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Figure 1 Model setup
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hormone [1].

= The GLP-1 response is Glucose
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response is  changed (B)
under pathological Glucose
conditions eg. in subjects Abs rate Conclusions

with impaired glucose

tolerance. " A semi-mechanistic
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applied to describe total
GLP-1 concentrations over

= Compared to a standard
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more information time observed after an OGTT
regarding dynamics and

can easily be used to The secretion of GLP-1

detect the impact of Total GLP-1 :

demographic factors on appears to be stimulated by
these. | —  Simulation glucose in two ways: by a

fast mechanism driven by
glucose dose in the Gl and
Methods by a slower mechanism

kout GLP1

Figure 1 : (A) Indirect response model relating glucose and insulin dynamics applied for bl b | b ti
estimation of glucose absorption rate, (B) GLP-1 model using glucose absorption rate as FIVETREEGIUCOSE aDS0orption
input. Triangles present delay(transit) compartments. rate.
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= Initially, e glucose . ~
absorption  rate  was .o . . capabilities.
estimated only using S "7, e S ]
glucose  and  insulin  —. oo . . g
concentrations. The 3 9 ; e ., 8 3 S Q.
estimated glucose § $s38 3 : . ks S,
absorption rate was used 7 _ . s s < References
as input to the GLP-1 (_DI N 3 $ 2 CE) o A [1] H-olst JJ 2007. The Physiology of Glucagon-like Peptide 1.
. > 3 Physiol Rev 87(4):1409-1439.
model [3]. . N
1C—> 7] . o S1 [2] Hansen T, Drivsholm T, Urhammer SA, Palacios RT, Volund A,
Borch-Johnsen K, Pedersen O 2007. The BIGTT Test. Diabetes
o Care 30(2):257-262.
5 | 5 | | | < | | | | | | o .
0 50 100 150 200 250 0 50 100 150 200 250 [3] Jonas B. Mgller, William J. Jusko, Wei Gao, Torben-Hansen,
Oluf Pedersen, Jens J. Holst, Rune V. Overgaard, Henrik Madsen,
Time [min] Time [min] Steen H. Ingwersen. Mechanism-based population modelling for
assessment of L-cell function based on total GLP-1 response
Figure 2: Black =Individual observations, Figure 3 S1=Fast stimulation component, following an oral glucose tolerance test. Submitted to J.PK.PD

A,=Glucose absorption rate, S,=Slow

Blue =Mean observations, Red =Population _ )
stimulation component.

prediction.
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