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Parameter Estimate [RSE%] 

ka-intercept (/h) 2.41 [14] 

ka-slope (/h/23.31kg/m2) -1.35 [22.4] 

Vcentral-parent (L) 8.76 [40.7] 

Vperipheral-parent (L) 334 [22] 

Qparent (L/h) 41.5 [11.1] 

Linear metabolization 

parent (L/h) 
21.8 [45.9] 

Vmax-parent (mg/h) 0.0788 [22] 

KMparent (µg/L) 0.673 [28.7] 

Transit ratenon-linear(/h) 0.332 [13.3] 

Transit ratelinear(/h) 0.22 [6.26] 

Vcentral-metabolite (L) 5.51 [13.7] 

Vperipheral-metabolite (L) 4230 [1.58] 

Qmetabolite (L/h) 11.1 [7.61] 

CLSAD-metabolite (L/h) 10.5 [7.35] 

CLMAD-metabolite (L/h) 18.5 [8.1] 

kel-GHRH* (/h) 4.16 

Parameter Estimate [RSE%] 

kin (mU/L/h) 43.3 [26.5] 

kout (/h)* 0.279 

Baseline secretion 

(mU/L/h) 
0.916 [23.5] 

EMAX-GHRH (/h)* 1 

EC50%-GHRH (µg) 0.055 [52.3] 

Proportional effect 

BIM23B065 on 

EC50%  

3000 [38.5] 

kel-GH (/h)* 2.2 

Table 1: PK (left) and PD (right) model parameter estimates with relative standard errors 
(RSE%). * Indicate fixed parameters 

Figure 2)   
Top left: Effect of BIM23B065 on the GHRH stimulatory effect 
Bottom left: Structural PK model of GHRH 
Right: Structural PD model for GH release in a GH stimulation test 

Figure 1) Median growth hormone concentration (black solid line) and 95%-prediction interval (grey area) of placebo (a) and BIM23B065 treated individuals (b). Orange 
dots: occasion 1, blue dots: occasion 2.Vertical dotted grey line is time of GHRH administration. 

Figure 3) Top: Individual model predictions versus observations for a) BIM23B065, b) metabolite and c+d) GH concentrations (c = placebo, d = BIM23B065 treated). 

Bottom: Population model predictions versus conditional weighted residuals with interaction. 


