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Supplementary Table S1. Complete immunohistochemistry (IHC) marker panel for Bx1 (right supraclavicular lymph node, 26 November 2025; classical SCLC) and Bx2 (right upper lobe lung mass, 21 January 2026; HG-NEC transformation with C-MET upregulation). Markers are organised by biological function: epithelial/lineage, lung-specific, neuroendocrine, proliferation, and therapeutic targets. Results for the neuroendocrine and proliferation markers (CD56, Syn, CgA, INSM1, TTF-1, C-MET, Ki-67) are quoted from the §Second Biopsy and Phenotypic Shift on Repeat Biopsy section of the manuscript; the remaining epithelial/lineage and lung-specific markers are summarised from the comparative IHC heatmap (Figure 4) of the manuscript and are provided here for completeness. Five-level discrete IHC scale: − (Negative), F+ (Few/Focal +), P+ (Partial +), + (Positive +), ++ (Strong +).
	#
	Marker
	Biological function
	Bx1 (Nov 2025, R-SCLN, SCLC)
	Bx2 (Jan 2026, RUL mass, HG-NEC)

	1
	CK (pan-cytokeratin, AE1/AE3)
	Epithelial / lineage
	+
	+

	2
	CK7
	Epithelial / lineage
	+
	+

	3
	CK5/6
	Epithelial / lineage (squamous)
	−
	−

	4
	P40
	Epithelial / lineage (squamous)
	−
	−

	5
	P63
	Epithelial / lineage (squamous)
	−
	−

	6
	TTF-1 (Thyroid Transcription Factor-1)
	Lung-specific
	+
	+

	7
	Napsin A
	Lung-specific (adenocarcinoma)
	−
	−

	8
	CD56 (NCAM)
	Neuroendocrine
	+
	+

	9
	Syn (Synaptophysin)
	Neuroendocrine
	+
	P+ (partial attenuation)

	10
	CgA (Chromogranin A)
	Neuroendocrine
	− (not acquired)
	F+ (newly acquired)

	11
	INSM1 (Insulinoma-associated protein 1)
	Neuroendocrine
	+
	P+ (partial attenuation)

	12
	Ki-67
	Proliferation
	90% (++)
	60% (+)

	13
	C-MET (c-MET / MET)
	Therapeutic target
	10% weak (F+)
	80% strong (++) with additional 10% weak (F+)

	14
	ALK (D5F3 / 5A4)
	Therapeutic target
	−
	−

	15
	NUT (NUTM1)
	Therapeutic target (NUT carcinoma exclusion)
	−
	−


R-SCLN = right supraclavicular lymph node; RUL = right upper lobe; SCLC = small cell lung cancer; HG-NEC = high-grade neuroendocrine carcinoma.

Key comparative observations (Bx1 → Bx2)
· C-MET upregulation Evolution (10% weak+ → 80% strong+) — the central novel observation of the manuscript; documented here as Bx1: F+ (10%, weak intensity) → Bx2: ++ (80%, strong membrane staining) with a residual 10% weak-positive component.
· Neuroendocrine marker re-patterning — Syn and INSM1 partially attenuated (P+) in Bx2; CgA newly acquired (F+ in Bx2 vs negative in Bx1). This shift, together with the change in cell morphology (small round-blue cells with nuclear molding → larger polygonal cells with vesicular nuclei and prominent nucleoli) and the Ki-67 decline (90% → 60%), is consistent with high-grade neuroendocrine carcinoma (HG-NEC) transformation under ICI pressure.
· Lung-lineage retention — TTF-1 positivity preserved across both biopsies, supporting continued pulmonary origin. Squamous markers (CK5/6, P40, P63) negative in both, excluding squamous differentiation. Napsin A negative, excluding adenocarcinoma component.
· Therapeutic target screening — ALK (D5F3) negative; NUT negative (excludes NUT carcinoma rearrangement). Strong C-MET expression (80%, 2+/3+ equivalent) on Bx2 raises the possibility of MET dependence, but MET exon 14 skipping / amplification by FISH or NGS was not performed in this case (a stated limitation in §Discussion → Limitations).
· Ki-67 inter-site heterogeneity — the Bx1 (90%) → Bx2 (60%) decline most likely reflects inter-site spatial heterogeneity (Bx1: lymph node metastasis; Bx2: lung primary) rather than a true biological reduction in proliferative fraction, as noted in the manuscript text.

Methods note (for reviewer reference)
· Bx1: 26 November 2025 — right supraclavicular lymph node core-needle biopsy; formalin-fixed, paraffin-embedded; IHC performed at the Department of Pathology, Hainan Cancer Hospital.
· Bx2: 21 January 2026 — right upper lobe lung mass core-needle biopsy; same processing pipeline.
· Staining platform: Autostainer (Dako/Roche Ventana, manufacturer per local laboratory); antibodies and clones are recorded in the institutional pathology report on file with the corresponding author.
· Scoring: Two independent pathologists (Xiayu Wu, Quan Cheng) scored each marker; discrepant scores adjudicated by joint review at a multi-headed microscope. Five-level discrete scale (− / F+ / P+ / + / ++) adopted for cross-biopsy comparability.
· H-score / percentage reported where the original report provided continuous data (C-MET, Ki-67); the five-level discrete scale is used for the remaining markers for cross-biopsy comparability.
· Markers not performed in this case (v10.1.1 enhancement): RB1 and TP53 immunohistochemistry were not performed. TP53/RB1 alterations are the canonical molecular hallmark of SCLC and of SCLC→HG-NEC lineage plasticity, and their absence is a recognised limitation of the present IHC panel; this is also stated in the main manuscript’s §Limitations section. Molecular confirmation by targeted next-generation sequencing was not pursued in this case.

Reproducibility
De-identified pathology images for the two biopsies and the full IHC heatmap comparison are presented in Figure 3 (representative IHC photomicrographs) and Figure 4 (15-marker comparative heatmap) of the main manuscript. Original scanned slide images are archived in the Department of Pathology, Hainan Cancer Hospital, and are available from the corresponding author on reasonable request, subject to the data-sharing constraints described in the manuscript’s Footnote 3.6.2.
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