M. Girard/Medical Veritas 2 (2005) 549-554 549

Vaccination and autoimmunity: reassessing evidence

Marec Girard, MSc, MD
1 bd de la République
78000-Versailles
France
Phone: +33 01 3967 01 10  Fax: +33 01396701 11
Email: agosgirard@free.fr

Abstract

The autoimmune risks of vaccines seem frequently overlooked. Whereas most available vaccinations are supposed to produce long-lasting immu-
nity, the fact that they can also produce long-term detrimental immune effects seems to be ignored as evidenced by the short duration of safety stud-
ies during development. Likewise, whereas it seems natural to simply rely on surrogate markers, such as antibodies, to demonstrate vaccine efficacy,
the levels of evidence required to acknowledge adverse effects is far higher. Reports to the Vaccine Adverse Event Reporting System (VAERS) are
deemed more conclusive when reassuring than when suggesting significant toxicity. As a result of these blatant biases in clinical and/or epidemiol-
ogical research, experts on autoimmunity and vaccine critics are limited to demonstrating theoretical mechanisms because evidence in practice is
lacking.

Known as the bias of the selective assessment, this unbalance in the demonstration of the benefits as compared to the risks is the béte noire of
evidence-based medicine. Therefore, when readjusted to the demonstrative level normally viewed as sufficient in clinical research in general and in
vaccine science specifically, the corpus of data on the autoimmune hazards of vaccines appears certainly more impressive than generally recognized
and calls for further research, for an overall reassessment of the benefit/risk ratio of vaccines including multiple vaccinations. Because vaccines are

now aimed at preventing diseases which may be quite rare, the Hippocratic principle of prudence is more than ever a very topical issue.
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1. Introduction

Although vaccine safety is obviously a major issue, its prime
importance is often relegated to a secondary and unimportant
role. A review of the medical literature reveals that more often
than not, any legitimate question raised about the safety of any
vaccine is likely to be ignored or interpreted as “myth”, “fic-
tion” or “misconceptions” [1-6].

A recent international conference held in Lausanne, Switzer-
land [6] may start to reverse this trend, help those scientists
genuinely concerned with vaccine hazards regain their credibil-
ity, encourage others to come forth and put on the market genu-
inely safe vaccines, that will not need to be withdrawn follow-
ing problematic post-marketing performances.

I will not speak in this debate as an immunologist, but as a
specialist in drug research and as a medical expert witness with
an extensive experience in criminal inquiries on drug scandals
and data distortion. Thus, I would like to take the special issue
of vaccines to illustrate the effects of quite general vices such as
negligence, poor methodology, selective assessment, disregard-
ing or rejection of data — and to suggest that, as a consequence,
the autoimmune potential of vaccination could be greatly un-
derestimated.

2. Negligence or carelessness

Several mechanisms can account for the autoimmune haz-
ards of vaccines:

e An individual toxicity if a vaccine antigen mimics host antigens;

o A cumulative addition of the individual toxicities when several

antigens are administered together;

e A potential interaction resulting when two vaccines administered
together produce a reaction or a chain of reactions that neither
would have induced independently.

Although theoretical, this multiple potential for autoimmune
hazards should carry at its highest level the Hippocratic princi-
ple first not to harm. This should be all the more so since in
developed countries most vaccines are administered to children
and adults in perfect health, each of the exposed subjects has a
tiny risk of developing a severe form of the infectious disease
and the effectiveness of the vaccine is not assured.

Yet, strangely enough, caution is not always the rule with
vaccination policy. In a country like France, and while epide-
miological evidence is mainly lacking, up to 11 vaccinations
(including one heptavalent pneumococcal vaccine) are recom-
mended or mandated prior to the age of 1 year.

