Supplementary data

Supplementary table 1. Full search strategy 
	ID
	Search

	#1
	MeSH descriptor: [Esophageal Neoplasms] explode all trees

	#2
	MeSH descriptor: [Stomach Neoplasms] explode all trees

	#3
	((esophag* or oesophag* or stomach or gastric or gastroesophag* or gastrooesophag*) and (neoplas* or cancer* or carcino* or adenocarcino* or tumor or tumors or tumour or tumours or malig*)):ti,ab,kw 

	#4
	#1 or #2 or #3 

	#5
	MeSH descriptor: [Palliative Care] explode all trees

	#6
	MeSH descriptor: [Neoplasm Metastasis] explode all trees

	#7
	(palliat* or advanced or metasta* or irresect* or unresect* or un-resect* or non-resect* or nonresect* or inopera* or non-opera* or nonopera* or unopera*):ti,ab,kw 

	#8
	#5 or #6 or #7 

	#9
	MeSH descriptor: [Drug Therapy, Combination] explode all trees

	#10
	MeSH descriptor: [Drug Combinations] explode all trees

	
	Supplementary table 1 (continued)

	#11
	MeSH descriptor: [Antineoplastic Agents] explode all trees

	#12
	MeSH descriptor: [Anthracyclines] explode all trees

	#13
	MeSH descriptor: [Leucovorin] explode all trees

	#14
	MeSH descriptor: [Organoplatinum Compounds] explode all trees

	#15
	MeSH descriptor: [Oxonic Acid] explode all trees

	#16
	MeSH descriptor: [Taxoids] explode all trees

	#17
	(chemotherap* or polytherap* or polychemotherap* or combination* or two-agent* or two-drug* or double-drug* or doublet* or three-agent* or three-drug* or triple* or multi-agent or multi-drug or active agent* or antineoplastic* or anti-neoplastic* or anticancer* or anti-cancer* or antitumor* or anti-tumor* or antitumour* or anti-tumour* or anthracyclin* or capecitabine or carboplatin* or cisplatin* or docetaxel or doxorubicin* or epirubicin* or fluoropyrimidine* or fluorouracil or 5-FU or folinic acid or irinotecan or leucovorin* or mitomycin* or organoplatin* or oteracil or oxaliplatin* or oxonic acid or paclitaxel or platin* or S-1 or taxane* or tegafur):ti,ab,kw 

	#18
	#9 or #10 or #11 or #12 or #13 or #14 or #15 or #16 or #17 

	#19
	#4 and #8 and #18 in Trials






Supplementary Figure 1.  Flowchart of included studies with the database search (left) and studies obtained from conference search (right). n = number of studies.
References for full-text assessment
n = 191
 
 
 
References derived from Medline, EMBASE and CENTRAL
until February 2017 
n = 7888
Unique references for screening based on title and abstract
n = 5765
 
Studies eligible for systematic review: n = 93

 
 


Excluded after detailed assessment: n = 107
- Studies without data on toxicity: n = 83
- Outdated preliminary results: n = 11 
- Study described two simultaneously conducted single arm studies: n = 3
- Retrospective studies: n = 2
- Not randomized: n = 3
- Protocol: n = 3
- Study with outdated chemotherapy arms: n = 2
 
Excluded based on title and abstract 
n = 5574
Removed duplicates
n = 2123
 
Additional studies identified from conference meetings
n = 9
 
 
 
References derived from ASCO (n = 1491) and ESMO (n = 357) until February 2017 
Total n = 1848
Excluded based on title and abstract 
n = 1839






Supplementary table 2. Baseline characteristics of included studies 
Abbreviations: 5-FU: 5-fluorouracil, Cap: capecitabine, Cis: cisplatin, DTX: docetaxel, Epi: Epirubicin, GEJ: gastro-esophageal junction, KPS: Karnofsky Performance Status, LV: leucovorin, Ox: oxaliplatin, PTX: paclitaxel, DTX: docetaxel, Epi: epirubicin, Doxo: doxorubicin, Iri: irinotecan, HD: high dose, PVI: protracted vein infusion, GF: growth factor. NA: Not available. 
Notes: † Mean age; ‡ KPS <80
	[bookmark: _Hlk535235660]Studies
	No.
	Regimen 
	Male 
No. (%)
	Age 
Median (range)
	Stage IV 
No. (%)
	WHO≥2 
No. (%)

	Fluoropyrimidine monotherapy
	 
	 
	 
	 

	5-FU
	 
	 
	 
	 

	Coombes 1994 [1]
	33
	5-FU
	NA
	NA
	NA
	NA

	Loehrer 1994 [2]
	69
	5-FU
	NA
	59 (19-79)
	25 (36)
	22 (32)

	Colucci 1995 [3]
	31
	5-FU/LV
	20 (65)
	58 (31-75)
	16 (52)
	KPS 80

	Bouché 2004 [4]
	45
	5-FU/LV
	37 (82)
	64 (45-75)
	45 (100)
	12 (27)

	Boku 2009 [5]
	215
	5-FU
	158 (73)
	63 (32-75)
	NA
	2 (1)

	Lutz 2007 [6]
	53
	HD-FU/LV
	42(79)
	65 (31-74)
	53 (100)
	4 (8)

	Ohtsu 2003 [7]
	105
	5-FU
	75 (71)
	63 (27-75)
	90 (86)
	10 (10)

	Sawaki 2009 [8]
	89
	5-FU
	71 (80)
	65 (44-77)
	65 (73)
	4 (5)

	Kondo 2000 [9]
	85
	5FU
	62 (73)
	65 (44-80)
	NA
	27 (32)

	Tebutt 2002 [10]
	123
	PVI-5FU
	94 (76)
	72 (52-84)
	100 (81)
	37 (30)

	Supplementary table 2. (continued)
	
	
	
	
	
	

	Studies
	No.
	Regimen 
	Male 
No. (%)
	Age 
Median (range)
	Stage IV 
No. (%)
	WHO>2 
No. (%)

	Shirao 2013 [11]
	119
	5-FU
	66 (55)
	61 (31-75)
	119 (100)
	4 (3)

	Capecitabine
	 
	 
	 
	 

	Hwang 2017 [12]
	26
	Cap
	16 (62)
	77 (70-83)
	26 (100)
	6 (23)

	Lee 2008 [13]
	46
	Cap
	30 (65)
	71 (66-78)
	46 (100)
	4 (8.7)

	Hall 2017 [14]
	19
	Cap
	15 (79)
	75 (57-87)
	18 (95)
	7 (37)

	S-1
	 
	 
	 
	 

	Jin 2008 [15]
	77
	S-1
	56 (73)
	57 (32-82)
	77 (100)
	12 (16)

	Koizumi 2008 [16]
	150
	S-1
	116 (71)
	62 (28-74)
	150 (100)
	5 (3)

	Lu 2014 [17]
	47
	S-1
	33 (70)
	65 (34-74)
	47 (100)
	4 (9)

	Koizumi 2014  [18]	
	321
	S-1
	229 (71)
	65 (27-79)
	321 (100)
	0 (0)

	Wang 2013 [19]
	41
	S-1
	30 (73)
	61 (31-73)
	41 (100)
	3 (7)

	Boku 2009 [5]
	219
	S-1
	162 (74)
	64 (39-75)
	NA
	3 (1)

	Yoshino 2016 [20]
	146
	S-1
	107 (73)
	74 (32-94)
	NA
	5 (3)

	Hironaka 2016 [21]
	48
	S-1/LV
	33 (70)
	65 (60–70)
	47 (100)
	0 (0)

	Sawaki 2009 [8]
	88
	S-1
	66 (75)
	63 (32-77)
	68 (77)
	3 (3)

	Komatsu 2011 [22]
	47
	S-1
	37 (79)
	63 (24-76)
	NA
	0 (0)

	Lee 2008 [13]
	45
	S-1
	37 (82)
	71 (65-82)
	45 (100)
	2 (4)

	Cisplatin-containing doublet
	 
	 
	 
	 

	Cisplatin+5-FU	CF
	 
	 
	 
	 

	KRGCGC 1992 [23]
	26
	Cis+5-FU
	14 (54)
	NA
	NA
	10 (38)

	Van Cutsem 2006 [24]
	224
	Cis+5-FU
	158 (71)
	55 (25-76)
	217 (97)
	3 (1)

	Wang 2015 [25]
	115
	Cis+5-FU
	88 (77)
	56 (33-74)
	115 (100)
	7 (6)

	Lutz 2007 [6]
	51
	Cis+HD-5-FU/LV
	40 (78)
	62 (39-75)
	51 (100)
	2 (4)

	Ohtsu 2003 [7]
	102
	Cis+5-FU
	77 (75)
	63 (19-75)
	90 (86)
	10 (10)

	Bouché 2004 [4]
	44
	Cis+5-FU/LV
	35 (80)
	64 (43-76)
	44 (100)
	22 (25)

	Dank 2008 [26]
	163
	Cis+5-FU
	108 (66)
	59 (28-77)
	155 (95)
	2 (1)

	Al-Batran 2008 [27]
	108
	Cis+5-FU/LV
	81 (75)
	64 (27-85)
	98 (91)
	11 (10)

	Ikeda 2009 [28]
	25
	Cis+5-FU
	23 (92)
	65 (45-74)
	25 (100)
	2 (8)

	Vanhoefer 2000 [29]
	127
	Cis+5-FU
	91 (68)
	57 (24-74)
	127 (100)
	20 (15)

	Ridwelski 2008 [30]
	134
	Cis+5-FU/LV
	NA
	NA
	NA
	NA

	Ajani 2010 (FLAGS) [31]
	508
	Cis+5-FU
	347 (68)
	60 (20-85)
	488 (96)
	0 (0)

	Ajani 2017 (DIGEST) [32]
	122
	Cis+5-FU
	60 (49)
	56 (27-83)
	122 (100)
	0 (0)

	Lee 2009 [33]
	86
	Cis+5-FU
	62 (72)
	54 (24-70)
	86 (100)
	4 (6)

	Kang 2009 [34]
	156
	Cis+5-FU
	108 (69)
	56 (22-73)
	153 (98)
	NA

	Li 2015 [35]
	116
	Cis+5-FU
	85 (73)
	55 (NA)
	116 (100)
	4 (3)
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	Studies
	No.
	Regimen 
	Male 
No. (%)
	Age 
Median (range)
	Stage IV 
No. (%)
	WHO>2 
No. (%)

	Cisplatin+S-1	CF
	 
	 
	 
