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MBIV X VHAOEEYIIH L, %7 mast cellic
EHEHCTEZORYBIIRI LI VMBERORE
B Ll bt EEDOLD LT LI, 2O LI
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2 B M H

FAEFERAREALRBERC IO THEIhBDT, #
EFEE LTBEOREC IO TRBRTHONRbIF X
Lo o THMIEILEDHD Erythromycin estolate
(llosone, #HFFZ, EM LBE) ZH, filic lBEEE L
Tx7rrAR) vREEHED Cephalexin (Keflex,
¥, CEX LEE) BIO T FF394 279 YRE4EY
Bo Oxytetracycline (Terramycin, 57 » 4 ¥ —,
TM LB§) %, ¥ 7o ¥l & EFKE LT Phenylbutazone
(Butazolidine, B&JR, PB LBE) AW o Zhb#HR
FIWFhAEAENCT I 7T ATRERKEL, B
VVFRIVERES Lico itdks, 2% Dl HIC car-
rageenin BEFEICH LTRETHARESETHHEBR LI
= OB ESBEF Y ALy, Erythromycin lactobio-
nate (kH#A), Cephalothin sodium (Keflin, ¥,
CET XHE) 38 XU¢ Oxytetracycline (Terramycin, &
7y A5 —) ZECTHE LT

£ B F E

1. mEEEETTEMEIER

thE 130g Bk Wistar R(WRERK) #Zy M &
1R8N E LTHBRELREOIES L, 1 RHRCERY

BE LTHERe x&x 3 v (100ug, 0. 1ml) ¥ EHEAKC
23 FTES L, EbIC 4% pontamine sky blue B
0.1ml/100g % Lico £DH% 15 JRBHWEHF LT
BEEEREEL, BB ES LTRABLomELA
P HREL, HNBREEE HE Lico

II. &#7» MEREEEZEAGIER

MREAEDO T » PR 1HSIEL L, GllORDEEE:
FE Lictk, BREEZEORE Ui, £o% 1R
KM BEL L T carrageenin (1%, 0.1ml) » 5 \~iL
dextran (3%, 0.1ml) % GREERTWESL, k1
FEBCROBRLIE LTRAYERFIIOENL LR
JERZEH Lico ERIX2EEYEL, § 10 EOFH
fETHREE L B Lo ads, HIRAAEGOBAITEL
HEFERT 30 HITHHE Lico DWTEIBORELYRT
Bl BB ERHE LSy P EAWT, FH3H
BRI D B 5 X A1EH LR RIS Lic,
II1.  SRSMRALBEM HI7E A

WINDER 52 D FiEwr b, 300g fijtDd Hartley
RENMEy FOBEMMERHCHEL, ERIFCLEES
TC LT 300N LE p AR 2 RERCH T, %
SR GRZ H-400P Nfb¥RAKE 7 v7) % 20cm D
BEEEDD 40 RIS Uico BARZEIIRG 1 BERATC Y
BY, BHESCE LEVEEARS L, HEIXR
B4 2 3 X O 5 BRI T e\, FRSHRAI A R B R 2
HOMAIEEE 1, SERTHRCEEY 0.5, 1L ALK
HoRbbhisWwWdbDx 00L& L, 3HOEFHMN2LED
HOILIERD, 1.5 DT O XMGIfEAERAS 2 L HEL
o

IV. REFHEENHIER

MEIERY L OHEIC X b, {EE 140g Hi % OWRME
F v PR 1FESIEL L, hexobarbital-Na i FiCIES
MR > TR/ NS WL, mERSE T
FULHFE, WE L 301 mg OfERTIEA Lico #
BEIBERIFAES S 1A 1E 9 BEZEAHZEL, 10
HECELUTHERY & D 2 WTHE LCRFEEBRYER
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B L,70°C T 1 itk EEZEL,
B LCHRFERER B L.

V. Adjuvant BESSINHIIEM

fFE 160g FiEOWRMES » PR 1RESIEL
L, FRERERACHE 77+ VIEEEL
7= Mycobacterium butylicum (Difco) 0.6 mg/ml
PG Lico BRI XOALER 1, 3, 5, 7, 14,
21 BCHEEAEELIE LERRERDZ L L D
Z, 14 BB X' 21 A Bz} 5 secondary lesion
(R, Wil AEBIVR) O XEREYEE
CRENRDOT AT — Lo HHREILEAMD 21
ARERENER S L, BRESTHCKR, B B
BV VBRI XORIBOEREZIE Lico

