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FAIRIOPFFD THU Histamine %) Benadryl @
RDT7+7 4 7% V— R REERL o3z DK
RT, COEHROBHHTRIREOIRELORE
NEBHEBERICEEBT 2LV HIEELUHFEEE
B 7D, Benadryl © Z O&#icE T 357
+7 4 7% v—%RI13 8t Histamine & DFEHIE
AKX 304, HE - EARISORBEICE N
THHHECES 1D THAHIEHELI, ZLT
XNTOPED CT7+7 1 5% v—BiIE 2
RO KM DEPIE Histamine i B £ EHIC
HAETHEEDIC, Benadryl fEHTD Y3 7 71T
BOTIRENSHEEH S D Histamine i i 2380
BREEXROEAICHLEFRIMHINTESZ LWV
HEODURIC IO TINERM{I Z &N TEID
ThH 35,

LdLl, 774 53Fv—ICBIT 5 RAiE & His-
tamine DEHEMNEHFRLHR T AEHPSHBA,
LROAREBTF 74 5+ v—IKBOTIIZDOWER
ROZMOBLEHBLOIZLTFRINZED
Histamine 2B AKB LV IN I LV HERY
Z @ Histamine 37§ 13 HiE - HiARIGIZ LD TH
BEXh 2 8BOBFLRETILVHIHELHL L
Wi U128, 747 4 74 ¥ =B T Histamine
PAOESGEOEMTIZEERLBLONATHWEIER
RicBWT, 747 14 7+ y—REICEWVT His-
tamine 2 8 S BE DK X XZOWTHT B ED
BRICBOWTRUEBETORFBESELE TS, C
DRZERT B HDOERTHEE U THE - fulkK
IMCEETE 25 AT, Tos GTMEOER)
Histamine % MR S ¥ 1:BAIC, ZhOoDAIC

BOTT +74 7% v~ L OREICHIFI S
BOEBRNTLONBEITHELEEAONS.

Sinomenine 23iK7175 4% Histamine JFRETER %
bOYETH BT LHKEDHKOWATHES IC
INTVAEY, BYICOBEHEZ R L 7 Mayeda
(1953, 1954)9% |3 T DI L 1o K TIRIFH,
EREOH 0 £ B D Histamine 2FHMIFET 5
TEAEBEL . O Histamine HPHE(ER 2T
o DA XM E 4% Peptone (Mayeda 1954)4
% Compound 48/80 (Nishiyama, Tasaka & Irino
1957)8) & & 5, BEMiD O DS HTE D BT
TFOhZETHRTHS. LOSEIOH %K id Sino-
menine % fl \WTZDOHEICXAEREARL 2D
DTH5.

ERMBRUFE

KBRTEORBZIFRY LABTH 2005
i~ A s 5. ROWHHCIT Chloralose-Urathane
iE AL, RN BURS: (i o B RizET 0
ZOOWE LFH U HiF BIZOR QY e A
fo. ZOFHETRIMLEBIERDTXTIK80% UL
OBRMETREH IERLVa vy /5 &4 &
REEOL -2 B0 TH 2. HEAHEYIT Sinomenine
hydrochloride ($%7#%) D i3 #» Benadryl hydro-
chloride (Benadrin H33) & Neoantergan male-
ate (LZABE) TH5, AXrh T REDEHKE
&4, RO 2% Histamine BRI D H M ¢ A
Sinomenine D5 771%:13, 1) 3 mg/kg% V. sa-
phena (T 1 [IEY, 2) 3mg/kg AFTIZER1
@5 NEHOZELDT, OFNG TR T %2413
MERETY 2y 728 E 1, ~BOERTI
Sinomenine DFEK T4t L b Pt Histamine %
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3 mg/kg ZRMICE TER U7z,
FEEICBNTH, TXTOERICEL BIRMLE
DHTREFEFTLTTY, TF747FY— Va9
7 DHEEHETERREI 2L IiICLE.
f#%2% Histamine % B{H3 T ~THEBERTRL
1.

