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プレゼンター
プレゼンテーションのノート
まず、私の略歴ですが、私は東北大学医学部を1990年に卒業し、直ちに神経病理の大学院に入学して、中枢神経のウイルス感染症の研究で学位を取得いたしました。大学院在学中は、指導教授の岩崎祐三先生のご高配で福島医大に国内留学し、神経内科の臨床を２年間経験しました。助手として一年間、神経病理学講座で勤務した後、1995年に渡米しました。ユタ大学には14年半おりましたが、この間にポスドグ、Research Associate,　講師を経て、2005年にはAssistant　Professorとして独立し、自分の研究室を開設しました。この間ECFMGも取得いたしました。2009年からは、ルイジアナ州立大学にラボを移転し、現在はテニュアを取得して、Associate　Professorとして勤務しております。所属は微生物学講座ですが、神経内科も兼任しております。
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プレゼンテーションのノート
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プレゼンター
プレゼンテーションのノート
ご紹介ありがとうございました。ルイジアナ州立大学の角田郁生です。この度はプレゼンテーションの機会を賜り有難うございました。私は渡米して２１年になります。そのため日本語のプレゼンテーションには多少不慣れで何度か舌をかんでしまうかもしれませんが、どうかお許しください。これは私が現在勤務しているルイジアナ州立大学医学部です。


HEVMNIVARRED

YA LR DI H Yes “

= Acute —# Group1 =% Group 2
181 Chronic =% Group3

o 2D AMILARRLESE (—B)

o BEEER. RUA AIRX EXRTRF
o Btk DIUFURBIR (ZF)

- RMEREMKNEREL (ADEM)

o FSU/NL—EEEEE Guillain-Barré syndrome
® E%ﬁt@%r (=%)
B SEIEELKA (SSPE HBIAMILR)

o HOAYIz)Lh-NaTR/ (TVAY)
-%%ﬁﬁmﬁ?




A NRBREOEBBED—>DAH=X L

\

® VANREGE (85E) HERE HEZEE:
'7411«1{" _’ Vlral pathology
O 2%, —&
O &%, _E‘é

® VA NARBEERILHIHEZR
S &R EE Immunopathology
O 2%, —&f
O 8%, =%

T

i
It

T




DA VAR L HEEE

R 1 = b £y 2 W
B8N - HEYSIABREEICBITAIMILAFE vs RAERE

. BAT—DMIRIZEKB=DDEWMETIL
w8/ TADAETIL DAMILRRE+ RERE

. RHEERTETIVL DMILRRE

. BREWLEETIL RERE

. HPVOIOF L "RI{ER” D I EE


プレゼンター
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プレゼンター
プレゼンテーションのノート
私が主な研究対象としている中枢神経感染は、タイラーウイルスによるものです。タイラーウイルスは、ピコルナウイルス科に属する一本鎖のRNAウイルスで、神経系の他には、腸管と、後で触れますが、心筋にも感染いたします。ウイルスをマウスに脳内接種いたしますと、急性期には脳の神経細胞に感染します。その後、ヘルペスウイルスやポリオウイルスのように軸索内を移動し、約１ヶ月後に脊髄に持続感染し、炎症性脱髄病変が生じます。この病理像は、ヒトの多発性硬化症に類似しているため、動物モデルとして広く使われております。また多発性硬化症のウイルス説を支持する一つの根拠にもなっております。この脱髄病変の誘導には一ヶ月かかりますが、この間に神経の軸索を見てみますと、
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プレゼンテーションのノート
これが微生物学講座のホームページです。このブログをクリックしますと、
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プレゼンター
プレゼンテーションのノート
ブログの記事が読めます。皆さんの同級生が参加している医学概論のブログもあります。ここでひとつわからないのが、拍手も「いいね」も　１　ということです。この「１」は実は私なのです。昨日の時点で再度、チェックしましたが、拍手は３に増えてました。明日には123くらいになってるんじゃないかと期待しています。
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プレゼンテーションのノート
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プレゼンター
プレゼンテーションのノート
This is a time course study of myelin staining of the spinal cord in Theiler’s virus infection. In this Loxol fast blue staining, myelin sheaths are stained blue.  This is the anterior horn of the gray matter, and this area is the white matter, which is rich in myelin .  As I told you, obvious demyelination is first detected 1 month after infection.  These white vacuolar areas are demyelination.  You can also see inflammation around vessels in the white matter.  In contrast, during the first 3 weeks after infection, most areas of the white matter appear normal, and only mild cell infiltration can be detectable in some areas.  However, in the next few slides, I will show you many damaged axons in this normal-appearing white matter. 
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プレゼンター
プレゼンテーションのノート
In MS, distinct episode or attack occurs at multiple time points as well as at multiple areas in the brain or the spinal cord.  So, attacks or lesions are multiple in time and space.  Inflammatory demyelination in the brain results in gliosis, that is firm scar or sclerotic tissue.  That’s why the disease is called multiple sclerosis.   Prevalence of MS is high in Northern European countries, such as Scotland and Ireland and the US, comparing with other countries such as Japan and China.  A prevalence ratio of women to men is 2.6:1.  This means that 70% of MS patients are female.    
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Courtesy of Dr. Rohit Bakshi and Dr. Charles Guttman of the Multiple Sclerosis
Collaborative Research Group at the Brigham and Women's Hospital Brookline, MA


