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Appendix 1 

MEDLINE (via PubMed) 
Search # Search Terms Publications 

#1 

"Urinary Bladder Neoplasms"[Mesh] OR (urothelial carcinoma*[tiab] OR urothelial neoplasm*[tiab] OR 
urothelial malignanc*[tiab] OR "urothelial cancer"[tiab] OR urothelial tumor*[tiab] OR urothelial 
tumour*[tiab]) OR (urinary carcinoma*[tiab] OR urinary neoplasm*[tiab] OR urinary malignanc*[tiab] OR 
"urinary cancer"[tiab] OR urinary tumor*[tiab] OR urinary tumour*[tiab]) OR (bladder carcinoma*[tiab] OR 
bladder neoplasm*[tiab] OR bladder malignanc*[tiab] OR "bladder cancer"[tiab] OR bladder tumor*[tiab] OR 
bladder tumour*[tiab]) OR ("Carcinoma, Transitional Cell"[Mesh] OR transitional cell carcinoma*[tiab] OR 
transitional cell neoplasm*[tiab] OR transitional cell malignanc*[tiab] OR "transitional cell cancer"[tiab] OR 
transitional cell tumor*[tiab] OR transitional cell tumour*[tiab]) OR ("pelvic tumor"[tiab] OR "pelvic 
tumour"[tiab] OR "pelvic tumors"[tiab] OR "pelvic tumours"[tiab] OR "Pelvic Neoplasms"[Mesh] OR pelvic 
malignanc*[tiab] OR pelvic neoplasm*[tiab] OR "pelvic cancer"[tiab] OR "pelvic carcinoma"[tiab]) OR 
"MIBC"[tiab] OR "NIMBC"[tiab] OR (upper tract carcinoma*[tiab] OR upper tract neoplasm*[tiab] OR upper 
tract malignanc*[tiab] OR "upper tract cancer"[tiab] OR upper tract tumor*[tiab] OR upper tract 
tumour*[tiab]) OR (urinary tract carcinoma*[tiab] OR urinary tract neoplasm*[tiab] OR urinary tract 
malignanc*[tiab] OR "urinary tract cancer"[tiab] OR urinary tract tumor*[tiab] OR urinary tract 
tumour*[tiab]) OR (ureter carcinoma*[tiab] OR ureter neoplasm*[tiab] OR ureter malignanc*[tiab] OR 
"ureter cancer"[tiab] OR ureter tumor*[tiab] OR ureter tumour*[tiab]) OR (ureteral carcinoma*[tiab] OR 
ureteral neoplasm*[tiab] OR ureteral malignanc*[tiab] OR "ureteral cancer"[tiab] OR ureteral tumor*[tiab] 
OR ureteral tumour*[tiab]) OR (urethra carcinoma*[tiab] OR urethra neoplasm*[tiab] OR urethra 
malignanc*[tiab] OR "urethra cancer"[tiab] OR urethra tumor*[tiab] OR urethra tumour*[tiab]) OR (urethral 
carcinoma*[tiab] OR urethral neoplasm*[tiab] OR urethral malignanc*[tiab] OR "urethral cancer"[tiab] OR 
urethral tumor*[tiab] OR urethral tumour*[tiab]) 

73,241 

#2 

"vinflunine"[Supplementary Concept] OR vinflunine[tiab] OR vinflunina[tiab] OR vinflunini[tiab] OR 
vinfluninum[tiab] OR VFL[tiab] OR javlor[tiab] OR 5BF646324K[EC/RN Number] OR 194468-36-5[tiab] OR 
"20', 20' difluoro 3', 4' dihydrovinorelbine"[tiab] OR "F-12158"[tiab] OR "F-13840"[tiab] OR "L-0070"[tiab] OR 
"CC-35593"[tiab] OR "Z-3112"[tiab] OR "C-23860"[tiab] OR "Q-101876"[tiab] OR SCHEMBL8403[tiab] OR 
"S1240 Selleck"[tiab] OR "1201898-17-0"[tiab] OR C45H54F2N4O8[tiab] OR "162652-95-1"[tiab] 

331 



#3 #1 AND #2 106 

#4 #3 NOT ("Animals"[Mesh] NOT "Humans"[Mesh]) 105 

#5 #4 NOT ("Case Reports" [Publication Type] OR "a case report"[ti] OR ": case report"[ti]) 98 

