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Amyloidosis in animals: transmissibility of systemic amyloidosis
Shu-ichi IKEDA, Keiichi HIGUCHI, Takane MATSUI, Tokuhiro ISHIHARA

From Third Department of Medicine (Ikeda) and Department of Aging Biology, Institute on Aging and Adaptation,
Shinshu University School of Medicine, Matsumoto, Department of Pathology, Obihiro University of Agriculture and
Veterinary Medicine, Obihiro; First Department of Pathology, Yamaguchi University School of Medicine, Ube, Japan.

ABSTRACT
It has been shown that amyloidosis in mice (scnile mouse amyloidosis) is markedly accelerated when the animals are
given the purified amyloid fibrils. This phenomenon suggests that some forms of systemic amyloidosis can be
transmitted from one individual to another, but its precise mechanism remains unclear.
In domestic animals, especially in the aged caws systemic AA infrequently amyloidosis occurs, If this amyloidosis in
cattle would be affected by transmission, it might produce a serious social problem, It is required to investigate the

prevalence of cattle amyloidosis, paying a special attention to the phenomenon “transmission”.
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SHII, 2O TILBAWOS T v 0y EITRL D, misfold 3 N7:45FTldA CIEHFIS folding &
NEGT2RETLECIMENREL R LD, Theik, EFID folding SR 5TF 2L, £k
unfold ¥ A IEH BT 2 F e MFBRBEHOTHY L2HR. LOfBRIlEBY 20 v I W a1
R L. "Unfoldin™ & &% L 720 KT invitro KO invive (28T 5 5E A BREBIN ORE, ¥y
FADGF ROy E LTOREEHA TWE I ERFRIRE N,

The unfolding and proteolysis of a cellular prion protein in its metabolic pathway
Kiyotoshi KANEKO, Yuji SAKASEGAWA, and Naomi S. HACHIYA*

Department of Cortical Function Disorders, National Institute of Neuroscience,
National Center of Neurology and Psychiatry, Kodaira. Tokyo 187-8502 Japan. *CREST-JST

ABSTRACT
We identified an ATP-dependent chaperone isolated from Saccharomyces cerevisiae denoted “Unfoldin™. This protein is
an oligomeric form of actin-interacting protein 2 (Aip2p). Unfoldin formed a homo-oligomeric complex consisting of
10 to 12 subunits arranged in a grapple-like structure ~10 nm in diameter with a ~2 nm opening. Unfoldin adopted an
“open state” in the presence of ATP and a “closed state™ in its absence. Only the “open state” captured F-actin and
facilitated the formation of the protease-susceptible circular form of F-actin. This property was promoted by ATP
binding but not its hydrolysis, Overexpression of Unfoldin induced multiple buds in yeast cells, and its depletion
interfered with cleavage furrow formation during cytokinesis. Unfoldin localized to the periphery during the stationary
phase and to budding sites along with Cdcl1p in the septin complex during log phase. During cell division. Unfoldin
surrounded the bud neck where the most significant substrate modification activity was observed. Finally, the protease
susceptibility of F-actin purified from the bud neck decreased in a strain lacking Unfoldin. Together. these properties
suggest that Unfoldin alters the structure of F-actin and facilitates the reorganization of F-actin during the cell division