VI. HEBRENRAR

A BEBREGEIHIER -

KEYOFER XY HIME7 VT S v OBGRE /T
ZMEERARR LIz $7cb®, pH 5.3 o IMEERE K
T 1% TA7 3 VEBEREB IOHEKREDE Mol BERK
#ER L, TDOFK 4 2.5ml Fo% fnz T 60°C, 10 4
OMBHEHL, £OBEY 645 mu k1 % BKE
ELTHIEL, NBELHE L TEAREOMAIRLEN
Lo

B ¥imfRIE{EA

GLENN BOD HER X ~X) vlE LSy M
WaEIRL, 0.15M BmEER (PH 7.4) TREHRS
% 2% MIRFPHERZIER Lico & O mERIFEER 3. 0ml
% Mol BEDOHMELXEMLICEE KL 3.0ml i
%, 53°C, 20 S INBBESH Lico ¥ Il DEAI R
CRIEZ~EIrEVREL LT 540mu ©RITERNE
EEXHIEL, /R sMERE2EH L,

50

Swelling per cent

Effect of erythromycin and reference compounds on dye
leakage of intradermal histamine-injected site in rats

Table 1

Fig. 1 Inhibitory effect of erythromycin,

100~

cefalexin and
oxytetracycline on the swelling of rat hind paw in-
duced by carrageenin (1%, 0.1ml)

Average of 10 female rats, Small numbers : Inhibi-
tory %, : Control

N~
Az 26 36 3o -
p
y
Erythromycin
250mg kg, p. 0.

Oxytetracycline
250mg/kg, p. 0.

Cefalexin
500mg kg, p. 0.

Compounds Dose Mean blzueing area Inhil{:/itory
(mg/kg,p.0.) (mm? +S.E.) (%)
Control 184+9.2
Erythromycin 250 162+5.1 12.0
500 157 +6.0 14.7
Cefalexin 500 176 £9.3 4.3"
1000 166 6.6 9.8*
Oxytetracycline 250 155+6.7 15.8
500 146 +5.6 20.7
Phenylbutazone 100 154 +8.7 16.3
200 139+7.7 24.6

Histamine=100xg/0.05ml/site
* indicates no significant difference (p>0.05).

— - — 500mg, kg, p. 0. — - = 1000mg kg, p. 0. —- —500mg/kg, p. o.
! ! Il L i 1 1 L ! L | L | L 1
1 2 3 4 5 1 2 3 4 5 1 2 3 4 S5hr
VII. BUHEA

RANDALL & SELITTO O X W Lice Thbb,
hRE 90~100g OWRHET » + OTWRIBE DO &% B E
PERBEC IOTHRL, EFCRKIGT 501 %E
ATLIESTEL L, HRELEORS L 1IFHK, &
PUBH R BE & e 10% v —VEARE 0.1ml 2ES L
Too Lk, 30 SECHABKOERERME X NEL, A
—FEEy 2 [E# DR LE 10 TUDFISHE THES L,

= OB OR O

1. mEEBEFENH ER

BRI VRIDOTER UcEERETTECN LT
EM ix 100 mg/kg ¥ COFZAHGTIRMHERELRI
7ehvoto, 250 mg/kg Cix Table 1 iR L X 51,
BELXLEELMEERL AL, 500mg/ke 12 &
LTd 2R ERRITEL IabT, HIAEEKD PB Il
BT 1/5 T OBRE %1 Ch oo LirL, CEX
2 1,000 mg/kg OKBEH G THHEERBRE RI s
DD T E, EM 1255t b i EErE T
OMHEREE TS X3 cBbhil, ¥, TMIZLHE
FET EM L REMEMTHROGINEIERRRD bhic

1. 2¥T v FEREERENGER

Carrageenin [ X0 TCEEBIN -EFECRLTIX
Fig. 1 ® X 5, EM i} 250 mg/kg OFO#HLH T2 E
M H 2 TERRMEER 2R S ieasolen, 3EHE
D Ego s £ % & L, 500mg/kg TIXEH
CHWHIFEERIGE D b h 7o CEX X 500~1, 000
mg/kg T 4~5 BRI BUWIEHER ¥R Lk
TEY, MELEEREITEOSE L Rk EM i
Bl OiFEERAZEDbh, ki, TO0HBAE D
TM X EM L EENACPHECHBEERERL o £
T, ki EM OHFEFACET S AR FHBERE
X OB AIER L O T s\ TR L 72 @ 2% Fig. 2
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Fig. 2 Inhibitory effect of erythromycin and phe- Fig. 4 Inhibitory eflect of erythromycin on the

nylbutazone on the swelling of rat hind paw
induced by carrageenin (1%, 0.1ml)

