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Summary Chronic infectious diseases, including tick-borne infections such as Borrelia burgdorferi may have direct
effects, promote other infections and create a weakened, sensitized and immunologically vulnerable state during fetal
development and infancy leading to increased vulnerability for developing autism spectrum disorders. A dysfunctional
synergism with other predisposing and contributing factors may contribute to autism spectrum disorders by provoking
innate and adaptive immune reactions to cause and perpetuate effects in susceptible individuals that result in
inflammation, molecular mimicry, kynurenine pathway changes, increased quinolinic acid and decreased serotonin,
oxidative stress, mitochondrial dysfunction and excitotoxicity that impair the development of the amygdala and other
neural structures and neural networks resulting in a partial Klüver–Bucy Syndrome and other deficits resulting in
autism spectrum disorders and/or exacerbating autism spectrum disorders from other causes throughout life.

Support for this hypothesis includes multiple cases of mothers with Lyme disease and children with autism spectrum
disorders; fetal neurological abnormalities associated with tick-borne diseases; similarities between tick-borne
diseases and autism spectrum disorder regarding symptoms, pathophysiology, immune reactivity, temporal lobe
pathology, and brain imaging data; positive reactivity in several studies with autistic spectrum disorder patients for
Borrelia burgdorferi (22%, 26% and 20–30%) and 58% for mycoplasma; similar geographic distribution and improvement
in autistic symptoms from antibiotic treatment. It is imperative to research these and all possible causes of autism
spectrum disorders in order to prevent every preventable case and treat every treatable case until this disease has
been eliminated from humanity.
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Background

An association between Lyme disease (LYD) and
other tick-borne infections (TBI) during fetal
rved.

ciation between tick-borne infections, ..., Med Hypotheses

mailto:bransfield@comcast.net


2 Bransfield et al.

ARTICLE IN PRESS
development and in infancy with autism, autism
spectrum disorders (ASD) and autistic symptoms
has been noted by numerous clinicians and parents.
Since environment changes faster than genes, the
rapidly emerging epidemic and geographical spread
of ASD suggests significant environmental contribu-
tors, that may include infections. A Lyme Induced
Autism Foundation (LIAF) conference explored the
association between Borrelia burgdorferi sensu
lato (the bacterium that can cause Lyme disease
and Borreliosis) as well as other tick-borne or infec-
tious diseases and ASD. This article was written to
collate information from conference presentations
on this issue with other sources that further ad-
dress this association.
Hypothesis

Chronic infectious diseases (CID), tick-borne infec-
tions (TBI); including Borrelia burgdorferi sensu
lato (Bbsl) infections (Borreliosis or BI) often in
the setting of other predisposing, provoking and
perpetuating co-factors, may have direct effects,
promote other infections, contribute to immuno-
suppression and immunomodulation in fetal devel-
opment and infancy. This in turn contributes to
innate and adaptive immune reactions to initiate
and perpetuate effects in susceptible individuals
that result in inflammation, molecular mimicry,
changes in the kynurenine pathway causing in-
creased quinolinic acid and decreased serotonin,
oxidative stress, mitochondrial dysfunction and
excitotoxicity that impair the development of the
amygdala and other neural structures and neural
networks resulting in a partial Klüver–Bucy Syn-
drome and other deficits resulting in ASD and/or
exacerbating ASD from other causes throughout life.
Method of testing the hypothesis

Sources of information considered include Med-
Line, peer reviewed literature, LIAF Conference
presentations and other medical related meetings,
US Government statistics, unpublished data, Inter-
net searches of relevant key words, databases and
clinical observations. Comparisons were made be-
tween autism, ASD and CID and Borrelia infec-
tion/tick-borne infections (BI/TBI). The incidence
of LYD, taken from CDC statistics, is ‘‘per
100,000 [1]’’ and the incidence of autism calcu-
lated by adding the Individuals with Disabilities
Education Act (IDEA) autistic children ages 3–5 to
the autistic students ages 6–21 served under IDEA,
Please cite this article in press as: Bransfield RC et al., The asso
(2007), doi:10.1016/j.mehy.2007.09.006
Part B, for each state in the Fall of 2005 [2]. This
sum was then divided by each state population as
of July, 2005.
Evaluation of the hypothesis

