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D
What Is

Intractable Disease:
“Nambyo”?

- Definition of “Nambyo” -




Authoritative Opinions of Specialists on

the Characteristic Features of “Nambyo”

In April of 1972, the Diet formally asked the following two experts to give their
opinions on “Intractable Diseases (Nambyo)” in general.

Shigeo OKINAKA (1902~1992)

Professor of the 3rd Department of Internal Medicine, University of
Tokyo, and President of the Japanese Neurological Association.

1) Hardly (or never) recovered,
2) Unknown etiology,
3) Heavy burden on patients and family’s mind and economy

Hirotsugu SHIRAKI (1917~2004)

Professor of the Neuropathology, University of Tokyo, and President
of Japanese Neuro-pathological Association

1) Unknown etiology
2) No established therapy
3) Chronic and progressive clinical course




In 1972, the Ministry of Health and Welfare
enacted the “General Outlines for taking
Measures to deal with Intractable Disease

[Nambyo]” which was first established in the
world. The extent of Nambyo was proposed
as follows, based on the experts’ opinions.

1) Unknown etiology, Un-established therapy,
and Frequent after-effects.

2) Chronic course, Heavy burdens in terms of
economical, psychological and physical issues.

Attn: At this stage, there was no concept of “rareness”
In the extent of Nanbyo. More than 25years was
needed until “rareness” was added to the extent.



In 1995, the Ministry of Health and Welfare
revised the definition of intractable diseases

(Nambyo) as follows, under the suggestion of
the Special Committee for Discussing
the Future of “Nambyo”

1) Etiology is unknown --- degenerative disease etc

2) Frequency is low (*) --- rare disease

3) Therapy is not established ---hardly curable

4) Economical, psychological and physical burdens
--- progressive course / necessity of heavy care

5) Diagnostic criteria should be established

--- Specialists should collaborate each other
(*) : Total number of patients should be less than 50,000
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Past

- short history -




Two Streams of Measures for supporting “Nambyo”

1) SMON stream

1958 A case report of “after diarrheal neurological signs
and symptoms,” later named Subacute Myelo-Optico-
Neuropathy (SMON)

1960s SMON patients gradually and steadily increased in
nation-wide fashion.
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SMON Patients were distressed by Malicious Rumors

1964~1970 ¥ A4 1, Hm,;y{'
Pandemics of SMON in Nagano, ‘
Saitama, Okayama, supports an
“Infection theory” of SMON.
Finally in 1970, a virus research
specialist reported to discover
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The Final Conclusion of the “Story of SMON”

1964 A small sized research funds were raised by the MHW and

1969

1970

others Ministries.

In order to facilitate the researches on etiology of SMON,
the government expanded the research funds, and launched
“the Council for Nation-wide SMON Research Group” .

Members of the SMON Research Group Cl
discovered that SMON is an intoxication

of the most popular anti-diarrheal drug; N
clioguinol (trade name is “chinoform?).

Chinoform was instantly announced not | N
to use in the medical practice any more. OH

\

From the view point of welfare, the medical expenses of SMON
patients were totally covered by the Government.
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The Success Story of SMON was a Strong
Driving Force for Promoting Researches and

Measures for Intractable Diseases; Nambyo

This is a “golden

Triangle” in order
to combat
“Nambyo”

Researchers

Nation-wide Group



2) Another stream

1961

1964

1968

1968

1969

1970

1971

Start taking care of Handicapped Children by the public
expenses.

Nation-wide Research Group on Intractable Hepatitis
was formed and financially supported by the government.
Start financial support for the physical and/or mental
training of Patients of the Inborn-error of Metabolism
and Autistic Patients by the government.

Launched the Patient Community of Muscular Dystrophy.
Launched the Patient Community of SMON .

Launched the Patient Community of Behcet Disease and
Rheumatism.

