COMMUNITY MEMBERS’ QUESTIONS SUBMITTED 16 to 17 JUNE

AND EXPERTS’ RESPONSES

THIS QUESTION COMES FROM DR. VICTOR ZLATKOV IN SOFIA, BULGARIA

Dear Experts of the HPV Vaccine Global Community of Practice, Will be there any different/new model of screening interval after the introduction of HPV prophylactic vaccines?


RESPONSE FROM DR. LYNETTE DENNY IN SOUTH AFRICA

Ultimately yes – I think there is no doubt that this will occur and my thoughts are that screening will begin later and at wider intervals. However, nature of disease in the absence of HPV 16 and 18 remains to be seen and I do not believe that we have sufficient evidence yet to dramatically alter screening practice.

RESPONSE FROM DR. LUISA VILLA IN BRAZIL

Due to expected impact of the vaccines in  reducing the number of cervical abnormalities and diseases related to the HPV types present in the vaccines (and few other through cross-protection), it is possible that the screening intervals will be extended.  Moreover, with the advent of new screening technologies based on HPV DNA testing, the whole scheme may change considerably. However, the anticipated changes may take some time to be seen considering that for decades the screened population will have both vaccinated and unvaccinated women, due to different implementation strategies by country as well as vaccine and screening cost issues.  


RESPONSE FROM DR. PAUL BLUMENTHAL IN U.S.

In the short run, prevention programs will not change and screening will still be recommended both for women who have never been vaccinated and those who have been vaccinated. Ultimately the nature of screening will change and, depending on the resources available in a given setting, we will adopt methods that offer immediate results including visual methods (especially for low resource settings) or, even more importantly, molecular methods.

RESPONSE FROM DR. MIKE CHIRENJE IN ZIMBABWE

In the short term screening recommendations for sexually active women will not change but HPV negative adolescent females who are vaccinated for HPV 16, 18 will only be offered screening after sexual debut.  

RESPONSE FROM DR. EDUARDO FRANCO IN CANADA

Echoing what my colleagues have stated, screening will have to continue for as long as there are women who cannot be protected by vaccination (those who are already exposed to the target HPV types) and while prophylactic vaccination cannot target all oncogenic types of HPV. However, the current cytology paradigm is unlikely to serve us well because of two main reasons: (i) it is relatively inefficient and relies on frequent screens to be able to compensate for its low sensitivity and (ii) for the foreseeable future 30% of cervical cancers can arisse caused by HPV types other than 16 and/or 18. Decreasing the 
frequency of pap screening may not be an option in societies where medical malpractice litigation prevails because of the latter issue. Furthermore, because of both quantitative and qualitative issues related to the decrease in prevalence of cervical abnormalties in the cohorts of women who were vaccinated and then reached the age of screening, the performance of cytology is likely to falter because of the rarity of precancerous lesions in populations with high vaccination uptake. The solution is to switch to HPV DNA testing using a validated HPV assay followed by pap triage of those who are HPV positive. HPV 
testing has much better sensitivity and its somewhat higher false-positive rate can be compensated by triaging those who are HPV positive with cytology to decide on a referral for colposcopy. In low resource countries, VIA and its variations can be suitable alternatives. Cytology has excellent specificity and is likely to perform best when restricted to settings when the prevalence of abnormalities is high, such as the artificial situation that is created when one screens women who are HPV positive. This approach can have many variations and is currently being evaluated in demonstration projects. The downside at present is cost (HPV testing is presently a monopoly). However, it is expected that as more validated HPV tests become available (including rapid HPV tests) and economies of scale prevail the unit cost can dip below US $8. You will find the detailed technical rationale for this approach in a couple of articles that I can send you if you are interested.
THIS QUESTION IS FROM DR. PETYA KOSTOVA IN SOFIA, BULGARIA

Dear experts,
When should the cervical screening start (at what age) for the girls with HPV prophylactic vaccine before sexual debut?

RESPONSE FROM DR. LYNETTE DENNY IN SOUTH AFRICA

I would suggest age 30.

RESPONSE FROM DR. PAUL BLUMENTHAL IN U.S.

Girls who receive the vaccine before sexual debut (before they begin to have sex) don’t need to be screened until at least 3 years after sexual debut. As we gain more experience with the duration of immunogenicity, this may be extended. (Note from Dr. Kahn: beginning Pap screening three years after a young woman begins to have sexual intercourse, or by age 21, is a protocol that is followed in the U.S. Sexual debut is earlier in the U.S. than in many other countries. In most countries that have established cervical cancer screening programs, screening begins later; for example, 25 or 30 years of age).

RESPONSE FROM DR. MIKE CHIRENJE IN ZIMBABWE

Most epidemiology studies support the recommendation to start screening at 30 years when CIN disease is significant at population coverage. High risk groups may however be preferentially offered early screening.