Clinical observations and case reports

A number of clinicians in addition to the authors
have noted multiple cases of mothers with BI/TBI
and children with ASD, infants infected with BI/TBI
who had ASD or autistic symptoms, children infected
with BI/TBI with autistic symptoms and children
with ASDwho acquired BI/TBI and displayed an exac-
erbation of ASD symptoms. In addition, teenagers
and adults infected with BI/TBI often have some
symptoms suggestive of ASD that include hyperacu-
sis, emotional detachment, mood instability, a de-
cline of speech and language and decreased
muscle tone. Increased severity of symptoms is asso-
ciated with infections at a younger age, genetic vul-
nerability, lengthy misdiagnosis, delayed treatment
and coinfections (Bartonella, Mycoplasma, Babesia
and other TBI). Burrascano reviewed 7000+ BI/TBI
cases and concluded many chronically ill patients
were polymerase chain reaction (PCR) + for Myco-
plasma and Bartonella which may eclipse Bbsl as
the ultimate cause of BI chronic morbidity [3].

Clinical experience and historical review with
adult patients subsequently diagnosed with chronic
BI/TBI has shown dysfunctions and sensitivities
comparable with clinical manifestations in ASD pa-
tients. For instance, adults with chronic BI/TBI of-
ten demonstrate development of new extreme
sensitivities to environmental agents, including
mercury/heavy metals, chemicals and fumes, food
additives, (even simple allergens such as animal
dander), etc. that rapidly lead to symptom exacer-
bation and clinical decline. Many also develop new
gastrointestinal dysfunction, food intolerances/
sensitivities, and food cravings for wheat and re-
fined carbohydrates/sugar that actually cause
symptom flares. As well, adults with underlying
chronic BI/TBI have been observed to show a global
decline after receiving routine immunization(s).

Symptom improvement in ASD patients has also
been observed when administered antibiotics for
childhood infections or when administered more
extensive antimicrobial treatments specifically for
ASD [4]. Short-term benefit from oral vancomycin
treatment of regressive-onset autism has also been
documented [5].

ASD and BI/TBI patients both have inflammatory
bowel disorders associated with gastrointestinal
symptoms [6,7]. Fried performed GI biopsies on
ciation between tick-borne infections, ..., Med Hypotheses
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15 children with documented prior LYD who had
persistent gastrointestinal symptoms and 15/15
had chronic inflammation and were PCR positive
for Borrelia DNA vs. 2/10 in Crohn’s controls. 2/3
of these children had been treated with prior anti-
biotics for BI suggesting that BI and chronic inflam-
mation can persist [8]. He also biopsied children
with inflammatory bowel diseases and children
with BI/TBI and demonstrated the presence of
Bbsl, Bartonella, Mycoplasma, Babesia and Helico-
bacter pylori. The gastrointestinal symptoms im-
proved in response to antibiotic treatment [9].
Gestational tick-borne/Borreliosis infections

It is recognized that gestational BI/TBI has been
associated with adverse neurological consequences
[10,11]. By logical similarity, BI/TBI can thus also
contribute to ASD.

