Supplementary Table 2 GRADE scoring assessments in all of the pooled outcomes.
	Target Condition
	Summary accuracy (95% CI)
	No. of participants (studies)
	Risk of Bias a
	Inconsistency b
	Indirectness c
	Imprecision d
	Publication Bias e
	Effect per 1,000
patients tested pre-test
probability
	Implications
	Final Rating

	SCLC vs. NSCLC
	Sensitivity: 0.85 (0.78 to 0.90)
	2837 participants (6 studies)
	not serious
	serious
	serious
	serious
	not serious
	TP: 680 (624 to 720)
 FN: 120 (80 to 176)
	FN (Missed cases): 27 (18 to 40) patients with true SCLC brain metastases will be incorrectly classified as NSCLC, potentially missing timely chemoradiotherapy.
	⨁◯◯◯
Very Low

	
	Specificity: 0.90 (0.82 to 0.92)
	
	not serious
	not serious
	not serious
	not serious
	not serious
	TN: 180 (164 to 184);
 FP: 20 (16 to 36)
	FP (False alarms): 82 (66 to 148) patients with true NSCLC brain metastases will be incorrectly classified as SCLC, potentially leading to inappropriate chemoradiotherapy instead of targeted therapy or immunotherapy.
	⨁⨁⨁⨁
High

	AD vs. NAD
	Sensitivity: 0.85 (0.78 to 0.90)
	2837 participants (6 studies)
	not serious
	serious
	serious
	serious
	not serious
	TP: 680 (624 to 720)
 FN: 120 (80 to 176)
	FN (Missed cases): 27 (18 to 40) patients with true AD brain metastases will be incorrectly classified as NAD, potentially missing timely targeted therapy or immunotherapy.
	⨁◯◯◯
Very Low

	
	Specificity: 0.90 (0.82 to 0.92)
	
	not serious
	not serious
	not serious
	not serious
	not serious
	TN: 180 (164 to 184);
 FP: 20 (16 to 36)
	FP (False alarms): 82 (66 to 148) patients with true NAD brain metastases will be incorrectly classified as AD, potentially leading to inappropriate targeted therapy while missing the correct treatment strategy.
	⨁⨁⨁⨁
High


Note: Pre-test probability: 20% for SCLC vs. NSCLC; 18% for AD vs. NAD. 
The results in this table should not be interpreted in isolation from the results of the individual included studies contributing to each summary test accuracy measure. These are reported in the main body of the text of the review.
a. Risk of Bias
Assessed using tools (PROBAST+AI) to evaluate study design and methodology.
Downgrade by 1 level if at least one study has a high risk of bias.
b. Inconsistency
Evaluated by assessing the between-study variance from the bivariate/HSROC model and visual inspection of the summary ROC plot. 
Downgraded by 1 level if the 95% prediction region is substantially larger than the 95% confidence region, indicating unexplained wide variance.
If the heterogeneity is identified (e.g., through meta-regression or bivariate box plot), no downgrade is applied.
c. Indirectness
Evaluated based on the applicability and transferability of the findings to the review question. 
Downgrade by 1 level if there are significant concerns that the study populations, index test applications, or reference standards differ substantially from the targeted clinical setting. Outcome Indirectness: Downgrade if inconsistent outcome measures are used, such as estimating sensitivity/specificity indirectly from ROC-based Youden Index.
d. Imprecision
Assessed based on the width of the 95% confidence intervals (CIs) for the summary estimates of test accuracy. 
Downgrade by 1 level if the CIs are excessively wide (e.g., width > 0.20).
e. Publication Bias
Evaluated using Deek’s Funnel Plot or similar tools.
Evaluated using tools such as Deek's Funnel Plot asymmetry test. 
Downgrade by 1 level if the funnel plot shows significant asymmetry (P-value < 0.10). However, it is acknowledged that the exact mechanisms of reporting bias in diagnostic test accuracy studies are not fully understood, and current methods for testing publication bias have known limitations.

