547.781.5 : (611.75+611.77])

e D Bz 18 & (XY 5 © Histamine 4345 & Sinomenine Z O ftit ©
Histamine 4 @) 'H iC & % % O HE#E

RILAPEFHEELHE (EE - LIGREZSR)

A XK

B R

(FR133 4E5 A 14 BEH)

# -]

Feldberg & Miles (1955)D |3 € V& v F RUM
{C Pontamine Sky Blue 6X ##j:%, Histamine
(LT Hist.) 5288’8 Compound 48/80 7% #n#¥
BUBAERO—EHAL, Fin, SME RO
AR EOERBICBERDS O bNPTN T EEED,
5 DR RGBS —RC B BDDVERALT { 5~
TRE L - Hist. SBOHB T &RV Hist. H
DHILERICENS EREORBT I LHO AT,
HEROEERRHO Hist. 8O K/NCERT 2
SDTHBEEZ T, COEBROKERIIEE Hist.
SEOMNM BB OBBER &L IDS TIRL,
Hist. S#EMZERIC LD TH S 2 PAMRIEOBRE
ERRUTETERESD IR,

LL, Ko DRL REEERISOIMAINIILH
EBERIAL L MEBIC I RT Hist. 2BDK/NEE
TLciRVLEY, Bb, i S XTHEDOETE
DFNENE » FTHRBERCOBOERRENS
kb4 Hist. SBOREVERRBCETLTYT
APDICE DM RRBL TV 5, K Hist. 8K
OLHICBELNOBROFRINE v RICDNTR
WX BREBBRCOBRIZZ D &L 5 SEAHL
BREMED LT CENBHTRUEHDI, TDTLE
i3, Hist. HBEHE O ICEHERFRT 2 RATMT
DERICLIBLEbN B4, T/ Hist. TV
T2EMMEBBEELOTAMERIC HBIFRT S
LTABLLANRVERILNS, 2T, BRED
MEZST LS Hist. HHlEOBNEASEZRTHOD
TREBWETH2, KSR IDIEP2HEHDKICDD
THIM Hist. 98 % K7L TRUDOA %
BECEERLTVS,

Ko OHEICDSNT, Smith?) 30 =, =0
EREA D Hist. D48/80ic & 2 Wl HEL, &
BOF VAL S BHEBESENEDNTINE,

AEIDOEER T Feldberg & L0 EHOAER

WV, REHNO Hist. &84 Hr—RBAXIci
L, FRIC3BANTZED Hist. S B S WELK:. £

LT, Hist. FiEE#'E Sinomenine £ @ |3 H> Peptone,
Irgapyrin ¥ Compound 48/80#5%I1CZ{LL 7=

ZhoaREOARL, Hist. HEREROEHIIEG
FREREMCHATEEL 2. —BOERTIZZh o L
YHEIC K BERE Hist. FEHZHRICRIET I Hist.
KOREDEEFZRAE LS N, ZOERTHHEL L

Y 1 1-DiT Sinomenine DL L HSN TV ALY

U< FHREBH Hist. & OB FT DN TDRE
2ZONATREEZHSFLIPOTH A,

RBMHMRU AL

2.0~7.0kg DEVOREROL.

HBRRURESHEY 7 VoIEE KMy 7vid
HRE (60, @E B ovBiER oE (F
B), %%, B BfdR), EH (hiEhR), 3
9, SMNEES (M 3EBAOEEE, B2 8K, I
BE, Ak GMAD, R G oByFmhd £
nEnlg UTZHREFEHRL -,

FREEE Y v SNV B REIR TH 21, Y, B,
%, BERURHED 6 BHi»S T X GH AR
L.

s DY v FARERIZ T — 7 VBB T IC Bk
HfFERICIT D7, BRENOB G TS 5 Rk
i, XRBERTXRHANEROBSRR&EOES
OB BITEERL 12,

Histamine Y &FER FEY v FVITYIRET
WWEBKN) HY TEEZRSELAND, TREBRT
HEEBETEICOFENT S, Tyrode BT,
WERTKEGLO>THS, 1g AT EFRL. TOFE
BLURE%Z & X%, N-HC15.0 cc 2fn2 T35ME
HL, AUTEVLLEDICKTENRTS. i S
DEBKEMADDL XDRARBIC®NED, 15
FICEH LD B ER U THBE R (ZR)
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T THL . BHNEOES S UBERRAKRTH 508 4
Y SVOERMBDOIH N-HCL L 2.0cc & LT B
B, BAEYY SAVBRIRTELL, 2¥LILERE
% N-NaOH T pH 7 i hfaL (FhFIEIE 1.5¢cc AT,
EHICHBT S, COWMEE Hist. ERICHT S,
Hist. &3 5 X 10-8 [iE Atropine 4% Tyrode
¥ 10ce HilihoErE 9 FEBEZBL, TOMAXE
RRBNHEAEE (4% O Hist. LRECEHAT
Neoantergan M4 51} % &Y, Neoantergan fE
RSN EMRIC X 2 AR D 2 H 43 Hist. &F4T
TA5CED RUBRE Hist. (3 x107) 30531
BOPREO MG A M E Hist. EEAUCTHSHTED
&t BRETBERMERSIIC S D Test
ORFE T NT Hist. LLTHAETE R, KnXH
@ Hist. JEMHIZT T Base TRU .
ERXES B Sinomenine (JE B %), Peptone
(Witte %), Compound 48/80 (Dr. Edwin de Beer,
Wellcome Res. Lab. New York D#f%) Irgapyrin
R U Butazolidine (#%EI3 Na #fi & U THEM,
A& BRIR), Benadryl (Benadrin W), #iE
(Sinomenine 3 mg/kg, Peptone 250 mg/kg, 48/80
0.7mg/kg KU Benadryl 3mg/kg) ITIIEEEE
KTCHEAS5ce &L, 10~158T V. saphena N

