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Preoperative biliary drainage for cancer of the head of the pancreas (van der Gaag et al., N Eng J Med 2010 [1])

Pancreatic cancer is common and highly lethal and has a median age at diagnosis of 70 years. It is the fifth leading cause of cancer-related death in the Western World, second among gastrointestinal malignancies, surpassed only by colorectal cancer. Obstructive jaundice is a common presentation. Although the prognosis is generally dismal, surgery remains the only option for cure in those with a potentially resectable tumor. It is also an effective and durable palliative option in patients with good functional status and localized disease. Ultimately less than 20 % of patients with malignant distal biliary obstruction are candidates for surgical cure.

Although routinely performed at many centers (either for clinical benefit or logistic reasons), debate continues as to whether preoperative biliary drainage (PBD) should be part of the standard surgical treatment algorithm. In experimental studies PBD delivers beneficial results (improved liver function and nutritional status, decreased circulating cytokine levels, and systemic endotoxemia correlating with an improved immune response); however, the best available clinical data and systematic reviews do not suggest a clinical benefit [2]
          [3].

Dutch investigators in a well-conducted prospective multicenter randomized trial recruited patients with malignant distal biliary obstruction, limited co-morbidity, total bilirubin of 40 – 250 µmol/L without computed tomography (CT) evidence of local vascular involvement (defined as tumor surrounding portal or mesenteric vessels for more than 180 degrees of their circumference or an irregular vessel margin) or distant metastasis. Patients were randomly assigned to undergo either endoscopic PBD by endoscopic retrograde cholangiopancreatography (ERCP) by an experienced gastroenterologist, followed by surgery 4 – 6 weeks later or surgery performed within 1 week after diagnosis. Pylorus-preserving pancreatoduodenectomy removing all lymph nodes on the right side of the portal vein and mesenteric artery was the standard operation. The principal analysis was an intention-to-treat (ITT) comparison of serious complications between the two groups up to 120 days after randomization.

The two groups were well matched, with mean age of 65 years, median duration of symptoms of 3 weeks, and median weight loss of 5 kg. Over a 4œ-year period, 202 patients at five academic and eight regional centers were randomized. In the 102 patients in the PBD group, 55 % underwent the first attempt at PBD in a community hospital and the remainder in an academic hospital. Surprisingly, only 75 % of procedures achieved adequate drainage with the first attempt. Success was not statistically different between academic and community hospitals, at 83 % and 69 % respectively (P = 0.13), but numbers for comparison were small and a type II error cannot be excluded.

After a second attempt by ERCP or percutaneous transhepatic cholangiography (PTC), success was achieved in 94 %, with complications in 46 % including pancreatitis in 7 % and perforation in 2 %. The mean time to surgery was 5.2 weeks in the PBD group and 1.2 weeks in the surgery group. Surgical resection of the tumor was performed in 56 % and 67 % (P = 0.11), respectively. Overall serious complications occurred in 74 % and 39 % (relative risk [RR] in the early surgery group 0.54; P < 0.001) and surgery-related complications in 47 % and 37 %, respectively (RR in the early surgery group 0.79; P = 0.14). There was no difference in mortality or length of stay.

This study confirms the findings of the previous trials and clearly shows that PBD with 10-Fr plastic stents is potentially hazardous and does not confer clinical benefit. The data also raises many questions. The initial rates of ERCP failure and complication at 25 % and more than 40 %, respectively, are much greater than most referral centers would report or accept (< 5 % for ERCP success and < 10 % for complications would be reasonable), but perhaps these figures reflect real-world practice, particularly given that 55 % of initial ERCPs were carried out in community hospitals. Should these patients first be referred for work-up and definitive treatment to tertiary centers? It is now accepted that surgical outcomes for pancreatic resection are superior at experienced high-volume centers [4].

Another consideration is the optimal duration of PBD. This has not yet been established. A period of 4 – 6 weeks is believed to be necessary for the restoration of the normal major synthetic and clearance functions of the liver, but as time elapses the likelihood of stent occlusion and cholangitis with a plastic endoprosthesis in malignant obstruction increases. In this study cholangitis occurred in 26 % of the PBD group and stent exchange was necessary in 30 % overall. A shorter period of PBD may ameliorate the frequency of stent occlusion and cholangitis; however randomized studies of PBD for mean periods of 7 – 18 days have failed to show a benefit [3]. Few centers are currently capable of offering a Whipple resection within 1 week of diagnosis.

Recently there has been interest in self-expanding metal stents (SEMS) more closely adapted to stricture length for PBD in surgical candidates. Such shorter stents do not compromise surgical outcomes. Several level 1 randomized trials confirm their clear superiority in the palliative setting [5]. The advent of neoadjuvant chemoradiotherapy used to down stage [6] potentially unresectable disease or possibly improve the potential for cure in early disease mandates safe minimally invasive and reliable biliary drainage. Furthermore if radiologically silent metastatic disease or an unresectable tumor is found at surgery then bypass surgery is not required as definitive palliation has already been achieved. Thus future studies in this area should examine the role of SEMS as a bridge to surgery.




