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"I am absolutely convinced that science and peace triumph over ignorance and war, that Nations will join in the long run not 

to destroy but to build, and that the future belongs to those who made much for the good of humanity." 

Louis Pasteur.  

 

After almost a decade after the approval of the vaccine against human papillomavirus (HPV), the 

issue of the safety of these vaccines remains controversial. Anti-vaccination movements have 

taken a great boom, probably thanks to the current availability of social networking, which allows 

information, with or without sustenance, to become viral and spread quickly to a significant 

number of people. The good news travel by bicycle, and bad news on plane.  

Vaccine-preventable diseases are like a perfect equation: if the person is vaccinated avoids the 

disease. However, tolerance to adverse events from a vaccine is far less than to side effects of 

drugs, since the former apply to many healthy people while medicines not, so vaccines require a 

higher level of tolerance and security. In addition, the beneficial effects of vaccines are normally 

long term evident, especially in the case of vaccines against HPV, whose main objective is the 

prevention of cancer associated with persistent infection by this virus, and a treatment pursues 

and should have an immediate effect on pathology.   

Regarding the adverse effects of vaccines, it is important to clarify that a sequence of events does 

not necessarily imply a relationship of consequence, i.e. the temporal proximity of an adverse 

event with vaccination against HPV, does not mean that this event is caused by this immunization. 

In addition to a temporal sequence, there must be a provable causal link and a possible biological 

explanation, and then the side effects associated with the implementation of the vaccine must be 

exhaustively investigated. In the countries where it has neutralized some alert and reassured the 

population back to a report about a possibly related to immunization medical pathology, the 

common denominator has been the rigorous investigation of the event. 
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To date more than 200 million doses have been applied in the world since the approval of vaccines 

and, after investigating cases, there has not been a warning of service health or multilateral 

agency with respect to the adverse effects associated with vaccination against HPV that justifies 

the suspension of its application in any country. There are several types of surveillance of side 

effects that allow evaluating the incidence and the possible association with the vaccine.  Safety 

assessments were carried out in the context of clinical trials, where it was evident that both 

vaccines were secure because the incidence of adverse events was similar between the 

unvaccinated and vaccinated patients. However, this type of monitoring is performed in very 

selected patients and does not reflect the view of the real world. That's why it takes place a 

monitoring after approval and implementation of vaccines. This surveillance, called post-license, 

can be active or passive 1.  

Active surveillance is watching a group of patients for a long time and compares the development 

of adverse events among the unvaccinated and vaccinated persons. The Center for Disease Control 

and Prevention (CDC) has the Vaccines Safety Datalink (VSD) that evaluated a representative 

sample of seven health care centres where assessed the occurrence of the Guillain-Barré 

Syndrome, venous thromboembolism (VTE), stroke and appendicitis related to HPV immunization. 

In this analysis a non significant increase in risk of 1.98 was found for TEV between 9 and 17 years 

girls. The conclusion is that more studies should be done to establish this relationship because the 

patients who presented VTE had other associated risk factors such as physical inactivity, obesity 

and use of hormonal contraceptives.  Three studies sponsored by public funds to evaluate the 

incidence of adverse events in patients vaccinated with the quadrivalent vaccine were conducted 

in Sweden and Denmark. The study included a population of a million girls and has found no 

association between the immunization and the development of neurological conditions, 

autoimmune diseases or VTE 1. In California, Kaiser Permanente, which is a non-profit organization 

responsible for the delivery of health services that has about 10 million members, undertook a 

study of cases and controls to assess the occurrence of demyelinating diseases, such as multiple 

sclerosis, during immunization with the quadrivalent vaccine for girls and women between 9 and 

16 years and did not find any association1 

Studies of active monitoring by pharmaceutical companies have also been made in groups of 

patients in which the quadrivalent vaccine has been applied. After analyzing 44,000 patients who 

received the three doses, the adverse effects associated were skin infections until two weeks after 

the application of the dose and syncope the day of vaccination, without finding any autoimmune 

or neurological condition related to vaccination1.  The study of extension of patients who took part 

in the FUTURE II, trial of the vaccine's effectiveness, reported no adverse effects increased 

incidence after 10 years of vaccination 1.  