Jones et al. estimates he has seen approxi-
mately 300 cases of gestational BI/TBI. All of the
mothers had untreated or inadequately treated
BI/TBI either prior to or during pregnancy. He per-
formed a comprehensive case history review on the
charts of 102 gestational BI/TBI cases. In addition
to Borreliosis, tick-borne and other coinfections
identified included Babesiosis (14%), Strep (7%),
Ehrlichiosis (6%), Leptospirosis (5%) and Mycosis
(4%). 9% had been diagnosed with autism and 56%
with attention deficit disorder. Psychiatric symp-
toms included irritability or mood swings (54%), an-
ger or rage (23%), anxiety (21%), depression (13%),
emotional (13%), OCD (11%) and suicidal thoughts
(7%). Neurological symptoms included headache
(50%), vertigo (30%), developmental delays (18%),
tic disorders (14%), seizure disorders (11%), invol-
untary athetoid movements (9%) and hypotonia
(7%). Sensory sensitivity symptoms included photo-
phobia (43%), hyperacuity (36%), motion sickness
(9%) and other (tactile, taste or smell) (23%). Cog-
nitive symptoms included poor memory (39%), cog-
nitive impairments (27%), speech delays (21%),
reading/writing (19%), articulation (17%), audi-
tory/visual processing (13%), word selectivity
(12%), and dyslexia (18%). GI symptoms were com-
mon and included GERD (27%), abdominal pain
(29%), diarrhea or constipation (32%), and nausea
(23%). As a control, 66 mothers with Lyme disease
who were treated with antibiotics prior to concep-
tion and during the entire pregnancy; all gave birth
to normal healthy infants. However, 8 pregnancies
resulted in Bbsl and/or Bartonella henselae posi-
tive placentas, umbilical cords, and or foreskin
remnants. Those who were PCR positive were trea-
ted successfully with oral antibiotics [11].
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Gestational transmission of Bbsl and other TBI
may be more common than previously recognized
and may be an important mode of infection in the
ASD population. Also BI/TBI may be associated with
sexual [12,13] and breast milk transmission
[14,15].
Laboratory testing of ASD patients for tick-
borne diseases

Pilot studies of ASD patients to test for BI/TBI have
been conducted.

Vojdani tested Autism samples from different
clinics in Northern CA, NY, NJ and CT. 22% of
(12/54) tested IgG and IgM positive for Bbsl by
Immunosciences Lab (Note: in this sample the Wes-
tern Blot (WB) test used CDC surveillance criteria
and did not include the full complement of Bbsl
specific bands) [16].

A LIAF study tested the blood of 19 children with
an ASD diagnoses plus an indication of immune dys-
function and five normal controls. Patients were
not screened for BI before study entry. WB and
IFA IgG and IgM were performed by IgeneX Labora-
tory. A result was considered Bbsl positive for
exposure if there was reactivity of one or more Bbsl
specific bands. 26% of the ASD children were posi-
tive compared to 0 controls [17].

Levine tested nine consecutive ASD patients in
Connecticut in 2003 and all nine tested positive
for Bbsl with WB by IGeneX Laboratory criteria.

Nicolson tested 48 ASD patients with forensic
PCR and Southern Blot confirmation. 20–30%
(depending upon the lab) were positive for Bbsl.
58% were positive for Mycoplasma species while
5% of 45 age matched controls were positive for
Mycoplasma (Odds ratio = 13.8) with 35% M. fer-
mentans vs. 0% control, 33% M. pneumoniae vs.
5% control, 10% M. homonis vs. 0% control, 2% M.
penetrans vs. 0% control and 25% were M. fermen-
tans and other species. Also 8% were positive for C.
pneumoniae vs. 2% of controls (Odds ratio = 5.6)
and 29% were positive for Human Herpes Virus-6
(HHV-6) vs. 8% of controls. 6.5% of healthy family
members were positive for Mycoplasma and 8%
were positive for HHV-6 (P < 0.001) [18]. He also
reported WB positive BI patients had a 68%
coinfection rate with Mycoplasma (M. Fermentans
was 70%), Bartonella, Ehrlichia, and Babesia
[18,19].
Other laboratory findings

