βArrs in the control of GPCR signaling. 

Target Tool Effect and 

mechanism of 

action 

GPCR 

examined 

in ENS 

Endpoint 

examined 

Ref 

Dynamin Dynasore 

Dyngo4a 

Dynole 34-2 

Dyngo4a inactive 

Inhibition; blocks 

dynamin GTPase 

and clathrin coated 

vesicle formation 

NK1R, 

DOR, MOR, 

SSTR2A 

Microscopy, 

Ca2+ signaling, 

MAPK 

signaling 

(3, 14-

17, 20) 

 Ryngo 1-23 Activation; 

increases dynamin 

GTPase activity 

- - (6) 

Clathrin PitStop2 

PitStop2 inactive 

Inhibition of 

clathrin-dependent 

processes 

MOR, 

NK1R 

Microscopy (9, 16) 

General 

Endocytosis 

Hypertonic 

sucrose 

Formation of 

clathrin 

microcages, 

Non-selective 

NK1R, 

MOR, DOR 

Microscopy (9, 12, 

17) 

 Phenylarsine 

oxide 

Crosslinks sulfur 

groups 

NK1R, 

MOR 

Microscopy (4, 13) 

 K+ depletion Blocks clathrin 

coated pit 

formation 

MOR Microscopy (13) 

 Concanavalin A Non-selective NK1R Microscopy (4) 

Beta 

Arrestins 

βArr2 global 

knockout mouse 

Genetic Deletion MOR, 

NK1R 

Tension 

Recordings, 

fecal output, 

Microscopy 

(8, 11, 

16, 19) 

 βArr2 

conditional 

knockout mouse 

Genetic Deletion - - (21) 



 Barbadin Inhibits βArr-AP2 

interaction 

- - (1) 

GRK Global knockout 

(GRK6) mouse 

GRK deletion MOR Fecal output (18) 

 Cmpd101 Inhibition of 

GRK2/3 activity 

- - (10) 

 Knockin mice GRK phosphosite-

deficient receptors 

- - (2, 5) 

Endosomal 

Trafficking 

(endosomal 

pH) 

Bafilomycin A1 Vacuolar-type H+-

ATPase inhibitor 

NK1R, 

SSTR2A, 

MOR 

Microscopy (4, 15, 

20) 

 Monensin Carboxylic 

ionophore 

NK1R, 

NK3R 

Microscopy (4, 7, 

12) 

 NH4Cl Lysosomotropic 

weak base 

NK1R Microscopy (4) 

 Chloroquine Lysosomotropic 

weak base 

NK1R Microscopy (4) 

Golgi 

transport 

Brefeldin A Disassembly of 

Golgi complex 

SSTR2A Microscopy (20) 

De novo 

receptor 

synthesis 

Cycloheximide Blocks protein 

synthesis 

MOR, 

DOR, NK1R 

Microscopy (4, 13, 

17) 
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