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                    Abstract
Background
Transarterial radioembolization (TARE) has emerged as a newer regional therapy to transarterial chemoembolization (TACE) for treatment of unresectable hepatocellular carcinoma (HCC). The aim of this study is to compare clinical outcomes of both the techniques.
Methods
Online search for studies comparing TARE to TACE from 2005 to present was performed. Primary outcome was overall survival rate for up to 4 years. Secondary outcomes included post-treatment complications and treatment response. Quality of included studies was evaluated by STrengthening the Reporting of OBservational studies in Epidemiology criteria. Relative risk (RR) and 95 % confidence intervals (CI) were calculated from pooled data.
Results
The search strategy yielded 172 studies, five met selection criteria and included 553 patients with unresectable HCC, 284 underwent TACE and 269 underwent TARE. Median ages were 63 and 64 years for TACE and TARE, respectively. Meta-analysis showed no statistically significant difference in survival for up to 4 years between the two groups (HR = 1.06; 95 % CI 0.81–1.46, p = 0.567). TACE required at least one day of hospital stay compared to TARE which was mostly an outpatient procedure. TACE had more post-treatment pain than TARE (RR = 0.51, 95 % CI 0.36–0.72, p < 0.01), but less subjective fatigue (RR = 1.68, 95 % CI 1.08–2.62, p < 0.01). There was no difference between the two groups in the incidence of post-treatment nausea, vomiting, fever, or other complications. In addition, there was no difference in partial or complete response rates between the two groups.
Conclusion
TARE appears to be a safe alternative treatment to TACE with comparable complication profile and survival rates. Larger prospective randomized trials, focusing on patient-reported outcomes and cost–benefit analysis are required to consolidate these results.



                    
    


                    
                        
                            
                                
                                    
                                        
                                    
                                    
                                        This is a preview of subscription content, log in via an institution
                                    
                                    
                                        
                                     to check access.
                                

                            

                        

                        
                            
                                
                                    Access this article

                                    
                                        
                                            
                                                
                                                    Log in via an institution
                                                    
                                                        
                                                    
                                                
                                            

                                        
                                    
                                    
                                        
 
 
  
   
    
     
     
      Buy article PDF USD 39.95
     

    

    Price excludes VAT (USA)

     Tax calculation will be finalised during checkout.

    Instant access to the full article PDF.

   

  

  
 

 
  
   
    Rent this article via DeepDyve
     
      
     

   

  

  
 


                                    

                                    
                                        Institutional subscriptions
                                            
                                                
                                            
                                        

                                    

                                

                            
                        

                        
                            Fig. 1[image: ]


Fig. 2[image: ]



                        

                    

                    
                        
                    


                    
                        
                            
                                
        
            
                Similar content being viewed by others

                
                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        Transarterial (chemo)embolization for curative resection of hepatocellular carcinoma: a systematic review and meta-analyses
                                        
                                    

                                    
                                        Article
                                        
                                         22 April 2014
                                    

                                

                                Xiang Cheng, Ping Sun, … Qi-Chang Zheng

                            
                        

                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        Transarterial embolization with or without chemotherapy for advanced hepatocellular carcinoma: a systematic review
                                        
                                    

                                    
                                        Article
                                        
                                         20 July 2014
                                    

                                

                                Zhi-Bo Xie, Liang Ma, … Le-Qun Li

                            
                        

                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        Chemoembolization Versus Radioembolization for Neuroendocrine Liver Metastases: A Meta-analysis Comparing Clinical Outcomes
                                        
                                    

                                    
                                        Article
                                        
                                         03 January 2021
                                    

                                

                                Lisa Ngo, Ahmed Elnahla, … Mary Killackey

                            
                        

                    
                

            
        
            
        
    
                            
                        
                    

                    

                    

                    Notes
	
                              http://www.cancer.org/acs/groups/content/@editorial/documents/document/acspc-044552.pdf.


	Vilgrain V, Abdel-Rehim M, et al. SARAH Trial Group. Radioembolization with yttrium-90 microspheres versus sorafenib for treatment of advanced hepatocellular carcinoma (SARAH): study protocol for a randomized controlled trial. Trials. 2014 Dec 3;15:474.


	A Phase III Clinical Trial of Intra-arterial TheraSphere® in the Treatment of Patients With Unresectable Hepatocellular Carcinoma (HCC). https://clinicaltrials.gov/ct2/show/NCT01556490?term=stop+hcc&rank=1.