References


	
1 
              van der Gaag N A, Rauws E AJ, van Eljck C HJ et al. 
              Preoperative biliary drainage for cancer of the head of the pancreas. 
              N Engl J Med. 
              2010; 
              362 
              129-137 
            





CrossrefPubMedGoogle Scholar





	
2 
              van der Gaag N A, Kloek J J, de Castro S M et al. 
              Preoperative biliary drainage in patients with obstructive jaundice: history and current status. 
              J Gastrointest Surg. 
              2009; 
              13 
              814-820 
            





CrossrefPubMedGoogle Scholar





	
3 
              Wang Q, Gurusamy K S, Lin H et al. 
              Preoperative biliary drainage for obstructive jaundice. 
              Cochrane Database Syst Rev. 
              2008; 
              3 
              CD005444 
            





PubMedGoogle Scholar





	
4 
              Birkmeyer J D, Stukel T A, Siewers A E et al. 
              Surgeon volume and operative mortality in the United States. 
              N Engl J Med. 
              2003; 
              349 
              2117-2127 
            





CrossrefPubMedGoogle Scholar





	
5 
              Moss A C, Morris E, MacMathuna P. 
              Palliative biliary stents for obstructing pancreatic carcinoma. 
              Cochrane Database Syst Rev. 
              2006; 
              1 
              CD004200 
            





PubMedGoogle Scholar





	
6 
              Evans D B, Varadhachary G R, Crane C H et al. 
              Preoperative gemcitabine-based chemoradiation for patients with resectable adenocarcinoma of the pancreatic head. 
              J Clin Oncol. 
              2008; 
              26 
              3496-3502 
            





CrossrefPubMedGoogle Scholar





	
7 
              Cennamo V, Fuccio L, Zagari R M et al. 
              Can a wire-guided cannulation technique increase bile duct cannulation rate and prevent post-ERCP pancreatitis? A meta-analysis of randomized controlled trials. 
              Am J Gastroenterol. 
              2009; 
              104 
              2343-2350 
            





CrossrefPubMedGoogle Scholar





	
8 
              Freeman M L, DiSario J A, Nelson D B et al. 
              Risk factors for post-ERCP pancreatitis: a prospective multicenter study. 
              Gastrointest Endosc. 
              2001; 
              54 
              425-434 
            





CrossrefPubMedGoogle Scholar





	
9 
              Bailey A A, Bourke M J, Kaffes A J et al. 
              Needle-knife sphincterotomy: factors predicting its use and the relationship with post-ERCP pancreatitis (with video). 
              Gastrointest Endosc. 
              2010; 
              71 
              266-271 
            





CrossrefPubMedGoogle Scholar





	
10 
              Cheung J, Tsoi K K, Quan W et al. 
              Guidewire versus conventional contrast cannulation of the common bile duct for the prevention of post-ERCP pancreatitis: a systematic review and meta-analysis. 
              Gastrointest Endosc. 
              2009; 
              70 
              1211-1219 
            





CrossrefPubMedGoogle Scholar





	
11 
              Manes G, Di Giorgio P, Repici A et al. 
              An analysis of the factors associated with the development of complications in patients undergoing precut sphincterotomy: a prospective, controlled, randomized, multicenter study. 
              Am J Gastroenterol. 
              2009; 
              104 
              2412-2417 
            





CrossrefPubMedGoogle Scholar





	
12 
              Tang S J, Haber G B, Kortan P et al. 
              Precut papillotomy versus persistence in difficult biliary cannulation: a prospective randomized trial. 
              Endoscopy. 
              2005; 
              37 
              58-65 
            





Article in Thieme ConnectPubMedGoogle Scholar





	
13 
              Cennamo V, Fuccio L, Repici A et al. 
              Timing of precut procedure does not influence success rate and complications of the ERCP procedure: a prospective randomized comparative study. 
              Gastrointest Endosc. 
              2009; 
              69 
              473-479 
            





CrossrefPubMedGoogle Scholar





	
14 
              Swan M P, Bourke M J, Alexander S et al. 
              A sequential ERCP cannulation protocol including early pancreatic stent placement and needle knife sphincterotomy: final analysis of a randomised trial. Digestive Disease Week 2010. 
              Gastrointest Endosc. 
              2010; 
              71 
              AB111 
            





PubMedGoogle Scholar





	
15 
              Hopper A D, Bourke M J, Williams S J et al. 
              Giant laterally spreading tumors of the papilla: endoscopic features, resection technique, and outcome (with videos). 
              Gastrointest Endosc. 
              2010; 
              71 
              967-975 
            





CrossrefPubMedGoogle Scholar





	
16 
              Uraoka T, Saito Y, Matsuda T et al. 
              Endoscopic indications for endoscopic mucosal resection of laterally spreading tumours in the colorectum. 
              Gut. 
              2006; 
              55 
              1592-1597 
            





CrossrefPubMedGoogle Scholar





	
17 
              Irani S, Arai A, Ayub K et al. 
              Papillectomy for ampullary neoplasm: results of a single referral center over a 10-year period. 
              Gastrointest Endosc. 
              2009; 
              70 
              923-932 
            





CrossrefPubMedGoogle Scholar









M. J. BourkeMBBS, FRACP 



Department of Gastroenterology
Westmead Hospital




Suite 106a 151 Hawkesbury Road
Westmead 2145
New South Wales
Australia




Fax: +61-2-96333958




Email: michael@citywestgastro.com.au
























  >
  
  

    
  

  
    
      
        


      

    

    
      
        
        


      

    

  


  

  
  
    
      
      
    
    
      
        
        
      

    
  




  
  
    
      
      
    
    
      
        
        
      

    
  



  







    
    


















  






      

      

  
    Top of Page
  

  
    
      ©  Georg Thieme Verlag KG | 
      
      
        Imprint |
        Privacy policy statement |
      
      Smartphone Version
      

      
        Your Current IP Address: 44.195.37.82
      

    

    

  




      


  
    
  
  
  
    
    
      
        
        
        
        
      
      
      
      
    
  
  




    

    






    

    
      
        
      
    

    
    


    
      
      
      
    

  