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INTRODUCTION

Human papillomavirus (HPV) infects the skin and other body surfices causing warts and other
benign grovwihs (1) Although mest HPV inections are climinated by the immune sytem

HPV- HPV-induced c:
including cervical cancer and oropharyngesl cancer, are respansible for over 300,000 deaths
annually worldwide (2), making HPV infection 3 major public health problem. Seversl HPV
vaccines have been shown to safely and effectively prevent infection by cancer-causing HPV types.
thus preventing the antecedent growths that inevitably lead to cervical cancer (3, 4).

In Japan, HPV vaccines were initially introduced in 2011, and became routinely used in 2013
when the vaccination rate approsched ~70%; however. after only two snd 2 half months, the
Iapanese government suspended proactive recommendation of HPV vaccination. The suspension
was based on clinical reports of suspected adverse events from a few girls after HPY vaccination.
Testimonials from these girls and medical doctors in Japan were repeatedly broadcasted on TV,
creating public fear of the vaccine which prompted withdrawsl of government support (3),

HPV VACCINE LIBEL CASE

Public anxicty over HPY vaccination was amplified by the experimental findings that were
presented to the Ministry of Health, Labor and Welfare (MHLW) of the Japanese government, on
March 16, 2016 by Dr. Shuichi Ikeda. principal investigator of the research team funded by MHLW
who investigated potential nerve injury following HPV vaccination. In July 2016, a class-action
lawauit agaiast the Japanese government asking for compensation for the damage purportedly
caused by the HPV vaccine was il this lawauit is st ongoing. The “temporary” suspension of
the prosctive recommendation for the HPY vaccines will have been in efiect for 7 years s of June.
2020. Although evidence for the safety of this vaccine has been recognized internationally (¢,

the HPV vaccination rate in Japan remains below 1%, thus placing coming generations of young
Tapanese women at unnecessary risk of cervical cancer in the future. In 2017, the Global Advisory

Sutannd Garting,

Committee on Vaccine Safety (GACVS) reported that the
mortality rate from cervical cancer in Japan increassd 3.4%
between 1995 and 2005 and was understond to increase by 5.9%
between 2005 and 2015 (8). Recently, Simms et al. estimated
that Jagan’s termination of HPV vaccinations will result in 5,000
deaths due to cervical cancer (9).

The summary of the MHLW presentation by Dr. Ikeda was
broadcast an the evening news shaw, "NEWS13" on Tokyo
Brosdcasting System (TBS) Television network on March
16, 2016. In that news show, Dr. Ikeda, Professor and Dean
of shinshy University, Nagano, Japan, furported o sham

I evidence of brai ge in jected wi

an HEV vaccine (hitps e mamnmmmﬁ('ﬂ comwondgeest
R

3FJIAHCB.TXT]ppM{WQhDOqDSTEEED\NSLEZ\-aDuW:rﬂfu
H3Yi9IPc0Q). Dr. Tkeda explained. “Depasition of abnormal
antibady was chserved only in the brain section of the mice
m]uled with the HPV vaccine, The function of the hippocampus
o be damaged Apparently, the brain is damaged”
This bmsdost ilied public opinion and helped raise an
alarm against HPY vaceination. Two weeks afies the shas, the
HPV vaccine “victims™ announced they were suing both the
government and the vaccine manufacturers

In June 2016, in response to Dr. lkedss team presentation
and broadzast, Dr. Riko Muranaka, a noted physician, journalist,
and vaceine advocate, wrone in the business magarine Wedge
that Dr. Tkeds's experimental results suffered from significant
scientifc irregulasities, and suggested that they may have been
fabricated. In respanse, Dr. Tkeds sued Dr. Muranaka for ibel,
that she had damaged his reputation as 2 scientist. On Ma
2019, a court in Tokyo found Dr. Muranaka guilty of libel since
the Tokya dissrict court could nat find evidence that Dr. [keda
intentionally engaged in scientific misconduct. On October 30
2019, the Tokye High Court ruled against Dr. Muranaka in a
setrial of the defamation case, despite suppost for Dr. Muranska
from Dr. Tasuka Honjo, a Nobel baureate, Since an appeal to the
Supreme Court of Japan was dismissed on March %, 2020, the
sbove judgement became final.