EMBASE 
Search # Search Terms Publications 

#1 

'urinary tract tumor'/exp OR ('urothelial carcinoma*':ti,ab OR 'urothelial neoplasm*':ti,ab OR 'urothelial 
malignanc*':ti,ab OR 'urothelial cancer':ti,ab OR 'urothelial tumor*':ti,ab OR 'urothelial tumour*':ti,ab) OR 
('urinary carcinoma*':ti,ab OR 'urinary neoplasm*':ti,ab OR 'urinary malignanc*':ti,ab OR 'urinary 
cancer':ti,ab OR 'urinary tumor*':ti,ab OR 'urinary tumour*':ti,ab) OR ('bladder carcinoma*':ti,ab OR 'bladder 
neoplasm*':ti,ab OR 'bladder malignanc*':ti,ab OR 'bladder cancer':ti,ab OR 'bladder tumor*':ti,ab OR 
'bladder tumour*':ti,ab) OR ('transitional cell carcinoma'/exp OR 'transitional cell carcinoma*':ti,ab OR 
'transitional cell neoplasm*':ti,ab OR 'transitional cell malignanc*':ti,ab OR 'transitional cell cancer':ti,ab OR 
'transitional cell tumor*':ti,ab OR 'transitional cell tumour*':ti,ab) OR ('pelvic tumor':ti,ab OR 'pelvic 
tumour':ti,ab OR 'pelvic tumors':ti,ab OR 'pelvic tumours':ti,ab OR 'pelvis tumor'/exp OR 'pelvic 
malignanc*':ti,ab OR 'pelvic neoplasm*':ti,ab OR 'pelvic cancer':ti,ab OR 'pelvic carcinoma':ti,ab) OR 
'MIBC':ti,ab OR 'NIMBC':ti,ab OR ('upper tract carcinoma*':ti,ab OR 'upper tract neoplasm*':ti,ab OR 'upper 
tract malignanc*':ti,ab OR 'upper tract cancer':ti,ab OR 'upper tract tumor*':ti,ab OR 'upper tract 
tumour*':ti,ab) OR ('urinary tract carcinoma*':ti,ab OR 'urinary tract neoplasm*':ti,ab OR 'urinary tract 
malignanc*':ti,ab OR 'urinary tract cancer':ti,ab OR 'urinary tract tumor*':ti,ab OR 'urinary tract 
tumour*':ti,ab) OR ('ureter carcinoma*':ti,ab OR 'ureter neoplasm*':ti,ab OR 'ureter malignanc*':ti,ab OR 
'ureter cancer':ti,ab OR 'ureter tumor*':ti,ab OR 'ureter tumour*':ti,ab) OR ('ureteral carcinoma*':ti,ab OR 
'ureteral neoplasm*':ti,ab OR 'ureteral malignanc*':ti,ab OR 'ureteral cancer':ti,ab OR 'ureteral tumor*':ti,ab 
OR 'ureteral tumour*':ti,ab) OR ('urethra carcinoma*':ti,ab OR 'urethra neoplasm*':ti,ab OR 'urethra 
malignanc*':ti,ab OR 'urethra cancer':ti,ab OR 'urethra tumor*':ti,ab OR 'urethra tumour*':ti,ab) OR 
('urethral carcinoma*':ti,ab OR 'urethral neoplasm*':ti,ab OR 'urethral malignanc*':ti,ab OR 'urethral 
cancer':ti,ab OR 'urethral tumor*':ti,ab OR 'urethral tumour*':ti,ab) 

207,693 

#2 

'vinflunine'/exp OR vinflunine:ti,ab OR vinflunina:ti,ab OR vinflunini:ti,ab OR vinfluninum:ti,ab OR VFL:ti,ab 
OR javlor:ti,ab OR '5BF646324K':ti,ab OR '194468-36-5':ti,ab OR '20 20 difluoro 3 4 dihydrovinorelbine':ti,ab 
OR 'F-12158':ti,ab OR 'F-13840':ti,ab OR 'L-0070':ti,ab OR 'CC-35593':ti,ab OR 'Z-3112':ti,ab OR 'C-23860':ti,ab 
OR 'Q-101876':ti,ab OR 'SCHEMBL8403':ti,ab OR 'S1240 Selleck':ti,ab OR '1201898-17-0':ti,ab OR 
'C45H54F2N4O8':ti,ab OR '162652-95-1':ti,ab 

826 



#3 #1 AND #2 371 

#4 #3 AND [humans]/lim 358 

#5 #4 NOT ('a case report':ti OR ': case report':ti) 354 
 

  

Cochrane 
Search # Search Terms Publications 

#1 

"urothelial carcinoma" OR "urothelial neoplasm" OR "urothelial malignanc" OR "urothelial cancer" OR 
"urothelial tumor" OR "urothelial tumour" OR "urinary carcinoma" OR "urinary neoplasm" OR "urinary 
malignanc" OR "urinary cancer" OR "urinary tumor" OR "urinary tumour" OR "bladder carcinoma" OR 
"bladder neoplasm" OR "bladder malignanc" OR "bladder cancer" OR "bladder tumor" OR "bladder tumour" 
OR "transitional cell carcinoma" OR "transitional cell neoplasm" OR "transitional cell malignanc" OR 
"transitional cell cancer" OR "transitional cell tumor" OR "transitional cell tumour" OR "pelvic tumor" OR 
"pelvic tumour" OR "pelvic tumors" OR "pelvic tumours" OR "pelvic malignanc" OR "pelvic neoplasm" OR 
"pelvic cancer" OR "pelvic carcinoma" OR "MIBC" OR "NIMBC" OR "upper tract carcinoma" OR "upper tract 
neoplasm" OR "upper tract malignanc" OR "upper tract cancer" OR "upper tract tumor" OR "upper tract 
tumour" OR "urinary tract carcinoma" OR "urinary tract neoplasm" OR "urinary tract malignanc" OR "urinary 
tract cancer" OR "urinary tract tumor" OR "urinary tract tumour" OR "ureter carcinoma" OR "ureter 
neoplasm" OR "ureter malignanc" OR "ureter cancer" OR "ureter tumor" OR "ureter tumour" OR "ureteral 
carcinoma" OR "ureteral neoplasm" OR "ureteral malignanc" OR "ureteral cancer" OR "ureteral tumor" OR 
"ureteral tumour" OR "urethra carcinoma" OR "urethra neoplasm" OR "urethra malignanc" OR "urethra 
cancer" OR "urethra tumor" OR "urethra tumour" OR "urethral carcinoma" OR "urethral neoplasm" OR 
"urethral malignanc" OR "urethral cancer" OR "urethral tumor" OR "urethral tumour":ti,ab,kw (Word 
variations have been searched) 

