Attachment A: Selected Peer-Reviewed Literature and Regulatory Documents Regarding HPV Vaccination
I. Vaccine Design, Adjuvants, and Trial Methodology
· Was amorphous aluminium hydroxyphosphate sulfate adequately evaluated before authorisation in Europe?
BMJ Evidence-Based Medicine (2021)
https://ebm.bmj.com/content/26/6/285
· Doshi et al., Call to Action: RIAT Restoration of Previously Unpublished Methodology in Gardasil Vaccine Trials
British Medical Journal (2019)åç
· VRBPAC Background Document, Gardasil HPV Quadrivalent Vaccine
FDA VRBPAC Meeting, May 18, 2006
https://zenodo.org/record/1434214 (see Table 17)

II. Efficacy, Disease Outcomes, and Population Data
· Palmer et al., Prevalence of cervical disease at age 20 after immunisation…
BMJ (2019)
https://www.bmj.com/content/365/bmj.l1161
· FDA analysis cited in VRBPAC documents indicating negative efficacy (-45%) for CIN2/3 or worse in subjects with pre-existing HPV infection at vaccination.
· SEER Program, National Cancer Institute
Cervical cancer incidence and mortality data
https://seer.cancer.gov/statfacts/html/cervix.html

III. HPV Natural History and Screening
· de Freitas et al., Susceptibility to Cervical Cancer: An Overview
Gynecologic Oncology (2012)
· Harper & DeMars, HPV vaccines – A review of the first decade
Gynecologic Oncology (2017)
· Tainio et al., Clinical Course of Untreated CIN2
BMJ (2018)

IV. Safety Signals and Adverse Events
· Israeli et al., Adjuvants and Autoimmunity
Lupus (2009)
· Blitshteyn et al., Postural Tachycardia Syndrome following HPV vaccination
European Journal of Neurology (2014)
· Brinth et al., Orthostatic intolerance after HPV vaccination
Vaccine (2015)
· Mehlsen et al., Autoimmunity in patients reporting long-term complications after HPV vaccination
Journal of Autoimmunity (2022)
· VAERS-based disproportionality analyses (Drug Safety / Drugs – Real World Outcomes)

V. Type Replacement and Epidemiologic Shifts
· Guo et al., Comparison of HPV prevalence between vaccinated and unvaccinated women
Human Vaccines & Immunotherapeutics (2015)
· Fischer et al., Shift in HPV type prevalence in the era of vaccination
Oncology Letters (2016)
· Australian Institute of Health and Welfare (AIHW) cancer statistics
https://www.aihw.gov.au/reports/cancer/cancer-data-in-australia

VI. Manufacturer Conduct and Historical Context
· Topol, Failing the Public Health – Rofecoxib, Merck, and the FDA
New England Journal of Medicine (2004)
· Kesselheim et al., Role of Litigation in Defining Drug Risks
JAMA (2007)