Haweves, a critical point abaut this court decision was that it
was based solely an the impact of Dr. Muranaka's usage of the
word “fabrication” to harm D Tkeda’s reputation. The decision
did not asses the scientific accuracy of the cxperimental ndings.
Therefore, although the result of the trial can be (and has been)
seen a1 a victary for anti-vaccinatian advocates, the actual safery
of the HPY vaccine was not at issue. Although the trial was
reported in several presgious journals in English including
Nature and Science (10, 11}, little scientific information about the
eridence used in the trial has been available in English, Because of
the imartance of this tral in worldwide efforts tn pramote HEV
vaceination, we summarize the scientific cvidence submitted 1o
the trial and during Dr. Tkedsis broadeast o assess its scientific
merit using our professional expertise in viralogy, immunclogy.
and neuroscience.

Because the scientific accuracy of Dr. Ikedss team data was
unclear, Shinshu University formed a comittee ta investigate
the experimental findings. Dr. Thedds team showed images of
antibody-induced damage in the hippocampus following HPV

vaccination in “a mouse” {or “mice”; in the Japanese language,
a singular form s commonly used instead of 2 plural form in
maost occasions). The research team claimed that they could not
find such damage in mice injected with hepatitis B virus vaccine,
influena virus vaceine or phasphate-buffered saline (shaven in
Japanese slide at hittps/jwww.mamoreruinoehi.com wordpress/
wp-content/uplosds/docs/publication/kaud7.pdf and slide 31
in English at hupeiiwww.mamoreruinochi.com/wordpress/
wp-content/uploads/docs/publication/koul 7.0df).  However,
it turned out that the hippocampal picture was not from a
vaceinated mouse (33 Dir. Theda said in the TV broadeast) bat
from 3 brain section from an wrraccinated mouse onte which
sera collected from vaccine-injected mice were applied. Even
worse, althaugh the experiment should have been conducted
wsing multiple mice for aceuracy, Dr. Tkeda’ team wsed serum
from anly 3 single mouse. Dr. Tkeda's presentation neglectsd 1o
share this impartant fact. Maseover, the vaccine-injected mice
were not normal mice, but rather mutant mice that are known
ta have abnormal antibody production (12); immunolegically,
‘normal mice should have been used in the experiment since the
ice could develop abnormal auteantibady production
ot treatment. Under the supervision of the Shinshu
University committee, the same experiment was repeated by
the same research group. The second experiment demonstrated
na antibody deposition on hippocampal sections, which were
incubated with sera from theee HPY vaccine injected mice or
three control mice; negative resalts from both HPV vaccine and
<ontrol groups were shown in the third slide at hitps/iwww.

publicationheil5.pd). :

DISCUSSION

These is a consensus in the Japancse scientific community,
including the Shinshu University committee and MHLW of the
Japanese government, that De. Tkedss research team did not
prove that HPY vaccination caused damage in mause brains.
As virologists, immunologists, and neurologists, we evaluated
the evidence submitted 10 the twial and fully agree with that
consensus. The “finding” presented by Dr. Tkeds that the HPV
vaceine causes hippocampal damage was not supparted by
subsequent work, even performed in the same University by the
same gronp. No credible scientist can accept the passibility of
the “adverse cffect” of an HPV vaceine from a single mouse
hippecamyal image, especially when the total number of the
mice used in the experiment was withheld. As of today, Dr.
Thedss team has neither published a manuscript on the effect of
HPV vaccine wsing valid experimental design nor disclosed the
number of mice used in the experiments broadcasted on TV.
Another Japanese group published a manuscript on an animal
model for HPV vaccination assaciated