Testing patients with autism and BI/TBI also re-
veals biochemical similarities. Disorders of an
ciation between tick-borne infections, ..., Med Hypotheses
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oxidoreductive system in CSF and serum, increases
of superoxide dismutase, increased glutathione
peroxidase activity, increased concentration of
serum malondialdehyde and decreased glutathione
have been detected in neuroborreliosis and BI [20].
In autism, several studies have suggested altera-
tions in the activities of antioxidant enzymes
such as superoxide dismutase and glutathione
peroxidase, altered glutathione levels and homo-
cysteine/methionine metabolism, increased mal-
ondialdehyde levels [21] and reduced glutathione
[22].
Brain imaging tick-borne diseases/Borreliosis
and autism

Both BI/TBI and ASD patients demonstrate signifi-
cant temporal lobe dysfunction. In autism the cere-
bral cortex, hippocampus, and amygdala showed
trends toward being disproportionately smaller in
the developing autistic brain [23]. In addition smal-
ler amygdala volume correlates with impairments
in nonverbal social impairment in autistic patients
[24]. Infectious encephalopathies associated with
autistic symptoms have demonstrated lesions of
the temporal lobes [25]. PET scanning of neurobor-
reliosis patients demonstrates the most striking
finding was hypometabolism, which correlates with
decreased activity, in the temporal lobes in 74% pa-
tients. Temporal lobe involvement is likely associ-
ated with memory disturbances seen in many BI
patients [26].

Both BI/TBI and ASD demonstrate predominately
white matter encephalopathy. Regional cerebral
blood flow suggests that Lyme encephalopathy
may primarily affect cerebral white matter [27].
Disruption of white matter tracts between regions
implicated in social functioning may contribute to
impaired social cognition in autism [28].

Both ASD and BI/TBI patients demonstrate sen-
sory hyperacusis and this clinical observation is
supported by brain imaging of patients with BI that
demonstrates increased thalamus activity and in-
creased activity in auditory and visual areas of cor-
tex [29].
Epidemiological findings: Lyme disease/tick-
borne disease and autism

A causal association is suggested if the geographi-
cal patterns of ASD and BI/TBI overlap and are
comorbid more than would be expected by random
association. In a geostatistical review of CDC and
IDEA statistics 10 out of the top 15 states overlap
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for the incidence of autism and LYD (MN, ME, MA,
MD, CT, WI, RI, NJ, PA, VA).
Theoretical issues: genes, infections and
autism

Most commonly human diseases are caused by the
interaction of environmental insults and suscepti-
bility genes. Many of the susceptibility genes result
in human response to environmental factors and
infection. Environmental insults contributing to
ASD may include a complex interaction with infec-
tions, heavy metals, biotoxins, allergens, nutri-
tional excesses/deficits and possibly vaccines. In
addition physiological and psychological changes
associated with chronic unremitting stress contrib-
ute to chronic psychiatric symptoms and a chronic
immunocompromised and inflammatory state [30].
Neurological disease precipitated by an interaction
of these environmental insults and susceptibility
factors often results in a pathogenic interaction
that includes inflammation, oxidative stress, mito-
chondrial dysfunction and excitotoxicity resulting
in neuronal dysfunction [31].
Klüver–Bucy Syndrome, infections and
autism

The amygdala theory of autism describes a neural
network that comprises the ‘‘social brain’’, which
includes the amygdalae. Since autism involves def-
icits in social functioning, it is plausible that autism
may be caused by an amygdala abnormality and the
Klüver–Bucy Syndrome is an experimental model
that partially replicates autism [32].

Klüver and Bucy removed the temporal lobes
bilaterally in rhesus monkeys which caused them
to be unable to recognize objects or faces (visual
agnosia), emotional changes, a desire to explore
everything (hypermetamorphosis), oral tendencies
and hypersexualism. The monkeys became emo-
tionally dulled with less facial and vocal expres-
siveness. They were also less fearful of things
that would have instinctively panicked them, even
after aversive exposure (placidity). Patients with
temporal lobe trauma demonstrate some of these
features, including other temporal lobe symptoms,
such as memory disorders, bulimia, communication
impairments and visual agnosia.

