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Patients with dementia with Lewy bodies (DLB)
present various symptoms such as cognitive impair-
ment, visual hallucinations, parkinsonism, etc., and they
may visit neurologic or geriatric divisions. We analyzed
clinical differences among DLB patients seen in a geri-
atrics (n=10) and a neurologic divisions (n=10) in
Fukuoka Prefecture, comparing their mini-mental state
examination (MMSE) scores, incidence of visual hal-
lucinations and parkinsonism, etc. Half of the geriatric
patients developed visual hallucinations as a foreground,
and parkinsonism was lacking in 4 cases out of 10. In
contrast, the neurology patients exhibited parkinsonism
from the initial stage in 5, and parkinsonism was ulti-
mately evident in all 10 cases as the core symptoms.
Our results suggest that the geriatrics patients have
predominantly occipital cortex lesions, while DLB in
neurology patients is of a brain-stem type closely re-

lated to Parkinson disease.
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* Pathophysiological hypothesis for neurological disorders occurring after human papillomavirus vaccination.
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TRENFL H585% 555

an

BRI ET D,

®REE - BB HMR © posterior and lateral
hypothalamus.

DSy - 03T~ 3 VPR perifornical
and lateral hypothalamus (locomotor stepping),
medial hypothalamus (flight-directed locomotion).
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BERDOOWE, C. BEZR-O©DH#E, D.
BEIR aE—2 a3 VROORELEIRET 5 &,
[HPVY 2 F SRR A MR E | D% % 7 FRIRE
WIEHIR VEBOHPYY 7 F » Bl | e E
AL WIEFHREEREE S L CHBTRE T
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should come from the unconscious, somewhere
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L E-7:. Sigmund Freud”%s - 7> “somewhere”
CEDKTECH D, EFEOFELTIT4TEE
®decision making process (How can our brain
make a decision?) 753 5. (1)K FHEFOE &M
B hE 123D 72 AR FE 9 LT (instinct-oriented de-
cision, choosing survival instead of death). f&
%R D O D ght CH BB KEr HH;T 5
DHMright T 5. Fight b frighth T & 2 ViRl
TCldfreeze# HIRT 5. (2) KIMEEH O B H)
BRI 2D 72 T (reward-oriented decision,

choosing gain instead of loss). BEIMYIZFRETO
HLLDEFRL T, Z0EDOEERL G,
(3) KHpoBAF 5 O A 12 3D\ 72 Pl (emotion-
oriented decision, choosing likes instead of
dislikes). BEIRAYIFE 20 D& #ERLT, Hew
b DOEFEIRL v, (4) KINATEHATEFIC L A3
PR 30\ 72 {7 (reason- oriented decision,
choosing reasonable idea instead of unreasonable
idea). WOHEALOW Y ONH AL L, (1)IXHEY
W (A T BHR T EAS,  2)TTCHRERMRN T
& BRI, (3) IXIFLIAFIN T d> % KAk
SIS, (4) ILHTIFLEERN C & 2 KM 5 B A
5% % decision making process T v, (1)—
(2)—(3)—(4) DI |- decision making process %
HELEZRTCEIzOTHA S (B6). Zhb4n
¥ = ORT, BURTERPEST 2D T
e, HAERIRT D i b HARNY A TE) T (instinct
oriented decision) TdH 4. K FEFAE T 5
FAARRAS [ AR LI BT LIAYZ
ZiEhb,

Y, B, B, R, OCRE, FH, M, 80
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I T T b A HDE SISHR THRIC X 5 AR




851576

TFENEE 558572 B 5 &

Admh (AN - BEHEENAN)
TR T AR

€ e 4
KR EE A

MR L o it
KB FR

FmFLARR
AR e B

LR GEMEA)

e "
WFE 2L 2B TR B (15 AN

{ o
\EEET
N () [

e @

6 YT —= L BMOEw—IFRER
(AAD s - B 2 - R2UR OB bE 7. FIEE - AR 15 - 36

M. AT RROBUNMEG  ELo—DDTER. WEROLHRYE. Z0kiF

Al R RERER & O SRS )

7 (3£4R) (instinct-oriented decision, choosing
survival instead of death) TH 5. ThbHn+
P —IIETRPY 7 3V — (—A@AWSZHREM) &
GPCR(G &HBHIEZHMW) 25 - LT A. TRP
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TR, 3 N, FROTTEZ OV TWIT &
v, EREREE, BITHREEREE, (ERTFIE T R
LsoChwé, BEFOREMHTEERD
TER, BEERCOMmY, e RS (TE2R0
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Morvan i (E#E (FIVGKCE A RITiRp R 4),
SRR 2, ZEMEILAE, Guillain-
Barréfie e, (2PERMEIEZ TRAAT A, HED
TI9E.

