B IRE T BT B R R BRI A R
RER, BWE, KE, Bk pE PRGBS PG, 65 100091)

WHE: BN N &R EARB AR 80(Tween-80)# Ik 24 49 84, F53% K/ Beagle RETHATH LR,
MR 25 )G AT A T ALFee M o 3 P 20 TgE. IgM. IgG #94&. &R 4H Tween-80 ) @ﬂi?f—ii%ff?z& Tween-80
MM BN Z AT AT, Ak S, @ IgE TATHAE, 1gG. IgM N R R 5K, BIRFEHRP
FHR®ELLHR AL Tween-80 7%]"3‘: i Beagle K 69T 8 R KL HGRI, mEAHTH &%}eriﬁﬁiﬁ%éﬁxﬁi%h, Gon
A Fw Bt R M) £ E ) FIRA8AT, IgE A A S8 PR 44T,
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Experimental Study on Anaphylactic and Anaphylactoid Reactions of Houttuynia Cordata Injections

ZHANG Meiyu, LI Yikui, ZHANG Jia, LI Lianda*(R&D Center; Xiyuan Hospital, China Academy of Chinese Medial
Sciences, Beijing 100091, China)

ABSTACT: OBJECTIVE To evaluate the sensitizations by intravenous of Houttuynia Cordata injections and polysorbate 80
injection. METHODS Active systemic anaphylaxis(ASA) test was carried out, by intravenous of different injections to Beagle
dogs to immunize, and inject double doses of injections to stimulate in the 9 days after the last sensitized. Observe the anaphylaxis
situation of Beagle dogs and measure the concentrationns of histamine, IgE, IgM, IgG in plasma with ELISA. RESULTS
Polysorbate 80 injection and Houttuynia Cordata injections which include polysorbate 80 are positive on Beagle dogs after by
intravenous, it's obviously behavior disorder and histamine elevation, but IgE is irregularly changed , I[gM and IgG are not obvious
variation. CONCLUSION Polysorbate 80 is associated with ADRS of Houttuynia Cordata Injection which leaded to severously
allergic reactions. It is suggestion that anaphylactic reaction and anaphylactoid reaction tests of Beagle dogs should be carried out in
the sensitization test of Chinese traditional medicine injections, behavior disorder and histamine in plasma are important assessment
index, IgE is assisted one.

KEY WORDS: houttuynia cordata injection; polysorbate 80; anaphylactic and anaphylactoid reactions; beagle dogs; histamine; IgE
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MR, PRI e O E T R
H, Fo 2™ A )R W.(ADR)Z A it
BB D20 3/4 J& T 2RI U)o fa IR R SRR AE
I R N FH IR R A e e, . AR AR
T JEFEAE TR ADRI, TH] % ADR 25
DRI ) 5 LA TR NI T o A2 i 1A T () K
b4 BF = 3 B0 A K R 2R Bl e 3 R I A
JR B SR & B8 ) Tween-80 HAT Bk,
HE— 20 SR R B T B0 R N ) B
B, EH AT T Beagle REBAWAN T, LAIWRE—
A7 PRt £ R B SRS R RO (R L IE R, A AR
LRI . RN, YLk ek iR Ay
FERbR, 2R A e AR A L L
1 MRI5REZE
1.1 sEEeAtRl
111 SEIEY)  Beagle K 42 L, /A 10~12 kg,
Q& [ FEF LR B ah P i o, g T4
R 2ERE S PRE th oLy, SIS BT T IE
SCXK(%)2007-0004]. S5 E5 %90 & 20~24 C,
FHXHRE R 50%~60%

112 i HRA AEFEENBE AT 5%
Tween-80, 2E/= k"5 : K080501); £ [l 50y i B(&
2%0Tween-80, “E=4lk*5: K080502); i Ji HEXL 7%
TR (P74t : K080102, 34 Feihl 25 L A4
AR C (AT Tween-80, ZE77#t5:
C20080811, Pt il ); UG HL I (F-H7)(sigma
ANl At 026K5448); Tween-80(JilE Croda 24
Al G, AT 20060906).