3. Data quality

The quality of the safety studies performed on vaccines is
often questionable.

e They are usually of short duration in the range of days. Most
safety studies during the development of Engerix B* (one product
against hepatitis B) lasted 4 days as mentioned in the Physician
Desk Reference (PDR). Yet, it is not easy to understand why prod-
ucts supposed to have beneficial effects in the long term could not
also have detrimental effects within the same long term.

e Trials are usually carried out in developing countries, where
reliable long term follow-up is most often not available.

e Even in developed countries, post-marketing surveillance de-
pends mainly on systems such as the U.S. Vaccine Adverse Event
Reporting System (VAERS) where almost every alert is discredited
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on the basis that spontaneous reporting does not permit reliable as-
sessment [7,8].

Thus, when an immunologist addresses the issue of the auto-
immune complications of vaccines, he starts with a long list of
potential mechanisms but quite often is obliged to conclude that
no trustworthy evidence is available. To be sure, lack of evi-
dence is an expected result of such a poor surveillance system;
but if reliable assessment of vaccines hazards is out of reach, it
still remains to be re-assessed whether it is consistent with our
Hippocratic principles to expose so many people in perfect
health to such products.

Just as disturbing is the fact that the reliability of vaccine
surveillance seems to fluctuate according to the trend of its re-
sults: very poor when suggesting a toxicity, quite satisfactory
when no hazard is detected .

e After an analysis of the VAERS database suggested that cerebel-

lar ataxia, autism, mental retardation and permanent brain damage

were significantly increased following MMR vaccination [9], the

UK Medicines and Healthcare Products Authority (MHRA) issued

a statement dismissing the findings on the basis that “the authors

failed to consider the limitations and biases inherent in VAERS

data (...)"%.

e About the same time, others published a re-assuring study on

vaccines safety which therefore concluded that VAERS is not only

important for detecting vaccine-associated adverse events, but it
also serves to “reassure the general public concerning the safety of

a new vaccine, as in the safety assessments of varicella vaccine and

hepatitis A [10].” Interestingly this robust optimism on the reliabil-

ity of the database did not attract any comment from the regulatory
authorities about “the limitation and biases inherent...”

4. Selective assessment

In contrast with physics or chemistry data, drug research
data is “soft” [11]: its significance often requires an interpreta-
tion. However, interpretation does not mean selective assess-
ment of available evidence (as illustrated by the preceding ex-
amples). On the contrary, our main requirement to claim a
minimum of scientific validity should be a strict, I should say
an obsessive regularity in giving the same weight to data of the
same reliability. For example, the concern should not be to as-
sess whether severe toxicity is “certain” when the efficacy of
vaccines is never certain.

When it comes to vaccines, where no assessment can be
more than statistical, our only concern should be to ascertain
that the level of evidence for any toxic effect is the same, lower
or higher than the level of evidence normally considered as
“sufficient” to take medical or regulatory measures.

Let’s consider one example. Tolcapone (Tasmar”) is a drug
that was licensed for use in some severe forms of Parkinson’s
disease. In September 1998, further to a safety alert, all interna-

! Exactly the converse of what should be expected on purely methodo-
logical grounds: reporting represent an alert for the least, whereas non-
reporting leaves completely open the issue of an undetected toxicity
(as illustrated by a number of examples in the history of pharmacy).

? Statement from the Medicines and Healthcare Products Regulatory
Agency (MHRA): study on safety of MMR vaccine by Geier and
Geier—conclusions are not justified. Internet-Document, page (2
pages), May 22, 2003.

tional reports of liver injury were reviewed by the European
Agency for the Evaluation of Medicinal Products (EMEA). At
the time, in an indication where severely disabled patients may
have been willing to accept a high level of risk in the hope of
even a modest benefit, a total of ten serious cases worldwide,
generally of questionable causality and of which only 3 were
published, was sufficient to justify drug withdrawal [12]: it
would be interesting to compare this level of “significance”
with that requested by governmental agencies to admit that
there might be a problem with, for example, sudden infant death
syndrome, for which hundreds or even thousands of cases have
been reported following vaccination... [8,13].°

So, let us take as a unit of measure the level of evidence
normally deemed as “sufficient” even for drugs aimed at curing
even severe diseases. My point is to show that with such a
natural unit of measure, evidence of toxicity for some vac-
cines is already far higher than usually claimed by experts
or agencies.