® B B &
1. Sinomenine FIBED T F 7 +TF%

3 -

KB RIC Sinomenine 3 mg/kg % HrkAICE
HIsL, ERETRELKSPVEENL Y2 27
ERE &L, MBEEZRL, WALEIZL, EEE

gL, BRERRLUELVEARMEZSHL

i~ e T 2GR (FHE D, MALICkZ
WARVEMTS, cORBT2HIESEMEREL
-DOLEET S, NBEROMRBEBEADOZ I T,

Table 1.

B2 RRERE LN OR#ICHE O, 8Ly
2 v 7IRBLDRAICEE T 5ICid 5 TIZE 6 B U
FAEBELI, HBHOBEECEEEA IO LED
ot TOBELER, K, PR RELFE
LW EA8% S,

Sinomenine @ 3 mg/kg % K T iEH LIBE,
2 ~3G5%HODPARERELILY, RTHEZOD
hOREEE CBEI O EEORTLAONS,. C
h&FCERSICOE, 8K, AR, Rk BFE
EOFBROKEE, FEANE, ABEMEOKEOR
Frbobh, XBESHDOTELHEEEZS:. Uk
U, $EDBAE O RTRHERIBE IIALIC
A1 2D, X1 ~2Hokiciis
BLIRBAYERORBICE L, EHEENERS
KRV ALEDERBXBICERINHMEWITH 54
#5 HEOEKREFEHICES T THROERSAD DL
hi.

Anaphylactic shock after single and repeated injecion of sinomenine in dogs.

Weight ;)fiii Precipitin S(;looscekl;)x}g Arteria:l blood pressur.e Degree
Dog sf’ sensitiza- | Binding | Precipitin | antigen Bef."’e Mmimu.m Maxm_mxfl of *
X tion Zone titer serum |.20tigen |after antigen fall within | shock
injection| injection 30 min.
After single i.v. injection of sinomenine hydrochloride 3 mg/kg
No. kg cc/kg mm Hg| mm Hg %
117 | 7.5% 22 40 16 1.92 84 70 17 +
116 | 9.53 21 40 8 1.92 80 50 38 +
118 | 9.03 23 40 32 1.92 113 47 58 H
After 5 daily s.c. injection of sinomenine hydrochloride 3 mg/kg
124 | 6.5% 23 40 16 1.92 116 110 4 =+
129 | 8.0% 22 80 16 0.96 92 82 11 +
130 { 11.0% 23 40 8 1.92 122 114 7 +
127 | 10.0¢ 21 40 16 1.92 100 84 16 +
126 | 10.03 25 40 8 1.92 112 88 21 +
136 | 7.0% 26 40 8 1.92 84 68 19 +
125 | 6.0% 24 80 8 0.96 90 67 26 +
138 | 9.03 27 80 8 0.96 102 50 51 H

*) For classification of degree of shock ¢f. Table 2 in the first reportl),

Z DL 515 Simomenine ¥ EFMLERTORH24
AT A% IR A RS S IE SR EIMEL T 7 4
FF Y—FUIsE{RIE L, ThOoDRIEEITAT
+74 7% —MET ML % Tablel JIRLTH
5,

CDETH B LDIT Sinomenine [LXDHIDLD
12 BHEDMBERTIE ENG MDY Lol

BUERICAH S N AU mE TR (fuE T REE80%
UE) 345N T115Ih50% THRE 25 b Off
2 BLCR &S (F524.4%(4~58%)], SREILH
flrE»vons (Fig. 18R).