	 

	Jin 2008 [15]
	74
	S-1 + Cis
	55 (74)
	57 (24-80)
	NA
	NA

	Koizumi 2008 [16]
	148
	S-1 + Cis
	108 (73)
	62 (33-74)
	148 (100)
	4 (3)

	Yamada 2015 [36]
	335
	S-1 + Cis
	237 (73)
	65 (29-85)
	324 (100)
	4 (1)

	Mochiki 2012 [37]
	41
	S-1 + Cis
	30 (73)
	63 (NA)
	41 (100)
	0 (0)

	Du 2015 [38]
	31
	S-1 + Cis
	26 (84)
	53 (30-76)
	18 (58)
	0 (0)

	Hironaka 2016 [21]
	48
	S-1 + Cis
	38 (79)
	65 (59–69)
	48 (100)
	0 (0)

	Li 2015 [35]
	120
	S-1 + Cis
	84 (70)
	53 (41-65)
	120 (100)
	7 (6)

	Ryu 2015 (SOS) 
3 weeks cisplatin [39]
	306
	S-1 + Cis 
	231 (75)
	60 (27-74)
	306 (100)
	10 (3)

	Bando 2016 Age ≥70 [40]
	104
	S-1 + Cis
	81 (77)
	73 (70-85)
	104 (100)
	1 (1)

	Bando 2016 Age <70 [40]
	238
	S-1 + Cis
	169 (71)
	62 (29-69)
	238 (100)
	3 (1)

	Ajani 2010 (FLAGS) [31]
	521
	S-1 + Cis
	382 (73)
	59 (18-83)
	497 (95)
	0 (0)

	Ajani 2017 (DIGEST) [32]
	230
	S-1 + Cis
	124 (52)
	56 (25-86)
	239 (100)
	0 (0)

	Kobayashi 2015 [41]
	56
	S-1 + Cis
	30 (56)
	65 (44-74)
	NA
	1 (2)

	Fujitani 2016 [42]
	86
	S-1 + Cis
	56 (65)
	59 (49-67)
	82 (95)
	NA

	Wu 2015 [43]
	36
	S-1 + Cis
	25 (69)
	64 (44-85)
	NA
	0 (0)
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	Studies
	No.
	Regimen 
	Male 
No. (%)
	Age 
Median (range)
	Stage IV 
No. (%)
	WHO>2 
No. (%)

	Ryu 2016 (SOPP) [44]
	164
	S-1 + Cis
	NA
	NA
	NA
	NA

	Cisplatin+Capecitabine	CF
	 
	 
	 
	 

	Moehler 2010 [45]
	55
	Cap+Cis
	36 (66)
	64 (31-76)
	55 (100)
	15 (27)‡

	Eatock 2013 [46]
	56
	Cap+Cis
	45 (80)
	62 (37-84)
	56 (100)
	2 (4)

	Lordick 2013 [47]
	449
	Cap+Cis
	334 (74)
	59 (18-81)
	436 (97)
	0 (0)

	Kim 2014 [48]
	124
	Cap+Cis
	91 (76)
	54 (20-78)
	120 (100)
	1 (1)

	Ohtsu 2011 (AVAGAST) [49]
	381
	Cap+Cis
	258 (67)
	59 (22-82)
	378 (98)
	20 (5)

	Kobayashi 2015 [41]
	55
	Cap+Cis
	45 (82)
	65 (31-74)
	NA
	2 (4)

	Shen 2014 [50]
	102
	Cap+Cis
	74 (73)
	56 (NA)
	102 (100)
	5 (5)

	Kang 2009 [34]
	160
	Cap+Cis
	103 (64)
	56 (26-74)
	160 (100)
	16 (10)‡

	Yun 2010 [51]
	45
	Cap+Cis
	34 (76)
	58 (33-75)
	NA
	4 (9)

	Bang 2010 (ToGA) [52]
	290
	Cap+Cis
	218 (75)
	59 (48-70)
	280 (97)
	27 (9)

	Cisplatin+Irinotecan
	
	CI
	 
	 
	 
	 

	Boku 2009 [5]
	216
	Cis+Iri
	165 (76)
	63 (32-75)
	NA
	3 (1)

	Pozzo 2004 [53]
	72
	Cis+Iri
	46 (64)
	59 (33-74)
	72 (100)
	0

	Cisplatin+Docetaxel
	
	CT
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	Studies
	No.
	Regimen 
	Male 
No. (%)
	Age 
Median (range)
	Stage IV 
No. (%)
	WHO>2 
No. (%)

	Ajani 2005 [54]
	76
	Cis+DTX
	53 (70)
	57 (21-83)
	76 (100)
	1 (1)

	Roth 2007 [55]
	38
	Cis+DTX
	29 (76)
	58 (40-70)
	31 (82)
	0 (0)

	Ridwelski 2008 [30]
	133
	Cis+DTX
	NA
	NA
	NA
	NA

	Jeung 2011 [56]
	41
	Cis+DTX
	28 (74)
	60 (22-75)
	38 (100)
	6 (15)

	Sym 2014 [57]
	38
	Cis+DTX
	28 (74)
	56 (35-74)
	21 (55)
	5 (13)

	Non-Cisplatin based Fluoropyrimidine doublets
	 
	 
	 
	 

	5-FU+Irinotecan
	
	FI
	 
	 
	 
	 

	Bouché 2004 [4] 
	45
	5FU/LV+Iri
	38 (84)
	65 (37-76)
	45 (100)
	10 (22)

	Dank 2008 [26]
	170
	5FU/LV+Iri
	125 (73)
	58 (29-76)
	163 (97)
	1 (1)

	Guimbaud 2014 [58]
	203
	5FU/LV+Iri
	155 (75)
	61 (29-81)
	176 (85)
	27 (13)

	Park 2008 [59]
	45
	5FU/LV+Iri
	30 (65)
	55 (26-73)
	13 (29)
	11 (24)

	Pozzo 2004 [53]
	74
	5FU/LV+Iri
	57 (77)
	57 (39-75)
	73 (99)
	0 (0)

	Moehler 2005 [60]
	56
	5FU/LV+Iri
	40 (71)
	61 (41-73)
	56 (100)
	15 (23)‡

	Capecitabine+Irinotecan 
	FI
	 
	 
	 
	 

	Moehler 2010 [45]
	57
	Cap+Iri
	42 (74)
	61 (40-76)
	57 (100)
	10 (18)‡

	S-1+Irinotecan 
	
	FI
	 
	 
	 
	 

	Supplementary table 2. (continued)
	
	
	
	
	

	Studies
	No.
	Regimen 
	Male 
No. (%)
	Age 
Median (range)
	Stage IV 
No. (%)
	WHO>2 
No. (%)

	Komatsu 2011 [22]
	48
	S-1+Iri
	34 (70.8)
	70 (47-78)
	NA
	0 (0)

	Narahara 2011 [61]
	155
	S-1+Iri
	110 (71)
	63 (33-75)
	155 (100)
	5 (3)

	Sugimoto 2014 [62]
	51
	S-1+Iri
	38 (75)
	64 (25-75)
	NA
	2 (4)

	5-FU+Oxaliplatin
	FOX
	 
	 
	 
	 

	Al-Batran 2008 [27]
	112
	5-FU/LV+Ox
	64 (57)
	64 (33-86)
	109 (97)
	9 (8)

	Al-batran 2013 [63]
	71
	5-FU/LV+Ox
	45 (63)
	70 (max: 82)
	49 (68)
	6 (8)

	Yoon 2016 [64]
	84
	5-FU/LV+Ox
	61 (73)
	60 (34-82)
	84 (100)
	0 (0)

	S-1+Oxaliplatin
	FOX
	 
	 
	 
	 

	Lu 2014 [17]
	47
	S-1+Ox
	34 (72)
	63 (37-75)
	47 (100)
	5 (11)

	Yamada 2015 [36]
	318
	S-1+Ox
	240 (75)
	65 (21-83)
	318 (100)
	3 (1)

	Hironaka 2016 [21]
	47
	S-1+Ox
	33 (70)
	65 (58-71)
	40 (85)
	0 (0)

	Kim 2012 [65]
	65
	S-1+Ox
	44 (68)
	60 (28-77)
	47 (72)
	0 (0)

	Zhang 2014 [66]
	26
	S-1+Ox
	NA
	NA
	NA
	NA

	Bando 2016 >=70 [40]
	116
	S-1+Ox
	91 (78)
	73 (70-83)
	116 (100)
	3 (3)

	Bando 2016 <70 [40]
	227
	S-1+Ox
	168 (74)
	62 (21-69)
	227 (100)
	3 (1)

	Dai 2016 [67]
	30
	S-1+Ox
	19 (63)
	57 (20-75)
	NA
	NA
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	Studies
	No.
	Regimen 
	Male 
No. (%)
	Age 
Median (range)
	Stage IV 
No. (%)
	WHO>2 
No. (%)

	Ryu 2016 (SOPP) [44]
	173
	S-1+Ox
	NA
	NA
	NA
	NA

	Capecitabine+Oxaliplatin
	FOX
	 
	 
	 
	 

	Hwang 2017 [12] 
	24
	Cap+Ox
	18 (75)
	75 (70-84)
	24 (100)
	4 (17)

	Hall 2017 [14]
	19
	Cap+Ox
	13 (68)
	77(50-85)
	17 (89)
	5 (26)

	Hecht 2015 [68]
	267
	Cap+Ox
	176 (74)
	59 (27-84)
	228 (96)
	22 (9)

	Kim 2012 [65]
	64
	Cap+Ox
	45 (70)
	61 (20-75)
	46 (72)
	0 (0)

	S-1+Docetaxel 
	FT
	 
	 
	 
	 

	Ikeda 2009 [28]
	24
	S-1+DTX
	19 (79)
	58 (32-74)
	24 (100)
	3 (13)

	Koizumi 2014 [18]
	310
	S-1+DTX
	227 (72)
	65 (23-79)
	314 (100)
	0 (0)

	Jeung 2011 [56]
	41
	S-1+DTX
	31 (84)
	56 (26-71)
	37 (100)
	4 (10)

	5-FU+Docetaxel 
	FT
	 
	 
	 
	 

	Thuss-patience 2005 [69]
	45
	5-FU+DTX
	29 (64)
	62 (34-75)
	44 (98)
	2 (4)

	Roy 2012 [70]
	43
	5-FU+DTX
	35 (81)
	60 (38-74)
	43 (100)
	0 (0)

