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Anti-allevgic effects of rubus suavissimus extract

Rubus suavissimus is a kind of the plants in Rosaceae, the leaves of which have
been brewed and drunk as a usual drink in China. It has been experientially known
that the tea is effective for sore throat and laryngitis.

In the present experiments, we investigated the influence of the Rubus suavissimus
extracts on experimental allergy. As the results, the extracts showed the suppressive
effects on cyclooxygenase activity and anaphylactically induced histamine release
from rats peritoneal mast cells, 7 vitro. In addition to these, oral administration of
the extracts significantly inhibited either skin reaction induced by compound 48/80
or passive cutaneous anaphylaxis in the rat.

These results suggest that the rubus suavissimus extracts are therapeutically

effective for inflammatory and allergic diseases.
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(1) =gy

Wistar %% & O* SD %7 v + (SPF, H&X
Fr—NVAYN—)IEREEFHTEEE 23.5
+ 2.0°C, #& 55+5%) T 1:BHEFHEAE LD
b, HABICHL.

(2) & %

BRI — + X (MU, SUAM-24002) i,
T 25 kg Bk 2501 20z T, 90~95°C, 1
RRmELE L 7: 23 X2 X V{ FZ4 LT,
Ik AMKRK T kg BB AL F AR IS HEFRE
BEKS LS BEEREKCIHERE L 25 L5
WU, %7, BMEXER L LT aspirin(Sigma
Chem.), disodium cromoglycate(Biomol Res.
Lab.) 8 & ! ketotifen fumarate (Sigma Chem.)
ERW, ZOMORIEITFRHE D L dZFhicH
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TH2HOEHWE,

(3) PUESB X UYL

¥k, Tada & Okumura® 7z 5 MIZIBEB L O
LD FEICH¥ L T 7 ¥ EdaH Y dinitro-
phenyl Z %5 & ¥ CTESEL L 7z dinitrophenylat-
ed ascaris suum extract (DNP-As) & L, FilliE
1%, Tada & Okumura®® /7312 ¥ C T DNP-As
BIUHHBEET Y anNy FEHWTI Y M &
FET DL VB 8, KECLVES
NIz PLIME O S = 48 R ZBIRRIEL S 7 7+
74 7% —U8hr PCA)ICkVHlET 2 &1
800 THo 7.

kh &

(1) yrvuxrFvsrrFr—YiEk

YruixFv sy —EEEEUTOAECED
HIE L7z, T4 B, Sankawa S DFFEDIZHREY,
EFAL AR R BIESEE O /G2 Vi 10 mMI-
FM)Z 77 rEER 02M b ) RERREER
(pH 8.0) 3.84 ml ¥ & UF KEEEHD 20 mg/ml D
EYVRBEIRI 7 0 Y — A (7 a v ES) BER
30 ul 25 TNZ 40 uM ~NE 7 0 E AWK 25 ul &
mz <, 37°C, 5min V4 Y Fax—yar
10mM 7 7% FUBBER 10l 22T, 861
3min f FaR—yarli vyrutFvsy
F—EWEEIXT 7 F N VBRBIN®G OB RRIGHE
ZRET S 2 LicE 0T, kAL D EH LT

YrutF vy —EEE=BRBIGHEE X 1/2

BB, KR, oY ABERORNE
FEFE L, BRBNGEE LD Y 70t F v s ) —
CESOHERL LTRRL.

(2) Zv MNEPEERERE»>DOE RS I Vi

B

Sullivan 65D HFEICHECTTI v MEEL D &
B REmM 257, $hb b, 88k, Wistar
REEMEZ v N EBEIIC L ) BUNBZES €725 &,
HERENIZ Ca?t free mast cell medium (MCM) 20
ml 2EAL TEH 2L < v — V%, EEMEE
PE R 2L 72, 4°C, 50X g, 7 min Fl»
%, _vv M2 MCM bml 2z C&&EL, b
H1.07D31.5%7 v IME7 N7 S VR 2ml
WEEL-OB, 4°C, 300Xg, 10 min L7z,
EEBLUEBETEOEAmERIIBREL:D

