HPV vaccine: Off the mark in the United States
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A well researched special article titled “Health and Economic Implications of HPV Vaccination in the United States” by Kim and Goldie was published in the August 21, 2008 issue of the New England Journal of Medicine. [1] A related and pertinent editorial “Human Papillomavirus Vaccination — Reasons for Caution” by Charlotte J. Haug, M.D., Ph.D was also featured in the same issue of the journal. [2] Dr. Haug is editor-in-chief of the Journal of the Norwegian Medical Association. Drs. Kim and Goldie are from the Department of Health Policy and Management at the Harvard School of Public Health and their research was supported by grants from the National Cancer Institute, the Centers for Disease Control and Prevention (CDC), the American Cancer Society, and the Bill and Melinda Gates Foundation.  

The Kim and Goldie study suggested that vaccination against the two strains of HPV suspected of causing most cases of cervical cancer (HPV-16 & 18) could only be justified from an economical point of view if it provided lifetime immunity in the main and primary target group: 12-year-old girls. An extension or “catch-up” campaign to vaccinate girls up to age 18 could be undertaken for double the original investment. Extending the vaccination program further to include females 18 to 21 years of age became less and less cost-effective. 

Again, the principal calculation was based on the premise that the first series of HPV vaccines would provide life-long immunity. It is obviously quite clear, after years of use, that immunity following Diphtheria, Tetanus, Pertussis, Mumps, Measles, Rubella and Varicella vaccinations does not always last a lifetime. 

In their article, Kim and Goldie attracted attention to the HPV vaccination program potential problems: 

· Vaccinated girls could lose vaccine-induced immunity and become susceptible later in life when the risk of cancer is much higher 

· Other high-risk HPV serological types could replace the vaccine-targeted types as it has become evident in other vaccination programs

· HPV vaccination may give a false sense of security, alter sexual behavior, encourage risk-taking, and lull the vaccinated into believing that careful screening is no longer required. 

Dr. Haug summarized her editorial by stating: 

Despite great expectations and promising results of clinical trials, we still lack sufficient evidence of an effective vaccine against cervical cancer. Several strains of human papillomavirus (HPV) can cause cervical cancer, and two vaccines directed against the currently most important oncogenic strains (i.e., the HPV-16 and HPV-18 serotypes) have been developed. That is the good news. The bad news is that the overall effect of the vaccines on cervical cancer remains unknown. As Kim and Goldie1 point out in this issue of the Journal, the real impact of HPV vaccination on cervical cancer will not be observable for decades. 

We should be grateful to Drs. Haug, Kim and Goldie for their important contribution and honest appraisal. 

*****

Gardasil, the HPV vaccine by Merck, was the first to be introduced in the U.S. market. 

It will be remembered by: 

· Its memorable launch and publicity campaign in 2006  

· Its persistent and annoying round-the-clock TV commercials 

· Its amazing and rising sales in 2007 ($358m in sales for Q2)[3] 

In 2007, at least 24 states and the District of Columbia introduced legislation to mandate the HPV vaccine for school. California and Maryland withdrew their bills and 17 states enacted this legislation, including Colorado, Indiana, Iowa, Maine, Maryland, Minnesota, Nevada, New Mexico, New York, North Carolina, North Dakota, Rhode Island, South Dakota, Texas, Utah, Virginia and Washington. [4] 

With time, a strange pattern erupted: Girls from well-to-do families who were more likely to get carefully screened for early cervical changes later on in life were those who were quickly vaccinated “before they became sexually-active” while girls from lower income-families who were less likely to get regular GYN follow-ups later on in life were not. 

In fact, in under-served areas, HPV vaccination rates were frequently very low. 

Whether the CDC was simply pro-active or it expected this result will probably never be known.  What is of note is the fact that the CDC actually funded a small longitudinal study by Sherri Sheinfeld Gorin, PhD, of Columbia University in New York City before the US Food and Drug Administration (FDA) approved Gardasil.  

The study enrolled 275 primary care physicians in northern Manhattan, the South Bronx, and Essex County, New Jersey and 138 of their patients and was mainly intended, according to the lead investigator, to examine awareness of HPV testing, guidelines, and screening practices among primary care physicians in underserved communities. 

When Dr. Sheinfeld Gorin presented the early study findings at the 134th annual meeting of the American Public Health Association on November 8, 2006 she overjoyed the audience, the CDC and Merck by announcing that 91% of the physicians surveyed were extremely or somewhat likely to administer the new vaccine with women physicians having, as expected, stronger intentions to vaccinate.

