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Supplementary Figure 1. The structure of GRI-630 is illustrated, with linkers attaching saccharides 

(shown in red) to the A-1 amino acid and B29 amino acid of insulin.  

 

 
 

 

 

Supplementary  Figure 2. Dose-response of endogenous glucose production in beagle dogs to GRI-

630. Data are presented as mean ± SEM. The time-course and dose-response effects of a constant 

infusion of GRI-630 to suppress EndoRa (mg
.
kg

-1.
min

-1
) during euglycemic clamp studies in healthy, 

lean beagles is shown.  Rates of GRI-630 infusions are shown in pM
.
kg

-1.
min

-1
; GRI-630 infusions were 

started at 60 minutes and rates of EndoRa from 0 to 60 minutes represent basal rates after an overnight 

fast.  
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Supplementary Table 1. Cell Membrane Insulin Receptor Binding Affinities 

 

 IR Binding  

 Human Minipig Dog 

 IC50 (nM) SD IC50 (nM) SD IC50 (nM) SD 

RHI 0.48 1.5 0.39 1.8 0.44 1.3 

GRI-630 10 1.1 16 1.1 16 1.2 

Geometric mean half maximal inhibitory concentration (IC50) and Geometric Standard Deviations (SD) 

are from 2 or 3 individual L-630 titrations for all species. Insulin receptor binding activities were 

determined in scintillation proximity assays using membranes prepared from cells overexpressing 

human (IR[B]) in CHO cells), minipig or dog (IR[B]) in HEK293 cells for both) receptors with [
125

I]-

insulin as the competitor ligand. 

 

 

 

Supplementary Table 2. MR Binding Affinities 

 

 MR Binding  

 Human Minipig Dog 

 IC50 (nM) SD IC50 (nM) SD IC50 (nM) SD 

GRI-630 24 1.5 32 1.9 23 1.8 

Geometric Mean dissociation constant (KD) and IC50 and Geometric Standard Deviations (SD) are from 

4 or 5 individual GRI-630 titrations for all species.  Mannose receptor binding activities were 

determined in DELFIA assays (dissociation-enhanced lanthanide fluorescent immunoassay) using 

human, minipig or dog MR proteins with Eu-labeled mannosylated-BSA as the competitor ligand. 
 

 