A number of infections associated with causing
symptoms of Klüver–Bucy Syndrome and/or ASD in-
clude Rubella, Herpes simplex, Herpes virus family,
Borna, Varicella, Cytomegalovirus, Mycoplasma
pneumoniae, Shigella, Syphilis, Neurocysticercosis,
ciation between tick-borne infections, ..., Med Hypotheses
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malaria, Toxoplasmosis, Blastocystis, Rubeola,
[25,33–35].

Neural networks, neurodevelopment,
autism and borreliosis

Infection associated immunological events in early
fetal life have a stronger neurodevelopmental im-
pact than later infections. They can have adverse
effects on cell proliferation and differentiation;
predispose the developing nervous system to un-
dergo additional failures in subsequent cell migra-
tion, target selection, and synapse maturation,
eventually leading to multiple brain and behavioral
abnormalities apparent later in life [36]. Brain
developmental processes (i.e. cell proliferation,
migration, differentiation, synaptogenesis, myeli-
nation, and apoptosis) occur at vulnerable periods
during the development of the nervous system
and are sensitive to environmental insults that
can contribute to autism [37]. Younger has demon-
strated on biopsies that small nerve fiber disruption
can occur in Lyme vaccine recipients and BI/TBI pa-
tients who subsequently may heal in response to
anti-infective treatment [38].

Borreliosis and borrelia related complex

Ticks suck the blood of rodents and may transmit
unknown pathogens in a bite. Bbsl, the principal
organism associated with BI/TBI, is one of the most
complex bacteria known to man. Some other
known pathogens include two other Borrelia spe-
cies and 300 different strains of Borrelia. Interac-
tive coinfections may include M. fermentans, M.
pneumoniae, other Mycoplasma species, Babesia
microti, Babesia duncani, other piroplasms, Chla-
mydia pneumoniae, Rickettsia rickettsia, Coxiella
burnetti, Anaplasma phagocytophilum, Ehrlichia,
Bartonella henselae, Bartonella quintana and over
38 species of viruses [39]. When multiple microbes
grow together, they can stabilize interactions be-
tween species, resulting in marked changes in their
symbiotic nature and altered functioning [40].

In addition, BI/TBI and tick saliva cause immuno-
suppression [41–43] which may result in activation
of herpes or other infections that can be contribu-
tors in causing ASD. There is a broad spectrum of
clinical manifestations of those with BI/TBI and
other CID. BI/TBI can range from an asymptomatic
chronic carrier state to only occasional symptoms
at times of immunologic stress (e.g. physical/emo-
tional trauma, exhaustion, other acute infection,
etc.) to chronic fluctuating low level symptoms to
severe multi-system dysfunction to possible death.
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The conditions determining the specific clinical
manifestations may include characteristics of the
organism(s) (virulence, inoculation, etc.) and the
susceptibility of the host (genetics, immune system
functioning, heavy metals, environmental toxins,
gastrointestinal health, physical/psychological
stressors, nutrient deficiencies/excesses, other
infection(s) and other immunologic insults).

Tick-borne/borreliosis infections and
psychiatric illness

BI/TBI cause a spectrum of psychiatric illnesses,
cognitive impairments, neurological symptoms
and seizures [44]. Pathophysiological mechanisms
include invading, penetrating, injuring or killing
host cells; indirect injury at a distance (coagulation
cascade of proteins, activation of coagulation sys-
tem, blebs, microthrombi, septic emboli); biologi-
cal amplification-cascade of injury; reservoir
inside of host, leeching- ‘‘nutrient sapping;’’ tox-
ins; gene sequence incorporation into host gen-
ome; immune effects—inflammation, molecular
mimicry, immunosuppression and Herxheimer
pathophysiology and invasion of human neuronal
and glial cells [45,46]. Infections in the body that
do not pass through the blood brain barrier may
still impact the brain indirectly by immune activa-
tion that affects the brain. All the clinical manifes-
tations, acute or chronic, are characterized by
strong inflammation. Bbsl can induce the produc-
tion of several proinflammatory and anti-inflamma-
tory cytokines and chronic forms can evolve due to
an aberrant innate proinflammatory response [47]
with brain inflammation [48].