I cvalusating the significance of the recent trial, it s critical
o sepasate the legal issue of libel from the scientific issue of
evidence. The evidznce indicates that Dr. Tkeda's teamwork says
nathing sbout the safety of the vaccine. Even i Dr. Ikedas
rescarch team did not fabricate the data that he presented, the
data clearly did not support his clims and therefors hs rescarch
team s “findings” do not sugport the notion that the vaceine is in
amy way dangerous. We fear that the publicity of this trial will
further damage the reputation af the HPV vaccine in Japan, and
perhape worldwide. We hoge that careful consideratinn of the
evidence and of the iscuss involved will help put to rest some of
the concerns and fears of the public and thus remove some of the
barriers ta this important vaccine.
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INTRODUCTION

Human papillomavirus (HPV) infects the skin and other body surfaces causing warts and other
benign growths (1). Although most HPV infections are eliminated by the immune system
without complications, some HPV-induced growths can progress to cancer. HPV-induced cancers,
including cervical cancer and oropharyngeal cancer, are responsible for over 300,000 deaths
annually worldwide (2), making HPV infection a major public health problem. Several HPV
vaccines have been shown to safely and effectively prevent infection by cancer-causing HPV types,
thus preventing the antecedent growths that inevitably lead to cervical cancer (3, 4).

https://www.frontiersin.org/articles/10.3389/fm

€d.2020.00377/pdf
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It’ s the last of
the Ninth, the
score is tied,
and the basses
are loaded.

ERER 7

9 FFArF2L0EEDH
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Red Sox
@RedSox

The Inning: Bottom 9
The Score: Tied

The Bases: Loaded
The Result:

TOR 6  1out % v
BOS 6 2-1 v9
PITCHES 25
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https://twitter.com/RedSox/status/11165318606
18846208?ref src=twsrc%5Etfw
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It's the last of the Ninth, the score is tied, and the basses are loaded.
CHENLOEBRERICE > TWADID, BT o s R
REET, AN AOBERERIREL2 50T nE,"

IELWER “9EIE., FEm. @E”

bass ({2Z{HZ) basses) [FHXE] RIERFA NARF.BEE
HEELS - A /béis B A TNAR—X,

4

base T & ; EHIZ [FFk] 8, X—X
HELS * Pk Fbérs

loaded A Z2EA 7S, [EFEK] BED, (BIC)E-IEH->T

score (Bt - O D) BR, [HFE] ZHEE, RI7; (EIC)EE



https://ejje.weblio.jp/content/%E8%A4%87%E6%95%B0
https://ejje.weblio.jp/content/%E5%BD%A2
https://ejje.weblio.jp/content/basses
https://ejje.weblio.jp/content/%E3%83%90%E3%82%B9%E6%AD%8C
https://ejje.weblio.jp/content/%E4%BD%8E%E9%9F%B3
https://ejje.weblio.jp/content/%E4%BD%8E%E9%9F%B3
https://ejje.weblio.jp/content/%E6%A5%BD%E5%99%A8
https://ejje.weblio.jp/content/%E5%9C%9F%E5%8F%B0
https://ejje.weblio.jp/content/%E5%9F%BA%E9%83%A8
https://ejje.weblio.jp/content/%E5%A1%81
https://ejje.weblio.jp/content/%E3%83%99%E3%83%BC%E3%82%B9
https://ejje.weblio.jp/content/%E7%99%BA%E9%9F%B3
https://ejje.weblio.jp/content/%E8%A8%98%E5%8F%B7%E3%83%BB%E8%AA%AD%E3%81%BF%E6%96%B9
https://ejje.weblio.jp/content/%E8%8D%B7
https://ejje.weblio.jp/content/%E7%A9%8D
https://ejje.weblio.jp/content/%E6%BA%80%E5%A1%81
https://ejje.weblio.jp/content/%E9%85%92
https://ejje.weblio.jp/content/%E9%85%94
https://ejje.weblio.jp/content/%E7%AB%B6%E6%8A%80
https://ejje.weblio.jp/content/%E8%A9%A6%E5%90%88
https://ejje.weblio.jp/content/%E5%BE%97%E7%82%B9
https://ejje.weblio.jp/content/%E6%A5%BD%E8%AD%9C
https://ejje.weblio.jp/content/%E3%82%B9%E3%82%B3%E3%82%A2
https://ejje.weblio.jp/content/%E7%89%B9%E3%81%AB
https://ejje.weblio.jp/content/%E7%B7%8F%E8%AD%9C

