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1st vaccination —

birth date vaccine
symptoms

case No. 2nd vaccination — symptoms 3rd vaccination — symptoms

age at mvestlgatlon

1 ¢ 18/Jan/2000 Cervarix 10/Oct/2012 — none 10/0ct/2012 — 5/Dec/2012 (8 w) 8/Mar/2013 — 12/Sep/2013 (24 w)

14y 3m
"""""" é""”'”';"""”'éé}j&r}/'ié'é%””'”""""éé'r'v‘;r”.‘x”””'é;{/&}g/idi'1‘";};5;};;”””””'
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Gardasil

9 20/Jul/1997 Cervarix Mar/2012 — gradually progressed
16y 9m
10 12/Feb/1998 Cervarix
16y 3m @1 R@EDE@®@WIINRBUAHEBED
O widespread pain @ headache @ cataplexy @ arthralgia/arthritis ® involuntary limb movements ® myalgia/lassitude (@ tender points
constipation/diarrhea (@ irritable colon disease anxiety @ visual and auditory hallucination @ acoustic hyperesthesia @ optic hyperesthesia palm sweat
(@ scopophobia menstrual irregularity @ lumbago absence of school numbness of extremities @ persistent mild fever @D fever (>38 C)
@ concentration drop @) memory disorder @ orientation disturbance @ dizziness/syncope @) hypersomnia @D sudden sleep attack delusion
decreased

scholarship 3
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widespread pain
headache attacks
lassitude/weakness
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widEspread pain

100
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locamotion numbness
systbm arthralgia e 60
distéirbances myalgia/muscle weakness 50

involuntary movement
recurrent constipation/diarrhea
abdominal pain

irritable colon syndrome

S

o
Vo)
o

gastfointestinal
distfirbances

=

o|
(S
o

resgffatory respiratory distress/hypercapnes e /]()

distfgbances asthma e ) ()

endftrine metrorrhagia/menorrhagia . 2
dist@rbances hypermenorrhea e 3()

- apathy 90

cataplexy 80

insomnia 80

memory disorder 80
- dizziness/recurrent syncope 70
/ “ S \ loss of concentration 70
[ coglitive anxiety/impatience 70
\ dysl.mction phonophobia e 50
\ disorientation . /1)
S L - s scopophobia . /1)
photosensitivity reaction /photophobia . /]()
delusion . 30
convulsion E——— ) () - . :
bulimia nervosa  E——— ) () Cognitive dysfunction is the most frequent
pseudopsia/hallucination === 1() and severe manifestations in these 10 patients.
violent language === 10

- roaming
refusal to go to school as a neurotic symptom

o

80

[ recurrent fever 70
Seripusly affected decline in | . bilit

dait}-living ecline in learning ability 70
actifities palm sweat 40

hypothermia <36°C

20

o

100

(IEBRE, CT, MRI, EEG = NN L ERG@ER)
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Cervarix/Gardasil
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B {# mEEE (POTSHR)
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(OR CRPS#)

vaccination

HANS: Human Papillomavirus Vaccine-associated Neuroimmunopathic Syndrome
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Human papillomavirus vaccine-associated

Neuroimmunopathic Syndrome (HANS)

Subacute Autonomic, Endocrine and Cognitive Disorders
after Human Papillomavirus Vaccination (SAECD)
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HANSISEIEF R ICBHSER ChHD

CRPS: Complex Regional Pain Syndrome.
POTS: Postural Orthostatic Tachycardia Syndrome: allodynia (-)
= memory disorders / cognitive dysfunction (-)

HANS

ERRREE, BURE. STEE. J\NA. FHSES. .
o B8/ IR
Bh. SLEH. SEH. LB, KRS BIERE /RE/BE/ KR
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BENEREREE, AWK, AR, 8RR - ARNIE. yZ —
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HPVD U F 2 gl g E D ERILLER
EEEEEEE——————————,

EERH 1,635,768 7,632,759 8,898,150
EIEAM 630,000 2,670,000 3,380,000
Bl ISEIE (D 1,730 8,243 FREDHREH: 2,600)
B RIS () 11,529 19,359

}EFE1,000 A\ 4 -UD
2 5 Rt 451 8

581,000 A Y=Y
#EEH: 9,126 ~ 10,478

DK: DHMA, Drug Analysis Print: Data lock 2015/7/31
UK: MHRA, Case Series Drug Analysis Print: Data lock 2015/6/5
JP: PMDA BI4E T —%~—X : Data lock 2015/4/30
17



SOCIIB it Fov—4H HH % 252 R T % A4¥YR % %

6 RAEE 238 3.8 [RLAE-FERE 108 5.2 mEEE 436 3.
7 REE 209 3.3 M&E-U/RREE 100 4.8 |FEORSS-HOSR-4iFRAEE 370 2.6
8 IR 2% - K2k - MiEES 176 2.8 BEEER 94 4.5 IREE 281 2.0
9 DEEE 119 1.9 RERES 60 2.9 FrEE 232 1.6
10 R fE - FERSE 119 1.9 FRIR3R- R - HEfEER 42 2.0 BRERERE 185 1.
&t 6,279 100 2,092 100 14,300 10
(2006/2/7~2015/2/26) (2006/11/23~2013/9/20) (2008/9/1~2012/7/31)

o BIRMIHBEHNEECSU),
o BIXE->TE. 1~5MDESHEENEF LT, <consistent pattern>Z5m8HD.
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HPV genome

L2
i3
Early genes Late genes

£1 Replication L1 Major capsid protein
£2 Replication and transcription 1.2 Minor capsid protein
£4 Virus release
£5 Control of cell activity LCR
£6 Binding to p53
£7 Binding to pRB Promoter and enhancer elements

ramscEYECTLOES

Immune Therapy for Human Papillomaviruses-related Cancers
(World Clinical Oncology, 2014;5:1002-19)

Non-keratinised =~
stratified squamous Lo =
epithelial lining cells |

ES
E6

g

E2
Normal Infected Expression of
epithelium epithelium viral proteins

Non-keratinised , & &S0
stratified squamous & &
. . .. o P o

epithelial lining cells

Infected epithelium
Cellular immune response against HPV.
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( Secretory IgA A W Immune exclusion Anti-inflammatory _
/ _ properties o,' lomeostasis
S s Pathogen bacteria commensals
T==- & Commensal
2 bacteria
- s o3 | 3
virus - /
° 'S:‘ ‘ .8
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gy

Semi-mature \
Lamina propria CD11¢/CD11bDC . S
/ Peyer’s \Na"ve T ce"s" 7 Thymic stromal
patches IL-£TEF - — lymphopoietin
SRS @ IL-6, IL-10

Polymeric IgA

plIgR: SC + transmembrane portion
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L1-VLP antigen
HLA DPB1*0501
Adjuvant: AS04

BoREhES

!

BERTFEB-FER | CVO
L TN ol BBB N

,

Subacute Autonomic, Endocrine, and Cognitive Disorders (Kuroiwa)
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RALSE CXIERZ 2

o MWIERE o XIREZX
Methyl-prednisolone Pulse Therapy Bronchodilator
(phosphodiesterase inhibitor)
Plasmapheresis / Absorption Theophylline
Immunosuppressive agents Anti-depressants
: Paroxetine
Prednisolone _
Duloxetine
Cyclophosphamide / MMF Anti-convulsants
Pregabalin
| Lamotrigine
Cytokines, Cytokine-R Topiramate

Inhibitors . :
Dementia therapeutic agents

Memantine

* The final prognosis of HANS is not known at this time.
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