2. P¥T7+7 %~
HITSEEY >

Ay {2 1-¥ R-%
{EIcR&(2¥ Sino-

menine DR
Sinomenine 3 mg/kg %
AMEELERROTCNE
BB Cic 5 BRE TR
L7:R& 3HICHOWTT
745 V—ILLEH/EY
YW, Y Y NEEBER
VBN D {6 % 5 @D
CHRUAETHEL:. £
DKL Table 2, 3 RO*
Fig. 2, 3 jRbLwml,
FREARE L EOELD
BAERMEROB GIC L
5T (g]$D Table 2,
Fig. 2 & i+ &) FEic
BETHLIT b0 5,
s, ELE0BANER
ERRO0SMD Y ¥R
BERAIDOFEG 4.4 R
ATHBDIEMNL, Zhd
DBRAFEH2.1 Rr2.54%
BER, XigEngoE
LRV, ) v BERE
DLREIMLBEOEEAK

ROT #7414 7% v—icB8T2HAE () 117

30 min. after Benadryl-HCl 15 mg/kg G.v.)

After daily injections of sinomenine-HCl 3 mg/kg and !
Benadryl-HCl 3 mg/kg (s.c.) for 5 days

T e R e

Without previous treatment

Fig. 1. ' Prevention of anaphylactic shock by Bena.dryi and sinome-
nine in the dog. Arrows indicate antigen reinjection. DNoses of
antigen (bovine serum) were calculated from the binding zone
of respective antiserums.

DLBBICAOERLABOSERIREN, Y ve  ChSORICEY B METHRIIL, 38, 58, 35,
BEE I ELEDORARKMICE TEAIKDN  2LKUBETHDN (Table 15D,

Aol LI NS ORTE—RREAEH BT

T1REgIIBEFEL(BELTNS (Fig. 2, 3).

Table 2. The flow and protein content of the thoracic lymph for 30 minute periods

before and after antigen injection in sensitized dogs which received an intravenous

injection of sinomenine hydrochloride 3 mg/kg 24 hour before.

—

For 30 min. before | For 30 min. after :
Weight antigen antigen inj. (B) Ratio of B to A lgxﬁ i;,ll

Dog . A

& sex Lymph | Protein | Lymph | Protein | Lymph | Protein 3‘6'“7}‘."‘

flow |inlymph| flow |inlymph| flow | inlymph mig.
No. kg cc % cc % ce % %
116 958 7.2 1.14 13.4 2.48 1.86 2.35 38
117 7.5¢ 6.7 1.30 11.4 2.57 1.70 1.98 17
118 9.03 5.8 1.52 16.3 2.79 2.81 ~1.84 58
Average 8.7 6.6 1.32 13.7 2.61 2.12 2.0? 38
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Table 3.

i B K

The flow and protein content of the thoracic lymph for 30 minute periods

before and after antigen injection in sensitized dogs treated for 5 days before with
daily subcutaneous injections of sinomenine hydrochloride 3 mg/kg.

) Weight For 30ar11:i1;1énbefore F:;t?g(i\nm;zj_aglg(;r Ratio of B to A l‘ff;‘i&fﬁu
¢ &sex | ponoh | Protein | Lymph | Protein | Lymph | Protein | ooitBin
ymp Protein ymp Protein ymp T 30 min.
| flow in lymph flow in lymph flow in lymph
No. kg cc % cc % cc % %
124 6.5¢ 5.9 0.99 11.7 2.70 1.98 2.73 3.5
125 6.09 7.0 1.26 19.9 3.59 2.84 2.85 25.6
126 10.03 8.5 2.72 21.4 4.65 2.52 1.711 21.4
Average 7.5 7.13 l 1.66 17.67 3.65 2.45 2.43 16.8
o "‘"l';‘g 3. SinomenineZ XMMiT4 L1z KIc&lF S
e 1o F+7 4 F%L — 12 & W Hista-
v oty eo mine W8
Vo 170 RDT F7 1 5% v~ TRIFRRORMHLEL
v leo  \ Histamine i §f 23% 5 B 0vBHHid & OBk
ok lso  BEDONIEOEL D FIHD ORERIC L VA2 RKE
ao} \\. " Mo DNEHEA S LIz, Sinomenine 3mg/kg 5 R
.o aof S \\_ " RIS R T iEst U e 4 RO RIC24RAIIRIC T +7
3.0[20- o "-~."°"--o.;‘,:°\\~. * 4T —RRBEEBI% D25 Histamine &
20 S B% ¢ %0 OHME RORBLHERD SHE LR
% 40 60 WEE R Tabled 1L BHTH 5.
MINUTES NS DRICBIT 5 Histamine SFHERITFE B AT