KU ELISA i 75 (48T fit-5: 08090403, 96T
#t'5: 25080314); A IgE ELISA id#1£x(48T #t5
08090418, 96T #it5: 25080323); A IgG ELISA i
FE (48T fIL'5: 08090412, 96T #it'5: 25080309);
R IgM R8T #t'5: 08090424); 96T k-
25080317, W4 SUNBIO /A, %[ RB(Rapidbio)
I3 %

1.1.3 SEIGastt GRS AJ-5803 &, |
WL TR R A W] TEC CL3IR B0, 36
[E Thermo Fisher Scientific A 5]; 4> EBhEGFRIX,
THERMO MULTISKAN MK3, & [E#H1 247,
1.2 SER5E

¥ Beagle RIAAERINL A 7 4 (T4l 6 R),
Sy ke AEEEER UK. 0.05% 88 R A4
1%Tween-80 4. R XN ZEIMWE A . A IR ELE o
rpE AN 2525 2% 4 2009 4F 8 F1 55 26 545 8 M

WA PEEESNE B 41, AR EE S C 4.
121 RZyFE LR 1, 3, 5, 14 RS T
FHRAN G, |l 3 DO BRI B, 25 25 RU)
4 5.0 mL-kg (FUIEEESH AL By C HIEAST
IR A 251 3.5 4), 21 4 IRk 424, 42
PARUN 10.0 mL-kg (FIEEEFESHE AL B C FHEH
AT SN 28 7 5.

122 ki ikt

1221 RIHORE  HIRGHT, WHRKARIR
M W 20N I R SR A O . S T R
b, HRE KR 3 (5 mL-min " )WESTES 2 . B S 5%
YT 5% 15 min WARFARIAT A2 L
WA 2 s B er . IR DU S I, =2
flfE . R/MEREE. R REAR. R, A
oA U NREIR), JF I SRR BN a], 3 2
0], ARIPER BT 2000 J& 15 min FlHL
FRK A ZL % . 6 IgE. IgG. IgM /KT, (F55E
W AR B EE T, WAL RIEAT A, PIHR U
S BRSO R, JEbO . L
B RS RS AT B R A )

1222 WHORK: 0 TYEH 1, 3, 5 d Bk
TEIR S TR, 28 14 REARIMK L2 .
LR 2 BORES , FF0 556 45 R T IET
1.2.3  Wl4EFR

1.2.31 ATH¥AEM RAT A MR AEIZ E 1.
2 H5R, W) RNARER SRR 2Kl
TR B S Y e Bt $ 3K 3 BERAESE R
1.232 SHRWETVE R BTIL ELISA V%,
Z BT S I e 12 R 4L L 1gM. 1gG IgE
fofens =t

x1 RITAREFIAE

Tab 1 The evaluation criterion of behavior disordes in the
anaphylaxis situation of Beagle dogs

SN S IEAR

0 TC 55 N

| JUEAR 2, B PREILE, W, FRE (R ILEL 3 min
SPEES)

2 Fadsitk 3 kA b, BB R R 3 min

3 2R EANEA R N S BN

4 W B WKL, JEEARAKM . S EA %
SRR AL RAMERAE . RS EEATR. L. K

5 ) .
. AET

1.3 geilee ik
Kt BRI B £ AR E 22 (X 5 )RR, SPSS
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13.0 for windows ik AFACEEA (A 2 57 . SR H
One-Way ANOVA(SRI R T Z 00 MT) 71k, J5 2551
A Student-Newman-Keuls # %, 757 Z A~ % H
Tamhane' s 72 #5%: . P <0.05 HE G 2+= X

R2 RFEFEAT R KDL E H 2 RGN RE

Tab 2 The evaluation criterion of sensitization on the basis of
index of behavior disordes

SERAT I A T /% A
LELR 0~30 Wi
1~2 31~50 T
23 51~100 B
-3 >100 R

F3 RIBR N AL BR N H AT

Tab 3 The evaluation criterion of anaphylactic and anaphylactoid

reactions
TA 2% IgE
| 5 4k L
I T TEE% Hresik
KA >1 >30 QL
(E R ZIRT R R L)
>) >50 - BAPE
>3 >100 - SR BHPE
SR R >1 >30 >30 ] 5k
(HR& 25T 5 WOR >2 >50 >5() B
YR
AR >3 >100 >100 SR
2 #R