RESPONSE FROM DR. EDUARDO FRANCO IN CANADA

Assuming that the duration of protection will be what we expect, no sooner than age 25 (in countries that can afford paying for a high threshold of cost-effectiveness and where litigation is a dominant presence in health care) or age 30 (most settings with a universal health care system). This also assumes that the screening paradigm will change to the one I described above that places HPV testing as the primary screen and cytology as triage.
THIS QUESTION IS FROM DRA. MARIA EUGENIA CAVAZZA PORRO IN CARACAS, VENEZUELA

What do you think about the idea to introduce HPV vaccine in Latinoamerica countries without incidence HPV studies and poor cervical cancer public health programs, like Venezuela?

RESPONSE FROM DR. LYNETTE DENNY IN SOUTH AFRICA

I think introducing vaccination is likely to be much easier than initiating or establishing secondary prevention programmes – I believe this is true for all countries that have poorly developed public health systems

RESPONSE FROM DR. LUISA VILLA IN BRAZIL

The lack of cancer registries or screening programs is an important aspect of HPV vaccine implementation in such countries.  I think, however, that the demonstrated benefit of the HPV prophylactic vaccines should supersede the initial difficulties imposed by the lack of proper monitoring and surveillance programs. An effort should be made to discuss and implement strategies combining HPV vaccination and screening, with accompanying studies of the best cost-benefit relationship for each individual country.

RESPONSE FROM DR. PAUL BLUMENTHAL IN U.S.

No problem. A milligram of prevention is worth a kilo of cure.

RESPONSE FROM DR. MIKE CHIRENJE IN ZIMBABWE

Introducing HPV vaccination would still potentially provide considerable population impact if correct target groups are chosen. Introducing epidemiological studies to measure prevalence of HPV types and strengthening cervical cancer screening will be also valuable in long term. 


RESPONSE FROM DR. EDUARDO FRANCO IN CANADA

I cannot agree more with my colleagues... An upcoming monograph edited by Dr Bosch 
and others addresses exactly the issue you raised and covers a variety of 
strategies for Latin American countries with various levels of public health 
infrastructure. Unfortunately, some political and ministerial authorities in 
some jurisdictions have held the view that vaccination should not be implemented 
before one has a chance to conduct extensive epidemiologic surveys. Delaying 
public vaccination on the basis of this argument can be detrimental because it 
will only consume resources that can be best allocated to proper planning of 
public vaccination and will add nothing to what one needs to know before acting.
         
THIS QUESTION IS FROM DRA. MARIA EUGENIA CAVAZZA PORRO IN CARACAS, VENEZUELA

There is a conflict of interest in introducing HPV vaccines first in private services and later in the public health system. How can we resolve this paradigm?

RESPONSE FROM DR. LYNETTE DENNY IN SOUTH AFRICA

The world of economics is complex and difficult and we live in an extremely unequal world in which the rich get richer and poor poorer. The only way for equity is for governments and international bodies to heavily subsidise new technologies and this is ultimately a political issue. My thoughts are though that developing countries need to make their voices heard, and we in the medical profession must advocate strongly and loudly

RESPONSE FROM DR. LUISA VILLA IN BRAZIL

I would say that there is definitely an equity problem!  However, as with many other drugs, including vaccines, the first to benefit are those that can afford the initial high costs of the products.  There are fortunately several initiatives to overcome this situation. They include communications between WHO, PATH, GAVI, and the pharmaceutical companies that produce the HPV vaccines that aim to lower the prices at the level affordable to many poor and developing countries. Another strategy is to transfer technology to countries where the vaccines can be manufactured at cheaper costs (India, Brazil, for instance) or to generate alternative vaccines that will be less expensive. It is a matter of time: one day everyone will have access to the HPV vaccine! 

RESPONSE FROM DR. PAUL BLUMENTHAL IN U.S.

Allocate more money to the public sector! Or, put a tax on vaccines in the private sector so that vaccines in the private sector can help finance vaccines for the public sector.

RESPONSE FROM DR. MIKE CHIRENJE IN ZIMBABWE
These are unfortunate historical imbalances that advocacy groups are working hard to remove as soon as donor funds are available to support immunization HPV immunization programs for low income communities.

RESPONSE FROM DR. EDUARDO FRANCO IN CANADA

It is not a question of conflict of interest but one of proper policy. Private, opportunistic vaccination will happen and will only enhance the existing inequity. It is the "like mother, like daughter" principle. The Latin American women who come every year for their pap tests are at low risk of cervical cancer. They will want to pay (and can afford) for their daughters to be vaccinated. However, their daughters would be like their mothers and would be screened as soon as they reach the age of screening. So, the vaccine protection is going to the segment of the population that is already mostly protected. The women who fail to be screened today are the ones who develop cervical cancer. Because of the same reasons that make them miss screening (the system fails to 
reach them because of socioeconomic and cultural factors) they will also not be reached by the messages that promote vaccination (or cannot afford paying for it) and will thus not bring their daughters to be vaccinated. Their daughters will be like them and will not be screened. So, in conclusion, a high uptake of vaccination by the wealthiest in the population and failure to adopt a publicly funded vaccination program that can reach those who are not protected by screening is likely to increase the inequity that currently exists in the system.
THIS QUESTION IS FROM VICTORIA MASEMBE IN UGANDA