H, T MCM 4ml 2¥nL T 4°C, 50xg, 7
min Z L7, FRROBEL IS 1 HEEDIRL
Hshlz~<ry b (BRABEMER < MCM %
BIL T, IX10°MERHIAE/ml & 722 & 5 i ipiE
A

DN, AHIFEH S D compound 48/80 I &
LRIGHEELUT O & fTo7. MR
500 wl/tube & 250 mM CaCl,, 4 ul 20z T
SPCT7F Vv A ¥ Far—yar 100 ug/ml
compound 48/80(Sigma Chem.) 5 ¢l i1z T,
E5, 10min A YFax—yar+ a2k
DRIGEFLE ST, KICOEIEIKS TS &
WX DiTw, 4°C,3,000xXg, 3minEm L L THESN
72 L& 400 pl ZEER L, EEHICERL-E XY
3> % Ttoh 5DHENCHEL T HPLC 2HWT
ERLR, 58, tAY I Vi RIZTREC
DWW T DRRESTIE, FE¥IZ compound 48/80 1Z &
5 RIGHE 10min @i L D OALE & L, HINER
5 ul/tube & L7z,

(3) HKEIMESEEMETTE

EZX¥ 3B LU compound 48/80 17 X B N
RIGHLATOZ & SR L7z, 538K, SD Rl
79 FOEHMEHEL T 1 KHEAER, 75—
IWVRRBERIZ 1 %N R 7 )V — LR HKIAR O
0.5ml/100 g ZEFIRNICKREG L. DowT 1
mg/ml £ X% 3 > XU 100 ug/ml compound
48/80 #HE LN D Z L 1 A AT 0.1 ml/site
TOE LT,

[ ISERES 30 min £, BHEIC & D BUMEBGZE S ¥ T
K EFEL, BEE 20mm OKEITHHK A
YFEAVWTRIGOIEREE Lz, TNYAT)N—
DIRH BRI OEE I TR T,

ZDOKEEHR % Katayama 5 O FECHEV,
IN KOH AE#® 1ml EELT37°C, 1B%
WUET, FhHEgE (06N H,PO,: 72 > (5:
13)] 9ml Zhnz CHE#EE, =& 2,700 xg, 15 min
EOL T/ SN EFED 620 nm 2B 5 RLE
ZHEL, WEBREHEB L. &8, #HRER
0.25% A NVKRFVAFNLELT—RF MY T AK
BRICHE L, A% 100g 4720 1ml 2Ex%¥
32 >4 L <1 compound 48/80 12 & 2 RISEHIT 1
hr & 2 ICROK/E T 20, 2h o DEAF (2 mg/
ml E 2% 3> &7 200 £g/ml compound 48/



£ 1 50% inhibitory concentrations(ICs,)for
SUAM-24002 and related compounds
against cycloxygenase acivity

Compounds ICso (g/ml)
SUAM-24002 170
Rubusoside >500
Aspirin 15

80) & YEEFIL THENIHE L /.

(4) 48hr ZEWRMEKE 7 7147 F > —

(48 hr PCA)

HiTE3) & FIREIZ H & CHFIE L1 5 Hl,
Wistar REEMET v N OEHERNOEEZNZE L
2 AP 400 B X O 800 AR L 72 HLIE D
0.1 ml/site 285322 Ltk Y, SHHRES
1To 7. IBAE 48 BEfI#R, 300 ug DNP-As B L Uf
1 %I N AT V=% G UEHREAKER 05
ml/100 g ZEHEIRMNICERS L TRG2ERZ I &
7z.

PURES 30 5342 B & B EEC & 0 BULEGE
&, FEEHELC, (3)KMmEEREDHE
EEBROAE 2TV, RIGOHEEE LzRHeER
HEERLL. B, #REIZ0.255% 2V KE
AFNEra—2F )T AKERCEEL, &
# 100g H4720 1ml %2, i X 32 KIS 1
hr & 2 WWKRORES L7,

(5) HEEWME

Bo N7 EBRFER % Student’s t BEIZ L Y
L, GBRE.05RMEER L Lz,

R

(1) yzuxr*xvsyr—YHEEH

£ 1 IFFHERBUKIE = + X (SUAM-24002), FH
KO HKE S rubusoside (%> b ) —#EX=H:
NVARYT 7 BEMBHCHEAIOBE) B LU
aspirin O¥ 7oAt ¥y ¥ F—¥EHIENT 3
50% FHE RS (ICs) I D W T DR 2R Y.