@R AR RE (LRl 2R ORE) © Hudil
RBIE A R (S2HLHE, FUR), YoltfhRaE
WS mRIE (- B R, SRR, 7LAR), BRBCRANA
(SEAHE, LR, Ro{LHGEE), 7V oru—
X A-ZF 7 11— X AJEGERE (FLKE), amphiphysin
R 4 SRR AE (T (FLIR) . R IES M i e
B (EMEROME) CTlE, =2y oiisEo
PURER = 3855 T S bufk (BiYolifk, PiRibLik,
PLHuHLE, PiMabiff), =ao-—orofifgiEo
PUR R & 3835 5 iR (TUEMARTF A ) 7 4
F ¥ AVHUER, HINMDARIZ V% 3V ERZ 4k
FUR) MO NTE Y, PUERAIZS AR CH
FMNEOBIZE S L, MR osE4 - M
WG L T LIRS Tn s,

®F DA ALY B EBOE, A% B TR AR
BE, WRAEREE, 1BMESEMERE, Gulf Wardi
Tele, JEEUEME T AP AERE, BNMEYS, Fabry
i, SRR E, ROARIHE, AU
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THPVD 7 F Bl s i e ) & s fe
DIEBEIIEMEA S 208, FEEdET 5
&, [HPVT 7 F RS MR E | O 8E 3%
PTHBENT, BO»DE L EEST, HE
L0 % % EORIERB A S L0l LT,
IRAERIRAE D BB XL R T, BEN - HEM
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—_HPVU TF

sensor network)

HMEAHESBEICSII2MERNEMBE VT - £ —HRO2y FT—7
f&= (impaired circumventricular astroglial-endothelial barrier with TRP family

BRTE - AEHRE Y NT—T DV F T X - RRFHEEES (synaptic and
receptor disorders of the hypothalamus and its limbic networks)

4K R XA 2h 5L B IEMEETIEDSRA S IBELAEE (chronic progression
of neuro-endocrinological symptoms and signs, consisting of four domains)

HPV7T ¥ F L EE# EES

(neurological disorders occurring after human papillomavirus vaccination)

8 [HPVD 7 7 iEEthtiEEE] INZREHEE ORI, SIEED

T, & TR AT BERERTLLEZHPKEL
Bhh, Thbt, WETZN- T ERECH
EORMITEDL. [HPVY 7 F A MEE
EIEHEEIZAGNE [V 79 AMe] 13
MERTBIECIXE LD THTH b bW« #ij
THEFE LA, THPVT 7 F v B |
DT 4V — RIFRIISUR TR EOmET
HY, BHERRRED T T A4 <) — SRR -
TR RO E L ZZ 5N b,

[HPVD 7 F ik E] &
HEEFEGRBEDESE, S1EE S

INFTHRRCELLHI, [HPVT 7 F U3
T % A R BE ] o i 35 7 19 2 BT (anatomical
diagnosis) 1318 TH#6 - 308Gk A v b7 — 27 OFf
P 5 L (neuro-endocrine disorders of
hypothalamo-limbic networks) Td» % . [HPVY
7 F VR | OBE S N A IRAEIE
7 (etiological diagnosis) & LT, & IZHPVY
7 F VERRICA U MAEMNE - Mg M o
& E (chronic vascular endothelial and blood-
brain-barrier impairment after HPV vaccination)
ERDEZTCNDL, — IR M & e -
BHTsT s Folme LT, INETTAFY
T — )VEE b ) 7 4 (sodium deoxycholate), 2
V& 3 U M) A (monosodium glutamate),
R = |80 (polysorbate 80) 7z &A% H M
TBY, EE, YV~ 8OIXHPVY 7 5
J12b & F N T A (Vaccines and the Blood-

Brain-Barrie by David Rothseum, 2009). &3
[HPV 7 F v {ih e ommgdm e L
T, R P o E B PR E (circum-
ventricular organs : CVO), BI%& [Hxo %]
(window of the brain) (2 #t) % &N KD &
F)T kMot b =27 (A7)0
[% 22 (vascular endothelial and glial sensor net-
work damages) # 2 L T4, fEEEXICE
COBLELTOLHIC% (K 8). MK THA
B CE CHERBGRE, A [HoEIIE4 KR
FX A 2T D BEME - MW - SER, &
T AER, BRREMEER, FRINHEEPIER & B
Ay P2 BBE LTS (K 9).