Passive surveillance, which are the systems for reporting and review of cases that carry out 

different health entities such as the VAERS (Vaccine Adverse Events Reporting System) in the 

United States, the CAEFISS (Canadian Adverse Event Following Immunisation Surveillance System) 

in Canada, Eudra Vigillance in Europe and the Australian National Surveillance Program in 
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Australia, among others, have not found an increase in the incidence of adverse events greater 

than those described for other vaccines1. 

According to the report by the Global Advisory Committee for Vaccine Safety (GACVS) of the World 

Health Organization2, available HPV vaccines have an excellent safety profile, with local reactions 

at the site of injection as the most frequent adverse event, with mild and self-limited systemic 

reactions and syncope as an adverse event that may be preventable. 

As for the collective occurrence of a group of symptoms which suggests an organic disease, 

without identifiable cause, in a group of people who share the belief of the causality of this 

condition, called mass psychogenic illness, this has taken some of the reports of adverse events 

from vaccination against HPV. The first of them registered in 26 girls at a school in Melbourne, 

Australia 3.  But perhaps the event more notoriety from the media standpoint has reached was 

recorded in the town of Carmen de Bolívar, Colombia. In May 2014, after vaccination carried out in 

March 2014, 15 girls from the town presented a symptomatic picture characterized by syncope, 

tachycardia, dyspnea, numbness and headache, which was completely isolated and self-limiting, 

without sequelae. An assessing conducted by the National Health Institute, determined the 

absence of a causal relationship with immunization, also 3% which presented the symptoms were 

unvaccinated people, and not a specific pattern of geographical dispersion of cases was observed4.  

On November 5, 2015, the European Medicine Agencies (EMA) concludes that there is no 

relationship between the regional complex pain syndrome, postural orthostatic tachycardia 

syndrome and vaccination against HPV5, which had been the recent adverse effects presented in 

some vaccinated patients. 

In conclusion, different assessments of adverse effects found no evidence of increased incidence 

of neurological and autoimmune diseases, or thromboembolism with vaccination against HPV in 

different populations during the active and passive surveillance. This means that the prophylactic 

vaccines against HPV maintained an excellent safety profile according to studies with high level of 

evidence.  

It is essential to avoid echoing anti-vaccination movements based on lacking of a good level of 

evidence, as well as the inadequate management of information by the health authorities about 

the adverse effects associated with vaccination. The lack of timely and substantiated information 

can generate a decrease in coverage as it is showing in Japan, where the Ministry of health, during 

an investigation of the adverse effects associated with vaccination, although they did not drop the 

vaccine, decided to suspend the recommendation of vaccination against HPV. Although it has 

already been established that adverse effects were not related, there has been a very cautious 

answer of the Ministry and has not resumed the call for immunization. Specifically in the city of 

Sapporo, coverage declined from 74% to 0.6%6, a clear threat against the program of vaccination 

in those regions. 

Vaccination against HPV is currently the most important available measure to reduce the incidence 

and mortality of cervical cancer. In addition, vaccination prevents other diseases associated with 
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infection by HPV, genital warts and other types of cancer of genital and extragenital location. The 

impact will be more evident in countries with a higher incidence of the disease as vaccination 

coverage is superior to 50%, especially if it focuses on girls and young women with less access to 

health services. For this, information on the benefits and safety of these vaccines will be essential 

to ensure the provision of the population to getting immunized. To ensure vaccination to the most 

possible people, in addition to the design of an effective and sustainable program, also is 

necessary to clearly address issues of security around the vaccination, so the call is adequate, and 

to achieve one of the objectives so often desired in Gynecology, achieving a reduction in, and 

hopefully in the future, the eradication of cervical cancer. 

*Gynecologist. MgSc Human Reproductive Biology. Ultrasound Unit Instituto de Oncología Dr. Luis Razetti. Coordinator 

of Cervical Cancer Screening Program in Salud Chacao. Clínica Santa Sofía. Caracas, Venezuela.  
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