TEX@STL: Choo walks with
bases loaded to tie game

Shin-Soo Choo works out a walk with the bases loaded to score Rougned Odor,
tying the game at 3 in the top of the 9th

qu” SHIN-SOO CHOO
.350 AVG 3 GRAND SLAMS

y
o

https://www.youtube.com/watch?v=IX
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Virus-Like Display of a Neo-Self Antigen Reverses B Cell
Anergy in a B Cell Receptor Transgenic Mouse Model' Check:
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Bryce Chackerian,* Marisa R. Durfee,* and John T. Schiller’ a Uth ors’' name y
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The ability to distinguish between self and foreign Ags is a central feature of immune recognition. For B cells, however, immune tltle jo u rn al
tolerance is not absolute, and factors that include Ag valency, the availability of T help, and polyclonal B cell stimuli can influence )
the induction of autoantibody responses. Here, we evaluated whether multivalent virus-like particle (VLP)-based immunogens name ear
could induce autoantibody responses in well-characterized transgenic (Tg) mice that express a soluble form of hen egg lysozyme ) y )
(HEL) and in which B cell tolerance to HEL is maintained by anergy. Inmunization with multivalent VLP-arrayed HEL, but not
a trivalent form of HEL, induced high-titer Ab responses against HEL in both soluble HEL Tg mice and double Tg mice that also VOI u m e y pag es
express a monoclonal HEL-specific BCR. Induction of autoantibodies against HEL was not dependent on coadministration of
strong adjuvants, such as CFA. In contrast to previous data showing the T-independent induction of Abs to foreign epitopes on
VLPs, the ability of HEL-conjugated VLPs to induce anti-HEL Abs in tolerant mice was dependent on the presence of CD4" Th
cells, and could be enhanced by the presence of pre-existing cognate T cells. In in vitro studies, VLP-conjugated HEL was more
potent than trivalent HEL in up-regulating surface activation markers on purified anergic B cells. Moreover, immunization with
VLP-HEL reversed B cell anergy in vivo in an adoptive transfer model. Thus, Ag multivalency and T help cooperate to reverse
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INTRODUCTION

Human papillomavirus (HPV) infects the skin and other body surfaces causing warts and other
benign growths (1). Although most HPV infections are eliminated by the immune system
without complications, some HPV-induced growths can progress to cancer. HPV-induced cancers,
including cervical cancer and oropharyngeal cancer, are responsible for over 300,000 deaths
annually worldwide (2), making HPV infection a major public health problem. Several HPV
vaccines have been shown to safely and effectively prevent infection by cancer-causing HPV types,
thus preventing the antecedent growths that inevitably lead to cervical cancer (3, 4).

In Japan, HPV vaccines were initially introduced in 2011, and became routinely used in 2013
when the vaccination rate approached ~70%; however, after only two and a half months, the
Japanese government suspended proactive recommendation of HPV vaccination. The suspension
was based on clinical reports of suspected adverse events from a few girls after HPV vaccination.
Testimonials from these girls and medical doctors in Japan were repeatedly broadcasted on TV,
creating public fear of the vaccine which prompted withdrawal of government support (5).

HPV VACCINE LIBEL CASE

Public anxiety over HPV vaccination was amplified by the experimental findings that were
presented to the Ministry of Health, Labor and Welfare (MHLW) of the Japanese government, on
March 16, 2016 by Dr. Shuichi Ikeda, principal investigator of the research team funded by MHLW
who investigated potential nerve injury following HPV vaccination. In July 2016, a class-action
lawsuit against the Japanese government asking for compensation for the damage purportedly
caused by the HPV vaccine was filed; this lawsuit is still ongoing. The “temporary” suspension of
the proactive recommendation for the HPV vaccines will have been in effect for 7 years as of June,
2020. Although evidence for the safety of this vaccine has been recognized internationally (6, 7),
the HPV vaccination rate in Japan remains below 1%, thus placing coming generations of young
Japanese women at unnecessary risk of cervical cancer in the future. In 2017, the Global Advisory
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Scientific evaluation of alleged findings in HPV vaccines:
Molecular mimicry and mouse models of vaccine-induced
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e Focahy ot ks O be prevented by vaccinations. In Japan, athough sbout 3000 people die of cervical
o cancer anaualy. the HPV vaccination rate has remsined extremely low in the elig-

