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Pyrazolone derivatives
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0.05 g/kg (1A No. ) o Thkat LI, ¢h
KDONWT SEMERRAERAE KICT 3—5 ce/kg
s U
HRRAEEROSERE - ERucit 100150 g Dif
#HD 5 9 VEBWIY BERLEICIT Dextran, mol.
wt. 75000-+2500, 3 mg (0.05cc), Hyaluronidase
(Sprase) 60 V. U.M. (0.3 ¢cc), Formaldehyde 3.7
mg (3.7w/v%, 0.1cc), Histamine (Hist. )20 ug
(0.1cc) KU 5-Hydroxytryptamine (5-HT) 0.1
pg (0.1 cc) ZHA/z, Hist. RO 5-HT OF&EIR
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nidase J ¢ Hist. {285 2 B BB O #I5 GHHD

Table 2. Effect of normal saline (i. p.) on the edema induced in the rat’s hind paws.
Figures indicate percentage of edema inhibition,
Averages of six experiments each.
Edema inducing agent '
with dose 1 2 C Av. (1—30)

Dextran 3 mg 1.1+0.16 0.8+0.17 0.4+0.20 0.8
Hyalurounidase 6 V.U.M. 1.0x1.22 3.0+1.00 3.74+1.83 2.6
Formaldehyde 3.7 mg 0.5+0.22 —1.8+0.30 —1.7+0.30 —-1.3
Histamine 20 pg 1.74+0.22 1.8+0.26 2.3:+1.09 1.9
5-HT 0.1 pg 1.0+1.38 0.8+0.28 —0.5+0.22 0.4
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Hist. QFEOLRERRPICAEICEMBEMT 2
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HedkA, 2 REATCEE P S U o s 3 b
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Dextran, Hyaluronidase, Formaldehyde, Hist.
RO 5-HT IC X 2 ZEMGIRIRE LB DH B LD
RER L7cpiAkid 13 Reflic &1 2 s SE s
Fig.1 RU Fig.2 {CRENTN S, GB 3Fi{tAH
i3 5-HT ZE i3 MRHE RSB ER 2R T 25,
GB-302 {3 Hyaluronidase {Z, GB-105 f % GB-306
{3 Formaldehyde {ZHEICK 3 2 R R B FRA L3E
541%3. Phenacetin ¥ Acetanilide Tid C D%
M3 B30 i358% 5413, Pyrazolone % The
third {C DT H2i3 Y Formaldehyde iFlEicxd 4 %
IPEROTOS, L L, GP-1 12 5 DIREIC
MLTHINb X Hi, L Y5 73mb]
ShEARL, Z D4 Aminopyrine J; ¥ Butazolidine
EHL LT3, Aminopropylon T 5 GP-1 D

«ss Dextran edema

e+ Hyaluronidase edema
Formaldehyde edema
Histamine edema
5-HT edema

ROME

GB-105
GB-302
GB-306

Anti-inflammatory effect of acetanilide- and pyrazolone derivatives. (1).

Histograms indicate average percentage of edema inhibition for 1—3
hours after inducing edema. 100 mg/kg dose for all
compounds. * 50 mg/kg
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Fig. 2. Anti-inflammatory effect of acetanilide- and pyrazolone derivatives. (2).
* Sodium salt.
Table 3. Effects of combinations of aminopyrine, aminopropylon and GP-I on
dextran and hyaluronidase edema in percentage inhibition.
Averages of five experiments each.
L b 1 2n 3n 5h Av. (1—3h)
compounds
Dextran edema
26 28 29 23
No. 1 (20—40) (18—38) (25—35) (14—35) 2
26 26 26 18
No. 2 (14—43) (16—45) (11—44) (—2—43) 29
26 24 20 11
No. 3 (14—38) (15—32) (9—28) e 23
Hyaluronidase edema
13 19 15 6
Netl (5—15) (5 —29) (—oay (~5—23) i
21 36 27 19
No. 2 (16—30) (28—52) (6—36) (1—83) 2
30 32 35 33
No. 3 (17—36) (18—47) (28—55) (20—59) 3
SHEBELTEAT 2 LS iIcib 3, BAL# U223 Table 3 O T, A No.l

Aminopyrine (I), Aminopropylon (1) F ¥ (I+1), No.2 (I+1) KXY No.3 (I+1I) &
GP-1 (1) @5 H52HDILEMDE APITDONT b Dextran (FEICH T BRIRIIKEN DS, No.l
Dextran XU Hyaluronidase (ZfE!Z44 372 Mki%) >No. 2>No. 3DIEICHREDHEIELBELD LTV 5.
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Hyaluronidase 7RiEic3 LTI No.2 R No.3 D
ShEN No.1l XDENTLE,

2. Histamine BEMHIER

Ovomucoid {C L AR Hist. HefHigntEEs
F 5 Hist. AL, hStamR3nTnsa

Table 4. Inhibitory effect of some synthetic
antipyretics on urinary excretion of
histamine induced by intraperitoneal
injection of ovomucoid (40mg/kg)

in the rat.
s ‘S | Total hist. exeretion
Inhibitor o3~} in excess of M.C.
§
(T5mg/kg) | B g | 0 | o % of M.C. (&)
None 0.70 | 2.1 305 A

” 0.70 | 2.0 290} 301
” 0.82 | 2.7 328.
Aminopyrine 0.42 | 0.59 141
” 1.0 | 1.7 162
Aminopropylon | 0.76 | 1.5 196
” 0.54 | 1.1 203
The 3rd 1.9 | 1.5 83
“ 0.731 1.3 173
GP-1 0.47 | 0.85 182
” 1.9 | 3.9 202
GB-105 0.70 | 0.38 54
” 1.4 | 2.5 174
GB-302 0.55 | 1.1 196
o 1.3 | 2.2 162
GB-306 0.48 | 0.88 183
»1 0.99 | 1.7 173
Butazolidine® — — —_

