
Grading of scientific evidence (Males)*  

 

*September 2014: This table will be updated as soon as a current systematic review on the topic is 
finalized. 

HPV	  vaccination	  of	  males	  to	  reduce	  incidence	  of	  cervical	  cancer	  in	  females	  	  
	  
Population :  Immunocompetent males 
Intervention: HPV vaccination  
Comparison: Placebo/ no vaccination 
Outcome     : Cervical cancer in females 

What is the scientific evidence to support vaccination of males with current HPV vaccines to substantially reduce 
incidence of cervical cancer in females? 

    Rating Adjustment to rating 
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No. of studies/starting rating 5/ RCT¹ 
 4 

Factors 
decreasing  
confidence 

Limitation in 
study design None serious 0 

Inconsistency None serious 0 

Indirectness Serious3 -2 

Imprecision None serious 0 

Publication bias None serious    0  

Factors 
increasing 
confidence 

Large effect Not applicable  0 

Dose-response Not applicable   0  

Antagonistic bias 
and confounding Not applicable   0  

Final numerical rating of quality of evidence 2 
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s Statement on quality of evidence Our confidence in the estimate of the 
effect on the health outcome is limited 

Conclusion 

We have limited confidence in the quality of 
scientific evidence in support of vaccination of 
young males to reduce incidence of female 
cervical cancer, though	  evidence suggest that 
vaccinating young males prevents these from 
HPV infection and disease (genital warts, AIN 
2/3 and anal cancer). 

 

¹ Immunogenicity studies by Block SL et al and Reisinger KS et al (quadrivalent vaccine) as well as by Lehtinen M et al (bivalent 
vaccine) show that both HPV vaccines are as immunogenic and safe in young adolescent males as they are in young 
adolescent females. Recent reports by Palefsky J et al and by Giuliano A et al show that the quadrivalent HPV vaccine 
decreases the incidence anal infections and lesions (Palefsky et al) and infection and external genital lesions (as a combined 
outcome of anogenital warts and anogenital intraepithelial neoplasia) (Giuliano et al) due to HPV types 6/11/16/18 in a 
population of young men aged 16-26 years. In the per protocol population, the efficacy of the vaccine for the prevention of HPV 
6, 11, 16 and 18-related genital warts was 89.4%, and the efficacy for the prevention of HPV 6, 11, 16 and 18-related AIN 2/3 
was 74.9%. Data are not available on clinical efficacy of the bivalent vaccine in males immunogenicity, though data are 
available on the immunogenicity (Petaja et al. and Block et al.). 

³ There are no studies that currently demonstrate that HPV vaccination of males will result in less sexual transmission of these 
vaccine related HPV types from males to females and in reduced incidence of cervical cancer.  Although recent studies support 
the assumption that HPV vaccination also protects against vaccine related HPV type infection and disease in males, Barnabas 



RV et al modelled vaccinating boys with a HPV 16 vaccine at either low or high coverage levels, in addition to vaccinating 
adolescent girls in Finland and found that vaccination of both genders added little benefit over vaccinating adolescent girls 
alone. Predictions are based on modelling. Taira AV et al predicted that adding vaccination of adolescent boys with a HPV 
16/18 vaccine to a vaccination programme for girls would further reduce cervical cancer cases by 2% in the US.  Ebasha EH et 
al, in model studies on the quadrivalent vaccine, predicted that vaccination of males in addition to girls aged < 12 years could 
further reduce the incidence of cervical cancer from 79% to 91%, compared to vaccinating girls alone at low to moderate 
coverage levels currently seen in the US. Insinga RP et al who examined the potential outcomes of various vaccination 
strategies using the quadrivalent HPV vaccine in Mexico found that vaccination of 12-year-olds, plus a temporary 12-24-year-old 
catch-up program covering both sexes was most effective, reducing by 84-98% the HPV 6/11/16/18-related cervical cancer, 
high-grade cervical precancererous lesions, and genital wart incidence during year 50 following vaccine introduction. Kim JJ et 
al, modelling transmission of HPV types 16 and 18 infection between males and females found that at 90% coverage, 
vaccinating girls with a HPV 16/18 vaccine reduced cancer risk due to these HPV types by 63%; including boys at this coverage 
level provided only 4% further cancer reduction.   Kulasingam S et al found adding HPV 16/18 vaccination of males was not 
cost-effective for cervical cancer prevention compared with the current policy of vaccinating 12 year old females in Australia. 
Information is still insufficient or missing on a number of key issues required for precise modelling of the possible impact of male 
vaccination on the incidence of female cervical cancer. 

