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Is Quadruple the New Triple Therapy for H. Pylori? 
 
 
Clinical Question: Does quadruple therapy (QT) 
result in superior eradication rates of H. pylori over 
traditional triple therapy (TT)? 
 
 

Bottom-line: Optimal treatment regimens for H. pylori remain 
controversial, with differences in number and type of drugs, dosing, 
and length of treatment suggested. Until local resistance patterns 
are identified and deemed a concern, there is no overwhelming 
evidence to change current prescribing patterns in primary care.   
 
Evidence:   

• An industry funded trial1 of 440 European patients reported significant benefit with 
QT for 10 days compared to TT for seven days (93% versus 68% eradication, 
Number Needed to Treat (NNT)=5). 

o QT was omeprazole BID with bismuth subcitrate, metronidazole, and tetracycline 
QID. 

o TT was omeprazole, amoxicillin, and clarithromycin BID. 
o Concerns: Differing treatment durations, differing antibiotics, bismuth subcitrate 

not commercially available in Canada, questionable generalizability.  
• Recent systematic reviews2,3 found no difference in eradication rates, or adverse 

events between QT and TT: 
o For example, eradication rate 78% QT and 77% TT.2  
o Compliance minimally better with TT in one review (96% versus 92%)3, with no 

difference in the other.2 
 

Context:   
• Eradication rates for H. pylori may be suboptimal (<80%) worldwide4-6 due to 

increasing antibiotic resistance, but are >80% in Canada.7 
o Resistance varies by geographical region and local resistance patterns (which are 

often not known).8 
• Clarithromycin resistance should guide initial H. pylori treatment choices.  

o Avoid if resistance rates ≥ 20%.9 

http://r20.rs6.net/tn.jsp?llr=j5jhyecab&et=1106581339886&s=0&e=0018HsPjNJAVitI8Ray9i14VUEPh8QgRLpopT1hs0e5ZuwGPqGnH9-N6tL_UP5LTij9cP43lHBva_IRi6MMeFppG6SamR3ro1dGo2mwyQcV95k=


• Canadian recommendations include both triple or quadruple therapy as first line 
therapies for H. pylori eradication, but prefer TT due to demonstrated equivalency 
and ease of dosing.10 

• Cost effectiveness data comparing QT and TT and length of therapy is lacking.  
• Emerging H. pylori eradication therapies that may have superior eradication rates 

compared with QT or TT (but whose results in North American patients are lacking) 
include:11-14 
o Sequential therapy (10 -14 days): Amoxil plus PPI for 5-7 days, then 

Metronidazole, Clarithromycin, and PPI for 5-7 days. 
o Concomitant therapy (TT plus metronidazole) for 7-14 days. 
 

Original Authors:  
Christina Korownyk MD CCFP, Michael R. Kolber BSc MD CCFP MSc 
 
Updated:     Reviewed: 
Adrienne J Lindblad BPS ACPR Pharm Michael R. Kolber Bsc MD CCFP MSc 
 
References:  

1. Malfertheiner P, Bazzoli F, Delchier JC, et al. Lancet. 2011; 377(9769):905-13.  
2.  Luther J, Higgins PD, Schoenfeld PS, et al. Am J Gastroenterol. 2010; 105(1):65-73.  
3. Venerito M, Krieger T, Ecker T, et al. Digestion. 2013; 88:33-45. 
4. European Helicobacter Pylori Study Group [No authors listed]. Gut. 1997; 41(1):8-

13. 
5. Graham DY, Fischbach L. Gut. 2010; 59(8):1143-53.  
6. Graham DY, Lu H, Yamaoka Y. Helicobacter. 2007; 12(4):275-8. 
7. Rodgers C, van Zanten SV. Can J Gastroenterol. 2007; 21(5):295-300.  
8. Fallone CA. Can J Gastroenterol. 2000; 14(10):879-82. 
9. Malfertheiner P, Megraud F, O'Morain C, et al. Gut. 2012; 61:646-64.  
10. Hunt R, Fallone C, Veldhuyzan van Zanten S, et al. Can J Gastroenterol. 2004; 