プレゼンター
プレゼンテーションのノート
There are two main pathological features in MS, inflammatory lesions and an accelerated rate of atrophy in the CNS, These two videos represent these features, the video on the left is a T2 weighted MRI, here fluid is appears bright white, this fluid is the edema from inflammation and marks inflammatory lesions, and the dark area is brain matter, point out the multiple lesions that come and go
 the video on your right is a T1 weighted MRI, here the brain appears bright and fluid dark, this video is a series of MRIs taken over seven years from a young woman with MS who refused treatment and demonstrates the accelerated rate of brain atrophy in MS patients, ventricles gyri and sulci, this happens naturally in humans after about 25 but not near the rate seen in MS, 
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プレゼンター
プレゼンテーションのノート
Here are the consequences of demyelination in more detail, neurons have processes called axons that carry signals for neurons across long distances, these axons can be wrapped with myelin sheaths by oligodendrocytes which helps to speed up the signal sent down the axon, this myelin sheath can be destroyed in an inflammatory environment or if the oligodendrocyte dies due to inflammation or a viral infection, after demyelination the axon can be remyelinated but this often fails in MS, here a demyelinated axon can survive, degenerate, or lead to the death of the neuron, this axonal and neuronal degeneration is what is thought to cause the atrophy seen in MS
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プレゼンター
プレゼンテーションのノート
The cause of MS is unknown, However there have been several factors linked to disease, there are autoimmune components of MS, here autoreactive B and T cells have been found in MS patients, and there is an animal model that is used to study the autoimmune components of MS, EAE, There is evidence of a viral infection as the cause of MS, previously outbreaks of MS have been observed, and many viruses have been linked to MS, including EBV where 99% of MS patients are seropositive for MS, but only 90-95% of the general population is infected, the animal model using Theiler’s virus also provides evidence, since the disease caused by the virus in mice is similar to what is found in MS, There are also many other factors that have be linked to MS, if your identical twin has MS you are 30% more likely to have MS than a member of the general population, woman are almost three times more likely to get MS then men, higher UV exposure reduces the chances of getting MS, and dog owners are more likely to get MS, and if their dog was infected with canine distemper virus they are even more likely to get MS
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プレゼンター
プレゼンテーションのノート
まず、私の略歴ですが、私は東北大学医学部を1990年に卒業し、直ちに神経病理の大学院に入学して、中枢神経のウイルス感染症の研究で学位を取得いたしました。大学院在学中は、指導教授の岩崎祐三先生のご高配で福島医大に国内留学し、神経内科の臨床を２年間経験しました。助手として一年間、神経病理学講座で勤務した後、1995年に渡米しました。ユタ大学には14年半おりましたが、この間にポスドグ、Research Associate,　講師を経て、2005年にはAssistant　Professorとして独立し、自分の研究室を開設しました。この間ECFMGも取得いたしました。2009年からは、ルイジアナ州立大学にラボを移転し、現在はテニュアを取得して、Associate　Professorとして勤務しております。所属は微生物学講座ですが、神経内科も兼任しております。
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プレゼンター
プレゼンテーションのノート
先ほどのゴエモンコシオリエビが毛についた古細菌を食べてる様子は微生物学教室のFacebookにアップしてありますのでみてください。これが現在の教室のメンバーで、７月はスイスからIFMSAの交換留学生のフェリシアが来ています。また、大学院生のスンダルさんは、今後４年間、近大で研究をする予定です。私がアメリカで教室のFacebookを紹介すると翌日にはこのように、「いいね」が60以上増えておりました。現在、教室の「いいね」は814で、今日の出席者は1００人以上ですから、明日にはこれが900くらいになっているんじゃないかと期待しています。
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Human Papillomavirus (HPV)

HPV is so common that nearly all sexually active men and women get
the virus at some point in their lives.
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SCIENTIFIC REPg}RTS

Murine hypothalamic
destruction with vascular cell
apoptosis subsequent to combined
administration of human papilloma
virus vaccine and pertussis toxin

Satoko Aratani, Hidetoshi Fujita, Yoshiyuki Kuroiwa, Chie Usui, ShumpeiYokota,
Ikuro Nakamura, Kusuki Nishioka & Toshihiro Nakajima

Scientific Reports 6: Article number: 36943; published online: 11 November 2016; updated: 11 May 2018