	An Investigator Initiated Multicenter Prospective Randomized Study of Chemoembolization Versus Radioembolization for the Treatment of Hepatocellular Carcinoma. https://clinicaltrials.gov/ct2/show/NCT00956930?term=premiere+radioembolization&rank=1.





References
	El-Serag K. Epidemiology of hepatocellular carcinoma in the United States: where are we? Where do we go? Hepatology. 2014;60(5):1767–75.
Article 
    PubMed 
    PubMed Central 
    
                    Google Scholar 
                

	Mittal S, Mittal S, El-Serag HB, El-Serag HB. Epidemiology of hepatocellular carcinoma: consider the population. J Clin Gastroenterol. 2013;47 Suppl:S2–6.
Article 
    PubMed 
    
                    Google Scholar 
                

	El-Serag HB, Lau M, Eschbach K, Davila J, Goodwin J. Epidemiology of hepatocellular carcinoma in Hispanics in the United States. Arch Intern Med. 2007;167(18):1983–9.
Article 
    PubMed 
    
                    Google Scholar 
                

	Schwartz M, Roayaie S, Konstadoulakis M. Strategies for the management of hepatocellular carcinoma. Nat Clin Pract Oncol. 2007;4(7):424–32.
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Yang JD, Roberts LR. Hepatocellular carcinoma: a global view. Nat Rev Gastroenterol Hepatol. 2010;7(8):448–58.
Article 
    PubMed 
    PubMed Central 
    
                    Google Scholar 
                

	Lau WY. Future perspectives for hepatocellular carcinoma. HBP. 2003;5(3):206–13.
CAS 
    
                    Google Scholar 
                

	Llovet JM, Llovet JM, Fuster J, Fuster J, Bruix J. The Barcelona approach: diagnosis, staging, and treatment of hepatocellular carcinoma. Liver Transpl. 2004;10(2 Suppl 1):S115–20.
Article 
    PubMed 
    
                    Google Scholar 
                

	Bilimoria MM, Lauwers GY, Doherty DA, Nagorney DM, Belghiti J, Do KA, Regimbeau JM, Ellis LM, Curley SA, Ikai I, Yamaoka Y, Vauthey JN, International Cooperative Study Group on Hepatocellular Carcinoma. Underlying liver disease, not tumor factors, predicts long-term survival after resection of hepatocellular carcinoma. Arch Surg. 2001;136(5):528–35.
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Leelawat K, Laisupasin P, Kiatdilokrut A, Pongtongpool T, Narong S, Samkhumphim N, Ket-Horm S. The effect of doxorubicin on the changes of serum vascular endothelial growth factor (VEGF) in patients with hepatocellular carcinoma after transcatheter arterial chemoembolization (TACE). J Med Assoc Thai. 2008;91(10):1539–43.
PubMed 
    
                    Google Scholar 
                

	Virmani S, Rhee TK, Ryu RK, Sato KT, Lewandowski RJ, Mulcahy MF, Kulik LM, Szolc-Kowalska B, Woloschak GE, Yang GY, Salem R, Larson AC, Omary RA. Comparison of hypoxia-inducible factor-1alpha expression before and after transcatheter arterial embolization in rabbit VX2 liver tumors. J Vasc Interv Radiol. 2008;19(10):1483–9.
Article 
    PubMed 
    PubMed Central 
    
                    Google Scholar 
                

	Sato K, Sato K, Lewandowski RJ, Lewandowski RJ, Bui JT, Bui JT, Omary R, Hunter RD, Kulik L, Kulik L, Mulcahy M, Mulcahy M, Liu D, Chrisman H, Resnick S, Nemcek AA Jr, Vogelzang R, Vogelzang R, Salem R. Treatment of unresectable primary and metastatic liver cancer with yttrium-90 microspheres (TheraSphere): assessment of hepatic arterial embolization. Cardiovasc Intervent Radiol. 2006;29(4):522–9.
Article 
    PubMed 
    
                    Google Scholar 
                

	Murthy R, Kamat P, Nuñez R, Nuñez R, Salem R, Salem R. Radioembolization of yttrium-90 microspheres for hepatic malignancy. Semin Intervent Radiol. 2008;25(1):48–57.
Article 
    PubMed 
    PubMed Central 
    
                    Google Scholar 
                

	Pöpperl G, Helmberger T, Münzing W, Schmid R, Jacobs TF, Tatsch K. Selective internal radiation therapy with SIR-Spheres in patients with nonresectable liver tumors. Cancer Biother Radiopharm. 2005;20(2):200–8.
Article 
    PubMed 
    
