RREORY

X N R B DRI & iR — i DS —

V. ADERERIVECZEE

2. HCREESR L L TORRKIFES

ghiic & bl‘f@iﬁ Pt o} 4 feEnic
RS xEmE—Al 5 &FHE BHAH
Key words | B 5%, BMRRER, TSH ZARMEIE, 7H M-V A
=1. gofiE

Eewic

HOREBFCE S CHRBRERE LT,
Basedow (Graves) &, f&RRISHASN T3S,
WEDEZFWXT A V7 > FOR] Graves, FA Y
M CA von Basedow, EIZIK@?I‘%Z!K‘%E"«Z LoTER
711835, 1840, VVI2FEWHE SNz, & HICH
EEROFRIIACAEBRFCE IV TEY, B2
PR E L THRBICEENZY A a7 ) v,
<4 7V —LHE (FRBERV A F 25 —¥)
SBWRNVEVEERTH 2 TSHZEELHHS
ot BOEETSHE SO /7 a—=v 7
®, ZOEBOWRIIREMCEATHSY,

KA b, FHRIFSREREZ 25 TKED
1Z & A Y (Basedowd, TEANE, FrFEMERRE)
PHOAEMHESR L WD Zichk D, FRERESR
B 2ECREOESDEE ) hidbh s,

1. TSHRBEGHE

19564, AR BE OMIE W HOESER S
ni-0 L [E U412, Basedowds B iz FRAAR
YR T 2B H D bioassay TTSH L b & {E
FREESEWZ & X DLATS (long acting thy-
roid stimulator) &FEiEh7z. 2D, LATSIZ
IgGTH ) HRBEBTRIREnE 2, ZLT
R OHE S # - TSHOFKB A RHEET 5 &
IO TSHEEKCHEEST 28K THL L
DA & HIT T o7z, & L TSHRBHFHOFR,
OB EERIECRT S, Hofifke LTORKE
THET 5 &, BRBRAIRIER % & DTSAb(FR

LATS (long acting thyroid stimulator) : Adams
1956

HTS (human thyroid stimulator) : Onaya 1973

TBII(TSH binding inhibitory immunoglobulin) :
Smith 1974

TSAb (thyroid stimulating antibody) : McKenzie
1976

TSBAD (thyroid-stimulation blocking antibody) :
Konishi 1983

BRRIBHLAR © thyroid stimulating antibody) &,
FIBIER 2 { TSHIEA %% 3 2 TSBAD (8
SRR BE =S f& ¢ thyroid-stimulation block-
ing antibody) AFI &5,

TSAD, TSBAVOHIEZE E LTRE 1 Rt &
SICcAMPRIEE L T2 b OB TH 5,
TSHE AT & PR OBE (clinical
correlate) WOWTIRSETREEL L OMEDH
% . 2 1z Basedowyd iz 3 1F 2 TSAD, BrR MR
KB B 5 TSBAbD HEHEE #7R 72, TSADb
LR E O Basedowim T2l OHETH
90~100%), TSBAbIEBAED KL HTHME
TH-t. LrL, Ex DEEER b DIk ssE—
BEMBEDPCEET 2L HHEMHL TE Y, BHR
BB ERONEDIEROES L > TELT
2Z2rbHNS5,

2. TSHZZE#HE & Basedowi’s

Basedow 5 O B 4K B #8 B8 JT £ 5E 13 AR IR A8
TSAbz L ORBENEZ S THY, —HEED

AANMFEME $86% H35 - FRIFIAWE



392

FuERREORE  R# - NRRBORBE LR —RED#ES— V-2,

TSHL + 7 % —Hifk

1
. TSH
g == | g Bd
cAMP? cAMP*
¥ Y
T, Tut Ts, Tu ¥
R ERKE

1, TSHv & 74 —HEOERO SN
TSAb : BRBRHRIEH M, TSBAD | FRRKBRHISEE = HT
& (7o v * v 7 hik)

S Ky RS h i K E
ég;{ 109% 67% (%), 49%
100}

i H
100F  eee
50r % . o
Ak IRRENt
HIO" ; ; =507
5F . o

RiTH &
ﬁ; 1 or
Treat(-) Treat(+) Control

2. HoREERIRRRERC s T 2 TSHRERR
%

1r

-----
wesn

ves
H
oWt
XX

Patient Control

B 5D, 1) TSAbBHEHE T 3, 2)
TSBAbAHHT %, 3) FREMEBSE#E I A
B, LWHBEIWEZ 5ND, BAEOKREEEL L
TIBERIRIE (kv E AEROIEH), HREtH
I—F (B & 5 FRIROBEE), HRRESR
(FANVEVYOERDGORER)BHD, wInbilh
Fed L E Y DWOEFEVIFREBBDTH
0, MBARRIEEE & 3w 22V, TSHRZ AT
BERCRZEHCUIAIBAINTHRY, 520
ke CRE [ATAL &M [ETA)], HE