	Park 2006 [71]
	39
	5-FU+DTX
	26 (66.6)
	51 (27-74)
	NA
	6 (15)

	S-1+Paclitaxel 
	FT
	 
	 
	 
	 

	Sugimoto 2014 [62]
	51
	S-1+PTX
	38 (75)
	62 (30-75)
	NA
	0 (0)
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	Studies
	No.
	Regimen 
	Male 
No. (%)
	Age 
Median (range)
	Stage IV 
No. (%)
	WHO>2 
No. (%)

	Mochiki 2012 [37]
	42
	S-1+PTX
	31 (74)
	63 (62-65)
	42 (100)
	0 (0)

	Huang 2013 [72]
	119
	S-1+PTX
	89 (75)
	56 (18-74)
	112 (94)
	KPS 80

	Nishikawa 2012 [73]
	77
	S-1+PTX
	53 (69)
	67 (40-82)
	77 (100)
	0 (0)

	Wang 2013 [19]
	41
	S-1+PTX
	32 (78)
	63 (35-74)
	41 (100)
	4 (10)

	5-FU+Paclitaxel
	
	FT
	 
	 
	 
	 

	Tesselaar 2008 [74]
	47
	HD-5FU/LV+PTX
	NA
	NA
	NA
	NA

	Huang 2013 [72]
	110
	5-FU+PTX
	76 (69)
	54 (19-72)
	102 (93)
	KPS 80

	Nishikawa 2012 [73]
	80
	5-FU+PTX
	60 (75)
	67 (47-90)
	80 (100)
	0 (0)

	Park 2006 [71]
	38
	5-FU+PTX
	19 (50)
	53 (36-73)
	NA
	8 (21)

	Antracycline-containing triplet
	 
	 
	 
	 

	Epirubicin+Cisplatin+5-FU
	ACF
	 
	 
	 
	 

	Roth 1999 [75]
	61
	Epi+Cis+5-FU
	37 (61)
	56 (NA)
	54 (89)
	30 (49)

	Cocconi 2003  [76]
	98
	Epi+Cis+5-FU/LV
	67 (68)
	62 (26-74)
	82 (84)
	NA

	Webb 1997  [77]
	126
	Epi+Cis+5-FU
	99 (79)
	59 (35-79)
	79 (63)
	30 (24)

	KRGCGC 1992 [23]
	30
	Epi+Cis+5-FU
	20 (66)
	NA
	NA
	12 (40)

	Cunningham 2008 [78]
	249
	Epi+Cis+5-FU
	201 (81)
	65 (22-83)
	249 (100)
	29 (12)
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	Studies
	No.
	Regimen 
	Male 
No. (%)
	Age 
Median (range)
	Stage IV 
No. (%)
	WHO>2 
No. (%)

	Roth 2007[55]
	40
	Epi+Cis+5-FU
	30 (75)
	59 (32-71)
	33 (83)
	0 (0)

	Thuss-patience 2005 [69]
	45
	Epi+Cis+5-FU
	36 (80)
	63 (33-75)
	44 (98)
	1 (2)

	Cocconi 1994 [79]
	85
	Epi+Cis+5-FU/LV
	NA
	NA
	NA
	NA

	Icli 1998 [80]
	67
	Epi+Cis+5-FU
	40 (60)
	53 (24-67)
	53 (79)
	21 (31)

	Ross 2002 [81]
	289
	Epi+Cis+5-FU
	218 (75)
	58 (28-78)
	284 (98)
	60 (21)

	Ocvirk 2012 [82]
	45
	Epi+Cis+5-FU
	34 (76)
	55 (20-72)
	37 (82)
	3 (6)

	Epirubicin+Cisplatin+CAP
	ACF
	 
	 
	 
	 

	Guimbaud 2014 [58]
	209
	Epi+Cis+5-FU
	154 (74)
	61 (28-84)
	173 (83)
	36 (17)

	Cunningham 2008 [78]
	241
	Epi+Cis+5-FU
	201 (81)
	64 (25-82)
	192 (77)
	31 (12)

	Yun 2010 [51]
	44
	Epi+Cis+5-FU
	28 (64)
	55 (35-71)
	NA
	1 (2)

	Iveson 2014 [83]
	39
	Epi+Cis+5-FU
	31 (79)
	60 (39-79)
	34 (87)
	1 (2)

	Konings 2010 [84]
	15
	Epi+Cis+5-FU
	13 (87)
	57 (42-74)
	15 (100)
	0 (0)

	Rao 2010 [85]
	36
	Epi+Cis+5-FU
	27 (75)
	64 (36-76)
	36 (100)
	0 (0)

	Ocvirk 2012 [82]
	40
	Epi+Cis+5-FU
	32 (80)
	56 (40-77)
	35 (88)
	2 (5)

	Epirubicin+Oxaliplatin+5-FU
	AFOx
	 
	 
	 
	 

	Cunningham 2008 [78]
	235
	Epi+Ox+5-FU
	199 (81)
	61 (33-78)
	189 (77)
	21 (9)
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	Studies
	No.
	Regimen 
	Male 
No. (%)
	Age 
Median (range)
	Stage IV 
No. (%)
	WHO>2 
No. (%)

	Epirubicin+Oxaliplatin+CAP
	AFOx
	 
	 
	 
	 

	Cunningham 2008 [78]
	227
	Epi+Ox+Cap
	202 (83)
	62 (25-80)
	185 (76)
	24 (10)

	Ochenduszko 2015 [86]
	29
	Epi+Ox+Cap
	16 (55.2)
	58 (NA)
	29 (100)
	3 (10)

	Hall 2017 [14]
	17
	Epi+Ox+Cap
	13 (76)
	74 (64-82)
	17 (100)
	6 (35)

	Al-batran 2016 (FAST)  [87]
	84
	Epi+Ox+Cap
	NA
	NA
	NA
	NA

	Waddell 2013 (REAL 3) [88]
	275
	Epi+Ox+Cap
	226 (82)
	62 (26-83)
	250 (91)
	15 (5)

	Taxane based triplets
	 
	 
	 
	 

	Capecitabine+Oxaliplatin+Docetaxel
	FOxT
	 
	 
	 
	 

	Van cutsem 2015 [89]
	63
	CAP+Ox+DTX
	64 (74)
	59† (NA)
	86 (100)
	3 (3)‡

	5-FU+Oxaliplatin+Docetaxel
	FOxT
	 
	 
	 
	 

	Al-Batran 2013 [63]
	72
	5-FU/LV+Ox+DTX
	51 (71)
	69 (max: 81)
	50 (69)
	5 (7)

	Van Cutsem 2015 [89]
	89
	5-FU+Ox+DTX
	61 (69)
	58† (NA)
	89 (100)
	2 (2)‡

	5-FU+Oxaliplatin+Paclitaxel
	FOxT
	 
	 
	 
	 

	Dai 2016 [67]
	30
	5-FU+Ox+PTX
	21 (70)
	58 (21-73)
	30 (100)
	NA

	Docetaxel+Cisplatin+5-FU
	TCF
	 
	 
	 
	 

	Van Cutsem 2006 [24]
	221
	DTX+Cis+5-FU
	159 (72)
	55 (26-79)
	213 (96)
	3 (1)

	Supplementary table 2. (continued)
	
	
	
	
	

	Studies
	No.
	Regimen 
	Male 
No. (%)
	Age 
Median (range)
	Stage IV 
No. (%)
	WHO>2 
No. (%)

	Wang 2015 [25]
	119
	DTX+Cis+5-FU
	81 (68)
	57 (19-80)
	119 (100)
	4 (3)

	Ajani 2005 [54]
	79
	DTX+Cis+5-FU
	61 (77)
	57 (30-76)
	76 (96)
	0 (0)

	Roth 2007 [55]
	41
	DTX+Cis+5-FU
	29 (76)
	58 (40-70)
	31 (82)
	0 (0)

	Shah 2015 [90]
	31
	DTX+Cis+5-FU/GF
	22 (71)
	56 (30-72)
	31 (100)
	KPS 90

	Shah 2015 [90]
	54
	DTX+Cis+5-FU
	39 (72)
	59 (22-76)
	54 (100)
	KPS 80

	Ochenduszko 2015 [86]
	27
	DTX+Cis+5-FU
	13 (48)
	60 (NA)
	27 (100)
	2 (7)

	Paclitaxel+Cisplatin+5-FU
	TCF
	 
	 
	 
	 

	Li 2011 [91]
	50
	Cis+5-FU+PTX
	32 (64)
	59 (20-74)
	NA
	NA

	T-containing doublet
	 
	 
	 
	 

	Oxaliplatin+Docetaxel
	OxT
	 
	 
	 
	 

	Sym 2014 [57]
	39
	Ox+DTX
	26 (67)
	58 (39-75)
	28 (72)
	5 (13)

	Richards 2013 [92]
	75
	Ox+DTX
	59 (79)
	61 (25-82)
	62 (82.7)
	7 (9)

	van Cutsem 2015 [89]
	79
	Ox+DTX
	51 (65)
	59† (NA)
	79 (100)
	1 (1)‡

	Docetaxel+Irinotecan
	IT
	 
	 
	 
	 

	Roy 2012 [70]	
	42
	DTX+Iri
	35 (83)
	60 (38-74)
	42 (100)
	0 (0)
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Supplementary Figure 2. Study quality of 92 studies for TOXplot. 
Risk of bias assessment. + = Low risk of bias; ? = Unknown risk of bias.[image: Supplementary Figure 1]



Supplementary Figure 3. Bidirectional comparison plots for C-doublets versus subgroups within F-doublets. A. C-doublets vs Fluoropyrimidine + Irinotecan (FI), B. C-doublets versus Fluoropyrimidine +Taxane (FT), C. C-doublets versus Fluoropyrimidine + Oxalipatin (FOx). C=Cisplatin.
A. [image: ]


B.
[image: ]
C. [image: ]
Figure S4-16: TOXplot barchart and table 
Supplementary figure 4A-C: TOXplot barchart and table fluoropyrimidine monotherapy. 
A. 5-fluorouracil (5-FU), B. capecitabine (CAP), C. S-1

A. [image: C:\Users\Loklam\AppData\Local\Microsoft\Windows\INetCache\Content.Word\table_toxplot_5FU.PNG]B. [image: C:\Users\Loklam\AppData\Local\Microsoft\Windows\INetCache\Content.Word\table_toxplot_CAP.PNG]
C.[image: table_toxplot_S1]
Supplementary figure 5A-C: TOXplot barchart and table, fluoropyridimine (5-FU, CAP, S-1) + irinotecan (I) A. 5FU-I, B. CAP-I, C. S1-I
A.[image: table_toxplot_5FU-I]B[image: table_toxplot_CAP-I]
C.[image: table_toxplot_S1-I]
Supplementary figure 6A-B: TOXplot barchart plot + table, fluoropyridimine (5-FU, S-1) + oxaliplatin (Ox) A. 5FU-OX. B. S1-Ox
A. [image: table_toxplot_5FU-Ox]B.[image: table_toxplot_S1-OX]


Supplementary figure 7A-D: TOXplot barchart + table, fluoropyridimine (5-FU, S-1) + taxane (DTX=docetaxel, PTX = paclitaxel) A. 5FU-DTX, B. 5FU-PTX, C. S1-DTX, D. S1-PTX
A.[image: table_toxplot_5FU-DTX]B.[image: table_toxplot_5FU-PTX]
C.[image: table_toxplot_S1-DTX]

D.[image: table_toxplot_S1-PTX] 


[image: table_toxplot_C-5FU]Supplementary figure 8A-C: TOXplot barchart and table, cisplatin (C) + fluoropyrimidine (5-FU, CAP, S-1) A. C-5FU, B. C-CAP, C. C-S1 
A.
B.[image: table_toxplot_C-CAP]
[image: table_toxplot_C-S1]C. 