ble population since many Japanese have been concerned that ‘diverse symptoms,”
such a5 chronic pain, movement disorders, and cognitive impairment, may occur a5
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symptoms caused by HPV vaccination. The claims have been based on the alleged
pathagenic findings in research articles on HPV vaccines, summarized in the docu-
ment prepared by the plaintiffs’ attomeys. We critically evaluated these articles, in
which the following mimicry
between HPV L1 and human proteins leads to the production of cross-reactive an-
tibodies: and (i) HPV vaccine infection In mice causes damage in the brain, a mouse
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and that all the articles had flaws in the method, result, or discussion sections. Our
current evaluation should help better understand the validity of the findings, which
have been often misunderstood as the truth by the general public. We propose to
accumulate high-quality data on potentisl adverse events following HPV vaccination
and to continue critically evaluating them.
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Critical evaluation on roles of macrophagic myofasciitis and
aluminum adjuvants in HPV vaccine-induced adverse events

Moriomi Matsumura® | Reona Shire® | Ikuo Tsunoda® ©

Cervical cancer ks caused by human papillomavirus (HPV) infection, which is prevent-
able by HPV vaccines. In Japan, the HPV/ vaccination rate has remained extremely low
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TABLE 2 Scientific evaluation of hypotheses/alleged pathogenic findings in HPV vaccines

Hypothesis

|. Molecular mimicry
between HPV and
human proteins

II. Al-adjuvant-induced
MMF and CNS
damage

2. 72N

g ]

3. B1'E

BR

1. Gardasil-induced CNS
disease in mice”

References

Kanduc, J Exp Ther Oncol, 2009,
Kanduc, Int ) Med Sci, 2009

Gherardi, Authier et al., Brain,
2001"

Authier et al., Brain, 2001'

Couette, Authier et al,, J Inorg
Biochem, 2009*

Shaw and Petrik, J Inorg Biochem,
2009"

Agmon-Levein, Shoenfeld et al., J
Autoimmun, 2014*%

Aratani, Nakajima et al., Sci Rep,
2016, Inbar, Shoenfeld
et al., Immunol Res, 2017"7

Lawsuit ref
no."

46,47

54

55

56

58

59

60, 61

& frontiers
in Medicir

INTRODUCTION

wirws (HPV
A

some H

Human papili
benign grow

Scientific Evaluation of the Court
Evidence Submitted to the 2019
Human Papillomavirus Vaccine Libel
Case and Its Decision in Japan

Jason M. Bodily =, lkuo Tsunada ** and . Steven Alexander™

i other body surfices ¢
re climinated by

e

warts and ocher
HPV-induced

incliding cervical cancer and oropharyngel <a

ancually workiwide (2), making HPV infection 3 major public health problem. Several HPV

vaccines have been shown to safely and effectively prevent infection by cancer-caasing HPV types,
Inevitably 54)

er, ste responsible for aver 300,000 deaths

the
In Fapan, HPY va
when the vaccinatior

ere initially introdaced in 2011, and became routinely ased in 2013
ste approsched ~7U%; however, after only two and a balf m

pese government

HPV VACCINE LIBEL CASE

Public anxiety over HPV vaccination was ampl
W

preseated to the Ministry of Health, Labo
March 16, 2016 by Dr. Shaichi tkeda, pri

o
was based on clinical reports of suspected adverse events from  few girls after HPV vaccination.
Testimonials from these grls and medical doctors in Japan were repeatedly beoadcasted an TV
creating pablic fesr of the vaccine which prompeed withdrawal of government support (5,

lified by the experimental findings that were
H i panese "

who investigated potential nerve injury following

HPV vaccinat

i effect for 7 years a of June,
ized internationaly (6, 7)
g generations of young

the Global Advisory
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Alleged findings