Z S N S

5z, B T4 (Sinomenine 3 mg/kg, Irga-
pyrin 20 mg/kg, Butazolidine 20mg/kg R U
Benadryl 3 mg/kg) RU#ix (Sinomenine 3 mg/kg)
AN 5~ TEIRBEL 2288, FEHFHIZEE~<EAL
HE ST, RTRER HRIBHEIL ALK,
Benadryl {2HIC Sinomenine & BARMKRE L 1.

X B B &

A. EEXOR R R U ED Histamine
eR51H

6FHDORIT DN TI3 DB & 6 BIFTTED Hist.
SEARELIRRIT TablelLITRLTH 5. KM
IALC DV TIE Hist. 4B O EHEDOA X XOIE
KEFILTH 5., BacDRICONTIZEL DR
DIEEIHANBEDIZTTVH B EDBRN BN
B, BRHSBOKREXVDIIERD34~54 (F
42.4) pg/g TEBXIIKBUTH SFH11ug/g55)
DRAETH S, XTHEE, IPIRERUVIRIC
BFHY 0ug/g AR TH 3. BikE OUBIER
BENUTFTTERD 12 AT TH 5. IXTH, FEE,
OB, Tho DSBREBXIIBETRMICLD
NTHADRTIREZRAZDE . FEKMOD
Hist. BRIV S HENVERZRL T 3.

Table 1. Histamine contents of regions of the skin and joint capsules of normal dogs.
. Histamine in pg/g skin Histamine j:)?nfgc/a.gpsule
Weight =T & = )
Exp. | (kg) | 5| S| o 8 g 3
and 5 Pl Eloal L, | ® 8 Al s -

No. sex | E| S| E|8% 2|23 § g al 8|3 & o
l=lgdlg|8|lcle|la|S|X ® 8|3|%5]| g g | 8
s|le| el (A|lE|l2|8|2B|8|2|&B|8|8 5|58k
B gl [RA|s|P|A|d A &|R | n|0|<d|H|M|an

1 |7.0,2 33.526.829.5|29.520.116.110.710.710.7i 8.0{ 9.4 8.7/ 9.4 7.8/10.1] 8 75 3.3/ 4.6/ 6.2

2 12.0,2 40.439.432.3'31.314.215.214.216.217.2|13.11'2.111.1 8.2[ 3.014.4 7.0I 6.6) 9.5/ 5.4

3 (3.3, ¢ 40.428.324.2’18.916.216.216.216.210.8113.512.112.1 8.1 5.6/ 6.1 6.9l 4.2/ 5.9/ 4.1

4 |6.0,2 43.128.328.3)26.917.514.816.315.012.2,12.210.9 9.5 8.2 4.0f 9.6(10. 9| 6.7 7.411.6

5 |5.0, % 43.129.632.3IM.2|20.216.213.512.813.5:10.811.510.8 9.1 5.5 6.5/ 6.8 4.7/ 4.6/ 5.9

6 |4.0, ¢ 53.933.731.0|31.026.914.810.910.910.8|13.6 7.510.9 75 — | —|—|—]|—]|—

Average |42.4|31.0029.6|26.9/19.2|15.5|13.7|13.6|12.5{11.9|10.5|10.5| 8.4] 5.2| 9.3| 8.1/ 5.1, 6.4 6.6

T DR OYBIEMOMES 1 HTIIEHREME 5HDTH5.

L, D 1BTHIEhULEEDTED, 1
B OEMNEEEI L T % Feldberg & MilesD
DORTAFMELE Z—FK LIV, B, SMEH, iC
FAREE, P&, BRi%, COUEBIESMHhOBALIC S~
T Hist. SBOBVEVHIETRELDENE
b, BRUREZBLTEDONTOEIFRRE—EKT

BAHi D Hist. 8B I3 H4«DATIIBEIMOMMS
DORIC I 5N DA L NE bDXH 50, Fi
LTH2E, BEDOBIMICIICENBOENSEX
RBADO NI, PIETE Hist. 2BI3HD 3ug/e,
R% l4pg/g, BBEBOFEHETII 5~9ug/g T,
BR®D S bRABED DR L FEUBEETH S, Tablel
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DIfI 2 A DB DEDFH Skin Joint capsule
ETRUT & 5 25, Table2iT 02 2 &P
250<, ExORDEHMIE 4“\T:ﬁﬁ %/

BEBED Hist. &80 EEE '“\\\EELZL””