The Publisher is retracting this Article because the experimental approach does not support the objectives of the
study. The study was designed to elucidate the maximum implication of human papilloma virus (HPV) vaccine
(Gardasil) in the central nervous system. However, the co-administration of pertussis toxin with high-levels of
HPV vaccine is not an appropriate approach to determine neurological damage from HPV vaccine alone. The
Authors do not agree with the retraction.
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HANS: human papillomavirus vaccination associated with
neuroimmunopathic syndrome

Proposed Preliminary Diagnostic Criteria for The Diagnosis of “HANS"
According 1o Clinical Symptoms in HANS Patients

Clinical features and preliminary diagnostic criteria of human
apillomavirus vaccination associated with neuroimmunopathic

H P V |7 7 ? S/ *&*E syndrome (HANS)
Essentlal Criteria : Vacdination of human papilicmaviius (HPV) K. NISHIOKA'?, S. YOKOTA??, Y. MATSUMOTO'
1 Wl it 1l iN P TSI
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Major Criteria: 7(%2%

“Widespread pain m%ﬁ tﬁ& International Joun:nal of.

=arthralgia andfor anhritis Eﬂﬁ'ﬁﬁﬁ? i 1': ‘iB‘ﬂﬁﬁ% Rheumatlc Diseases

+Chronic fatigue, Cenlral nervous system disorder l%ll‘iﬁ%‘l\ :F*E** ﬁy‘ﬁ International Journal of Rheumatic Diseases 2014; 17 (Suppl. 2): ¢
*Neurological manifestations [especially associated demyelination, narcolepsy) **ﬁﬁ:lk (tl% ‘: HH%‘ j— Jbalb 7°:/ — ‘: cl: 6)
“Memory impairment S {5 i 38 e oo, o o gt of i oty
Minor Criterla /J\EL_ University of Health and Welfare, Shizuoka, Japan
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Table 1 Diagnostic criteria for suspected adverse effects after human papilloma virus (HPV') vaccination 51

I. Prerequisite

1.
2,
3

1. Major symptoms
1.

. Appearance of clinical manifestations after HPV vaccination

At least one exposure to HPV vaccination

Mo abnormality of a physical or psychological condition before HPY vaccination

Suspected Adverse Effects After Human Papillomavirus
Vaccination: A Temporal Relationship Between Vaccine

Prolonged general fati lasting for more than 4 weeks - . .. .
rolonged general fanigue (fasting for more than 4 weeks) Administration and the Appearance of Symptoms in Japan

2. Chronic headache, especially after standing up

3. Widespread pain (migratory joint pain, limb pain, or myalgia) Kazuki Ozawa' - Akiyo Hineno? - Tomomi Kinoshita' - Sakiko Ishihara® -

4. Limb shaking (tremor or myoclonus like) Shu-ichi Tkeda®

5. Dysautonomic symptoms (orthostatic fainting, postural orthostatic tachycardia, or delayed or rapid gastrointestinal maotility)

6. Motor dysfunction (frequent sudden falls. limb weakness or paralysis, gait disturbance)

7. Abnormal sensation (coldness in limbs, limb paresthesia, photophobia)

E. Sleep disturbance (hypersomnia, insomnia) Drug Saf (2017) 40:1219-1229
9. Leamning impairment (memory impairment, difficulties in concentration, verbal dyspraxia)

10. Menstrual abnormality (amenorrhea, hypermenorthea, irregular menstruation) H PVI ’ 7? g '&

I, Ohjective findings

L.

2.
-
3.

noe

0.
IV,
. Abnomality in routine blood laboratory data
. Conditions compatible with diagnostic criteria of other diseases (e.g., juvenile idiopathic arthritis, epilepsy, and autism spectrum disorder)

1

2
-
1

Persistent hypotension IJ 1’E ﬁ l' \ a)
Orthostatic hypotension or postural tachycardia on standing or tilt table test (Schellong test) E ‘I
Decreased skin temperature %E —/ ﬁ%ﬁ

Peripheral plateau pattern in digital plethy smogram

Decreased cognitive function test
Decreased regional cerebral blood flow as shown in brain single-photon emission computerized tomography

Exclusion

. HPV vaccination after 30 years of age

Drefinite case: more than five of ten major symptoms + more than three of six objective findings + no exclusive conditions

Probable case: more than five of ten major symptoms + no exclusive conditions

TAD A BEAEZS KB OEZHEEL -9 R IXRKRS
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Please excuse me for being awarded the
Maddox Prize before Dr. Honjo is awarded
the Nobel Prize! | am happy that Kyoto
University is proud of and pleased with my
prize. Celebrating in the best and hidden
restaurant in Kyoto with Dr. Tasuku Honjo and
Dr. Fumihiko Matsuda.
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プレゼンター
プレゼンテーションのノート
本実験は近畿大学の微生物学で行われました。本研究が「固定概念をぶっ壊す」成果につながればと思っております。ご清聴ありがとうございました。
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