[bookmark: _GoBack]Table 1. Published clinical reports of BRAF V600E detected after ALK-TKI resistance.
	Study
	Setting
	Prior ALK-TKI
	Resistance finding
	Treatment after BRAF detection
	Outcome/conclusion

	Urbanska et al., 2020
	Serial re-biopsies in ALK-rearranged metastatic NSCLC
	Crizotinib, ceritinib, and alectinib sequentially
	BRAF V600E emerged after ceritinib and persisted after later progression
	Alectinib with mixed response; later pemetrexed, alectinib rechallenge, and lorlatinib
	Supports BRAF V600E as a rare bypass resistance alteration; BRAF/MEK inhibitors were not used at that time; ultimately, lorlatinib was ineffective

	Zhang et al., 2022
	Advanced lung adenocarcinoma with EML4-ALK and high PD-L1
	Alectinib
	Liver biopsy showed BRAF V600E with persistent EML4-ALK
	Ensartinib + dabrafenib, then lorlatinib + dabrafenib
	Ensartinib + dabrafenib caused fever, chills, fatigue, and anorexia; PD after 1 month. Lorlatinib + dabrafenib: PD. OS: 10 months.

	Ogimoto et al., 2024
	Young adult with HIP1-ALK-rearranged lung adenocarcinoma
	Alectinib, then lorlatinib
	Pericardial effusion showed BRAF V600E with ALK V1180L
	dabrafenib + trametinib; later chemotherapy and brigatinib
	Dual BRAF/MEK inhibition: worsening pericardial effusion and lung mass after 1 month. Subsequent brigatinib improved abdominal distension and ascites.

	Present case
	ALK-rearranged lung adenocarcinoma after durable lorlatinib benefit
	Lorlatinib for >36 months
	Lung biopsy showed ZNF804A-ALK, EML4-ALK, and BRAF V600E
	Lorlatinib + dabrafenib + trametinib
	Partial response at 1 month; 
longer follow-up pending


PD, progressive disease; OS, overall survival.

