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                    Abstract
Purpose

Concurrent administration of Cetuximab with radiotherapy (Cetuximab-radiation) has been accepted as an alternative option for locally advanced head and neck squamous cell carcinoma (HNSCC). The purpose of this study was to retrospectively compare complications of Cetuximab-radiation with those of concurrent chemoradiation (cCRT) with a special concern on gastrointestinal (GI) hemorrhage associated with Cetuximab-radiation.
Methods
Indication of Cetuximab-radiation/cCRT for locally advanced HNSCC was primary, postoperative adjuvant, or salvage after recurrence. Our first choice for patients with advanced HNSCC was cCRT; however, if patients did not have enough organ function but with a favorable performance status, Cetuximab-radiation was applied.
Results
From April 2013 to March 2014, 30 patients were identified who were treated with Cetuximab-radiation or cCRT and each cohort consisted of 15 patients. Patients in Cetuximab-radiation cohort suffered from a statistically higher rate of G3/4 dermatitis compared with cCRT cohort (80 vs. 13.3 %, respectively, p < 0.001). More patients required unexpected hospitalization due to deterioration of their general condition and total parenteral nutrition in Cetuximab-radiation cohort (p = 0.011 and p = 0.025, respectively). While none experienced GI bleeding in cCRT cohort, four patients experienced GI bleeding including two grade 4 bleeding in Cetuximab-radiation cohort (p = 0.05).
Conclusions

It is probable that there exists a group of patients who are susceptible for Cetuximab-radiation not only in terms of well-known dermatitis and mucositis but also of gastrointestinal complications.



                    
    


                    
                        
                            
                                
                                    
                                        
                                    
                                    
                                        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: ]

                                
                                
                                    
                                        Palliative radiotherapy for tumor bleeding in patients with unresectable pancreatic cancer: a single-center retrospective study
                                        
                                    

                                    
                                        Article
                                         Open access
                                         31 October 2023
                                    

                                

                                Taro Shibuki, Mitsuhito Sasaki, … Masafumi Ikeda

                            
                        

                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        How Should We Approach Locally Advanced Squamous Cell Carcinoma of Head and Neck Cancer Patients Ineligible for Standard Non-surgical Treatment?
                                        
                                    

                                    
                                        Article
                                        
                                         18 September 2020
                                    

                                

                                Tomoya Yokota, Satoshi Hamauchi, … Tetsuro Onitsuka

                            
                        

                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        Efficacy of palliative radiotherapy and chemo-radiotherapy for unresectable gastric cancer demonstrating bleeding and obstruction
                                        
                                    

                                    
                                        Article
                                        
                                         17 July 2018
                                    

                                

                                Shuji Hiramoto, Ayako Kikuchi, … Isseki Maeda

                            
                        

                    
                

            
        
            
        
    
                            
                        
                    

                    

                    

                    References
	Aapro M, Extermann M, Repetto L (2000) Evaluation of the elderly with cancer. Ann Oncol 11:223–229
PubMed 
    
                    Google Scholar 
                

	Alison MR, Sarraf CE (1994) The role of growth factors in gastrointestinal cell proliferation. Cell Biol Int 18:1–10
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Ang KK, Berkey BA, Tu X et al (2002) Impact of epidermal growth factor receptor expression on survival and pattern of relapse in patients with advanced head and neck carcinoma. Cancer Res 62:7350–7356
CAS 
    PubMed 
    
                    Google Scholar 
                

	Baselga J, Trigo JM, Bourhis J et al (2005) Phase II multicenter study of the antiepidermal growth factor receptor monoclonal antibody cetuximab in combination with platinum-based chemotherapy in patients with platinum-refractory metastatic and/or recurrent squamous cell carcinoma of the head and neck. J Clin Oncol 23:5568–5577
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Bernier J, Russi EG, Homey B et al (2011) Management of radiation dermatitis in patients receiving cetuximab and radiotherapy for locally advanced squamous cell carcinoma of the head and neck: proposals for a revised grading system and consensus management guidelines. Ann Oncol 22:2191–2200
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Bölke E, Gerber PA, Lammering G et al (2008) Development and management of severe cutaneous side effects in head-and-neck cancer patients during concurrent radiotherapy and cetuximab. Strahlenther Onkol 184:105–110
Article 
    PubMed 
    