100’—
- R -cT Tl
ll l
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X
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H 0
w 50
1
2] Control
Erythromycin
o——e 50mg/kg, p. 0.
30 a——a100
aA——a200
O———0 500
X= = ==X Phenylbutazone
100mg/kg, p. o.
10
100
I I ! |
2 3 4 5hr
TH%bo EM 13 50mg/kg T CIREBEE /2235 Car- R
rageenin FELXIH L, BEBOHME & fEAD =;
B LB O 2 e RO HIREE R RD b i, )

Los LEDZhTnk PB i B LT 1/5~1/10 BEDFHL
LD TH Dl TeWE & D EIICITEFEAEE 2 B
BB CIEIER 2R L, B U & — vt
Rdbhice EHARALHE L TR LIEAI Fig. 3
DISKE, BOFLEOHELFARLHENED b h,

Fig. 3 Inhibitory effect of erythromycin, cephalothin and
oxytetracycline on the swelling of rat hind paw in-
duced by carrageenin (1%, 0.1ml)

Average of 10 female rats, Small numbers : Inhibi-
tory 95, «eeee- : Control, Erythromycin (Erythromycin
lactobionate), Cephalosporin (Sodium cephalothin),
Oxytetracycline (Terramycin)

100~ - -
k-] L a2 -3
] LT Dty T
= . -
g A S0 A
/ - ,
EE PN - - TS
] .73 36 / / /
@ V5 A8 v/
/2 7 4
4 I3
18 Erythromycin 20 Cefalotin 30 Oxytetracycli!m
—— 100mg/kg, i. m. = 200mg/kg, i. m. y/ 100mg/ kg, i m.
=« =200mg/kg, i. m. o «—500mg/kg, i. m. —-=—200mg/kg, i. m.
| L 1 I I 1 1 Il L 1 1 L L |

1 2 3 4 5 1 2 3 4 5 1 2 3 4 5hr

swelling of hind paw induced by carra-
geenin (1%, 0.1ml) in normal and adre-
nalectomized rats. Average of 10 female
rats, Small numbers : Inhibitory %, .- :

Control ——: Erythromycin 500 mg/kg, po.
OOL Normal rats F Adrenalectomized rats.
L okemd
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Fig. 5 Inhibitory effect of erythromycin on the

swelling of rat hind paw induced by dex-
tran (3%, 0.1ml)
Average of 10 female rats, Small num-

bers : Inhibitory %, ------ : Control
(a) b)
- Single dose [_Successive administration
cmm- for 4 days
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Py
PEa

N
e N

.
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/i 11726.1 / / {O\A
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1.4 %3 ﬁ’/4 7 318\

- - 335
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x=——x100mg/kg, p. o.

a—2 200 " a=—2 200mg/kg, p. o.
a—nm 500 " n—n 500 "
L) F S S T
1 2 3 4 5 1 2 3 4 5hr

CET iz  MifEfe <, EM 1ot TM
CHEEOFIFEEARED bR

R AR E2HME LSy P TR LAEDON
Fig. 4 T %, AR L-EFEY Tt EM
D 500 mg/kg FEOFE X b FEREOES
NI HBEEANED b hich, BEIFmHE Y
TIXAARETHHZRIZEAD L RichH D,
Dextran X oTHEBIh - EBEFEE TR L
Tk Fig. 5 WRLc X5k, EM 01 E#HE
DA, 100mg/kg OFEOELTIL T FEWE
FTHokh, 200 L0 500 mg/kg Gt 3
R BB B e R EE R A D b i,
ReRFAEY 3 HHEi#ES L, 4 HBOREHE
1 Rfic dextran %S LCHR LD Fig.
5b Thb, 4 BREIDHEBFIC X » 1 [E#H 505
B L TEI N CH W TREERRED SR
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Table 2 Effect of erythromycin and reference compounds on ultraviolet erythema in guinea pig
Dose Score at 2 hr Total No. ,Of Score .at 5hr “Total No, (.’f
Compounds . effective effective
(mg/kg,i.p.) after exposure score Mo iced after exposure score o= e oo T

Control 2.5, 3,3, 3, 3 14,5 0/5 2.5, 3, 3,3, 3 145 0/5
Erythromycin 200 3,25 3, 3, 3 145 0/5 3, 3,3,3, 3 150 0/5
500 2.5, 2, 2,25,05 9.0 1/5 3, 2,3, 3,05 11.5 1/5
Cefalexin 500 3, 3,2, 2, 3 13.0 075 3, 3,383,383, 3 150 0/5
Phenylbutazone 10 0, 3, 3,25, 05 9.0 2/5 3, 3, 3, 3, 2 14.0 0/5
20 1.5, 0, 2,15, 2 6.0 3/5 3, 2,3,3, 3 14.0 0/5
50 0,15 1, 1, 0 3.5 5/5 0,25 2,3, 1 8.5 2/5