SUAM-24002 &, y7uat v ¥ Fr—¥iEH
INHIL 7208, 2D ICs L, 170 ug/ml & B
SR & L CHW Yz aspirin D15 pg/ml Z2i& fid
Binrolz,

—77, rubusoside % 500 ug/ml TH ¥ 7%
¥y —YHEEREA SR » 5T,
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£ 2 50% inhibitory concentrations(ICs,) for
SUAM-24002 and disodium cromo-
glycate against compound 48/80-induced
histamine release from isolated rat per-
itoneal mast cells

Compounds 1Cso (g/ml)
SUAM-24002 220
Disodium cromoglycate 220

100

> [=:) =3
S S S

Amount of dye ( p g /site )

[
(=}

5 (mg/kg)
SUAM-24002 Ketotifen

X 1 Effect of SUAM-24002 and ketotifen on
the skin reaction induced by 10 ug/site
compound 48/80 in rats

Drugs were p.o. administered 60 min before

compound 48/80 provocation. Each column

represents the mean+SE of 7 animals.

**and *** ! significant difference from the con-

trol at P<0.01, and 0.001, respectively.

100 300 1000

Control

(2) Zv MEFEEGHEE» SO 28 3 Vi

HEIHITER

Sy NIRRT & O compound 48/80 iz
L5t RYy 3 ViEREC RT3 SUAM-24002 5 &
OF disodium cromoglycate DFEEIZ DWW T DR
BEER2WWRT L THS. SUAM-24002 O
ER¥ 3 RT3 ICs, B, 220 ug/ml T
HY, B E L THW disodium cromo-
glycate L[AfE%R L7z,

(3) M FERMEFCERHIEH

O BOBEIZOWTORE

compound 48/80 BX UL A ¥ I iz X A2 1ME
FEEETTHE W K3 SUAM-24002 B8 XL Of
ketotifen D KIGFHER 1 hr £ 2 OROKSICX 3
HECOWTORBEIEThZX 1 B LU 2 1R
T L THA. compound 48/80 I X B IMEHE
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40

Amount of dye ( u« g/ site )

100 300 1000 5 (mg/kg)
SUAM-24002 Ketotifen

2 Effect of SUAM-24002 and ketotifen on
the skin reaction induced by 100 ug/site
histamine in rats

Drugs were p. o. administered 60 min before his-

tamine provocation. Each column represents the

mean+SE of 7animals. ** : significant differ-
ence from the control at P<0.01.

Control

60
50 i pos
40+
30 |

20f £

Amount of dye ( u g/ site )

10

SUAM-24002 Ketotifen
1 mg/site 10 u gfsite

X 3 Effect of SUAM-24002 and ketotifen on
the skin reaction induced by 10 pg/site
compound 48/80 in rats

Drugs were i. d. administered concomitantly with

compound 48/80. Each column represents the

mean*SE of 5animals. *** : significant differ-
ence from the control at P<0.001.

Control

BT SUAM-24002 @ 100~1,000 mg/kg
DORE5ICIYARKERERZA Oz, W
FRLIEIL, i 1,000 mg/kg TREETH -
72, £7, BHXMEEL TCH W 5mg/kg
ketotifen ZEE» DEHLIMH 2R LT,

80['

[o.}
o
T

[
(=]
T

Amount of dye ( x g/ site )
N
(=)
T

SUAM-24002 Ketotifen
] 1 mg/site 10 u g/site
X 4 Effect of SUAM-24002 and ketotifen on
the skin reaction induced by 100 wxg/site
histamine in rats
Drugs were i. d. administered concomitantly with
histamine. Each column represents the mean+SE
of 5animals. * : significant difference from the
control at P<0.05.