                    Google Scholar 
                

	Bonner JA, Harari PM, Giralt J et al (2006) Radiotherapy plus cetuximab for squamous-cell carcinoma of the head and neck. N Engl J Med 354:567–578
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Bonner JA, Harari PM, Giralt J et al (2010) Radiotherapy plus cetuximab for locally advanced head and neck cancer; 5-year survival data from a phase 3 randomised trial, and relation between cetuximab-induced rash and survival. Lancet Oncol. 11:21–28
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Brockstein B, Lacouture M, Agulnik M (2008) The role of inhibitors of the epidermal growth factor in management of head and neck cancer. J Natl Compr Cancer Netw 6:696–706
CAS 
    
                    Google Scholar 
                

	Budach W, Bölke E, Homey B (2007) Severe cutaneous reaction during radiation therapy with concurrent cetuximab. N Engl J Med 357:514–515
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Ciardiello F, Tortora G (2008) EGFR antagonists in cancer treatment. N Engl J Med 358:1160–1174
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Curran D, Giralt J, Harari PM et al (2007) Quality of life in head and neck cancer patients after treatment with high-dose radiotherapy alone or in combination with cetuximab. J Clin Oncol 25:2191–2197
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Eilers RE Jr, Gandhi M, Patel JD et al (2010) Dermatologic infections in cancer patients treated with epidermal growth factor receptor inhibitor therapy. J Natl Cancer Inst 102:47–53
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Hitt R, Ciruelos E, Amador ML et al (2005) Prognostic value of the epidermal growth factor receptor (EGFR) and p53 in advanced head and neck squamous cell carcinoma patients treated with induction chemotherapy. Eur J Cancer 41:453–460
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Hudis CA (2007) Trastuzumab-mechanism of action and use in clinical practice. N Engl J Med 357:39–51
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Lacouture ME (2006) Mechanisms of cutaneous toxicities of EGFR inhibitors. Nat Rev Cancer 6:803–812
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Lansdown AB, Mirastschijski U, Stubbs N et al (2007) Zinc in wound healing: theoretical, experimental, and clinical aspects. Wound Rep Reg 15:2–16
Article 
    
                    Google Scholar 
                

	Lord HK, Junor E, Ironside J (2008) Cetuximab is effective, but more toxic than reported in the Bonner trial. Clin Oncol 20:96
Article 
    CAS 
    
                    Google Scholar 
                

	Maloney DG (2012) Anti-CD20 antibody therapy for B-cell lymphomas. N Engl J Med 366:2008–2016
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Peterson DE, Bensadoun RJ, Rolia F (2010) Management of oral and gastrointestinal mucositis: ESMO Clinical Practice Guidelines. Ann Oncol Suppl 5:v261–v265
Article 
    
                    Google Scholar 
                

	Pfister DG, Su YB, Kraus DH et al (2006) Concurrent cetuximab, cisplatin, and concomitant boost radiotherapy for locoregionally advanced, squamous cell head and neck cancer: a pilot phase II study of a new combined-modality paradigm. J Clin Oncol 24:1072–1078
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Ranpura V, Hapani S, Wu S (2011) Treatment-related mortality with bevacizumab in cancer patients: a meta-analysis. JAMA 305:487–494
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Saif MW, Mehra R (2006) Incidence and management of bevacizumab-related toxicities in colorectal cancer. Expert Opin Drug Saf 5:553–566
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Scope A, Aqero AL, Dusza SW et al (2007) Randomized double-blind trial of prophylactic oral minocycline and topical tazarotene for cetuximab-associated acne-like eruption. J Clin Oncol 25:5390–5396
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                

	Studer G, Brown M, Salgueiro EB et al (2011) Grade 3/4 dermatitis in head and neck cancer patients treated with concurrent cetuximab and IMRT. Int J Radiat Oncol Biol Phys 81:110–117
Article 
    PubMed 
    
                    Google Scholar 
                

	Thomas M (2005) Cetuximab: adverse event profile and recommendations for toxicity management. Clin J Oncol Nurs 9:332–338
Article 
    PubMed 
    
                    Google Scholar 
                

	Valeriani M, Muni R, Osti MF et al (2012) Acute toxicity in 14 patients with locally advanced head and neck squamous cell carcinoma treated with concurrent cetuximab and radiotherapy. Radiol Med 117:125–132
Article 
    CAS 
    PubMed 
    
                    Google Scholar 
                


Download references




Acknowledgments
Part of this study was financially supported by Cancer Research and Development Fund 23-A-13 of National Cancer Center.

