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Leitz) ; a4 @M1 ( H 7 Sakura /2 5] ,RSH-100) ; H
By RO A= 3 8% (F2 [E] Leica /A H] ,DMLK-HC) .
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TS Cip) 20 (HRKES (iv) 21, B2H 6 H
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A/ INFRI) 1 AU 3 2H A SRR R NI R FH 7
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Tab 1. Incidence of allergic response induced by Shuanghuanglian injection in BN rat and guinea pig

) . o Incidence of allergic response/% Total allergic
Animal Dose /mg-kg Injection - - -
Primary provocation Second provocation response/ %
BN rat 360 ip 33 33 62.86"
360 v 67 67
720 v 100 80
Guinea pig 300 ip 0 0 36.11
300 iv 67 33
600 iv 67 50

BN rats and guinea pigs were sensitized by Shuanghuanglian injection every other day, totally 3 times respectively . On thel4th and 21st
days, BN rats and guinea pigs were injected by Shuanghuanglian injection at the same dose and 2 times volume for primary and second

provocation respectively. P <0.05, compared with guinea pig group by x” test.

Tab 2. Degree of allergic response EW RIS . (HR NG i S G 5 BN
Number of animals with KRR B 4 Bl 188 4 %, Horp BN KRR iv 2 55

Animal Dose/ | iection  pathological changes 2L 03 AN L 2 e 2 Pk KR s TR, S
ke R BRUMTIZ AL Bk AT B 92 55 v /D B L

-+

HR ZEL PR AR I S s T I BRI 28, 55 K BRURH o 2

BN ra 360 i 4 1 1 0 0
' P Ho AT e 22 B, W MO R RIBCR
360 iv 2 4 0 0 0 P, I R4 v i 4H e B % BN R L4 B
720 iv 0 2 1 2 1 BETFKR(ES3).
Guinea pig 300 ip 6 0 0 0 0 2.3 FRERSENRENE
. 2.3.1 FREMSENRTENRETREE
300 iv 4 0 0 2 0

XSRS, BN R BRUIMZH 2 B 2 A4
W v 2% 0% 9 WL ip Ko iv /NAUREALRN iv A AL 2
See Tab 1 for treatment. The ranking standard of active cutane- S35R 83% , S0% 1 83% ; KK FRLIAIItiZH 2 A8 22 ip 4H.
ous anaphylaxis. —: normal; + : restlessness, piloerection, . o — . — N
90 F (- 2] it 307 AR 2 4% 5
jitter, scratch nose; ++ : sneeze, cough, breathlessness, uri- iv /N EEZELRL v KAt 2L 22 2535 Ay 33%
nate, diachoreis, dacryorrhea; +++ : dyspnea, wheezing rale, 67% F150% . 43l b BN K FRURIPK LA %o 1z 2 Ay it
E(;liosiss, iEStabiht}f 0{: gait, jump, g(;iasp},] sIr)Fa}fm, .cyclotm.“sio;l., TRFRASR PV DML R (F24) , RASERRE BN &
eyne-Stokes respiration; ++++ : death. ere 18 no signifi-
Sl -k — [y B A -k — [y
cant difference between two animals in incidence of pathological BAEA S o -, 13 FU + s IRBAEAT 9 FOb -8 Hy
changes analyzed by by Rank sum test. +,1 BRI LR B = 5

Tab 3. Effect of Shuanghuanglian injection on the level of histamine in serum and tissues of BN rat and
guinea pig

Dose/ Increament of histamine
Animal . Injection
mg- kg Serum Lung Trachea
BN rat 360 ip 0.82+0.45 0.68 +0.34 0.74 +0.24
360 v 1.18 £0.40™ 1.07 £0.33™ 0.90 +0.30™
720 iv 0.65+0.16 " 0.74+0.36" 0.52£0.22
Guinea pig 300 ip 0.49 +0.19 0.41 £0.24 0.58 £0.24
300 iv 0.50 0. 14 0.34 0. 14 0.39+0.19
600 iv 0.35+0.12 0.32+0.08 0.39 +0.29

See Tab 1 for treatment. Thirty minutes later, after the second provocation, the serum, lung and trachea were taken for the detection of
histamine level. Increament level = ( Value of tested group — mean value of control group)/mean value of control group. x +s, n =6.

"P<0.05, "P<0.01, compared with the same injection route and dosage level group of guinea pig by non-parametric test.
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Tab 4. Incidence of pathological changes in lungs
of BN rat and guinea pig

Tab 5. Incidence of pathological changes in tra-
chea of BN rat and guinea pig

Dose/ Incidence of pathological

- e
nima —— njection changes/ %
BN rat 360 ip 83
360 iv 50
720 iv 83
G'ulnea 300 ip 33
pig
300 iv 67
600 iv 50

See Tab 1 for treatment. There is no significant difference be-
tween two animals in incidence of pathological changes analyzed

by x° test.