                    Google Scholar 
                

	Lim L, Gibbs P, Yip D, Shapiro JD, Dowling R, Smith D, Little A, Bailey W, Liechtenstein M. Prospective study of treatment with selective internal radiation therapy spheres in patients with unresectable primary or secondary hepatic malignancies. Intern Med J. 2005;35(4):222–7.
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Ibrahim SM, Lewandowski RJ, Ryu RK, Sato KT, Gates VL, Mulcahy MF, Mulcahy MF, Kulik L, Larson AC, Larson AC, Omary RA, Salem R. Radiographic response to yttrium-90 radioembolization in anterior versus posterior liver segments. Cardiovasc Intervent Radiol. 2008;31(6):1124–32.
Article 
    PubMed 
    
                    Google Scholar 
                

	Llovet JM, Bruix J. Systematic review of randomized trials for unresectable hepatocellular carcinoma: Chemoembolization improves survival. Hepatology. 2003;37(2):429–42.
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Llovet JM, Real MI, Montaña X, Planas R, Coll S, Aponte J, Ayuso C, Sala M, Muchart J, Solà R, Rodés J, Bruix J, Barcelona Liver Cancer Group. Arterial embolisation or chemoembolisation versus symptomatic treatment in patients with unresectable hepatocellular carcinoma: a randomised controlled trial. Lancet. 2002;359(9319):1734–9.
Article 
    PubMed 
    
                    Google Scholar 
                

	Lo CM, Ngan H, Tso WK, Liu CL, Lam CM, Poon RT, Fan ST, Wong J. Randomized controlled trial of transarterial lipiodol chemoembolization for unresectable hepatocellular carcinoma. Hepatology. 2002;35(5):1164–71.
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Bruix J, Sherman M, American Association for the Study of Liver Diseases. Management of hepatocellular carcinoma: an update. Hepatology. 2011;53(3):1020–2. doi:10.1002/hep.24199.
Article 
    PubMed 
    PubMed Central 
    
                    Google Scholar 
                

	Jelic S, Sotiropoulos GC, ESMO Guidelines Working Group. Hepatocellular carcinoma: ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up. Ann Oncol. 2010;21(Suppl 5):v59–64. doi:10.1093/annonc/mdq166.
Article 
    PubMed 
    
                    Google Scholar 
                

	Carr BI, Kondragunta V, Buch SC, Branch RA. Therapeutic equivalence in survival for hepatic arterial chemoembolization and yttrium 90 microsphere treatments in unresectable hepatocellular carcinoma: a two-cohort study. Cancer. 2010;116(5):1305–14.
Article 
    CAS 
    PubMed 
    PubMed Central 
    
                    Google Scholar 
                

	Kulik LM, Carr BI, Mulcahy MF, Lewandowski RJ, Atassi B, Ryu RK, Sato KT, Benson A 3rd, Nemcek AA Jr, Gates VL, Abecassis M, Omary RA, Salem R. Safety and efficacy of 90Y radiotherapy for hepatocellular carcinoma with and without portal vein thrombosis. Hepatology. 2008;47(1):71–81.
Article 
    PubMed 
    
                    Google Scholar 
                

	Llovet JM, Ducreux M, Lencioni R, Di Bisceglie AM, Galle PR, Dufour JF, Greten TF, Raymond E, Roskams T, De Baere T, Ducreux M, Mazzaferro V, Bernardi M, Bruix J, Colombo M, Zhu A. European Association for the study of the liver, European Organisation for research and treatment of Cancer. EASL-EORTC clinical practice guidelines: management of hepatocellular carcinoma. J Hepatol. 2012;56(4):908–43.
Article 
    
                    Google Scholar 
                

	Sangro B, Carpanese L, Cianni R, Golfieri R, Gasparini D, Ezziddin S, Paprottka PM, Fiore F, Van Buskirk M, Bilbao JI, Ettorre GM, Salvatori R, Giampalma E, Geatti O, Wilhelm K, Hoffmann RT, Izzo F, Iñarrairaegui M, Maini CL, Urigo C, Cappelli A, Vit A, Ahmadzadehfar H, Jakobs TF, Lastoria S. European Network on Radioembolization with Yttrium-90 Resin Microspheres (ENRY). Survival after yttrium-90 resin microsphere radioembolization of hepatocellular carcinoma across Barcelona clinic liver cancer stages: a European evaluation. Hepatology. 2011;54(3):868–78.
Article 
    PubMed 
    