2,527 

#2 

vinflunine OR vinflunina OR vinflunini OR vinfluninum OR VFL OR javlor OR 5BF646324K OR 194468-36-5 OR 
20 20 difluoro 3 4 dihydrovinorelbine OR F-12158 OR F-13840 OR L-0070 OR CC-35593 OR Z-3112 OR C-
23860 OR Q-101876 OR SCHEMBL8403 OR S1240 Selleck OR 1201898-17-0 OR C45H54F2N4O8 OR 162652-
95-1:ti,ab,kw (Word variations have been searched) 

51 

#3 #1 AND #2 36 

  



   

Web of Science 
Search # Search Terms Included Publications 

#1 

"urothelial carcinoma" OR "urothelial neoplasm" OR "urothelial malignanc" OR "urothelial cancer" OR 
"urothelial tumor" OR "urothelial tumour" OR "urinary carcinoma" OR "urinary neoplasm" OR "urinary 
malignanc" OR "urinary cancer" OR "urinary tumor" OR "urinary tumour" OR "bladder carcinoma" OR 
"bladder neoplasm" OR "bladder malignanc" OR "bladder cancer" OR "bladder tumor" OR "bladder tumour" 
OR "transitional cell carcinoma" OR "transitional cell neoplasm" OR "transitional cell malignanc" OR 
"transitional cell cancer" OR "transitional cell tumor" OR "transitional cell tumour" OR "pelvic tumor" OR 
"pelvic tumour" OR "pelvic tumors" OR "pelvic tumours" OR "pelvic malignanc" OR "pelvic neoplasm" OR 
"pelvic cancer" OR "pelvic carcinoma" OR "MIBC" OR "NIMBC" OR "upper tract carcinoma" OR "upper tract 
neoplasm" OR "upper tract malignanc" OR "upper tract cancer" OR "upper tract tumor" OR "upper tract 
tumour" OR "urinary tract carcinoma" OR "urinary tract neoplasm" OR "urinary tract malignanc" OR "urinary 
tract cancer" OR "urinary tract tumor" OR "urinary tract tumour" OR "ureter carcinoma" OR "ureter 
neoplasm" OR "ureter malignanc" OR "ureter cancer" OR "ureter tumor" OR "ureter tumour" OR "ureteral 
carcinoma" OR "ureteral neoplasm" OR "ureteral malignanc" OR "ureteral cancer" OR "ureteral tumor" OR 
"ureteral tumour" OR "urethra carcinoma" OR "urethra neoplasm" OR "urethra malignanc" OR "urethra 
cancer" OR "urethra tumor" OR "urethra tumour" OR "urethral carcinoma" OR "urethral neoplasm" OR 
"urethral malignanc" OR "urethral cancer" OR "urethral tumor" OR "urethral tumour" 

53,840 

#2 

vinflunine OR vinflunina OR vinflunini OR vinfluninum OR VFL OR javlor OR 5BF646324K OR 194468-36-5 OR 
20 20 difluoro 3 4 dihydrovinorelbine OR F-12158 OR F-13840 OR L-0070 OR CC-35593 OR Z-3112 OR C-
23860 OR Q-101876 OR SCHEMBL8403 OR S1240 Selleck OR 1201898-17-0 OR C45H54F2N4O8 OR 162652-
95-1 

439 

#3 #1 AND #2 131 

 



 
Appendix 2 

Abdominal pain overall 
 
 
 
 
 
 
 
 
 

 

Source 

Bellmunt J. 2009 

Castellano D. 2014 

Culine S. 2006 

De Santis M. 2016 

Facchini G. 2016 

Hussain S. 2015 

Medioni J. 2016 

Retz M. 2015 

Vaughn DJ. 2009 

Total (fixed effect) 

Total (random effects) 
2 

Proportion (95% CI) 

0.15 [0.11; 0.20] 

0.34 [0.25; 0.44] 

0.37 [0.24; 0.52] 

0.07 [0.02; 0.16] 

0.12 [0.04; 0.25] 

0.03 [0.00; 0.14] 

0.16 [0.10; 0.23] 

0.13 [0.06; 0.23] 

0.24 [0.17; 0.31] 

0.18 [0.15; 0.20] 
0.17 [0.10; 0.25] 

2 

Heterogeneity: 8 = 50.42 (P < .01), I = 84%  

0.1 0.2 0.3 0.4 0.5 

(95% CI) 



Abdominal pain grade 3−4 
 
 
 
 
 
 
 
 
 
 

Source 

Bellmunt J. 2009 

Castellano D. 2014 

Chirivella I. 2013 

Culine S. 2006 

De Santis M. 2016 

Facchini G. 2016 

Holmsten K. 2016 

Medioni J. 2016 

Retz M. 2015 

Vaughn DJ. 2009 

Total (fixed effect) 

Total (random effects) 
2 

Proportion (95% CI) 

0.04 [0.02; 0.07] 

0.05 [0.02; 0.11] 

0.09 [0.02; 0.21] 

0.08 [0.02; 0.19] 

0.01 [0.00; 0.08] 

0.00 [0.00; 0.08] 

0.12 [0.06; 0.20] 

0.05 [0.02; 0.10] 

0.04 [0.01; 0.11] 

0.05 [0.02; 0.09] 

0.05 [0.03; 0.06] 
0.05 [0.03; 0.07] 

2 

Heterogeneity: 9 = 20.87 (P = .01), I = 57%  

0 0.05 0.1 0.15 0.2 

(95% CI) 