Effective<1.5

Table 3 Effect of erythromycin and reference compounds on granulation tissue formation by means
of cotton pellet method in rats
Compound Daily dose N Body. wt(g) . Granulation Inhibitory Organ wt(mg/100g body wt.)
(mg/kg,p.0.). Initial Final Gain Dry wt.(mg+S.E.) (%) Thymus  Adrenal Spleen
Control 143.3 175.6 32.2 44.2+1.84 266.8+£29.1 29.0+2.2 455.6+15.6
Erythromycin 100 143.5 172.3 28.8 43.5%2.23 1.6 254.4+28.1 29.5+2.3 509.0+32.9
200 143.0 164.0 21.0 40.9+2.44 7.5 220.5+29.2 27.6+1.4 422.6+24.8
500 142.4 160.4 18.0 38.2+2.12 13.6%  192.6+27.9 32.7+2.2 472.5+34.6
Cefalexin 250 140.3 171.0 30.7 46.1+1.57 - 290.1+24.6 35.61+2.6 425.1+13.0
500 140.5 171.0 30.5 40.6+1.87 8.1 281.4+26.7 30.9+1.4 413.1%18.6
Phenylbutazone 50 140.0 176.8 30.8 37.7+2.18 14.7%  246.7+34.5 27.8+1.6 507.1+56.8

* indicates significant difference (p<<0.01).

o2y, MECEEREZZ IO,

III.  %5Msfarensifem

B#ix Table 2 iR LIcX 51T, 2 Befdl B o¥ER
BT EM o 200mg/kg TIINBE L R % Te<Mm
HIEA7 <, 500mg/kg Td 5Puds 1 PLic #) H ZhE
RDLNICTERNDNe FLTAIT —MHARTH
PB © 10mg/kg & R%T EM 2 M HifEA%
BETHLRELRVEBEDLDTHON, 5HE
itz PB O RENRIFLA=2 T —RERL
7o’ EM T 2 BERIEE & RRR 1 PR kL BE S
Bbh?, ThideHic s o RN
MEER LB 2t s, CEX
1% 2 R D HIE THHIERIZ L D b hig
b ) et

IV. PISFHRENE R

KREREE TR LI LTk Table
3WRLEL K, EMZ1HE 100 5 L O°
200 mg/kg TIXERESMEHER LRI Ig 2v2
720 500 mg/kg TIXBRE M %EZ~RL, PB D
50mg/kg LRABEDOHENBDONI. FE
i LTI EE ok EHEDS

—
o
S

o
=

Swelling % vs initial intact foot

BT EmA M I hic, ks, BRERCNLT
X EM oFREDOHRS, WREEXEAL, BIBER
NRRHIMT A EAMNED S, ZORBRERORHMN
ZONBBHECHFHBEOMEEFRAIREDOIBE X5
Bhitc, CEX (¥ 500 mg/kg * CTOHEE THIFH
A IEME T, FEBNSIVEEERCLEE Lk

Fig. 6 Inhibitory effect of erythromycin and reference

compounds on the swelling of rat hind paw indu-
ced by adjuvant

o Control

a Erythromycin, 250mg kg, p. o.
a " 500mg 'kg, p. 0.
a Cefalexin, 500mg/ kg, p. 0. a
L " 1000mg kg, p. o. ]
® Phenylbutazone, 50mg kg, p. o.

Treated foot

Non-treated fo

LA 5

t

1

Days after adjuvant treatment
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iz, PB % 50mg/kg CTHERBERTH
;L 7nhsoto
V. Adjuvant BREZHIHIER
Adjuvant & X % R OfERCK LT Fig. 6
DX, EM 11 HE 250 3 X O° 500 mg/
kg OFNFLETUABRCH LTI HELIBED
EEAY E I Liess, 3 B BRI E
HBEDLRT, 81 RBECHT DRI
LD THOle LLT7HBMBOE 2 REE
Tt Uik i Tl B 5 2388 B 2 Pn ERR I H
AR L, JEABRCK LTS RERMER
Ba@EDdbhle &0 %#ix PBd 50 mg/kg

Fig. 7 Changes in body weight in adjuvant arthritic rats

o—o Non-treated control

200f~ o—o Adjuvant control

a—a
190+ o—ac Cefalexin, 500mg/kg, p. 0.

