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	Search No.
	Name
	String

	#1
	Article Type
	(‘Systematic review’ OR ‘systematic reviews’ OR ‘meta-analysis’ OR ‘meta-analytic’ OR ‘metaanalysis’ OR ‘metanalytic’ OR ‘network meta-analysis’ OR ‘network metaanalysis’ OR ‘indirect comparisons’)  

	#2
	Search String for Pancreatic cancer type
	(‘Advanced pancreatic cancer’ OR ‘advanced pancreatic adenocarcinoma’ OR ‘metastatic pancreatic cancer’ OR ‘metastatic pancreatic adenocarcinoma’ OR ‘pancreatic ductal adenocarcinoma’ OR ‘resectable pancreatic cancer’ OR ‘resected pancreatic adenocarcinoma’ OR ‘resect pancreatic cancer’ OR ‘resect pancreatic adenocarcinoma’ OR ‘firstline’ OR ‘first-line’ OR ‘adjuvant’ OR ‘systemic’ OR ‘neoadjvant’ OR ‘neo-adjuvant’ OR ‘pancreatic cancer’)

	#3
	Chemotherapy drugs
	(‘Gemcitabine’ OR ‘gem’ OR ‘gemzar’ OR ‘Folfirinox’ OR ‘Fluorouracil’ OR ‘FOLFIRINOX’ OR ‘5FU’ OR ‘5 Fluorouracil’ OR ‘oxaliplatin’ OR ‘leucovorin’ OR ‘cisplatin’ OR ‘platin’ OR ‘platinum based’ OR ‘S1’ OR ‘S-1’ OR ‘tegafur’ OR ‘capecitabine’ OR ‘gemcap’ OR ‘irinotecan’ OR ‘albumin-bound paclitaxel’ OR ‘gemcitabine nabpaclitaxel’ OR ‘nab-paclitaxel’ OR ‘gemcitabine nab-paclitaxel’ OR ‘gemnab’ OR ‘gem-nabp’ OR ‘gem-nab’ OR ‘protein bound paclitaxel’ OR ‘exatecan’ OR ‘pemetrexed’ OR ‘gemcitabine monotherapy’)

	#4
	
	#1 AND #2 AND #3

	Final Search Strategy
	#1 AND #2 AND #3
	(‘Systematic review’ OR ‘meta-analysis’ OR ‘meta-analytic’ OR ‘metaanalysis’ OR ‘metanalytic’ OR ‘network meta-analysis’ OR ‘network metaanalysis’ OR ‘indirect comparisons’)  AND (‘Advanced pancreatic cancer’ OR ‘advanced pancreatic adenocarcinoma’ OR ‘metastatic pancreatic cancer’ OR ‘metastatic pancreatic adenocarcinoma’ OR ‘pancreatic ductal adenocarcinoma’ OR ‘resectable pancreatic cancer’ OR ‘resected pancreatic adenocarcinoma’ OR ‘resect pancreatic cancer’ OR ‘resect pancreatic adenocarcinoma’ OR ‘firstline’ OR ‘first-line’ OR ‘adjuvant’ OR ‘systemic’ OR ‘neoadjuvant’ OR ‘neo-adjuvant’ OR ‘pancreatic cancer’) AND (‘Gemcitabine’ OR ‘gem’ OR ‘gemzar’ OR ‘Folfirinox’ OR  ‘Fluorouracil’ OR ‘FOLFIRINOX’ OR ‘5FU’ OR ‘5 Fluorouracil’ OR ‘oxaliplatin’ OR ‘leucovorin’ OR ‘cisplatin’ OR ‘platin’ OR ‘platinum based’ OR ‘S1’ OR ‘S-1’ OR ‘tegafur’ OR ‘capecitabine’ OR ‘gemcap’ OR ‘irinotecan’ OR ‘albumin-bound paclitaxel’ OR ‘gemcitabine nabpaclitaxel’ OR ‘nab-paclitaxel’ OR ‘gemcitabine nab-paclitaxel’ OR ‘gemnab’ OR ‘gem-nabp’ OR ‘gem-nab’ OR ‘protein bound paclitaxel’ OR  ‘exatecan’ OR ‘pemetrexed’ OR ‘gemcitabine monotherapy’)


eTable 1. Search strategy 

eTable 2. Table describing the research question, population, intervention, comparator, and outcomes for the study (PICO)

	Review Question
	Which chemotherapy treatment regimen in the first line setting is optimal for resectable and metastatic pancreatic cancer in terms of both efficacy and safety? What is the quality of this evidence in published meta-analysis of randomized controlled trials?


	Objective
	To conduct an umbrella review to gain a systematic, comprehensive overview of the existing evidence from meta-analysis of randomized controlled trials (RCTs) on efficacy and safety of different chemotherapy treatment regimens and to assess the strength and quality of this evidence.

	 (PICOs)

	Population
	Adults who are diagnosed with pancreatic cancer and are eligible for first line chemotherapy treatment.


	Intervention
	Combination chemotherapy treatments used in the first line setting for pancreatic cancer.

The common chemotherapy drug class used in the first line setting for resected and metastatic pancreatic cancer that will be included in this study are as follows:
· Gemcitabine + platinum agents
· Gemcitabine + fluoropyrimidine
· Gemcitabine + cytotoxic agents
· Gemcitabine + taxanes
· FOLFIRINOX

	Comparator
	Single agent chemotherapy treatment
· Gemcitabine monotherapy
· Fluoropyrimidine based monotherapy

	Outcome
	Types of survival outcomes included in this review were overall survival (OS) and progression free survival (PFS) /disease free survival (DFS). For patients with resectable PC, OS is calculated from the date of surgery to the date of last follow-up or death. In advanced PC patients, OS is defined as survival from the study randomization date to last follow-up or death. DFS is defined as the survival from surgery (resectable) to the first episode of disease recurrence or death. PFS is defined as survival from time of random assignment (advanced/metastatic) to the date of disease progression or death from any cause. Adverse events as defined and graded by Common Terminology Criteria in Adverse Events (CTCAE) were also included as a secondary outcome. Adverse events included were neutropenia/febrile neutropenia, thrombocytopenia, leukopenia, anemia, neuropathy, fatigue, diarrhea, and nausea/vomiting. 


