SPECIFIC GENOMIC ALTERATIONS IN HIGH GRADE PULMONARY NEUROENDOCRINE TUMOURS WITH CARCINOID MORPHOLOGY
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Supplementary Fig. 1. Morphology and proliferation assessed by Ki-67 expression in the 11 high grade NET with carcinoid morphology (a, b: patient 1; c, d: patient 2; e, f: patient 3; g, h: patient 4; i, j: patient 5; k, l: patient 6; m, n: patient 7; o, p: patient 8; q, r: patient 9; s, t: patient 10; u, v: patient 11).
All samples have a carcinoid morphology on HE (a, c, e, g, i, k, m, o, q, s, u) with high grade Ki-67 proliferation (b: 37%, d: 24%, f: 41%, h: 21%, j: 27%, l: 22%, n: 27%, p: 31%, r: 44%, t: 56%, v: 24%). 
Supplementary Figure 2: CGH profiles of high grade tumours in the eleven patients
Supplementary Fig. 3: Comparison of CGH profiles, morphology and immunohistochemistry in paired samples of patient 7.
The tumour contains areas of low and high grade, both with a carcinoid morphology. CGH profiles showed in the low grade areas (sample 7a) very complex genetic losses in chromosomes 3, 8, 11, 16 and 22 suggesting chromosomal instability. In high grade areas (7b) there was a probable genomic duplication accompanied by additional complex chromosomal rearrangement/gain/loss. 
Supplementary Fig. 4: Comparison of CGH profiles, morphology and immunohistochemistry in paired samples of patient 9.
The tumour contains areas of low and high grade, both with a carcinoid morphology. CGH profiles showed in the low grade areas (sample 9a) an already severely disturbed genome with multiple gains and losses, albeit with different bAF suggesting a clonal heterogeneity and chimotrypsis of chromosomes 11&12. Comparison with high grade revealed a probable genomic duplication with further rearrangements of chromosomes 11&12.
Supplementary Fig. 5: Comparison of CGH profiles, morphology and immunohistochemistry in paired samples of patient 11.
The high grade biopsy (sample 11a) and surgical specimen (sample 11b) had similar CGH profiles, but better seen in the surgical specimen such as the complete LOH of Chr1-2-3. Of interest, there was an additional deep deletion of Chr9 in surgical specimen (arrow).
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