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Cyclosporine Therapy in Refractive Uveitis
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THBEHM L ABflECTh s CYA OREDDREH B50~120ng/ml (Z#FF s v T 1. RERE
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T BB T A EA ¢ £ BRRICH T 2EBRADROMCHEEIE A >, (HER 91 : 686—693,
1987)
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Abstract

Cyclosporine (CY A) treatment was carried out on 8 cases (15eyes) with refractory uveitis resistant
to conventional therapy. The relationship between CYA effects on uveitis and on immune status was
analyzed. The frequency of ocular inflammatory attacks was reduced in all cases and vision improved
or was unchanged in 11 out of the 15eyes, therefore the treatment was considered to be beneficial in
6 out of 8 patients. The trough level of serum CYA was maintained between 50 and 120ng/ml in all
wellcontroled patients. CYA did not affect subpopulations of peripheral lymphocytes nor serum
complement titer. On the other hand, cellular immune responses were suppressed in all CYA-treated
patients as indicated by reduced tuberculin reaction responses, lymphocyte proliferation with ConA,
and interleukin 2 production. (Acta Soc Ophthalmol Jpn 91 : 686—693, 1987)
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TLRY, BROHEESE SBERCLIEHEIA?, £
DEFGRIMEREI 225590, LasLinhs, B
RINCEROBD LRI GIERA L S 0, CYA oFa
EH LERRDROIE L b 45 4 — 2 —3HIBRT
With, S0, 4k CYA BEY T - o libt s v
5 e 8 PO EEFRANE & BRI S iaitht L OB
CoERFAE TR THET 5,
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HTEE VB PR R SRR A A BRBS AT AT T - T B VA M 58
E OB 8 FISIRT, B 64, Ltk2f, FHER
244 .3 TH B, 6~ —F = » FET, 5 bEs
R AHl, TLER2FTHoTo, fLiZ =g F—
YA 16, BERAFABHOLE 5L 1FTHE (Table
D, &fléb, fERoBEE, Thbbarvsy,
TV FFHY, FTRZAT 1 FEECBREROHE
RO ERTH B, CYA BT T, HEH 3
RERIEAI L 1 HIER 6 FTlRaAreFvE=v PR
v ORtREEY, ERTEAT e A FiEH#Y, E6
BR=v FFHviAaATef FORRABEELYTRE-T
Wie, L, EM3EEThE ol cERT R ¥
FOWKFERE IR TV, EAOHMGWFET
CYA #afRIc) h ¥ & 7= (Table 1). CYA ZfEFIIG
U Tbmg/kg #:510mg/kg O & THEMICERG L, B
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Wik 4 » A 6185 A CcEEH SRS ATth-
7z (Table 2).

2. FiE D CYA SEHEBALAET £ ihiEhic, CYA RI{E
MFFRES X OCBRKREEN#EREE LTy <Ay
VY EARIE, A& —nAxv2 (IL-2)BEARE, 1
v ERIEFERE (PHA, Con A FIBD, Vv -tERSFE,
M, fEEEELEEL .

D vz v vyEAKRIE: —# 28 PPD B
w0.5ug/ml DEET, 0.1ml ZEEDS L, 488RIH
RS 3 X O R B IR L7,

2) IL-2BE48E | M RIEM D SBA~ 0 v IR
1t A+ & Ficoll-Hypaque HEEOHEIZ X b M Y ~
NERAEDBEEL, S5 R v B A2%Nu-Serum
(Collaborative Research, Lexington, MA, USA) #
& ¥s RPMI-1640%% (GIBCO, Grand Island, USA)
T2EEE LHIZ, 10%Nu-Serum, 5x10-5M 2-
Mercapto-ethanol (2-ME), 100U/ml penicillin, 100
ug/ml streptomycin % & ¥s RPMI-16405 %4 C 2 X
10°/ml = 8 # L 7=, phytohemaggulutinin (PHA,
HA-16, Wellcome, Dartford, England) (210gg/ml @
WEETHIN L7, KE3EX5ml tube (Falcon, Oxnard,
CA,USA) #H\, 5%C0,, 37TClefRichicA v+ =
=g —RTIT i o, KEE 3B PHA 2 <
fes it Pk 2 T, LI PHA & % 2v k50
B CARRERIRE B 2 77 - 7o, L& EIR L IL-20
EEFT—20CIHEERFELL, £LBcsthsIL2
EEORE R R LT & file e,

3) Vv oSERHEAERE C PHA & Con A #l8ucz X 2°H
A 32 vEUARRER EIE L1z,

4) VRO E D THRESRIE=¥ M B
MRE SR ISR L 2REREZ = 70 vl

Table 1 Clinical data of 8 patients

Previous therapy

PN L] T = =

Patient (age/sex*) Diagnosis Drug (per day) g;l;ﬁg%?
1(46/F) Behget,s disease (complete type) Colchicine 1.0mg, Endoxan 50mg 24
2 (36/M) Behget's disease (complete type) Colchicine 1.0mg, Endoxan 50mg 3
3(45/M) Behget's disease (complete type) anti-inflammatory drug [
4 (41/M) Behget’s disease (complete type) Colchicine 1.0mg, Endoxan 50mg 3
5 (40/M) Behget’s disease (incomplete type) Cnl'chicine 1.5mg, Endoxan 50mg 2
6 (43/M) Behget'’s disease (incomplete type) | Colchicine 1.5mg 8
7(56/F) Sarcoidosis predonine 10-30mg 10
8 (48/M) Unknown origin Colchicine 1.0mg, Endoxan 100mg predonine 0-30mg 3

* F: female, M: male
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Table 2 CYA therapy for the patients

. CYA dose (mg/kg/day) | py,4i0n (months)
Patent N, 1 tial] Highest | Lowest | ©f CYA therapy
1 8 8 8 15
2 10 10 4.5 18
3 8 6 16
4 6 6 6 4
5 10 10 5 18
6 6 8 6 14
7 7 7 6 11
8 8 8 8 6

BETITI -7, THRERSBEIRE /2 2 7 —F A Hf
EH OKT4 (1 vFas—/~A—THilD 7,
OKTS8 (7 v v+ — /flilabEE M T M) 22~
7.

5) MiEmEM - C5, Cox itk L hBIE L
1ol

6) ®EEHE &% | Clg solid-phase EIA iz & b filE
¥,

7) CYA MERE - BEX4A 2 CYA ZARETIC
L, MMz EE L 7% i Radioimmunoassay #
WX hHlE L.

7 33, 3)4 BT7)®D 8 7 (X Special Reference
Labolatory (SRL) Zf&#H L TfTis - 7c.

Im & *

1. CYA &) ER T 5B UR

CYA B#RT & P O IERIFHE 0 Z{LIL Fig. 1
T Lo, Tk uTEALTEh, 5 BIEH
2 LHER 3 TIREFEPICRIFL—ELRE I bRho
fo. fERF 6 ORIEHEE ML T e, RBREEDOZ
NEFNROBRREEL R - HELZ . RFEEHEE
O FH Iz, CYA BRERTI0.71+0.20E/8 Tth -1
2, CYA BEFTI20.23+0.26[E1/8 &b, 1GERAT
I~ BICRREEE R EA LTz (paired T-
test, p<0.05). CYA {&HEBRMERT & HAKEERIZE
W58 0% Fig. 2ic73, 9BTHE, 2BRTAE,
JRTHEL T\, FEF 5 REFHEES TS ER
DR FMGRIEO DI HAEEOM 2 &, R 6
RS Lo fc 2 L BRENERL &
L, CYADSE BT 5 EERGRIER
5 EAER 6 A BR< 8 Fdh 6 (T RD £ FMr L7,
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Fig. 1 The value of number of attacks under
treatment was calcurated as below. number of
ocular attacks/months of CYA treatment
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DENER T, BHEHIT s BT a50~120ng/ml
DECH#FFE LT ie, CYA EBEIDRER 6 T2,
CYA BEIES0ng/ml LLTF & {Edv - o8, BiliE,
BHERECETOLHICCYA 0MBYTEin -1,
—Ji, FEFIS TEEIZ100ng/ml Ll ECH®FE L b
LECEERRL T,

3. ElfEA

CYA B OEIEM O F4EH % Table 3177,
%%E, BERTLENE L Abhi, £ 412 CYA B
o, BHEMAERELEL, s CYA 0BIER 55
WS —=F =y MROMBRERORBE AT TH - 1
2CYA 5 %FIE LT,

4, BERABEZVREORSR

1 THfusEsRE

(D y=r2) v EARIE

CYA WBEEHT & HEMIE 1 7 BBIZfT -ty =
7V v BHRIGOR R % Fig. 4c5T, CYA &
BBRELT R THIEAIT, BEE RHROR)

Table 3 Side effects of CYA treatment

Side effect No of cases

Hirsutism

Fatigue

Liver dysfunctions
Epigastric discomfort
Hyperplasia of gingiva
Tingling of extremities
Headache
Hypertension

Tinnitus

Renal dysfunction

HoH - NN N W W i

Facial nerve palsy

BEHSCOSBRICHT LY 2 v A £ VIBRHE - B
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F iR, BEICHER 2 1320 X20/60 X 65 (R /Feh)
&S BRI OMELS ARG 1 2 ABIZIR0/0L oo
Twic(Fig. 5), LasLadsh, BEAOERS T,
18X 15/45 X 41 &\~ 5 HiER OEA L RBIA 1 # B %
TR0/9X10 & FERITHA LT, e, BIER O
BHICHFE P IE LIFER 4 o, BERTOMER0/14x12
TR0/ X8 E M/ LT fo s, BlERIEHICE
ERAX B Iloo T, ZOMER0/20x12 & Bkl
b &S TS
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Fig. 4 Tuberculin skin responses before and
under CYA treatment

Fig. 5 Tuberculin skin responses of patient 2. left: before CYA treatment,
right : Imonth after CYA treatment
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CYA ¥adERT & CYAWRBPoEMWM Y v <Ko
Con ABIBICY % YV v ~ERIEBSUE & IL-2BE D
EhREHx Fig. 6loR+, fEF 7 LEEF 8 @ V) v BRiEE
RIGE CYA BRI OEIMET LT e dd, ZhidR
Ted4 FORREITR-Ticied & Bbh, CYA
BRSO AEVEY & > T (Fig. 6). 202

HIESGE 9% 7%

FEGIAER 8 Fld 6 flTix, CYA HaReBath s Ha Rl
ELIY v ARG O FHER, WBEchk~T
HEIE T LTy 72 (paired T-test p<0.05). PHA #
Bz X B ) v AEREMRIGGE, —EoEEERD
Moz,

IL-2BE A4 REE, Bt L7c 7 fleR, fEMI 3 &HEM 7 25k
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Fig. 6 Time course of T lymphocyte function. upper: Con A induced
lymphocyte proliferation, lower : IL-2 production.
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Fig. 7 Time course of lymphocyte population
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Fig. 8 Time course of T lymphocyte subpopulations

S5HIT CYAWBRBHIB®RET LT, ETFHEm
Zbhich, BEEER THANLEEREE L o,
A7 e A FRRAYSEGCAER 7030 v BREAER
I & R CYA Wi o5 L2 A RMEEA2 = L
Tuwi: (Fig.6),

2) U VBRG]

BY v BB IUTY vARRE, Fig TiorxT
Lo, EFIE6TCYAHESFIZBY v Bk#k L O
TV v ~EBRE L SBRELEDIH, MOERNTIIEE
F@RDIehrot, TV v AKRY 71y b Tk OKTY,
OKT8&: &l + DFEMITIEBL 2 XA E <, HEEBMS
b~ FEOLEER LD o7, OKT4/
OKTSHRIERAME T EOEB 2 B h - 1225,
CYA & GIDFER 5 & iEH] 6 (RIAHERT L D 1.0LL T
THY, TMBEERORBOLHERELYPIELIE
4 $1.0LLFTh -7 (Fig. 8).

3) T MoK AEF I

Mgl (C5, C9), REEGE, FEE®T—
E O LR e - 7o,

IV & &%

T U v S EREERE 2 BRI IS B (Rl A o L &
715 CYA R, fhoBEeRIGLEV<_—F= v FE
HDHCRMOEERES L SEEOERFICRALAED
AL ER S o255, SO, FEEOBBICKIG

L7 EEEHES & 9 BRITH L Cfift -7 CYA i
28 Fld 6 GloREROHFBIEDTHH, CYAD
BEMENTRE R, LLERS, BS 2613 bd
TEGI5 SAEGI 6 12 CYA EBPITH - 7o, —HIESH
DERFRRLZHRILGBE, (1) FHFE 50 R
Sh, ToMFBENE L ATEL TS
F&, Q@ BHLVALICELTHTHEYD I EE,
PEZBID, EHFIDO S BIEF 6 © CYA MigEE
ZHEIC50ng/ml LIF T, BEO ST RO R
EBDIKIRALTWA LD ETHEH,D, ML
5D CYA ORI A, BB VIR L~ —
EL TR BnDERRB b0 - E L
h, ToOEWCYA MFRENEGORREE 2 Hh
fo. —7, FEFI5 X CYA Mg #EEH120ng/ml &k %
CHMHETH-HEDTH D, Zofiz CYA icxt
FTHREUNE S O LR S i, SEoESTE,
CYA o Il {3 B 2350 ~120ng/ml O ek X e
OB, SESERCHTHEREDRLRLR, T,
BIfFRECKBEREORE S E -k, Z0kdKC
CYA DK MLiE#EE %50 ~120ng/ml i > = & A3,
BIfFRZ R DBEL» S E S BEEDz v b r—%
TarETIWEEbhi, SEOEMCHTS CYA
DEWERTH A0, Table 2ICF L L, %F,
BEREL LS Abh, BEEIFERLLTHTH
1FITH -7, LrLl, ShiZmMEZ v 75 = vlEH
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HEHRRTD 2 f5 E 70122, 0mg/ml R LA b D IBEL
fetetbTHY, MF27 V7 F=vHOBED LR EE
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HR&EE 9% 75

LS, BREHREORDLNIh - 1iEH 5 LiE
Fl6o2EFTE, ¥z v ERRIE ConA R
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