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The mechanistic T2DM disease progression model was implemented as a 

population pharmacodynamic model in NONMEM V.1, FOCE INTERACTION. 
Two Phase III, two-year clinical studies were analysed, comparing:
"� ������������ ������������ ��������������
���������������������������������

��������������������������� (EC409, su+pio, su+met)
��������������� ������������� ��������������
���������������������������������

����������������������� (EC410, met+pio, met+gli)
Both studies were multicenter, randomised, double-blind, double-dummy, parallel-
group studies on the long-term safety and efficacy of combination therapy. 
Glycaemic control was evaluated with change in HbA1c (%), fasting plasma glucose 
(FPG) and fasting serum insulin (FSI). The study was preceded by a �
��� �
����������������, and consisted of a !�
��� (1.) forced titration period �����!"

��� ����������������� (2) followed by a ������������������ at the individual 
optimal dose ���������������.
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