BAARSSMEE $eeE $H3I5 - FHIFIALWAR

(42)

[JTA], &E [KTA], E [CTA) BT 53
¥ B R OREEE L e R T, IndexfE
B (R, B maBEETEE 2 RY, PF
KOERBEESE T 2) o6 s — FiE
BEOHEIIATAO% 5t L T, ETA 22%, JTA
11%, KTA 11%, CTA 22%TH b, HKRKEL -
S AR 23 First choicek LTHE K HVS
nNTw3Y, —F, BEEMEKTAGILL®) LS
BIRTIL TR (1%UT) THY, £ED
e L TRFEMEROBETIBEIL T D,
Basedowii OIEWIEE L LT, FURRERE IR
Bk L E v F BT % “combined therapy” @
BRI FERD CTHEBE R D BEREZTEATY
% . Combined therapy? BB & ¥ 5 EE L, HLH
RERELERARICA N5 TSHO LEP BT
EORE R L, TSHSERTIEDFHFENE
EwEHT AR HRL T, BREERLESD
BERTTSHS W 2% L, TSHSEEFEES
b2 3 2L RENE LIEFERETHS, Z0H
g & TSHZEFRIEIERECETL, K
FEBROBFBRELZEHIZHD T 5 LRG3 29,

e LT, combined therapy® & B8
LTERNALDELORERAONTWS, BH
HAEFRHTIH/ILD 2EHZHOD, EERITH
EVRRCTE D, Wih b TSHRERTUAMNS
FUFRIEHTI2ERAER ers R EBHRL TV
%59, WEDHER T 2RO EREES L
LT, B0 N O — i BT 5 P ER R
%, MNREGIOEFRE, REHE, TSHEZE KN
BHHIEE L CWCBCRH 00, FHEREBE-S
T 228, BREF S Tldcombined therapy ®advan-
tageNFEL WIS T LIXBED I,

3. FIRRRECH & PIRIREREE TE

FRRIMERE R TEORR L LT, BEREHF
WEILK DO L LTI, BER L RREENRKE
BhH5, BARIERBERCEBLEY v oS5kx
EW kB RERIGORKRE, PRI M
SNTHEIEETEZ 2L, BRBE—BcERT
5. —F, BREEEERKE TR, TSHYSE N



£l

HE 393

T HEBRPMAEIC L ) TSHIERESHEE SN 26
R, FRESETETURRBERT 3. #iH
DB 23T &5, HIEEOER THERNFH
(TSBAD) & ah 3,

MREEEFR2E T 2 HCRENE L LT,
XLV <4 7oV — sHENADCC (antibody-
dependent cell-mediated cytotoxicity) 2H 4 3%
Z EXin vitroDBFFR CHRE 2 LTz, F4E, <
A7uV—-irfEBERIBE~LVA X F—¥
(TPOIZH T 28 TH 2 Z EBEIHE h, FHE
L7:TPOREB L CTPOHHS BV I- Rl Bw»
THADCCHER & nfz?, —H, ¥ 1 os a7y
> (Tg) PRz IZADCCIE B IZEE 2 LT v,

AR (BCRAEETRIER) OB EESC
BIL T, WERE—SNTOROEDND S,
—HREER DB 3810 B b B 2k G Tk,
PHTPOHE) BIEDERICDWTIE, BEEOE
REC R, B2 & DEZEHNISK% L
EVSBERBBONLTWVWS,

BRI HEEER TR 51T b HIRIEBE YA
ZW LIIERTH Y, BEE CEECHEZ
HT 5 LD RBEET BB TD Y, FRIES
WEVEIE (GRL-Y A od ) KL 5T
EVFRHTH B,

4, FRBETR =X

BRI R I i b LRI A 5 N B 3% I Bk
BRETHZ, HOREERFRBESCBVTY,
Basedowis E BAE CIHBERIRE»ZEDH 5, —
77, FEFETERSHOKIE Tl FREIR ISR T 5,
FRBEOR A IC X, FRBERMEEOEHE LM
SR NT v ADEET 2 2 L 8llan s, H
R DM - 12 IGF (Insulin-like growth
factor), TGF (Transforming growth factor),
FGF (fibroblast growth factor) 7z ¥ D ERF
DEEBNHEHRE SN T WS, —F, £ENLH
JIZETH A 7R b — ¥ APRRBEEERCLE
ET 23T TRMESN TS0, FRAR
EOR AL RY — v AR EORBEEL T
WEDERIEFATH S, TSHOERIZDLWTDH

w2, FRBEL 7R —v 2R
—TSH, TSAbL 7K I — ¥ A DBEEH-

’ TR b= A5

FasfR | Bl 2R | yiFaspipianss)
(-) #50% | #990% -
TSH 1 - ()
TSADb H - (=)
IFN-y " - ()
Ny 1 - (+)

IFN-y+

TSAb t - (+)