	Study Design
	Umbrella review of meta-analyses of RCTs






eTable 3. Excluded studies

	Reason
	References

	Different line of therapy (second/third)
	[1] [2] [3] [4] [5] [6] [7] [8] [9] [10] [11] [12] [13] [14] [15] [16] [17] [18] [19] [20] [21] [22] [23] [24] [25] [26] [27] [28]

	Different therapy
	[29] [30] [31] [32] [33] [34] [35] [36] [37] [38] [39] [40] [41] [42] [43] [44] [45] [46] [47] [48] [49] [50] [51] [52] [53] [54] [55] [56] [57] [58] [59] [60] [61] [62] [63] [64] [65] [66] [67] [68] [69] [70] [71] [72] [73]

	Systematic reviews only
	[74] [75] [76] [77] [78] [79] [80] [81] [82] [83] [84] [85] [86] [87] [88] [89] [90] [91] [92] [93] [94] [95] [96] [97] [98] [99] [100] [101] [102] [103] [104] [105] [106] [107] [108] [109] [110] [111] [112] [113] [114] [115] [116] [117] [118] [119] [120] [121] [122] [123]

	Only reviews (not SR)
	[124] [125] [126] [127] [128] [129] [130] [131] [132] [133] [134] [135] [136] [137] [138] [139] [140] [141] [142] [143] [144] [145] [146] [147] [148] [149] [150] [151] [152] [153] [154] [155] [156] [157]

	Different study design
	[158] [159] [160] [161] [162] [163] [164] [165] [166] [167] [168] [169] [170] [171] [172] [173] [174] [175] [176] 

	Meta-analysis of observational studies
	[177] [178] [179] [180] [181] [182] [183] [184] [185] [186] [187] [188] [189] [190]

	Guidelines
	[191] [192] [193] [194] [195] [196]

	Conference articles/abstracts
	[197] [198] [199] [200]

	Studies with the same PICO that were excluded due to less number of studies included in it
	[201] [202] [203] [204] [205] [206] [207] [208]

	Insufficient data reported
	[209] [210] [211] [212]

	Other (Different disease/comparator/ outcome of interest/gene)
	[213] [214] [215] [216] [217] [218] [219] [220] [221] [222] [223] [224] [225] [226] [227] [228] [229] [230] [231] [232] [233] [234] [235] [236] [237] [238] [239] [240] [241] [242] [243] [244] [245] [246] [247]






eTable 4: Descriptive characteristics of studies included for survival outcomes

	Author; Publication Year
	Population
	Intervention
	Comparator
	No of studies
	total SS
	Cases (SS)
	Control (SS)
	Model
	 
	GRADE
	 
	Final GRADE evaluation

	
	
	
	
	
	
	
	
	Outcome
	Effect metric
	Effect size
	LCI
	UCI
	Random/fixed
	AMSTAR 2
	ROB 
	Inconsistency
	I2 value
	Indirectness 
	Imprecision 
	Publication Bias (yes, no)
	Large effect (yes/no)
	

	H. H. Chen 2018 [248]
	Resected PC
	Combination Treatment
S-1
5FU/FA
GemCap
Gem/Erlotinib
Gem/uracil/tegafur
	Gem 
	6
	2787
	1400
	1387
	OS
	HR
	0.87
	0.7
	1.07
	Fixed
	Critically Low
	S
	VS
	77%
	S
	 S
	No
	No
	Very Low

	H. H. Chen 2018 [248]
	Resected PC
	Gem Combination 
GemCap
Gem/Erlotinib
Gem/uracil/tegafur
	Gem 
	3
	1265
	632
	633
	OS 
	HR 
	0.89
	0.78
	1.02
	Fixed
	Critically Low
	S
	NS
	0%
	S
	S
	No
	No
	Very Low

	H. H. Chen 2018 [248]
	Resected PC
	Combination Treatment
S-1
5FU/FA
GemCap
Gem/Erlotinib
Gem/uracil/tegafur
	Gem 
	6
	2787
	1400
	1387
	DFS
	HR 
	0.85
	0.71
	1.02
	Fixed
	Critically Low
	S
	VS
	90%
	NS
	NS
	No
	No
	Very Low

	H. H. Chen 2018 [248]
	Resected PC
	Gem Combination 
GemCap
Gem/Erlotinib
Gem/uracil/tegafur
	Gem 
	3
	1265
	632
	633
	DFS
	HR 
	0.92
	0.82
	1.05
	Fixed
	Critically Low
	S
	NS
	0%
	NS
	S
	No
	No
	Low

	A. C. Galvano 2020 [249]
	Resected PC (R1 resection)
	Combination Treatment
GemCap
GemNab 
FOLFIRINOX
	Gem 
	3
	2089
	1043
	1046
	DFS
	HR 
	0.72
	0.52
	0.99
	Random
	High
	S
	S
	72%
	NS
	S
	No
	No
	Very Low

	R. L. Xie 2006 [250]
	Advanced PC
	Combination Treatment 
Cisplatin
Erlotinib
5FU
Oxaliplatin
Exatecan
Pemetrexed
Irinotecan
Capecitabine
Marimastat
Tegafur/uracil
Tipifarnib
	Gem 
	22
	5886
	2932
	2954
	18 months OS
	RR
	0.97
	0.95
	0.99
	Fixed
	Critically low
	NA
	NA
	NA
	VS
	S
	No
	No
	Very Low

	E. M. Bria 2007 [251]
	Advanced PC
	Combination Treatment
Cisplatin
Tegafur/uracil
Gem/Cisplatin/5FU/Epirubicin
Oxaliplatin
5FU
5FU/FA
Capecitabine
Irinotecan
Pemetrexed
Exatecan
Marimastat
Erlotinib 
	Gem 
	20
	6296
	N/A
	N/A
	OS
	RR
	0.93
	0.84
	1.03
	Fixed/random
	Critically low
	NA
	NA
	NA
	VS
	S
	NA
	No
	Very Low

	E. M. Bria 2007 [251]
	Advanced PC
	Gem Platinum
Cisplatin
Oxaliplatin
Gem/Cisplatin/5FU/Epirubicin
	Gem 
	7
	1354
	N/A
	N/A
	OS
	RR
	0.83
	0.67
	1.03
	Fixed/random
	Critically low
	NA
	NA
	NA
	S
	S
	NA
	No
	Low

	A. S. Sultana 2007 [252]
	Advanced PC
	5FU/FA combination
	5 FU
	5
	700
	345
	355
	OS
	HR
	0.94
	0.82
	1.08
	Fixed
	Low
	NA
	NS
	0%
	NS
	S
	Yes
	No
	Low

