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Time to Metastasis as a Prognostic Factor in Metastatic Urothelial Carcinoma: Results from the ARON-2 Study
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First-line platinum-based chemotherapy (Cohort 1)
	Subgroup
	Synchronous
	TTM <6 months
	TTM ≥6 months
	p-value

	Males
	20.4 (95% CI 18.3–23.5)
	22.9 (95% CI 19.9–116.5)
	27.5 (95% CI 22.0–32.6)
	0.049

	Age ≥70y
	18.9 (95% CI 14.6–82.0)
	21.0 (95% CI 17.0–116.5)
	26.9 (95% CI 21.2–32.2)
	0.010

	ECOG-PS 0–1
	20.6 (95% CI 18.7–23.5)
	22.3 (95% CI 20.0–116.5)
	28.4 (95% CI 23.3–34.3)
	0.011

	UTUC
	17.6 (95% CI 13.4–77.5)
	21.4 (95% CI 13.8–31.8)
	31.3 (95% CI 22.4–49.0)
	0.020

	Mixed histology
	14.6 (95% CI 12.2–82.0)
	18.4 (95% CI 14.0–31.8)
	36.3 (95% CI 19.9–52.2)
	0.005

	Lung metastases
	19.1 (95% CI 15.0–21.0)
	22.0 (95% CI 15.3–116.5)
	27.2 (95% CI 21.6–30.4)
	0.006


Second-line pembrolizumab (Cohort 2)
	Subgroup
	Synchronous
	TTM <6 months
	TTM ≥6 months
	p-value

	Females
	10.7 (95% CI 6.6–60.0)
	12.4 (95% CI 7.8–16.1)
	23.0 (95% CI 15.3–39.2)
	0.013

	ECOG-PS 0–1
	15.6 (95% CI 13.0–111.2)
	16.7 (95% CI 13.8–86.9)
	23.0 (95% CI 18.4–91.0)
	0.044

	UTUC
	13.2 (95% CI 8.5–72.4)
	13.0 (95% CI 7.7–23.4)
	23.0 (95% CI 18.4–34.6)
	0.015

	Pure UC histology
	15.4 (95% CI 11.7–83.6)
	15.8 (95% CI 13.0–86.9)
	21.2 (95% CI 16.3–91.0)
	0.029

	Lung metastases
	12.9 (95% CI 10.0–83.6)
	15.0 (95% CI 8.8–22.4)
	22.2 (95% CI 17.4–25.8)
	0.002

	Liver metastases
	7.0 (95% CI 4.3–72.4)
	9.8 (95% CI 5.8–23.1)
	14.6 (95% CI 8.0–16.4)
	0.031


Third-line enfortumab vedotin (Cohort 3)
	Subgroup
	Synchronous
	TTM <6 months
	TTM ≥6 months
	p-value

	Lung metastases
	6.4 (95% CI 5.0–9.7)
	10.7 (95% CI 8.5–13.7)
	13.6 (95% CI 9.2–18.7)
	0.021


ECOG-PS = Eastern Cooperative Oncology Group-Performance Status; UC = urothelial carcinoma; UTUC = upper tract urothelial carcinoma; TTM = Time to Metastasis
Table S1. Median overall survival (OS) by subgroups according to time to metastasis (TTM) 
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Figure S1. Selection process from the ARON-2 dataset.
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Figure S2. Map of Countries participating to the ARON-2 Study.
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Figure S3. Hierarchical structure of the study cohorts.
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