SUPPLEMENTARY TABLES

Supplementary Table S1. Treatment dose, duration, interruption and reduction.
	
	Cohort 1
FGFR1 Amp
(n = 32)
	Cohort 2
11q13 Amp
(n = 18)
	Cohort 3
Both Non-Amp
(n = 26)
	All 

(n = 76)

	Treatment starting dose 

	   15 mg daily (n, %)
	25
	78%
	16
	89%
	18
	69%
	59
	78%

	   10 mg daily (n, %)
	7
	22%
	2
	11%
	8
	31%
	17
	22%

	Treatment duration (median, days) (range)
	114 
(10-507)
	57 
(9-220)
	59
(2-565)
	80 
(2-565)

	Relative dose intensity (median, %) (range)
	76% 
(36-100)
	76% 
(53-100)
	73% 
(35-100)
	76% 
(35-100)

	Cumulative dose (median, mg)
   (range)
	1086.3
(150-4737.5)
	655.0
(135-2260)
	527.5
(20-5050)
	762.5
(20-5050)

	% days dosed (median)
   (range)
	96%
(68-100)
	94%
(71-100)
	92%
(52-100)
	94%
(52-100)

	Treatment interruption (n, %)
	18
	56%
	12
	67%
	18
	69%
	48
	63%

	   due to adverse event (%)
	
	64%
	
	95%
	
	61%
	
	67%

	   due to non-compliance (%)
	
	36%
	
	-
	
	34%
	
	30%

	   due to other reasons (%)
	
	-
	
	5%
	
	5%
	
	3%

	Treatment interruption >7 days
	11
	34%
	7
	39%
	10
	39%
	28
	37%

	Dose reduction (n, %)
	20
	63%
	13
	72%
	17
	65%
	50
	66%

	   due to adverse event (%)
	
	94%
	
	94%
	
	82%
	
	89%

	   due to non-compliance (%)
	
	3%
	
	-
	
	-
	
	1%

	   due to dosing error (%)
	
	-
	
	-
	
	4%
	
	1%

	   due to other reasons (%)
	
	3%
	
	6%
	
	15%
	
	8 %

	Number of dose reductions
   (median) (range)
	1
(0-3)
	1
(0-2)
	1
(0-4)
	1
(0-4)

	   0 (n, %)
	12
	38%
	5
	28%
	9
	35%
	26
	34%

	   1 (n, %)
	14
	44%
	10
	56%
	10
	39%
	34
	45%

	   2 (n, %)
	1
	3%
	3
	17%
	5
	19%
	9
	12%

	   3 (n, %)
	5
	16%
	-
	-
	1
	4%
	6
	8%

	   >4 (n, %)
	-
	-
	-
	-
	1
	4%
	1
	1%



Supplementary Table S2BS2A. Performance of the FGF23 ELISA, Kainos Laboratories Inc., cat# CY4000.
	
	FGF23

	Intra assay %CV
	4.0

	Inter assay %CV
	4.4

	Lower limit of detection (pg/mL)
	10.0

	Upper limit of detection (pg/mL)
	800.0




Supplementary Table S2CS2B. Concentration range of FGF23 in serum and plasma samples.
	
	
	
	pg/mL

	
	
	Reported values
	Maximum
	Minimum
	Mean
	Standard deviation

	FGF23
	Serum
	144
	234.5
	10.9
	55.5
	31.8

	
	Plasma
	27
	127.3
	24.7
	58.6
	23.3




Supplementary Table S2C2A. ddPCR assays used for determination of FGFR1 CNV.
	Gene
	Assay Type
	Fluorophore
	Supplier and catalogue #

	FGFR1
	Target
	FAM
	Hs01694937_cn, Life Technologies

	RPPH1
	Reference
	VIC
	4403326, Life Technologies

	TERT
	Reference
	VIC
	4403316, Life Technologies






SUPPLEMENTARY FIGURES LEGENDS
Supplementary Figure S1. A) FINESSE study design. B)  Supplementary Figure S1B. FINESSE CONSORT diagram.
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[bookmark: _GoBack]Supplementary Figure S2. FISH screening results for FGFR1, CCND1/11q and FGF3,4,19. All samples were screened for both FGFR1 and CCND1/11q. Only samples positive for CCND1/11q amplification were assessed for FGF3,4,19 amplification. Of these, 1 patient was not assessed for FGF3,4,19 at the request of the site. 3 patients assessed as FGF3,4,19 amplified by additional evalution criteria to those described in the Methods section, with >50% of tumour cells showing ≥5 gene signals/nucleus.
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Supplementary Figure S2S3. Progression-free survival by A) FGFR1 amplification status by FISH and B) FGFR1 expression by IHC.
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Supplementary Figure S3S4. Expression of endothelial FGF2 and Ki67 presented by trial cohort.
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Supplementary Figure S4S5. Progression free survival by A) endothelial FGF2 and B) endothelial Ki67 expression. 
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SUPPLEMENTARY INFORMATION

Immunohistochemistry dual staining FGF2/CD31 and Ki67/CD31
Dual immunohistochemistry (IHC) for FGF2/CD31 was performed using FGFbasic (Peprotech, 500-P18, rabbit polyclonal) and CD31 (Dako M0823 JC70A, mouse) antibodies. Dual immunohistochemistry (IHC) for Ki67/CD31 was performed using Ki67 (Dako M7240 Mib-1 clone, mouse) and CD31 (Dako M0823 JC70A, mouse) antibodies.
Briefly, tissue sections (3µm thickness) were deparaffinised and rehydrated prior to antigen retrieval. Sections were then stained for target antigen (FGF2 or Ki67) using Dako Envision Flex HRP with 3,3’-diaminobenzidine (DAB, brown stain). Tissue sections were stained for CD31 and colour developed using Dako Envision Flex HRP with TMB blue (blue /green stain). Tissues sections were counter stained with haematoxylin and coverslips mounted using DPX. 
Depending on the size of the tumour sample 3-5 high power fields (HPF) were assessed. An estimate of endothelial content of the tumour sample was made using the CD31 staining. A minimum of 100 CD31 positive cells were counted and the number of cells with positive membrane staining for both FGF2 and CD31 were expressed as a percentage of the total CD31 positive cell count. For Ki67/CD31 dual IHC, a minimum of 100 CD31 positive cells were counted and the number of cells positive for both Ki67 and CD31 was expressed as a percentage of the total CD31 positive cell count. 
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