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The incretin hormones play a crucial role in a
healthy insulin response

® Oral glucose load

50 g/400 ml
® 1\5 glugc/ose irrﬂcgsion

Insulin response
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- Insulin response is greater following oral glucose than IV glucose,
despite similar plasma glucose concentration

Nauck et al, Diabetologia 1986;29:46—-52, *p<0.05; n=8 healthy volunteers
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Liraglutide is a once—daily, human GLP—-1 analogue

Human GLP-1 Liraglutide

97% homology to human GLP-1

Enzymatic degradation by Improved PK: albumin binding though acylation;
DPP-4 self-association

¥

Slow absorption from subcutis
Ty, = 1.5-2.1 minutes Resistant to DPP-4
Long plasma half-life (T,= 13 h)

Knudsen et al, J Med Chem 2000;43:1664-1669; Degn et al, Diabetes 53:1187-1194, 2004.



Once—daily liraglutide produces
24—hour steady state levels of GLP-1

8000 T Single individual profile: steady—state reached after three doses

6000 |

4000 |

2000 |

Plasma liraglutide (pmol/I)

(f 1 2 3 4 I 6 7 8 9 10 11
Time (days) 12
Day 1 Day 5

Model curve fitted to data points

Agerso et al, Diabetologia 2002;45:195-202 (h=30)
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Muskiet MHA et al.:Nat Rev Nephrol 13(10):605-628, 2017
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J. Med. Chem.2015, 58, 18, 7370-7380



J. Med. Chem.2015, 58, 18, 7370-7380



J. Med. Chem.2015, 58, 18, 7370-7380



Simulated semaglutide concentration profile (Once-Weekly s.c.)

Semaglutide s.c. Once-Weekly in Type2 Diabetes:A Population Pharmacokinetic Analysis
Diabetes Ther(2018) 9:1533-1547 Fig.5& Y
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SNACO U B (ER. 4. in Vitro)
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SNACO U B (ER. 4. in Vitro)
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Concentration profiles for once-daily dosing of 14mg of semaglutide

Clinical Pharmacokinetics of Oral Semaglutide:Analyses of Data from Clinical Pharmacology Trials
Clinical Pharmacokinetics (2021) 60:1335-1348 Fig.5&k Y
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