Attachment B
Facts About HPV, Gardasil, Screening, and Safety Signals
(Selected references provided in-line; additional sources follow in Attachment C)
1) Scope of HPV Coverage
· Gardasil (9) is currently the only HPV vaccine marketed in the United States and is designed to protect against nine HPV types out of 200+ identified HPV types.
· HPV vaccination does not target all high-risk HPV strains.
Riva, Espinosa, “Has the HPV vaccine approval ushered in an era of over-prevention?” Journal of Scientific Practice and Integrity, Vol. 2, Issue 1 (2020).
2) Natural History of HPV Infection and Cervical Cancer Risk
· Most HPV infections are transient. More than 90% cause no clinical symptoms, are self-limited, and are cleared by the body’s immune response.
Antonio C. de Freitas et al., “Susceptibility to cervical cancer: An Overview,” Gynecologic Oncology, 126:306 (Aug 2012).
· Not every HPV infection results in cancer risk. Only persistent HPV infections (rather than short-term/transient infections or sequential infections with different HPV types), in a limited number of cases and with certain strains, may lead to development of precancerous lesions.
3) Screening as Frontline Prevention
· Public health authorities have long recommended cervical cancer screening (Pap test / Pap smear) and HPV DNA testing as primary prevention strategies for cervical cancer detection and risk reduction.
· Since its introduction, Pap testing has been associated with major reductions in cervical cancer rates in developed countries—reported reductions up to ~80% in some settings.
de Freitas et al., Gynecologic Oncology (2012).
· Cervical cancer incidence has declined in many countries as screening programs have expanded.
4) Screening Behavior Concerns Post-Vaccination
· Cervical screening is proven to reduce cervical cancer cases; however, some data suggest vaccinated young women may be less likely to undergo cervical screening.
· One review reported that women who received HPV vaccines before age 21 were less likely to obtain cervical cancer screening than women vaccinated after age 21.
Diane Harper, Leslie R. DeMars, “HPV vaccines – A review of the first decade,” Gynecologic Oncology, 146 (2017) 196–204, at p. 202.
5) Baseline Risk and Treatability (U.S. Context)
· Lifetime risk: New cases of cervical cancer in the U.S. affect approximately 0.8% of women.
NCI/NIH SEER: Cancer Stat Facts – Cervical Cancer: https://seer.cancer.gov/statfacts/html/cervix.html
· Cervical cancer is often treatable when detected early.
de Freitas et al., Gynecologic Oncology (2012).
· Anal cancer is rarer; estimates cited as approximately 0.2% lifetime risk.
6) Mortality Trends (SEER Data Framing)
· SEER data cited: cervical cancer death rate was ~2.4 per 100,000 women in 2006 (about 1 in 42,000 women) and ~2.2 per 100,000 based on data through 2017 (described as “essentially unchanged”).
NCI SEER: https://seer.cancer.gov/statfacts/html/cervix.html
(Note: interpretation of trends can vary depending on the time window, age group, and screening changes.)
7) What Gardasil Trials Measured vs What Patients Often Hear
· Merck’s clinical trials did not directly test whether Gardasil prevents cervical, anal, or other cancers, but instead used lesions (e.g., CIN2/3) and genital warts as endpoints.
· Multiple publications discuss that some cervical lesions—including higher-grade lesions—may regress without treatment in a subset of cases.
Examples cited include:
· Philip Castle et al., American Journal of Epidemiology (2009)
· Karoliina Tainio et al., BMJ (2018)
· Jin Yingji et al., Oncotarget (2017)
8) Age and Time-to-Outcome Considerations
· Because progression from persistent HPV infection to cancer can take years to decades, demonstrating cancer prevention conclusively would require very large trials and long follow-up.
· Median ages cited: death from cervical cancer ~58, anal cancer ~66; teenagers have extremely low near-term risk of dying from these cancers.
9) Trial Methodology Concerns Raised in BMJ
· Peter Doshi et al. (BMJ, 2019) described concerns that Gardasil trial publications incompletely reported certain methodological details and that the control arm used AAHS (amorphous aluminum hydroxyphosphate sulfate) rather than an inert saline placebo in some trials, which can complicate interpretation of safety/efficacy comparisons.
Peter Doshi et al., “Call to Action: RIAT Restoration of Previously Unpublished Methodology in Gardasil Vaccine Trials,” BMJ (2019).
10) Safety Signals and Reported Adverse Outcomes in Literature
· Citations describe reported autoimmune, autonomic, and neurological dysfunction temporally associated with HPV vaccination, including (as examples):
· Israeli et al., Lupus (2009)
· Blitshteyn, European Journal of Neurology (2010; 2014)
· Brinth et al., Vaccine (2015)
· Chandler et al., Drug Safety (2017)
· Mehlsen et al., Journal of Autoimmunity (2022)
11) Type Replacement / Ecological Niche Hypotheses
· Studies discussing HPV type distribution shifts and the hypothesis that suppressing certain HPV types could potentially create ecological niches for other types, including:
· Guo et al., Human Vaccines & Immunotherapeutics (2015)
· Fischer et al., Oncology Letters (2016)
(Note: this is an area where interpretation varies; correlation does not necessarily establish causation.)
12) Australia Cancer Statistics Reference
· Australian government cancer data and interpret certain age-group trends as concerning.
Australian Institute of Health and Welfare (AIHW): https://www.aihw.gov.au/reports/cancer/cancer-data-in-australia
(Note: multiple factors can influence incidence trends, including screening program changes, diagnostic practices, population behavior, and cohort effects.)
13) Premature Ovarian Insufficiency / Failure  
· Case reports and analyses suggesting concern regarding premature ovarian insufficiency/failure following HPV vaccination, including:
· Little & Ward, BMJ Case Reports (2012)
· Little & Ward, Journal of Investigative Medicine High Impact Case Reports (2014)
· Tatang et al., Drugs – Real World Outcomes (March 2022)
14) Manufacturer Trust Context: Vioxx
· Merck’s past Vioxx controversy as a basis for patient trust concerns, including:
· Topol, “Failing the Public Health – Rofecoxib, Merck, and the FDA,” NEJM (Oct 31, 2004)
· Kesselheim et al., “Role of Litigation in Defining Drug Risks,” JAMA (2007)
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