	A. S. Sultana 2007 [252]
	Advanced PC
	5FU
	Gem 
	2
	197
	N/A
	N/A
	OS
	HR
	0.75
	0.42
	1.31
	Random
	Low
	NA
	S
	70.90%
	NS
	S
	NA
	No
	Low

	A. S. Sultana 2007 [252]
	Advanced PC
	Gem FU
5FU
5FU/FA
	Gem 
	3
	423
	213
	210
	OS
	HR
	0.98
	0.86
	1.11
	Fixed
	Low
	NA
	S
	39%
	NS
	S
	Yes
	No
	Very Low

	V. B. Heinemann 2008 [253]
	Advanced PC
	Gem/Fluropyrimidine
5FU
Capecitabine
	Gem 
	6
	1813
	901
	912
	OS
	HR
	0.9
	0.81
	0.99
	Fixed
	Low
	NA
	NS
	0%
	S
	S
	No
	No
	Low

	V. B. Heinemann 2008 [253]
	Advanced PC
	Gem/Cytotoxic
Pemetrexed
 Irinotecan
exatecan
	Gem 
	5
	1404
	623
	625
	OS
	HR
	0.99
	0.88
	1.1
	Fixed
	Low
	NA
	NS
	0%
	S
	S
	No
	No
	Low

	V. B. Heinemann 2008 [253]
	Advanced PC (PS 1)
	Gem/Cytotoxic
Pemetrexed
Irinotecan
Exatecan
	Gem 
	5
	574
	286
	288
	OS
	HR
	1.08
	0.9
	1.29
	Fixed
	Low
	NA
	NS
	0%
	S
	S
	No
	No
	Low

	D. R. Y. Xie 2010 [254]
	Advanced PC
	Gem/Cap
	Gem 
	3
	935
	468
	467
	6 month OS
	RR
	0.85
	0.73
	0.99
	Fixed
	Low
	NA
	NA
	NA
	NS
	S
	No
	No
	NA

	D. R. Y. Xie 2010 [254]
	Advanced PC
	Gem/Cap
	Gem 
	3
	935
	468
	467
	1 year OS
	RR
	0.94
	0.87
	1.02
	Fixed
	Low
	NA
	NA
	NA
	NS
	S
	No
	No
	NA

	D. R. Y. Xie 2010 [254]
	Advanced PC
	Gem/Cisplatin
	Gem 
	7
	958
	477
	481
	6 month OS
	RR
	0.99
	0.86
	1.13
	Fixed
	Low
	NA
	NA
	NA
	S
	S
	No
	No
	Low

	D. R. Y. Xie 2010 [254]
	Advanced PC
	Gem/Cisplatin
	Gem 
	7
	958
	477
	481
	1 year OS
	RR
	0.99
	0.91
	1.07
	Fixed
	Low
	NA
	NA
	NA
	S
	S
	No
	No
	Low

	D. R. Y. Xie 2010 [254]
	Advanced PC
	Gem/5FU
	Gem 
	3
	881
	434
	447
	6 month OS
	RR
	0.95
	0.83
	1.09
	Fixed
	Low
	NA
	NA
	NA
	NS
	S
	No
	No
	NA

	D. R. Y. Xie 2010 [254]
	Advanced PC
	Gem/5FU
	Gem 
	3
	881
	434
	447
	1 year OS
	RR
	0.96
	0.9
	1.07
	Fixed
	Low
	NA
	NA
	NA
	NS
	S
	No
	No
	NA

	D. R. Y. Xie 2010 [254]
	Advanced PC
	Gem/Irinotecan
	Gem 
	3
	579
	284
	295
	6 month OS
	RR
	1.03
	0.86
	1.22
	Fixed
	Low
	NA
	NA
	NA
	NS
	S
	No
	No
	NA

	D. R. Y. Xie 2010 [254]
	Advanced PC
	Gem/Irinotecan
	Gem 
	3
	579
	284
	295
	1 year OS
	RR
	1
	0.91
	1.1
	Fixed
	Low
	NA
	NA
	NA
	NS
	S
	No
	No
	NA

	D. R. Y. Xie 2010 [254]
	Advanced PC
	Gem/Oxaliplatin
	Gem 
	3
	929
	463
	466
	6 month OS
	RR
	0.8
	0.7
	0.91
	Fixed
	Low
	NA
	NA
	NA
	NS
	Not S
	No
	No
	NA

	D. R. Y. Xie 2010 [254]
	Advanced PC
	Gem/Oxaliplatin
	Gem 
	3
	929
	463
	466
	1 year OS
	RR
	0.93
	0.87
	1
	Fixed
	Low
	NA
	NA
	NA
	NS
	S
	No
	No
	NA

	D. R. Y. Xie 2010 [254]
	Advanced PC
	Gem Combination 
Capecitabine
Oxaliplatin
Cisplatin
5FU
Irinotecan
	Gem 
	18
	4237
	2109
	2128
	6 month OS
	RR
	0.91
	0.85
	0.99
	Fixed
	Low
	NA
	NA
	NA
	VS
	S
	No
	No
	Very Low

	D. R. Y. Xie 2010 [254]
	Advanced PC
	Gem Combination 
Capecitabine
Oxaliplatin
Cisplatin
5FU
Irinotecan
	Gem 
	18
	4237
	2109
	2128
	1 year OS
	RR
	0.96
	0.93
	0.99
	Fixed
	Low
	NA
	NA
	NA
	VS
	S
	No
	No
	Very Low

	D. B. Ciliberto 2012 [255]
	Advanced PC
	Gem/Fluropyrimidine
5FU
Capecitabine
S-1
5FU/FA
Tegafur/uracil
	Gem 
	9
	2788
	NA
	NA
	OS
	HR
	0.91
	0.84
	0.99
	Random
	Low
	S
	NS
	0%
	S
	S
	No
	No
	Very Low

	D. B. Ciliberto 2012 [255]
	Advanced PC
	Gem/Targeted
Tipifarnib
Erlotinib
Bevacizumab
Cetuximab
Axitinib
Marimastat
	Gem 
	7
	3578
	NA
	NA
	OS
	HR
	0.94
	0.82
	1.01
	Random
	Low
	S
	NS
	0%
	NS
	S
	No
	No
	Low