2.1 APEEEANRSE ORI A5 R
Tween-80 & 771 Tween-80 Al Hiyi i A+ B

L2y YRe N1k Beagle RIHIUBERA 2. #I0. J&
gr, MRZTfp. PERCmILr, FEEH WA WM. Sl
MXIE . R/MERAE . RSP REA R . TG, TRk
R SRR, RIS BH I R V.. ERIKE T A S
Tween-80 [1JFA JFE BRI C ALRN A S XU ZE 1R
2R3 B BLEE AR -

FLAS S 2000, R P 4. 1gM. IgG.
IgE /K-, RIW Tween-80 41, 5 EHHR AL
B 20 R AL 2 e T, 1 IgE ARAEAS IR, 1gG IgM
WU W S S0 R R S C 4R IR R
TR AL 1gE TCW B THE, 1gG. 1gM tIEHH
By, WL 4.

2.2 A0 RGO R 5 R

54 ARG 25, Tween-80 41 K 47
Tween-80 IR 54 5 A B 184 5| sh ¥y amfH
SN, A RECE SR C 5o B WEERER . £ iR
B KPR Ry s BB PEEE IR . IR R 4
AN A B R B B (hn = SWace s WX IEIRA
My REIZEEEANE . KAMEREE, K5,

2K Tween-80 41, fafEHHEN Ac B 41K
123 0% f IgE TgG T, 1 IgM 2R A & o
AR SR C 410 1gE K 1gG BT, IgM
T B . AR SO R R A I AL ke W B T v
IgG FFEFHm, IgB. IgM TEH B4k, R & A4
i 2% WA i 1gB THE W, TG IgM el AR k.
W5,

R4 A4 Beagle KERBRBATH T fotn e F 4 MZ. IgE. IgM. TgG & & th K (n=6)

Tab 4 The comparision of behavior changes and the concentrationns of histamine, IgE, IgM, IgG in plasma of Beagle dogs from 7

groups in anaphylactoid reaction test (n=6)

“ Tl BB R R A AR Py This EH 3% i

o 1 2 3 -4 5 ko Mk IgE IgG IgM Ak

A E R KO AL 6 0 0 0 0 0 0.00 50.55+70.21 25504426 1221+£638  23.03+29.31 IS

DS S Pupictil 0 2 4 0 0 0 1.67 58.384+56.91 31.641+19.40  16.44+7.63 12.71+62.02 e
Tween-80 21 0 0 0 0 2 4 467  127.23+81.40 80.68+47.04  7.18%8.83  32.13+4831 SRR

1 R ZE R AL 2 4 0 0 0 O 0.67 47.27+12.75 34.16+£18.78  13.21£5.06 8.49+39.33 AT 5E
o JRHE S A 4] o o0 1 1 3 1 3.67 11275410505  50.03+£7847 27.33+21.77  49.84+120.24 s

IR FESH B 41 o 0 1 2 2 1 3.50 64.82+55.79 382044439 -244+16.73  16.02452.50 H

A R B SR C 41 0 5 1 0 0 0 1.17 38.11+44.72 39.98+38.44 262744570  26.67+50.97 e
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%5 &4 Beagle KT I AT H Lot 42, IgE. IgM. IgG & & t#i(n=6)

Tab 5 The comparision of behavior changes and the concentrationns of histamine, IgE, IgM, IgG in plasma of Beagle dogs from 7

groups in anaphylactic reaction test (n=6)