= .—n " 1000mg/ kg, p. 0.
2 &— Phenylbutazone, 50mg/kg, p. 0.
3 180
<
2170
<
3
= 1603

s—a Erythromycin, 250mg/kg, p. o.
" 500mg/kg, p. 0.

n 1
1 3 5 7 14 21
Days after adjuvant treatment

I BT e isotest, EM o 500 mg/kg Tid FhiciE —hbAHTh EM iz FEEsENE DL,
WETRNRED B Rz fE0T, Table 4 ODRFEA =T fib5, CEX 131 HE 500 3 X0t 1,000 mg/kg DL

Table 4 Effect of erythromycin.and reference compounds on body weight, inflammatory score and organ

weight in adjuvant arthritis rats

Organ wt mg/100g body wt

Daily dose Body wt(g) Inflammatory score 1
Compound - . . 1ac
(mg/kg,p.0.) Initial Final Gain 14th day 21st day Thymus ]yx(;)ph Spleen  Adrenal
node
Intact 160 195 35 245+19 26+ 3.2 33926 25%1.3
Adjuvant control 160 169 9 6.6+1.5 8.6+2.0 179+16 85+ 8.6 504+44 35+2.6
Erythromycin 250 163 172 9 3.4+1.4 4.6+1.7 16426 61+ 5.7 482+51 37+2.6
500 156 167 11 1.4%£0.6 2.9%+1.1 130%16 50+ 7.5 382+20 31+1.3
Cefalexin 500 162 171 9 56+1.2 7.9+1.4 174+8.6 68+ 5.0 592+76 40%2.3
: |
~ 1000 169 179 10 5.3x1.4 7.0+2.1 160+22 80+11.7 583+48 4?14.2
Phenylbutazone 50 163 180 17 2.440.9 2.7+0.7 199%19 80+ 6.2 515+44 28+1.3
Table 5 Inhibitory effect of erythromycin and reference compounds on heat
denaturation of bovine serum albumin °
Final Inhibitory (%)
oncent. (M)
Compounds 5X107* 2.5x10™* 107 5 X107° 2.5%107° 107°
Erythromycin 30 20 7 0 0
Novobiocin 80 75 51 40 20 0
Phenylbutazone 99 88 56 37 5 0

Bovine serum albumin (Fraction V powder, Avmour.)

Table 6 Inhibitory effect of erythromycin and reference

pounds on heat-induced lysis in rat erytrocyte

Final Inhibitory (%)
oncent. (M)

Compounds 5%107 2.5X10™ 107 5x107 2.5x10° 107 5x10°  10° 5x1007 107
Erythromycin 31 57 60 65 63 62 60 61 60
Novobiocin 18 18 17 12 10 9 4 0 0
Phenylbutazone —20 0 11 15 8 0 0
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BCABROEREYEL W4 e ¥, FLBEROEERY
14 B BrefEpicilg Licat 21 H BTl & A E IR
Biel, FRRERA27—0bATHMGEERIRDL
Rizhote, EEIEH LT Fig. 7 wamLickd
i, CEX 5t Bat s RS0 HmE =L, PB
B LANBREL Ry EmIE, ThZFRIED
e EIRN DD L Bbhi, LL, EM #EFT
ROEICAENFA L, 14 B BHBRIER BEE 06
BRESW o, BRERCH L TL CEX I
PB 33 & A LB Lichotcht, EM Tk i b Bl
KIVEEY vAEEHORENRA L, BIFEREHNPR
BN 5 EAAFRD b i

VI. RBREARR

A ERREENHIER

HBmMET AT I VOBZEHIN L Tk Table 5 © X
51, PBItRWEHEMEERLR L, BAKEO MY
LEbhT A HiAEHE Novobiocin & b RBEDOIH
HENBDL NI WOIFH, EM REBETHIE
EoMEER LR L3 Eithol,

B ¥mBRILEA

5 v FARMERD MEEsMmCR LCix Table 6 DX 5
Z, PB BEEBEOCHE, BiMm{Eiy, EBETENL
PEE DI, ThbDERIEEIREALEEDK
WRBEDH D THOto Novobiocin I & EBE THHEM
Rz 2 bR, #FEEL SMEEALR LRI hD
B DTH Ok ThIKK LT, EM 1 1074~107"M
DORIERFRREE A% U TH 60% OMHIZIREZRL,
v FRMBCNTHBERELERLHS L 5 CBbh
fco

VII. s%ER

RANDALL & SELITTO #:ic X » IEHE R b O REE
ROEBEREL(LLERCHE Lic Oy Fig. 8 TH

Fig. 8 Analgesic effect of erythromycin and phenylbutazone
in rats by means of RANDALL and SELITTO’s method

------ : Control, Average of 10 male rats.

