SUPPLEMENTARY MATERIALS AND METHODS
Tumor samples, Tissue Microarray (TMA) and cancer cell lines

Twenty formalin-fixed paraffin-embedded (FFPE) SCLC samples were obtained from patients who were included in a pilot trial of molecular profiling in thoracic malignancies at the National Cancer Institute (NCI) (NCT01306045). Use of human samples was approved by the NCI Institutional Review Board. Written informed consent was obtained from all patients. Fourteen SCLC tumor samples were purchased from the Lung Cancer Tissue Microarray LC2161 (US Biomax, Inc, Rockville, MD). Multitumor block containing 34 SCLC was generated as previously described.1 These tumors were verified as positive for synaptophysin and TTF1, and with one exception, negative for nuclear p63 labeling.
SCLC cell lines were obtained and maintained as described previously2: GLC4 and GLC4-CDDP, NCI-H69, NCI-H82, NCI-H128, NCI-H146, NCI-H187, NCI-H526, NCI-N592, NCI-H620, NCI-H678, NCI-H792, and NCI-H1173. The DMS-114 cell line was purchased from the American Type Culture Collection (ATCC, Rockville, MD). 
Sequencing 
Exons 2-18 of FGFR1 gene were sequenced in 13 SCLC cell lines. Supplementary Table S1 depicts the primers used for sequencing.  FGFR1 forward and reverse primers were attached with M13F and M13R sequences for sequencing by M13F and M13R primers.
The amplified DNA was sequenced using the BigDye terminator v 3.1 cycle sequencing kit (Applied Biosystems) and 3730xl DNA Analyzer (Applied Biosystems). Results were analyzed using Mutation Surveyor v 3.23 (SoftGenetics LLC, State College, PA).
Real-time polymerase chain reaction (PCR)

The mRNA expression of FGFR1 gene in SCLC cells were evaluated using the Taqman gene expression assay (Applied Biosystems, Foster City, CA), following manufacturer’s instruction. The GAPDH gene was used as endogenous control. Relative expression of the FGFR1 gene of each cell line was analyzed using the 2-ΔΔCt value method and was calibrated to the expression level in the NCI-H69 cell line. 

Copy number of the FGFR1 gene was determined using Taqman copy number assay (Applied Biosystems, Foster City, CA), following manufacturer’s instruction. The ribonuclease P RNA component H1 (RPPH1) gene was used as endogeneous control, which was labeled by VIC probe. The copy number was analyzed using CopyCaller version 1software. The copy number of the FGFR1 gene in the reference genomic DNA was defined as 2. 
Growth inhibition assays

PD173074 was purchased from Selleck Chemicals (Houston, TX), and cisplatin and etoposide from Sigma-Aldrich (St. Louis, MO). SCLC cells were treated with indicated drug at several concentrations up to 10 (M for 72 hours. Cell viability was determined using the CellTiter 96® AQueous One Solution Cell Proliferation Assay (Promega, Madison, WI). The IC50 to the drug was determined at the drug concentration at which 50% of cells were viable comparing to the untreated cells. 
Fluorescence In Situ Hybridization (FISH) for the FGFR1 gene

For interphase FISH analysis, BAC DNA probes RP11-675F6, RP11-100B16, RP11-513D5 labeled with SpectrumOrange were purchased from Empire Genomics (Buffalo, NY). For chromosome enumeration Vysis CEP 8 (Alpha Satellite) Spectrum Aqua-labeled probe (Abbott Molecular, IL, USA, Cat. # 32-111008) was used. FISH assays were performed on 5 (m FFPE tumor sections using a laboratory standardized protocol with slight modifications. 5 µm thick sections of FFPE tissue blocks were de-paraffinized, rehydrated, and antigen retrieval was performed with IHC-Tek Epitope Retrieval Solution (IHC World, Woodstock, MD) with steaming for 25 min. After cooling, slides were subjected to 50 µg/ml pepsin treatment at 37(C, rinsed in PBS solution followed by dehydration in ethanol series. Co-denaturation of the probe and target DNA at 73oC in HYBrite (Abbott Molecular, Chicago, IL) for 5 min was followed by overnight hybridization at 37oC. The next day, slides were washed at 72(C in 0.4X SSC/0.3% Tween-20 for 2 min and then in 2X SSC/0.1% Tween-20 at room temperature for 1 min. The slides were counterstained, mounted with DAPI/Antifade (Vector Laboratories, Burlingame, CA) and analyzed on the BioView Duet-3 fluorescent scanning station using 63X-oil objective and DAPI/FITC/Rhodamine single band pass filters (Semrock, Rochester, NY). At least 100 tumor cell nuclei were scored for each specimen.
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SUPPLEMENTARY TABLE
	Table S1.  FGFR1 primers used for the sequencing

	Exon
	Forward
	Reverse

	2
	GCTCCACTTGGGAAGGAGCC
	CTGGACGCCTTAGTAAGTCCACA

	3
	GGCAGGCAGGGAGCAATGTT
	CCCACTGACCCATGCTCCAA

	4
	GCAGCTGGTCAGGCTCAGGA
	AGGGAGCAGTGGGACTGGGA

	5
	TCATGTTAACAAATGACAAGGCAAG
	GGTCACGGTGCCTGTTCTGC

	6
	CACCTCTCCAACAACGCCTCC
	GCAGAGTGTGAACGGGCTGG

	7
	CCATCCCTGCAGCCCTCTGT
	GGCCTGAAGAGAGGGTGTCCC

	8
	GGCAGGAGCCCCATTCTTCCA
	GGCTGCCAGCATCTGGTGAA

	9
	CCACTGTGCCTTGCCCAGAA
	TGCCTGATCCTCCTAGTGCCA

	10
	CGGTTGGGTTTGTCCTTGTCC
	TGTTGAGGAAAGAACATCAGATACACA

	11
	TGAGGAAAGCCTGCAAGCGA
	CCTTCTGGGCGGTGAAGGTT

	12
	CCTCTGCCAAAGCAGCCTCTC
	TCGCTTGCAGGCTTTCCTCA

	13
	GCAGTGCACAGATCGGACCC
	AAGAGGAGGCAGGAGATGGGA

	14
	CCACTTCACAGGCAGTCGGC
	ACTTGCTGTGCTGGGAGGCA

	15
	TTGTCCATGCGGTGACCCTC
	GCCCTGTGCTGGTGGTTTCA

	16-17
	GAGAGGAAGCAGCGATGGGC
	TCCAGATGTTGAAAGGCTGATCTGT

	18
	TTGGTCCAACATCTGGGAGGG
	CATCGTGGCCTTGACCTCCA


 SUPPLEMENTARY FIGURE

Figure S1 Correlation of IC50 of cisplatin (A) and etoposide (B) with FGFR1 copy number. Correlation of IC50 of cisplatin (C) and etoposide (D) with FGFR1 mRNA expression.
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