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	CONVENTIONAL PET PARAMETERS
	                                TEXTURAL FEATURES
	
	
	
	CLINICAL DATA
	

	Case
	SUVmean
	SUVmax
	MTV
	TRE
	Entropy
	Homo-geneity
	Intensity Variation
	ZP
	HGRE
	HGZE
	SZHGE
	PD 
y/n
	PFS
	Death y/n
	OS
	Ki67 (%)
	G

	#1
	15.6
	42.7
	12426
	8017
	7.4*
	0.002
	0.002
	0.02
	1.65E+08
	1.65E+08
	1.65E+08
	y
	12
	y
	12
	1
	1

	#2
	12.5
	22.1
	11417
	9004
	6.9*
	0.001
	0.008
	0.01
	7.14E+08
	 7.14E+08
	7.14E+08
	n
	54
	n
	54
	1
	1

	#3
	14.3
	32.4
	82446
	88946
	8.5*
	0.003
	0.002
	0.01
	3.38E+08
	3.38E+08
	3.37E+08
	y
	22.9
	y
	24.4
	2
	1

	#4
	14.9
	27.9
	38315
	40939
	7.7*
	0.003
	0.009
	0.04
	2.35E+08
	2.35E+08
	2.35E+08
	n
	37.7
	n
	37.7
	2
	1

	#5
	14.4
	23.8
	12084
	10364
	7.4*
	0.004
	0.003
	0.02
	1.23E+08
	1.23E+08
	1.23E+08
	y
	16.8
	n
	22.7
	2
	1

	#6
	18
	38.4
	34600
	50339
	7.8*
	0.005
	0.005
	0.04
	1.79E+08
	1.79E+08
	1.79E+08
	n
	19.7
	n
	19.7
	2
	1

	#7
	15.1
	25.5
	10936
	9006
	7.5*
	0.004
	0.002
	0.05
	6.74E+07
	6.74E+07
	6.74E+07
	n
	19.7
	n
	19.7
	2
	1

	#8
	24.5
	54.6
	86891
	126329
	9.6*
	0.002
	0.0003
	0.05
	4.82E+08
	4.82E+08
	4.81E+08
	n
	17.1
	n
	17.1
	2
	1

	#9
	11.7
	16.4
	3597
	3104
	6
	0.003
	0.009
	0.007
	1.93E+08
	1.93E+08
	1.93E+08
	n
	40
	n
	40
	4
	2

	#10
	18.6
	73.6
	42133
	12493
	6.5
	0.0008
	0.007
	0.005
	4.65E+08
	4.65E+08
	4.65E+08
	y
	17.2
	y
	20.9
	4
	2

	#11
	10.3
	14.4
	24254
	14445
	8.1*
	0.005
	0.002
	0.04
	2.7E+08
	2.7E+08
	2.7E+08
	y
	19.5
	y
	19.5
	4
	2

	#12
	12.5
	28.3
	33107
	23769
	8.5*
	0.003
	0.001
	0.04
	1.05E+08
	1.05E+08
	1.05E+08
	y
	26.6
	n
	55.6
	5
	2

	#13
	16.6
	47.9
	20610
	5655
	5.4
	0.0005
	0.04
	0.004
	4.4E+08
	4.4E+08
	4.4E+08
	y
	19
	y
	36
	5
	2

	#14
	6.9
	14.7
	211113
	113207
	8.7*
	0.005
	0.007
	0.1
	6.51E+07
	6.51E+07
	6.5E+07
	y
	14
	n
	43
	5
	2

	#15
	12.7
	23.4
	14955
	13352
	7.2*
	0.002
	0.005
	0.01
	3.43E+08
	3.43E+08
	3.43E+08
	n
	47.5
	n
	47.5
	5
	2

	#16
	8.7
	13.9
	29773
	12984
	7.9*
	0.003
	0.002
	0.05
	1.74E+08
	1.74E+08
	1.74E+08
	y
	14.7
	y
	20.8
	5
	2

	#17
	12.2
	28.1
	6994
	1132
	4.8
	0.0007
	0.04
	0.002
	2.14E+08
	2.14E+08
	2.14E+08
	n
	22.6
	n
	22.6
	5
	2

	#18
	9.1
	11.6
	918
	496
	4.5
	0.01
	0.04
	0.01
	1.65E+07
	1.65E+07
	1.65E+07
	y
	0.8
	y
	0.8
	5
	2















	
	CONVENTIONAL PET PARAMETERS
	                                      TEXTURAL FEATURES
	
	
	            CLINICAL DATA
	

	Case
	SUVmean
	SUVmax
	MTV
	TRE
	Entropy
	Homo-
geneity
	Intensity
Variation
	   ZP
	  HGRE
	    HGZE
	SZHGE
	PD 
y/n
	PFS
	Death   y/n
	OS
	Ki67 (%)
	G

	#19
	11.2
	24.6
	3599
	527
	4.2
	0.0006
	0.06
	0.001
	2.53E+08
	2.53E+08
	2.53E+08
	y
	28
	y
	30
	7
	2