60~
Erythromycin 200mg/kg, p. o.

20~ T Rl 1

Normal foot

====4

B ey Inflamed foot

%o EM i3 200 mg/kg DFEOHETERRBCIILLF
;Ui hotost, REERCH UTEERRE AR
2EBd bR PB @ 100 mg/kg T EFRIITFEE
3, BERORMEREGE LR SRR, ToHRE EM
X D IXEEL DT
% ®

EM (19 » Fi2¥ 1+ 5 homocytotropic antibody @
BEAERISIL, ¥ mast cell TE\TEOEOEE
HREDEEND, KEIMECH T D EORRICBIE
LT EM O#fifEEBTOWTRRETR 2

¥, mMEERETTECH LT EM B IX i
D RBERMLEL LeVERRIEERARED bR £
O LIEED PB L 1/56 BE O
3 DT Hokss, CEX 2% 1,000 mg/kg T b M HIfE
FARBEX ol EnbThuE, HEMER & XMk
{ EM BEMEHAETTENGHERLETL 0 L%
2 BRB ENDTHRN TR ARRECH LT, £
RERMSEA %R L, carrageenin FEICH LT 1R
BE OfERIZE A2, FhLEEE S METaas
fEHE LCoEHBECUmEREEDRENRD L
FLTCZDES12 EM © 50mg/kg 05 TTT
CBERALHHSEYEL, REKRFHEOIITEER
RAED BRI, PB B THIERCS W H RIRAE
PHELTH ZOBRTHEEYR T LIRS, BTk
%4 HORIGHETH 5 2MEBRTIXIRH 50 ¥
FHHRRETLREOHFEFRARD bR, EM X
EMRERIGCR LCTMHER2ET5 2 L3NS
LrBbhb, RERFOHINL PB © 1/56~1/10 BED
g5\ 3 D TH D70 RANDALL & SELITTO ¥ X &
BiEOTLai LicEa, EM RIERERRIZ& FEY
TRB L ER TOEBERIZRED b0l KIE
ROBEYBE LA X% PB itk o KERCLZFE
HERD H iz, SILVESTRINI? I X i, Z D4
FE R 1203 o0 BB L FF AL BRI I PR EEPE A
EKRTBLEEbh, ZOoA»LY EMbith
BERREEREYE TS LN hidbhiso
)5, EXBHHTRDLh O EM Ot
REERIEBHEEEY T2 RDbNT,
EM DOHZEEREEIE 2 A LT ORENZIFE
LBbhi, EM L~ 27 w74 FRE4ED

B TEE-BIBXTRBTHERARD S LT
bhTwb, RO TRIFRBRC X >TRIE»

Pain threshold (mmHg)

LI WHEIRKEFRAEETZ30T
BAHIEIFREAT AV, L CEEaVF
24 PRy vERBRORMBEEL, £D1OT
L & 5 HR e B R EER O, ik

Drug Yeast
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bLEIBRE RV v OSMITHE X HBENCRTIOL
EHLRTWBES, FAmBECIIZD X5 kERERT
3 DH 4%, Tetracycline {11712, Streptomycin'® 33
X 0% Actinomycin#~1® iz o\ ThH MEI R TWD, L
L, EELVOERI I, BIBHHET » PEB»
Th EM B IV WROERET2RDTEY, EM
NEIBA LA, B BB EPE L ERELRTC
Lk, o MR TEE-BIEREN LTOER
DOERHPEMIIZEENRCIOTHBE VB EEL
Twdo WFhIC® X, EM 3K FH-FEA-EIER
ORI B L CREIBREAVE VOZWTTELXOE BT
TDLELONS, T, ZOERTHADOAL TM
DOHREER D, fesi EM & FEEFC X 5 R0
HRLBbh5,