Among interviewed patients, 67% said that they were extremely or somewhat likely to be vaccinated and younger patients who had been sexually active early were the most interested. [5]       

In a follow-up study titled “HPV vaccinations one year post FDA approval” Dr. Sheinfeld Gorin and associates announced the disappointing news that only 10% of age-eligible girls and young women had been vaccinated in the first twelve months following the licensing and marketing of the HPV vaccine citing cost, lack of awareness and unavailability of the vaccine as the major barriers - in that group.  [6] 

In the most recent update (July 2008), Dr. Sheinfield Gorin revealed that as of the first quarter of 2008, only 2% of eligible women had completed the recommended full course of HPV vaccinations and only 10% of young women and girls aged 9 to 26 had received at least one dose. As to the surveyed physicians, only 17% had actually administered Gardasil. [7]           

Instead of worrying about the large cohort of unvaccinated young females who were also likely not to get regular check-ups and pap smears later in life, some pro-vaccination “experts” were quick to advise that under the circumstances, unused Gardasil could “help prevent anal, penile and oropharyngeal cancers” in susceptible males. “We focus on the HPV vaccine as a cervical cancer vaccine” one of them said, “yet we see that anywhere from 20% to 70% of these other cancers are directly attributable to HPV, and therefore we are denying people potential prevention.” [7] 

One can only wonder why those experts would think that male homosexuals would be more interested in HPV vaccination than young women who have been both saturated with information about preventing cervical cancer and bombarded with round the clock TV commercials and publicity. 

Many of us recall that in the late eighties, 94% of “high-risk” adults shunned the recombinant hepatitis B vaccine – the “First Cancer Vaccine” – when it became available although it was much cheaper than the HPV vaccine and did not usually cause the recipients to keel over in large numbers.

At the time, vaccine “experts”, who noticed the sales debacle, decided that if the susceptible adults - who really needed the vaccine, did not want anything to do with it - then it was their responsibility to create a permanent and renewable “market” by recommending the vaccination of all newborns because “they were available”.  

Let us just hope and pray that history will not repeat itself and that some genius somewhere in the United States will not propose that HPV vaccines should be added to the routine pediatric vaccination schedule in order to assure protection before promiscuous behavior. 

*****

HPV vaccination in the U.S. in 2008

On April 7, 2008, Reuters reported “Stronger than anticipated revenues for flu vaccines, and the surprising commercial success of Merck's Gardasil for HPV, which causes most cervical cancers, has led to a healthy $16.3 billion in vaccine sales in 2007. This represents an increase of 38% over 2006 sales of $11.7 billion…”

Commenting on the sales bonanza, a financial expert in the field said: “You might call it a 'Gardasil Effect', R&D departments are more confident about investing in a vaccine product now than in the past because a strong marketing precedent has been established. Expect to see new vaccine products, and perhaps new companies in the market." [8]

On July 7, 2008, exactly 3 months later, another financial analyst issued a surprising and depressing forecast to the shareholders. His report titled “For Merck, One Less Bullish Gardasil Estimate” described the Merck stock as “one of the stock market’s ugly toads today” because of downgrade by a Wall Street analyst who cited an unexpected delay in Gardasil approval for adult women. More importantly, in the first two quarters of 2008, Gardasil sales had fallen short of expectations, remaining practically flat. [9]

Sixteen days later, Business Day reported that Merck was actually lowering its sales projections for 2008 by $US500 million because although the take-up rate among adolescents was significant, there was clearly less success in convincing 19-26 year-old women to be vaccinated. [10]

What exactly caused Gardasil’s uptake problems is unknown but the slowdown is almost certain to go on with the release of a damning “Judicial Watch Report” that enumerated disturbing issues with the vaccine in the U.S. [10] These included possibly as many as 20 deaths since September 2007 in addition to 140 serious VAERS reports since January 2008. There were six confirmed cases of Guillain-Barre Syndrome and 10 spontaneous abortions following vaccination. Keeping in mind that the percentage of reported adverse events to VAERS is known to be notoriously low, it is more than likely that many spontaneous abortions were never reported. 

In June 2008, Judicial Watch received from the FDA updated information about a new grand total of 8,864 VAERS reports filed following Gardasil vaccination. [11] 

***

When Gardasil was introduced in the U.S., many suspected that it would be “Off the Mark” as far as true usefulness. When one excludes middle school students, those suspicions appear to have been justified: Girls and young women who, in theory, needed Gardasil the most are not getting it, while those who were likely to receive good GYN care were the ones able to afford the vaccine series.   

Evidently, Gardasil is also starting to become a problem for Merck from an investment point of view. If the adverse events keep piling up, the vaccine may also become “Off the Mark” financially. 

Twenty years ago, the United Kingdom medical authorities ignored clear warnings from Japan and Canada and introduced MMR vaccines containing the mumps Urabe strain.  

Will they notice the U.S. HPV vaccine warning signs this time? That is the question! 
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