S2 Table. TS expression a_nd 5-FU sensitivity in human cancers - a survey of the Iitera_ture. a

Modulated thymidylate synthase expression and fluorouracil sensitivity

Authors Year Tumour Patient No. Method Responseb Outcome® (5-FU+)d Outcome (L-',-Fu-)e Reference
Okonkwo A 2001 Rectal cancer 25 IHC Yes* - - 1
Cascinu S 2001 CRC 150 IHC - Yes (DFS) - 2
Edler D 2002 CRC 862 IHC - No (+DFS) Yes 3
Aschele C 2002 CRC 124 IHC Yes Yes (+PFS) - 4
Tajima Y 2003 GC 137 IHC - Yes* - 5
Tahara M 2004 GC 29 IHC No - - 6
Shintani Y 2004 NSCLC 116 IHC - - Yes (DFS) 7
Kamoshida S 2004 CRC 37 IHC Yes - - 8
YuZz 2005 BC 197 IHC - Yes - 9
Jakob C 2005 CRC 65 IHC Yes - - 10
Kawano K 2006 SCC 140 IHC - Yes - 11
Dotor E 2006 CRC 129 IHC - No (+DFS) - 12
Fernandez-Contreras ME 2006 CRC 140 IHC - Yes (PFS) - 13
Ajiki T 2006 Gall bladder cancer 53 IHC - Yes* - 14
Sinicrope FA 2006 CRC 320 IHC - No (+DFS) - 15
Harada K 2006 EC 25 IHC - Yes - 16
Fukuda H 2006 GC 62 IHC Yes - - 17
Nakano J 2006 NSCLC 151 IHC - Yes - 18
Popat S 2006 CRC 967 IHC - No - 19
Ciaparrone M 2006 CRC 62 IHC - Yes - 20
Jensen SA 2007 CRC 303 IHC - Yes* - 21
Kwon HC 2007 GC 64 IHC No No - 22
Bertolini F 2007 CRC 91 IHC No No = 23
Bendardaf R 2007 CRC 39 IHC No No (DFS) - 24
LiY 2007 PC 52 IHC = Yes (DFS) = 25
Miyoshi T 2007 NSCLC 54 IHC - Yes - 26
Toi M 2007 BC 192 IHC - No (DFS) Yes (DFS) 27
Bendardaf R 2007 CRC 73 IHC Yes Yes (DFS) - 28
Kim MK 2008 EC 108 IHC Yes No = 29
Negri FV 2008 CRC 57 IHC Yes - - 30
Lee J 2008 GC 467 IHC - No - 31
Soong R 2008 CRC 945 IHC - No Yes* 32
Zheng Z 2008 NSCLC 160 IHC - Yes - 33
Ceppi P 2008 GEP & lung NET 116 IHC - Yes (+PFS) - 34
Honda J 2008 BC 25 IHC No - - 35
Kuo SJ 2008 BC 129 IHC - Yes - 36
Gosens MJ 2008 CRC 38 IHC - No - 37
Bendardaf R 2008 CRC 67 IHC - No/Yes (DFS) - 38
Liy 2009 Bladder cancer 67 IHC - Yes (DFS) - 39
Moreira LR 2009 CRC 32 IHC - No - 40
Kim SH 2009 CRC 70 IHC Yes Yes = 41
Kim JS 2009 GC 153 IHC - No (+DFS) - 42
Ren DN 2009 CRC 150 IHC = No = 43
Kostopoulos | 2009 CRC 498 IHC - No (+DFS) - 44
Cullen KJ 2010 Head and neck SCC 262 IHC - No (+DFS) - 45
Lee HW 2010 NPC 41 IHC - No - 46
Karlberg M 2010 CRC 1389 IHC = = Yes 47
Lee S 2010 EC 72 IHC Yes Yes (PFS) - 48
O'Toole D 2010 GEP NET 18 IHC No - - 49
Choi IS 2011 GC 41 IHC - No (+PFS) - 50
Jeong SH 2011 GC 72 IHC - No - 51
Nishi M 2011 Ccc 29 IHC - - No (+DFS) 52
Yasumatsu R 2011 scC 47 IHC No = = 53
Lee SJ 2011 BC 90 IHC - Yes (PFS) - 54
Conradi LC 2011 Rectal cacner 208 IHC - Yes (+DFS) - 55
Kondo N 2011 PC 106 IHC - - No 56
Kaira K 2011 CRC 80 IHC - - Yes (PFS) 57
Noda E 2012 CRC 39 IHC No - Yes (PFS) 58
van der Zee JA 2012 PC 212 IHC = Yes*/No*(+DFS) Yes (PFS) 59
Formentini A 2012 CRC 140 IHC - Yes Yes (PFS) 60
Yokota K 2012 Thymic carcinoma 24 IHC - No Yes (PFS) 61
Arsenijevic T 2012 Scc 41 IHC No - Yes (PFS) 62
Sulzyc-Bielicka V 2013 CRC 189 IHC - Yes (+DFS) Yes (PFS) 63

a Studies are limited to those that employed immunohistocemistry for TS expression analyses.
b Patient responses to chemotherapy including 5-FU: Yes, a positive correlation bewteen high TS expression and poor responses; No, a negative

c Patient outcomes defined as overall survival, unless otherwise indicated: DFS, disease-free survival; PFS, progreassion-free survival; Yes, a positive
correlation bewteen high TS expression and poor patient outocomes; No, a negative correlation, Yes*, a positive correlation under specific conditions.

d The subjects were patients who underwent chemotherapy including 5-FU

e The subjects were patients who underwent surgery only.
f Other abbreviations: IHC, immunoshitochemistry; CRC, colorectal cancer; GC, gastric cancer; NSCLC, non-small cell lung cancer; BC, breast cancer;
SCC, squamous cell carcinoma; EC, oesophageal cancer; GEP NET, gastroenteropancreatic neuroendocrine tumours; NPC, nasopharyngeal cancer;

CCC, intrahepatic cholangiocell carcinoma; Pancreatic cancer, PC.
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