MR SR T 5, BN KRBV B B i
RN ip 4 iv /Rl iy R ek 2 A
ARy R 67% , 33% F1 50% ; K BB Fiti 41 2955 A%
Hoip 4 iv /NSRRI iv KGR A R AR R ]
H133% , 17% F150% . 435 Fb i BN KR AIK R
X ERAER, A EEET (£S5,
AR BN REIEA 9 Ry -5 Hoy+,3 B
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H AR BEEES
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Fig 1.

Animal DOSG/_ " Injection Incidence of pathological
mg-kg changes/%

BN rat 360 ip 67
360 iv 33
720 iv 50
Guinea pig 300 ip 33
300 iv 17
600 iv 50

See Tab 1 for treatment. There is no significant difference be-
tween two animals in incidence of pathological changes analyzed

by x° test.

2.3.2 MEMSENHRRELE

XTSI 5 BN KBRS B A2 n] DL
il 3] oA 70 9 i 240 IR, K Bl i g B e 8wl AL
Pt 5 110457 3 A DRI C A2, I X 2 BN K
SRR S EL A A MRS TSR DLARAE (P 1)

XU SR BGT e BN R U B e ]
DA R T IR 5K, P S AR K B
T BRSO AT LA R A AR SR A IR i
XFHRZE BN R BRFIIR B4 M b 2 R L3 A, 2
JRR AR DL A AE AR (P 2) o

Pathological changes induced by Shuanghuanglian injection in lung tissue. A. BN rats, control; B: BN

rats, Shuanghuanglian injection; C: guinea pig control; D: guinea pig Shuanghuanglian injection

ze =~ «"'.;f’" -~
i
414?’ oy

Fig 2.

c i f 5
1 Y |

Pathological changes induced by Shuanghuanglian injection in trachea tissue. A. BN rat, control; B;

BN rat, Shuanghuanglian injection ; C: guinea pig, control; D: guinea pig, Shuanghuanglian injection.
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ARFNE B4 5 T 70 R W AR AT G, 156 BH RUHE 3 1
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I () SRR 38 e ) o B i AR RIS D T, KR
o, 4 IR R B s I, AL G 7 R o B R
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Sto DA S5 S OB % VR SRR S BUEUR, BN
R B B 7= A ol AR A I, H BN KRR
Xof U 2 T S ) A A S 3 T IR o (L JR] A 5
AT, BN R RS 2H A 5 B o P 3 5 K BRL L At
WA 22 R TR S SR AR DA K

R AR S 2 R TgE A5y, i BN B
B AR AR N, T 4 A Sy o B 1) e B T B
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ORI . ABFFELE R WoR RO T SR )
BN BRI BRI T i 2 2 A3 S48 v A 4 e 75
IR I S R LU A R S, BB R
T R R B RS R A BRI, X 5 i & BN R
BRI BRL ™= A 3 % 70068 0 N 1 25 SR A &0 3
BN KRR — 2 O A o T, i il
rh 2 i i A RS R 3R A 1 T AR, U UL 3 0
W J5 BN R R 4 e B 0 B o s T K R o

A A R TG I T8 ] R G AR AR i AN,
AR ENIR M, 5L T RES e 4 B MU i, T Y
RIS Y T2 25 B S RE RN, 6 H LR B
1) 0L/ 5K LA 5 M B 2 A 400 L 98 i o7
iR ARHFSEEE B R, LU T S R B
U, BN U™ A i SR R e il RS 3 7 A R
I PR | S AR 25351 R 72. 22% Fi 50% , HL A
HAUVRISAE WA 5 T BB RSN G G 2 HHL A
AEAHAE A o FEAH R A SRR R A OB IR AR
(B B B 10T, I B i 2 R A8 e o 0 8 o 2
AR, H A R AR R4 B 50% i
33.33% , DA LS5 FLUEH, T 00HE 2 v A | Ak
RIGBRUR NG , BN K EUFIIK RIS UG A48
FIAEIRE A R PR (HF S AT,
BN A FRAS 4L A0 28 2 L A8 7 B 5 K R LA e

JE 2, UUSE A T P W RE A BN R SR Bl ™ 2R
) A 14 e B P A TR A SR, Xof B I Sl ) B
BN B A 2 80 S5 BV A 2R #3823 2 e T MK
R, o P LU 2 T S 9y 7R 9 X 24 T S5 i
Jr S0 8RN AT IR, BN KRR S vl fig e T
AR Bl 5 (EL SO S 7 R i R A 4 7 R i A 7
JE BN KBRS K B LB BT 35 P 22 5, bk
R LU /N 79 e 2 28 M e T 3 A A 26 2 78 R
SEARRROR H B FR) S -A R O 2 A ) AT B 5 A% Uk
AB i /D | P2 TSR O 5 A A AR R A AR
i EEZ SO

AHWITTE g 7 Hp 2 SR B A S 3
N 2SR R Sh R R (I T SR K, T
— BT PRI Z AR A R, iR it
HEN A 25 SR RHARR Lo e — RS
BN K EAEPFH v 24 A 0 P s R, DAL
BRI o HOR S WL EATRIE ST

4 SEH:

[1] National Center for Adverse Drug Reactions Monitoring,
China. Adverse Drug Reactions Bulletin ( 2 i AS B 2 i
EEER) [EB/OL]. http://www. sda. gov. cn[ 2006-
07-17].