Control

ERXRY IV EZ2MEEBMEITECHL T
SUAM-24002 @ 100~1,000 mg/kg O&5TIZ,
RAERENLZETOMHEZR LI, WIhoHA
ETHEETII A o7, 5mg/kg ketotifen i
compound 48/80 DFE L FIRRICEH L IFH %R
L7z,

@ RFREICOWTORE

10 ug/site ® compound 48/80 ¥ & T¥ 100 ug/
site DERY 3 V2 & 3 MEEBHETTHE T 2
SUAM-24002 OEZEZOWTOREIIN 3 B X
CAWRZRTIELTHD. §2bb, 1 mg/site ®
SUAM-24002 % compound 48/80 & & b IZJBFT
BET22812&D, ¥W0OROBEELME 2RL
72, %7z, 10 ug/site O ketotifen » 90% LU ED
AFRLEOIHELA SN,

—F, BRIk pMmEEEETEICNL
T, 1mg/site ® SUAM-24002 DRIBRATHRE
TRIAFIIED o T, &L BEEEREZR L.
10 ug/site @ ketotifen ¥ compound 48/80 D5
B LARRICHA & iR WIIE 2R L7z,

%8B, SUAM-24002 »BMFENKS5 T % &
SrRMEEZEBEDITENRD &5z 23,
ketotifen TiZZD & 5 REARXIZLALRD S



X 400

IOOf

X 800

Amount of dye ( x g/site)

SUAM-24002
1000 mg/kg

Ketotifen
5 mg/kg

5 Effect of SUAM-24002 and ketotifen on 48

hr-passive cutaneous anaphylaxis in rats
A 0.1 ml/site of 400-fold (upper panel) or 800-
fold dilution (lower panel) of antiserum was
used for PCA. Drugs were p. o. administered 60
min before antigen challenge. Each column repre-
sents the mean+SE of 7 animals. *and ** : sig-
nificant difference from the control at P<0.05
and 0.01, respectively.

Control

ninroiz,

(4) PCA ##IEH

PCA 1= &IZ¥ 1,000 mg/kg SUAM-24002 &
X 1" 5 mg/kg ketotifen ORIGER 1hr £2 0D
BOB5ICL2EEB IOV TORBEIENS RT
e THs. SUAM-24002 i 800 A FReTIMM
ek % PCA 28 FHH T 2HAEZRTICTE
o 7248, 400 fEARPLME 2 & 5 PCA TiEH
0% DEEZIH Z R L.

— %, BHEXMEE L THWwX 5mg/kg
ketotifen 1\ 3N OFERYLME I & 2 RISt
LTCHEERMHZRL, ZOMHOBE XV
nbs50%ThH o7,
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£ &

AilE, FEH S TR EKHE = ¥ X (SUAM-
24002) 25, 200 mg/kg OEFRE RS LY, 7
o ;i & B~y RAENOREICH L CHIFIfE
HAERTZEEHRELRY. 5E, SUAM-24002
Din vitro BT Y7k xv 7 —EHEE
Iz DOW TR L-EE, SUAM-24002 1%, aspi-
rin KL T 10 B VWERE T, Y VRERRO
vrutFvrr—YEEEREL:, Zolk
5 SUAM-24002 BEHETY 70t % v ¥
> —YHEERE2N T 2PAEEM 2~ T a6tk
DR S iz,

SE, &6 EFHAME -+ X (SUAM-
24002) DHLT7 VvV F —ERIZ DWW THRE L7, %
DFER, SUAM-24002 12, in vitro compound 48/
80 17 X BRI, > D X ¥ 3 R 2 %]
L7z, —7#, SUAM-24002 1%, EAZ 3>k &b
WEBEEANKRESE L IESICE, EXFIIEL b
KARSEE®RT 2EAE "L, 202 Eid—
H, SUAM-24002 2t A% 3 i & 2 MEHB
HITHEER OIS LT, CofFAZHE®RL
TWLAHARER 2 TR L TWwa L3 kBbh3s, L
L, 1mg/site ® SUAM-24002 Bl 57 #%
5T 17 ug/site BEOBROREHIRD 51
BT Em5, EAY I 5 MEEEMTTEI
*t9 25 SUAM-24002 O¥EEEERIX, EX % 3 >
W& B FNCEMICHUAEIERORBRTH 5
boLRING.