Supplementary figure 9: TOXplot barchart and table, cisplatin (C) + taxane (DTX)
[image: table_toxplot_C-DTX]

Supplementary figure 10: TOXplot barchart and table, cisplatin (C) + irinotecan (I) 
[image: C:\Users\Loklam\AppData\Local\Microsoft\Windows\INetCache\Content.Word\table_toxplot_CI.PNG]


[image: table_toxplot_TCF]Supplementary figure 11: TOXplot barchart and table, Docetaxel (T) + Cisplatin (C) + 5-Fluoruracil (F) (TCF). 

Supplementary figure 12A+B: TOXplot barchart and table, Anthracyclin (E=epirubicin) + cisplatin (C) + fluoropyrimidine (F=5FU, X=CAP) A. ECF, B. ECX

[image: table_toxplot_EOX][image: table_toxplot_EOF]Supplementary figure 13A+B: TOXplot barchart + table, Anthracyclin (E=epirubicin) + oxaliplatin (Ox) + fluoropyrimidine (F=5FU, X=CAP) A. EOF, B. EOX 
B.



Supplementary figure 14A-C: TOXplot barchart and table, fluoropyrimidine (F=5FU,
[image: table_toxplot_CAPOXDTX]CAP=capecitabine), oxaliplatin (Ox), taxane (DTX/D=docetaxel, P=paclitaxel) A. CAPOXDTX, B. FOXP, C. FOXD

A.


B.[image: table_toxplot_FOxD]
[image: table_toxplot_FOxP]C.

Supplementary figure 15: TOXplot barchart and table, OxT (Ox = oxaliplatin + T = taxane)
[bookmark: _GoBack][image: table_toxplot_OxT]
Supplementary figure 16: TOXplot barchart and table, IT ( I = irinotecan + T = taxane) 

[image: table_toxplot_IT]


Figure S17-29: TOXplot birectional plot and table
Supplementary figure 17A-C: TOXplot birectional plot and table fluoropyrimidine monotherapy. A. 5-fluorouracil=5FU, B. capecitabine=CAP, C. S-1

A.[image: double_table_5FU]B.[image: double_table_CAP]
C.[image: double_table_S1]



Supplementary figure 18A-C: TOXplot birectional plot and table, fluoropyridimine (5-FU, CAP, S-1) + irinotecan (I) A. 5FU-I, B. CAP-I, C. S1-I

A.[image: double_table_5FU-I]
B.[image: double_table_CAP-I]
C.[image: double_table_S1-I]


Supplementary figure 19A-B: TOXplot birectional plot and table, fluoropyridimine (5-FU, S-1) + oxaliplatin (Ox) A. 5FU-OX. B. S1-Ox
A.[image: double_table_5FU-Ox]B.[image: double_table_S1-OX]


Supplementary figure 20A-D: TOXplot birectional plot and table, fluoropyridimine (5-FU, S-1) + taxane (DTX=docetaxel, PTX = paclitaxel) A. 5FU-DTX, B. 5FU-PTX, C. S1-DTX, D. S1-PTX
A. [image: C:\Users\Loklam\AppData\Local\Microsoft\Windows\INetCache\Content.Word\double_table_5FU-DTX.PNG]
B.[image: double_table_5FU-PTX]
C.[image: double_table_S1-DTX]


D.
[image: double_table_S1-PTX]


Supplementary figure 21A-C: TOXplot birectional plot and table, cisplatin (C) + fluoropyrimidine (5-FU, CAP, S1) A. C-5FU, B. C-CAP, C. C-S1

A.[image: double_table_C-5FU]
B.[image: double_table_C-CAP]C.[image: double_table_C-S1]









Supplementary figure 22: TOXplot birectional plot and table, cisplatin (C) + taxane (DTX)
[image: double_table_C-DTX]


Supplementary figure 23: TOXplot birectional plot + table, cisplatin (C) + irinotecan (I)
[image: double_table_CI]


Supplementary figure 24: TOXplot birectional plot and table, Docetaxel (T) + Cisplatin (C) + 5-Fluoruracil (F) (TCF).
[image: double_table_TCF]


Supplementary figure 25A+B: TOXplot birectional plot and table, Anthracyclin (E=epirubicin) + cisplatin (C) + fluoropyrimidine (F=5FU, X=CAP) 
A. ECF, B. ECX

A.[image: double_table_ECF]
B.[image: double_table_ECX]


Supplementary figure 26A+B: TOXplot birectional plot and table, Anthracyclin (E=epirubicin) + oxaliplatin (Ox) + fluoropyrimidine (F=5FU, X=CAP) A. EOF, B. EOX

A.[image: double_table_EOF]
B.[image: double_table_EOX]


Supplementary figure 27A-C: TOXplot birectional plot + table, fluoropyrimidine (F=5FU, CAP=capecitabine), oxaliplatin (Ox), taxane (DTX/D=docetaxel, P=paclitaxel) A. CAPOXDTX, B. FOXP, C. FOXD
A.[image: double_table_CAPOXDTX]


B. [image: double_table_FOxD]


C. 
[image: double_table_FOxP]


Supplementary figure 28: TOXplot birectional plot + table, OxT (Ox = oxaliplatin + T = taxane) 
[image: double_table_OxT]



Supplementary figure 29: TOXplot birectional plot + table, IT, I= irinotecan
[image: C:\Users\Loklam\AppData\Local\Microsoft\Windows\INetCache\Content.Word\double_table_IT.PNG]
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Toxicity in C-DTX
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Toxicity in ECF
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Toxicity in ECF
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171/408 (6) | 35.6%
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Toxicity in EOX
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486 (1) | 4.7%

Vomiting 30/86 (1) | 34.9%
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3186 (1) | 3.5%

Nausea/vomiting 41/86 (1) | 47.7%

rl

486 (1) | 4.7%

Anorexia 30/86 (1) | 34.9%

|

8/86 (1) | 9.3%

Neuropathy 46/86 (1) | 53.5%
8/86 (1) | 9.3%

Fatigue 34/86 (1) | 39.5%
20/86 (1) | 23.3%

Hand foot syndrome 15/86 (1) | 17.4%
6/86 (1) | 7.0%

p W

Stomatitis - -
Mucositis 12/86 (1) | 14.0%
186 (1) | 1.2%
Alopecia 36/86 (1) | 41.9% !

Toxicity related death
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Toxicity in FOxD
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Events/N
Toxicity (trials) Prop.
Neutropenia 36/160 (2) | 21.2%
87/160 (2) | 54.4%
Leukopenia 81/160 (2) | 50.3%
47/160 (2) | 29.4%
Anemia 133/160 (2) | 83.1%
15160 (2) | 9.5%
Trombocytopenia 43/160 (2) | 25.9%
6/160 (2) | 3.9%
Febrile neutropenia 3/160 (2) | 1.9%
Diarrhea 92/160 (2) | 57.5%
16/160 (2) | 10.1%
Nausea 94/160 (2) | 58.7%
171160 (2) | 7.9%
Vomiting 60/160 (2) | 37.8%
6/160 (2) | 3.8%
Nausea/vomiting 4472 (1) | 61.1%
15/72 (1) | 20.8%
Anorexia 33/88 (1) | 37.5%
3/88 (1) | 3.4%
Neuropathy 86/160 (2) | 53.7%
29/160 (2) | 18.2%
Fatigue 97/160 (2) | 60.6%
20/160 (2) | 12.6%
Hand foot syndrome | 8/88 1) | 91%
2/88 1) | 2.3%
Stomatitis - -
Mucositis 50/160 (2) | 31.3%
9/160 (2) | 5.3%
Alopecia 101/160 (2) | 64.6%
Toxicity related death | 0/72 (1) | 0.7%
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Toxicity in FOxP

Events/N
Toxicity (trials) Prop.
Neutropenia 26/30 (1) | 86.7%

2130 (1) | 6.7%

Leukopenia 27/30 (1) | 90.0%

2130 (1) | 6.7%

Anemia 130 (1) | 3.3%

030 (1) | 1.6%

Trombocytopenia 8/30 (1) | 26.7%

030 (1) | 1.6%

Febrile neutropenia - -

Diarrhea 10/30 (1) | 33.3%

030 (1) | 1.6%

Nausea - -

Vomiting 19/30 (1) | 63.3%

2130 (1) | 6.7%

Nausea/vomiting - -

Anorexia - -

Neuropathy 6/30 (1) | 20.0%
0/30 (1) | 1.6%

Fatigue - -

Hand foot syndrome 7130 (1) | 23.3%

030 (1) | 1.6%

Stomatitis 12/30 (1) | 40.0%

030 (1) | 1.6%

Mucositis - -

Alopecia 28/30 (1) | 93.3%

Toxicity related death

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
Proportion

Toxicity grade - grade 1-2 . grade 3-4
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Events/N
Toxicity (trials) Prop.
Neutropenia 23/116  (2) | 21.5%
103/184 (3) | 54.6%
Leukopenia 103/184 (3) | 54.6%
51/184 (3) | 20.7%
Anemia 81/116 (2) | 68.6%
151116 (2) | 13.5%
Trombocytopenia 13/116  (2) | 11.4%
13/184 (3) | 7.1%
Febrile neutropenia 23/184 (3) | 12.7%
Diarrhea 49/116  (2) | 42.2%
27/184 (3) | 14.7%
Nausea 65/116 (2) | 56.0%
5/116  (2) | 4.8%
Vomiting 46/116  (2) | 39.7%
6/116  (2) | 5.2%
Nausea/vomiting - -
Anorexia 28/78 (1) | 35.9%
4/78 1) | 51%
Neuropathy 61/116 (2) | 55.2%
20/184 (3) | 12.0%
Fatigue 54/116 (2) | 47.5%
35/184 (3) | 19.0%
Hand foot syndrome | 5/78 (1) | 6.4%
2/78 1) | 2.6%
Stomatitis 13/38 (1) | 34.2%
1/38 1) | 2.6%
Mucositis 14/78 (1) | 17.9%
1/78 1) | 1.3%
Alopecia 39/116 (2) | 33.7%
Toxicity related death | 5/116  (2) | 4.5%
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Toxicity in IT