	#20
	19.8
	34.5
	95832
	109079
	9.8*
	0.002
	0.0003
	0.04
	1.2E+09
	1.2E+0.9
	1.2E+08
	y
	31.3
	n
	44.7
	10
	2

	#21
	15
	29.1
	11217
	9719
	7.4*
	0.001
	0.002
	0.01
	5.94E+08
	5.94E+08
	5.94E+08
	n
	17.8
	n
	17.8 
	10
	2

	#22
	10.6
	26.7
	35766
	8496
	7.4*
	0.006
	0.003
	0.02
	1.03E+08
	1.03E+08
	1.03E+08
	y
	13.5
	n
	34.9
	10
	2

	#23
	11.7
	20.1
	4147
	584
	4.9
	0.007
	0.02
	0.002
	   2E+08
	1.99E+08
	2E+08
	y
	9.4
	n
	19.5
	10
	2

	#24
	21.9
	46.2
	132380
	175592
	9.9*
	0.002
	0.0003
	0.07
	3.96E+08
	3.96E+08
	3.96E+08
	y
	9.9
	n
	18.5
	12
	2

	#25
	0.8
	2.4
	6519
	109
	5.7
	0.02
	0.008
	0.03
	7.76E+05
	7.76E+06
	7.74E+05
	n
	19.7
	n
	19.7
	15
	2

	#26
	9.2
	12.2
	342
	129
	3.6
	0.001
	0.07
	0.001
	8.82E+07
	 8.82E+07
	8.82E+07
	y
	12
	y
	12
	15
	2

	#27
	9.1
	12.9
	5139
	2671
	6.5
	0.003
	0.007
	0.02
	1.36E+08
	1.36E+08
	1.36E+08
	y
	11.5
	n
	40.3
	15
	2

	#28
	16.8
	62.7
	67984
	17831
	5.8
	0.001
	0.003
	0.007
	3.54E+08
	3.54E+08
	3.54E+08
	y
	22
	y
	31
	15
	2

	#29
	12.7
	26.4
	16805
	2585
	6.2
	0.0007
	0.007
	0.003
	8.76E+08
	8.76E+08
	8.76E+08
	y
	8
	y
	35
	20
	2

	#30
	10.8
	14.2
	2675
	1637
	6.1
	0.002
	0.007
	0.009
	1.62E+08
	1.62E+08
	1.62E+08
	y
	3.4
	y
	6.9
	20
	2

	#31
	9.4
	11.7
	2474
	1316
	5.5
	0.007
	0.02
	0.01
	7.29E+07
	7.29E+07
	7.29E+07
	y
	1.4
	y
	1.9
	20
	2



Supplementary Table a. Conventional Positron Emission Tomography (PET) parameters (SUVmean/max = mean/maximum standardized uptake, metabolic tumor volume (MTV) and Tissue Receptor Expression (TRE)), as well as textural features, Progression-Free (PFS) and Overall Survival (OS) given for every case in months. Entire cohort. * = Entropy, above the cut-off value of 6.7 which reached significance according to ROC analysis for OS (thresholds for SUVmean/max and Entropy can be found in Tables 2). y: yes, n: no = indicates whether progression or death occurred. G = Grading, PD = Progressive Disease. Zone Percentage (ZP), High Grey Level Run Emphasis (HGRE), High Grey-level Zone Emphasis (HGZE), Short-Zone High Grey-level Emphasis (SZHGE).

	
	
	Receiver Operating Characteristics (ROC) Analysis
	Cox Analysis

	

	
	
	p-value
	Cut-off value
	Sensitivity (%)
	Specificity (%)
	      AUC
	p-value

	Entire Cohort
(n=31)
	SUVmean
	PFS
	0.29
	11.5
	45
	81.8
	0.56
	0.54

	
	
	OS
	0.22
	11.5
	53.8
	77.8
	0.58
	0.58

	
	SUVmax
	PFS
	0.40
	11.7
	100
	18.2
	0.53
	0.93

	
	
	OS
	0.37
	14.5
	46.2
	88.9
	0.53
	0.72

	
	TRE
	PFS
	0.43
	10041
	50
	63.6
	0.52
	0.95

	
	
	OS
	0.06
	8257
	61.5
	72.2
	0.67
	0.18

	
	MTV
	PFS
	0.17
	11750
	70
	63.6
	0.61
	0.43

	
	
	OS
	0.16
	12255
	61.5
	50
	0.39
	0.25

	
	Homogeneity
	PFS
	0.28
	0.009
	100
	18.2
	0.56
	0.85

	
	
	OS
	0.09
	0.002
	53.8
	77.8
	0.64
	0.99

	
	Intensity Variation
	PFS
	0.33
	0.008
	70
	54.5
	0.55
	0.62

	
	
	OS
	0.05
	0.014
	46.2
	88.9
	0.68
	0.04*

	
	ZP
	PFS
	0.31
	0.013
	60
	54.5
	0.45
	0.75

	
	
	OS
	0.01*
	0.017
	84.6
	66.7
	0.74
	0.75

	
	HGRE
	PFS
	0.48
	1.76E+08
	50
	72.7
	0.50
	0.43

	
	