                    Google Scholar 
                

	Vandenbroucke JP, von Elm E, Altman DG, Gøtzsche PC, Mulrow CD, Pocock SJ, Poole C, Schlesselman JJ, Egger M. STROBE initiative. Strengthening the Reporting of Observational Studies in Epidemiology (STROBE): explanation and elaboration. Int J Surg. 2014;12(12):1500–24.
Article 
    PubMed 
    
                    Google Scholar 
                

	von Elm E, Altman DG, Egger M, Pocock SJ, Gotzsche PC, Vandenbroucke JP. STROBE initiative. The Strengthening the Reporting of Observational Studies in Epidemiology (STROBE) statement: guidelines for reporting observational studies. Int J Surg. 2014;12(12):1495–9.
Article 
    
                    Google Scholar 
                

	DerSimonian R, Laird N. Meta-analysis in clinical trials. Control Clin Trials. 1986;7(3):177–88.
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Peters JL, Sutton AJ, Jones DR, Abrams KR, Rushton L. Comparison of two methods to detect publication bias in meta-analysis. JAMA. 2006;295(6):676–80.
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Trotti A, Colevas AD, Setser A, Rusch V, Jaques D, Budach V, Langer C, Murphy B, Cumberlin R, Coleman CN, Rubin P. CTCAE v3.0: development of a comprehensive grading system for the adverse effects of cancer treatment. Semin Radiat Oncol. 2003;13(3):176–81.
Article 
    PubMed 
    
                    Google Scholar 
                

	Moreno-Luna LE, Yang JD, Sanchez W, Paz-Fumagalli R, Harnois DM, Mettler TA, Gansen DN, de Groen PC, Lazaridis KN, Narayanan Menon KV, Larusso NF, Alberts SR, Gores GJ, Fleming CJ, Slettedahl SW, Harmsen WS, Therneau TM, Wiseman GA, Andrews JC, Roberts LR. Efficacy and safety of transarterial radioembolization versus chemoembolization in patients with hepatocellular carcinoma. Cardiovasc Intervent Radiol. 2013;36(3):714–23.
Article 
    PubMed 
    
                    Google Scholar 
                

	Salem R, Lewandowski RJ, Lewandowski RJ, Lewandowski RJ, Kulik L, Wang E, Wang E, Riaz A, Ryu RK, Sato KT, Gupta R, Gupta R, Nikolaidis P, Miller FH, Yaghmai V, Yaghmai V, Yaghmai V, Ibrahim SM, Senthilnathan S, Baker T, Gates VL, Gates VL, Atassi B, Newman S, Memon K, Chen R, Vogelzang RL, Nemcek AA, Resnick SA, Resnick SA, Chrisman HB, Carr J, Carr J, Omary RA, Abecassis M, Benson AB, Mulcahy MF. Radioembolization results in longer time-to-progression and reduced toxicity compared with chemoembolization in patients with hepatocellular carcinoma. Gastroenterology. 2011;140(2):497–507.
Article 
    PubMed 
    
                    Google Scholar 
                

	Memon K, Kulik L, Lewandowski RJ, Mulcahy MF, Benson AB, Ganger D, Riaz A, Gupta R, Vouche M, Gates VL, Miller FH, Omary RA, Salem R. Radioembolization for hepatocellular carcinoma with portal vein thrombosis: impact of liver function on systemic treatment options at disease progression. J Hepatol. 2013;58(1):73–80.
Article 
    PubMed 
    
                    Google Scholar 
                

	Geschwind JF, Salem R, Carr BI, Soulen MC, Thurston KG, Goin KA, Van Buskirk M, Roberts CA, Goin JE. Yttrium-90 microspheres for the treatment of hepatocellular carcinoma. Gastroenterology. 2004;127(5 Suppl 1):S194–205.
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Lewandowski RJ, Kulik LM, Riaz A, Senthilnathan S, Mulcahy MF, Ryu RK, Ibrahim SM, Sato KT, Baker T, Miller FH, Omary R, Abecassis M, Salem R. A comparative analysis of transarterial downstaging for hepatocellular carcinoma: chemoembolization versus radioembolization. Am J Transplant. 2009;9(8):1920–8.
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Salem R, Gilbertsen M, Butt Z, Memon K, Vouche M, Hickey R, Baker T, Abecassis MM, Atassi R, Riaz A, Cella D, Burns JL, Ganger D, Benson AB 3rd, Mulcahy MF, Kulik L, Lewandowski R. Increased quality of life among hepatocellular carcinoma patients treated with radioembolization, compared with chemoembolization. Clin Gastroenterol Hepatol. 2013;11(10):1358–65.
Article 
    PubMed 
    