Alopecia overall 
 
 
 
 
 
 
 
 
 
 
 
 
 

Source 

Bellmunt J. 2009 

Culine S. 2006 

De Santis M. 2016 

Facchini G. 2016 

Total (fixed effect) 

Total (random effects) 
2 

Proportion (95% CI) 

0.28 [0.23; 0.34] 

0.39 [0.26; 0.54] 

0.26 [0.16; 0.38] 

0.12 [0.04; 0.25] 

0.27 [0.23; 0.32] 
0.26 [0.16; 0.37] 

2 

Heterogeneity: 3 = 10.51 (P = .01), I = 71%  

0.1 0.2 0.3 0.4 0.5 

(95% CI) 



Anemia overall 
 
 
 
 
 
 
 
 

Source 

Bellmunt J. 2009 

Culine S. 2006 

De Santis M. 2016 

Facchini G. 2016 

George C. 2007 

Guglieri−Lopez B. 2015 

Hegele A. 2014 

Hussain S. 2015 

Medioni J. 2016 

Pistamaltzian N. 2016 

Retz M. 2015 

Vaughn DJ. 2009 

Total (fixed effect) 

Total (random effects) 
2 

Proportion (95% CI) 

0.91 [0.86; 0.94] 

0.90 [0.79; 0.97] 

0.97 [0.90; 1.00] 

0.42 [0.27; 0.58] 

0.16 [0.10; 0.24] 

0.92 [0.78; 0.98] 

0.10 [0.01; 0.30] 

0.05 [0.01; 0.18] 

0.45 [0.36; 0.54] 

0.31 [0.21; 0.43] 

0.17 [0.09; 0.27] 

0.95 [0.91; 0.98] 

0.65 [0.62; 0.68] 
0.55 [0.30; 0.78] 

2 

Heterogeneity: 11 = 685.91 (P < .01), I = 98%  

0.2 0.4 0.6 0.8 

(95% CI) 



Anemia grade 3−4 
 
 
 
 
 
 
 

Source 

Bellmunt J. 2009 

Culine S. 2006 

De Santis M. 2016 

De Wit M. 2015 

Di Lorenzo G. 2015 

Facchini G. 2016 

George C. 2007 

Hegele A. 2015 

Holmsten K. 2016 

Hussain S. 2015 

Medioni J. 2016 

Palacka P. 2014 

Pistamaltzian N. 2016 

Retz M. 2015 

Vaughn DJ. 2009 

Total (fixed effect) 

Total (random effects) 
2 

 

Proportion (95% CI) 

0.19 [0.14; 0.24] 

0.14 [0.06; 0.26] 

0.26 [0.16; 0.38] 

0.11 [0.01; 0.33] 

0.20 [0.03; 0.56] 

0.05 [0.01; 0.16] 

0.01 [0.00; 0.05] 

0.06 [0.02; 0.15] 

0.33 [0.24; 0.43] 

0.03 [0.00; 0.14] 

0.08 [0.04; 0.14] 

0.06 [0.00; 0.30] 

0.03 [0.00; 0.10] 

0.06 [0.02; 0.15] 

0.15 [0.10; 0.22] 

0.11 [0.10; 0.13] 
0.10 [0.06; 0.15] 

2 

Heterogeneity: 14 = 103.56 (P < .01), I = 86%  

0.1 0.2 0.3 0.4 0.5 

(95% CI) 



Constipation overall 
 
 
 
 
 
 
 
 

Source 

Aparicio LA. 2013 

Bellmunt J. 2009 

Castellano D. 2014 

Culine S. 2006 

De Santis M. 2016 

Facchini G. 2016 

George C. 2007 

Hussain S. 2015 

Medioni J. 2016 

Pistamaltzian N. 2016 

Retz M. 2015 

Vaughn DJ. 2009 

Total (fixed effect) 

Total (random effects) 
2 

Proportion (95% CI) 

0.50 [0.19; 0.81] 

0.07 [0.04; 0.11] 

0.71 [0.61; 0.79] 

0.65 [0.50; 0.78] 

0.35 [0.24; 0.47] 

0.26 [0.14; 0.41] 

0.13 [0.08; 0.21] 

0.08 [0.02; 0.22] 

0.41 [0.33; 0.50] 

0.45 [0.33; 0.57] 

0.12 [0.05; 0.21] 

0.64 [0.55; 0.71] 

0.31 [0.28; 0.34] 
0.34 [0.21; 0.49] 

2 

Heterogeneity: 11 = 330.34 (P < .01), I = 97%  

0.2 0.4 0.6 0.8 

(95% CI) 



Constipation grade 3−4 
 
 
 

 

Source 

Bellmunt J. 2009 

Castellano D. 2014 

Chirivella I. 2013 

Culine S. 2006 

De Santis M. 2016 

De Wit M. 2015 

Di Lorenzo G. 2015 

Facchini G. 2016 

Font A. 2016 

George C. 2007 

Hegele A. 2015 

Holmsten K. 2016 

Hussain S. 2015 

Medioni J. 2016 

Palacka P. 2014 

Passalacqua R. 2016 

Pistamaltzian N. 2016 

Retz M. 2015 

Vaughn DJ. 2009 

Total (fixed effect) 

Total (random effects) 
2 

Proportion (95% CI) 

0.16 [0.12; 0.21] 

0.06 [0.02; 0.12] 

0.09 [0.02; 0.21] 

0.06 [0.01; 0.16] 

0.04 [0.01; 0.12] 

0.11 [0.01; 0.33] 

