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864 IMMUNOSUPPRESSIVE AGENTS (5124-5129) FRIDAY

5124
CYCLOSPORIN A (SANDIMMUN) TREATMENT IN DERMATO/POLYMYOSITIS. K. Danké, Gy. Szegedi.
3rd Dept. of Med. Univ. Med. School, Debrecen, Hungary.

A treatment with Cyclesporin A(Sandimmun) of 23 patients with ‘demnm/-
polymyositis (OM/PM) is described. In 14 of the 23 patients Azathioprine, in 3 of
them Lycurim, in 2 of them Cyclophosphanid treatments had been tried earlier but
were discontinued because of side effects or lack of efficacy. At the time of
starting Cyclosporin A treatment(initial dose 5 mg/kg/day), all patients had
serfous involvement of the disecase. The duration of OM/PN ranged from 6 months to
16 years ot the time of initfation of Cyclosporin A treatment. The response to
Cyclosporin A included recovery of muscle strength and functicn. It was possible to
stop or reduce the steroid dose, which hod previocusly been difficult in all 23
patients. In these patients o maintenance daily dose was batween 2.5-3 mg/kg/day.
Levels of CK and LDH returned to normal after 2-3 months of treatment. 2 patients
discontinued Cyclosporin A becsuse of hypertension. Minor side effects occurred in
4 potients ( hypertrichosis fn 2, nausea in 1, gingiva hyperplasia in 1). Because
Cyclosporin A is a fast-acting farmunosuppressive drug, it appears to be a good
candidate for the treatment of refractory forms of DOM/PH, with no increased risk

of sdverse effects compared with those associated with other drugs.

5126
FTY720, ANOVEL IMMUNOSUPPRESSANT, POSSESSING UNIQUE MECHANISMS.
. smmmmmmnmllnmmmmncmhmam

man

National Chikiren Hospital*, Tokyo, Japan.

FTY720, a novel sy ic i ive agent, p powerful
wppmvaadlviywthmlqueme&anlsmdmmmosedmamcumm
Effects of FTY720 on rat skin, rat heart and dog kidney aliografts were examined. In rat
skin allogeneic transpiantation with WIKAH donor and F344 recipient, FTY720 prolonged
the allogaft survival at a dose more than 0.1mg/g p.o. in a dose-dependent manner, and
showed gistic effects in i with suboptimal dose of Ci In rat
heterolropic heart allogaft with WKAH and ACI strain combination, FTY720 was also
effective at a dose of more than 0.1mg/kg p.o. , and longtenm graft survivals (>100days)
were observed in high dose (10mgkg p.o). Furthermore, in dog kidney aliogaft with
Mongrel donor and Beagle recipient, longterm survivals (>70days) were also obtained by
oral administration of FTY720 Smg/kg in combination with Ciclosporin 10mg/kg p.o..
mmmmmemmwndrmzomcmspmnmmm
effedts in various animal bx of the unique mechanisms of
med&mdmmmFMaMWnn.m FTY720 is expected 1o have
clinical ial for organ

5128

RAPAMYCIN INHIBITS SYNTHESIS OF IL-2 BY T CELLS.
Wyeth-Ayerst Research, Princeton,

NJ 08543, USA.
Upon activation via the CD3/TCR complex, T cells s ize both IL-2
and functional receptors for I[L-2 to bring about T-ccl]’ clonal expansion.

( ) its effects by interfering in

thc cell ¢ cycle progression from G1 to S phasc, and lhcrcby inhibiting cellular
roliferation. It is commonly believed that RAPA inhibits growth factor-
induced intracellular responses rather than the synthesis of the growth
factor(s). The present study examines the effect of RAPA on the production
of IL-2 as well as IL-2 responsivencss of murine T cells. Plastic-
immobilized anti-CD3 mAb induced a strong proliferative response by CD4+
T cells. This response was largely dependent on the IL-2 : IL-2R interaction
as evidenced by the inhibitory effect of anti-IL-2R mAb. Stimulation of T
cells with anti-CD3 in the presence but not absence of anti-IL-2R mAb
allowed significant accumulation of soluble IL-2 in the culture supernatants
reflective of the inhibition of ¢ ption of end; us IL-2. Under these
conditions, a combination of anti-IL-2R mAb “and RAPA, but not its
nonimmunosuppressive analog, caused a profound reduction in the
accumulation of IL-2. While Cyclosporin A almost completely blocked the
expression of both IL-2 and IL-2R, RAPA had no effect on the expression
of IL-2R. These results suggest that RAPA can inhibit T-cell proliferation
not only by interfering with IL-2-induced cell-cvele nroeression but alsa hv
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FTY720 A NOVEL IMMUNOSUPPRESSANT POSSESSING UNIQUE MECHANISMS.
IF by effects and selective decrease of peripheral

mature T cels mmmm“__mam
T. Mishina, S. Sasaki*and T. Fujta t  Yoshitori Phamaceutical Industries LTD., Satama,