                    Google Scholar 
                

	Lencioni R, Crocetti L. Local-regional treatment of hepatocellular carcinoma. Radiology. 2012;262(1):43–58.
Article 
    PubMed 
    
                    Google Scholar 
                

	Mazzaferro V, Sposito C, Bhoori S, Romito R, Chiesa C, Morosi C, Maccauro M, Marchianò A, Bongini M, Lanocita R, Civelli E, Bombardieri E, Camerini T, Spreafico C. Yttrium-90 radioembolization for intermediate-advanced hepatocellular carcinoma: a phase 2 study. Hepatology. 2013;57(5):1826–37.
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Bruix J, Raoul J, et al. Efficacy and safety of sorafenib in patients with advanced hepatocellular carcinoma: subanalyses of a phase III trial. J Hepatol. 2012;57(4):821–9.
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Lance C, McLennan G, Obuchowski N, Cheah G, Levitin A, Sands M, Spain J, Srinivas S, Shrikanthan S, Aucejo FN, Kim R, Menon KV. Comparative analysis of the safety and efficacy of transcatheter arterial chemoembolization and yttrium-90 Radioembolization in patients with unresectable hepatocellular carcinoma. J Vasc Interv Radiol. 2011;22(12):1697–705.
Article 
    PubMed 
    
                    Google Scholar 
                

	Akinwande O, Kim D, Edwards J, Brown R, Philips P, Scoggins C, Martin RC 2nd. Is radioembolization ((90)Y) better than doxorubicin drug eluting beads (DEBDOX) for hepatocellular carcinoma with portal vein thrombosis? a retrospective analysis. Surg Oncol. 2015;24(3):270–5.
Article 
    PubMed 
    
                    Google Scholar 
                

	Kooby DA, Egnatashvili V, Srinivasan S, Chamsuddin A, Delman KA, Kauh J, Staley CA 3rd, Kim HS. Comparison of yttrium-90 radioembolization and transcatheter arterial chemoembolization for the treatment of unresectable hepatocellular carcinoma. J Vasc Interv Radiol. 2010;21(2):224–30.
Article 
    PubMed 
    
                    Google Scholar 
                


Download references




Author information
Authors and Affiliations
	Division of Surgical Oncology at Department of Surgery, Sylvester Comprehensive Cancer Center, University of Miami - Miller School of Medicine, Miami, FL, USA
Laila Lobo, Danny Yakoub, Omar Picado, Caroline Ripat, Fiorella Pendola, Rishika Sharma & Rana ElTawil

	Department of Biostatistics and Bioinformatics, Sylvester Comprehensive Cancer Center, University of Miami - Miller School of Medicine, Miami, FL, USA
Deukwoo Kwon

	Department of Radiology, Sylvester Comprehensive Cancer Center, University of Miami - Miller School of Medicine, Miami, FL, USA
Shree Venkat

	Department of Radiation Oncology, Sylvester Comprehensive Cancer Center, University of Miami - Miller School of Medicine, Miami, FL, USA
Loraine Portelance & Raphael Yechieli

	Department of Radiation Oncology, Jackson Memorial Hospital/Sylvester Comprehensive Cancer Center, University of Miami - Miller School of Medicine, 1475 NW 12th Ave, Suite 1500, Miami, FL, 33136, USA
Raphael Yechieli


Authors	Laila LoboView author publications
You can also search for this author in
                        PubMed Google Scholar



	Danny YakoubView author publications
You can also search for this author in
                        PubMed Google Scholar



	Omar PicadoView author publications
You can also search for this author in
                        PubMed Google Scholar



	Caroline RipatView author publications
You can also search for this author in
                        PubMed Google Scholar



	Fiorella PendolaView author publications
You can also search for this author in
                        PubMed Google Scholar



	Rishika SharmaView author publications
You can also search for this author in
                        PubMed Google Scholar



	Rana ElTawilView author publications
You can also search for this author in
                        PubMed Google Scholar



	Deukwoo KwonView author publications
You can also search for this author in
                        PubMed Google Scholar



	Shree VenkatView author publications
You can also search for this author in
                        PubMed Google Scholar



	Loraine PortelanceView author publications
You can also search for this author in
                        PubMed Google Scholar



	Raphael YechieliView author publications
You can also search for this author in
                        PubMed Google Scholar





Corresponding author
Correspondence to
                Raphael Yechieli.


