(FHERR4)

I. EAER

I

WFFERA JEARE S

WHIERISE Y &

ATE i KA

ESIND i I
Sy BRI
PIEIRE A
WHFERASE Sy A

PrE ik K4

[16ek0109150h0002]
k2 9% 5H29H

Wk 2 8 A E G AFJE B JE K R Wl E

(BARE) HEAIER B E ML Te e

%) Practical Research Project for Rare/Intractable Diseases

RIVE B R TERS R A BT A AME oD T
 AREFUT BT D5

The study on establishing evidence for guidelines for
the management of abnormalities in hormonal signaling

mechanisms

FRRRILRSEERI RS B JRK M s

Wakayama Medical University, Professor, Takashi Akamizu

WRk2 8% 4H 1H ~ ¥pk294 3H31H

FR 2 V=B OB A BT A AR 2058
FOR BB HOK M S BE D 2T A KT A AERIC B3 240

5t

The study on establishment of clinical guidelines for
the management of thyroid storm
The study on establishment of clinical guidelines for

the management of myxedema coma

FRRRILRSEERI R B PRK M s

Wakayama Medical University, Professor, Takashi Akamizu



SRR

PZEiRE 4

WHFERasE S A

PrE ik K4

SRR

PZEIRE 4

WHFERASE S A

prig felk K4

SRR

PIEIRE 4

WHFERAsE S A

PrE ik K4

WHIERAsE Sy A

PTE ik KA

(AAGE) HARIRE LT U ARINERIENT A K7 A4 AMAERIZEE T D A58
(F&  ZE) Development of guidelines for the syndrome of resistance

to thyroid hormone

(AAGFE) BEFSRY: #dz IWWIER

(%  F%) Gunma University, Professor, Masanobu Yamada

(HAGE) 7t RUIRIRIEDIRE - JRHEDOAEI & 2Hr « TRIEIED B%
WZBE3 D A9t
(& EE) Study on the pathogenesis, diagnosis and treatment for

Graves’ ophthalmopathy

(HAGE) ARART Wbtk BEREEs
(F®  FE) Kurume University Medical Center, President, Yuji

Hiromatsu

(HAGE) B4 2 D, RIFRIMEROERGEHEERICE S, BETA
RTA v DRE
(I F8) Guidelines for vitamin D or parathyroid hormone-related

disorders

(AAGEE) KBRS #dz REE—

(3 F8) Osaka University, Professor, Keiichi Ozono

(AAZE) AT A Ur - B30 DREHERIEDORS
(&  3E) Investigation aimed at the elucidation of abnormalities

of calcium, phosphorus, and vitamin D metabolism

(AAGFE) BARKY: Hdz AN

(& F&) Shimane University, Professor, Toshitsugu Sugimoto



Sy ST

PZE IR

WHIERASE S A

PrE i K4

SRR

PZEIRE A

WHFERAsE S A

PrE ik KA

SRR

PIEIRE 4

WHFERASE S A

ATE ik KA

SRR

PIEIRE A

WHFERAsE S A

e ek KA

(AAFE) B4 2D AR - RTIEOHT

(£ 5B) Studies on the vitamin D insufficiency/deficiency

(AARGEE) WRARFHITREGERE ¥ — % M <

(#  F8) Teikyo University Chiba Medical Center, Professor, Ryo
Okazaki

(AARGE) A AV U RBEREREEIC X D08 RS 2B 2 iF5E

(& FE) Study for diabetes caused by impairment at the insulin

(A AFH)
C )

(A AGE)

(A AR
(ZE &F)

(A AGE

bOER)

receptor level

FAERT % H

Tohoku University, Professor, Hideki Katagiri

A LAY AARPIEZIR AT A BT A AERD T DT BT A
R BT 2 ATSE
) Accumulation of Clinical and Basic Evidence for Clinical

Guideline of Syndrome of Severe Insulin Resistance

MERZE iz NI %

Kobe University, Professor, Wataru Ogawa

R MEEEALIE, K8 v > T AEMER BIZBIT 5
i
Study on hypophosphatemic osteomalacia and hypocalcemic

diseases

(RAHE) HEBKY FHEEE @A

(2

#&) Tokushima University, Project Professor, Seiji Fukumoto



S HAFSE (AARGFE) Nt FUIROYRZRE 1% HE L EDER
B IES (¥ F#5) Establishment of criteria for prognosis prediction of

Graves’ disease in prior to treatment.

WEFEBHSE Sy 4 (AAGE) HORERRRY:  FHEHEEEER BAE L
g ek K4 (I FE) Tokyo Medical and Dental University, Associate Professor,

Koshi Hashimoto

II. BROBIE (RBEFERE)

o3¢

RIVE V2 B B RN T 2R B O FITIX, Z OBEECHRR PRSI & )i /e > T

BHT, EERNIRIGFRIEDHNL STV R WRBNE S FET 5, ARBITIX, £ X

DIERDO OB (DHRMRPFEMEZ UV —8, QSRS E, (3) BRI VT ARk

i, (AFEMEIRERZEHE, (B)/3 N Uik irds . (O)AMERI R IREERRIX TE, (DL 2

5 - BEILE, QK Ca MIEMEKEE, (O X I DRZ - RRJE, BERFEESTIE. (10)