0.30 [0.07; 0.65] 

0.02 [0.00; 0.12] 

0.13 [0.05; 0.27] 

0.01 [0.00; 0.05] 

0.05 [0.01; 0.13] 

0.22 [0.14; 0.31] 

0.03 [0.00; 0.14] 

0.08 [0.04; 0.14] 

0.19 [0.04; 0.46] 

0.05 [0.03; 0.09] 

0.08 [0.03; 0.17] 

0.05 [0.01; 0.13] 

0.17 [0.11; 0.23] 

0.09 [0.07; 0.10] 
0.08 [0.06; 0.11] 

2 

Heterogeneity: 18 = 77.84 (P < .01), I = 77%  

0.1 0.2 0.3 0.4 0.5 0.6 

(95% CI) 



Fatigue overall 
 
 
 
 
 
 
 
 
 
 

Source 

Bellmunt J. 2009 

Culine S. 2006 

De Santis M. 2016 

Facchini G. 2016 

George C. 2007 

Hussain S. 2015 

Medioni J. 2016 

Pistamaltzian N. 2016 

Retz M. 2015 

Vaughn DJ. 2009 

Total (fixed effect) 

Total (random effects) 
2 

Proportion (95% CI) 

0.49 [0.43; 0.55] 

0.67 [0.52; 0.79] 

0.36 [0.25; 0.49] 

0.51 [0.35; 0.67] 

0.11 [0.06; 0.19] 

0.19 [0.08; 0.35] 

0.55 [0.46; 0.64] 

0.46 [0.35; 0.59] 

0.16 [0.08; 0.26] 

0.60 [0.52; 0.68] 

0.43 [0.40; 0.46] 
0.40 [0.28; 0.53] 

2 

Heterogeneity: 9 = 147.00 (P < .01), I = 94%  

0.1 0.2 0.3 0.4 0.5 0.6 0.7 

(95% CI) 



Fatigue grade 3−4 
 
 
 
 
 
 

 

Source 

Bellmunt J. 2009 

Culine S. 2006 

De Santis M. 2016 

De Wit M. 2015 

Facchini G. 2016 

Font A. 2016 

George C. 2007 

Holmsten K. 2016 

Hussain S. 2015 

Medioni J. 2016 

Passalacqua R. 2016 

Pistamaltzian N. 2016 

Retz M. 2015 

Vaughn DJ. 2009 

Total (fixed effect) 

Total (random effects) 
2 

Proportion (95% CI) 

0.19 [0.14; 0.24] 

0.10 [0.03; 0.21] 

0.22 [0.13; 0.33] 

0.11 [0.01; 0.33] 

0.02 [0.00; 0.12] 

0.16 [0.06; 0.29] 

0.00 [0.00; 0.03] 

0.36 [0.27; 0.46] 

0.03 [0.00; 0.14] 

0.21 [0.14; 0.29] 

0.07 [0.04; 0.11] 

0.11 [0.05; 0.21] 

0.01 [0.00; 0.07] 

0.13 [0.08; 0.19] 

0.11 [0.10; 0.13] 
0.10 [0.05; 0.16] 

2 

Heterogeneity: 13 = 149.59 (P < .01), I = 91%  

0 0.1 0.2 0.3 0.4 

(95% CI) 



Febrile neutropenia overall 
 
 
 
 
 
 
 
 
 
 

 

Source 

Bellmunt J. 2009 

Culine S. 2006 

De Santis M. 2016 

Facchini G. 2016 

Hussain S. 2015 

Medioni J. 2016 

Retz M. 2015 

Vaughn DJ. 2009 

Total (fixed effect) 

Total (random effects) 
2 

Proportion (95% CI) 

0.06 [0.03; 0.10] 

0.10 [0.03; 0.21] 

0.09 [0.03; 0.18] 

0.26 [0.14; 0.41] 

0.03 [0.00; 0.14] 

0.04 [0.01; 0.08] 

0.01 [0.00; 0.07] 

0.07 [0.03; 0.12] 

0.06 [0.04; 0.08] 
0.07 [0.03; 0.11] 

2 

Heterogeneity: 7 = 23.61 (P < .01), I = 70%  

0.1 0.2 0.3 0.4 

(95% CI) 



Febrile neutropenia grade 3−4 
 
 
 
 
 
 
 
 

Source 

Bellmunt J. 2009 

Culine S. 2006 

De Santis M. 2016 

De Wit M. 2015 

Facchini G. 2016 

Font A. 2016 

Holmsten K. 2016 

Hussain S. 2015 

Medioni J. 2016 

Palacka P. 2014 

Retz M. 2015 

Vaughn DJ. 2009 

Total (fixed effect) 

Total (random effects) 
2 

Proportion (95% CI) 

0.06 [0.03; 0.10] 

0.08 [0.02; 0.19] 

0.09 [0.03; 0.18] 

0.05 [0.00; 0.26] 

0.05 [0.01; 0.16] 

0.02 [0.00; 0.12] 

0.13 [0.07; 0.21] 

0.03 [0.00; 0.14] 

0.03 [0.01; 0.07] 

0.06 [0.00; 0.30] 

0.01 [0.00; 0.07] 

0.07 [0.03; 0.12] 

0.06 [0.04; 0.07] 
0.05 [0.04; 0.08] 

2 

Heterogeneity: 11 = 17.9 (P = .08), I = 39%  

0.05 0.1 0.15 0.2 0.25 0.3 

(95% CI) 



Infusion site reaction overall 
 
 
 
 
 
 
 
 
 
 
 
 
 