	D. B. Ciliberto 2012 [255]
	Advanced PC
	Gem/Irinotecan
	Gem 
	2
	505
	NA
	NA
	OS
	HR
	1.01
	0.83
	1.22
	Random
	Low
	S
	NS
	0%
	NS
	S
	NA
	No
	Low

	C. A. Sun 2012 [256]
	Advanced PC
	Gem Platinum
Cisplatin
Oxaliplatin
	Gem 
	6
	1642
	826
	816
	OS (1 year)
	RR
	0.91
	0.77
	1.09
	Fixed
	Critically low
	S
	NS
	0%
	S
	S
	No
	No
	Very Low

	C. A. Sun 2012 [256]
	Advanced PC
	Gem/Cytotoxic
Irinotecan
Exatecan
	Gem 
	3
	854
	426
	428
	OS (1 year)
	RR
	0.97
	0.76
	1.25
	Fixed
	Critically low
	S
	NS
	0%
	NS
	S
	No
	No
	Low

	C. A. Sun 2012 [256]
	Advanced PC
	Gem/Targeted
Tipifarnib
Erlotinib
Bevacizumab
Cetuximab
Axitinib
Marimastat
	Gem 
	6
	2293
	1183
	1110
	OS (1 year)
	RR
	0.85
	0.73
	1
	Fixed
	Critically low
	S
	NS
	0%
	S
	S
	No
	No
	Very Low

	K. S. Chan 2014 [257]
	Advanced PC
	Gem/Cisplatin
	Gem 
	7
	NA
	NA
	NA
	OS
	HR
	0.96
	0.7
	1.3
	Random
	Moderate
	S
	S
	64%
	NS
	S
	NA
	No
	Very Low

	Gresham GK 2014 [258]
	Advanced PC
	Gem/Oxaliplatin
	Gem 
	2
	646
	322
	324
	OS
	HR
	0.86
	0.74
	0.99
	Random
	Low
	S
	NS
	0%
	NS
	 S
	NA
	No
	Low

	Gresham GK 2014 [258]
	Advanced PC
	Gem/Exactecan
	Gem 
	2
	666
	335
	331
	OS
	HR
	0.98
	0.81
	1.19
	Random
	Low
	S
	NS
	0%
	NS
	S
	NA
	No
	Low

	Tu C 2015 [259]
	Advanced PC
	Gem/5FU
	Gem 
	3
	889
	NA
	NA
	OS
	HR
	0.93
	0.77
	1.12
	Fixed
	Critically low
	NA
	S
	40.80%
	NS
	S
	No
	No
	Low

	Zhang XW 2017 [260]
	Advanced PC
	Gem Platinum
Cisplatin
Oxaliplatin
	Gem 
	7
	1727
	NA
	NA
	OS
	HR
	0.98
	0.89
	1.09
	Fixed
	Moderate
	NA
	NS
	17.80%
	S
	S
	No
	No
	Low

	Zhang XW 2017 [260]
	Advanced PC
	Gem/Cytotoxic
 Irinotecan
Exatecan
	Gem 
	4
	982
	NA
	NA
	OS
	HR
	0.99
	0.86
	1.14
	Fixed
	Moderate
	NA
	NS
	0%
	NS
	S
	No
	No
	NA

	Jin J 2018 [261]
	Advanced PC [Elderly (≥ 65 years old)]
	Combination Treatment
Erlotinib
FOLFIRINOX
GemNab
Capecitabine
Masitinib
Afibercept
	Gem 
	6
	3401
	NA
	NA
	OS
	HR
	0.93
	0.82
	1.06
	Random
	Moderate
	NA
	S
	57.50%
	S
	S
	No
	No
	Very Low

	Lin KI 2019 [262]
	Advanced PC
	Gem/Targeted
Nimotuzumab 
 Erlotinib
Cetuximab
	Gem 
	4
	1857
	926
	931
	OS
	HR
	0.91
	0.75
	1.11
	Random
	High
	S
	VS
	72%
	NS
	S
	No
	No
	Very Low

	Zhang XW 2017 [260]
	Advanced PC
	Gem Platinum
Cisplatin
Oxaliplatin
	Gem 
	7
	1727
	NA
	NA
	PFS
	HR
	0.93
	0.84
	1.04
	Fixed
	Moderate
	NA
	S
	38.60%
	NS
	S
	No
	No
	Low

	Zhang XW 2017 [260]
	Advanced PC
	Gem/Taxanes
GemNab
Liposomal paclitaxel
Docetaxel
	Gem 
	5
	1314
	NA
	NA
	PFS
	HR
	0.78
	0.61
	0.99
	Random
	Moderate
	NA
	VS
	82.00%
	S
	S
	No
	No
	Very Low

	Zhang XW 2017 [260]
	Advanced PC
	Gem/Cytotoxic
Irinotecan
Exatecan
	Gem 
	3
	837
	NA
	NA
	PFS
	HR
	0.91
	0.79
	1.05
	Fixed
	Moderate
	NA
	NS
	0%
	NS
	S
	No
	No
	NA

	Lin KI 2019 [262]
	Advanced PC
	Gem/Targeted
Nimotuzumab 
Erlotinib
Cetuximab
	Gem 
	4
	1857
	926
	931
	PFS 
	HR
	0.92
	0.75
	1.14
	Random
	High
	S
	VS
	77%
	NS
	S
	No
	No
	Very Low


PC – pancreatic cancer; OS – overall survival; PFS – progression free survival; DFS – disease free survival; HR – hazard ratio; RR- risk ratio; SS – sample size, LCI – lower confidence interval; UCI – upper confidence interval; ROB – risk of bias, GRADE – Grading of recommendations, assessment, development, and evaluations; VS – very serious, S – serious, NS- not serious, NA- not applicable; Gem – gemcitabine, Gem/Cap – gemcitabine capecitabine; Gem/Nab – gemcitabine nab-paclitaxel; Gem/S-1 – gemcitabine S-1; 5FU – 5- fluorouracil, FU – fluorouracil, FA – folinic acid. All associations presented above were considered non-statistically significant. 