18(9):547-54. 
11. Graham DY, Fischbach LA. CMAJ. 2011; 183(9):E506-8.  
12. Gatta L, Vakil N, Vaira D, et al. BMJ. 2013; 347:f4587.  
13. Vaira D, Zullo A, Vakil N, et al. Ann Intern Med. 2007; 146(8):556-63. 
14. Molina-Infante J, Lucendo AJ, Angueira T, et al. Aliment Pharmacol Ther. 2015; 

41:581-9.  
 

Tools for Practice is a biweekly article summarizing medical evidence with a focus on topical issues and practice 
modifying information. It is coordinated by G. Michael Allan, MD, CCFP and the content is written by practising 
family physicians who are joined occasionally by a health professional from another medical specialty or health 
discipline. Each article is peer-reviewed, ensuring it maintains a high standard of quality, accuracy, and academic 
integrity. If you are not a member of the ACFP and would like to receive the TFP emails, please sign up for the 
distribution list at http://bit.ly/signupfortfp.  Archived articles are available on the ACFP website. 
  
This communication reflects the opinion of the authors and does not necessarily mirror the perspective and policy 
of the Alberta College of Family Physicians. 
 
 

http://www.ncbi.nlm.nih.gov.login.ezproxy.library.ualberta.ca/pubmed?term=%2522Malfertheiner%20P%2522%255BAuthor%255D
http://www.ncbi.nlm.nih.gov.login.ezproxy.library.ualberta.ca/pubmed?term=%2522Bazzoli%20F%2522%255BAuthor%255D
http://www.ncbi.nlm.nih.gov.login.ezproxy.library.ualberta.ca/pubmed?term=%2522Delchier%20JC%2522%255BAuthor%255D
http://www.ncbi.nlm.nih.gov.login.ezproxy.library.ualberta.ca/pubmed?term=%2522Luther%20J%2522%255BAuthor%255D
http://www.ncbi.nlm.nih.gov.login.ezproxy.library.ualberta.ca/pubmed?term=%2522Higgins%20PD%2522%255BAuthor%255D
http://www.ncbi.nlm.nih.gov.login.ezproxy.library.ualberta.ca/pubmed?term=%2522Schoenfeld%20PS%2522%255BAuthor%255D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Venerito%20M%255BAuthor%255D&cauthor=true&cauthor_uid=23880479
http://www.ncbi.nlm.nih.gov/pubmed/?term=Krieger%20T%255BAuthor%255D&cauthor=true&cauthor_uid=23880479
http://www.ncbi.nlm.nih.gov/pubmed/?term=Ecker%20T%255BAuthor%255D&cauthor=true&cauthor_uid=23880479
http://www.ncbi.nlm.nih.gov.login.ezproxy.library.ualberta.ca/pubmed?term=%2522Graham%20DY%2522%255BAuthor%255D
http://www.ncbi.nlm.nih.gov.login.ezproxy.library.ualberta.ca/pubmed?term=%2522Fischbach%20L%2522%255BAuthor%255D
http://www.ncbi.nlm.nih.gov.login.ezproxy.library.ualberta.ca/pubmed?term=%2522Graham%20DY%2522%255BAuthor%255D
http://www.ncbi.nlm.nih.gov.login.ezproxy.library.ualberta.ca/pubmed?term=%2522Lu%20H%2522%255BAuthor%255D
http://www.ncbi.nlm.nih.gov.login.ezproxy.library.ualberta.ca/pubmed?term=%2522Yamaoka%20Y%2522%255BAuthor%255D
http://www.ncbi.nlm.nih.gov.login.ezproxy.library.ualberta.ca/pubmed?term=%2522Fallone%20CA%2522%255BAuthor%255D
http://www.ncbi.nlm.nih.gov.login.ezproxy.library.ualberta.ca/pubmed?term=%2522Malfertheiner%20P%2522%255BAuthor%255D
http://www.ncbi.nlm.nih.gov.login.ezproxy.library.ualberta.ca/pubmed?term=%2522Megraud%20F%2522%255BAuthor%255D
http://www.ncbi.nlm.nih.gov.login.ezproxy.library.ualberta.ca/pubmed?term=%2522O'Morain%20C%2522%255BAuthor%255D
http://www.ncbi.nlm.nih.gov.login.ezproxy.library.ualberta.ca/pubmed?term=%2522Hunt%20R%2522%255BAuthor%255D
http://www.ncbi.nlm.nih.gov.login.ezproxy.library.ualberta.ca/pubmed?term=%2522Fallone%20C%2522%255BAuthor%255D
http://www.ncbi.nlm.nih.gov.login.ezproxy.library.ualberta.ca/pubmed?term=%2522Veldhuyzan%20van%20Zanten%20S%2522%255BAuthor%255D
http://www.ncbi.nlm.nih.gov.login.ezproxy.library.ualberta.ca/pubmed?term=%2522Graham%20DY%2522%255BAuthor%255D
http://www.ncbi.nlm.nih.gov.login.ezproxy.library.ualberta.ca/pubmed?term=%2522Fischbach%20LA%2522%255BAuthor%255D
http://www.ncbi.nlm.nih.gov.login.ezproxy.library.ualberta.ca/pubmed?term=%2522Vaira%20D%2522%255BAuthor%255D
http://www.ncbi.nlm.nih.gov.login.ezproxy.library.ualberta.ca/pubmed?term=%2522Zullo%20A%2522%255BAuthor%255D
http://www.ncbi.nlm.nih.gov.login.ezproxy.library.ualberta.ca/pubmed?term=%2522Vakil%20N%2522%255BAuthor%255D
http://bit.ly/signupfortfp