Launched the Patient Community of Collagen Diseases
and Renal Diseases.
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Present

- measures being operated today -




The Present Status of
the Measures for “Nambyo”

1. Selection of “Nambyo”
130 diseases were selected as Nambyo for “special research”.

1) Unknown etiology, 2) No effective treatment,
3) Economical and psychological heavy burdens, and
4) Rareness ; number of patients are less than 500,000

Of 130 diseases, 56 diseases are the targets for being treated
with special favor in terms of medical expenses.
Recently 214 diseases were further selected as candidates of
the second group of Nambyo.
2. Size of Budgets
Budgets for researches (130) ------------ 10 billion yen
Budgets for medical expenses (56) ------ 28 billion yen

3. Number of Recipients of Medical Expenses
Approximately : 700,000 --- increased by 30,000/year



Transition of Certified Recipients of “Nambyo”

Total Numbers of Recipients :
680,000(2008)

Number of
Recipients
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A Component Ratio by each “Nambyo”

In terms of Numbers and Expenses

Numbers of Recipients Public Funds

ol e TR SRk
55K -2 F1) (Budd-Chiari) £ R B¥ 0%
05

Sk« £ 7Y (Budd- 3
ElEEIﬂ";Zhﬂ74— 2R ETY( ci‘lcmm)fr.&ﬁ

RS

e Ulcerative Colitis

2%
Ealfi—%

]
490 B Kk \ -
setizin Parkinson
#naidiz \
1 \
i -Ef'i*‘ﬁ(ﬁﬁ"izlﬂmlﬁlﬂ!}) |
TR i g

2

1%
SIS HERT e
TR () ADRSIEA) 24
n EBEEEYITF
2%

S AR D AE
2%

SaitiEE
2%

et b e

2

A /R DT AR TS
2%

B R -
. Par k| nson e
%

5T
3%

@R AL
2%

A—Frobfi
2

Ulcerative
Colitis

SRR (S0 A) D sE
3

R—FryhH
a

it
a

1 3 1

an

S RUBIIE

HRIAF—R
n
a5

R LR v .
g S ﬁﬂmﬁ&ﬂgkﬂﬂﬁi E LU ERRIAH
5%

sl RN B
s Ry ;
5t kit AR R R S RN

6%



A transition of the
total number of

patients receiving
chronic dialysis

A point of time that
the patients can
escape from paying
their own expenses
for dialysis

Statistics of Chronic
Dialysis of Japan.
(315t December, 2008)

More than 280,000 patients
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A List of “Rare and Intractable Diseases”

and their Categorization in Japan

A List of “Rare and Intractable Diseases”
5,000~7,000 diseases (

Aagenaes syndrome

Aarskog syndrome

Aase Smith syndrome

Aase syndrome

ABCD syndrome
Abderhalden—-Kaufmann-Lignac syndrome
Abdominal aortic aneurysm

Abdominal chemodectomas with cutaneous angiolipomas
Abdominal cystic lymphangioma

Abdominal obesity metabolic syndrome
Aberrant subclavian artery
Abetalipoproteinemia

Abidi X-linked mental retardation syndrome
Ablepharon macrostomia syndrome
Abrikosov's tumor

Abruzzo Erickson syndrome

Absence defect of limbs, scalp, and skull
Absence of Gluteal muscle

Absence of septum pellucidum

Absence of Tibia

Absence of tibia with polydactyly

Absent abdominal musculature with microphthalmia and joint laxity
Absent breasts and nipples

Absent corpus callosum cataract immunodeficiency
Absent duct of Santorini

Absent patella

Absent T lymphocytes

Abuse dwarfism syndrome

Acalvaria

Acanthamoeba infection
Acanthocheilonemiasis
Acanthokeratodermia

Acanthoma

Acanthosis nigricans

Acanthosis nigricans muscle cramps acral enlargement
Acardia

Acatalasemia

Accessory deep peroneal nerve

Accessory navicular bone

Accessory pancreas

Aceruloplasminemia

Acetylcarnitine deficiency

Acetyl-coa acetyltransferase 2 deficiency
Achalasia

Achalasia Addisonianism Alacrimia syndrome
Achalasia alacrimia syndrome

Achalasia microcephaly
Achalasia, familial esophageal
Achard syndrome
Achard-Thiers syndrome
Acheiropodia
Achondrogenesis type 1A
Achondrogenesis type 1B
Achondrogenesis type 2
Achondrogenesis, type 3
Achondrogenesis, type 4
Achondroplasia