Table e5: Descriptive characteristics of studies included for adverse events outcomes

	Author; Publication Year 
	Population
	Intervention
	Comparator
	Outcome
	 
No of studies
	Total 
	Combination Therapy
	Single Agent
	Model
	 
AMSTAR
	GRADE
	Final GRADE evaluation

	
	
	
	
	
	
	Events 
	Total
	%
	Events 
	Total 
	%
	Eventsz
	Total 
	%
	Random/fixed
	effect metric
	effect size
	LCI
	UCI
	p - value
	
	ROB 
	Inconsistency
	I2 value (%)
	Indirectness  
	Imprecision 
	Publication Bias (yes, no)
	Large effect (yes/no)
	

	Neutropenia/Febrile Neutropenia

	H. H. Chen 2018 [248]
	Resected PC
	Combination Treatment
S-1
5FU/FA
GemCap
Gem/Erlotinib
Gem/uracil/tegafur
	Gem
	Neutropenia
	5
	346
	1166
	30
	NA
	NA
	NA
	NA
	NA
	NA
	Random
	RR
	1.25
	0.81
	1.94
	0.31
	Critically Low
	S
	NA
	NR
	NS
	S
	No
	No
	Low

	A. C. Galvano 2020 [249]
	Resected PC
	Combination Treatment
GemCap
GemNab 
FOLFIRINOX
	Gem
	Neutropenia
	3
	752
	2058
	37
	416
	1026
	41
	336
	1032
	33
	Random
	RR
	1.25
	1
	1.56
	NA
	High
	S
	S
	69
	NS
	S
	No
	No
	Very Low

	P. Parmar 2020 [263]
	Resected PC
	Combination Treatment
GemNab 
FOLFIRINOX
GemCap
Gem/Erlotinib
5FU/FA
S-1  
	Gem
	Neutropenia
	6
	1275
	3959
	32
	622
	1983
	31
	653
	1976
	33
	Random
	RR
	0.85
	0.55
	1.32
	NA
	Low
	NS
	VS
	95
	NS
	S
	NA
	No
	Very Low

	P. Parmar 2020 [263]
	Resected PC
	Combination Treatment
GemNab
FOLFIRINOX
S-1 
	Gem
	Febrile Neutropenia
	3
	46
	1530
	3
	30
	854
	4
	16
	676
	2
	Random
	RR
	1.27
	0.48
	3.38
	NA
	Low
	NS
	S
	49
	NS
	S
	NA
	No
	Low

	C. A. Sun 2012 [256]
	Advanced PC
	Gem Platinum
Cisplatin
Oxaliplatin
	Gem
	Neutropenia
	5
	400
	1442
	28
	191
	721
	26
	209
	721
	29
	Random
	RR
	1.03
	0.74
	1.43
	NA
	Critically low
	S
	VS
	76
	NS
	S
	No
	No
	Very Low

	C. A. Sun 2012 [256]
	Advanced PC
	Gem/Cytotoxic
Irinotecan
Exatecan
	Gem
	Neutropenia
	4
	293
	915
	32
	157
	461
	34
	136
	454
	30
	Random
	RR
	0.85
	0.44
	1.65
	NA
	Critically low
	S
	VS
	91
	NS
	S
	No
	No
	Very Low

	C. A. Sun 2012 [256]
	Advanced PC
	Gem/Targeted
Tipifarnib
Erlotinib
Bevacizumab
Cetuximab
Axitinib
Marimastat
	Gem
	Neutropenia
	9
	1010
	4107
	25
	575
	2099
	27
	435
	2008
	22
	Random
	RR
	0.86
	0.63
	1.18
	NA
	Critically low
	S
	VS
	82
	S
	S
	No
	No
	Very Low

	Zhang XW 2017 [260]
	Advanced PC
	Gem/Taxanes
GemNab
Liposomal paclitaxel
Docetaxel
	Gem
	Neutropenia
	3
	NA
	1216
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	Random
	RR
	0.98
	0.64
	1.68
	0.917
	Moderate
	NA
	NA
	NR 
	S
	S
	No
	No
	Low

	Thrombocytopenia

	H. H. Chen 2018 [248]
	Resected PC
	Combination Treatment
S-1
5FU/FA
GemCap
Gem/Erlotinib
Gem/uracil/tegafur
	Gem
	Thrombocytopenia
	6
	33
	1265
	3
	NA
	NA
	NA
	NA
	NA
	NA
	Random
	RR
	1.19
	0.61
	2.31
	0.61
	Critically Low
	S
	NA
	NR
	NS
	S
	No
	No
	Low

	P. Parmar 2020 [263]
	Resected PC
	Combination Treatment
5FU/FA
FOLFIRINOX
GemCap
GemErl
S-1 
	Gem
	Thrombocytopenia
	5
	79
	3107
	3
	30
	1554
	2
	49
	1553
	3
	Random
	RR
	0.64
	0.27
	1.5
	NA
	Low
	NS
	S
	62
	S
	S
	NA
	No
	Very Low

	Zhang XW 2017 [260]
	Advanced PC
	Gem Platinum
Cisplatin
Oxaliplatin
	Gem
	Thrombocytopenia
	9
	NA
	1803
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	Random
	RR
	1.66
	1
	2.78
	0.052
	Moderate
	NA
	NA
	NR 
	NS
	S
	No
	No
	NA

	Zhang XW 2017 [260]
	Advanced PC
	Gem/Taxanes
GemNab
Liposomal paclitaxel
Docetaxel
	Gem
	Thrombocytopenia
	3
	NA
	1216
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	Random
	RR
	1.83
	0.24
	5.24
	0.261
	Moderate
	NA
	NA
	NR 
	S
	S
	No
	No
	Low

	Zhang XW 2017 [260]
	Advanced PC
	Gem/Cytotoxic
Irinotecan
Exatecan
	Gem
	Thrombocytopenia
	4
	NA
	915
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	Random
	RR
	1.54
	0.63
	3.8
	0.345
	Moderate
	NA
	NA
	NR 
	NS
	S
	No
	No
	NA

	Leukopenia

	H. H. Chen 2018 [248]
	Resected PC
	Combination Treatment
S-1
5FU/FA
GemCap
Gem/Erlotinib
Gem/uracil/tegafur
	Gem
	Leukopenia
	6
	139
	1265
	11
	NA
	NA
	NA
	NA
	NA
	NA
	Random
	RR
	0.9
	0.54
	1.47
	0.66
	Critically Low
	S
	NA
	NR
	NS
	S
	No
	No
	Low