Events/N
Toxicity (trials) Prop.
Neutropenia 4/42 (1) | 9.5%

35/42 (1) | 83.3%

Leukopenia 10/42 (1) | 23.8%

30/42 (1) | 71.4%

Anemia 34/42 (1) | 81.0%

7142 (1) | 16.7%

Trombocytopenia 6/42 (1) | 14.3%

042 (1) | 1.2%

Febrile neutropenia - -

Diarrhea 21/42 (1) | 50.0%

18/42 (1) | 42.9%

Nausea 21/42 (1) | 50.0%

7142 (1) | 16.7%

Vomiting - -

Nausea/vomiting - -

Anorexia 12/42 (1) | 28.6%

7142 (1) | 16.7%

Neuropathy - -

Fatigue - -

Hand foot syndrome - -

Stomatitis 15/42 (1) | 35.7%

142 (1) | 2.4%

Mucositis - -

Alopecia - -

Toxicity related death 042 (1) | 1.2%

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
Proportion

Toxicity grade . grade 1-2 . grade 3-4 . grade 5
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Toxicity in SFU

Events/N Events/N
Toxicity (trials) Prop. (trials) Prop.

Neutropenia 40/317 (3) | 6.1% I 69/831 (8) | 6.5%
Leukopenia 101/440 (5) | 18.4% 15/792  (8) | 1.9%
Anemia 176/359 (4) | 44.9% 85/806 (8) | 10.5%
Trombocytopenia 3/269 (3) | 1.6% 6/551 7) 1.5%
Febrile neutropenia - - 5/503  (5) 1.5%
Diarrhea 128/440 (5) | 28.4% 27/954 (10) | 3.7%
Nausea 34/90 (1) | 37.8% 30/492 (4) | 7.1%
Vomiting 30/90 (1) | 33.3% 9,210  (3) | 43%
Nausea/vomiting 148/350 (4) | 29.1% I 18/428 (6) | 5.6%
Anorexia 52171 (2) | 12.4% I 83/587 (5) | 12.4%
Neuropathy 4/104 (1) | 3.8% 0/434 (4) | 0.6%
Fatigue 29/90 (1) | 32.2% 18/389 (3) | 4.0%
Hand foot syndrome | 62/123 (1) | 50.4% 9/355 (2) | 1.7%
Stomatitis 72/294 (3) | 12.8% I 27/808 (8) | 3.5%
Mucositis 43/146 (2) | 29.6% 3/146  (2) | 2.5%
Alopecia 16/291 (5) | 6.4% - -
Toxicity related death | - - 5/593  (6) 1.4%

100% 90% 80% 70% 60% 50% 40% 30% 20% 10% 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
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Toxicity in CAP

Events/N

Toxicity (trials) Prop.
Neutropenia 11/70 (2) | 12.0%
Leukopenia 9/44 (1) | 20.5%
Anemia 46/70 (2) | 63.3%
Trombocytopenia 11/70 (2) | 10.0%
Febrile neutropenia - -
Diarrhea 16/70 (2) | 14.7%
Nausea 31/70 (2) | 43.6%
Vomiting 14/70 (2) | 20.3%
Nausea/vomiting - -
Anorexia 48/70 (2) | 66.5%
Neuropathy 226 (1) | 7.7%
Fatigue 8/26 (1) | 30.8%
Hand foot syndrome 39/70 (2) | 55.7%
Stomatitis 30/70 (2) | 38.6%
Mucositis 6/26 (1) | 23.1%
Alopecia 226 (1) | 7.7%

Toxicity related death

Events/N

(trials) Prop.
370 (2) | 5.6%
144 (1) | 2.3%
970  (2) | 13.0%
2;70  (2) | 3.0%
144 (1) | 2.3%
589 (3) | 6.8%
070  (2) | 1.4%
070  (2) | 1.4%
570  (2) | 7.2%
026 (1) | 1.9%
226 (1) | 7.7%
589 (3) | 5.8%
1789  (3) | 2.7%
026 (1) | 1.9%
044 (1) | 1.1%
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Toxicity in S1

Events/N Events/N
Toxicity (trials) Prop. (trials) Prop.
Neutropenia 193/562 (7) | 34.0% 88/1236 (11)| 7.6%
Leukopenia 202/562 (7) | 36.1% 34/1236 (11)| 3.2%
Anemia 201/562 (7) | 34.7% 98/1236 (11)| 7.8%
Trombocytopenia 121/470 (6) | 21.9% 10/910  (9) | 1.8%

Febrile neutropenia - - 711017  (8) | 1.4%

Diarrhea 131/562 (7) | 24.9% 49/1236 (11)| 3.8%
Nausea 170/562 (7) | 35.3% 36/1236 (11)| 3.8%
Vomiting 93/562 (7) | 18.3% 19/1002 (10)| 2.1%

Nausea/vomiting - -

Anorexia 207/562 (7) | 39.2% 110/1236 (11)] 9.1%
Neuropathy 13/286 (4) | 3.0% 1/520  (5) | 0.9%
Fatigue 149/520 (6) | 29.7% 471114 (9) | 4.7%

Hand foot syndrome | 60/470  (6) | 13.5% 6704  (7) | 1.4%

Stomatitis 133/562 (7) | 25.3% 13/1156 (10)| 1.6%

Mucositis - - - -

Alopecia - - - -

'
'
——

Toxicity related death 1/970 (7) | 0.5%
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Toxicity in SFU-I

Events/N
Toxicity (trials) Prop.

Neutropenia 75/212  (2) | 25.8%
Leukopenia 81/167 (1) | 48.5%
Anemia 138/212 (2) | 49.7%
Trombocytopenia 16/212  (2) | 7.6%
Febrile neutropenia - -
Diarrhea 81/212 (2) | 33.9%
Nausea - -
Vomiting 69/212 (2) | 32.6%
Nausea/vomiting - -
Anorexia 22/167 (1) | 13.2%
Neuropathy 11212 (2) | 5.2%
Fatigue 8/45 1) | 17.8%
Hand foot syndrome | - -
Stomatitis 9/45 (1) | 20.0%
Mucositis - -
Alopecia 32/212 (2) | 15.1%

Toxicity related death

Events/N

(trials) Prop.

90/387 (5) | 22.3%
27167 (1) | 16.2%
43/387 (5) | 11.3%
8/387  (5) | 2.3%
23/387 (5) | 6.5%
84/387 (5) | 21.8%
21297  (3) | 7.7%
27/342  (4) | 8.4%
4/45 1) | 8.9%
11297 (3) | 4.0%
71257 (3) | 2.4%
4/45 1) | 8.9%
121257  (3) | 5.7%
9/534  (5) | 2.0%

100% 90% 80% 70% 60% 50% 40% 30% 20% 10% 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
Proportion

Toxicity grade . grade 1-2 . grade 3-4 . grade 5
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Toxicity in CAP-

Events/N

Toxicity (trials) Prop.
Neutropenia 16/57 (1) | 28.1%
Leukopenia 26/57 (1) | 45.6%
Anemia 40/57 (1) | 70.2%
Trombocytopenia 7157 (1) | 12.3%
Febrile neutropenia - -
Diarrhea 26/57 (1) | 45.6%
Nausea 36/57 (1) | 63.2%
Vomiting 30/57 (1) | 52.6%
Nausea/vomiting - -
Anorexia 21/57 (1) | 36.8%
Neuropathy 11/57 (1) | 19.3%
Fatigue 32/57 (1) | 56.1%
Hand foot syndrome 12/57 (1) | 21.1%
Stomatitis 4/57 (1) | 7.0%
Mucositis - -
Alopecia 23/57 (1) | 40.4%

Toxicity related death

100% 90% 80% 70% 60% 50% 40% 30% 20% 10% 0%

-

Proportion

Toxicity grade . grade 1-2 . grade 3-4 . grade 5

Events/N

(trials) Prop.
16/57 (1) | 28.1%
1057 (1) | 17.5%
3/57 1) | 5.3%
1/57 ™) | 1.8%
3/57 1) | 5.3%
13/57 (1) | 22.8%
7/57 ™) | 12.3%
1/57 ™) | 1.8%
5/57 1) | 8.8%
0/57 1) | 0.9%
1/57 ™) | 1.8%
2/57 ™) | 3.5%
0/57 1) | 0.9%
0/57 1) | 0.9%

10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
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Toxicity in S1-

Events/N
Toxicity (trials) Prop.

Neutropenia 711155 (1) | 45.8%
Leukopenia 97/155 (1) | 62.6%
Anemia 89/155 (1) | 57.4%
Trombocytopenia 15/155 (1) | 9.7%
Febrile neutropenia - -
Diarrhea 78/155 (1) | 50.3%
Nausea 104/155 (1) | 67.1%
Vomiting 63/155 (1) | 40.6%
Nausea/vomiting - -
Anorexia 98/155 (1) | 63.2%
Neuropathy - -
Fatigue 113/155 (1) | 72.9%
Hand foot syndrome | 8/155 (1) | 5.2%
Stomatitis 30/155 (1) | 19.4%
Mucositis - -
Alopecia 87/155 (1) | 56.1%

Toxicity related death

Events/N

(trials) Prop.