Fig. 2. Anaphylaxis in the dog receiving an
intravenous injection of sinomenine 3 mg/kg
24 hours before the challenging injection.
L.F.: Lymph flow from the thoracic duct
(cc/10 min.), L.P.. Protein in the lymph
(%), L.C.: Coagulability of the lymph
(s~—), B.P.. Arterial blood pressure.
S : Serum injection. Average of 3 similar
experiments.

f#25.5%, RIM21.9%, BRI 2.2 mg,
R 0.4 mg T, FHRCTIIMLEREX (FIHERY
Table 35RR) DOFFED53.9%ic L ZD37%, K
ED29.5%icw LEDTIHBICH Y, Nidigkgico
WTIHELERIER DR 6 mg iCXLZD37%,
BR 1.0mg it L Z040%IcHENMT S, ChdD
¥{#!|3 Sinomenine MEKICEBI BT F+7
4 5 ¥ v— Histamine i D F L\ il
ZRLTNS,

TNODRDT +7 475+ vY—HID
BFiE Histamine & BIIEH 30.2 ng/g
(20.2~47.1 pg/g), BMEH 4.2 ng/e
(3.7~4.Tug/g) L1 DT BHR Th
EME R RIED Tabled) o FFMF
% 43.8 ug/g (30~67.4 pg/g), KMFE
¥ T.4pg/g (4.7~11.5pg/g) WK H~T
T h*h¥69.3%, 53.8% D EIAIKK
%, ROk Histamine & BiCiIMNEY
BiAERBZ DT, 3~4HSoDIW

mmHg
1o

100
20
1]

H + + =

MINUTES

—~FRONTHERTAZ & IS His-
tamine SEICHOVTOEHE % BT

Anaphylaxis in the dog receiving 5 consecutive

Fig. 3.
daily subcutaneous injections of sinomenine 3 mg/kg
before the challenging injection. Average of 3 similar
experiments. Abreviations are as in Fig. 2.

D &IV AT AS, Mayeda (1954)0K
U’Nishiyamad (Q957)DDOHREEHSATH
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Liver and skin histamine before and after anaphylactic shock in dogs. Effects

Table 4.
of repeated injection of sinomenine. Sinomenine hydrochloride 3mg/kg
was injected subcutaneously daily for 5 days before shock.
B o . Max. fall of
D o Pre-sholk (Post-shock| Diffe- % Hist. | Hist. lost from B:jul". \3ithci’n
g rgan hist. hist. rence release whole organ 30 min.
re/e ne/g rele mg %
I.8.0kg Liver 20.2 16.9 3.3 16.3 0.79
(#1292) Skin 3.7 3.0 0.7 18.9 0.35 11
Total 1.14
. 11.0 kg Liver 26.7 21.9 4.8 18.0 1.70
(#130%) Skin 4.4 4.0 4 9.1 0.18 12
Total 1.88
M. 7.0 kg Liver 26.9 20.2 6.7 24.9 1.51
(#1363%) Skin 4.1 3.4 0.7 17.1 0.21 21
Total 1.72
IV. 9.0 kg Liver 47.1 26.9 20.2 42.9 4.83
(%1383%) Skin 4.7 2.7 2.0 42.6 0.86 51
Total 5.69
A Liver 30.2 21.5 8.8 25.5 2.21
verage
Skin 4.2 3.3 1.0 21.9 0.40 24
Total 2.61
Table 5. Liver and skin histamine before and after anaphylactic shock in dogs. Effect

of repeated injection of sinomenine with antihistamines. Sinomenine hydrochloride
3 mg/kg plus antihistamines 3 mg/kg was injected subcutaneously
daily for 5 days before shock.