Introducing HPV vaccine is a good initiative but my question to the experts is why only girls?  The boys also suffer from the virus and are likely to continue harboring the virus. We need to significantly reduce the pool of susceptibles. Although cervical cancer is the key issue here, we should not loose focus on the fact that this is a sexually transmissible virus that can be harbored by men or women.  The vaccine should therefore be introduced as a routine vaccine aimed at reducing the prevalence of cervical cancer but benefiting both girls and boys. Programs targeting girls have in my country caused a lot of suspicion especially when conducted under mass campaigns. 

RESPONSE FROM DR. LYNETTE DENNY IN SOUTH AFRICA

To me it is a question of resources. Ultimately vaccinating boys as well as girls will significantly increase herd immunity and therefore the pool of infected individuals, but vaccinating boys as well as girls is much more resource intensive than just women, who will bear the greatest burden of HPV associated disease.

RESPONSE FROM DR. LUISA VILLA IN BRAZIL

The clinical trials for the HPV prophylactic vaccines included initially only cohorts of women in different ages because the aim was to show efficacy against cervical cancer and other genital diseases, which are diseases of very high burden worldwide. However, as perfectly pointed out, men also suffer from HPV infections and diseases caused by these viruses (warts, penile intraepithelial neoplasia and cancer, anal cancer, though the latter at a much lower rate).  Moreover, men transmit the virus to women and therefore, they should be vaccinated as well. However, till present no data are available demonstrating prophylactic efficacy in this gender.  The first results of an ongoing clinical trial of the quadrivalent HPV vaccine in males 16-24 years of age shall be presented later this year (2008).  Nevertheless, some countries already approved the use of this vaccine in boys and men based on an immunogenicity bridge that included boys 9 to 15 years old which showed the vaccine to be safe and immunogenic in this gender. We shall soon know the results and include men in the global effort of reducing cervical cancer and other HPV-related diseases!

RESPONSE FROM DR. PAUL BLUMENTHAL IN U.S.

Indeed. You could actually make a case for not vaccinating girls at all, and only vaccinating boys! Eventually, I believe the vaccine will be approved for men/boys too, we just need more data. However, at present, in some communities, especially among men having sex with men, the vaccine is actively being given to men to avoid peri-anal warts and anal cancer.

RESPONSE FROM DR. MIKE CHIRENJE IN ZIMBABWE
It would be most ideal to vaccinate boys as well but statistical modeling seems to demonstrate a higher impact by targeting girls where resources are limited. 

THIS QUESTION IS FROM PRINCESS NIKKY ONYERI IN NIGERIA

My question is in countries without cancer control programs, how do we include HPV vaccination? 

RESPONSE FROM DR. LYNETTE DENNY IN SOUTH AFRICA

HPV vaccination should be incorporated as an adolescent health intervention which will require setting up a whole new health platform. I believe this is an intervention that is long overdue

RESPONSE FROM DR. LUISA VILLA IN BRAZIL

Please see my response above

(The lack of cancer registries or screening programs is an important aspect of HPV vaccine implementation in such countries.  I think, however, that the demonstrated benefit of the HPV prophylactic vaccines should supersede the initial difficulties imposed by the lack of proper monitoring and surveillance programs. An effort should be made to discuss and implement strategies combining HPV vaccination and screening, with accompanying studies of the best cost-benefit relationship for each individual country.)

RESPONSE FROM DR. PAUL BLUMENTHAL IN U.S.

Consider making it a part of other immunization programs such as polio, DTP, etc. Reach out to all sectors of society where adolescents are visible.

RESPONSE FROM DR. MIKE CHIRENJE IN ZIMBABWE

HPV vaccination programs for such countries will include integration of these vaccines into school entry programs if primary school coverage is wide enough and introduction of adolescent health program that offer HPV vaccination. Some countries with well performing EPI programs may consider piloting in existent delivery points with provision for evaluation and specific country recommendation. 

THIS QUESTION IS FROM ROWAN E. WAGNER MPH MM IN TASHKENT, UZBEKISTAN

Greetings All,

I was wondering how cancer control programs are integrated into primary health care – and what are the considerations you would include this into an essential vaccine program as part of a primary health care system?

RESPONSE FROM DR. PAUL BLUMENTHAL IN U.S.

A lot has been written about this issue. One resource, focusing on cervical cancer, is the guide for program managers published by the Alliance for Cervical Cancer Prevention http://path.org/publications/details.php?i=1303
RESPONSE FROM DR. MIKE CHIRENJE IN ZIMBABWE

For many countries, cancer control programs are a wide generic that are sub-divided into female sub-section where cervical cancer control comes under and screening has been in PHC. However, HPV vaccination does not really fit this classification since the target group is adolescent group that have specific needs above ordinary primary health package.