  

Bibliography 

Barnabas RV, Laukkanen P, Koskela P, Kontula O, Garnett GP. Epidemiology of HPV 16 and cervical cancer in Finland and the 
potential impact of vaccination: mathematical modelling analyses. PLoS Med 2006;3(5):e138. 

Block, S. L., Nolan, T., Sattler, C., Barr, E., Giacoletti, K. E., Marchant, C. D., et al. Comparison of the immunogenicity and 
reactogenicity of a prophylactic quadrivalent human papillomavirus (types 6, 11, 16, and 18) L1 virus-like particle vaccine in 
male and female adolescents and young adult women. Pediatrics. 2006;118(5):2135-45. 

Elbasha EH, Dasbach EJ, Insinga RP. Model for assessing human papillomavirus vaccination strategies. Emerg Infect Dis. 
2007;13(1):28-41. 

Giuliano A, Palefsky J, Giuliano, A. R., Palefsky, J. M., Goldstone, S.,Moreira, E. D., Jr., Penny, M. E., Aranda, C., et al. 
Efficacy of quadrivalent HPV vaccine against HPV Infection and disease in males. N Engl J Med. 2011;364(5):401-11. 
 
Insinga RP, Dasbach EJ, Elbasha EH, Puig A, Reynales-Shigematsu LM. Cost-effectiveness of quadrivalent human 
papillomavirus (HPV) vaccination in Mexico: a transmission dynamic model-based evaluation. Vaccine 2007;26(1):128-39. 

Kim JJ, Andres-Beck B, Goldie SJ. The value of including boys in an HPV vaccination programme: a cost-effectiveness analysis 
in a low-resource setting. Br J Cancer 2007;97(9):1322-8. 

Kulasingam S,Connelly L,Conway E, Hocking JS, Myers E, Regan DG, Roder D, Ross J, Wain G.  A cost-effectiveness analysis 
of adding a human papillomavirus vaccine to the Australian National Cervical Cancer Screening Program. Sex Health. 2007; 
4(3):165-175. 

Lehtinen M, et al. Immunogenicity and safety of human papillomavirus (HPV)-16/18 AS04 adjuvanted vaccine in healthy males 
aged 10–18 years. Presented at the 13th International Conference on Infectious Diseases, Kuala Lumpur, Malaysia, June 19-22, 
2008. 

Palefsky, J. M., Giuliano, A. R., Goldstone, S., Moreira, E. D., Jr., Aranda, C., Jessen, H., et al. HPV vaccine against anal HPV 
infection and anal intraepithelial neoplasia. N Engl J Med. 2011;365(17):1576-85. 

Petaja, T., Keranen, H., Karppa, T., Kawa, A., Lantela, S., Siitari-Mattila, M., et al. Immunogenicity and safety of human 
papillomavirus (HPV)-16/18 AS04-adjuvanted vaccine in healthy boys aged 10-18 years. J Adolesc Health. 2009;44(1):33-40. 

Reisinger KS, Block SL, Lazcano-Ponce E, Samakoses R, Esser MT, Erick J, Puchalski D, Giacoletti KE, Sings HL, Lukac S, 
Alvarez FB, Barr E. Safety and persistent immunogenicity of a quadrivalent human papillomavirus types 6, 11, 16, 18 L1 virus-
like particle vaccine in preadolescents and adolescents: a randomized controlled trial. Pediatr Infect Dis J 2007; 26(3):201-9.  

Taira AV, Neukermans CP, Sanders GD. Evaluating human papillomavirus vaccination programs. Emerg Infect Dis 2004; 
10(11):1915-23. 

 