Source 

Aparicio LA. 2013 

Bellmunt J. 2009 

Culine S. 2006 

Facchini G. 2016 

Vaughn DJ. 2009 

Total (fixed effect) 

Total (random effects) 
2 

Proportion (95% CI) 

1.00 [0.69; 1.00] 

0.27 [0.22; 0.33] 

0.04 [0.00; 0.13] 

0.05 [0.01; 0.16] 

0.36 [0.28; 0.44] 

0.26 [0.22; 0.30] 
0.34 [0.02; 0.79] 

2 

Heterogeneity: 4 = 90.11 (P < .01), I = 96%  

0.2 0.4 0.6 0.8 1 

(95% CI) 



Infusion site reaction grade 3−4 
 
 
 
 
 
 
 
 
 
 
 
 
 

Source 

Bellmunt J. 2009 

Culine S. 2006 

Facchini G. 2016 

Holmsten K. 2016 

Vaughn DJ. 2009 

Total (fixed effect) 

Total (random effects) 
2 

Proportion (95% CI) 

0.00 [0.00; 0.02] 

0.00 [0.00; 0.07] 

0.00 [0.00; 0.08] 

0.05 [0.02; 0.11] 

0.01 [0.00; 0.04] 

0.01 [0.00; 0.02] 
0.01 [0.00; 0.02] 

2 

Heterogeneity: 4 = 11.12 (P = .03), I = 64%  

0 0.02 0.04 0.06 0.08 0.1 

(95% CI) 



Mucositis overall 
 
 
 
 
 
 
 
 
 
 
 

 

Source 

Bellmunt J. 2009 

Culine S. 2006 

De Santis M. 2016 

Facchini G. 2016 

Retz M. 2015 

Vaughn DJ. 2009 

Total (fixed effect) 

Total (random effects) 
2 

Proportion (95% CI) 

0.28 [0.23; 0.34] 

0.33 [0.21; 0.48] 

0.20 [0.12; 0.32] 

0.09 [0.03; 0.22] 

0.04 [0.01; 0.11] 

0.23 [0.16; 0.30] 

0.21 [0.18; 0.24] 
0.18 [0.10; 0.29] 

2 

Heterogeneity: 5 = 39.46 (P < .01), I = 87%  

0.1 0.2 0.3 0.4 

(95% CI) 



Mucositis grade 3−4 
 
 
 
 
 
 
 
 
 

 

Source 

Bellmunt J. 2009 

Culine S. 2006 

De Santis M. 2016 

De Wit M. 2015 

Di Lorenzo G. 2015 

Facchini G. 2016 

Holmsten K. 2016 

Retz M. 2015 

Vaughn DJ. 2009 

Total (fixed effect) 

Total (random effects) 
2 

Proportion (95% CI) 

0.02 [0.00; 0.04] 

0.06 [0.01; 0.16] 

0.03 [0.00; 0.10] 

0.11 [0.01; 0.33] 

0.00 [0.00; 0.31] 

0.00 [0.00; 0.08] 

0.04 [0.01; 0.10] 

0.00 [0.00; 0.05] 

0.03 [0.01; 0.08] 

0.02 [0.01; 0.03] 
0.02 [0.01; 0.04] 

2 

Heterogeneity: 8 = 18.26 (P = .02), I = 56%  

0 0.05 0.1 0.15 0.2 0.25 0.3 

(95% CI) 



Myalgias overall 
 
 
 
 
 
 
 
 
 
 
 
 
 

Source 

Bellmunt J. 2009 

Culine S. 2006 

De Santis M. 2016 

Facchini G. 2016 

Vaughn DJ. 2009 

Total (fixed effect) 

Total (random effects) 
2 

Proportion (95% CI) 

0.16 [0.12; 0.21] 

0.18 [0.08; 0.31] 

0.13 [0.06; 0.23] 

0.07 [0.01; 0.19] 

0.18 [0.12; 0.25] 

0.15 [0.13; 0.18] 
0.15 [0.13; 0.18] 

2 

Heterogeneity: 4 = 4.38 (P = .36), I = 9%  

0.05 0.1 0.15 0.2 0.25 0.3 

(95% CI) 



Myalgias grade 3−4 
 
 
 
 
 
 
 
 
 
 
 

 

Source 

Bellmunt J. 2009 

Culine S. 2006 

De Santis M. 2016 

Facchini G. 2016 

Holmsten K. 2016 

Vaughn DJ. 2009 

Total (fixed effect) 

Total (random effects) 
2 

Proportion (95% CI) 

0.03 [0.01; 0.06] 

0.04 [0.00; 0.13] 

0.03 [0.00; 0.10] 

0.00 [0.00; 0.08] 

0.02 [0.00; 0.07] 

0.03 [0.01; 0.07] 

0.03 [0.01; 0.04] 
0.03 [0.01; 0.04] 

2 

Heterogeneity: 5 = 5.25 (P = .39), I = 5%  

0 0.02 0.04 0.06 0.08 0.1 0.12 

(95% CI) 



Nausea overall 
 
 
 
 
 
 
 
 
 
 
 
 

Source 

Bellmunt J. 2009 

Culine S. 2006 

De Santis M. 2016 

Facchini G. 2016 

Pistamaltzian N. 2016 

Retz M. 2015 

Vaughn DJ. 2009 

Total (fixed effect) 

Total (random effects) 
2 

 

Proportion (95% CI) 

0.38 [0.32; 0.45] 

0.37 [0.24; 0.52] 

0.41 [0.29; 0.53] 