	OS
	0.43
	2.44E+08
	53.8
	66.7
	0.52
	0.43

	
	HGZE
	PFS
	0.48
	1.76E+08
	50
	72.7
	0.50
	0.43

	
	
	OS
	0.43
	2.44E+08
	53.8
	66.7
	0.52
	0.43

	
	SZHGE
	PFS
	0.48
	1.76E+08
	50
	72.7
	0.50
	0.43

	
	
	OS
	0.43
	2.44E+08
	53.8
	66.7
	0.52
	0.43



	
	                               Receiver Operating Characteristics (ROC) Analysis
	Cox Analysis

	
	
	
	p-value
	Cut-off value
	Sensitivity (%)
	Specificity (%)
	      AUC
	p-value

	G2 NET
      (n=23)
	SUVmean
	PFS
	0.64
	11.5
	52.9
	66.7
	0.45
	0.99

	
	
	OS
	0.34
	11.5
	63.6
	66.7
	0.55
	0.71

	
	SUVmax
	PFS
	0.20
	11.7
	100
	33.3
	0.62
	0.90

	
	
	OS
	0.28
	14.5
	54.5
	83.3
	0.57
	0.93

	
	TRE
	PFS
	0.09
	13899
	35.3
	100
	0.70
	0.63

	
	
	OS
	0.12
	20800
	100
	33.3
	0.64
	0.25

	
	MTV
	PFS
	0.06
	15880
	64.7
	100
	0.73
	0.44

	
	
	OS
	0.88
	15880
	54.5
	58.3
	0.36
	0.21

	
	Homogeneity
	PFS
	0.29
	0.009
	100
	33.3
	0.57
	0.81

	
	
	OS
	0.13
	0.001
	54.5
	83.3
	0.64
	0.95

	
	Intensity Variation
	PFS
	0.23
	0.008
	64.7
	66.7
	0.60
	0.90

	
	
	OS
	0.03*
	0.007
	81.8
	58.3
	0.73
	0.05

	
	ZP
	PFS
	0.35
	0.013
	52.9
	83.3
	0.56
	0.43

	
	
	OS
	0.05
	0.012
	72.7
	75.0
	0.70
	0.24

	
	HGRE
	PFS
	0.70
	1.83E+08
	47.1
	66.7
	0.42
	0.60

	
	
	OS
	0.39
	2.34E+08
	66.7
	54.5
	0.54
	0.55

	
	HGZE
	PFS
	0.70
	1.83E+08
	47.1
	66.7
	0.42
	0.60

	
	
	OS
	0.39
	2.34E+08
	66.7
	54.5
	0.54
	0.55

	
	SZHGE
	PFS
	0.70
	1.83E+08
	47.1
	66.7
	0.42
	0.60

	
	
	OS
	0.39
	2.34E+08
	66.7
	54.5
	0.54
	0.55




Supplementary Table b. Receiver Operating Characteristics (ROC) analysis for Progression-Free (PFS) and Overall Survival (OS) for the conventional PET parameters and textural features, given for the Entire Cohort (n=31) and the G2 neuroendocrine tumors (NET, n=23). The following conventional parameters are indicated: mean/maximum standardized uptake value (SUVmean/max), Tissue Receptor Expression (TRE) and Metabolic Tumor Volume (MTV). Textural features are also displayed (Homogeneity, Intensity Variation, Zone Percentage (ZP), High Grey Level Run Emphasis (HGRE), High Grey-level Zone Emphasis (HGZE), Short-Zone High Grey-level Emphasis (SZHGE)). AUC = area under the curve. P-values of Cox analysis is also indicated. None of the parameters shown in here reached significance, neither in ROC nor in Cox analysis. 


























	
	Parameter
	<Cut-off#
	p-value
	RR (OS)
	CI

	


Entire Cohort 
(n=31)
	
Entropy
	<6.7
	0.04*
	2.73
	1.07 – 7.01

	
	
SUVmean
	
<11.5
	[bookmark: __UnoMark__2825_2114247711]0.07
	[bookmark: __UnoMark__2827_2114247711]2.12
	[bookmark: __UnoMark__2829_2114247711]0.95 – 4.74

	

 
 G2 NET 
(n=23)
	
Entropy
	<6.9
	0.1
	2.89
	 0.8 – 10.44

	
	
SUVmean
	
<11.5
	0.17
	[bookmark: __UnoMark__2851_2114247711]1.91
	0.76 – 4.77




Supplementary Table c. Relative Risks (RR) for the Entire Cohort (n=31) and the G2 neuroendocrine tumors (NET, n=23). Investigated parameters: Entropy and Standardized Uptake Value, SUVmean (for Overall Survival, OS). 
When the RR is exactly 1, the risk is unchanged. A RR above 1 indicates increased risk of cancer-related death after PRRT. For those patients below the ROC-derived threshold of Entropy, the RR increases. CI = confidence interval. # = ROC-derived thresholds were used (Table 2 and Supplementary Table b). * = statistically significant. 
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