62/251  (3) | 24.9%
29/251  (3) | 11.7%
35/251  (3) | 14.1%
2251 (3) | 1.2%
4/203  (2) | 2.0%
301251 (3) | 9.0%
14/203 (2) | 6.9%
6/203  (2) | 3.0%
2/48 1) | 42%
41/251  (3) | 16.4%
17/251  (3) | 7.0%
0/155 (1) | 0.3%
6/251  (3) | 2.4%
2203  (2) | 1.2%

100% 90% 80% 70% 60% 50% 40% 30% 20% 10% 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
Proportion

Toxicity grade . grade 1-2 . grade 3-4 . grade 5
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Toxicity in SFU-Ox

Events/N Events/N
Toxicity (trials) Prop. (trials) Prop.
Neutropenia 49/262 (3) | 19.0% 51/262 (3) | 18.5%
Leukopenia 63/182 (2) | 34.6% 11182 (2) | 6.0%
Anemia 117/182 (2) | 70.9% 6/182 ) | 3.4%
Trombocytopenia 102/262 (3) | 38.9% 9/262  (3) | 3.5%

Febrile neutropenia - - 0/70 (1) | 0.7%

Diarrhea 89/262 (3) | 34.8% 13/262  (3) | 5.6%
Nausea 131/262 (3) | 52.6% 12/262  (3) | 4.9%
Vomiting 501182 (2) | 27.5% 51182  (2) | 2.7%

Nausea/vomiting - -

Anorexia 22/80 (1) | 27.5% 0/80 (1) | 0.6%
Neuropathy 147/262 (3) | 57.2% 39/262  (3) | 15.2%
Fatigue 110/262 (3) | 44.2% 211262 (3) | 7.8%

Hand foot syndrome | - - - -

Stomatitis 101112 (1) | 8.9% 31112 (1) | 2.7%
Mucositis 301150 (2) | 18.8% 31150  (2) | 2.2%
Alopecia 40182 (2) | 22.0% - -

Toxicity related death 1/70 1) | 1.4%

100% 90% 80% 70% 60% 50% 40% 30% 20% 10% 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
Proportion

Toxicity grade . grade 1-2 . grade 3-4 . grade 5
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Toxicity in S1-OX

Events/N Events/N
Toxicity (trials) Prop. (trials) Prop.
Neutropenia 414/891 (8) | 43.5% 173/891 (8) | 21.0%
Leukopenia 466/865 (7) | 52.0% 42/865 (7)| 5.8%
Anemia 348/865 (7) | 36.0% 126/865 (7)| 15.2%
Trombocytopenia 541/891 (8) | 47.0% 88/891 (8)| 10.7%

Febrile neutropenia - - 9/721 5) | 1.5%

Diarrhea 345/891 (8) | 33.7% 52/891 (8) | 6.3%
Nausea 462/835 (6) | 53.9% 35/835 (6) | 4.3%
Vomiting 291/865 (7) | 33.7% 18/865 (7)| 2.3%
Nausea/vomiting 8/26 (1) | 30.8% 2/26 M| 7.7%
Anorexia 487/835 (6) | 58.3% 124/835 (6) | 14.6%
Neuropathy 629/891 (8) | 52.0% 40/891  (8) | 4.8%
Fatigue 379/770 (5) | 45.5% 52/770 (5) | 7.2%

Hand foot syndrome | 23/215 (5) | 10.8% 11215 (5)| 1.6%

Stomatitis 242/800 (8) | 30.8% 17/800  (8) | 2.6%
Mucositis 2126 (1) | 7.7% - -
Alopecia 5130 (1) | 16.7% - -

Toxicity related death 4/476 “4)| 1.2%

100% 90% 80% 70% 60% 50% 40% 30% 20% 10% 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
Proportion

Toxicity grade . grade 1-2 . grade 3-4 . grade 5
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Toxicity in SFU-DTX

Events/N
Toxicity (trials) Prop.

Neutropenia 14/82 (2) | 17.5%
Leukopenia 12/43 (1) | 27.9%
Anemia 64/127 (3) | 48.4%
Trombocytopenia 7127  (3) | 4.8%
Febrile neutropenia - -
Diarrhea 42/127 (3) | 31.6%
Nausea 48/88 (2) | 54.5%
Vomiting 17/45 (1) | 37.8%
Nausea/vomiting 10/39 (1) | 25.6%
Anorexia 8/43 (1) | 18.6%
Neuropathy 5/39 (1) | 12.8%
Fatigue 4/39 (1) | 10.3%
Hand foot syndrome 15/45 (1) | 33.3%
Stomatitis 44/88 (2) | 50.0%
Mucositis 139 (1) | 2.6%
Alopecia 2/45 (1) | 4.4%

Toxicity related death

Events/N

(trials) Prop.
38/82  (2) | 43.8%
25/43 (1) | 58.1%
131127  (3) | 10.8%
31127 (3) | 3.3%
101127 (3) | 6.8%
171127 (3) | 13.7%
4/88 ) | 4.5%
1/45 1) | 22%
13/39 (1) | 33.3%
1/43 1) | 2.3%
4/39 (1) | 10.3%
5/39 1) | 12.8%
2/45 1) | 4.4%
12/88  (2) | 13.6%
16/39 (1) | 41.0%
0/88 @) | 1.1%

100% 90% 80% 70% 60% 50% 40% 30% 20% 10% 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
Proportion

Toxicity grade . grade 1-2 . grade 3-4 . grade 5
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Toxicity in SFU-PTX

Events/N Events/N
Toxicity (trials) Prop. (trials) Prop.
Neutropenia 53/148 (2) | 35.8% 40/225 (3) | 17.8%
Leukopenia 58/110 (1) | 52.7% 20/187 (2) | 10.8%
Anemia 21/148 (2) | 15.9% 11/225 (3) | 4.4%
Trombocytopenia 8/38 1) ] 21.1% 2/115 (2) | 2.6%

Febrile neutropenia - - 6/195 3) | 42%

Diarrhea 20/148 (2) | 13.2% 16272  (4) | 6.3%
Nausea 55/110 (1) | 50.0% 8234  (3) | 3.5%
Vomiting 271110 (1) | 24.5% 6234  (3) | 2.8%
Nausea/vomiting 938 (1) | 23.7% 638 (1) | 15.8%
Anorexia 40/110 (1) | 36.4% 9187  (2) | 4.6%
Neuropathy 41148 (2) | 31% | 171225 (3) | 5.1%
Fatigue 25/148 (2) | 17.0% 5195  (3) | 4.2%

Hand foot syndrome - - - -

Stomatitis - - 31124 (2) | 3.2%
Mucositis 438 (1) | 10.5% 5138 (1) | 132%
Alopecia 151110 (1) | 13.6% - -

Toxicity related death 1/157 ) | 1.0%

100% 90% 80% 70% 60% 50% 40% 30% 20% 10% 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
Proportion

Toxicity grade . grade 1-2 . grade 3-4 . grade 5
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Toxicity

Toxicity in S1-DTX

Events/N
(trials) Prop.

Neutropenia

Leukopenia

Anemia

Trombocytopenia

Febrile neutropenia

Diarrhea

Nausea

Vomiting

Nausea/vomiting

Anorexia

Neuropathy

Fatigue

Hand foot syndrome

Stomatitis

Mucositis

Alopecia

Toxicity related death

l -

Events/N

(trials) Prop.
104/334 (2) | 41.5%
76/334  (2) | 24.5%
38/334 (2) | 11.4%
5334  (2)| 1.6%
14/373  (3) | 4.9%
9/334  (2)| 2.8%
19/334  (2) | 5.7%
11/334  (2) | 3.3%
50/334 (2) | 15.1%
18/334 (2) | 5.6%
13/334  (2) | 4.1%
4/349 (2)| 1.8%

100% 90% 80% 70% 60% 50% 40% 30% 20% 10% 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
Proportion

Toxicity grade . grade 3-4 - grade 5
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Toxicity in S1-PTX

Events/N Events/N
Toxicity (trials) Prop. (trials) Prop.
Neutropenia 60/202 (3) | 29.8% 85/333 (5) | 17.4%
Leukopenia 94/202 (3) | 44.5% 55/333 (5) | 10.8%
Anemia 16/202 (3) | 8.2% 35/333 (5) | 8.9%
Trombocytopenia 5/83 (2) | 6.2% 4/214 4) | 22%

Febrile neutropenia - - 2/253 4) | 1.3%

Diarrhea 33/202 (3) | 16.4% 14/333  (5) | 4.5%

Nausea 61/202 (3) | 29.0% 16/282 (4) | 5.3%

Vomiting 28/160 (2) | 19.3% 5240  (3) | 2.7%

Nausea/vomiting - - 3/51 (1) | 5.9%

Anorexia 63/202 (3) | 29.6% 28/333  (5) | 8.4%
Neuropathy 7202 (3) | 4.1% 6282  (4) | 3.5%
Fatigue 50/202 (3) | 24.4% } 8253  (4) | 3.4%

Hand foot syndrome 3/41 1) | 7.3% I 0/41 1) | 1.2%

Stomatitis 15/83 (2) | 17.3% 3/214 @) | 1.7%

Mucositis - - - -

Alopecia 25/119 (1) | 21.0% }—- . .