0.35 [0.21; 0.51] 

0.32 [0.22; 0.45] 

0.12 [0.05; 0.21] 

0.45 [0.37; 0.53] 

0.36 [0.32; 0.39] 
0.34 [0.25; 0.43] 

2 

Heterogeneity: 6 = 33.51 (P < .01), I = 82%  

0.1 0.2 0.3 0.4 0.5 

(95% CI) 



Nausea grade 3−4 
 
 
 
 
 
 
 
 
 
 

Source 

Bellmunt J. 2009 

Chirivella I. 2013 

Culine S. 2006 

De Santis M. 2016 

Di Lorenzo G. 2015 

Facchini G. 2016 

Holmsten K. 2016 

Pistamaltzian N. 2016 

Retz M. 2015 

Vaughn DJ. 2009 

Total (fixed effect) 

Total (random effects) 
2 

Proportion (95% CI) 

0.02 [0.01; 0.05] 

0.07 [0.01; 0.18] 

0.04 [0.00; 0.13] 

0.00 [0.00; 0.05] 

0.10 [0.00; 0.45] 

0.00 [0.00; 0.08] 

0.02 [0.00; 0.07] 

0.04 [0.01; 0.12] 

0.03 [0.00; 0.09] 

0.03 [0.01; 0.08] 

0.02 [0.01; 0.03] 
0.02 [0.01; 0.04] 

2 

Heterogeneity: 9 = 15.62 (P = .08), I = 42%  

0 0.1 0.2 0.3 0.4 

(95% CI) 



Neuropathy overall 
 
 
 
 
 
 
 
 
 
 
 
 

Source 

Bellmunt J. 2009 

Castellano D. 2014 

Culine S. 2006 

Facchini G. 2016 

Medioni J. 2016 

Pistamaltzian N. 2016 

Vaughn DJ. 2009 

Total (fixed effect) 

Total (random effects) 
2 

 

Proportion (95% CI) 

0.12 [0.08; 0.16] 

0.48 [0.38; 0.58] 

0.08 [0.02; 0.19] 

0.07 [0.01; 0.19] 

0.07 [0.04; 0.13] 

0.28 [0.18; 0.40] 

0.11 [0.07; 0.17] 

0.15 [0.13; 0.18] 
0.16 [0.07; 0.27] 

2 

Heterogeneity: 6 = 80.14 (P < .01), I = 93%  

0.1 0.2 0.3 0.4 0.5 

(95% CI) 



Neuropathy grade 3−4 
 
 
 
 
 
 
 
 
 
 

Source 

Bellmunt J. 2009 

Castellano D. 2014 

Chirivella I. 2013 

Culine S. 2006 

Di Lorenzo G. 2015 

Facchini G. 2016 

George C. 2007 

Medioni J. 2016 

Pistamaltzian N. 2016 

Vaughn DJ. 2009 

Total (fixed effect) 

Total (random effects) 
2 

Proportion (95% CI) 

0.01 [0.00; 0.03] 

0.13 [0.07; 0.21] 

0.13 [0.05; 0.27] 

0.00 [0.00; 0.07] 

0.10 [0.00; 0.45] 

0.00 [0.00; 0.08] 

0.01 [0.00; 0.05] 

0.01 [0.00; 0.04] 

0.00 [0.00; 0.05] 

0.01 [0.00; 0.04] 

0.01 [0.01; 0.02] 
0.02 [0.00; 0.05] 

2 

Heterogeneity: 9 = 49.13 (P < .01), I = 82%  

0 0.1 0.2 0.3 0.4 

(95% CI) 



Neutropenia overall 
 
 
 
 
 
 
 
 

Source 

Bellmunt J. 2009 

Culine S. 2006 

De Santis M. 2016 

Facchini G. 2016 

George C. 2007 

Guglieri−Lopez B. 2015 

Hegele A. 2014 

Hussain S. 2015 

Medioni J. 2016 

Pistamaltzian N. 2016 

Retz M. 2015 

Vaughn DJ. 2009 

Total (fixed effect) 

Total (random effects) 
2 

Proportion (95% CI) 

0.75 [0.69; 0.80] 

0.82 [0.69; 0.92] 

0.84 [0.73; 0.92] 

0.72 [0.56; 0.85] 

0.20 [0.13; 0.29] 

0.51 [0.34; 0.68] 

0.33 [0.15; 0.57] 

0.14 [0.05; 0.29] 

0.25 [0.18; 0.34] 

0.24 [0.15; 0.36] 

0.03 [0.00; 0.09] 

0.81 [0.74; 0.87] 

0.51 [0.48; 0.54] 
0.46 [0.27; 0.65] 

2 

Heterogeneity: 11 = 459.14 (P < .01), I = 98%  

0.2 0.4 0.6 0.8 

(95% CI) 



Neutropenia grade 3−4 
 
 
 
 
 

Source 

Bellmunt J. 2009 

Culine S. 2006 

De Santis M. 2016 

De Wit M. 2015 

Di Lorenzo G. 2015 

Facchini G. 2016 

Font A. 2016 

George C. 2007 

Guglieri−Lopez B. 2015 

Hegele A. 2015 

Holmsten K. 2016 

Hussain S. 2015 

Medioni J. 2016 

Palacka P. 2014 

Passalacqua R. 2016 

Pistamaltzian N. 2016 

Retz M. 2015 

Vaughn DJ. 2009 

Total (fixed effect) 

Total (random effects) 
2 

Proportion (95% CI) 

0.49 [0.42; 0.55] 