CSF quinolinic acid is significantly elevated in BI
and quinolinic acid is a known agonist of N-
methyl-D-aspartate (NMDA), a receptor involved in
learning, memory, and synaptic plasticity which
may contribute to the neurological and cognitive
deficits seen in many LYD patients [49]. Tryptophan
is metabolized primarily along the kynurenine path-
way and two components are now known to have
marked effects on neurons in the central nervous
system—quinolinic acid which is neurotoxic and
kynurenic acid is an antagonist at several glutamate
receptors and is neuroprotective. A third kynuren-
ine, 3-hydroxykynurenine, can produce oxidative
stress by increasing the production of reactive oxy-
gen species (ROS) and contribute to neuronal dam-
age. Proinflammatory cytokines associated with
infection increase indoleamine 2,3-dioxygenase
(IDO) which converts tryptophan into kynurenine,
thereby reducing central tryptophan, the precursor
of serotonin, and increasing quinolinic acid. This
ciation between tick-borne infections, ..., Med Hypotheses
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increase may produce over stimulation of hippo-
campal (NMDA) receptors, which leads to apoptosis
and hippocampal atrophy. Both ROS overproduction
and hippocampal atrophy in the temporal lobes
caused by NMDA over stimulation have been
associated with CNS pathology [50]. Abnormal
development of the hippocampus and associated
structures are also associated with autism [51]. In
addition, quinolinic acid significant reduces glu-
tamic acid decarboxylase (GAD) activity which is
reduced in autism [52,53] and, in addition to oxida-
tive stress, [54] is associated with decreased
Purkinke cells in the cerebellum in autism [55].
Immune responses in ASD, Borreliosis and
Mycoplasma infections

ASD patients have reduced natural killer cells and
elevated tumor necrosis factor (TNF) alpha in CSF
[56]. Maternal proinflammatory cytokine reactions
to infection, including interleukin (IL) 6, are the
damaging factors associated with autism [57,58].
Brain tissue and CSF demonstrate innate neuroim-
mune reactions play a pathogenic role in a propor-
tion of autistic patients with microglia activation
[59]. A Th1/Th2 imbalance towards Th2 and ele-
vated brain specific antibodies supports autoimmu-
nity [58].

BI has similarities to ASD since both have been
associated with a combination of inflammatory
and autoimmune pathophysiology. BI is associated
with causing damaging inflammation within the
central nervous system with the stimulation of in-
creased production of IL-6 and TNF-alpha by
microglia and CNS symptoms are also associated
with Bbsl antibodies against neural tissue [60–
62]. Both ASD and chronic BI/TBI patients are more
likely to have HLA-DR4 genotypes [63,64].

Pathogenic Mycoplasma, a cofactor in 70% of BI/
TBI patients, carried by ticks and congenitally
transmitted, has also been associated with lymbic
system dysfunction, microglia activation, reduced
natural killer cells, both inflammatory and autoim-
mune reactions with increased production of IL-1,
IL-6, and TNF-alpha and immune reactions to neu-
ral tissue and greater susceptibility to herpes and
other viral infections [65,66].

BI/TBI patients may experience activation of la-
tent infections and symptom flares from vaccines
which may explain the symptom exacerbation re-
ported in some ASD patients following vaccines
[61,67,68].

