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A Report on VIIIth International Symposium on Familial Amyloidetic
Polyneuropathy and VIIth International Symposium on Liver Transplantation
in Familial Amyloidotic Polyneuropathy

Yukio Ando

President of the Meetings in Kumamoto, 2011
Department of Diagnostic Medicine, Graduate School of Medical Sciences, Kumamoto University,
1-1-1 Honjo, Kumamoto 860-0811, Japan

VIlIth International Symposium on Familial Amyloidotic Polyneuropathy (FAP) and VlIth International
Symposium on Liver Transplantation in Familial Amyloidotic Polyneuropathy were held in Kumamoto
November 19-22, 2011.  As the satellite symposiums, IInd International Symposium on Transthyretin (TTR)
was held in the same place with 27" International Kumamoto Medical Bioscience Symposium November 23,
2011. In the FAP symposium,165 abstracts have been submitted and 7 key note lectures, 7 symposiums
including 22 presentations, 2 plenary lectures were presented.  Three hundred and thirteen participants from
19 countries gathered to the symposium. Compared with the past 7 FAP meetings from 1989, this
Kumamoto FAP meeting became the biggest one. We had 5 symposiums as described in the follows.

1. Amyloidogenicity of TTR related amyloidosis

2. Organ specific impairment in FAP

3. Development of essential therapy for FAP

4. Regional differences and similarities of FAP

5. Exchange of the information about liver transplantation for FAP and domino transplantation moderators
In each symposium, several new findings were presented. Especially in the symposium on development of
essential therapy for FAP, 10 promising therapeutic research projects were demonstrated.

1. The long-term effects of tafamidis for the treatment of transthyretin type familial amyloid polyneuropathy
(Suhr O, Umea University, Sweden)

2. Doxycycline plus tauroursodeoxycholic acid for transthyretin amyloidosis: a phase II study (Merlini G,
University of Pavia, Italy)

3. Safety and efficacy of long-term administration of diflunisal to familial amyloid polyneuropathy patients
(Sekijima Y, Shinshu University, Japan)

4. The diflunisal trial: Study accrual and drug tolerance (Berk J, Boston University, USA)

5. Natural polyphenols as modulators of TTR amyloidogenesis: in vitro and in vivo evidences towards
therapy (Almeida M, IBMC Instituto de Biologia Molecular e Celular, Portugal)

6. Phase I safety, pharmacokinetic and pharmacodynamic results for ALN-TTRO1, a novel RNAi
therapeutic for the treatment of transthyretin amyloidosis (Sah D, Alnylam Pharmaceuticals Inc., USA)
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7. Gene therapy with siRNA/ShRNA for familial amyloid neuropathy (FAP) (Yokota T, Tokyo Medical and
Dental University, Japan)

8. Clinical development of an antisense therapy for the treatment of transthyretin-associated polyneuropathy
(Monia B, Isis Pharmaceuticals Inc., USA)

9. Antibody therapy for familial amyloidotic polyneuropathy (Su Y, Kumamoto University, Japan)

10. Systemic delivery of transthyretin siRNA mediated by lactosylated dendrimer/alpha-cyclodextrin
conjugates into hepatocyte (Hayashi Y, Kumamoto University, Japan)

Although liver transplantation has become a well-established treatment for halting the progression of
FAP-related clinical symptoms, no truly effective therapy has been designed, and several problems related to
its use have arisen (1, 2). We cannot use liver transplantation for FAP patients as long-term therapy for the
following reasons: (1) Medical care before and after the surgery and the surgery itself are extremely
expensive. (2) Patients who have received transplants must continue lifelong administration of
immunosuppressants after the surgery, and these agents may have adverse side effects. (3) Carriers of the
amyloidogenic transthyretin (ATTR) gene who have no clinical symptoms cannot undergo liver
transplantation before the onset of the disease. (4) Clinical symptoms of FAP that were present before the
surgery continue to occur after liver transplantation. (5) The worldwide shortage of liver donors means that
all FAP patients cannot undergo the surgery.  (6) In addition, after liver transplantation, a part of patients with
FAP ATTR Val30Met or other types of FAP have been reported to develop ocular disorders, caused by
vitreous amyloid deposits, and central nervous symptoms, because of leptomeningeal amyloidosis, as an
effect of continuous TTR production by the retina and choroid plexus, respectively. In addition, in advanced
FAP patients, neuropathy gradually progresses even after the surgery. To overcome all these problems, we
must develop a new noninvasive essential treatment.

The following methods can be considered potential FAP treatment strategies (3-5)(Table 1): (1) reduction
of variant TTR levels in plasma, (2) down-regulation of TTR gene mRNA, (3) inhibition of amyloid
deposition, (4) stabilization of the tetrameric TTR structure and (5) replacement of the variant TTR gene with
the normal TTR gene (which can be achieved by liver transplantation or by gene therapy) (Table 1).

Several therapeutic research projects presented in the symposium on development of essential therapy
for FAP will become the clinical tool for slowing down the progress of FAP.

In the afternoon of November 22, Samurai Tour was held. First we moved on to the outside of
Kumamoto by bus. We had BBQ lunch and fruit picking. Thereafter, we visited Gohyakurakann and
Reigenndo where Musashi Miyamoto wrote Gorin-nosho. Musashi Miyamoto was a very famous samurai
soldier who wrote Gorin-nosho 300 hundred years ago in Kumamoto. In this book he wrote how to fight, how
to control the emotion, and how to behave as a Saemurai soldier. This book was translated into English and
became very famous in the worldwide especially in 1970s. Most of the participants to the meetings joined
the trip, and enjoyed the atmosphere and scenery of outside of Kumamoto.
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