Consider, amongst others, the case of hepatitis B vaccine
(HBV). It has been repeated that no significant problem was
ever reported outside France and that the French problem was
an artefact due to media coverage.

This is not true.

Besides the overwhelming predominance of reports about
adverse events following hepatitis B vaccination, it is clear (Ta-
ble 1) that this predominance was evident and blatant as com-
pared to other vaccines of far larger exposure—before any me-
dia coverage which began in 1996. When one compares the
reaction of governmental agencies to the many HBV problems
to those resulting from only three publications on tolcapone
(above), the bias is immediately noticeable: by the end of 1994,
when dozens of publications were already available and many
problems had been publicised, the French Minister of Health
launched a national universal campaign of hepatitis B vaccina-
tion. Ten years later, universal vaccination in other countries
remains an issue [14,15].

The data of the French health system (Fig. 1) reveal a clear
increase in neurological and autoimmune complications after
the mass campaign (red arrow) was launched. As differences in
the absolute frequencies render maintaining a vivid representa-
tion difficult, it may be useful to examine the evolution of mul-
tiple sclerosis (MS) as compared to the number of vaccine units
sold (Fig. 2).*

3 The exaggeration of the European authorities in precautionary meas-
ures in this instance was further confirmed by the fact that the with-
drawal was lifted some years later (http://www.emea.eu.int/human
docs/PDFs/EPAR/tasmar/034397en8a.pdf); in Autumn 2005, the drug
was re-introduced on the market.

* One may note that even considered alone, this graph (which concern
dozens of millions of vaccinated subjects) is an impressive denial of
Sadovnick and Schefele’s paper which concluded that the vaccine was
safe as no change in the frequency of neurological complications was
observed after a program of vaccination was implemented [19]: al-
though this paper was only based upon a tiny population (less than
300 000 students) and paid no attention to the real exposure (imple-
mentation of a program may not alter vaccinations practices), it is clas-
sically included amongst the hard arguments of every experts panel or
“consensus” conference contending that there is no significant hazard
with HBV.
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Table 1. Published case reports on various vaccine hazards
in REACTIONS database

Number of case reports

Vaccine prior to 1995  1983-2004
Hepatitis B (HBV) 42 102
Measles or MMR 20 40
Tetanus or DTP 13 27
Haemophilus  influ- 4 7
enzae type b (Hib)

Polio or DTP 3 3

But returning to the original graph (Fig. 1) reveals another
interesting trend, namely the time lag of about 1 year between
the increase in MS and the subsequent increase in unspecified
“neuro-muscular disorders” which was not evident prior to
1996. In fact the first increase had an important impact on me-
dia coverage and from then on, because of the stubborn denials
of health agencies as well as of experts, it became scientifically
“incorrect” to make a formal diagnosis of MS in a person ex-
posed to hepatitis B vaccine: this reluctance is clearly illustrated
by the time lag and the subsequent dramatic increase. The addi-
tion of both curves (Fig. 3) gives a clearer picture of the effects
of the mass campaign on the prevalence of severe neuro-
muscular diseases. It should be pointed out that this dramatic
evolution, affecting thousands of citizens who were in perfect
health prior to their exposure, only represents the more severe
cases.

The clear evidence graphically demonstrated in these exhib-
its were completely ignored by the regulatory agencies as well
as by “experts” panels until I made them public starting in
2002. Those willing to go on ignoring the health catastrophe
that was caused in France by hepatitis B vaccination have con-
tended ever since then that the data — if not “myth” or “fiction”
— simply corresponded to artefacts related to better diagnosis of
multiple sclerosis and to the recent wider availability of therapy
using interferon.