Infections, inflammation, innate immune re-
sponses, oxidative stress and neuronal insults can
contribute to the pathophysiology of autism [69,70].
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Further evaluation of the hypothesis

Further research is needed to explore infectious
causes and contributors in addition to all predispos-
ing, precipitating and perpetuating contributors of
ASD along with the associated pathophysiology. To
achieve this, there is a need for pathophysiological
studies, epidemiological studies to explain regional
differences in the incidence of ASD, testing both
parents and ASD patients for BI/TBI, clarifying the
interaction of copathogens and other cofactors in
the pathophysiological process and anti-infective
treatment studies. If it is proven these or other
pathogens are contributory, it would be necessary
to explore whether we are seeing more systemi-
cally weakened and immunologically compromised
children and adults because there is a growing epi-
demic of chronic infections, more chronic infec-
tions because our physiologic systems and
immunity are becoming progressively challenged
and compromised or both. On his deathbed Louis
Pasteur changed his views and stated—‘‘Bernard
was right, I was wrong. The germ is nothing, the
milieu is everything’’.
Consequences of the hypothesis and
discussion

It may cost $3.2 million to care for one autistic per-
son in their lifetime [71] and the preliminary data
suggests Borreliosis may be a contributor in 20–
30% of ASD, and pathogenic Mycoplasma may be a
contributor in 58%. If 20% or 58% of the 560,000
recognized cases of ASD in the US can be prevented
or more effectively treated, this could result in a
savings of $358 billion to $1 trillion in addition to
incalculable human impact of this disease. If this
hypothesis is further proven and accepted, screen-
ing pregnant woman and ASD patients for BI/TBI
(eventually with microarrays) and providing more
effective earlier treatment with antibiotics when
appropriate may be indicated to assist towards
reducing the current ASD epidemic. It is important
to address the other environmental contributors
that increase the impact of these infections dis-
eases. It is imperative to research all possible
causes, prevent every preventable case and treat
every treatable case of ASD.
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Nikoskelainen J, et al. Inflammatory brain changes in Lyme
borreliosis 1996;119(6):2143–54.

[49] Halperin JJ, Heyes MP. Neuroactive kynurenines in LB.
Neurology 1992;42(1):43–50.

[50] Stone TW, Mackay GM, Forrest CM, Clark CJ, Darlington LG.
Tryptophan metabolites and brain disorders. Clin Chem Lab
Med 2003;41(7):852–9.

[51] Salmond CH, Ashburner J, Connelly A, Friston KJ, Gadian
DG, Vargha-Khadem F. The role of the medial temporal
lobe in ASD. Eur J Neurosci 2005;22(3):764–72.

[52] Yamada K, Fuji K, Nabeshima T, Kameyama T. Neurotox-
icity by continuous infusion of quinolinic acid into the
lateral ventricle in rats. Neuroscience 1990;118(1):128–
31.

[53] Fatemi SH, Halt AR, Stary JM, Kanodia R, Schulz SC,
Realmuto GR. Glutamic acid decarboxylase 65 and 67 kDa
proteins are reduced in autistic parietal and cerebellar
cortices. Biol Psychiat 2002;52(8):805–10.

[54] McFarland R, Blokhin A, Sydnor J, Mariani J, Vogel MW.
Oxidative stress, nitric oxide, and cell death in Lurcher
Purkinje cells. Dev Neurobiol 2007;67(8):1032–46.

[55] Yip J, Soghomonian JJ, Blatt GJ. Decreased GAD67 mRNA
levels in cerebellar Purkinje cells in autism. Acta Neuropa-
thol (Berl) 2007;113(5):559–68.

[56] Wilner AN. Elevated TNF found in CSF of autistic children.
CNS News 2007;9:4.

[57] Patterson P. International neuroscience conference.
2007. Melbourne Æhttp://www.news.com.au/story/0,
Please cite this article in press as: Bransfield RC et al., The asso
(2007), doi:10.1016/j.mehy.2007.09.006
23599,22079407-2,00.html?from=public_rssæ [accessed
08.03.07].

[58] Cohly HH, Panja A. Immunological findings in autism. Int
Rev Neurobiol 2005;71:317–41.