BARC 335 T 2 7500, Pl

Fig. 12 L0 RO ‘ b

dorsal (A ventral
E Hist. 2B HeIHAET I

ARUIbDTHA,

B. Histamine H8iiHnE
BECLIERRUMA
¥ Histamine &
RoOFED

1. Sinomenine 5

a. Sinomenine ;% Sino-

Fig. 1. Histamine contents of the skin in different regions

menine 3 mg/kg & i #EL, and the joint capsules in the dog. Histamine contents
M, BRESEBD, FENS are expressed in terms of pg base per gram
>h3. BEh—BicErBEES tissue averaged of six dogs.
Table 2. Histamine contents of joint capsules(#g/g). Comparison of values in corresponding sides.
Dog Shoulder Cubital Arm Hip Knee Spring
kg and sex r 1 r 1 r 1l r 1 r 1 r 1
Normal
7.0, ¢ 6.7 89| 7.0 13.2| 85 9.0| 3.2 3.5| 4.2 5.1 | 4.7 17.8
2.0, ¢ 29 3.2|13.1 15.7| 9.6 45| 9.9 3.3| 4.7 14.3| 6.7 4.2
3.3, ¢ 5,5 57| 45 7.8 7.8 6.0 3.1 5.4, 65 5.3} 3.7 4.5
6.0, ¢ 3.5 4.5({11.8 7.4|11.8 10.0| 4.6 8.8| 8.5 6.3]12.8 10.3
5.0, ¢ 5.3 58| 56 7.4| 88 49| 44 5.1| 4.0 53| 52 6.6
After sinomenine 3 mg/kg i.v.
2.5, ¢ 1.6 0.8| 0.1 1.3| 1.4 1.5 0.7 0.9| 0.7 0.8} 0.7 0.7
5.0, ¢ 0.3 0.6 06 05| 0.6 0.6 0.3 0.4| 0.6 0.4| 1.0 0.5
2.5, ¢ 0.8 1.0 0.8 09| 1.0 11| 09 0.9| 0.7 0.7| 0.9 1.9

L, ®BiclREEEOWICEDEABELL, JMEE
RUHMOIESAONE, OBRF T/ —E%5 X
oL, HRRRET 5. EH%MG S {Eiics:
ZYELSBEMIA & 375, T DRIBL VB RIEREL
255 LEVHHICKECTODH LS EBHT
ZERETFNI Db, B, REVEBEAMDICH
B2b00h%. 1~3RHEREXINDSHTTS
ICEIZ S SERERL, CORSRERVIZE
HMEARI3FEA ETHBL TV 5.

BE RO 2 @ Hist. 8|3 Table 3 ITRL,
te X HIWEERIC 5 NTEHERIA L IEDT S,
ZDEHEIC DO TH B LIBRRCOBICE T 5%
DEIB~BHICRUBSF L . HO Hist. &

BORDIEIMUB THOTIIC L ST L AL,
PEDT, Smith?) D RBICDNTDORTIN S K
515 Hist, & & & T OFHEROMOETRERITH
SR, D Hist. & &3 OB bRD
THEBEIRLL, £D0BXZ0%EFBELLTNED
REETREHRTHS (Table3 KU Table5),
b. Sinomenine @ [ & H FiX4 Sinomenine
3mg/kg HTEHOBADIERI 7L OBRE
A CHEOERE S BEORTRAS NS, LD
REbHONE, UL, BEROLIBEL, R
HRUBEDIERIIFEA LS, EFOEBICHE
FABHS ML, EROKEIC X2 TERI MR R
LUt
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CORTHEHNEHRETII1E2E, 3 BMICSERE T4 5 ~EES DICHA Lo, BIBDOHETIIRA
HE1H1[EI5~ 7 BEROBEAORNRUBENHE TREBOBOXBDT, MHhi3H I340FEDRD
Hist. ABOFMELS . EDHETHERRK Th5. HEOBAKOE, BIRICHKS NTEDE

Table 3. Histamine contents of skin and joint capsules of the dogs after the

treatment with sinomenipe.

Histamine in pg/g

W . Histamine in pg/g skin joint capsule

eight g1 8 3

Exp. | (kg) | S| 2| ®|wd ¢ 2
W% nlog @ ] @ | m

and s 8|2 Blal ol 8 513 =

No. sex E|lo| BEl25I2| =% 5 Blyla|lS|2)| 8 o | X
a3 |8 (2|l |w|l&]|B|le|lR|8|8|B8|8|lalS|z
] =] aq | = > A = o oy = < < @ | = =] >} o] 2,
|| E|< |®|A|E|F|S|2|R|E|E|6|S|<|H|Md|&

Intravenous injection of a single dose of sinomenine 3 mg/kg

1 |2.5, ¢ (33.7 8.1/14.8/ 9.4| 4.1) 5.4] 6.9 2.7| 1.8/ 3.2 4.1| 2.7| 1.8/ 1.2| 1.0; 1.4] 0.8| 0.8] 0.7
2 |5.0,2120.4/ 6.8 8.2 8.2/ 3.7 5.8/ 6.8 6.8 1.8 5.5 8.2 8.2 2.7| 0.5 0.6/ 0.6/ 0.4 0.6 0.8
3 (2.6, 9 (17.5/ 4.8 3.7/ 6.1/ 1.8 1.8| 7.5/ 4.4| 2.0/ 3.7 6.1| 4.8 1.0 0.9/ 0.8| 1.0; 0.9| 0.7[ 0.9