Obviously, evidence supporting these claims is weak:

e Due to the abovementioned climate of scientific correct-
ness, enormous time and energy were spent to narrow
the criteria for the diagnosis of MS. This resulted in a
significant increase of unspecified “severe neuro-
muscular disorders” (the second curve) which, as clini-
cal experience confirmed, included genuine cases of
multiple sclerosis MS which for one (generally lame)
reason or another were not labeled as such. This general
tendency was facilitated by the fact that often drug-
induced diseases are generally atypical and a little dif-
ferent from the “classical” illness. In this particular case,
it is striking that quite often, the lesions in the white
substance as detected on MRI examination are unusu-
ally tiny and modest when compared to those normally
seen in non-iatrogenic instances of MS. In addition, and

for unexplained reasons, the size of these tiny lesions is
often disproportionate to their clinical expression, which
may be severe so that in most cases, this perplexing dis-
proportion between small anatomical lesions and sig-
nificant symptomatic expression, far from being inter-
preted as an interesting clue towards exogenous etiol-
ogy, was on the contrary an easy pretext to evoke a non-
neurological disorder such as hysteria or cardio-vascular
disorders, etc. Although such a context of reluctance to
make a diagnosis of MS should have automatically led
to a decrease in observed MS cases, the opposite oc-
curred and newly diagnosed cases of MS increased sig-
nificantly as clearly demonstrated in the attached
graphs: in other words, increase in neuromuscular disor-
ders occurred in spite of repeated efforts to reduce the
number of newly diagnosed post-vaccinal MS.

e [t is also evident from the figures supplied by the manu-
facturers that significant increases in the sales of inter-
feron did not begin prior to 1997, a full two years after
the impressive increase shown in Figure 2.

5. Data rejection or dissimulation

The unprecedented potential of HBV to induce MS is also
evident from a number of additional clues [16,17], such as the
alarming epidemics of paediatric MS. The French regulatory
authorities have kept unpublished the existence of a cohort of
about 800 children who developed MS, some as young as of
2 years old. Similarly disturbing studies revealing a significant
increase in lupus erythematosus (LE) and Graves’ disease post
hepatitis B vaccination are still unpublished [16] and it is likely
that they will remain so.

There are other forms of data dissimulation. Figure 4 shows
the corrected proof of a paper which was accepted and had al-
ready received a digital object identifier (DOI). After repeated
requests about failure to access it in “author’s gateway,” I re-
ceived a one sentence explanation from the editor of the jour-
nal:

Dear Dr. Girard,

On the basis of the advice I have received I have decided not
to go ahead with your publication.
Signed, Emeritus Professor of Science and Engineering Ethics

(.)

This should be a matter of concern for every scientist that an
unidentified “advice” is sufficient to justify the rejection of a
paper at this step of the publication process. This should be all
the more so since, apparently, the editor responsible for this
unusual shift in publication rules claims to be in charge of
teaching scientific ethics...
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6. Conclusion

Many other examples of poor methodology, selective as-
sessment or dissimulation of data could be given. This suggests
that research and development on vaccines are still at the zero-
level of evidence-based medicine (EBM) [18].

As assessed with the same units of measure used with other
drugs, some vaccines and specifically the hepatitis B vaccine
have an unacceptable benefit/risk ratio, especially in coun-
tries where the diseases they claim to control are not endemic.

For obvious reasons of profit, the threats to the scientific and
medical ethics of our job have reached a worrying level: it is
the personal responsibility of each of us to resist — and to
support those who are the most under pressure.
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Figure 2. Multiple Sclerosis and number of vaccine units sold, 1982-2000, France
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Figure 4. Page 1 of corrected proof Letter to the editor of Vaccine available as “Article in Press” subsequently cancelled

Letter to the editor

Sir,

According to a recent editorial [1], the revelation of
a potential conflict of interest for one of the researchers
who claimed that there might be a link between MMR
vaccination and autism [2] was “a dramatic twist”.