A VAN ARPUEIC DWW T, FROFERZEIE L, ZUTIES WY - IhiEEt %

RETHIEHHAEELE LTS, FEBOEFEIFILTOMEY TH D,

OFARIRZ U —E  2EEFEFRE OMITERL L OSTROBRE 25 RIS U —E OB
TARTA L 2REL, NEZIEGEITR LT, ZHaakalm & B et 750 il 21772
-7,

OFEWA RS HE « RS RS RE O WL YE L TR RS R 2 R E U, BUE D SCREIC BERs Vel
T ChD, Fio. AEOIEAEIREILTH 2 FUIRIRA VT U EERA OERIC AT, B4
TG RIS A~ R AT o T2,

@RI T AISIE « FURBRAS LT U ANIGIE 0O 2 I 7 K OVERIE B 7048 & HOIR IRy
A==z AFE LT,

@3 R UIRIE : [/ R o R AR ER 22 HJE O RS I 2L 4E L 1R fe#t] 2 3ic, A7 a A K-
2V ZFEIC BT 2 St LR ORI X R A EI TR CTh B,

G RUHEHR - St RYRg2REDAMET O Sigleel mRNA ZE & Lz, W2k
® Siglecl mRNA &2 ZVNEE, BRICIEIIEE R~T 2 & 0RIB I 7z,

OAMERIFUIR IR TE « EFRA 2 R L T\ 5,

DL B9 « BEALIE : BN FGF23 RZMEEHIIE D FRE 21T o 72, A% THARE
BE RSB L2 EOFEGE AT D 2 LN yno Tz, o TARBEBISHT D HATIAR
FEITIZRA DR DD Z & - T,

@O Ny UL VBREIE, EXI0 D RE - REIE : KRRHOD LT L - U 5
FIREOZW AT 5720, EX4I0 D A2 - RZOHUEERSHZREL, AF Lz, MmiF



25(0H)D £ 20 ng/ml Kz B4 > D KZ, 20~30 ng/ml # 4 > D R LH
ETHI L E L,

A A Y ARPUE : B A R Y ARPUEOREERRICET 2 kT > — FHE DR
Hra b Lo, BERFEMEICKR L7 m oI R DWW T O IR 21T o 72,
A VA UERRERBIRICEREZRDIRNA A ARGUE  (HR)  Fo5R 0 B E R 1
DRIEZR T, =7 =TI D 200 DERZFRE S, ZHUHERONT
AVINISASED IR & & 2 bivT-,

NRLIZBIFETA RT A 0%, FVE VSRR TIEOREBIFEOBEZ L) Zh b0

PREB OB E IO RICEMT 2 L b b,

W
Wt

Our study group consists of three groups; thyroid group, parathyroid group and
diabetes group. The goal of our study is to establish the clinical guidelines for the
diseases caused by abnormalities in hormonal signaling mechanisms, including thyroid
storm, Graves’ ophthalmopathy, myxedema coma, the syndrome of resistance to thyroid
hormone, relapsed Graves' disease, pseudo hypoparathyroidism, rickets - osteomalacia,
hypocalcemic disease, vitamin D deficiency/insufficiency, and insulin resistance
syndrome.

(A) Thyroid group: Based on the evidence obtained from nationwide surveys and

literature review, we have established clinical guidelines for the management of “Thyroid
storm”, “Graves’ ophthalmopathy”, and “Syndrome of resistance to thyroid hormone”. In
addition, “The observational prospective multicenter registry study of thyroid storm” and
“the study on the usefulness of the intravenous injection of methylprednisolone for
Graves’ ophthalmopathy” have been ongoing. We evaluated Siglecl mRNA levels in
peripheral leukocytes of new patients with Graves’ disease. Serum TRAD levels one-year
after the treatment were positively and significantly associated with Siglecl mRNA
levels at the first visit, suggesting that high Siglecl mRNA levels in prior to treatment
would indicate the disease intractability.

(B) Parathyroid group: We have published “Assessment criteria for vitamin D

deficiency/insufficiency in Japan”. The measurement of serum 25-hydroxyvitamin D was
approved by health insurance last summer. Serum 25(OH)D level below 20 ng/ml was
defined as vitamin D deficiency, between 20 and 30 ng/ml was defined as vitamin D
insufficiency. Further investigations aimed at the development of guidelines for

management of vitamin D insufficiency/deficiency have been ongoing.

(C)  Diabetes group: We previously performed the first questionnaire survey. On

the basis of its analysis, we performed detailed questionnaire survey of the diabetologists



who answered he/she had experienced in providing medical care for patients with type
B insulin resistance syndrome. Genetic syndrome of severe insulin resistance is often
caused by the mutation of the insulin receptor gene. With the use of exome analysis, we
identified ~200 mutations in a family of severe insulin resistance with no mutation in
the insulin receptor gene, one of which likely caused the syndrome.

These guidelines can contribute to the diagnosis and treatment of the diseases
caused by abnormalities in hormonal signaling mechanisms. To establish diagnostic
criteria and treatment guidelines for incurable diseases, further investigations and

national epidemiological survey on clinical features of incurable diseases are needed.
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