Average |23.9] 6.6) 8.9 7.9 4.3 4.3/ 7.1] 4.7| 1.9) 4.1/ 6.1| 5.2 1.9] 0.9| 0.8] 1.0| 0.7} 0.7| 0.8

5 subcutaneous injections of sinomenine 3 mg/kg in 3 days

1 [6.0,% 21.5( — 18.9| — | 9.4/ 9.4 — | — | 4.8/ 7.5)| — | —| — | 2.5 — | — | 2.6| 2.2 —
2 |5.0,2 (26.8) — 13.5| — (10.7/ 9.4/ — | — | 5.4/ 8.1 — | — | — [ 1.7 — | — | 1.7} 2.1] —
3 |[5.0,¢ 124.2) — 16.2( — 10.7; 8.1 — | — | 4.510.7] — | — [ — [ 1.5 — | — | 1.5/ 1.4] —
Average 24.2) — |16.2| — |10.3/ 9.0 — | — | 4.9/ 8.8 — | — | — 1.9 — | — | 1.9 1.9 —

5—7 daily subcutaneous injections of sinomenine 3 mg/kg

1 |4.0, ¢ [26.9]18.9(14.813.5]12.1| 9.1| 7.5 8.2/ 6.1/ 8.2/ 8.2/ 6.9/ 6.1} — | — [ — | — | — | —
2 14.0, 3 (17.514.816.2/12.1| 8.8 5.4/ 8.1) 8.2/ 4.8/ 5.4/ 5.4/ 4.8/ 4.1 — | — | — | —| — | —
3 |6.0, ¢ [14.8{13.5]13.5/12.1| 9.4; 9.4/ 6.8/ 6.8/ 5.4/ 8.2/ 8.2/ 5.4/5.9| — | — | — | — | — | —

Average 19.8/15.7|14.8/12.6|10.1) 8.0| 7.5| 4.7/ 5.4/ 7.3/ 7.3/ 6.7 5.4 — | — | — | — | — | —

5 intramuscuslar injections of sinomenine 3 mg/kg in 3 days

1 |4.5,9 45.4) — [21.4] — |18.6{17.4| — | — | 8.0/ 9.4 — [ — | — | 2.4 — | — | 1.8 1.3 —

2 5.0, % [42.6| — [36.0] — 22.620.0{ — | — [16.012.1) — | — | — | 4.0 — | — | 3.3 3.2 —
Average  [44.0{ — [28.7) — J20.6[18.7] — | — |1z.0p0.0) — | — | — | 3.9 — | — | 2.6 2.9 —

Intravenous injection of a single dose of sinomenine 3 mg/kg plus Benadryl 3 mg/kg

1 |4.0,2|9.45.4 —|—|4.135 —|— 1.3 —1{32 —|—|1.4 —|—|1.40.8 —
2 |7.0,8|9475 —|—13.3/39 —~|— 1.8 — (45 —]—|1.00 ——11.3 0.8 —
3 |4.0,¢ (13.710.2 — | — | 4.0/5.5) — | — 1.5 — | 4.2} — | — [1.2) — | — | 0.9{ 1.0} —
Average 10.97.7) — | — 3.8 43 — | — |1.5| — 4.0 — | — | 1.2]| — 1.2y 0.9, —

5 daily subcutaneous injections of sinomenine 3 mg/kg plus Benndryl 3 mg/kg

1 |5.5 ¢ (29.322.71 — | — 9.7 82 —|— |81 —|9.4 —|—}1.00— | —|1.0 1.6 —
2 |6.0, ¢ [26.6(21.4| — | — 10.0, 8.6 — | — | 6.7 — 8.1 — | — |1.2| — | — | 1.3 1.7 --
3 |5.0, 9 [24.020.00 — | — | 9.7/ 87 —[— 6. — (9.1} —|—|1.2] —|—|1.0] 1.1 —

Aversge  [22.621.4 — | — 9.8 85 —|—|7.0—|9.0|—|—|1.2—|—|1.114-




ROEMEUBAMED Histamine 4375 & T DRk

DORBHDIE L EBRIEE I 2RO DBA43%
TEEERLUTHII L, BME Hist. OFWAED
60~T0H T, RPLLIEDTVE, BEOHETK
EeNEULEDB S NN, TOHEDOEHHE
B Hist. ORI EBLHSHATOPHRMAENES
icBbhbh s (Table3 R Table5),

¢. Sinomenine ZEH AN A ;XS Sinomenine
3mg/kg 1 H 2EAE 5Bl AREHRETOL.
COBAITIIEBIN T &IC Table 3 KU Table 5 iT
RTESIC, EMTREDOTM,D bFEA L Hist.
SBORLEHLNTHIEY, BN TII40~60
FORWLEERLTNS, ZhdDRICIIFEAEL

{, BTEROBAED XS HBERIZAES ML,

d. Sinomenine & Benadryl o@tfB¥iE M
EHE 4 3mg/kg % R ICHERRE ST IRE,
OBOF 7/ —¥, BFR{EENEDhs, Bld
B T A hO. BEOERE K, SR
KHHBLOREYH 5 H—ARIC Sinomenine BIRD
BARKLORTBETH O, RIIEHEBRANIT

Table 4.
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BEMI%E & 53, 302%ICIBBLICES LV BT ..
> T, Sinomenine i€ & AEIRIT Benadryl $+F
CEDTERINTNS.