Molecular mimicry between HPV and host proteins by database
analyses

MMF MMEF pathology induces/triggers clinical
symptoms

MMF pathology induces/triggers CNS
inflammation

Cognitive dysfunction in MMF cases
CNS damage Al hydroxide induces motor neuron
degeneration in mice
Al hydroxide induces autoimmune and CNS
damage
Gardasil induces immune-mediated CNS disease in experimental
mice

Abbreviations: Al, aluminum; CNS, central nervous system; HPV, human papillomavirus; MMF, macrophagic myofasciitis

*Reference number in the document® of HPV vaccine lawsuits.
bAratani's paper was retracted by the journal SCiRep‘“’ Inbar's paper was initially accepted but retracted by the journal Vaccine.'®

BRI S

E:IZ

Flawed methodology yields “partial” molecular
mimicry between HPV and host proteins'®

Scientific evaluation

MME is vaccination scar, not cause of clinical
symptoms

MMF pathology is the result, not cause of
inflammatory diseases seen in MMF cases

Inappropriate controls; discrepancy between
studies

No increase in neuronal death or astrogliosis

Flaws in methods; no autoimmunity by adjuvant
alone

Flaws in the methads, results, and discussion'”
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We are studying multiple
sclerosis and viral
myocarditis using
immunological, virological
and bioinformatics
methods in the
Department of

Bl kindai university Microbiology Course 2019

In 2019, Faculty members of the Department of Microbiclogy have given 62 lectures and 12-
hour experiments in the Microbiology Course for 2-year Medical Students, Kindai University
Faculty of Medicine. The course included Bacteriology, Mycology, Virology and Parasitology
as well as infection immunity and clinical infectious disease medicine, which has started
from September 17 and ended on October 4.

The lectures are Drs. Tkuo Tsunoda, Mitsugu Fujita, Ah-Mee Park, Fumitaka Sato, Seiichi
Omura, and Hiroyuki Matsuoka. Dr. Koichiro Yoshida, Professor of Infectious Disease
Medicine has given & lectures of clinical infectious disease medicine frem this year; this is
the first course in Kindai University where basic and clinical medicine are taught in one
course.

For more picture, please visit our Kindai Microbiclogy Facebook.

Tkuo_

IRRAFESIHMEMSFER 2019

EBRAFEFS TR EFS 2540 THEYT - BEBYEF] 0J—2% [Unit5 &R - [rE)
OVEDEUTESNENET. 0— X (F2019F98178H'510848 X TOET. 620FEHE 12858
DEZZSFH HBEF. BEEF. JAIILAZE Z£E2ZF. BLRET. BEERREFZH/ -UEL
e

ENECAETLEIE. RESEDE. IMNESES. EEENH. ENA—DE. LERZEEDE
S|ICHAT. SENSBRENKREOSEHR—BEFCMDDE UL, BBxELSEAE(FERFRBRE
FOESZEILFTN. CNEEAEFS TREUOTOEREF LEREFOEERSRIELE LN
DFEF.

BERAAMEYFDFacebook THEL EEL),

BEEE

WEY
= luly

https://tsunodalaboratory.blog.fc2.com/

s

v L ovar s [ S

X ¥ 01—t |k o 1


https://tsunodalaboratory.blog.fc2.com/

= = o 97
6B1HEBEDERELKR—F
Four assignments L F4R DT ATIZDOLTHEHE
(I Comments on a 10—minute movie “Scientific evaluation of alleged findings in
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@) 1) Reserve a book, and 2) order a manuscript using ILL (no need to finalize
the reservation or the order; submit the “screenshot” of the reservation and
the order, which are ready—to—submit) I KOPACZ{EL 1) T KD fh¥v>r/\
ADEDIFHMYFTEI1ET S, 2) [ XEEE -EEFRLAAINSEXRE
EBICHEVWXEZRLAL:1)2) &bIC BLATEROIRY)—2avk iz ik
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@ Short comments on Tsunoda’ s lecture, both pros and cons HHDEEHET
BhozR. Bh oz R (B2 EBANMLL, AL ERLE, ARIZER) %
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