                Conflict of interest

                On behalf of all authors, the corresponding author states that there is no conflict of interest. Authors have full control of all primary data and authors agree to allow the journal to review their data if requested.

              
                Ethical standard

                This retrospective study was approved by the institutional ethical review board of the National Cancer Center Hospital. This retrospective study was performed in accordance with the ethical standards laid down in the 1964 Declaration of Helsinki and its later amendments. All persons gave their informed consent prior to their inclusion in the study.

              

Author information
Authors and Affiliations
	Department of Radiation Oncology, National Cancer Center Hospital, 5-1-1 Tsukiji, Chuo-ku, Tokyo, 104-0045, Japan
Naoya Murakami, Yoshinori Ito, Satoru Watanabe, Kazuma Kobayashi, Ken Harada, Mayuka Kitaguchi, Shuhei Sekii, Kana Takahashi, Kotaro Yoshio, Koji Inaba, Madoka Morota, Minako Sumi & Jun Itami

	Department of Head and Neck Surgery, National Cancer Center Hospital, 5-1-1 Tsukiji, Chuo-ku, Tokyo, 104-0045, Japan
Seiichi Yoshimoto & Fumihiko Matsumoto

	Department of Oral Health and Diagnostic Sciences, National Cancer Center Hospital, 5-1-1 Tsukiji, Chuo-ku, Tokyo, 104-0045, Japan
Takao Ueno

	Endoscopy Division, National Cancer Center Hospital, 5-1-1, Tsukiji Chuo-ku, Tokyo, 104-0045, Japan
Yutaka Saito


Authors	Naoya MurakamiView author publications
You can also search for this author in
                        PubMed Google Scholar



	Seiichi YoshimotoView author publications
You can also search for this author in
                        PubMed Google Scholar



	Fumihiko MatsumotoView author publications
You can also search for this author in
                        PubMed Google Scholar



	Takao UenoView author publications
You can also search for this author in
                        PubMed Google Scholar



	Yoshinori ItoView author publications
You can also search for this author in
                        PubMed Google Scholar



	Satoru WatanabeView author publications
You can also search for this author in
                        PubMed Google Scholar



	Kazuma KobayashiView author publications
You can also search for this author in
                        PubMed Google Scholar



	Ken HaradaView author publications
You can also search for this author in
                        PubMed Google Scholar



	Mayuka KitaguchiView author publications
You can also search for this author in
                        PubMed Google Scholar



	Shuhei SekiiView author publications
You can also search for this author in
                        PubMed Google Scholar



	Kana TakahashiView author publications
You can also search for this author in
                        PubMed Google Scholar



	Kotaro YoshioView author publications
You can also search for this author in
                        PubMed Google Scholar



	Koji InabaView author publications
You can also search for this author in
                        PubMed Google Scholar



	Madoka MorotaView author publications
You can also search for this author in
                        PubMed Google Scholar



	Minako SumiView author publications
You can also search for this author in
                        PubMed Google Scholar



	Yutaka SaitoView author publications
You can also search for this author in
                        PubMed Google Scholar



	Jun ItamiView author publications
You can also search for this author in
                        PubMed Google Scholar





Corresponding author
Correspondence to
                Naoya Murakami.


Rights and permissions
Reprints and permissions


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



Cite this article
Murakami, N., Yoshimoto, S., Matsumoto, F. et al. Severe gastrointestinal bleeding in patients with locally advanced head and neck squamous cell carcinoma treated by concurrent radiotherapy and Cetuximab.
                    J Cancer Res Clin Oncol 141, 177–184 (2015). https://doi.org/10.1007/s00432-014-1801-5
Download citation
	Received: 05 June 2014

	Accepted: 07 August 2014

	Published: 15 August 2014

	Issue Date: January 2015

	DOI: https://doi.org/10.1007/s00432-014-1801-5


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
	EGFR inhibitor
	Cetuximab
	Radiation therapy
	Gastrointestinal bleeding
	Adverse effect
	Head and neck squamous cell carcinoma








                    
                

            

            
                
                    

                    
                        
                            
    

                        

                    

                    
                        
                    


                    
                        
                            
                                
                            

                            
                                
                                    
                                        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
						
						
					


		
	
	
		
			
				
					
					18.232.115.247
				

				Not affiliated

			

		
	
	
		
			[image: Springer Nature]
		
	
	© 2024 Springer Nature




	






    