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Supplementary methods - Diagnostic performance analysis
Diagnostic performance metrics were calculated using standard 2×2 contingency tables. FDG-PET results were classified as positive or negative based on the final report, and compared with the reference standard, defined as histopathological confirmation when available, imaging follow-up, or clinical follow-up.
True positives (TP) were defined as PET-positive examinations with confirmation of disease at the reference standard. False positives (FP) were PET-positive examinations without confirmation of disease. True negatives (TN) were PET-negative examinations in which disease was excluded by the reference standard, while false negatives (FN) were PET-negative examinations in which disease was subsequently confirmed.
Sensitivity, specificity, positive predictive value (PPV), negative predictive value (NPV), and diagnostic accuracy were calculated according to the following formulas:
· Sensitivity = TP / (TP + FN)

· Specificity = TN / (TN + FP)

· Positive predictive value (PPV) = TP / (TP + FP)

· Negative predictive value (NPV) = TN / (TN + FN)

· Accuracy = (TP + TN) / (TP + FP + TN + FN)
Contingency table are available in Supplementary Table S4.












Supplementary Table S1. Diagnostic yield of FDG-PET according to clinical indication
	Clinical indication
	PET positive n (%)
	Disease confirmed n (%)
	False positive n (%)

	Lymphadenopathy (n=85)
	53 (62.4%)
	45 (84.9%)
	8 (15.1%)

	Pulmonary lesions (n=126)
	84 (66.7%)
	73 (86.9%)
	11 (13.1%)

	Fever / inflammation (n=273)
	127 (46.5%)
	117 (92.1%)
	10 (7.9%)

	Overall diagnostic cohort (n=780)
	424 (54.4%)
	365 (86.1%)
	59 (13.9%)







Supplementary Table S2 Diagnostic performance by subgroup
	Subgroup
	Sensitivity
	Specificity
	PPV
	NPV
	Accuracy

	Overall cohort
	91.7% 
(95% CI 88.6-94.2)
	84.6% 
(95% CI 80.5-88.0)
	86.1%
(95% CI 82.4-89.2)
	90.7% 
(95% CI 87.2-93.5)
	88.2% 
(95% CI 85.7-90.4)

	Lymphadenopathy
	97.8% 
(95% CI 88.5-99.9)
	79.5% 
(95% CI 63.4-90.7)
	84.9% (95% CI 72.4-93.3)
	96.9% 
(95% CI 83.8-99.9)
	89.4% 
(95% CI 80.8-95.0)

	Pulmonary lesions
	98.6% 
(95% CI 92.7-100.0)
	78.8% 
(95% CI 65.3-88.9) 
	86.9% (95% CI 77.8-93.3)
	97.6% 
(95% CI 87.4-99.9)
	90.5% 
(95% CI 84.0-95.0)

	Fever/inflammation
	99.2% 
(95% CI 95.4-100.0)
	93.5% 
(95% CI 88.5-96.9)
	92.1% (95% CI 86.0-96.2)
	99.3% 
(95% CI 96.2-100.0)
	96.0% 
(95% CI 92.9-98.0)







Supplementary Table S3 Distribution of indications and PET positivity rate within the “Other diagnostic indications” subgroup.
	Clinical indication
	n (%)
	PET positive n (%)

	Other non-specific diagnostic indication
	197 (66.6%)
	106 (53.8%)

	Endocarditis work-up
	34 (11.5%)
	21 (61.8%)

	Abdominal or other masses
	32 (10.8%)
	19 (59.4%)

	Suspected vasculitis
	19 (6.4%)
	13 (68.4%)

	Arthralgia / systemic inflammatory disease
	8 (2.7%)
	4 (50.0%)

	Total
	296 (100%)
	163 (55.1%)







Supplementary Table S4 Contingency tables used to calculate diagnostic performance metrics of FDG-PET in the overall cohort and in the main clinical subgroups.
	Clinical subgroup
	PET result
	Disease present
	Disease absent
	Total

	Overall cohort (n = 780)
	PET positive
	365
	59
	424

	
	PET negative
	33
	323
	356

	Lymphadenopathy (n = 85)
	PET positive
	45
	8
	53

	
	PET negative
	1
	31
	32

	Pulmonary lesions (n = 126)
	PET positive
	73
	11
	84

	
	PET negative
	1
	41
	42

	Fever / inflammatory syndrome (n = 273)
	PET positive
	117
	10
	127

	
	PET negative
	1
	145
	146
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