EM DHAREFE AN EIBRBC X 5 MENDRE L Th
i3, EM off i E arF 24 FR-EELR T
FTChHbo WHEaAF a4 VIXEELAERRYET
B2, WOBDETEAT v A4 FHEHIRERL 1ZERY
R LTWwb, Tichb, SWEECHTS X VIXTL
AT AR ST MEEH O 5 28R, &<
CAHE ORI L K BRTWB, i, EET
NREFESHBRBIC T A MAE A RS & TH
%o EM 1% 500 mg/kg OXEHETHBIMRLBEL T
LALIERT, BEaAF 2 VELmEREDD
Nl RIFEMEK LT EM IZMEER YR LI,
FOPHRIIFARCRBERYRITIHACR DL,
FRERCHE L WARTCIIBEEE YIS Likdo
#=o X bIC adjuvant BEETA R LTh EM 281Kk
RIECRTHMEIERIREE L B2 RAERLHSIHL,
F Lo A E RN R I L e B BRI I IBEE L /)
EDEED, BHaVF a2 FRUCEARELR
Bbhicz Ligehb, EM ORERHSEERREN
Thbhs,

EM OHEEAEE & L COIEESROMGIER»E
2 bR TWAR, ZOfFRIRKE REFMROHEMEY
HELich, DBVCIRTEELEOMEL D adjuvant [F
AR L) THHMENELOND, LAL, #MEY
LAEAMBETIERLOTEY, HEFRABFNATOE R
AR CHEY A bTLRLY, FE'EAA
R OMEIER & B SEOMBIER & 1343 LBt
fe\vo B2, SEHHA © Azathiopurine T 3 ik
DB bR AR TII A Adjuvant B4 2
HLIWEZHAMD, EM o & OfFANGIRIER AT
o WM/, R VEIFRBSRCLIS DL
EXBRETHA 50

BECEALOHEFEATH AN, KEXEABEN

OIMEIER & FLAIERR & CIZBESEDO D5 = L 2 RE
LTWwb, LhL, EEZLREEOHAERLLOR
Z DO O THRE LR TS I EERN
BIRILTE R D EE X b, i BEDEAT A ¥
HHRIERCIICOEANRBDONB LT EETH
%0 EM 058, TORKEFRIEENL SO TR
MR THDHHUL, BIBINBELE LI\ in vitro O
ERTIXPAEER & 2R EM B E O HEYK
HUIER LDl EMIE PB LR DEMBF7AVT
I VOREMNERIZEA LMY, KT TF y MRMER
DOEEMICK LT PB & Lic\ O EM 123
HERAEZRL, 0 E»bd EM 33EAT w4 P
RIEELIZRROIIDTHD ZENTAEDL Mo EM
LD 7 e 74 FRIEEHEILDIICRER L OKE
BB L b Twie sy, BT O B 20 Xl
BEmMEPCALIhS X 5 ic BERHATIX EM & Al
BEALOKARIIO LIS ICK & {, 70~80% LIk
DEERVBE I T D, BELOERTIIFMET
AT I VvERAWTED, MEZOLDOTILL TLER
ZI L W BAKERDIs BB OMBIER 5D
Oy Lo s, v MROFKROBGAEMTH LT
REERBRA L, WThORE T HERRF
BEOMHFERLR L LxEE LI, XVER
EETRBRTIDERDEHNE Lhke WTFhiteX
EM ixmEES X b bRmBRc 33 fkR®m <, K
MR X b ELFEETH I CBbhich, Zofff
PRIECER & DBBRII B TH Do L LEMmFAI{EA
L EbE HEIE L, mast cell B % (% lysosome
EoREERAREEI R D 3 L i EM X
dextran FEfEICK LT $ carrageenin & & FREEDOH
HIER 2R Lo —BICIEAT v 4 FHAER T dext-
ran FEOMEIEAMNEL, T oAb EM 12BEH
DIEAT v A4 VHRERLILFABELYRICL, LA
AT v A FHCE M E 2258 » b h fco Dextran i%
mast cell 735 histamine » %\t 5-HT %35
LRIV BEYEETAEVDb R T\ B, #NDT
mast cell DEREILIEFAAN H hiE dextran FEfEZH
#HT5p, EM OEIEREOIMICIZED b3 3 KEH
BLURRC/ERRADBID SO THT L mast cell ©
REbE bE LI\ ¥ o P histamine Rf] 5-HT
ERZAETS 303 FWEHE L IAHTH0T, EM iRz
D X 5 ¢ mediators - TAEHERAD Wi Bbh
bo ¥, KAaHIX EM oFERIC X v mast cell ¥
R TB LERRTHB0T, 3 HEOHBF I VERL
=A% 500 mg/kg D N5 T dextran FEEOMEIA
BB I OTHEB IS LiX7sd DT, Mast cell ©



VOL. 22 NO. 10

CHEMOTHERAPY

1509

ENEBCHATHIE, dextran & X % ZEITHIHIL D
LEFBELTHHIRS L ELDRBN EM 0 #R K
IOoTLHHOMENTIRD B Te D o ThWP 2,
EM 1 X % dextran {REOG) 1T 211 v IEE R HT
RKIEEHTHA 50 D mast cell L EM L DEFHEIC
DWTE, B FTELIMEFTH S,
& E

EM 2 v7 ¥ vHfkOEEL2IH L, F7-E# mast
cell DPEXPWAH RSB LI D B BER OFER
FIIND DTk DR : L5%, EM 05
D RFEFER K35 B R A BEFT 5 B TEOHALIEF
oW TERETIDON.