Taito Company*, Kobe, and Kyoto Univ. T, Kyoto Japan.

FTY720, a novel synthetic immunosuppressive agent, wes found through chermcal
modification of ISP-I, & natural product from /sarfa scinciaii.  In vivo admini of
FTY720 resulted in a marked prolongation of rat skin allograft survival at a dose more than
0.1mg/kg p.o. and its effect was 10-fold more potent than that of FK506. However,
FTY720, at a concentration up to 100nM, had no effedt on IL-2 and IL-3 productions, which
were inhibited by both Ciclosporin and FK506, from alloantigen-stimulated T cells. When
0.1mg/kg of FTY720 was administrated orally to rat, the number of CD3-positive T cells in

blood ly within 3 h, wh the number of peripheral B celis
and PMNs were After the for 5 days, CD3-postive T cells in the
spleen were selectively depleted, however bone mamow cells, thymocytes, and spienic B
cells were not affedled. Furthermore, DNA of FTY720-sdministered rat spleen celis showed
ladder degmdauon by agarose gel electrophoresis.  These resulis indicate that FTY720
i pressive aclivity with unique mechanisms distingt from
moseorFKSOBandP‘ porin, and that the of action of FTY720 is related to
selective decrease of mature T cels by homing and apoptosis.

5127

FTY720, A NOVEL IMMUNOSUPPRESSANT, POSSESSING UNIQUE MECHANISMS.
L F jical activities in severzl autol and i y models.

K. Teshi T. Imay i*, M. Matsuura®, S. Y i*, K Chiba, and M. Terasawa®
Yoshitomi Pt stical LTD. and Fukuoka®, Japan.

FTY720, a potent i ppressive agent that p organ graft rejection on animal
models of i mechan of actions distinct from those of

Ciclosporin and FK506. In this study, phamnacological activities of FTY720 in several
amommcmdmﬂammwynmeismasmmmmmakedearﬁspmml
utilty as a drug for FTY720 si inhibited methylated human
serum albumin-induced delayed-type hypersensitivity in a dose-dependent manner &t a
dase of more than 0.03 mgkg p.o. daily in mice. In rat adjuvant-inducad arthritis, FTY720
inhibited joint destruction completely as well as paw edema at a dose of more than 0.1
mg/kg p.o. on & daidy dosing schedule. FTY720 was also effective in coflagen-induced
arthritis at a dose of more than 0.3 mg/kg p.o. dally in rats. Furthermore, in another T cell-

1 model, exper allergic encep yelitis, FTY720 inhibled the paralysis
compietely at a dose of more than 0.1mg/kg p.o. dally in rats. These results indicate that
FTY720 may be effective in the treatment of rheumatoid arthritis, multiple sclerosis and
other auloimmune diseases.

ismemanosz ve cylokine secreted by NCI-N4I7 was serologically ideatified as Tramsforming
m-ﬁbﬂw’lmﬂﬂl).m’l mRNA was expressed is NCI-NAIT bet st ia NCI-E9. Purther
iavestigation showed that TGF B) protein was secreted by 4 of 8 SCLC lines tested. TGF B inbidited
secretion of IL-2, IFN @, IFN v, TNF a, but st of I -la, IL-15 in whols Nood cell calsare from sormal
Individaals,
To iavestigate the clisical relevance of TGF P1 secretion by SCLC, we
concentratices of IL-2, IFX a, IFN v, TNF @, IL-1a, I-1§ ia whele blood zell culre from 58 SCLC
©

patients by eazyme-liaked immasosorbeat assay (ELISA). Compared 44 pormal cootrols,
immasocompetens cells froam SCLC paticols secresed sigaificantly lower amowsts of IL-2, [FN g, IFN v
wpon mitogen-stimalation. TNF o secretios was significantly redaced in extensive discase but mot i
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