Dog Organ Pre-shock |Post-shock| Diffe- % Hist. |Hist. lost from lﬁlapx {:’iléh?[fl
hist. hist. rence release whole organ 30 min.
Sinomenine + Benadryl
rgle nele re/g mg %
I.9.2 kg Liver 37.7 29.6 8.1 22.6 1.97 _

(#14238) Skin 4.7 4.0 0.7 14.9 0.29 15

Total 2.26

I. 7.0 xg Liver 13.5 8.1 5.4 40.0 1.18
(#1482) Skin 5.1 4.0 1.1 21.6 0.41 25

Total 1.59

Average Liver 25.6 18.9 6.7 31.3 1.58
Skin 4.9 4.0 0.9 18.3 0.35 20

Total 1.93

Sinomenine + Neoantergan

] relg relg rgl/g o mg %

I.7.0kg | Liver 37.7 27.0 10.7 28.4 2.53
(#1469) | Skin 5.4 4.7 0.7 | 12.9 0.24 38

Total 2.77

I. 8.5 kg Liver 36.4 27.0 9.4 25.8 2.35
(#1473) Skin 5.1 4.7 0.4 7.8 0.17 49

Total 2.52

Average Liver 37.1 27.0 10.1 27.1 2.44
Skin 5.3 4.7 0.6 10.4 0.21 44

Total 2.65
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Z D¥fEF L Sinomenine I & 2 Histamine D
BERTHOLESEONE, HOTINSDOARDT +
7 4 7% Y—IC X Bk %5 O Histamine DD
WERIIIBLICEB I O Histamine @ —# 58
Sinoraenine T & > TiRA LIz Lickbb0
LHBBLLENRTE S,

4. Sinemenine &$i{ Histamine X4 H
ERWIPLERICKTFISTF745%
S —Ic & 5 Histamine DYFRE
Sinomenine 3 mg/kg T Benadryl X% Neoan-
tergan OF U A B RABHFAL, ch%5BH
RERTERLELZADRICDWTHKOER %
fiote. TDE&KIL, Tableb jCiR Lz T, &
a 9 7tk D Histamine HF&EZR|T Benadryl ft D
5 AT F1531.3%, ERiE#18.3%, Neoantergan
HROBAMIIHN27.1%, KMEIF10.4%, i
BHAEIZ Benadryl BFRICIIFTIEE1.58 mg, B2
Mg 0.35mg, Neoantergan 4f F§ -C I3 FF EH
2.44mg, EREH 0.21mg &1L DT3B, Th
S DEAEH»S 12T h 5 $t Histamine F O Bt AATL
BOEAKBIETF7 4 5% — Histamine
@S Sinomenine DA D 5 DI AiCH S RT—
BESHFINTOZHE D DICONTOHNIZE
BTHEH, PELTNITEADILVEZED ME
ZRLTWEEDEABTENTES, chbDL
EROIFIE K KN Histamine 2B bl
12 Sinomenine BAHFTMBED & D & K ET U KE
%RL T\ 3 2%, Sinomenine ¢ Histamine 3}k
ERZ Db Dicti Histamine H| 2352 2 BBOKX
EITHWTECL3RAETH L. chooRicH
I5vay /ROMETERIRICHE L E
K15~49% T, Sinomenine B RIER TR 5D
& (Table 1) Ry Benadryl #iE Al BOBS
(BIHRD Table 4) & [, WMABRERICHTS
Va7 i EERT IR TH 3.
5. Sinomenine ¥ %1 X (3 {{ Histamine
AP KICIHIT 5 EER S
Sinomenine 3mg/kg 5 HEBARTEH LK
HER2UM% O M IOV TRRILBERIGE B~
1R BATRULERMIC2{ELIRS SN
Bote. ELT, HEMESR AN L LEREDN
Gh Ui,
Zhitx L T, Benadryl (it Neoantergan)
BFRDOBAIRENS DEFIC XS TRASZOBEI
BEL O, LM 5 BREREICIZES