Specified Diseases Targeted
for Investigation (130)
AN *Bone marrow fibrosis
* Temporal arteritis

- Xeroderma pigmentosum
Fisher syndrome  etc

Acrofrontofacionasal dysostosis syndrome

Acrogeria, gottron type

Acrokeratoelastoidosis of Costa

Acromegaloid changes, cutis verticis gyrata and corneal leukoma
Acromegaloid facial appearance syndrome

Acromegaloid features, overgrowth, cleft palate, and hernia
Acromegaloid hypertrichosis syndrome

Acromegaly

Acromelic frontonasal dysplasia

Acromesomelic dysplasia

Acromesomelic dysplasia Campailla Martinelli type

Achondroplasia and Swiss type
Achromatopsia 1
Achromatopsia 2
Achromatopsia 3
Achromatopsia incomplete, X-linked
Acidemia propionic

Acidemia, isovaleric

Acinic cell carcinoma

Acitretin embryopathy

Ackerman syndrome

Acoustic neuroma

Acquired agranulocytosis

Acquired ' ocytic thr
Acquired angioedema

Acquired hypoprothrombinemia
Acquired ichthyosis

Acquired prothrombin deficiency
Acquired pure megakaryocytic aplasia
Acral dysostosis dyserythropoiesis
Acral lentiginous melanoma

Acro coxo mesomelic dysplasia
Acrocallosal syndrome, Schinzel type
Acrocephalopolydactyly

Acrocephaly pulmonary stenosis mental retardation
Acrodermatitis

Acrodermatitis enteropathica
Acrodysostosis

Acrodysplasia scoliosis

Acrofacial dysostosis ambiguous genitalia
Acrofacial dysostosis atypical postaxial
Acrofacial dysostosis Catania form
Acrofacial dysostosis Preis type
Acrofacial dysostosis Rodriguez type
Acrofacial dysostosis, Nager type
Acrofacial dysostosis, Palagonia type

Acr lasia Hunter Thompson type
Acromesomelic dysplasia, Maroteaux type
Acromicric dysplasia

Acroosteolysis dominant type
Acropectoral syndrome
Acropectorenal field defect
Acropectorovertebral dysplasia
Acrorenal mandibular syndrome
Acrorenal syndrome recessive
Acrospiroma

ACTH deficiency

ACTH resistance

Actinic cheilitis

Actinomycetales infection

Acutane embryopathy

Acute articular rheumatism

Acute biphenotypic leukemia

Acute cholinergic dysautonomia
Acute disseminated encephalomyelitis
Acute erythroblastic leukemia

Acute erythroleukemia

Acute fatty liver of pregnancy

Acute hemorrhagic leukoencephalitis
Acute idiopathic polyneuritis

Acute intermittent porphyria

Acute lymphoblastic leukemia

Acute lymphoblastic leukemia congenital sporadic aniridia
Acute megakaryoblastic leukemia
Acute monoblastic leukemia

Acute mountain sickness

Acute myeloblastic leukemia type 1
Acute myeloblastic leukemia type 2
Acute myeloblastic leukemia type 3
Acute myeloblastic leukemia type 4
Acute myeloblastic leukemia type 5

Specified Diseases Targeted
for No Charge (56)

- Lysosomal diseases

- Multiple Sclerosis

- Sarsoidosis

-Parkinson disease etc

Candidates for Specified

Diseases in Future (214)
-Werner syndrome
~Hyper—IgD syndrome
Dystonia etc

(2¢) Definition of “Rare and Intractable Diseases” is not uniform in the world.