Hist. @BIRMTIIOESS%, RIEB0FKDOREL
RERL, NEHETRTT~8TBDORLENL LN
% (Table3 RU5). > T, Benadryl D[EIEH
4% Sinomenine @ Hist. HFHEHNRZDHD
CREELTWIVWbDEALNS.

e. Sinomenine & Benadryl 0Bt BR TR
AR EEHE 4 3mg/kg FRIICRTEN, C
h%E5 BREL::. ZOEHEFE Tid Sinomenine
B TERNOBAICK LD TERBELIRBAL,
REOKEDTAICAH S N B EDHEER, REGIR
ICIZERLBOERED, MELEL (EROD
BFhaso Nt

KRB R U Hist. O R %hHE (2 Benadryl
ZHALKTOVEA (b)) LLoNTHICEEEZAYD
S iy (Table 3 KU¥ Table5 ),

Histamine contents of the skin and joint capsules in the dogs treated

with peptone, Irgapyrin, Butazolidine and Compound 48/80.

c L . Histamine in ug/
Histamine in ug/g skin lsjoi;ntmcz;:u{:eg g
Weight g ] & E3
Exp. (kgg) Bl Bl 2 ]
and g & &|° 2 e ol § -
No. sex gl S| E22 =l g 18123 -4
Sl =|8f 3|2l |E€|la| S| H| 2| 8|23 g 8| .8
S15| g8 m|lElS] | 2B 8|=E|5|8|8|E8|&a]E
R | << [RIAIBH|IP (R R BIE|n|0|<|H|M|x
Intravenous injection of a single dose of peptone 250 mg/kg
1 |2.4, ¢ |27.221.8 9.0/19.0/17.0/12.213.6/12.9 6.8/10.212.2(110.9| 9.5| — | — | — | — | —
2 4.0, 9 [26.9]17.5(13.5{14.8/12.1| 8.8| 6.5 9.4/ 5.2 8.2/ 8.1/ 6.7| 5.4 — | — | — | — | —
3 (3.0, 9 (32.3]16.2(13.5(14.8/12.1 9.4 9.4]| 9.4/ 6.7 8.110.8/ 6.1{ 4.7 — | — | — [ — | —
Average 28.8|18.5|15.5|16.2|13.8/110.2|110.2|10.6| 6.2| 8.8)10.4/ 7.9/ 6.5| — | — | — | — | —
5 subctutanenus injections of Irgapyrin 20 mg/kg in 3 days
1 |6.5 ¢ 29.6; — 215! — 16.3( 9.4 — | — 6.8 6.7l — | — | — | 2.6)] — | — | 2.3/ 2.3 —
2 (70,8 20.2i — 16.2 — [13.5/ 8.1 — | — | 4.006.7 —{ — | — | 1.8 — | — | 2.1] 1.9] —
3 [(5.5,9(26.8 — 21.4/ —[14.8 6.1 —| — 15.4/9.5| —|—|— 2.2 —|—|2.3 2.9 —
Average 25.66 — |19.7) — |14.9Y 7.9 — | — | 5.4 7.7 — | — | — | 2.2 — | — | 2.2] 2.5 —
5 daily subcutaneous injections of Butazolidine 20 mg/kg
1 |6.0, ¢ |40.4| — [29.6/ — (18.8(16.2| — | — | 9.5/11.5| — | — | — [ 6.1f — { — | 5.9] 4.9 —
2 |[5.0, ¢ 48.0 — |26.8] — [20.4/15.6 — | — |13.2}112.1] — | — | — [ 5.1 — | — | 5.8| 4.8| —
3 |4.5, 9 [43.8 — [27.6| — [18.9(15.9 — | — [10.4{11.4| — | — [ — | 5.1 — | — | 5.9| 4.8 —
Average 44.7| — |28.0| — |19.4|16§.9| — | — (11.011.7l — | — | — | 5.1} — | — | 5.9]| 4.8 —




3934 V. S S

Intravenous injection of a single dose of Compound 48/80 0.7mg/kg

1 |6.0 9 loa.2 — [18.8] — [11.4 4.1 — | —
2 |55 ¢ l20.2 — [12.1 — |10.8}10.8) — | —
3 16.0,9[24.2 — 6.2 — | 3.4/ 2.4 — | —

Average 22.9] - 15.7\ - 8.5’ 5.7 — | —

2. Peptone #iE

Peptone 250 mg/kg #rEtk, WMEI B BB X7
2%, B, MHIEADSNT, WEKIIEEAL /2.
HEZE R RFRSRPEE L, XNEED
Sinomenine @ 1 AD & S5 CEPICEDS hishD
fo. 1.5~ 3MRIR ST AR U D1,

BERMO Hist. SEICRBLBEDS 1 548, B

4
4
1

3

1] 5.1 — l 6.3 —|1.3 —|—]1.20.9 —
o34 —i61—|13 —|—]0.9 1.0 —
o0.1 — | 6.6 — 1.2 — | — | 0.9 1.1] —
.1l 6.2 — ‘ 6.3 — [1.3 — | — 1.o| 1.0) 4

HEBACFABEE OB D48~49% 13BE T—RRICIE

{,. Sinomenine 3 mg/kg FED A D 1/2 I,
ERREOD Hist. BA&HRIIRLETH DI (Tabled
R Table5), Z DRV E 1T Sinomenine T {
S RAFERDEADL ATV, TOERTIIE
D Hist. JERITHOEHDI.