cycle.
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LA L&A s, 460 unfolding TG IZIER 2 folding S L7250+ (PP #EMETEBEEZLNLT:
B GEEDLHSN TV A misfolding BAH AL T2 —MME 5T ¥~ 0 OFEEICIEES LE v,
Al TOLIRERSF L unfolding it % RIETAHRPF L+ RO L LT, BEERHL VT
F [Unfoldin] % FET A &I L 7o A4EREIZ. Unfoldin O HIRZPIE)REIE OFV - A HARBE O FFANC ¥
L EIT o7,
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PreC % unfold § A EM LRI T B 20 DB A% . cerevisiae & F\WTHEIL L (unfolding assay) B FE &
5 L 72 [Unfoldin] % At i 8L L. 2 O RS RERIE DN A in vitro TOIEWEIRE L 720 72, invive
(2511 % Unfoldin OEHEMETEIE 2 RET T 5720, BERHANLIZEH B Unfoldin s8 f£F-0 knock-out <8 5
FEIHEE D gene modification 2 & AL MG L7,
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Fr OMESER RS E2GT LMD 578 Factin & OME R %85 L72# R, Unfoldin (3 ATP
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FAME LML (SSPE) OBFEEIEVETTEN IR TRV, SEREERTH
BLENTHBA )T 70 A (INP) OAEGELHVANAERRSLD L ERT
WBA L F—T7x o DFENESPEREL > L bHRARBH L EATHDS, AHTIN
SOIERNEET IR TLRAELRER LT, £l TIRoDBROEHNZEEEZMND H
f0T. SSPE L 2HiEn LROEREZIT-7- 3 9FIc > W THRE L, FFli3 2 2 oK
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Follow-up study of combined treatment of inosinpranobex and interferon in subacute

sclerosing panencephalitis (SSPE)
Kenji NTHEI, Kuzuu IINUMA and Eiji OKA

Department of Neurology, National Center for Child Health and Development
Department of Pediatrics, Tohoku University
Department of Pediatrics, Okayama University

ABSTRACT
Though the therapy of SSPE has not yet been established, it is said that the combined

treatment of interferon and inosiplex is the most useful at present. Since this
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treatment was approved in Japan, 4 yéars passed. The long-term progress of this
treatment was not investigated. = We studied 39 samples who were diagnosed as SSPE
and were carried out this treatment. The evaluation was carried out in the clinical
manifestation score.

Cases of showing the improvement tendency were 7 cases (18%). Though it
deteriorated temporarily, cases of showing the improvement afterwards were 3 (7.7%).
Though it was improved temporarily, cases of deteriorating afterwards were 4 (10.8%)
Cases who did not show any clinical changes were 7 (18%). Cases of deteriorating in
spite of the treatment were 18 (46%).

The case of showing the improvement was observed at 30%, even if it is observed
long-term, and it seemed to be the useful therapy. However, though the improvement
was temporarily shown in the other, cases of deteriorating afterwards and cases of
completely does not react for the treatment were observed at 60%.

The development of the treatment for SSPE is desired.

I oHiz)

SSPE (dBEB VAN AIZ LD & FOBRM T A L RBYSEORKMNLRERATH D, B2 L
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MRSEEA TN,
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SSPE (3 BETHLTHRAROERTH DN, 44EFNA / T T /<7 ADRNBE L
A E—~Txa L OBEOEESTAL &, ot bESAVLATHWSIEHETH D,
LA L, ThECEMCAVEFOFERICOVTORY D2, SR OBRIFO RN
REPHEIC OV THL BRI TREZT2 1

(HiE)

BRORIEY: L BT 6 SSPE ¢ B ST, A /7Ly A%50—100mg
Jkg/ AR BEO#E A F—7 20 o % 100-300 HHAL/E, 1 — 3845 BEFERN.
BHHVIERENEE L TOBER, 39 il oW TERREBE K A 2 7 2 v TR L7,
SEMfIL 2 2 EOMmKERE b BT (04R) L, TOBHAZBER T L L, L
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ABSTRACT

A clinical investigation was made on 11 patients with subacute sclerosing panencephalitis (SSPE) from the
viewpoint o clinical safety for use of combined therapy of interferon and ribavirin in Japan. The change of NDi
cliniéa] score after this therapy showed improvement in 7 patients, unchanging in 2 patients and worsening in 2
patients. There were no remarkable correlation between the effectiveness and the term before starting this
therapy, Although it was effective or not, patients who had suffered measles before their first birthday showed
high score in NDI clinical score after therapy. Rbavirin therapy caused no severe effects. Sleepiness, fever, lip
swelling, general fatigue were noted. For the purpose of establishment of this therapy as safe and effective
treatment for SSPE, further studies are necessary on the role of ribavirin in the pathogenesis as well as its
effects in the CNS.
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