In February 2000, in the context of the debate on
hepatitis B vaccination, the French Agency sharply
criticized an epidemiological study for its inconsisten-
cies over time, and concluded that it should be “dis-
carded”: in spite of this, this investigation is now in-
cluded in any expert review on this subject as a paper
by Zipp et al. [3], without any methodological criticism
or mention of any link with manufacturers. Likewise,
when Scrip reported the conclusions the Viral Hepatitis
Prevention Board as the WHO’s voice, it seemed self-
evident that in spite of being created and sponsored by
industry, this board was “independent” [4]: it would
have been sufficient to check on MEDLINE whether
some of its members had any other qualification than
being manufacturers employees for being included in
the group of “experts”, for not to speak about WHO’s
overestimation of hepatitis B risks in order to facilitate
the inclusion of the vaccination in national programs
[5].

While a study by Jick et al. showing no increase in
autism after MMR vaccination was given media cover-
age (BMJ 2004;328:364), we are still awaiting the
complete publication of a study co-authored by the
same epidemiologist which suggests a sharp increase in
neurological hazards of vaccination against hepatitis B
[6], confirming an impressive body of surprisingly ne-
glected evidence. Different authors sent me various
noticeable contributions concerning this vaccination
(e.g., on its benefit/risk ration in low endemic coun-
tries, or on an observed cross-relation between hepatitis
B components and auto-antibodies produced by a pa-
tient suffering from a post-vaccinal neurolupus) the
publication of which was systematically rejected in ref-
erence to the sacred requirements of “scientific rigour”,
whereas investigations showing no vaccine risk are
regularly published in the greatest journals, in spite of
their blatant biases [7] or gross methodological defi-
ciencies [8]. Everybody knows that selective quotation
or publication of favourable results by manufacturers is
one of the most tricky means of distorting evidence; but
if (per-haps subconsciously) editors develop the same
kind of selective requirements to accept or reject manu-

scripts, the consequences will be even worse since one
part of available evidence will be labeled “of poor qual-
ity” by neutral authorities: yet, my experience and that
of an increasing number of colleagues suggest that for
the time being and everything being otherwise equal, it
is more difficult to publish results or reviews suggest-
ing vaccine toxicity as compared to those refuting the
hazards or exemplifying benefits.

When, based upon Vaccine Adverse Event Report-
ing System (VAERS) data, Geier and Geier published a
paper showing significant hazards with MMR vaccina-
tion [9], their conclusions were discarded by A.
Breckenridge on the basis of the allegedly well-known
shortcomings of VAERS data [10], whereas Zhou et al.
[11] are still undisputed for claiming that VAERS is a
useful surveillance system when it confirms the overall
safety of vaccines. The same holds true when VAERS
is used to deny any risk of sudden infant death, whereas
case/control studies of correct methodology are still
lacking on this crucial topic.

When the promoters of a universal campaign of vac-
cination against hepatitis B organized an “international
consensus conference” in Paris (10-11 September
2003), P. Van Damme—amongst most others—was
presented to the public as a WHO’s collaborator work-
ing in Antverp University, without any word of his
links with the vaccine manufacturers as reflected by
contemporary papers [12]. Co-author of an abovemen-
tioned biased study [7] favouring the vaccination and
well-known promoter of hepatitis B vaccination, R.
Chen was invited to discuss and criticize the (not yet
fully published!) study from the Boston Group,
whereas none of the researchers having documented
either the toxicity of the vaccine or its problematic
benefit in low-endemic countries was even informed of
this “consensus” meeting.

Whereas the claimed purpose of vaccination is to
produce beneficial immunity on the long run, it is sci-
entifically correct to accept that most vaccines are de-
void of long-term hazards (e.g., in terms of auto-
Immunity) since in most cases the mean...
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