[2] Huang FH. Briefly analyzing some problems in research
and development of TCM injections from untoward effects
of them[ J].
tion of Traditional Chinese Medicine and Materia Medica
(AR AR =25 HACA) , 2004, 6(3):9 -
14.

[3] Knippels LM, Penninks AH, Smit JJ, Houben GF. Im-

World Science and Technology/Moderniza-

mune-mediated effects upon oral challenge of ovalbumin-
sensitized Brown Norway rats: further characterization of
a rat food allergy model [ J]. Toxicol Appl Pharmacol,
1999, 156(3) :161 —169.

[4] Penninks AH, Knippels LM. Determination of protein
allergenicity ; studies in rats [ J]. Toxicol Lett, 2001,
120(1-3) 171 - 180.

[5] Jia XD, Li N, Wang W, Wu YN, Yang XG. Determi-
nation of protein allergenicity-BN rat model[ J]. J Hyg
Res( TUfIF5T) , 2004, 33(1) :63 —65.

[6] State Food and Drug Administration. Guidance for Indus-
try Skin Irritation, Sensitization and Erythrolysis Testing

of Generic Transdermal Drug Products (k%% 25 %) 3|



=5
=]
<

v

h s EWFRE 2009 44 H; 23(2)

- 133 -

P LB RV PRI Y AR 8 S R GPT 4-1.
2005. 3:20 - 21 [ EB/OL] http://www. cnde. sdu.
edu. cn/xypj/huayao% 20jubuduxing. pdf [ 2009-02-
19].

[7] Zhou GY. Principles of Immuology[ M]. Shanghai .
Shanghai Scientific and Technical Publishers, 2007 .
229 -238.

[8] Petersen LJ, Hansen U, Kristensen JK, Nielsen H, Sk-
ov PS, Nielsen HJ. Studies on mast cells and histamine

release in psoriasis: the effect of ranitidine[J]. Acta

Derm Venereol, 1998, 78(3) :190 —193.

[9] Zheng H, Yin JF, Wen H. Rodent models establish-
ment of allergic reaction and research development relat-
ed to it[J]. Endem Dis Bull ( #b775%5538 48 ), 1999,
14(2) :100 - 102.

[10] Chen ZJ. The research development of anti-allergy ex-
perimental mothods and animal models of allergic reac-
tion[ J]. J Yunnan Coll Tradit Chin Med( =g 1 B2
Be2Fdk) , 2000, 23(3) .11 -17.

Allergic response of Shuanghuanglian injection in BN rats and guinea pigs

GUO Shan-Shan', WANG Yi-Zhong”, ZHANG Yi', LI De-Feng', ZONG Gui-Zhen',
GAO Ying-Jie', SHI Yu-Jing', SU Dan', CUI Xiao-Lan'"

(1. Institute of Chinese Meteria Medica, China Academy of Chinese Medical Sciences, Beijing
2. Aerospace Center Hospital , Beijing

Abstract: AIM To establish a suitable ani-
mal model to study allergic response induced by
traditional Chinese materia medica. METH-
ODS BN rats and guinea pigs were divided
into intraperitoneal injection group (ip), intra-
venous group (iv) given clinic equivalent dos-
age(360 and 300 mg-kg™', respectively for 2
kinds animals) and iv group given 2 times clin-
ic equivalent dosage (720 and 600 mg-kg ™',
respectively for 2 kinds animals). Sterile saline
as control, animals were sensitized by Shuang-
huanglian injection every other day, totally 3
times. The symptoms of allergic response were
observed, the level of histamine in serum and
tissues were determined by ELISA assay and
pathological changes in lungs and trachea were
observed by HE staining under light micro-
scope. RESULTS Shuanghuanglian injection
could induce allergic response in BN rats and
guinea pigs. The total incidence of allergic re-
sponse in BN rat groups was 62. 86% , which
was higher than that (36.11% ) in guinea pig

100700, China;
100049, China)

groups significantly. Compared with control
groups, the level of histamine in serum, lungs
and trachea tissues of BN rat groups and guinea
pig groups increased significantly, but the re-
lease rate of histamine in BN rat groups was
higher than that in guinea pig groups. In BN rat
groups, the rate of pathological changes in
lungs and trachea tissues was higher than that

pig groups. CONCLUSION

Shuanghuanglian injection can induce allergic

in  guinea

response in BN rats and guinea pigs. BN rats
might be more sensitive than guinea pigs in
evaluating allergic response induced by injec-
tion of TCMM, but further studies should be
done to draw the conclusion.

Key words: rats, inbred BN; Shuanghuangli-

an injection; hypersensitivity ; histamine
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