A Transition of Medical Expenses Iin Japan

Fiscal Insurance
year | Total | A B C D

2001 | 304 | 97 | 7.8 | 11.7| 1.2 | (trillionyen)
2002 30.2 94 | 7.7 11.71 1.2
2003 308 | 92 |80 1231 1.3
2004 314 | 9.3 8.0 128 1.4
2005 324 | 94 | 8.1 135 1.4
2006 324 9.4 7.9 13.8| 14 Ministry of
2007 334 | 95 7.9 1451 1.5 Health &
2008 34.1 9.8 7.9 14.8 1.6 Welfare
2009 35.3 1100 | 81 15.5 1.7 (July, 2010)

A: Health insurance handled by the employer
B: Compulsory health insurance handled by the MHW
C: Support institutions for aged persons (older than 70) handled by the MHW

D: Total support expenses handled by the central and/or regional government
for patients of intractable diseases or disabled persons
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Future

-I1ssues that should be
solved or improved -




Points being Discussed in Reviewing and

In Rebuilding the Measures for Nambyo

1. Nambyo should be selected equitably.
All the intractable diseases are not managed as Nambyo.

2. The process of selection and approval of Nambyo should be fair.
Transparency is important in every process.

3. Concrete measures for Nambyo patients should be balanced

among Institutions.

Each institution has its own merits and demerits.

4. Measures for Nambyo should be carried out comprehensively.
Not only research but various types of service are needed.

5. The institution should be stable and sustainable.
A consideration of future generation is important.

6. Protection of Nambyo by law should be put in the field of vision.
In order to make the institution stable, it should be protected
by legislation.



THE DISEASE MAY BE RARE, BUT HOPE SHOULD NOT BE

- the global community should come together to build voice -

Advocates to bring rare disease philanthropy under one umbrella

NORTH BETHESDA, MARYLAND—Rare
diseases, defined in the US as those
occurring in fewer than 200,000 people
in the country, collectively affect around
10% of individuals worldwide. Yet the
majority of the public can hardly name

a single rare disease. As a result, most
orphan disorders fall under the radar and
remain poorly funded.

Patient advocacy groups are one of
the primary backers of research into rare
diseases. But the hundreds of disease-
specific foundations and organizations
out there rarely work together to raise
funds, and the rare disease landscape
has remained fractured and siloed.

To remedy the situation, the R.A.R.E.
Project, an initiative launched in 2008
to raise awareness and accelerate

the development of therapies for rare
diseases, is rolling out a new platform to
serve as a one-stop shop for innovative
research into all 6,000-plus rare
diseases.

“We're trying to bring new people in
to care about rare disease,” says Nicole
Boice, founder and president of the
Children’s Rare Disease Network, part of
the R.A.R.E. Project. “The idea in fact
is that we will stimulate foundations
to think differently about funding and
research,” adds R.A.R.E. Project CEO
Jonathan Jacoby.

Modeled after services such as Kiva
and Save the Children, where donors can
precisely match their contributions to the
specific project of their choice, R.A.R.E.
is launching a website, called the Global
Genes Fund, intended as a clearinghouse
for rare disease philanthropy, where people
can select projects to fund. Jacoby hopes
that by brinﬂ hundreds of research
projects under one umbrella, individuals,

foundations and corporations will be more

Iikelz to donate to multiele causes.

Last month, R.A.R.E. secured $50,000
for a beta version of the site, which the
organization plans to make public later

this year, Boice and Jacoby announced
here at the Genetic Alliance annual
conference on 16 July.

For projects listed on the page—which
will be vetted through some as yet
undefined criteria—supporters will be
able to read an affected child’s personal
story, the details of the study and why
the research is important, among other
details.

“The challenge with rare diseases is
that they're rare, and there aren’t that
many families that can raise money,”
says Geraldine Bliss, research chair of the
Phelan-McDermid Syndrome Foundation.
“A concept like [the Global Genes Fund]
is really great because it allows you to
reach beyond your immediate circle of
support.”

“The rare disease community is large
enough and deserving enough to have
an effort like this and to succeed at it,”
Boice says. “It's time, it's really time.”

Elie Dolgin
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