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Figure S2. Gene expression in CD4+ T cells at diagnosis of clinical T1D in subjects in the placebo and nasal insulin treatment arms of INIT II. Multidimensional 
scaling (MDS) plots of RNA-seq log2 counts per million (log-CPM) values in the discovery cohort, with samples coloured by time-point and treatment arm in INIT II. 
The log-CPM values were corrected for age and batch variables.(B) Heat map of genes differentially expressed in CD4+ T cells between progressors and non-progressors 
over the period of observation. Samples are colour coded by progression status, time-point and treatment group. The Z‐score underneath the heatmap represents the 
number of standard deviation units a specific datapoint is from the mean (mean is derived from the entire set of genes expressed in CD4+ T cells). Samples and genes 
were arranged according to “ward.D2” clustering method with the function coolmap in the limma package. Genes with an asterisk are cytotoxicity-related genes while 
those bolded are EOMES target genes. 

�

��

�

�

�

�

�

�
�

−1.5 −1.0 −0.5 0.0 0.5

−1
.5

−1
.0

−0
.5

0.
0

0.
5

1.
0

Treatment arm

Leading logFC dim 1 (15%)

Le
ad

in
g 

lo
gF

C
 d

im
 2

 (1
4%

)

SESN2
CTSB
PRX
ZNF320
CD300A
TBX21*
ZEB2
KIF19
CX3CR1
SLAMF7*
EOMES*
RAB37
GNLY*
RASSF1*
EFHD2
PRF1*
GZMB*
ADGRG1
PLEK
FCRL6*
NKG7*
CST7
C1orf21*
FGFBP2*
NMT2
GZMH*
F2R*
SDK1
NINL*
MVB12B
FCGR3A
TSSC4
DZIP3
RASGRF2
DPYSL4
USP28
SYNGR1
XRRA1
BOK*
ZNF718
CEP170B
PNMA8A

JAKMIP3
ANXA5
CHST15
SULT1A1
NPIPB5
MANBA
ESAM
C9orf135
PPME1
VIPR1
MAP7D2
KDM6A
NTPCR
CAPG
SYTL3
PUDP
FCRL1
RIC3
GPD1L
PHGDH
ME3
USP40
GLIS3
CCDC86
ARL4A
ADAMTS17
VWDE
LMTK2
TPD52
ZBTB16
IL18R1
LPCAT2
DST

Earliest pre-clinical time point  

Non-progressors 

At diagnosis (de�ned in Progressors)

Progressors 

GFI1*

-2
Z-Score

20

Progression status
Treatment 
Time point

Placebo 
Nasal insulin

B

Treatment group

Progression status

Time point

A