	Liu Y 2015 [264]
	Advanced PC
	Gem/S-1
	Gem
	Leukopenia
	4
	279
	811
	34
	127
	NA
	31.36
	152
	NA
	34.62
	Random
	RR
	1.73
	0.93
	3.21
	0.1
	Low
	S
	NA
	NR 
	NS
	S
	No
	No
	Low

	Anemia

	A. C. Galvano 2020 [249]
	Resected PC
	Combination Treatment
GemCap
GemNab 
FOLFIRINOX
	Gem
	Anemia
	3
	132
	2046
	6
	79
	1026
	8
	53
	1020
	5
	Random
	RR
	1.2
	0.56
	2.55
	NA
	High 
	S
	S
	68
	NS
	VS
	No
	No
	Very Low

	D. B. Ciliberto 2012 [255]
	Advanced PC
	Gem/Fluropyrimidine
5FU
Capecitabine
S-1
5FU/FA
Tegafur/uracil
Gem Platinum
Cisplatin
Oxaliplatin
Gem/Targeted
Tipifarnib
Erlotinib
Bevacizumab
Cetuximab
Axitinib
Marimastat
Gem/Irinotecan
Gem/Cisplatin
Gem/Oxaliplatin
Gem/Irinotecan
Gem/Cisplatin
Gem/Oxaliplatin
	Gem
	Anemia
	34
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	Random
	RR
	0.92
	0.75
	1.13
	0.448
	Low
	S
	NA
	NR
	VS
	S
	No
	No
	Very Low

	C. A. Sun 2012 [256]
	Advanced PC
	Gem Platinum
Cisplatin
Oxaliplatin
	Gem
	Anemia
	6
	133
	1617
	8
	66
	811
	8
	67
	806
	8
	Random
	RR
	1.04
	0.75
	1.43
	NA
	Critically low
	S
	S
	43
	NS
	S
	No
	No
	Very Low

	C. A. Sun 2012 [256]
	Advanced PC
	Gem/Fluropyrimidine
5FU
Capecitabine
	Gem
	Anemia
	5
	85
	1298
	7
	42
	649
	6
	43
	649
	7
	Random
	RR
	1.02
	0.68
	1.53
	NA
	Critically low
	S
	NS
	0
	S
	S
	No
	No
	Very Low

	C. A. Sun 2012 [256]
	Advanced PC
	Gem/Cytotoxic
Irinotecan
Exatecan
	Gem
	Anemia
	4
	95
	915
	10
	46
	461
	10
	49
	454
	11
	Random
	RR
	1.09
	0.75
	1.59
	NA
	Critically low
	S
	S
	30
	NS
	S
	No
	No
	Very Low

	C. A. Sun 2012 [256]
	Advanced PC
	Gem/Targeted
Tipifarnib
Erlotinib
Bevacizumab
Cetuximab
Axitinib
Marimastat
	Gem
	Anemia
	8
	273
	3171
	9
	149
	1631
	9
	124
	1540
	8
	Random
	RR
	0.87
	0.7
	1.8
	NA
	Critically low
	S
	S
	37
	NS
	S
	No
	No
	Very Low

	Li Q 2014 [265]
	Advanced PC
	Gem Combination
Gem/Cap
gem/S-1
Gem/5FU
	Gem
	Anemia
	8
	189
	2053
	9
	98
	1020
	10
	91
	1033
	9
	fixed
	OR
	1.11
	0.82
	1.5
	0.51
	Moderate
	S
	NS
	0
	NS
	S
	NA
	No
	Low

	Liu Y 2015 [264]
	Advanced PC
	Gem/S-1
	Gem
	Anemia
	5
	119
	917
	13
	65
	NA
	14.19
	54
	NA
	11.76
	Random
	RR
	1.21
	0.86
	1.69
	0.27
	Low
	S
	NA
	NR 
	NS
	S
	No
	No
	Low

	Zhang XW 2017 [260]
	Advanced PC
	Gem/Fluropyrimidine
5FU
Capecitabine
S-1
Tegafur/uracil
	Gem
	Anemia
	9
	NA
	2149
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	Random
	RR
	1.11
	0.86
	1.44
	0.418
	Moderate
	NA
	NA
	NR 
	S
	S
	No
	No
	Low

	Zhang XW 2017 [260]
	Advanced PC
	Gem/Taxanes
GemNab
Liposomal paclitaxel
Docetaxel
	Gem
	Anemia
	3
	NA
	1216
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	Random
	RR
	11.09
	0.79
	1.51
	0.59
	Moderate
	NA
	NA
	NR 
	S
	S
	No
	Yes
	Low

	Zhang XW 2017 [260]
	Advanced PC
	Combination Treatment
5FU
Capecitabine
S-1
Tegafur/uracil
Cisplatin
Oxaliplatin
GemNab
Liposomal paclitaxel
Docetaxel
Irinotecan
Exatecan
Pemetrexed
	Gem
	Anemia
	24
	NA
	6629
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	Random
	RR
	1.15
	0.99
	1.34
	0.067
	Moderate
	NA
	NA
	NR 
	VS
	S
	No
	No
	Very Low

	Fatigue

	H. H. Chen 2018 [248]
	Resected PC
	Combination Treatment
S-1
5FU/FA
GemCap
Gem/Erlotinib
	Gem
	Fatigue
	4
	54
	1166
	5
	NA
	NA
	NA
	NA
	NA
	NA
	Random
	RR
	1.25
	0.74
	2.11
	0.4
	Critically low
	S
	NA
	NR
	NS
	S
	No
	No
	Low

	D. B. Ciliberto 2012 [255]
	Advanced PC
	Gem/Fluropyrimidine
5FU
Capecitabine
S-1
5FU/FA
Tegafur/uracil
Gem Platinum
Cisplatin
Oxaliplatin
Gem/Targeted
Tipifarnib
Erlotinib
Bevacizumab
Cetuximab
Axitinib
Marimastat
Gem/Irinotecan
Gem/Cisplatin
Gem/Oxaliplatin
Gem/Irinotecan
Gem/Cisplatin
Gem/Oxaliplatin
	Gem
	Fatigue
	34
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	Random
	RR
	0.9
	0.72
	1.14
	0.396
	Low
	S
	NA
	NR
	VS
	S
	No
	No
	Very Low

	Zhang XW 2017 [260]
	Advanced PC
	Gem/Fluropyrimidine
5FU
Capecitabine
S-1
Tegafur/uracil
	Gem
	Fatigue
	6
	NA
	1020
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	Random
	RR
	0.98
	0.52
	1.87
	0.96
	Moderate
	NA
	NA
	NR 
	S
	S
	No
	No
	Low