Toxicity related death —I 1/253 4) | 1.0%

100% 90% 80% 70% 60% 50% 40% 30% 20% 10% 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
Proportion

Toxicity grade . grade 1-2 . grade 3-4 . grade 5
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Toxicity in C-5FU

Events/N Events/N

Toxicity (trials) Prop. (trials) Prop.
Neutropenia 376/1692 (10) | 25.3% 665/2073 (15)| 26.3%
Leukopenia 585/1692 (10) | 39.5% 290/1931 (14)| 11.8%
Anemia 735/1649 (9) | 49.0% 272/1702 (13)| 13.7%
Trombocytopenia 487/1537 (9) | 27.8% 140/1784 (13)| 6.5%
Febrile neutropenia | - - 74/1351 (9) | 5.0%
Diarrhea 436/1692 (10) | 21.1% 89/1988 (15)| 4.5%
Nausea 899/1590 (9) | 56.4% 204/1849 (13)| 10.5%
Vomiting 699/1590 (9) | 42.1% 186/1849 (13)| 9.6%
Nausea/vomiting 89/128 (2) | 58.8% 53/299 (4) | 15.6%
Anorexia 383/1233 (7) | 31.5% 93/1424 (9) | 7.9%
Neuropathy 79/996  (5) | 9.0% 25/1442 (9) | 2.2%
Fatigue 224/999 (5) | 20.3% 93/1073 (7) | 6.6%
Hand foot syndrome | 17/663 (2) | 2.7% 2/663 (2) | 0.4%
Stomatitis 202/1269 (7) | 11.1% 181/1604 (12)| 6.1%
Mucositis 163/728 (3) | 22.5% 67/855 (4) | 7.8%
Alopecia 246/1124 (8) | 15.9% - -
Toxicity related death| - - 54/1746 (12)| 2.9%

100% 90% 80% 70% 60% 50% 40% 30% 20% 10% 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
Proportion

Toxicity grade . grade 1-2 . grade 3-4 . grade 5
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Toxicity in C-CAP

Events/N Events/N
Toxicity (trials) Prop. (trials) Prop.
Neutropenia 250/1048 (6) | 24.4% 498/1699 (10)| 24.7%
Leukopenia 112/647 (3) | 19.3% 50/748 (4) | 7.9%
Anemia 235/892 (5) | 37.1% 179/1543 (9) | 11.9%

Trombocytopenia 149/836 (4) | 26.8% 48/1106 (7) | 4.2%

Febrile neutropenia - - 32/1386 (7) | 2.4%

Diarrhea 230/1048 (6) | 23.0% 70/1699 (10)| 4.3%
Nausea 570/1048 (6) | 54.4% 146/1699 (10)| 9.0%
Vomiting 406/1048 (6) | 38.8% 139/1699 (10)| 8.5%

Nausea/vomiting - -

Anorexia 401/1048 (6) | 38.0% 126/1699 (10)| 7.8%
Neuropathy 21110 (2) | 19.1% 51234  (3) | 2.6%
Fatigue 284/1048 (6) | 25.9% 53/1093 (7) | 5.6%

Hand foot syndrome | 215/1048 (6) | 21.2% 52/1644 (9) |3.7%

Stomatitis 72/556  (4) | 13.6% 11/556  (4) | 2.2%
Mucositis 110/1163 (4) | 9.3% 15/1287 (5) | 1.3%
Alopecia 121110 () | 11.1% - -

Toxicity related death 24/1419 (7) | 1.8%

100% 90% 80% 70% 60% 50% 40% 30% 20% 10% 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
Proportion

Toxicity grade . grade 1-2 . grade 3-4 . grade 5
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Toxicity in C-S1

Events/N

Toxicity (trials) Prop.
Neutropenia 780/2546 (14)| 32.1%
Leukopenia 780/1884 (11)| 43.1%
Anemia 1266/2546 (14) | 50.2%
Trombocytopenia 1124/2546 (14) | 42.2%
Febrile neutropenia | - -
Diarrhea 788/2546 (14)| 29.2%
Nausea 1368/2546 (14) | 53.1%
Vomiting 806/2505 (13)| 31.2%
Nausea/vomiting - -
Anorexia 1196/2546 (14) | 50.0%
Neuropathy 351/2426 (13)| 11.8%
Fatigue 1076/2546 (14) | 39.8%
Hand foot syndrome | 63/848 53) | 92%
Stomatitis 396/1909 (11)| 17.2%
Mucositis 35/782  (3) | 46%
Alopecia 31/577  (2) | 3.8%

Toxicity related death

100% 90% 80% 70% 60% 50% 40% 30% 20%

Toxicity grade . grade 1-2 . grade 3-4 . grade 5
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Prop.

821/2822 (17)

26.5%

270/2160 (14)

12.4%

559/2822 (17)

18.2%

203/2822 (17)

7.2%

88/2365 (13)

3.9%

137/2822 (17)

5.2%

141/2822 (17)

4.9%

111/2781 (16)

3.7%

310/2822 (17)

10.7%

14/2590 (14)

0.8%

273/2746 (16)

8.3%

1/848  (5)

0.4%

20/1945 (12)

1.3%

57782 (3)

0.7%

25/2495 (13)

1.0%
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Toxicity in C-DTX

Events/N
Toxicity (trials) Prop.

Neutropenia 121117 (2) | 11.2%
Leukopenia 35/117 (2) | 30.0%
Anemia 69/117 (2) | 57.0%
Trombocytopenia 14/117 (2) | 12.3%
Febrile neutropenia - -
Diarrhea 64/117 (2) | 54.7%
Nausea 731117 (2) | 65.7%
Vomiting 58/117 (2) | 51.4%
Nausea/vomiting - -
Anorexia 33/79 (1) | 41.8%
Neuropathy 401117 (2) | 34.3%
Fatigue 3/38 (1) | 7.9%
Hand foot syndrome - -
Stomatitis 31/117 (2) | 26.5%
Mucositis - -
Alopecia 27176  (2) | 35.0%

Toxicity related death

Events/N

(trials) Prop.
163/282 (4) | 62.5%
58/117  (2) | 42.3%
31117  (2) | 25.5%
3/155  (3)| 2.7%
14/244  (4) | 6.8%
5155  (3) | 4.0%
32/244  (3) | 12.0%
211244 (3) | 9.2%
10/38 (1) 26.3%
8/79 1) | 10.1%
8/155  (3)| 4.1%
25/38 (1) | 65.8%
1/38 1) | 2.6%
2155  (3) | 2.5%
3196  (4)| 1.9%

100% 90% 80% 70% 60% 50% 40% 30% 20% 10% 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
Proportion

Toxicity grade . grade 1-2 . grade 3-4 . grade 5
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Toxicity in ClI

Events/N Events/N
Toxicity (trials) Prop. (trials) Prop.

Neutropenia - - 198/306 (2) | 64.7%

Leukopenia - - 97/234 (1) | 41.5%

Anemia - - 104/306 (2) | 27.2%

Trombocytopenia - - 3/72 1) | 4.2%

Febrile neutropenia - - 26/306 (2) | 8.6%

Diarrhea - - 34/306  (2) | 12.6%
Nausea - - 54/306  (2) | 14.2%
Vomiting - - 6/72 (1) | 8.3%

Nausea/vomiting - - - -

Anorexia - - I 78/306 (2)| 8.7%
Neuropathy - - 1/234 (1) | 0.4%
Fatigue - - 24/234 (1) | 10.3%

Hand foot syndrome - - 0/234 (1) 0.2%

Stomatitis - - 0/234 (1) | 02%
Mucositis - - - -
Alopecia - - - -
Toxicity related death - - l—{ 5/306 2)| 1.7%

100% 90% 80% 70% 60% 50% 40% 30% 20% 10% 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
Proportion

Toxicity grade . grade 3-4 - grade 5
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Toxicity in TCF

Events/N Events/N
oXici rials rop. rials rop.
Toxici trial P trial P
Neutropenia 80/537 (6) | 15.4% 409/578 (7) | 66.3%
Leukopenia 174/537 (6) | 32.7% 301/537 (6) | 47.7%
Anemia 316/537 (6) | 53.2% 88/537 (6) | 15.4%
Trombocytopenia 98/537 () | 18.7% 32/578 (7)) | 4.9%

Febrile neutropenia - - 66/466 (5) | 14.4%

Diarrhea 227/537 (8) | 31.0% 85/578  (7) | 12.9%
Nausea 259/501 (5) | 44.2% 59/501 (5) | 10.0%
Vomiting 212/537 (8) | 27.5% 59/537  (6) | 11.4%

Nausea/vomiting - - 10/41 (1) | 24.4%

Anorexia 112/382 (4) | 18.8% 35/382  (4)| 7.8%
Neuropathy 41197 (4) | 20.3% 33/459  (6) | 8.2%
Fatigue 46/121  (3) | 36.7% 1121 (3) | 10.3%

Hand foot syndrome 1/36 (1) | 2.8% orr7 )| 1.3%

Stomatitis 139/416 (3) | 32.1% 78/457  (4) | 13.0%
Mucositis 24/121  (3) | 19.8% 4121 (3)| 3.7%
Alopecia 1872 (2) | 15.2% I - -

Toxicity related death 11/338  (3) | 3.5%

100% 90% 80% 70% 60% 50% 40% 30% 20% 10% 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
Proportion

Toxicity grade . grade 1-2 . grade 3-4 . grade 5
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Toxicity in ECF

Events/N

Toxicity (trials) Prop.
Neutropenia 216/677 (4) | 31.9%
Leukopenia 308/622 (5) | 49.5%
Anemia 560/901 (7) | 62.0%
Trombocytopenia 90/901 (7) | 9.7%
Febrile neutropenia - -
Diarrhea 306/968 (8) | 26.1%
Nausea 241/362 (3) | 60.3%
Vomiting 35/90 (2) | 38.9%
Nausea/vomiting 393/636 (6) | 58.3%
Anorexia 6/30 (1) | 20.0%
Neuropathy 94/360 (2) | 24.9%
Fatigue 23/45 (1) | 51.1%
Hand foot syndrome 185/722 (5) | 27.1%
Stomatitis 135/324 (3) | 23.1%
Mucositis 248/644 (5) | 32.5%
Alopecia 639/868 (8) | 59.7%

Toxicity related death

Events/N

(trials) Prop.
257/717 (5) | 35.9%
104/676 (6) | 13.3%
84/901 (7)| 9.7%
51/995 (9) | 5.5%
37/771  (6) | 4.4%
55/1008 (9) | 5.2%
33/362  (3)| 92%
7/90 )| 8.1%
97/676  (7) | 14.9%
7175 )| 82%
2/400  (3) | 0.8%
7/45 1) | 15.6%
20/762  (6) | 3.0%
6/364  (4)| 2.1%
34/644 (5) | 5.5%
71743 (8) | 1.4%

100% 90% 80% 70% 60% 50% 40% 30% 20% 10% 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
Proportion

Toxicity grade . grade 1-2 . grade 3-4 . grade 5
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Toxicity in ECX

Events/N Events/N
Toxicity (trials) Prop. (trials) Prop.
Neutropenia 98/328 (4) | 21.1% 171/408 (6) | 35.6%
Leukopenia 17179 (2) | 13.3% } 2/79 )| 3.8%
Anemia 192/328 (4) | 46.1% 41/408 (6) | 10.4%
Trombocytopenia 37/328 (4) | 10.8% 16/408  (6) | 4.4%

Febrile neutropenia - - 24/329 (4) | 7.6%

Diarrhea 102/328 (4) | 23.6% 19/408  (8) | 4.9%
Nausea 21779 (2) | 26.7% 11159 (4) | 7.3%
Vomiting 22179 (2) | 27.3% 13/159  (4) | 8.9%
Nausea/vomiting 185/249 (2) | 74.3% 191249 (2) | 7.6%
Anorexia 439 (1) | 10.3% 12/83  (2) | 12.4%
Neuropathy 88/249 (2) | 35.4% 10/329  (4) | 4.0%
Fatigue 29/79  (2) | 34.6% } 24/159  (4) | 15.4%

Hand foot syndrome | 94/328 (4) | 17.3% 33/408 (6) | 8.3%

Stomatitis 1241289 (3) | 28.1% | 4289  (3)| 1.8%
Mucositis 5139 (1) | 12.8% 6/83 )| 6.0%
Alopecia 218/288 (3) | 74.3% - -

Toxicity related death 12/320 (4) | 4.2%

100% 90% 80% 70% 60% 50% 40% 30% 20% 10% 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
Proportion
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Toxicity in EOF

Events/N Events/N
Toxicity (trials) Prop. (trials) Prop.