DICET L. CORBTToRBEERDOH L,
1553 KX 1 B ICBIRE U oy ERIBICB T 34 5
N, BERTICRES DN, TOREITX
% |C Benadryl 1[E#FHRAZEHREBLEDHAICERY
RHRERABTHS, Table6 [IUEORBERS
MBI hBRIETH DO TRLIBDTH B,

% =®

TFT747%Y— ¥a o ZERORENGEE X
% Histamine [£H T LS HW S Hista-
mine HOWHRD > LEELHDIR, 1) TF7 4
5 % v—C 1} AR50 Histamine o HEER L
BUT22L, 2) 7+ 7 ¢+ 5FV—ILBVTEE
> Histamine DFAMIMCHHIN 2 EE R 3)
$i Histamine FlIC & 5 ¥ 2 » 7 OBFEMNEIRENL C
ETHE, DD LEIDRMITONTIIREDH]
8D DERICE B LD EBRTRIEE - HilkRIG
DBFEIC B THL Histamine | @ M/ HE YD
ON-DT, X7 Histamine & O HEHIEMA
DAZWMABT AT LITER T &L 5, Xk
Histamine R|DEFEEMIIIEHL E % Histamine
KOAHRIBODEEI B L 4 BT
ZRAIVE, BRELEELORE20HRMNLTS
%53, 4B Histamine 5L D vasoactive JAG SR 1
IO MEOEETIEEROEL ST B3IRA
ICBVT Histamine 238k S 2 LWV O BERE
BiC Histamine OEIDAL & FEL, Zhicd &
B#d 2R 8L LTRESEVIL. CORED
BIRICIIEICBIDHES,S DEENRMBETH 3,

FEEHSNT & 7o Histamine JEWED 12 4k
D Histamine Z BB €5 Z LIt Lo T, Ak
RIGICEBIT 5 20D Amine OISO K % X R
THHNKAETEAREZLLTVE, 20K
%34t Histamine H| (BB M c i s h 1-
{2 & Histamine fFF & DREHICHERBEE S 727500
FREOWHAL TE /-4 B, #i Histamine Flic { 5
XTEDOHARB—BEEU L HX T 1-,

Sinomenine {IBEH D EFEMD 41> Spetific hista-
mine liberator LB T HDTH 3, ZLTRTI
FFi & R H 5 D Histamine % & & 128 < fik
EIBYETHB L ERHSNT M9, RDT
F74 7% —IiCE 1 %3 Histamine J78EAFFIE A
SHEICTONEC ERBICE{HONTNDET
HTH509, ALERHED OERTHEEH» O D
S DRV BNCT LEWDC EHTEL, DT
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Z Ok & Histamine % if < #¥#Ed 2 Sino-
menine {3 OEBYOTF7 4 7 F —ICBEF B,
T OMEOHTHEHNICIZMESEL T 5, Sinome-
nine 3 mg/kg #i¥ T Mayeda (1954)9 |3 FFI&
Histamine ®M#J19%, M Histamine |3T D48%
AT A L0, XFH S (Nishiyama 51957)8)
OHRETIIFE» S518%, KM 528% Db
RAEHEDHTWVWAE, COFR%A5 HR Benadryl
30 mg/kg EBEAIL 7o AKDIZBIM Histamine D 44
~82H WL I DEHTINS,