	Evidence:
	 An industry funded trial1 of 440 European patients reported significant benefit with QT for 10 days compared to TT for seven days (93% versus 68% eradication, Number Needed to Treat (NNT)=5).
	o QT was omeprazole BID with bismuth subcitrate, metronidazole, and tetracycline QID.
	o TT was omeprazole, amoxicillin, and clarithromycin BID.
	o Concerns: Differing treatment durations, differing antibiotics, bismuth subcitrate not commercially available in Canada, questionable generalizability.
	 Recent systematic reviews2,3 found no difference in eradication rates, or adverse events between QT and TT:
	o For example, eradication rate 78% QT and 77% TT.2
	o Compliance minimally better with TT in one review (96% versus 92%)3, with no difference in the other.2
	 Eradication rates for H. pylori may be suboptimal (<80%) worldwide4-6 due to increasing antibiotic resistance, but are >80% in Canada.7
	o Resistance varies by geographical region and local resistance patterns (which are often not known).8
	 Clarithromycin resistance should guide initial H. pylori treatment choices.
	o Avoid if resistance rates ≥ 20%.9
	 Canadian recommendations include both triple or quadruple therapy as first line therapies for H. pylori eradication, but prefer TT due to demonstrated equivalency and ease of dosing.10
	 Cost effectiveness data comparing QT and TT and length of therapy is lacking.
	 Emerging H. pylori eradication therapies that may have superior eradication rates compared with QT or TT (but whose results in North American patients are lacking) include:11-14
	o Sequential therapy (10 -14 days): Amoxil plus PPI for 5-7 days, then Metronidazole, Clarithromycin, and PPI for 5-7 days.
	o Concomitant therapy (TT plus metronidazole) for 7-14 days.
	Original Authors:
	Christina Korownyk MD CCFP, Michael R. Kolber BSc MD CCFP MSc
	Updated:     Reviewed:
	Adrienne J Lindblad BPS ACPR Pharm Michael R. Kolber Bsc MD CCFP MSc
	References:

