The Japanese Soci ety of Allergol ogy

TV F— 45(5),
494-502, 1996 (°F 8 )

SETRE/NRB ORI Y > 8BRIC B 2 7 =5 E R
IL2BOCERA B G 2 2 AR 4N, INEEE,
S OSEE58 D AEREH SR K O % D Fhistk st

DEFRBRIRS N, PHEEEIAENER, YRR N
B WY & ORY B &Y
FRWOAY HEAEZY B =

BWEFERIZIC L Y IEM L& iz T #8BO IL2 (interleukin 2) 1239 2 RSN ERIZ, PLILF—
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EIE N

=i IgE RAST 2279835503 4D 15K
2 5 185% % TORE 0 S BB IE 394 0 AAY I EAZHE AT
Rz, WX RIER, 2R IgE RAST 227,
FERR, VEART A POFKEEZHV TRENK
Tole,. 74740 7, BRIBHRICIHE SN Tw S EIR
R, A7oA VA, EHAR, H50iE, ot
7 Vv E —Flk, RER R O, BARRT 2 2 A cE-
THAL TWRWERZAW:, SBE LT, HYE
WO FEEREEANBRETHZ, HE VI, T VLT —
FER 2R E D Z OEEED 2 W EE/ NG R OMEEERL
ANERWTz,

Bk

1. 7 =HiRRrEN IL2KIEEOFHE
AR & 0 FEE O RT B L 7 B

(1x10%/ml) 1210ug/ml ® & = Fi IR (Df= Dermato-

phagoides farinae) (BJ7) RUML, 5ml DRFEF 2 —
T(7ynay) BHWTIO%E b 7= (56°C30
433EEML) A RPMI 16402 7 4 w7 A2 T 5 HfEE
%, P E2x10%/0.2ml (B L 72 %% recom-
binant IL2 (ZMH) 0.075U/150ml Z&ML, 96/ TFE
TL— MZTE 53 HEREE L 7218, LSQ medium
[lysing staining quenting medium : 2 f%#7#% PI stok
#% (1mg/ml propidium iodidein 4.9% EDTA) 1.5
ml, EDTA#% (4.9% pH 7.0) 7.5ml, TritonX —
100 (8% U/U) 1.5ml, 2 °# K drawing ink (LEIZ)
MRS 1150l ZUintgsE L, 37°C, 305 HFE L
T2 HOLEEMOLE ST (Leica MPV-MT2) 2HWTH&
RPDHENELZHET S Z L&D, SMilakrER
L7z, &0, IL2IEMIEE b3 2 2L &b, B
Tl L IL2KIRE (S Z&HiHL 729,

L2 5 (stimulation index ; SI) = (IL2¥shNfER#
S5 S — MR FEA N HOEAR )/ (IL2FE AR G
5 — MR FE VR IR B R )

F 72, —ERORERITIE, IL2E ML T 3 HEE#EE
AMpEg R b ) S T - BRI TRE L, [FIERIC
IL2FEFRMEE & O & - T, IL2e M % 7 L 722,
¥ 7, OB EBIESH 53, mitogen 12 & > THHE
Snp IL2RIGHEC 5 2 BT RO DT
BRETT 2720, WERR (Y2 ) v ROGHETHE)

O BIZHINE % [E812 L T concanavalin A (Con A) K&
Uf purified protein derivatives (PPD) T#li L, IL2
B % 5 U R L 7,
2. BETTTTHNO MR

ANG (VY AT), INEEE (VAT), BB
T ¥ A JFHHK600mg, 300mg, 100mg % 10ml DG K%
Iz T37°CT3057 ¥ L 72 #2000 X g+ T 1047 il O
L, 2OLiE% pH 7.4 TR LUER & Uz, FrEPUE
THEM LS N 2 HEHIEICE 2 2 RE S RO %S
BEFT 570, FEE % RPMI 16401 TR IEEICHR
L, HRMIEELX10°ml w2ishnl, 37°CCl2/ R, AL
MU, ZhoOBEMEZEEL:Db, Df P,
PPD, Con A &2 ¥INL IL2KIGE 2 5FH L7z, Al
JRESHIRE I BT SR 2 [FIRRR N L 72354, S8Fhg, /I
FHEG CIIIH 2@ 7o, EHG TR 2D 2E
Bl aR RO Rir o703, 120 ORI & 0 #liF] 23
Wiz, ko, EAARERHRT 27012, BILEE
M2 1205 LT L, & 5RO EET 20
ZEOMBRRT L LT b buwniz, B, HEER RN
UTHIREZN TG Z 2EAARIORE 2R
T 5720, (TEMEFERCHILEE L 205, Df T2
FERIESEE L 70O B F 3 sk die (X 3), FEMFEME L
ALY IL2RIEHEERZFE L, 61, AFCLT
L2t T MR IC 5 2 2 B DWW TR T % 72
B, 50U Df TRIBLS fLiz a2 JiaLEE U
TPIEfEM G DY, FEIN S IL2RILME %57
fiti L 7z
3. MRt FHIALEE

BonlBEEIHB LK T 52 2 L1 & D two-
tailed Student’s t-test 12 & D #&E LU 77, 1L2K G4
(SD X HUFERIE % U e Wi & R L TIEHERNICEE
DbDEBE Ui, iz IL2KEHE (S OFEE (Bt
JF) FREMITEEER LR L CTRRECEVWH DX
e LTz,

& R

1. BERMILY v ERD ¥ = PR R [L2K e
FEIC G 2 6 B EEANG DAL

B SRR X D G R A I B IR D
LeANG CRIME L, D FUERIBCHFE I 5 IL2RIG
MICEZDMBEBF LI 25, BHE LT L
193X 1072ug/ml o 53X10 ug/ml O % ik E ¢

NI | -El ectronic Library Service



The Japanese Soci ety of Allergol ogy

196 A 5 = 3 R T2 Fe e S5t e FE o Hs
15k
32.0-
m % «
H % @
— % | =4
2 Z g
)] / S
g %7? s -
77 s 1.5
2 ir 3
¢ Ui E 3
o 101 S
3 L g
= mneR R 2
Dar 2
151 2
e a
a1l . 1.0
U

3x10°% 3x10¢ 3x103 3x102 3x10" 3 30

=1

Concentration 0
of Saiboku-to (p g/ml)

Stimulation None Df Df Df Df Df Df Df Df

Fig. 1, Relationship between the concentration
of Saiboku-to and its suppressive effect on the
induction of Df-specific IL2 responsiveness.

(Data of seven experiments were pooled) (*p<
0.001)

IL2RISHEFE OMEIWER 280 5 iz (Fig. 1 st
L721IBIHERD T8O 7 — 5 2R LT2),

—75, 3X10°R 16 X 10%ug/ml DFELE DEANG T
B 7858, ©L % ILRSHOE I BECh -
Fo (AR LTHAL), ZhsORESREY LK
JEPE RS B BEANE O HEIVE S OB 1 D v TRRET L
feb 2%, BAELZBRIGIFSHO Y B TRIE
HHIH & niz (Bug/ml D) (Fig. 2). Zhs0H
HITER L, PURSR I % S5ANG CRILE L -0 B,
DE HUEERCTRI L, T MilE & Eb 54 IL2RIGHE
DOFEBOHHDTD & N7z s, T Hl % SeANE TR
B L, Df JUE TR U 7o LR HlE & A b8 72 3
BB s e»r o7z (Fig. 3). £-T, NGz
YRR R U ¢, Df FURRRRR IL2K 5
BHEIT BUEEAEIET 2 LB Z SN,

2. VPR ENILKICHFEICES 2 2/ EEE
DALFEERHR

S[E X E/ANRIC BT 3 5 = PR IL2R S
FEIH T B/INEFEEOIMEHRIC OV TR LTz b
Z 5, 3X10ug/ml D/NEEE TUE % L 72554, 1061

I T
None 3ug/mi
Saiboku-to
Fig. 2, Saiboku-to-treated lymphocytes failed

to induce IL2 responsiveness on stimulation with
Df.

|

S.*SE

2241
24

Induced IL2 responsiveness (

7

0

Antigen None Df Df Df
Treatment with
Saibokuy-to (g/ml)
Adherent cells None None 8 None
Non adherent cells None None None 3
Fig. 3. Saiboku-to-pretreated adherent cells
failed to present Df antigen to T cells in inducing
IL2 responsiveness.
Three independent experiments were pooled.
*p<0.001
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Concentration 0 30 150 300 600 Anti >
o:“sz;)ffi’ryu_to Treatment \:it':en None Df bt of
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Fig. 4. Suppressive effect of Shoseiryu-to on
Df-induced IL2 responsiveness.
(Data of six experiments were pouled) *p <0.01

6 Flic B T IL2KIGHEOFEESIIH S /. &7z,
3%10%, 6Xx10%ug/ml D/INEEE Tk Z OMFNER X
Ao ool (Fig 4 HIf 2587 6 iz L
7o), INEES b AR IL2RERIC B U 5 AEZRHTL %
et L7 & 25, PURRRNIIE 2 Al L 72358 R
IG5 RFEOMEIER DD & iz A8, T e % WU L
THbZD LI REARRD Shieh»oi: (Fig. 5).
ko, NEBEGOWHIERZ, £ Df FUERFFRED
IL2R et % FE T 2 URR B Tn s &%

Z bz,
3. FoNiERENIL2KGEFEHICE 2 28550
AL R

L[ELTME X DB R IM M 21 X107 —1X
10'g/ml OIERE DLHEEEE T2 RTALAER L 72 D B,
Df FiFHI cHFE I N2 2K c 5 2 28R %
BatL7- & 25, 1X107%ug/ml O EEETI7HIH 6 #
TR OIMFIVER 230 1253 (Fig. 6, 7), Z OiEHI O
RREE 359 o 12, 48358 % Df PUIERIBERE < [RIRF R0
LA, 2ns olifER GRS o s o,
TL2R S 3] & AL 7z iEFI T, [FAR W BRI & 41

Adherent cells
Non adherent cells

None None 30 None
None None None 30
Fig. 5. Shoseiryu-to-pretreated adherent cells
failed to present Df-antigen to T cells in inducing
IL.2 responsiveness.
Three independent experiments were pooled.
*p<0.001

JEHE AN L T M D E L, 2 h 2 hiE2sE %
RTALER U7z D B PUERIR L, KIGHER B 5585
SO 2R Lz 25, W b1X1072, 1X
107 g/ ml DR THIME U 723561 KGR O
ZERDIH, FOHORRE X, TR R A i
BLEHELD THIKREZAUEL7-BEOTHKE
otz (Fig. 8). £ -7, EF5CRVRETHEIC
B¢ D FRER IL2R G E 2 MIEIERwmZ, T
M & @ CRISR 2 HIE T 2 EANEET 5 5%
Zbhiz,

4, PPD & tUf Con AfJBUIC TFHFEE s h % IL2K G
W5 2 % BB S HFIO MBI

Df fs B IL2RIGEDOFHE B 2 HHI T 2 BE O &L
DOEFHFHNC T, HEMEEETLE L RKIERICE 2 5
B OWTHRE LT & 2%, 5, EEBIrB0L
Tk PPD THEE 3 IL2RUSIHE 2% L7208, NG
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Fig. 6. Relationship between the concentration 0
of Sairei-to and its effect on the induction of Di- :Ii
induced IL2 responsiveness. 0 T 1 y
(Data of 17 experiments were pooled) (*p<0.05) None 1}:;";93

BETRZFOX > 2EREZAD >hk»o7 (Fig.
9), —7, FEEIZLT, Con AR THEINS IL2
KI5 2 5 R ARIOFE DWW TRET 212 72
EZ22, WERLIIEIER RO sk hotz, &o
T, SERET U7 B HI D TL2 R S HHIE g
W REIEERIC L 2 b DTH B EEZ BT,

# %

BRNE, INEERETT VALY —FREE T S
FHHRIT, ELEROBTHGSNZEDBRR Y D
ENTWEI, Fie, $EGIE, TTEOAZE, 5
HH, g, $EH, &F, BA, KE EF AZ ®
2, HE, #E, £EZ00R3FHTHY, Hi7vv
F—ERAZL DL INIAEEOHEAEZEH L T15
(Table 1)'®, IEZMIERIZ, EREFOHE, HE
TRIT VAF—1EHY, #4 Tk mast cell OfE
FAMHIER, S8, %35, HE, RETEIHE TV
F—MEWER 2 ERHE SN Tn 2, BRI, TTK
S S S/ N EAR M IM A 38 1) 2 & = BilF R
B IL2ROC AR RIZ T, SANE OAEEZIFIZ D

Fig. 7. Sairei-to-treated lymphocytes failed to
induce IL2 responsiveness on stimulation with Df.

THRETL, SEANBORTMEIC L 0 & = HilRE R L2
RIGHEPIIEI S NS Z &, % ORI I HUERE
RTEMIGICN L TR SN S Z L 2#E L7 (Fig.
3)', ZDHEIER X, PPD THE X2 IL2K IS
KWL THED SNz, Con A THEExN IL2K
JIGHICH L TRED s ol 2 End, SEFNED
Y =P R IL2 R St et 4 2 I e &, #2E
DESEIIFIERIC L 2 6 DTH R EHEZBNB0, &
[\ S SEANGCZ, BULSIHT7vAF—1ERE2E
T H/INEREE, RUYHRNG &SRR 2E T
BEHGICOWT OB EMZ, IhoDERFFIO
e Dw Tt L7 (Table 1),

WE, EFIOMEERZ, KEE»SEEY FIFT
Wk, REKREERCHIFIER?IED 5 2 5E503%
WA, FEANG TIX3 X 10 2ug/ml H & HIHIZIR 2 280,
3X10'ug/ml £ TZOMIHI RO, NG EEHE
(7.5g/H) HzFIRE, MHEEIE5.65ug/ml Tha I &
DHEI SN TWR I L 2EZ 5 & s OHIEITER
BERRETERBEZRL TS EFE 2505, Ly
Ui, SEEDOSEMGICHML T, EBECKREL
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&% T HlOTEMEILIER T o % AragtE s

Table 11

-
-

S, NG I/NERAS

RYZ

-
L

s,

N O FECRERNLECE T L0
EO0 S B BERIM T O8
NI BIE ] CERNE S oK
RIS S < (I R S NP TR N S =i
N0 R oM QXKL EN D4
N e N DD N B BN
o 0 EfHN > 3R EB 5
w BARABME IS E B ENGS YKL
Ro s 032N | B o# o
N ¢ . IVH,)Allv
BlE ZAdRbRErE 8.
TeEsgsEang gD
SEE AT oK v BEIR R
RO ENES RENHH " H g0
ReEP AP LERETR B
TRe L L NREa&es KBS
B b EEae o0 R E N W
cEHERF S g EHE i
LT e e e o _RE
w/@ﬁ\ﬂ*_m\ﬁmﬁwﬁﬁm@”@m%
D EH R gE L OEQ T § D
Tr DY ECHESEE - S0
L o&ER R KEL W ER

Df

Df Df

Df Df

Df

None Df

(3'SF'I'S) sseusaaisuodsal 2|

Antigen
Treatment with

Sairei-to (p g/mi)

Rbliz bt W YHRIMERE THE I 1

B YUAEL 2358 2 ER L,

ginsenoside Rec,

None None None

Adherent cells None None 10°¢ 102 107
Non adherent cells None None None None None 10° 102 10

FroHEOLRMICE

a3 70)F 1Y) F izt b OEZMEO pok-
eweed mitogen MLFI THE I N A PAEL R L IEH

TAERADBEET 32, 20X 21, EHARICE s

Sairei-to pretreated adherent cells

Fig. 8.

failed to present Df antigen to T cells in inducing

IL2 responsiveness.

Three indepependent experiments were pooled.

IRV ORI EZ T NERICE 2 51

*p<0.05

*$<0.02, *

ZDEFE L TOHRIZZDEBEDOER

LD RERICEZ Z2HBIR L EZ o005,

%7973,

5%

to (n=3)

Sairei -

= 4)

Saiboku-to (n=15) Shoseiryu-to (n

%/////////////////////////////%////+A

%%%%%%@%%%%%%

%%%%%%%%%%%%%
AN %%@%%%%

PPD

Con A
Effect to Saiboku-to, Shoseiryu-to, and Sairei-to on the IL2 responsive~

-+
PPD

4

o 10 o
N

— ~—

Stimulation
Fig. 9.

(IS FI'S) Sseusaalsuodsal 7| peonpy

Treatment

ness induced by PPD or Con A. *$ <0.001
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Table 1 Kampo medicines and their elements
¥ A a ENAd Rl 2y 47 Y oovawxaw Sryay av g7 YV 3y 74 E yrzyy  ynyay Favd EREERE A 2 DA 2 A @ EEE S ]
B K2 HE WE KM I 4 5 IR RAN GRE B B B S AT MR B3R M
TIONEE | O O O O O

: prd
TJ-96554M8

(R /N7
@) @) O @) O @) O O O O
T

~119+1Jw L TJ16% ﬂ+b%———4

TJ114 %rf; O O O O O O @) O O O @] O

=TJ9+TJ17 b TJ- 173?*%&——————'

TI-19N# % 8 O O O O O O O

L

) vavELs2oly
TJ- 19N W &%

FEGIX1X102ug/ml OIEE T35 (6/17) % DIER T
BOMGERERLICT Eknolzds, ZOEHFT
#lb Table lRT T ELPITVAF—TEHEET
5 EFEZ5NTVEINEIREG & HEH (Tv49)
DEFITHY, LOEEISB>TVWE I EIFT T
BRIEY THE, HESHTVWLIEEEOBERE
Lo T, ERRICHIEER 2R3 RE & T Mot
b2 RSBENEET 5 EHE 26N, 1204FD
HETICLY, EFEORE L L T1X107%2ug/ml ®
L2 ATRBEONGIERANED oD EFZ SR
5, ZhoDEEREERT 2EE W L 2ER 2%
T aERHLEELZONDD, EE, Thond
L0V A AR DRUONA DY W DODWTED
TER 28T L7225, Wi b&25%x10%, 5X10%ug/
ml, 8x10', 8x10%ug/ml CIEFEEMKEMICIIRIVEM %
BTz (RFEERDBAEL992F), D &by =Pk
By IL2R G OFE 2 1IH 3 2 mE s £ FED H
KEENTWD I EDGEHa NI, ThoEEDOH
SV L ZEIMERIC D WTIE, EFTIXREE RS E)
bhrrEEzonsd, —7%, NEEGLIT VIV —F
AERTEFARITHD, KEROBTHws1T
WEHIDZ DTES 8D EE NS, D 2
Hl BT 242 E ATV S (Table 1), [AfRIZ3X
10g/ml OEE CHIHITER 278 U7eas, I 7IEE
I EE ILKICEOFELRD S, s
DOHFHIWEFH OHEIF L MG R USEEG LRIETH S &
E2 5055, TEASEEIZ60(6/10)% EEwb DT
Bol, WTINbREEDOHEE LEAMICBIT S
BEFEOBEICL-T, ARIE UTIERT 25852 E
LTw3 %2 oz, Blb, JURERER IL2KIGHED
ST B IHIWER &R T8I, FERIZ D e s,
SEANE T T3(8/11) %, 583585 35(6/17) %, /INEHE
T60(6/10) % Th o7z, ERDOBTL ST LIV F—
Ale LTHW SN 5N, INEESB T, £OHEH

FeBRiE <, S I E - T,

e OERHRIOMOREYUFC T 2 HIFHIERH
KDOWTIT TICIRE Lz LB D1, 4TIk PPD
(purified protein derivatives) =33 % H&IEhEH3E
BRICFED STz, 4 Dﬁ#%%xt*%@k BLTY,
ZOHEIECPGBIREE D, —F, NEES
?M,%@i5&ﬂﬁ@ﬁﬂ%®6n&ﬁat INE
BE I T MR s R e 9 2 HIEIER 2 7R
FEGRIOMEFN T VAN ENZFOERE L THNL
TWAAREM &% 2 & NIz SEEIZ S B O T S
DI ENIZLEWH B, £72, Con A (concanavalin
Az TEFE s n 3 IL2RISHOMEISIERE, vwe
ny@Ew oo, HESHIXOHTHFEKIC,
Con A & 2 IL2K GRS U s> 72.) 72, %
NG, INEES L L ERIOZENRII IS SRKG R HE
T PR R (MY T4 v 2 HEHRE) ThY,
BT Lo #BAN T THECERAL T = REKIG
BHIHIT 2 L 3ol ChoBEA TR L - C,
B RHBOFED Fav v > 7k 2 Wi HiEER
WXt U CHIHIVER 2 R D Be2s% 2 5 5, [FfRI,
PUEERHRLCER U T T #8012 308§ 2
W7V F—KEeLTr b F 722, FFH b3
RPHZVBEVFUfEEa— FRPYZ EBkRES L
T35, Wi b FUERRHIBIIIHIEH O 6 7 ##
Fix+oTidan, LaLa2s, 2583 3R, v
VI UBEI - FRITEIURRERCEDbL % HLA 7 5
ANPERPEES TORLEOBEE IR LWL D
D, INSDHTOERBEZLPOLLY A MNIA DR
i@%mﬁﬁiénfmé

LTI, 7 OMEHERIZMIS S, PEER
M@LW%L?W%WW%mT@k,T%@kW%L
TZOIFEIER 2RI B S BEEL 2, wTFhice &,
IS OEFFHIO Y =R EH IL2I it O HHI
3, IS DFEFO b DEVIIEIIHIERICL 2 60
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Table 2 Summary of effect of Kampo-medicines
on induced IL2 responsiveness

Df-stimulation | PPD | Con A Inbibition
Ad T |PBMC|PBMC| T3t
Saiboku-to + — + - 8/11(73%)
Shoseiryu-to| + - - — 6/10(60%)
Sairei-to + + + - 6/17(35%)
Ad: adherent cells, T: T cells, PBMC: peripheral
mononuclear cells, + : inhibition, — : no inhibition

ThbEHzoNk, TERRRCE T, 20l
FWER 2RI DO 3FNICHEBLIEETH > 7208, [[E
UHI7 VIV —ERZRTEAFRITSY, EHHIR
BEZNS THRCHE /AN EHEZONS.
BB IO BE RO IERAT A 2 EBHIS N T
Wz H, Znso Tl 2HEER b, ZD7F
FIKETE LT & D dpio D B\ 3 3 AJHEME DRI &
3, Table 212, IL2RIGHICH Tz 2 5 3HIDFEIC
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INHIBITORY EFFECT OF KANPO-MEDICINES: SAIBOKU-TO, SYOUSERYU-TO,
SAIREI-TO ON DERMATOPHAGOIDES FARINAE ANTIGEN-INDUCED IL2
RESPONSIVENESS IN LYMPHOCYTES FROM PATIENTS WITH
BRONCHIAL ASTHMA AND THEIR COMPARISON

Takeshi Noma?, Tadashi NakajimaV, Yutaka Kawano", [zumi Yoshizawa®,
Tomoyuki Kabuki® and Minoru Baba®

Y Departments of Pediatrics, Saitama Medical School, ® National Defense Medical
College and ®Doai Memorial Hospital

We had previously reported that antigen-induced IL2 responsiveness by lymphocytes can be used to
indentify etiological allergens and to monitor the clinical activity in atopic diseases. The effect of
Kanpo-Medicines; Saiboku-to, Syoseiryu-to, Sairei-to, antiallergic agents, on Dermatophagoides farinae
(Df) antigen-induced interleukin 2 (IL2) responsiveness from patients with bronchial asthma was studied
and compared among 3 Kanpo-medicines.

Allergen-sensitized patient mononuclear cells pretreated with 30-30,000 ng/ml doses of Saiboku-to
for 16 hours failed to induce responsiveness to IL2 on stimulation with Df antigen in 8 patients out of 11
(739%). The cells treated with 30 xg/ml of Syoseiryu-to also failed to introduce the response in 6 out of
10 (609%) with less frequency compared with Saiboku-to. Sairei-to also suppressed the response on
stimulation with a 10ug/ml dose alone in 1X1072—1X10"*ng/ml doses examined in 6 patients out of 17
(35%) with much less frequency and % inhibition.
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Also Saiboku-to and Sairei-to not Syoseiryu-to inhibited purified protein derivatives (PPD)-induced
IL2 responsiveness. However. These agents failed to suppress the Con A-induced IL2 responsiveness.

Antigen-presenting adherent cells were more susceptible to any Kanpo-medicines studied rather than
IL2-responding T cells except Sairei-to. These results indicated that Kanpo-medicines studied have a
weak immuno-suppressive property resulting in inhibiting antigen-induced IL2-responsiveness.

Suppressive effects of each Kanpo-medicine seemed to depend on combinations and doses of their
elements (Syouyaku). Decreased suppressive effect of higher doses of any Kanpo-medicine was likely to
be mitogenic effects of each element on T cells.
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