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In mouse senile amyloidosis, apoA-Il polymerized to amyloid fibrils (AApoAID and deposited
systemically. Using mouse senile amyloidosis, we studied the vertical transmission of amyloidosis.
AApoAll isolated from aged R1.P1-ApoaZ¢ mice were injected intravenously into 2 months old
female R1.Pl-ApoaZc mice. 3 months after injection, the female mice in which amyloidosis was
induced were mated with male mouse that has no amyloid deposition. Senile amyloidosis in the
mice born from amyloid-depesited mother mice was accelerated significantly. At 4 months of age,
AApoAll fibrils were detected in the intestine. The mice born from control mice and lactated by the
mother mice in which amyloidosis was induced also had AApoAlI fibrils in the intestine at 4 months
age. On the other hand, the mice born from amyloid-deposited mice and lactated by the control
mother mice had no amyloid deposition at 4 months age.

These results indicate possibility of vertical transmission of AApoATl amyloidosis by way of milk.
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Transmission of the Pathological Structure of Protein in Amyloidosis
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We had studied the transmission of the pathological stricture (amyloid fibrils) of proteins using
mouse models of amyloidosis. In mouse senile amyloidosis, apoA-1T polymerizes to amyloid fibrils
(AApoAlD and deposits systemically. Here, we found that the incidence and the degree of
spontanecus AApoOAIl amyloidosis increased year after year in our mouseroom in Shinshu
University. This result suggested the possibility of horizontal transmission of amyloidosis, We
studied the induction of AApoAll amyloidosis by various human and mouse amyloid fibrils that
were isolated from human and mouse tissues and formed in vitro from synthetic peptides and
recombinant proteins. Induction by human amyloid fibrils indicated the cross-species transmission
of amyloidosis. Co7BL/6 mice were injected subcutaneously with 1.0 % AgNOz and intravenously
with various human and mouse amyloid fibrils. We observed the induction of AA amvloidosis by
injection of various amyloid fibrils and indicated the transmission of AA amyloidosis.

These results suggested that the invasion of exogenous substances with amyloid fibrils like
structures in foods and environment may act as seeds and trigger the conformational change of
endogenous amyloid proteins to polymerize into amyloid fibril. It is urgently necessary to verify
the horizontal transmission in another amyloidosis and examine amyloid fibril like-substance in our
environment.
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Acceleration of murine amyloid by transferred amyloid-laden graft

by
Tokuhiro ISHIHARA *
Dan CUL*, Yoshinobu HOSHII*, Hiroo KAWANO*, Mutsuo TAKAHASHI**,
Toshikazu GONDO*, Hiroshi MORIMOTO **

From
*Radiopathclogical and Science, Yamaguchi University School of Medicine
®Department of Surgical Pathology, Yamaguchi University Hospital

We now report that experimental murine AA amyloid deposition is accelerated by transferred
murine amyloid-laden graft. The recipient mice were divided into two groups. Group 1: Murine
amyloid ( AA type)-laden liver grafts were transferred to health recipient mice. From the next dav,
the recipient mice received daily 0.5ml of 10% casein injection, and on the 7th day, they were
sacrificed. Amyloid deposits were detected in 5 out of 5 recipient mice, and was AA type. Group 2:
Murine amyloid { AApoA I type)laden renal grafts were transferred to health recipient mice. The
recipient mice were kept without any further treatment. After 12 weeks, the recipient mice received
daily 0.5mi of 10% casein injection, and on the 7th day, they were sacrificed. In the spleen amyloid
depositions were found in 3 cut of 4 recipient mice, the amyloid deposits were classified as AA type.
In the tongue, the skin or in the intestine, amyloid depositions were found in 4 out of 4 recipient
mice, the amyloid deposits were classified as AApoA 1T type. No amyloid deposits were detected in
control mice.

These results indicate that experimental murine AA amyloid deposition is accelerated by
transferred murine amyloid-laden graft.
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The study of therapy of brain A 8 amyloidosis

by
Mikio SHOJI*
Etsuro MATSUBARA*, Yasuo HARIGAYA**, Takeshi KAWARABAYASHI **,
Masaki IKEDA**, Shunsaku HIRAT**, Koji ABE*

From
*Department of Neurology, Graduate School of Medicine and dentistry,Okayama University
*Department of Neurclogy, Gunma University School of Medicine
**Tokyo metropolitan Neurological Hospital

We developed transgenic mice models showing human brain A 8 amyloidosis and evaluated can-
didates for curative therapy using these mice models. This examination consisted of 3 experiments:
1} A B 42 vaccine; 2) brain injection to of human A 8 amyloids with abnormal conformation ; 3) mela-
tonin treatment. Treatment with A 342 vaccine decreased 43% of accumulation of brain amyloid
fraction of A 8 42. About a half of mice treated with A 8 42 peptides died. Further evaluation of side
effects of A 42 vaccine is necessary. Purified oligomer of A8 from Alzheimer’s brain was in-
jected into Tg2576 and control mice brains. Injected A8 amyloids are protease resistant for 5
months. About 60% of A8 amyloid injected mice showed increased amyloid burden suggesting
that once A8 amyloids with abnormal conformation enter into the brain, amyloids persisted long
time and induce acceleration of the brain amyloidosis. Melatonin significantly inhibited the brain
amyloidosis indicating rapid clinical application for treatment,
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