1) eRZ 3 VIEIDERIhCmMEERMETIECS
LT, EMzBEeH SIEfEA %R L, WREDCEX
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Too Flo, TOYPEERIE EM © 50mg/kg ERH
SCRERAOHEL, AEEKFME TH ol o
5, MAEIBHEEY TIX ONPEFERIILEDD
¥, EM o REHEEEIBERHE N L TORENE
Rr#Ezbhilo

3) EM ITAE T RIMMIBICR T2 MEIERLE
AR, ELMBRECTERLUCHFHBE N LT
EM 13 88\ I A %R Lic 23 2 D 32k AR folR &
BOETTAHAC I ADbIh, &b iC Adjuvant
X5 REOEECH LT, EM 1381 KkAECIIIIE
BRI DNE 2 RAEXR S AH L, X
EM #51 X b ERBY CTOHCIIEERI B A LR
AEMCRERNBREOGECEL L2BR K A b h
oo TRHLOEEIL, SMRECKHTIIOLLAER
Mg AR TS MHER OBV EE 2 v F 24 FO
B REME AL fERARBE T DT,

4) HMmE7TNT I VOREHTH LT, EM 2ER
ETh I BECHERAEYR LT TH Do F
fz, T v MRMERD MNBAEMCH LTk, BECEIRK
Q B WIIEITER A A bR, EM ImERA LD b
FRMERE T2 FEMERE X S Bbhic,

5) RANDALL & SELITTO I X hEKEREDO Lk
PEBCHET S L, EM RERRCIZEFE LK
OB SIEROELYBE LA SR

PDEnb, =27v 74 FREHE, = Lic EM X
FOHEER LRI EIB RIS AT b & o< BN

Rk y, BIBEREAT w1 FARLOTRERH2HE
T2 LEHLMR LI
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EXPERIMENTAL STUDY ON THE ANTI-INFLAMMATORY
ACTION OF ANTIBIOTICS OF THE MACROLIDE
GROUP, ESPECIALLY THAT OF ERYTHROMYCIN

Karro Tsurumi and Hajime FujiMura

Department of Pharmacology, Gifu University School of Medicine

AkIRA MizuTaNI
Department of Internal Medicine, Aichi Nursing Junior College

A study was made on the anti-inflammatory action of erythromycin (EM).

1) EM exerted a slight inhibitory effect on increased vascular permeability induced by histamine in
rats. Cephalexin (CEX) was used as the reference drug, and even when used of high doses, it
exerted no inhibitory effect. EM was, therefore, considered to have an action to inhibit increased
vascular permeability irrespective of its antimicrobial action.

2) EM exerted a moderate inhibitory effect on the paw edema by carrageenin and dextran, while
CEX exerted no inhibitory effect. This antiedematous action was dose-dependant. On the other hand,
this action was not manifested in the adrenalectomized rats. The anti-edematous action of EM was,
therefore, considered an indirect action resulting from the increased adrenocortical activity.

3) EM was not inhibitory to ultraviolet erythema in guinea pigs.

4) EM was slightly inhibitory to the granuloma proliferation in rats when tested by the cotton
pellet method.

5) EM exerted only a slight inhibitory effect on the primary swelling of treated foot in the adjuvant
arthritis after tested for 3 weeks, whereas a potent inhibitory effect on the secondary inflammation.

6) EM exerted only a slight inhibitory effect on the heat denaturation of bovine serum albumin.
The antibiotic, however, proved to exert a fairly potent inhibitory effect on the heat-induced lysis in
rat erythrocytes.

7) By RANDALL and SELITTO’s method in rats, EM did not raise the pain threshold in normal foot
at all, but slightly raised that in inflammatory foot.

These experimental finding disclosed that antibiotics of the macrolide group—especially erythromycin—
exert a slight anti-inflammatory action and the mode of action of EM is similar rather to that of steroidal
anti-inflammatory agents than non-steroidal one. It may be considered that the anti-inflammatory
action of EM is exerted through the indirect effect due to adrenal stimulation, apart from their

antimicrobial activity.