0.31 [0.19; 0.46] 

0.52 [0.40; 0.64] 

0.37 [0.16; 0.62] 

0.50 [0.19; 0.81] 

0.19 [0.08; 0.33] 

0.16 [0.06; 0.29] 

0.39 [0.30; 0.48] 

0.24 [0.12; 0.41] 

0.17 [0.09; 0.27] 

0.23 [0.15; 0.32] 

0.03 [0.00; 0.14] 

0.17 [0.11; 0.25] 

0.38 [0.15; 0.65] 

0.09 [0.06; 0.14] 

0.11 [0.05; 0.21] 

0.01 [0.00; 0.07] 

0.57 [0.49; 0.65] 

0.26 [0.24; 0.29] 
0.25 [0.16; 0.34] 

2 

Heterogeneity: 17 = 297.36 (P < .01), I = 94%  

0.2 0.4 0.6 0.8 

(95% CI) 



Thrombocytopenia overall 
 
 
 
 
 
 
 
 

 

Source 

Bellmunt J. 2009 

Culine S. 2006 

De Santis M. 2016 

Facchini G. 2016 

George C. 2007 

Guglieri−Lopez B. 2015 

Hussain S. 2015 

Medioni J. 2016 

Pistamaltzian N. 2016 

Retz M. 2015 

Vaughn DJ. 2009 

Total (fixed effect) 

Total (random effects) 
2 

Proportion (95% CI) 

0.50 [0.43; 0.56] 

0.43 [0.29; 0.58] 

0.67 [0.54; 0.78] 

0.26 [0.14; 0.41] 

0.04 [0.01; 0.10] 

0.35 [0.20; 0.53] 

0.03 [0.00; 0.14] 

0.10 [0.06; 0.17] 

0.10 [0.04; 0.19] 

0.08 [0.03; 0.16] 

0.60 [0.51; 0.68] 

0.30 [0.27; 0.33] 
0.25 [0.13; 0.41] 

2 

Heterogeneity: 10 = 308.26 (P < .01), I = 97%  

0.1 0.2 0.3 0.4 0.5 0.6 0.7 

(95% CI) 



Thrombocytopenia grade 3−4 
 
 
 
 
 
 
 
 

 

Source 

Bellmunt J. 2009 

Culine S. 2006 

De Santis M. 2016 

Di Lorenzo G. 2015 

Facchini G. 2016 

George C. 2007 

Holmsten K. 2016 

Medioni J. 2016 

Pistamaltzian N. 2016 

Retz M. 2015 

Vaughn DJ. 2009 

Total (fixed effect) 

Total (random effects) 
2 

Proportion (95% CI) 

0.06 [0.03; 0.09] 

0.06 [0.01; 0.16] 

0.13 [0.06; 0.23] 

0.00 [0.00; 0.31] 

0.05 [0.01; 0.16] 

0.00 [0.00; 0.03] 

0.03 [0.01; 0.09] 

0.03 [0.01; 0.07] 

0.01 [0.00; 0.08] 

0.01 [0.00; 0.07] 

0.03 [0.01; 0.08] 

0.03 [0.02; 0.04] 
0.03 [0.01; 0.05] 

2 

Heterogeneity: 10 = 32.86 (P < .01), I = 70%  

0 0.05 0.1 0.15 0.2 0.25 0.3 

(95% CI) 



Vomiting overall 
 
 
 
 
 
 
 
 
 

 

Source 

Bellmunt J. 2009 

Castellano D. 2014 

Culine S. 2006 

De Santis M. 2016 

Facchini G. 2016 

Hussain S. 2015 

Pistamaltzian N. 2016 

Retz M. 2015 

Vaughn DJ. 2009 

Total (fixed effect) 

Total (random effects) 
2 

Proportion (95% CI) 

0.28 [0.23; 0.34] 

0.49 [0.39; 0.59] 

0.25 [0.14; 0.40] 

0.23 [0.14; 0.35] 

0.19 [0.08; 0.33] 

0.05 [0.01; 0.18] 

0.32 [0.22; 0.45] 

0.03 [0.00; 0.09] 

0.25 [0.18; 0.33] 

0.25 [0.22; 0.28] 
0.22 [0.13; 0.33] 

2 

Heterogeneity: 8 = 83.18 (P < .01), I = 90%  

0.1 0.2 0.3 0.4 0.5 

(95% CI) 



Vomiting grade 3−4 
 
 
 
 
 
 
 
 

 

Source 

Bellmunt J. 2009 

Castellano D. 2014 

Chirivella I. 2013 

Culine S. 2006 

De Santis M. 2016 

Di Lorenzo G. 2015 

Facchini G. 2016 

Holmsten K. 2016 

Pistamaltzian N. 2016 

Retz M. 2015 

Vaughn DJ. 2009 

Total (fixed effect) 

Total (random effects) 
2 

Proportion (95% CI) 

0.03 [0.01; 0.06] 

0.02 [0.00; 0.07] 

0.07 [0.01; 0.18] 

0.06 [0.01; 0.16] 

0.00 [0.00; 0.05] 

0.10 [0.00; 0.45] 

0.00 [0.00; 0.08] 

0.02 [0.00; 0.07] 

0.04 [0.01; 0.12] 

0.03 [0.00; 0.09] 

0.02 [0.00; 0.06] 

0.02 [0.01; 0.03] 
0.02 [0.01; 0.04] 

2 

Heterogeneity: 10 = 16.69 (P = .08), I = 40%  

0 0.1 0.2 0.3 0.4 

(95% CI) 
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