Table 5. Percentage reduction of histamine contents of the skin and joint capsules

after sinomenine and other drugs.

e Skin Joint cepsule
< =
) =
E | §| 8 E 3
Drug @ Method of treatment “no| Bo| 2| & & a3
% - | @ "S * g 2 S
5 8l o ElalB|28] 5l |8l <ld=3 w
o Szl 5| 2 o] o| || 2|25 gl ol 8|8
g HE R IR e EEEEEREEEE
@ B|&| < <85> S|<| A& =55 <] M| 5
T |
Sinomenine| 3 | Single 4.v. injection 44/79| 70/ 75| 84| 72] 49 66, 85| 66, 42| 51 78;84 92/88/38'90/89
” # | 5 s.c. injection in 3 days 43| —|46| —|47]42 —' —l61]27| — —|— 4 — 6371}
” « | 5—7 daily 8.¢. injections 54| 50,50, 54/ 4849 46 66 67|39 32!47 — 36— —
” # | 5 4.m. injection in 3 days 0—j131—| 0] 0 ~—:— 5 10l—— — —i39 5064 —
% # | Single 4. v. injection with Benad. |7576,—|—|80| 72 —| —| 88| — 63| —| —(77 77/87|—
” # | 5 daily 8. c. injections with Benad. |38/32 —| —(49 45‘ = 60| — 26| —| —|79 7478 —
Peptone 250 | Single . v. injection 32/41|48/40)29|35 29| 23,4926 1225 23— —|—|—
Irgapyrin | 20 ' 5 s.c. injection in 3 days 40| —| 34| —|23/50, — —| 57|36/ — —| —|57| 57/61—
Butazolidin| 20 ‘ 5 s.c. injection in 3 days 0| 5—| 0 of—|—10] 0| —{——|—| 1|—|—| oj24/—
48/80 0.7‘ Single ¢.v. injection 46, —|47| —| 56/ 64, —| —|76|48| —{30| —|75 81:84|—

3. Irgapyrin 2 HUI- Butazolidine T
BTixs

MY LD 20mg/kg 21 H2[E-3D>3 B (B
U3HHIZ1E) MASERTERLL. Eb50
EPSERBERICAS DfERE &1 87, BEE, &
HZEOKT A O NI D 7z, RITRUBEHE
Hist. ~DOEEIZ, UL, Butazolidine DIEAIT
BALESINEBRD O NI DDLDICRL,
Irgapyrin TRHITOPBPREBLE &L, RET
1323% (IRK)~57% (L/B) DO, BI®E < i3s7
~BlHBDF/LHRL 1-. TDORLIZET Sinomenine
3mg/kg KT 5[E{F 4 KU Peptone 250 mg/kg
BEDIR G DERICIERIKT 5.

4. Compound 48/80 p#sx

b, HiR ABD X3 & 0ERICHOE
48/80 Bl 5 D 0.7 mg/kg #: ik {3 XIT Sinomenine
3mg/kg & HEVDEIRMELRTHRETHS. #
FEHRBH - BRICEDEL, BH, B, HE
NELL, OBF7/—¥, HR{EEUEMLHKED
vay 7EREZL.. BROREEERD S b
b,

L UEROBUWEIAICE M D Hist. 48D
BALRADL, ENXVIERDH» B Sinomenine &
FERIC KD XTL LARET, 46% (HH)~60%
(O OfificE &F b, FANE Hist. RFoXIZ
T4~T8% i %R L 7= (Table4-J U Table5),
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z =1

Hist. DEMTIERBEHEZHEROETICHT:
DTZD amine DA EKANSFICEAT 5 M GE
ERELT, ThoDRAMEBRABCILS &3,
T DOREDRRITICER LR A 05 5 HEp—o
TH5. BUMICEBDOE 5 B 7 Hist. O¥tkD
BHICOWTOREL T ZNICEIHEL - EEM %
DT 5, Hist. OEINBLBHBELZD S
LML FRIERLEL T20ABOERICH S
bDTHDM, CDOERTDZHDELMTLALF
—HIREDIF R TH A HE L BE L Tricil
T3, RMOEEE Hist. F#42NT 2R M
EXIGE DBEE L% U 72 Lewis® O HBfy 76T
REIRHM LR TE btz Hist. KB4
BICBTAROID D THOT, VWEHBC DS
DERNBEZE L TOEERARES>TING,

WHIABYORM Hist. 475 O Py % gk
RN Z D& 72U 72 D |3 Feldberg & Miles!)
(1953) TH 2, Smith? WD =, =REPhric
DTES DHNBAERERL 1=,