R3, FEEERAEBE7 R -V R
—TSBAb: 7# b — ¥ ZADBE—

Fas$IR | Bcl-2%H 7;FZ§;JA%%§)
(~) #150% #790% (=)
IFN-y i - ()
IL-18 1 - )
TSH U - (=)
TSH+ N = (—)
TSBAb

in vivo CEPRBETERIER2ED 200, in
vitro TWHHEFEERRBRI N TV R L, B2
TSH, TSAb & FRBERMIEO 7 R —v 2D
Bl % Rd. FastiFidFasY # > NS+ 2 =
EWEOVMIEET RN =V ZAFEDY S F L EE

LRFETHD, —75, B2l 7 B~ 2B
&%ﬂ%ﬁ%%ﬂﬁ’amméfi)%. PiRREREmRE
Fin vitroTiX, #EROMIE cCRasiiE 2 & L
TED, Bcl2idiz & A X O (#990%) Tt
Thotz, ZhiexdtL T, a4 A4 +H 4 v
(IFN-y, IL-18) ixFashiE O F38 % 1558 ($990%)
L, fiFasiffic L 2 7 ¥ b — v 2y FWic B
Az, LT, TSHETSAbIZWFRLS
FasHH B & UHiFasiifkic L 3 7 R h— 2 23
BEHEBRCHH UL, B2l wIihoBai s

THEILER s o7, ZOFERL YD, TSH
Wdin vitrol B THIREEER BRI TY
ZWHOO, VA Mo ACTHERBEPELTE
Py XERMFEIT B Z LiC k) ERIRER R B
B35, X512, TSAbY Basedowlis iz 817

BANBZSMEE $£868 H3S - PRIFIRWA



394

BUENRFORE RH - NOWEBORBE L BR—BE0ES—

V-2,

3 BRSBTS L T, TSH RO ERIC &
DB T3 Z LS LS. B3 ICRYA A
4>, TSBAbE 7 b —3 A OEE®E%2RT,
IFN-y, IL-1gE IR0, HRIBEEMED
Fasf# 7 ® +—v XA 258 4 % 3 TSBAb ik
TSH®TSAbEE7% D, FasFHRE7 Kb —3v 2
FELNE T 2ERARED B o7, ZOFBRX
D, BREEEKETIEAOY A P AL VI
3 FRIRIEBEHIIE O 7 R b — v ABFEHE I N L —
HC, TSBAbHEKIZIZ7 K b —y XMEIEH %
T, »OTSHEAXIIFE T2 &0, BR
REEEE T C HRIREEE s o T 2 e RIS h
7z,

Ehi

RFEN % FIRIREE T 5 5 Basedowi®, BEK
46, B L CHREREAKESBCREERETHD,
TSHEEE T 2 BOHAENFREB L RRE
(FRIRBgAE, FRBRMSRE) WE<BELTWwa 2 L
BEIAEShTW5, %35 CUBHE NI
BEBBHE VDT T, BEMBEEIE IS h
5PN,

X
1) Nagayama Y, Rapoport B: The thyrotropin
receptor 25years after its discovery: new in-
sight after its molecular cloning. Mol Endo-
crinol 6: 145, 1992.
2) RREEGF HOAERFREERSB FASE
82 01341, 1993.

3) Tominaga T, et al: International differences

11

4) Hashizume K, et al:

5)

6)

7

~

8

o

9

10)

—

in approaches to 1311 therapy for Graves' dis-
ease. Thyroid (in press).

Administration of
thyroxine in treated Graves' disease. effects on
the level of antibodies to thyroid-stimulating
hormone receptors and on the risk of recur-
rence of hyperthyroidism. N Engl J Med 324:
947, 1991.

Tamai H, et al: Lack of effect of thyroxine
administration on elevated thyroid stimulating
hormone receptor antibody levels in treated
Graves disease patients. J Clin Endocrinol
Metab 80 : 1481, 1995.

Mclver B, et al: Lack of effect of thyroxine
in patients with Graves hyperthyroidism who
are treated with an antithyroid drug. N Engl J
Med 334 : 220, 1996.

Rodien P, et al: Antibody-dependent cell-
mediated cytotoxicity in autoimmune thyroid
diseaserelationship to anti thyroperoxidase
antibodies. J Clin Endocrinol Metab 81 : 2595,
1996.

Nagataki S, et al: The concept of Hashimoto
disease. Nagataki S, et al, ed. 80years of Ha-
shimoto disease, Excerpta Medica, Amster-
dam, 1993, p539.

Davies TF and Amino N: A new classifica-
tion for human autoimmune thyroid disease.
Thyroid 3: 331, 1993.

Dremier S, et al: Apoptosis in dog thyroid
cells. Biochem Biophys Res Commun 200 : 52,
1994.

Kawakami A, et al:  Thyroid-stimulating hor-
mone inhibits Fas antigen-mediated apoptosis
of human thyrocytes in vitro. Endocrinology
137 : 3163, 1996.

BARSSNEE B85 $35 - FHRIEI AIA

(44)