* Urine stopped

HIRE AR L7z (Table 4). GB-105 K U The third
D 1R FRLRIEED 5N T 528,
o 1 PO ENIIIbD (LG4 & ik LTHBR OAE
ERDohILy, #oT RO LT
FERLAVRUHBEDHIEMICIZ XD Uil
DEBEX XA LB L, Butazolidine sod. {324 E
BT 1eh, WTN bEHBRBERO bt S 2 L,
COEBTRERNRTCERE LD, COERRBT »
MEDUWTED 51TV 2 IR ARE I
T 50N,

 BERUEER

Acetanilide 21/k GB-105, GB-302, GB-306 &
U Pyrazolone % GP-1 KU The third O 5D
HLAMIEOWT, 7 2 MEREICE T L Dextran,
Hyaluronidase, Formaldehyde, Hist. J U 5-HT

TERBICd 2 MBIRIRT S Ui Ovomucoid L& 5
Hist. 38Ny 2G5 %, o=, =EEl
At & mgEt L,

LB 2R IIERILAHDOS B GP-1
MERBTEE LTH, TOA Aminopyrine RU
Butazolidine S¥E{IL7:. 4B O OO b
The third, GB-105, GB-306 |3 Formaldehyde %
8, GB-302 |3 Hyaluronidase {BIEiCH LAIR %
B ool WOFEICBHESTED o,

Ovomucoid {C & % Hist. FEiticx LCehblbd
#i3 Aminopyrine Jx U Aminopropylon & [E#k8H
S hISImIRh S E R Lic.

3 2 Mk B LBROREBORRAICS>WTHHFL
1o REWOPEIC & B & Dextran JRBIZEi5-HT &
UF Hist. OFEEicH > O TH 505, Hyaluronidase
{2IE % ¢f Formaldehyde {EJE iCi3 2L Siiffl amine
OERRSEVERLTOEVE>TH 5. 4RO
SERICHE VT b amine FEED N IIHS
IZEEIRI R DM EEYIIBE U T Dextran FEICH
I EYLTEY, 3T Acetanilide D { 7 amine
ORECIHIERDL S O Dextran FFEITH
T 2RBHD0, BL, Fistc, WA amine T
X BEBIC K B AELE LIEH DS Dextran FEIC
ZOHARKEHLTORENHD (GB-302) & 3.
Dextran {ZE~DZIEIT 5-HT K Hist. OFEAT
HTDEPIT, TN5D amine OEHEZHMHET 21F
Aomflic bBFHET 21T TH 05, £H0270
HMAEZEHT~ETHAS. 7L AT Guaisznlen {3
5-HT BEEICIFE A SR DIC Dextran 72[E
AL DR A9 503, £ DAL Guaiaiazulene
% Dextran {5 5-HT 4% 3 51D TH
5 EE-F (A, Hyaluronidase ZEIC
N UTRENORAERE TR COERICAN O
DIiZ T Guaiazulene, Sod.salicylate, Cortisone,
Phenergan S5 0F N b4 LT 510, HIBIKE <
D%  DIRRIC X 5 KSR C ORI
BLTWBOT, HHBERE LTI~ COBHE
KREBHT NI EES. GB-302 i ohf
DN T &3S screening LY D TEZRENL S
¥a& 5, Formaldehyde EICIZEED D TR
Salicylate 2SZglEw. Lh L, COERBEORAE
WD EBDREICH 12> THBICE A E S &L
MO TOENO T ORBEICTER) LIS BICEERE
SROEENBEONS EVHWERT Lbhs.
ZHNDIHEEEET 5 & GB-105 I X idm ks
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FULLHL, finlick LTRBEEMLS 28841
REMOEREANERRAAEEATLTHL
WERS. GP-1 BE EO#EKERBICHN bR

BEAIKC L AHREHR OB ER AR OB KRS
LENTOMFICE LVERSRERD A L D
7-. BREFOMIC DN T S RINEMA 3 RMbt

EEH LT 20 THELAMTHA S, Hist. HBLES.
ERONHEARANDILABICLBD SN 2D
T, Hist. WHOBET 37 v+~ 2 DMBRER
I ORIIERICHG TE 3755,
Aminopyrine, Aminopropylon %k {f GP-1 D& 2
X i
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Anti-inflammatory Effect and Histamine-release Inhibitory Effect of
Some Derivatives of Acetanilide and Pyrazolone
By
Hidemasa Yamasaki, Kazuji Kondo and Teruo Uda

Department of Pharmacology, Okayama University Medical School, Okaysama
(Director : Prof. Dr. Hidemasa Yamasaki)

Three acetanilide- and two pyrazolene derivatives were tested for anti-inflammatory
effect on the edema of rat’s hind-paws induced by the local injection of dextran, hyaluroni-
dase, formaldehyde, histamine and 5-hydroxyptamine, and for histamine-release inhibitory
effect on the rat receiving an intraperitoneal injection of ovomucoid which increases urinary
output of histamine as a result of histamine release in the whole body. Phenacetin, acet-
anilide, aminopyrine, aminopropylone and butazolidine served as controls. GP-I, one of the
pyrazolone derivatives (for formula ¢f. table 1), showed fairly marked supression on all 5
kinds of edema with effects comparable to aminopyrine and butazolidine. Acetanilide derivatives
tested, also exerted marked inhibition on the edema other than by hyaluronidase or form-
aldehyde. All the compounds inhibited the histamine release due to ovomucoid injection, but
no graded difference could be seen.