HDOAEIDOFEE Cid & @ Sinomenine 3 mg/kg
BE IS B R TR L E % OKR T3, SLEKXR
DHEABHOXUALOME THREAET 2HERE
(RAHEABBREICLDOTHZDFIA L H50% A
TOMETHERICEEED, PEOMICIIMmMETkE
DFALHONRG DS H D, ZOBHDT +7
145 F —DMDERTH 2FFREBORRLSL S
NAMWE) v cOREICHHBE K SRTHOH»I
mEHH SNtz THODBRERBXINSDRERX
WEBIETF745F v —RikOFBRIEE
Histamine §80D%, b7+ 74 7F—ICL5
Histamine J#E 0304 L  SRTHO LAV E
WK & SEFTHCH D1z, 753X Sinomenine 4L
B TRLERIC 5 XTY ¥/ OBEHRRD
MR E <, HREERRE T (Heparin) DD
Froz EERLI., SO $F T Histamine RIX
Heparin OFz8HC B L THSBHZELE 1T 3 FEHHA
BROBBDO P LIEDTHBLEATHETHHDTH
%10). Sinomenine |3 i MpD#ikicx L TEDL
ESCHEZ EIL IS hDHDT, CDXdvay
JRRBERY) v RUHBLO MR RIIC DXy
»% Histamine L4t OFELUERYHE O B8 3 AR
ARIVEEY, % Histamine DQRFIRDKERIC
5D EHKLTINHDEED.

Sinomenine #3 Compound 48/80 @ X HiC 5-HT
WEATT IR EPRRE LK HOTHRNVODT, £
DR EEHATEIRITELN, LEOHIRD X5
& 5-HT WROKWE Y v/ i g€ 3, XMk
M b FRERI BB THNC EBRSRTNS
DT, ThSDTF747Fy—RIGILEITS
5-HT OGHIB - DREA2TTHL LIZSLTEE
HERBICREOENWEELONT,

Sinomenine & Benadryl X {3 Neoantergan D
FEETERMLERCEIETF 74 7% —B
Hf I EE T /e RO 7S & ONIC [ Wi Histamine Ol

D Fi-VEE 13 Sinomenine B3 Benadryl i
BOLDEALLORTHREDRELZAD S
CRBELR,DI, CORKRBE4DLER K
57+74 7 Fv—PiROBEMHBNBHROH
IR AL, COBEd 2 $i Histamine Fli3H
SHE « HARISORBIREO>TTF74 7F ¥ —
# Histamine 3 ¥ ZM1E 4 3 & FRICEHBEKD
HERiC 4 2B EEERIC X DT Sinomenine X5
Histamine #z84 & % 21 2 EA 233 5 12BIC,
Sinomenine 1T X 2% Histamine @ 1A %) RiC
HEHyH O tcdh AN, Tabled K50
KBADRDY 3 9 7 HIO B Histamine S&H 5
COEEERET T LIIERHBHEOK &V HE
WTHHH, TORROARMITETER, F2
OB AV SN RO EYE 4 DIERBTIC
X % # Histamine FEERILREORRIRBLE
CORBREICLETDZHDEHZHDTHS.
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Studies on Canine Anaphylaxis

Part 3. Prevention of Anaphylaxis in the Dog by a Histamine
Liberator, Sinomenine

By
Ryosaku NISHIYAMA

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

Experiment was carried out to see the changes in anaphylactic reactions and in the release
of histamine from the liver and skin in the dogs of which histamine was previously depleted
by a histamine liberator, sinomenine; and in addition, the effects of combined use of sino-
menine and antihistamines were studied.

In the sensitized dogs receiving a single intravenous injection of 3 mg/kg sinomenine or
repeated injections of the same dose for 5 days, general symptoms of anaphylaxis were
evidently milder than those in untreated control; and the maximum fall of blood pressure
in 11 dogs was 4—b58 per cent (average 24.4 per cent), whereas it was 80—100 per cent
(average 88.8 per cent) in 28 dogs of untreated controls.

In these sinomenine-treated dogs the increase in flow of the thoracic lymph and the rise
of protein content of the lymph in anaphylaxis were lesser and the duration of incoagulation
of lymph was shorter than in the case of the control.

In the dogs given repeated subcutaneous injections of sinomeine the histamine release from
the liver and skin in anaphylaxis was clearly less than that in untreated controls. Approxi-
mately the same results were obtained in the case of combined use of sinomenine with 8 mg/kg
of Benadryl or Neoantergan. The precipitin reaction in sensitized dogs was not interfered by
pretreatment with sinomenine.

From these results it was concluded that the release of tissue histamine is largely
responsible for anaphylactic reactions in dogs.