	Zhang XW 2017 [260]
	Advanced PC
	Gem Platinum
Cisplatin
Oxaliplatin
	Gem
	Fatigue
	5
	NA
	1209
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	Random
	RR
	0.98
	0.72
	1.34
	0.898
	Moderate
	NA
	NA
	NR 
	NS
	S
	No
	No
	NA

	Zhang XW 2017 [260]
	Advanced PC
	Gem/Cytotoxic
Irinotecan
Exatecan
	Gem
	Fatigue
	4
	NA
	915
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	Random
	RR
	1.17
	0.81
	1.69
	0.409
	Moderate
	NA
	NA
	NR 
	NS
	S
	No
	No
	NA

	Diarrhea

	C. A. Sun 2012 [256]
	Advanced PC
	Gem Platinum
Cisplatin
Oxaliplatin
	Gem
	Diarrhea
	5
	51
	1497
	3
	31
	749
	4
	20
	748
	3
	Random
	RR
	0.65
	0.38
	1.13
	NA
	Critically low
	S
	S
	25
	NS
	S
	No
	No
	Very Low

	C. A. Sun 2012 [256]
	Advanced PC
	Gem/Fluropyrimidine
5FU
Capecitabine
	Gem
	Diarrhea
	3
	36
	891
	4
	22
	449
	5
	14
	442
	3
	Random
	RR
	0.65
	0.34
	1.25
	NA
	Critically low
	S
	S
	0
	NS
	S
	No
	No
	Very Low

	C. A. Sun 2012 [256]
	Advanced PC
	Gem/Cytotoxic
Irinotecan
Exatecan
	Gem
	Diarrhea
	2
	7
	509
	1
	4
	282
	1
	3
	227
	1
	Random
	RR
	0.7
	0.16
	3.14
	NA
	Critically low
	S
	NS
	0
	NS
	VS
	NA
	No
	Very Low

	C. A. Sun 2012 [256]
	Advanced PC
	Gem/Targeted
Tipifarnib
Erlotinib
Bevacizumab
Cetuximab
Axitinib
Marimastat
	Gem
	Diarrhea
	8
	84
	3500
	2
	52
	1787
	3
	32
	1713
	2
	Random
	RR
	0.66
	0.43
	1.02
	NA
	Critically low
	S
	NS
	0
	S
	S
	No
	No
	Very Low

	Nausea/Vomitting

	D. B. Ciliberto 2012 [255]
	Advanced PC
	Gem/Fluropyrimidine
5FU
Capecitabine
S-1
5FU/FA
Tegafur/uracil
Gem Platinum
Cisplatin
Oxaliplatin
Gem/Targeted
Tipifarnib
Erlotinib
Bevacizumab
Cetuximab
Axitinib
Marimastat
Gem/Irinotecan
Gem/Cisplatin
Gem/Oxaliplatin
Gem/Irinotecan
Gem/Cisplatin
Gem/Oxaliplatin
	Gem
	Vomiting
	34
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	Random
	RR
	0.89
	0.65
	1.23
	0.481
	Low
	S
	NA
	NR
	VS
	S
	No
	No
	Very Low

	C. A. Sun 2012 [256]
	Advanced PC
	Gem/Fluropyrimidine
5FU
Capecitabine
	Gem
	Vomiting
	4
	67
	1219
	5
	34
	609
	6
	33
	610
	5
	Random
	RR
	0.98
	0.62
	1.55
	NA
	Critically low
	S
	NS
	0
	S
	S
	No
	No
	Very Low

	C. A. Sun 2012 [256]
	Advanced PC
	Gem/Cytotoxic
Irinotecan
Exatecan
	Gem
	Vomiting
	4
	78
	915
	9
	44
	461
	10
	34
	454
	7
	Random
	RR
	0.8
	0.52
	1.21
	NA
	Critically low
	S
	NS
	19
	NS
	S
	No
	No
	Low

	C. A. Sun 2012 [256]
	Advanced PC
	Gem/Targeted
Tipifarnib
Erlotinib
Bevacizumab
Cetuximab
Axitinib
Marimastat
	Gem
	Vomiting
	8
	167
	3180
	5
	87
	1629
	5
	80
	1551
	5
	Random
	RR
	0.96
	0.71
	1.29
	NA
	Critically low
	S
	S
	40
	NS
	S
	No
	No
	Very Low

	Li Q 2014 [265]
	Advanced PC
	Gem Combination
Gem/Cap
gem/S-1
Gem/5FU 
	Gem
	Nausea
	7
	99
	1980
	5
	57
	986
	6
	42
	994
	4
	fixed
	OR
	1.37
	0.91
	2.06
	0.13
	Moderate
	S
	NS
	20
	NS
	S
	NA
	No
	Low

	Li Q 2014 [265]
	Advanced PC
	Gem Combination
Gem/Cap
gem/S-1
Gem/5FU 
	Gem
	Vomiting
	5
	85
	1765
	5
	46
	882
	5
	39
	883
	4
	fixed
	OR
	1.18
	0.76
	1.83
	0.45
	Moderate
	S
	S
	49
	NS
	S
	NA
	No
	Very Low

	Zhang XW 2017 [260]
	Advanced PC
	Gem/Fluropyrimidine
5FU
Capecitabine
S-1
Tegafur/uracil
	Gem
	Nausea
	7
	NA
	1963
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	Random
	RR
	1.24
	0.85
	1.81
	0.264
	Moderate
	NA
	NA
	NR 
	S
	S
	No
	No
	Low

	Zhang XW 2017 [260]
	Advanced PC
	Gem/Taxanes
GemNab
Liposomal paclitaxel
	Gem
	Nausea
	2
	NA
	423
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	Random
	RR
	1.52
	0.19
	12.07
	0.691
	Moderate
	NA
	NA
	NR 
	NS
	S
	NA
	No
	NA

	Zhang XW 2017 [260]
	Advanced PC
	Gem/Cytotoxic
Irinotecan
Exatecan
	Gem
	Nausea
	4
	NA
	915
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	Random
	RR
	1.46
	0.95
	2.27
	0.087
	Moderate
	NA
	NA
	NR 
	NS
	S
	No
	No
	NA

