SUPPNICTTIClItLAaly FIguic 4 NCPICOTTILalive 1TTIagCo Ul TITUTOCTHUOLTITIC NVET 1TT1ICLdoLldoTo 11 a TIUTI=LUTILIdoL, 1TUW=
attenuation CT scan (A), with lesion delineated on a 68Ga-DOTATATE PET/CT fusion transverse image, using
SUVmax of 12 as threshold (B), higher SUVmax threshold leading to partial delineation of the lesions (C),
and lower SUVmax threshold leading to overrepresentation of background physiologic 8Ga-DOTATATE
avidity (D). Blue line marks the segmentation for volumetric measurements. In this case, (B) was used for
volumetric measurement to avoid incomplete segmentation of pathologic avidity and inclusion of high
background physiologic uptake.




SUPPNICITICTILAly FMiguic £ NTPICOCTTILALIVC HHTIadgT Ul UHHTTUOST TITUTuCHIuuLlTIC HVET TT1ITLdoldoTo 111 a T1UTI=LUTILTaot,
low-attenuation CT scan (A), lesions delineated on a 8Ga-DOTATATE PET/CT fusion transverse image, using
SUVmax of 15 as threshold (B), higher SUVmax threshold leading to partial delineation of the lesions (C),
and lower SUVmax threshold leading to overrepresentation of the background physiologic 8Ga-DOTATATE
avidity in the liver and stomach (D). Blue line marks the segmentation for volumetric measurements. In this
case, (B) was used for volumetric measurement to avoid incomplete segmentation of pathologic avidity and
inclusion of high background physiologic uptake.




Supplementary Figure s Kaplan-ivieler survival analysis or patients
with neuroendocrine tumors by tumor grade. HR, hazard ratio; Cl,
confidence interval.
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biochemical bio

D 2

D

arker levels. 5HIAA,v24:-vH(_)-u_rvuri nary 5-hy

droxy

indoleacetic acid collection (reference-

range upper limit, 8 mg/24h); CGA, plasma chromogranin A levels (73 ng/mL); NSE, plasma neuron-
specific enolase levels (15 ng/mL); PP, plasma pancreatic polypeptide levels (270 pg/mL); VIP, plasma
vasoactive intestinal peptide levels (75 pg/mL); gastrin, plasma gastrin levels (100 pg/mL); glucagon,
plasma glucagon levels (80 pg/mL); HR, hazard ratio; Cl, confidence interva
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Supplementary Figure 5 Survival analysis in patients with neuroendocrine tumors. Kaplan-Meier survival
analysis by ®8Ga-DOTATATE-avid tumor volume (n=184, A) and SUVmax quartiles (B); by total ®8Ga-
DOTATATE-avid tumor volume quartiles among patients with pancreatic (n=99, C) and small-intestine
neuroendocrine tumors (n=57, D).

SUVmax, maximum standardized uptake value. Q1: quartile 1, Q2: quartile 2, Q3: quartile 3, Q4: quartile 4.
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Supplementary Table 1 Multivariable Cox proportional hazard model for the risk of
disease-specific mortality during follow-up after controlling for covariates

Variable HR 95% Cl P
vaue

68 >

Ga-DOTATATETV >35.8 106 16 689 | 001
mL
Liver metastases 35 0.3 40.8 0.3
Lymph-node metastases 3.3 0.6 19.7 0.2
Bone metastases 14 0.3 75 0.7
Lung metastases 04 0.03 52 0.5

PNET vs. Other primary

: 19 04 10.1 05
location

Medica treatment after

) i 0.3 0.06 15 0.1
inclusion

Surgical intervention after

. i 0.2 0.03 19 0.2
inclusion

PRRT or liver-directed

therapy after inclusion 04 | 004 | 28 03

WHO tumor grade 3 vs. 1/2 1.7 0.6 1030 | 0.3

Hereditary syndrome 0.7 0.1 5.3 0.8

Functiona tumor 1.8 0.3 11.3 0.5

HR, hazard ratio; Cl, confidence interval; *Ga-DOTATATE TV, ®¥Ga-DOTATATE-avid
tumor volume; PNET, pancreatic neuroendocrine tumor; PRRT, peptide-receptor
radionuclide therapy; WHO, world health organization



Supplementary Table 2 Multivariable Cox proportional hazard model for the risk for
progression-free during follow-up after controlling for covariates

Variable HR 95% Cl P
value

%8GaDOTATATETV >7.0mL | 30 | 11 87 | 004
13 | 06 | 29 | 06

Liver metastases

Lymph-node metastases 14 | 07 26 | 04

1.9 0.9 3.6 0.08

Bone metastases

Lung metastases 08 0.2 25 0.7
WHO tumor grade 3 vs. 1/2 25 | 03 2 | 04
Hereditary syndrome 1.0 0.4 2.6 0.9

Number of scans 0.8 0.7 1.0 0.1

HR, hazard ratio; Cl, confidence interval; *Ga-DOTATATE TV, ®¥Ga-DOTATATE-avid
tumor volume; PNET, pancreatic neuroendocrine tumor; WHO, world health organization

* No interaction was found for medical treatment, peptide-receptor radionuclide therapy or
liver directed therapy and with ®*Ga-DOTATATE TV (p=0.1)