Ethics declarations

              
              
                Conflict of interest

                On behalf of all authors, the corresponding author states that there is no conflict of interest.

              
              
                Ethical approval

                All procedures performed in studies involving human participants were in accordance with the ethical standards of the institutional and/or national research committee and with the 1964 Helsinki declaration and its later amendments or comparable ethical standards. This article does not contain any studies with human participants or animals performed by any of the authors.

              
            

Additional information
An erratum to this article is available at http://dx.doi.org/10.1007/s00270-017-1693-2.


Electronic supplementary material

Below is the link to the electronic supplementary material.


                           
                           
                           
                        
Supplementary material 1 (DOCX 8372 kb)

Supplementary material 2 (DOCX 8372 kb)

Supplementary material 3 (DOCX 8372 kb)

Supplementary material 4 (DOCX 9582 kb)




Rights and permissions
Reprints and permissions


About this article
[image: Check for updates. Verify currency and authenticity via CrossMark]       



Cite this article
Lobo, L., Yakoub, D., Picado, O. et al. Unresectable Hepatocellular Carcinoma: Radioembolization Versus Chemoembolization: A Systematic Review and Meta-analysis.
                    Cardiovasc Intervent Radiol 39, 1580–1588 (2016). https://doi.org/10.1007/s00270-016-1426-y
Download citation
	Received: 04 March 2016

	Accepted: 13 July 2016

	Published: 01 September 2016

	Issue Date: November 2016

	DOI: https://doi.org/10.1007/s00270-016-1426-y


Share this article
Anyone you share the following link with will be able to read this content:
Get shareable linkSorry, a shareable link is not currently available for this article.


Copy to clipboard

                            Provided by the Springer Nature SharedIt content-sharing initiative
                        


Keywords
	Hepatocellular carcinoma
	HCC
	Chemoembolization
	Radio embolization
	TACE
	TARE
	
                        90Y








                    
                

            

            
                
                    

                    
                        
                            
    

                        

                    

                    
                        
                    


                    
                        
                            
                                
                            

                            
                                
                                    
                                        Access this article


                                        
                                            
                                                
                                                    
                                                        Log in via an institution
                                                        
                                                            
                                                        
                                                    
                                                

                                            
                                        

                                        
                                            
 
 
  
   
    
     
     
      Buy article PDF USD 39.95
     

    

    Price excludes VAT (USA)

     Tax calculation will be finalised during checkout.

    Instant access to the full article PDF.

   

  

  
 

 
  
   
    Rent this article via DeepDyve
     
      
     

   

  

  
 


                                        

                                        
                                            Institutional subscriptions
                                                
                                                    
                                                
                                            

                                        

                                    

                                
                            

                            
                                
    
        Advertisement

        
        

    






                            

                            

                            

                        

                    

                
            

        

    
    
    


    
        
            Search

            
                
                    
                        Search by keyword or author
                        
                            
                            
                                
                                    
                                
                                Search
                            
                        

                    

                
            

        

    



    
        Navigation

        	
                    
                        Find a journal
                    
                
	
                    
                        Publish with us
                    
                
	
                    
                        Track your research
                    
                


    


    
	
		
			
			
	
		
			
			
				Discover content

					Journals A-Z
	Books A-Z


			

			
			
				Publish with us

					Publish your research
	Open access publishing


			

			
			
				Products and services

					Our products
	Librarians
	Societies
	Partners and advertisers


			

			
			
				Our imprints

					Springer
	Nature Portfolio
	BMC
	Palgrave Macmillan
	Apress


			

			
		

	



		
		
		
	
		
				
						
						
							Your privacy choices/Manage cookies
						
					
	
						
							Your US state privacy rights
						
						
					
	
						
							Accessibility statement
						
						
					
	
						
							Terms and conditions
						
						
					
	
						
							Privacy policy
						
						
					
	
						
							Help and support
						
						
					


		
	
	
		
			
				
					
					34.239.227.49
				

				Not affiliated

			

		
	
	
		
			[image: Springer Nature]
		
	
	© 2024 Springer Nature




	






    