LA N R A L (ks

il

This e 23 1% HE

o 1 2 3 4 VW

W

i3 IgE IeG IgM EAE

A F R 7K AL 6 0 0 0 0 0 0.00  —29.24+35.01 -5.53+141.87 -14.64130.66 -26.88+34.23 [P
LISk qSpapice::| 0 0 o 1 3 2 417  103.59£107.00 57.18+41.73 13.98+ 9.69 -49.40+15.18 M
Tween-80 21 0 0o 0 1 2 3 433 1383619207  84.66+52.63 49.19+67.63 -1.98+3573 M
R 1 1 2 2 0 0 1.83 144342749  33.87+28.64  3.48+6455 -4.20%3891 nf&E
MREFTHH AN 0 0 0 2 3 1 3.83 100.41+27.34  75.724+46.69  46.89+111.93 44.35+79.50  SHEHME
MRS BA 0 0 0 3 3 0 3.50 73.06+44.76 60.01+61.30  13.08+68.26 2.17+71.30 Fr
MREES CA 0 33 0 0 0 1.50 747549286 423411942 219043983  22.19464.94 CEd

3 itig

AWETTeE WK, Tween-80 M &H Tween-80
AR EE S AL B, IR PRI U Y,
T BRI AE T R K g 245 )5 B H ™ B AT N
SR A SN T =, i 1gE AR AR, 1gG
IgM TG A {5 204 . i B Tween-80 7175 & ik i
N E T, AR SR N AZAE . AR IR
VBTG Tween-80 MR ES C 41, WH
IUERIIAT T S R S AL T v, A ] SRR 2R
BRSO, o 1 WA L2 TRV T PT RE AR ARl
T, R SERZE I B N .l ek
Stk MIREREAFY L AP a3
2,

RIS R SO VAR e . 2B E 2/ L
BN K. JKE & Beagle REIHIFTE), {iF 52 Beagle
R IO f 8 i B0 DT A i, Al &
IgE WM, SR moAuEm 5, HAER—H#tseg
AL SE R IR, BIVE IR 4 20 RS IR 45
RO ATE “ R BRI E XRG4
R 2 (U 25 29) Ja LU, mTiff e A1 0 “ I U N
MK A& BN KRS, A AT 4 X8 AN S B
Sk, Sy AR, IV PR BB B S R . /D Lk
B, AT HRIEAMA, M FEAs RN, RER
K, SEIG SRS, Aok . D,
YRR T 2573 5 ) SO0, Rl 2 25 TR
Bafoe, @il QKR HOAK; @Beagle K
OSSR ORGSR DMESE R AT R
FEE MO A R R E FEbR, TgE VR A4
FIEFEbR

PRI FH P 2 e e RIS RO N 22 2

rh E B 242 24 2009 4F 8 4 26 545 8

Wi e AR R TR Py s SO, AL T 7 2 4 245 B T
RAETFE I U N, b TR 2R DR
BREAR 2y 3/4 J& T8I U N, 1 Tween-80 /2 15
RIS s N AR M BT, AT DA A i i
TREG T BH P B2 Tk S N U2 2590 5 1 it
JR PTG R RPUR-PUR RN, PRI 8Os
R Z IR ZIUU G, FLBA P B2 DU
HATE, fEERGA G, W EA R, MAE
Z ke 2 a4 LY B OO, AT ) T 2R
RSN, A Sy s 0 (140 S e it P 24525 4 BRARL
oA 7k SO R bR, BN BEAT 2,
SR ANIIRIEFE, L m] i L AR 5T WL A
(R 223K o AEAE R R AN 773, ISR, st
HEff . BU. KRS, LTSN, wRMEA T
ST A OGRS .
WINPT, B R R A K
A, R B K PRLRE IR BRI Rt AR v S bl 3
GO RN R A . T AR SN AE LR 3
Tt @© JBURMZIRORE I ik, W R — DB
KABAFY @ Rikes. A% GIENE
SRR, BUR Tween-80, 45 Nz 0 FR
AR EAE R 25 AR Tween-80; & Pijik—1)
PR R RN AN ByE e, AEJRURFZ AR, I, e
7. 185, $EH. 2ith. IR BEE LN AMuEEE
Jrin, PARARZ . HEEE LAWY
G—UIINEYE. AR H LB G g, e
24 it Jt i B TP AR HE (RS A 0y B S AT )
JoU I PR B AR, IS 2h A R A PR, T
PRIENTIT I 1 v 2533 55 570 () 22 4k B A Rk
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