& ;. 241025 SHIEEMETSRRHREES
s ; QIERTHSRXEM

FX A\ FREA FIViR
— FEOERMHME ARETOB UK —

BRI KFEFS
i - %= - BFEARF

o=k @i



1. EARIRS ?

2. FEIR(E ?
3. ESVPOTEM?
4. BElIL?

5. RR/EDDEHWNS



1. EARRRSR?




EBERKBICHAS FNDEE

O =E=E)

FEiV O F

2BMTVUSTIM—FTR*

SFMRRN - RIS
5 RZ i *

RE SRR *
& R AEfxES

Y > BB IEIRET
SIT—D L fERRE*

B AARAFIVIE*

BHEBIEI 2
UOI FIEZFHEhTEAE
IgG4R&EEE*

N—FIVY hE* RE

o FREARSE*

Bl a1 Eh A ¢ *
#a B0 TE S FEBh AR D¢ *
AR S FE M E 2 *
ZFME N TERNZFIEAE
bFERERIE S RIS X EPASFRERE * 12 &

RIS TEFHEDE *

R IE R ER 5¢

R 5 BHE T HEDE

SRR IERI BT 2¢
DIAFRETHEBIEI S 1R E

RF: hHNEBRR
*: ElDISEXR



EBRREEIBRATID ?

BBIR] (& 35521 EWSTZAFKEDZ L.
MR ES UZiBU DT TS BIRFE#EDHH.
[ESiHE] OERENIELT, £28(CHS.

[BIFRR] (XRBREHICHECEESEZEHCIRIDII—T 4.
ZL DRIHKFTENS.
WA WA iESE (CAEIRD T S.

[HE®RE] CVWSEERKBENFEELARULTLS.



RAFEAFIViE LT
Adult-onset Still’'s Disease (AOSD)

O FE

(2 BAERAEIR

3 15 L SWIREZ
NEUS

[REIRBDEFEDRAEEDES.



33— --JLFUYD - A5 )L
George Frederic Still

(1868~1941)
o O>FREFND/MNRHE

o FZL, HEETHIEN,
280V /G L EEDENEC LEZHE.

Farrow SJ: Rheumatology.
45: 777-778, 2006.

Still GF: Med Chir Trans.
80:47-59, 1897.

= X FJLJE Still's disease
IED EFEHIFFRMERIEIH juvenile idiopathic arthritis (JIA)
=gl



® 19714,

AOSDD}EIg

TUYYD - )14 —5—X
Eric Bywaters (ZRE)

HiEIR

[ RAFIRERLKL SR LD

(1910~2003)

KAlCHBRZS! |

195 & SNIREEZ
2L BR3¢
SAHERIS

& RE

DR - FORESE
3% £ 5

VOV M REFISTS

mzinisE
FiRRLF

Ann. rheum. Dis. (1971), 30, 121

Still's disease in the adult

E. G. L. BYWATERS

From the Department of Medicine, Royal Postgraduate Medical School, London, and the Medical Research

Council Rheumatism Unit, Taplow, Berks.

Chronic polyarthritis in children, often called Still's
disease in Great Britain after G. F. Still, who
described 22 cases in 1897, is usually referred to
elsewhere (e.g. in the U.S.A.) as ‘juvenile rheumatoid
arthritis’. This nomenclature prejudges the issue. Is
the condition really rheumatoid arthritis, such as
occurs in adults, or is it a different disease? This
problem has been confronting us at Taplow for more
than 20 years: it is complicated by the likelihood that
rheumatoid arthritis in adults may consist of a
numbser of different entities, with different manifesta-
tions, different courses, and even with different
pathogenetic mechanisms, and this suggests the
possibility of different treatments. The majority of
hospitalized adult patients with rheumatoid arthritis
are sero-positive, and this group seems a clear
nosological entity, often associated with nodules of a
specific histological character. This arthritis is seen
also (but rarely) in teenage children. Most patients
with chronic polyarthritis in the general population,
however, appear to be sero-negative. A few may be
included in the latter category who will later be
found to develop psoriasis, ulcerative colitis,
Crohn’s disease, Whipple’s disease, ankylosing
spondylitis, or other connective tissue disorders.
‘These are all uncommeon and, as far as we know, the
majority of such sero-negative adult arthritics
develop no such stigmata, but remain for many
years as cases of ‘sero-negative polyarthritis’, usually
with a milder and less progressive course than

i with positive rh id arthritis. It is
to the former group that most of the female relatives
of our children with Still's disease appear to belong
(Ansell, Lawrence, and Bywaters, 1969).

To find adult patients developing a disease
indistinguishable from Still's disease would imply
that the latter is a nosological entity sui generis and
not merely an age-related version of adult poly-
arthritis. It would also complement the occurrence,
at the opposite end of the scale, of children with sero-
positive erosive nodular rheumatoid arthritis (as
described above) (Bywaters, 1967). This paper sets
out to show that the Still’s disease syndrome occurs
also in adults. In a descriptive study of the rash of
Still’s disease (or ‘juvenile rheumatoid arthritis® as it
is often called) published 14 years ago (Isdale and
Bywaters, 1956), five adult patients showing the same
rash were briefly instanced. The present study con-

cerns fourteen adult patients (including four of the
cases previously mentioned by Isdale and Bywaters
(1956) with their later development) and particularly
the course and manifestations of the disease over a
mean observation period of up to 20 years. They
have been seen between 1950 (two patients) and 1970
at Taplow and Hammersmith, where we see about
260 and 420 new outpatients per year respectively,
including quite a number from outside our own area

FIG. 1 Case10. A woman aged 30 years at onset in 1957.
She had a 10-year history of intermittent rash—once a year,
lasting about a week, worse towards evening, and with
trauma and heat; not itchy (scale in mm.). Pain, swelling,
and fluid left wrist and right knee for 1 week, subsiding on
aspirin. Fever 101°F. Erythrocyte sedimentation rate
58-38 mm./hr; DAT negative; latex test and antinuclear
factor negative; rash still present on and off for the next 4
years, but no further joint trouble.

Bywaters EG: Ann Rheum

Dis. 30:121-33, 1971.
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プレゼンター
プレゼンテーションのノート
＜詳細コメント＞プログラフの免疫抑制作用は、主としてT細胞からの分化・増殖因子であるインターロイキン2及びインターフェロンγ等のサイトカインの産生を阻害することにより発揮される。この産生阻害は細胞の核内でDNAからmRNAへの転写を阻害することによると考えられている。プログラフはT細胞内で、タクロリムス結合タンパク（FKBPと結合）して作用を発揮するが、この結合タンパクはシクロスポリン結合タンパクであるシクロフィリンとは全く異なることが明らかにされている。T細胞レセプター（TCR）が抗原を認識するとPLCが活性化される。PLCからのシグナルは、Jun/FosヘテロダイマーであるAP-1を核内に誘導する。一方、PLCによって生じたIP3は小胞体からCa2+を放出させ、CaMと結合してCa2+/CaM依存性の脱リン酸化酵素であるCaNを活性化する。活性化したCaNにより活性化T細胞核内転写因子（NF-AT）は脱リン酸化されてCaNとともに核内へ移行する。その結果、核内のAP-1と会合しIL-2のmRNAへの転写を引き起こす。このときプログラフが細胞内に存在すると、プログラフはタクロリムス結合タンパク（FKBP）に結合し、さらにこの結合体はCaNに結合してCaNの脱リン酸化活性を抑制してNF-ATの脱リン酸化は起こらなくなる。このため、NF-ATの核内移行は起こらずIL-2のmRNAへの転写は阻害される。
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