BREOMETRIROEMDI3, D Hist. 38%
ERGOTIC OV THMICERAIL - R EHLTE
R 42.4ug/g EHEMOABALMMNELT3.6, 1
T v aWARACIBEOE <, SR H81 ng/g(2.6),
RCFAEBA29.61g/g(2.5), FL#326.9ug/g(2.3)5C
KDOWTEL, BK19.2ug/g (1.6), OUIBIEL
15.50g/g(1.3), IR TH13.7ug/g(1.2), GHIH13.6ug/g
(1.2), O/E12.5 ug/g(1.1) {3 hRGLT, RBEEFL1. Qug/g
(1.0), #EP10.6ug/g(0.9), KAE10.5ug/g(0.9) i3
BT, i 8.4ug/g (0.8) NbOLBIEEE
ED7, EENLBERCHIIHS T COIEMIZES
PURBRKEEDEERRL TS, Feldberg & Miles
BENVE P THEBRELEELLTCAL-BAICE
WEZRH35.9, FUG EIRGAH3.7, MIELE3.6, TR
RE 3.1 it >0 TIRE 4.9, IRi& 1.9, WIED
1.6, gl HEDEEZ TV S, EBICK 28I
EROREIDEBVEDFFEIINSDIERD
MIiC Hist. ZRENBHKETAC L42BHBC
EMTER, CORBRABICBNTOERR
OUI—RICEREOHWIIEE L o
REEID Hist. SBO KX VLA FRI
5bDTH5. tho ORIV ThLHEEHE
DS LAKFICHDN P T TH B, 2D
CIIBDREE & LA O THRIRICB X TV 3
B RO © Hist. SBOBVHEELS

hEEZ 5 ERIEICET 2EBNRISORENE L - 8
THD, TLFARKIKZIDORIED /2% I Hist. 23
FTREBUOFELZOIRETEHDENZ LS. 18
HEARERROE ICE D Hist. 2BERTHEEIDNW
RObEIZOBEBEALRTHA .

. Hist. FEE#HHE Sinomenine 3 mg/kg 1 @ § 1EiC
XD TROBE Hist. (344% (HR)~8% (OE)
DWirb % % 72 L 72. Compound 48/80 D 0.7 mg/kg
AHETIS B Hist. DMF$E3R46~76% L 112 T
WaE, COER D K * X3 Hist. 280
MERLBLTULLIEERFZRSAS LKL,
PEDT, 48/80% BT ES L 72 Smith D ~RT
W5 KT Hist. B DK X VAL T3 bk
ROIBNEWV S T LIITER THIL. Feldberg
& Miles 2 48/80 #nxite € o b RUMD B Y
ICTERP DO BROAET 2 HADEE & #5Yshs Hist.
BROREVENTRELOVEVS OIIBRTE 2
b5, TORRIIF/A Hist. FHERNEHRID D
CUAERICBHET 2RFEL L THBINERET’
5. Lbdh, HFFREDOTLVLF—RETLER
BD S bICEESER HBEORROFREA
THHBEED I TIRHEM B < O Hist. Jzikss
BLOSZHELHESTECEMNTE LS,

Sinomenine DR THEHNEZREL 1:354 Hist. ¥
B3 1 BHEDBA XD ODENHL AT
4 (AR D% 1t T % D 7-. Peptone 250 mg/kg
B TR Hist. 223~49%BETHEL L,
Irgapyrin 20 mg/kg 5 BIR T4 T23~57% &L L
7. UL, THhICK U T Butazolidine DR
ETRELRHS NIEH D7, Peptone TitRicE
Zteva v 7FEROEFELOVEIA ICKE Hist. 38
D BiL D3PI DIE, Sinomenine T < & RTHE
LOLHE Hist. CERDOHEHESB TS (§
HI9) - TdHAH. Hist. FBEREX & -/T 1
Butazolidine X T¥ Aminopyrine 25 & & &S5
(Irgapyrin) TR DERAE2bD T L A2 X X (T
RS, BIRID HSHETRRR S S O Hist. JE@kico
WTRHLU M, T OBAEK D, in vitro 1713 TS

CEERICBNTHIRAT 2 LE24RDERTH
BT EMTERCEFIEAVERS., Irgapyrin i3
RO EEIC L DT Sinomenine DIBAEKED
RO DEPLRE Hist. BEEXLS3Ich
»HH 5T, Sinomenine DBPAD L S 735 IR IE,
AL, BREE/D E DM Hist. 1T & 2 fERZ R
D27 EI3ES Irgapyrin O D3 Hist.
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ARk 3HDTHAS.

i Hist. AOBRARBERCETREDOSA L
% Sinomenine D FERZEH X5 hiTkEMLI.. Ld
L, Hist. JF&EDREE 3 fu Hist. HOPAICED
TRBRILTHREY, 2D &idin Hist. Hlbs
Sinomenine ) Hist. FEShRAMEBIT 2 &S 10
i, HIK® OFRLZ—FLEVDS, Hi Hist. #
K5 DL KAPMLEREETIC, COBAFERKH
AU 712¥»Iic, Sinomenine DS IC ¢ 5 Hist.
HEHECER GEEEW) ZMHIET 21K Hist. &
OFE~DOEMEYEMTE LD IDTHA .