	Zhang XW 2017 [260]
	Advanced PC
	Gem/Fluropyrimidine
5FU
Capecitabine
S-1
Tegafur/uracil
	Gem
	Vomiting
	6
	NA
	1851
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	Random
	RR
	1.28
	0.83
	1.96
	0.262
	Moderate
	NA
	NA
	NR 
	S
	S
	No
	No
	Low

	Zhang XW 2017 [260]
	Advanced PC
	Gem/Taxanes
GemNab
Liposomal paclitaxel
	Gem
	Vomiting
	2
	NA
	423
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	Random
	RR
	1.46
	0.51
	4.23
	0.482
	Moderate
	NA
	NA
	NR 
	NS
	S
	NA
	No
	NA


PC – pancreatic cancer; OS – overall survival; PFS – progression free survival; DFS – disease free survival; HR – hazard ratio; RR- risk ratio; SS – sample size, LCI – lower confidence interval; UCI – upper confidence interval; ROB – risk of bias, GRADE – Grading of recommendations, assessment, development, and evaluations; VS – very serious, S – serious, NS- not serious, NA- not applicable; NR – not reported; Gem – gemcitabine, Gem/Cap – gemcitabine capecitabine; Gem/Nab – gemcitabine nab-paclitaxel; Gem/S-1 – gemcitabine S-1; 5FU – 5- fluorouracil, FU – fluorouracil, FA – folinic acid. All associations presented above were considered non-statistically significant.



eTable 6: Sensitivity analysis results for studies graded as moderate quality 

	Author; Publication Year
	Population
	Intervention
	Comparator
	Outcome
	Effect metric
	Primary Analysis
	Sensitivity Analysis: Excluding studies with a high risk of bias
	Sensitivity Analysis: excluding studies with small sample size (25th percentile)

	
	
	
	
	
	
	No. of studies
	Effect size
	LCI
	UCI
	GRADE
	No. of studies
	Effect size
	LCI
	UCI
	GRADE
	No. of studies
	Effect size
	LCI
	UCI
	GRADE

	Kharat 2021 [266]
	Resected PC
	Combination Treatment
Gem/Cap
Gem/Nab 
FOLFIRINOX
	Gem
	OS
	HR
	3
	0.78
	0.69
	0.89
	Moderate
	N/A – remaining studies are not enough to conduct meta-analysis
	N/A – remaining studies are not enough to conduct meta-analysis

	A. C. Galvano 2020 [249]
	Resected PC (R0 resection)
	Combination Treatment
Gem/Cap
Gem/Nab 
FOLFIRINOX
	Gem
	DFS/PFS
	HR 
	3
	0.79
	0.66
	0.94
	Moderate
	N/A – remaining studies are not enough to conduct meta-analysis
	N/A – remaining studies are not enough to conduct meta-analysis

	Liu Y 2015 [264]
	Advanced PC
	Gem/S-1
	Gem
	OS
	HR
	4
	0.83
	0.72
	0.96
	Moderate
	N/A – remaining studies are not enough to conduct meta-analysis
	N/A – remaining studies are not enough to conduct meta-analysis

	Zhang XW 2017 [260]
	Advanced PC
	Gem/Taxanes
Gem/Nab
Liposomal paclitaxel
Docetaxel
	Gem
	OS
	HR
	5
	0.75
	0.67
	0.85
	Moderate
	4
	1.00
	0.57
	1.75
	Moderate
	2
	1.83
	0.53
	6.39
	Very Low

	Lin KI 2019 [262]
	Advanced PC
	Gem/Fluropyrimidine
Capecitabine
S-1
	Gem
	OS
	HR
	5
	0.86
	0.78
	0.95
	Moderate
	2
	0.87
	0.77
	0.99
	Moderate
	2
	0.88
	0.78
	0.99
	Moderate

	Lin KI 2019 [262]
	Advanced PC
	Gem/Taxanes
Gem/Nab
Liposomal paclitaxel
	Gem
	OS
	HR
	2
	0.71
	0.62
	0.82
	Moderate
	N/A – remaining studies are not enough to conduct meta-analysis
	N/A – remaining studies are not enough to conduct meta-analysis

	Xiao BY 2020 [267]
	Advanced PC
	Gem/Cap
	Gem
	OS
	HR
	3
	0.85
	0.75
	0.95
	Moderate
	2
	0.84
	0.71
	0.98
	Moderate
	N/A – remaining studies are not enough to conduct meta-analysis

	Kharat 2021 [266]
	Advanced PC
	Combination Treatment
Gem/Cap
Gem/Nab 
FOLFIRINOX 
	Gem
	OS
	HR
	6
	0.76
	0.68
	0.85
	Moderate
	5
	0.77
	0.67
	0.89
	Moderate
	2
	0.78
	0.66
	0.93
	Moderate

	Liu Y 2015 [264]
	Advanced PC
	gem/S-1
	Gem
	PFS
	HR
	4
	0.64
	0.56
	0.74
	Moderate
	N/A – remaining studies are not enough to conduct meta-analysis
	N/A – remaining studies are not enough to conduct meta-analysis

	Lin KI 2019 [262]
	Advanced PC
	Gem/Taxanes
Gem/Nab
Liposomal paclitaxel
	Gem
	PFS 
	HR
	2
	0.79
	0.59
	0.82
	Moderate
	N/A – remaining studies are not enough to conduct meta-analysis
	N/A – remaining studies are not enough to conduct meta-analysis

	Xiao BY 2020 [267]
	Advanced PC
	Gem/Cap
	Gem
	PFS
	HR
	3
	0.80
	0.72
	0.90
	Moderate
	2
	0.81
	0.65
	1.00
	Low
	N/A – remaining studies are not enough to conduct meta-analysis

	Kharat 2021 [266]
	Advanced PC
	Combination Treatment
Gem/Cap
Gem/Nab 
FOLFIRINOX
	Gem
	PFS
	HR
	6
	0.68
	0.60
	0.78
	Moderate
	5
	0.68
	0.57
	0.81
	Moderate
	2
	0.78
	0.69
	0.88
	High


OS – overall survival; PFS – progression free survival; DFS – disease free survival; HR – hazard ratio; Gem – gemcitabine; LCI – lower confidence interval; UCI – upper confidence interval; N/A – not applicable; Gem/Cap – gemcitabine capecitabine; Gem/Nab – gemcitabine nab-paclitaxel; Gem/S-1 – gemcitabine S-1.
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