RS & 2ER L 38 % D, SUAM-24002
PROMICKRES LGSR, EAYIvRES
R E A THEE R R s Y, LA
HIEm 2R L2, ZOMEHOBRERLTHT
Hotz, DO kv, SUAM-24002 13, £ X ¥
Uk AMEEEETIE LTI, EEAY
HELUVAREELS B IS,

compound 48/80 2 X % KK, SUAM- -

24002 ORFB L BOBEDWThIZEST
bilfl St Ffo Z k<, SUAM-24002 8, -
WHEL7-E A Y 3 v OMEEREECHETT S

ERRIELALELZVLDEEZ SN I &l

5, ZOMEIERIZ, compound 48/80 OYER»
SERY I VEME TOBRBEOWLTLOFBHII
ERLTHIFLTWa Z @ Rmmwahns, =
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D Z &% in vitro compound 48/80 1= k& % JEESHH
fains Dt Ay & EERED, SUAM-24002 &
otz s bE TN, &5
12, SUAM-24002 137 VIV F -z & 5 &
ZE M TTHELE A (passive cutaneous anaphylaxis,
PCA) 2 dHHIL7z. 7 v + PCA i, FiRIiEK
2D DWW CIERME» & OFEL /- e X8 3 >
BL O b=y, MEZAETEFR 5] &
BILIERTHZEENDWY,
SUAM-24002 23 0 b =12 X 3 & B
TCHERIHEIT 2 LEPICOV TR L g o7z
2, ERF & B IMEERBMITTHEICH L T
EAEHEWER 2B LW Lo EHET 5 &,
SUAM-24002 @ PCA #lHIEA 1 compound 48/
802k DAY S VHEHDSGE ERRRIC, 734
VAT 4 T—F — I L SR ERT %
ATREMEDS K & Vo,
INETIZ, 7y EEERHEE>»SD com-
pound 48/80 I X B L A ¥ I DWEHEEL, TV
F—NINC & % ZNOFEHEIIKE {2 5188
DD EBPH/EEINTWS, Thbb, com-
pound 48/80 ¥ 7 A% > AP islet-activat-
ing protein (IAP) B2 M0 G H A (GI) WCEEIEH
U CAEHBER2EMEL, XY 3 235K
T2DEEoLKFA—0, MBI OBEFEICLD
LRy S VEBERTRE T 20 L T, HUE
PUAKIGIZ & 5 £ A% & ifEllE, EAKIIZ Gi
EALTWAAEETIE RV EREGE STV S,
disodium cromoglycate 8 & tf & 1u L IO
AEET2EYE, 7574 7Fv—MERY S
> HEBE 2 R8T HIEIS 2 4%, compound 48/80 i
I3 7xnex L TRV, £72, 5y PEEDE
WA, £ bB X UELE Y N ESRO LR
EWRERY, fRIBECHYL TEREZETH
Dwe, FEEPEDELORBAICE LAY S
YIRS BT, SO Ca?t BATTL b MEE
LAanwnZ b EOREYEE*ET . UED
& IR D S D & R ¥ 3 B O
E2 5L, B—0DOEK4H compound 48/80 & 7
VIVF RIS E 20T hOt XY 3 kst
LTH, MHITERZRIAREE I DR D /& nd
DEEZONS,

SEIOBED» S, B LDHASNTWEEED

RIS 3 280581, T+ AHhDRA S HOKS
WX BPIREEAD L BIEHEM» 5D, £ A
& 3 IEBEIRIZIR 2N LI HLT Vv X —1ER S
—W/E R > TV BAREMIRR I Tz, S,
FEAME T ¥ X OBEERICB T 3 ICHOIEA S
Fanzs bz, HRELS L UHT7 VL F—E
REBT WA, TUEFNERZOLH B0
BEOERIBZENZTNDOFBICHFS L TWwBE0D
D, 51, INSDRGOMEBED X > 2fE
RAEFICE2300REIZDONTYH, SHBOER
BHIfFE NG,
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