[causative flow] 4L H (HPVT 7 F- ).

[pathophysiological flow)

OMERBEZREIC BT 2 MENEME 7)
7oy v b — 2 EE (impaired
circumventricular astroglial-endothelial barrier
with TRP family sensor network) .

OETE - DR AY NT—=2 DV FT A
ZEARHERE R (synaptic and receptor disorders
of the hypothalamus and its limbic networks).

[symptomatic flow]

4R VAL 2D e BB AT IEORWNEN 733
J8E[E 15 (chronic progression of neuro-endocri-
nological symptoms and signs, consisting of four
domains) .
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< Abstract>

We had proposed a new syndrome, HANS (human
papilloma virus[HPV] vaccination-associated neuro-
immunopathic syndrome) in 2014, The latent period was
often longer than 6 months, between the first HPV vac-
cination and the time when HANS patients began suf-
fering from a number of symptoms. Such a delayed
onset of adverse reactions is very unusual in those af-
ter vaccination against viruses other than HPV. We
noted four symptomatic domains ; (1) autonomic, en-
docrine and inflammatory symptoms, (2) emotional and
cognitive symptoms, (3) environmental hypersensitiv-
ity and pain symptoms, and (4) locomotion and motor
symptoms. Clinical symptoms associated with the four
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domains not only overlapped within a single patient but
also existed across patients. The important symptoms
claimed by each HANS patient were sleep disorders
(insomnia, hypersomnia, and narcolepsy-like sudden
sleepiness), fatigue, memory impairment, environmen-
tal hypersensitivity (photophobia, phonophobia, hyper-
osmia and hypergeusia), headache, widespread pain,
locomotion disorder, involuntary movements, and loss
of consciousness. The convulsive seizures in HANS
were associated with lacrimation, tachycardia, dilated
pupils, shivering, respiratory distress, and altered emo-
tional behaviors, and were similar to autonomic dien-
cephalic epilepsy (Penfield syndrome) described by
Penfield, and the cingulate epilepsy syndrome due to
excessive cingulate activity. HANS patients with ex-
treme photophobia were wearing sunglasses regardless
of day and night. This “sunglass sign” was very helpful
for differentiating HANS from other diseases such as
fibromyalgia, or chronic fatigue syndrome, which usu-
ally lacked this sign. Their symptoms led to a distur-
bance in daily activities, and a decline in academic per-
formance. Use of a wheelchair and/or a cane was fre-
quent. HANS patients clinically mimicked torpor-like
state in animals. Central activation of the Al adenosine
receptor (A1AR) has been known to influence auto-
nomic regulation of brown adipose tissue thermogen-
esis, and to induce a hypothermic, torpor-like state in
the animal. Theophylline is known to block central
AIAR activation, and was useful for symptomatic relief
in some HANS patients.

Recent Japanese study objectively determined the na-
ture of HANS disorders by use of single photon emis-
sion computed tomography (SPECT), endocrine func-
tion tests and electroencephalography (EEG). SPECT
images indicated profound hypo-activity in the thala-
mus, as well as prominent hypo-perfusion in the ante-
rior cingulate cortex. Diurnal variation test in ACTH
and cortisol concentrations showed absence of circa-
dian rhythm. Other endocrine function tests also sug-
gested hypothalamic dysfunction. EEG showed abnor-
mal generalized paroxysmal bursts of large sharp waves
or small spikes in HANS patients.

The hypothalamus integrally controls autonomic, en-
docrine, and neuro-inflammatory regulations, and is con-
cerned in certain elements of behavior and emotion. Hy-
pothalamic command signals are responsible for the driv-
ing of locomotion. The hypothalamus is known to reduce
nociceptive pain, and is the site engaged in the circuitry of
pain modulation. Therefore, the likely focus in HANS
should be on the hypothalamus and the circumventricular
organs around the third ventricle, characterized by leaky
blood brain barrier. The most critical question concern-
ing adverse reactions after HPV vaccination is whether or
not they are psychogenic. We are now confident that
HANS disorders are not of psychogenic origin but are
derived from neuro-endocrinological disorders of hypo-
thalamus and its limbic networks.
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