[59] Vargas DL, Nascimbene C, Krishnan C, Zimmerman AW,
Pardo CA. Neuroglial activation and neuroinflammation in
the brain with autism. Ann Neurol 2005;57(1):67.

[60] Rasley A, Anguita J, Marriott I. Borrelia burgdorferi induces
inflammatory mediator production by murine microglia. J
Neuroimmunol 2002;130(1–2):22–31.

[61] Alaedini A, Latov N. Antibodies against OspA epitopes of
Borrelia burgdorferi cross-react with neural tissue. J
Neuroimmunol 2005;159:192–5.

[62] MacDonald AB. Spirochetal cyst forms in neurodegenerative
disorders, ... hiding in plain sight. Med Hypotheses
2006;67(4):819–32.

[63] Lee LC, Zachary AA, Leffell MS, Newschaffer CJ, Matteson
KJ, Tyler JD, et al. HLA-DR4 in families with autism.
Pediatr Neurol 2006;35(5):303–7.

[64] Steere AC, Klitz W, Drouin EE, et al. Antibiotic-refractory
Lyme arthritis is associated with HLA-DR molecules that
bind a Bb peptide. J Exp Med 2006;203(4):961.

[65] Nicholson G. The Role of Chronic Intracellular Infections in
ASD. LIA Conf 2007.

[66] Rawadi G, Roman-Roman S, et al. Effects of Mycoplasma
fermentans on the Myelomonocytic lineage: different
molecular entities with cytokine-inducing and cytocidal
potential. J Immunol 1996;156(2):670–8.

[67] Latov N, Wu AT, Chin RL, Sander HW, Alaedini A, Brannagan
3rd TH. Neuropathy and cognitive impairment following
vaccination with the OspA protein of Borrelia burgdorferi. J
Peripher Nerv Syst 2004;9(3):165–7.

[68] Scott DW. Mycoplasm: The linking pathogen in neurosys-
temic dis. Nexus 2001;8.

[69] Perry VH, Cunningham C, Holmes C. Systemic infections
and inflammation affect chronic neurodegeneration. Nat
Rev Immunol 2007;7(2):161–7.

[70] Kern JK, Jones AM. Evidence of toxicity, oxidative stress,
and neuronal insult in autism. J Toxicol Environ Health B
Crit Rev 2006;9(6):485–99.

[71] Autism Has High Costs to US Society. Harvard School Public
Health. 4-25-06 Æhttp://www.hsph.harvard.edu/news/
press-releases/2006-releases/press04252006.htmlæ
[accessed 08.05.07].
Available online at www.sciencedirect.com
ciation between tick-borne infections, ..., Med Hypotheses

http://www.news.com.au/story/0,23599,22079407-2,00.html?from=public_rss
http://www.news.com.au/story/0,23599,22079407-2,00.html?from=public_rss
http://www.hsph.harvard.edu/news/press-releases/2006-releases/press04252006.html
http://www.hsph.harvard.edu/news/press-releases/2006-releases/press04252006.html

	The association between tick-borne infections, Lyme borreliosis and autism spectrum disorders
	Background
	Hypothesis
	Method of testing the hypothesis
	Evaluation of the hypothesis
	Clinical observations and case reports
	Gestational tick-borne/Borreliosis infections
	Laboratory testing of ASD patients for tick-borne diseases
	Other laboratory findings
	Brain imaging tick-borne diseases/Borreliosis and autism
	Epidemiological findings: Lyme disease/tick-borne disease and autism
	Theoretical issues: genes, infections and autism
	Kl uuml ver - Bucy Syndrome, infections and autism
	Neural networks, neurodevelopment, autism and borreliosis
	Borreliosis and borrelia related complex
	Tick-borne/borreliosis infections and psychiatric illness
	Immune responses in ASD, Borreliosis and Mycoplasma infections

	Further evaluation of the hypothesis
	Consequences of the hypothesis and discussion
	Acknowledgements
	References


