ESM Methods: Hierarchical Clustering

An agglomerative hierarchical clustering approach was used to stratify the individuals with type 1
diabetes. The variable space was defined as the set of iIAUCs in the intervals 0-60 min and 0-180
min, for plasma D-Glc and liver D-Glc. The selection of signals for clustering was performed by
visual inspection of measured profiles. The Euclidean pairwise distance was computed between
subjects based on these four values, the clusters were formed iteratively using the average
linkage method. The optimal number of clusters was then selected via the silhouette score,
allowing to account for both inter-cluster separation and intra-cluster cohesion.

ESM Figure 1. Representation of the hierarchical clustering procedure used to stratify individuals
with type 1 diabetes into two subgroups. (a) Individual profiles of plasma exogenous glucose (D-
Glc); (b) Individual profiles of liver exogenous glucose (D-Glc); (¢) Dendrogram of the clustering
tree; (d) Representation of the ten subjects (coloured by subgroup) in the space defined by iAUCo-
180(Plasma D-Glc) vs. iAUCo-180(Liver D-GIc).

<]
o

8 L
15+ @ Subgroup 1 (o]
=——@— Subgroup 2 o o

= | e} & o =
g 12 ; g Zo__ E
‘(—E; o) @ Q. ] =
% ° Y] G
[m} i
T gt o
£ @
7] >
© b
o

3 F

06

0 30 60 90 120 150 180 0 30 60 90 120 150 180

Time (min) Time (min)
c d
1000 f P
£
E
800 f X 08
©
£ @
® 600" T 06}
e o OO
B a o®
A 400t G 04
= [
3
200 02t
®
; Q
el < LT
<
0 D 1 1 1 ]
R A PR A N S JOC = B B S 0 0.5 1 1.5 2
O OR R XT OR R W N X ]
AUC .. (Plasma D-Glc) (mol/l x min)