BAFED Hist. &8I ¢ CITERIL 7o KBAIC
B 2RDE I35~ 9ug/g KB TRIMOMEMIC
LB —EDERIIRHER. BUAEEETHAM
KOWTZDZ EBFHTE 2B T ITHIFEHS
RODBELRALRETH 5. D Hist. [ 31FHEK
ERORE TR B T ADPLAT, £
DOARBIRIRBIGELEET 2D LEEDLNS. C
DOEEMOD Hist. BREEEBICSO2 DL kL
AT\ 3. BAHS T Hist. A3 Sinomenine T DI
ZTCHW: Hist. Y HEIZEIO>TREOES L
DIRZLICELVBLELRLICC LI3EES S/
R T35, Sinomenine % Irgapyrin ®Y v <= Fia
BHRECOEMALEESE S 5 AT #12 Hist.
& REFUEDBIRIC DN T D A BBUW DEFEORF
KALBBTIBAICRKTCEMNTX S,

Sinomenine 5P THEHOEA LR DHRAE
HOBERKBHUIROEOIRBELZ 20, D
C ERBELS RUAHED OFRBRE—HKL T3S,
ATP 23U —RDOHEELEBIC LD T48/80h5 K
IR EDL B LD Darlow® D& I3 HE
HO CDILAHOBAICH ATREMAZ A% L TV 3.

% ]
1) ROERMI3ZALIC D\ T Hist. 3BARE
Lick A, i 8.4~42. 4 pg/g OFEENICHD

fo. TOHLERBGDESEL, SMNEH, LF9F
B, AWsEhii o0 TEL, UTHER OURE

&, %, HE OE B % KXiE PEEMOIR
RA U .

2) BEET¥E Hist. 2B AE M B KR BX
URIED 6 BEENIC DWW T ¥ 5~ 9 pg/g OFEHRIC
50, EHOBREICL 2 ZEROERIIRD I hD 1.
RACEETREEDONICRIOB & ¥ D Hist. S8
BELJEELL DD,

3) Sinomenine, Compound 48/80, Peptone, &
U Irgapyrin @ # ¥ XBRERTEHFICLOTE
ne EEo&HBAO Hist. 2 BITEFBHICEISL
1o, WOE (EEEE) 3 EERYOVTHICLTS
BER Hist. SROXNERBEEBKL RV, OB
BERHENBLOROKR SR TH2 /0, #Hh
BALIC & B RO BHBOIZEL {120,

4) PBHEI3E Hist. S B D choHEEHHEICL S
BORIEBOBAXD BB LICKTHDk.

5) Irgapyrin {IRBEESHIC K D BRE XU BT
Hist. ZFRICHD X € 7008, 1D Hist. HE2EH
HDXHiC Hist. HFHICKXBERIIREIELDR.
R iCHE Hist. fEAZ b2 EBION3.
Butazolidine (|32 R EAHI¥E Hist. 2T 3
fEREBHS N hD 1.

6) PiHist. FIT Hist. 37 B 4 'H & R ICBEAIRY
53284, & X3HMRUKEE Hist. O
HEEEY Y, Hist. EHICERT 2EREERL
7.

7) Sinomenine |3 #iEF -RETRETIIEH
1% Hist. RBPZXLTORRLT, HAREHROD
BRI COERAERNE.

8) Ki§ Hist. 4% O RNEHPDOHEB LIRENE
FiCOVTHR L 1=,

COmMIXDONBEO—HIXIEM30EL B 2 HE28H
BAEERFSRS (KHf) TRELEL.
O RRXBERERARROBY CHbI L,
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Distribution and Release of Histamine in the Skin
and Joint Capsules of the Dog

By
Masao KUME

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

The average histamine contents in different regions of the skin in the dog mentioned
in the following are in the range of 8.4 to 42.4 ug/g. Of these regions the value is highest
in the skin of the ear margin followed by the skin of pubic regions, anal margin, and
areola of nipples, and the value decreases in the descending order of eyelids, bristle area,
throat, vertex, lip, abdomen, back, thigh and metatarsus. As for the histamine content
in the joint capsules, the average value for each of six joints, namely, the shoulder, cubi-
tal, arm, hip, knee and spring is in the range of 5--9 ug/g. The kind of joint has no bearing
on the content of histamine. The histamine content in the joint capsules on the opposite
sides, right and left, shows practically no difference.

The intravenous or repeated subcutaneous administration of sinomenine, Compound 48/80,
peptone or Irgapyrin evidently decreases histamine from all the regions of skin. The rate of
the histamine depletion is in no way connected with the amount of skin histamine content.
Although the degree of the depletion in the lip skin is relatively high, generally the rate
of release does not vary by the difference in the region. The degree of histamine release
from the joint capsule is far greater than in the case of the skin.

Histamine is markedly decreased from the skin and joint capsules by the repetition of
subcutaneous injection of Irgapyrin, but unlike other histamine releasers it does not at all
reveal signs ascribable to the release of histamine. This phenomenon is probably related to
anti-histaminic property of this compound. Such a histamine release can not be brought
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about by butazolidine alonme. one of the components of Irgapyin. Concurrent use' of anti-
histamines does not diminish the degree of the histamine release .by the releasers but markedly
lessens the symptoms caused by the latter. When sinoménine is injected intramuscularly
it has hardly any effect on histamine release.

The possible reason of genesis of and pathophysiologic significance about ununifermity
of the histamine distribution in the skin are discussed.




