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EXPERIMENTAL STUDIES ON THE MODE OF ACTION
OF CYCLOSPORINE AND FK 506 ASSESSED BY PROLIFERATION
RESPONSE OF HUMAN CLONED T LYMPHOCYTES
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We applied cloned human T lymphocytes established in our laboratory to evaluate the mode
of action of Cyclosporine (CsA) and FK506. Phenotypic and functional analysis led us to con-
clude that HTL403 was a helper T cell clone and HTL805 a cytotoxic one. Susceptibility of HTL-
403 to the immunosuppressants demonstrated that alloantigen-driven proliferative response can
recover to the rIL2-driven level by the addition of rIL2 at higher concentration of the agents.
Although full recovery was not observed in FK506, this finding indicated that FK506 as well as
CsA inhibit IL2 secretion from HTL403. FK506 showed remarkable suppressive effect on the
proliferative response of HTL-805 even at a considerably low concentration, while CsA suppressed
such a response dose-dependently. We concluded that FK506 can be used to reverse ongoing
acute rejection as well as to prevent acute rejection.

(Acta Urol. Jpn. 37: 1141-1145, 1991)
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medium; 5x10-5 M 2-mercaptoethanol, 10% FCS,
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HTL403 3MIfaMEEAES R &F, HTL80S |37 =
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% 7w U R RS B> TL2 Y13 24H4RE
e R EfE (2.6u/ml) %KL, HTL403 13 IL2 %
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Table 1. 7 »— (v THROZME

HTL 403 HTL 805

Phenotype OKTY*g™_ OKTY~8*
Leu8™ 15 Leus™15

Cytotoxliclty (-) (+)

Proliferative response (+) (+}

to alloantigen

Requirment of exogenous (-} }

TCGF for prol iferative ¢

response

Production of [L2 tn (+) NT

response to alloantigen

TCGF:T cell growth factor, IL2:Interleukin 2, NT:not tested
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HTL805 ; 1.4x10¢

cells/well, ¥ : 7 = f8 ; 2x105 cells/well+rIL2 ; lu/ml (Q), rIL2; 1

u/ml (@)

AT LG rIL2 g ¥, EHNR 7 = f BRI
DARTHHERFAETH 4. HTL 805 117 »flilH
Bk rIL2 oA TIERMMMERSCXF, 2%k MLC
LERBEE L.

2. 7 v — AL T KD S I FIRRSE e

HTL403 137 r#IBOC X » XS RIGT 525, CsA
TR S, rIL2 MBCH LT CsA &
BECTORMEI R, 7R, rIL2 R TE,
CsA 10ng/ml LAET rIL2 Bl L AREDOR
IE% R L (Fig. 2).

HTL403 i3 FK506 T4 FEEEDOKIEI L i,
rIL2 RIS & % B RIBED FK506 T4 it
BECTH-To. i, 7 efifkEo FK506 i X 5K
EEE rIL2 e X b, FK506 &S cEE
Lichs, CsA LR7h rIL2 BB OKEE T
WEE Lieh -7 (Fig. 2).

HTL805 o CsA wxhd 2REMEHRFT5 L,
rIL2 B¥k X7 =, rIL2 RRIBUC X 5 KIET
CsA 2 X h BERFHCAH S, SRETOHE
3 - (Fig. 3).
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FK506 3, HTL805 o rIL2 Bk X 07 =,
rIL2 FRFRIBOC & % RIS # ERED, b EREE CH
BECHEIMH L. L7 = fiF, rIL2 Rk
BESOREIEHRBED - 1o, ERERCOMET
CsA 28@h -7 (Fig. 3).
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Hhics®. FKO06 (ZhMETHRE, BEARIhLHL
WREMHAT, RE—MOMER CERHECT 5%
BRI h oo 5A, Pittsburgh 5 Hi3 JFg
T35 EhDTRIFIREEIHE R, ERYED
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HTL403 o7 » HERBIC X 5K, CsA TF
S X BN, CsA 10ng/ml L) Ecik rIL2 ¥
Xy rIL2 B ARE: CRIGHSEEL
fo. AUk GsA #8 Th o IL2 EA»IHLTW5
TEERRL, AEBRRK X o THREBD OMRITHE
ATEI®. FK506 T EEKC IL2 iRinc X % K&
OEEH, Db, FK506 4 IL2 EAZHGIT 5
T EDHERD LRI, RIEOERIIES TR, /8
AR CGsA LFE—TlowZ EXRBEhic. Wi
hgd k, IL2 EANRWERYHTH &b, FK
506 (TERPRENCIL SMEAE SIS 33 5 F BRI R A3
fTE, CsA LRAMRIRERAENIIREE L b,

HTL805 ¢ rIL2 Hifhis X007 mbifE, rIL2 [
Rl X 2 RGO M R» B, CsA 13 CTL o
1L2 RIGHMEEIIHEIT S & &b, IL2 RGO
LB EEL BRI, UL, FK506 x5
HTL805 DR&ZMiY CsA Ly R54T, FK506
KB T LRI LR L. FK506 3 CTL
DFHUEIET B2, CTL OENEIIa 63 5 Ml

BRI Uit & REXT RT3 bhvbh
o HTL805 %1% FK506 oSHEIER b EE
354, FK506 13 CTL @7 w— vHESDD I
CTL o#fesbaifl3 5l 1 RmB Sh, CsA
LRI, TORRELo0H 5 BHERRECE
BHThsEBEbhB. ZOML BWERPERKE
CEORINTWAIBEERIRHTOIBRLEEL DN
64,9,10).

FK506 (3 CsA & B T filaiEE B0 R
Rea i35 L EL DR TV AD, SEDOKRFTHR
Shick s, —HOEARRIC CsA LERNKRD
bha. &, CsA kx5 cyclophilin & [,
FK506 3, FK506 f47&M (FKBP) LiEATHE
L, bk zDnEAL peptidyl-prolyl isomerase
(PPlase) {EMERE-T\WAHZ EAYRENIID. L
L—7#C, FK506 (3 CsA LB®isb PPlase FEi=e
IravEY 7LD Cal HECEELYBIIES R
wo ks, FHORLBEVHREIN?, SHOMR
BHANEE IS,

SEDOBE TR o e, RRIVBEAET
BAF X7z deoxyspergualin (DSG) 3 ZS#iE#K
IGOEEEL LTEBEh Twh. DSG o MLC
R HEGIRE, CsA ER7cbh, DSG %%
AR N2 T HBR TMZ T b AROMEIREL LS
hic. b, HTL403 ot LTlglaEsr a2 bh
3, ILl EEA® HLA-DR $E, 1L2 SRHORE
HEH Licrotcz &, 2R MLC 2Mi#l Lish -
feZ kigEnb, DSG 345fbL2>2%% CTL %4
HLTOAAEEELNE L DhTW3Y, Ziuk, ik
RIGHERRIKL LT DSG O RERBNERTH B &
W BRI BT AR L E L b,

& B

e b7 e —CTHEY BT EEREMEIFIONE
RERERET5 2 &C, AEmHEH oBEERE R
LCHERIRMRAEB A C LA TE k. F LR
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