Neutropenia 85/225 (1) | 37.8% 69/225 (1) | 30.7%
Leukopenia - - - -
Anemia 133/225 (1) | 59.1% 15/225 (1) | 6.7%
Trombocytopenia 20/225 (1) | 8.9% 10/225 (1) | 4.4%
Febrile neutropenia - - 20/225 (1) | 8.9%
Diarrhea 1171225 (1) | 52.0% 24/225 (1) | 10.7%
Nausea - - - -
Vomiting - - - -
Nausea/vomiting 156/225 (1) | 69.3% _ 31/225 (1) | 13.8%
Anorexia - - - -
Neuropathy 160/225 (1) | 71.1% _ 19/225 (1) | 8.4%
Fatigue - - - -
Hand foot syndrome | 59/225 (1) | 26.2% 6/225 (1) | 2.7%
Stomatitis 90/225 (1) | 40.0% 10/225 (1) | 4.4%
Mucositis - - - -
Alopecia 169/225 (1) | 75.1% _ - -
Toxicity related death | - - - -

100% 90% 80% 70% 60% 50% 40% 30% 20% 10% 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
Proportion

Toxicity grade - grade 1-2 . grade 3-4
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Toxicity in EOX

Events/N Events/N
Toxicity (trials) Prop. (trials) Prop.
Neutropenia 139/522 (3) | 24.2% 159/522 (3) | 41.0%
Leukopenia 1929 (1) | 65.5% 2/29 (1) | 6.9%
Anemia 270/522 (3) | 51.3% 37/522  (3) | 7.2%
Trombocytopenia 91/522 (3) | 17.5% 23/522  (3)| 4.6%

Febrile neutropenia - - 24/522  (3) | 4.0%

Diarrhea 238/522 (3) | 36.4% 59/539  (4)| 11.1%
Nausea 929 (1) 31.0% 3/46 ©2) | 7.6%
Vomiting 115/295 (2) | 27.1% 24312 (3) | 8.2%
Nausea/vomiting 153/227 (1) | 67.4% 26/227 (1) | 11.5%
Anorexia 629 (1) ] 20.7% 3/46 )| 6.5%
Neuropathy 370/522 (3) | 49.2% I 28/522  (3) | 5.6%
Fatigue 729 (1) 241% 2129 (1) | 6.9%

Hand foot syndrome | 162/522 (3) | 24.5% 20/522  (3) | 4.1%

Stomatitis 81/227 (1) | 35.7% 51227 (1) | 2.2%
Mucositis 87/295 (2) | 17.7% } 0295  (2)| 0.6%
Alopecia 65/227 (1) | 28.6% - -

Toxicity related death

100% 90% 80% 70% 60% 50% 40% 30% 20% 10% 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
Proportion

Toxicity grade - grade 1-2 . grade 3-4
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Toxicity in CAPOXDTX

Events/N Events/N
Toxicity (trials) Prop. (trials) Prop.
Neutropenia 14/78 (1) | 17.9% 50/78 (1) | 64.1%
Leukopenia 30/79 (1) | 38.0% 3179 (1) | 39.2%
Anemia 63/79 (1) | 79.7% 6/79 1) | 7.6%
Trombocytopenia 10/78 (1) | 12.8% 6/78 ) | 7.7%

Febrile neutropenia - - 7/86 (1) | 81%

Diarrhea 48/86 (1) | 55.8% 6/86 (1) | 7.0%
Nausea 41/86 (1) | 47.7% 486 (1) | 4.7%
Vomiting 30/86 (1) | 34.9% 386 (1) | 3.5%
Nausea/vomiting 41/86 (1) | 47.7% 486 (1) | 4.7%
Anorexia 30/86 (1) | 34.9% 8/86 (1) | 9.3%
Neuropathy 46/86 (1) | 53.5% 8/86 (1) | 9.3%
Fatigue 34/86 (1) | 39.5% 20/86 (1) | 23.3%

Hand foot syndrome 15/86 (1) | 17.4% 6/86 (1) | 7.0%

Stomatitis - - - -
Mucositis 12/86 (1) | 14.0% 1/86 M) | 1.2%
Alopecia 36/86 (1) | 41.9% - -

Toxicity related death

100% 90% 80% 70% 60% 50% 40% 30% 20% 10% 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
Proportion

Toxicity grade - grade 1-2 . grade 3-4
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Toxicity in FOxD

Events/N

Toxicity (trials) Prop.
Neutropenia 36/160 (2) | 21.2%
Leukopenia 81/160 (2) | 50.3%
Anemia 133/160 (2) | 83.1%
Trombocytopenia 43/160 (2) | 25.9%
Febrile neutropenia - -
Diarrhea 92/160 (2) | 57.5%
Nausea 94/160 (2) | 58.7%
Vomiting 60/160 (2) | 37.8%
Nausea/vomiting 4472 (1) | 61.1%
Anorexia 33/88 (1) | 37.5%
Neuropathy 86/160 (2) | 53.7%
Fatigue 97/160 (2) | 60.6%
Hand foot syndrome | 8/88 1) ] 91%
Stomatitis - -
Mucositis 50/160 (2) | 31.3%
Alopecia 101/160 (2) | 64.6%

Toxicity related death

Events/N

(trials) Prop.
87/160 (2) | 54.4%
47/160 (2) | 29.4%
15/160 (2) | 9.5%
6/160  (2) | 3.9%
31160 (2) | 1.9%
16/160 (2) | 10.1%
17160  (2) | 7.9%
6/160 (2) | 3.8%
1572 (1) | 20.8%
3/88 1) | 3.4%
29/160 (2) | 18.2%
20/160 (2) | 12.6%
2/88 1) | 2.3%
9/160  (2) | 5.3%
0/72 1) | 0.7%

100% 90% 80% 70% 60% 50% 40% 30% 20% 10% 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
Proportion

Toxicity grade . grade 1-2 . grade 3-4 . grade 5
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Toxicity in FOxP

Events/N

Toxicity (trials) Prop.
Neutropenia 26/30 (1) | 86.7%
Leukopenia 27/30 (1) | 90.0%
Anemia 130 (1) | 3.3%
Trombocytopenia 8/30 (1) | 26.7%
Febrile neutropenia - -
Diarrhea 10/30 (1) | 33.3%
Nausea - -
Vomiting 19/30 (1) | 63.3%
Nausea/vomiting - -
Anorexia - -
Neuropathy 6/30 (1) | 20.0%
Fatigue - -
Hand foot syndrome 7130 (1) | 23.3%
Stomatitis 12/30 (1) | 40.0%
Mucositis - -
Alopecia 28/30 (1) | 93.3%

Toxicity related death

100% 90% 80% 70% 60% 50% 40% 30% 20% 10% 0%

Events/N
(trials) Prop.
2130 (1) | 6.7%
2130 (1) | 6.7%
030 (1) | 1.6%
030 (1) | 1.6%
030 (1) | 1.6%
1) | 6.7%
030 (1) | 1.6%
030 (1) | 1.6%

10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Proportion

Toxicity grade - grade 1-2 . grade 3-4





image59.png
Toxicity in OxT

Events/N Events/N
Toxicity (trials) Prop. (trials) Prop.

Neutropenia 231116 (2) | 21.5% 103/184 (3) | 54.6%
Leukopenia 103/184 (3) | 54.6% 51/184 (3) | 20.7%
Anemia 81/116 (2) | 68.6% 151116 (2) | 13.5%
Trombocytopenia 131116 (2) | 11.4% 13/184  (3)| 7.1%
Febrile neutropenia - - 23/184 (3) | 12.7%
Diarrhea 49116 (2) | 42.2% 27/184  (3) | 14.7%
Nausea 65/116 (2) | 56.0% 5/116 (2) | 4.8%
Vomiting 46/116  (2) | 39.7% 6/116 (2) | 52%
Nausea/vomiting - - - -
Anorexia 28/78 (1) | 35.9% 4/78 1)]51%
Neuropathy 61/116 (2) | 55.2% 20/184  (3) | 12.0%
Fatigue 54/116 (2) | 47.5% 35/184 (3) | 19.0%
Hand foot syndrome | 5/78 (1) | 6.4% 2/78 (1) | 2.6%
Stomatitis 13/38 (1) | 34.2% 1/38 1) ] 2.6%
Mucositis 14/78 (1) | 17.9% 1/78 1) ] 1.3%
Alopecia 39/116 (2) | 33.7% - -
Toxicity related death | - - 5/116 (2) | 4.5%

100% 90% 80% 70% 60% 50% 40% 30% 20% 10% 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
Proportion

Toxicity grade . grade 1-2 . grade 3-4 . grade 5
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Toxicity in IT

—

Events/N

Toxicity (trials) Prop.
Neutropenia 4/42 (1) | 9.5%
Leukopenia 10/42 (1) | 23.8%
Anemia 34/42 (1) | 81.0%
Trombocytopenia 6/42 (1) | 14.3%
Febrile neutropenia - -
Diarrhea 21/42 (1) | 50.0%
Nausea 21/42 (1) | 50.0%
Vomiting - -
Nausea/vomiting - -
Anorexia 12/42 (1) | 28.6%
Neuropathy - -
Fatigue - -
Hand foot syndrome - -
Stomatitis 15/42 (1) | 35.7%
Mucositis - -
Alopecia - -

Toxicity related death

-

Events/N
(trials) Prop.
35/42 (1) | 83.3%
30/42 (1) | 71.4%
7142 1) | 16.7%
0/42 1) | 1.2%
18/42 (1) | 42.9%
7142 1) | 16.7%
7142 1) | 16.7%
1/42 1) | 2.4%
0/42 1) | 1.2%

100% 90% 80% 70% 60% 50% 40% 30% 20% 10% 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Proportion

Toxicity grade . grade 1-2 . grade 3-4 . grade 5





