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 Endocrine tumours are typically slow-growing tumours with an increasing incidence and usually located in the gastrointestinal tract or pancreas. These tumours secrete endocrine
markers such as Chromogranin A (CgA), which has been reported to be a representative biomarker of tumour growth!tl.

« Lanreotide Autogel®, a somatostatin analogue, has been recently approved for the improvement of progression-free survival in patients with unresectable, well- or moderately-
differentiated, locally advanced or metastatic gastroenteropancreatic NETs (GEP-NETSs) [2,

« The aim of this work was to establish the relationship between serum concentrations of lanreotide, biomarker CgA serum levels and progression free survival (PFS).

Available data Modelling strategy

Phase IIl, randomized, double-blind, placebo-controlled study!. 1. Development of PK model
2. Development of disease progression model (CgA concentrations from patients receiving placebo)

4-weekly s.c. injections of:

Lanreotide Autogel 120 mg (LAN) (n=101) or Placebo (n=103) - CgA observations Box-Cox transformed for the analysis

A A A A A O O 3. Use of PK Empirical Bayes Estimates to link LAN concentrations with CgA measurements
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PITTTLI T T I T TII ITT D %o weeks 4. Joint modelling of CgA dynamics and parametric time-to-event model of PFS
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LAN 120mg : 810 serum samples Informative dropout — Is there a relationship between CgA dynamics and PFS”

5. Step-wise covariate analysis on CgA and PFS:
- Demographic  (age, gender, race, body weight)
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632 samples (placebo) _ . : : .
‘week 48 T T T T COA T sas samples (LAN 120mg) - Disease-related (primary tumour location, hepatic tumour load, number of lesions and
Con lvole progressive disease status at baseline)
] ] ] ] ] T ] PFS{ 49 progressions (placebo) 6. Model evaluation
27 progressions (LAN 120mg)

Parameter estimation and model simulations were performed using NONMEM 7.2.

PK/PD model Model results
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Model Simulations
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Fig. 4: Simulations illustrating link between LAN, CgA & PFS Conclusions
A: Lanreotide profiles after 4-weekly 120mg injections (gra — . . . ..
arrows). Red Cﬁ,shed line representsytyp,-ca,gmfv pmﬁ,e(gndyb,ue v' A model linking in a mechanistic way drug exposure, biomarker and clinical
and yellow dashed lines depict 97.5%" and 2.5 LAN concentrations endpoint could be established in patients with non-functioning GEP-NETs
given interpatient variability. Dots depict trough concentrations, receiving lanreotide Autogel®.
which were used to simulate CgA profiles
B: Simulated CgA levels corresponding to LAN concentrations in A _ _ _
C: Simulated PFS curves according to pre-dose CgA levels in B for ‘/ The pI‘OpOsed mOdel COUId prOV|de the ba.S|S to develOp a framework Wh|Ch
the two prognostic factors included in the final model enables disease monitoring in patients with GEP-NETs based on biomarker
levels, as it has been recently applied to small cell lung cancer patients!4.
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