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as mean + SEM. Two-way ANOVA with Dunnett’s post hoc analysis; *p<0.05,

Figure 4 | GUB130164 was incubated at a range of glucose (left panel) and/or **p<0.01, ***p<0.001 vs Insulin C-18.

. . Figure 8 | GRIs can be ranked according to their reactivity defined as the
compounds (right panel) concentrations for 24 hours before added to CHO cells

Figure 1 | The concept relies on hydrolysis of a Linker covalently attached to
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a suitable in vitro screening tool going forward.
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Validated glyceraldehyde as a valuable screening tool in vitro

Figure 5 | The glucose response was plotted against the equivalents

Figure 2 | It is the aldehyde-form of glucose (0.02%) that reacts with the Linker
A-moiety. As a crude screening tool, glyceraldehyde (100% aldehyde) can be used
to assess the aldehyde-reactivity of the GRIs.

(glucose/GUB130164) based on the data shown in Figure 4. Similar curves are
seen irrespective of varying the glucose concentration (left panel) or GRI
concentration (right panel), indicating that it is the equivalent level that direct
the accelerated hydrolysis rate.

Figure 7 | GRIs were incubated with or without glyceraldehyde for 6 hours
before added to CHO-IR cells. pAkt was quantified by ELISA. Human insulin was
included as a control, n=2. Examples of an aldehyde-responsive GRI (/eft panel)
and non-responsive GRI( (right panel) are shown.
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o Addressed the importance of the level of equivalents

o Demonstrated significant and prolonged glucose lowering effects in
a Px rat model of Type 1 diabetes




