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No autoimmune safety signal after vaccination with
quadrivalent HPV vaccine Gardasil?

Dear sir,

Recently, the Journal of Internal Medicine published
a study by Chao et al. [1] on autoimmune conditions
following the routine use of Gardasil, which failed to
identify any significant autoimmune safety con-
cerns. This study was conducted in collaboration
between two managed care organizations, Kaiser
Permanente Southern California (KPSC) and Kaiser
Permanente Northern California (KPNC), as a post-
licensure commitment to the FDA, the European
Medicines Agency (EMA) and other regulatory
authorities to help evaluate the autoimmune safety
of the vaccine. In particular, Chao et al [1] noted
that ‘well-designed postlicensure safety studies for
newly approved vaccines facilitate proper evaluation
of their autoimmune safety’ [emphasis added]. We
certainly do agree with the authors that such stud-
ies are needed for determining whether or not new
vaccines have adequate safety profiles. The study
population for the autoimmune surveillance by the
Kaiser’s research team thus included 189 629 wo-
men of diverse ethnical and socio-economic back-
ground, 99% of whom were in the recommended age
range for HPV vaccination (9-26 years) [1]. Nonethe-
less, two potential biases might have influenced the
outcome of the safety analysis conducted by the
authors. First, the study included all women who
received at least one dose of Gardasil, thus making
this particular population sample less sensitive for
the detection of serious adverse reactions (ADRs),
as such events may be expected to occur less
frequently if fewer doses of the vaccine are adminis-
tered. As the authors did not report how many
women actually completed the recommended three-
dose HPV vaccination regimen, it is impossible to
know what proportion of the study population was
actually at high risk from vaccine-related serious
ADRs. Secondly, the Safety Review Committee
(SRC) that reviewed all safety data included a gen-
eral paediatrician/clinical epidemiologist, a perina-
tologist/teratologist, a vaccinologist, a paediatric
rheumatologist and a pharmacoepidemiologist [1].
In view of the fact that the autoimmune conditions
of interest to be examined by this expert Committee
included (i) rheumatologic/autoimmune disorders,
(ii) autoimmune endocrine conditions and (iii) auto-
immune neurological/ophthalmic disorders [1]; the
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question must be asked about why the Kaiser’s re-
search team failed to recruit an expert panel with
similar expertise if, in fact, the study aimed to facili-
tate proper evaluation of autoimmune safety for
Gardasil? It is thus surprising to note the absence
of an immunologist/autoimmunologist, neurologist
and ophthalmologist from the SRC especially be-
cause such experts were in fact present at a later
stage, in the analysis of case reports selected by the
SRC [1]. As demonstrated repeatedly in the scien-
tific literature, inadequately designed research can-
not be used to reliably evaluate the safety of any
drug [2,3].

We have previously pointed out to existing HPV vac-
cine-related safety concerns as well as uncertainties
about the efficacy of HPV vaccination against actual
cervical cancer incidence [3, 4]. Whilst results from
clinical trials show that Gardasil can reduce the inci-
dence of a subset of abnormal CIN 2/3+ cytologies
(i.e. those related to HPV-16/18) in women with no
pre-existing HPV infections [5], the vaccine is unli-
kely to reduce the overall frequency of cervical
cancers (at least not beyond what Pap screening has
already accomplished) [6, 7], yet this is the primary
aim for which the vaccine was developed [8]. Further-
more, current data show that antibodies against
HPV-18 after Gardasil fall rapidly, with 35% of
women having no measurable antibody titres by
5 years postinjection [6]. This outcome suggests that
rather than preventing future cases of cervical can-
cer, Gardasil, at best, may only be effective in post-
poning them.

In addition, unlike screening and the loop electrosur-
gical excision procedure (LEEP), Gardasil offers no
therapeutic benefits as it cannot cause regression of
pre-existing HPV-16/18 infections or associated le-
sions. On the contrary, Gardasil may exacerbate cer-
vical cancer disease in women with pre-existing HPV-
6/11/16/18 infections [5]. It thus appears that the
current widespread optimism regarding the putative
long-term benefits of HPV vaccination has only been
made possible by invalid and premature extrapola-
tions from such often inadequate surrogate markers
[3,9, 10]. As recently noted by Gerhardus and Razum
[9], the, ‘unwarranted confidence in the new [HPV]
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vaccines led to the impression that there was no need
to actually evaluate their effectiveness’.

On the other hand, abundant evidence now exists
that HPV vaccines can cause serious adverse events,
including death and long-term disabling autoim-
mune conditions [3, 6]. Moreover, because currently
there are no active surveillance programs for moni-
toring vaccine safety outcomes anywhere in the
world, the true rate of serious ADRs following Garda-
sil remains unknown. In context, whilst 12-year-old
preadolescents are at zero risk of dying from cervical
cancer, they are faced with a risk of death and a per-
manently disabling lifelong autoimmune or neurode-
generative condition from a vaccine that thus far has
not prevented a single case of cervical cancer, let
alone cervical cancer death. For vaccines with uncer-
tain benefits designed to prevent a disease that is al-
ready preventable by Pap screening and LEEP, both
of which carry no such risks, the potential for harm to
those vaccinated should be negligible [3, 4].
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