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Establishment of A Safety Test Method of Elemene Injection  

 

WANG Wenjia, WU Ting, HE Huahong, LI Wei(Guangzhou Institute for Drug Control, Guangzhou 510160, China) 

 

ABSTRACT: OBJECTIVE  To establish standards for safety tests of elemene injection. METHODS  Study on pyrogen, 

bacterial endotoxins, haemolysis and blood cell agglutination, undue toxicity, depressor substance, systemic anaphylaxis, 

vascular stimulation and writhing tests by Ch.P(2010) Vol f, g, the guiding principles of drag and experimental methods in 

pharmacology. RESULTS  Established the standard of pyrogen, haemolysis and blood cell agglutination, undue toxicity, 

systemic anaphylaxis, vascular stimulation and writhing tests. While bacterial endotoxins and depressor substance test standard 

not be established. CONCLUSION  Provided experimental method for elemene injection. 
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1  ����� 

1.1  Ñf 

.,-. (2.0~3.0 kg�/0� )�ØÃ12

(250~350 g/0�♀♂)�Ñf13I4Æø567

�8�DÑf9:;��DÑf23��/<´µ

SCXK(=)2009-0023®NIH ã2(17~20 g�SPF �

♀♂)�Ñf13I4Æøµ>���DÑf`?�

�DÑf23��/<´µSCXK(=)2008-0002®

@AB�£ 3.5 kg,B�♂?Ñf39��µØ{µ

20~25 Ù�C{µ40%~70%? 

1.2  C
 

��uÉ
©(¯¬­�4´µ11100202�

11100302�12010102�jD 10 mL�0.2 g)®R(

B	Þ¯#gh:(`�I:
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´µ150601-201377�jDµ70 EU·F
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)®�Ã�

É
©(�G�H
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ZRY-2D Kø�*«(Ë¹8Ë�Ë&ºNV

z¬­)®WTB-BINDER V�?LM(³� Binder

¬­ )®TW12 NØ¶5M (Julabo Labortechnik 

GmbH)®MS-1§OP6Q$(³� IKA)? 
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y?�:ÓWXB�£�ãxé�³C:É£|

10 mg·kg

−1
·h

−1
�2~5y£b| 20~50 mg·kg

−1
·h

−1
?

��uÉ
©Ó 10%YZ[É
©��Û:r 5

1 2 mg·mL

−1
? 

2.1.2  �*¤k  ß.,-. 33 \�¹`�


, 2010 �§�ÚÛn] M ,�*����i^

ñ�t_ 9 Õ��Õ 3 \?ß��uÉ
© 34�

¹ 83 mg·kg

−1
*©_~`
(b 83 mg·kg

−1
·h

−1
)1

¹ 10 mL·kg

−1
�5 mg·mL

−1
�{(b 50 mg·kg

−1
·h

−1
)�

10 mL·kg

−1
� 2 mg·mL

−1
� { _ ~ ` 
 ( b

20 mg·kg

−1
·h

−1
)?×@ 2Õ|aî@�Õ(1 EU·mL

−1

R(B	ÞghÒ©)1bî@�Õ(10%YZ[

É
©)�10 mL·kg

−1
`
? 

2.1.3  æZ   ³C:ÑfU��W<cdî�

Î�83 mg·kg

−1
*©`
ÕLÚ���e��Î�

`
f 1~2 h B�Ú#f® 50 mg·kg

−1
·h

−1
1

20 mg·kg

−1
·h

−1
`
Õcd�Î" 3~5 min f�g

hi�\��Ñf#f®aî@�ÕÃØ�1|
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Tab. 1  The results of pyrogen test of elemene injection 

89 :; 

<=�>?/ 

mg·mL

−1
 

@,�A/ 

mL·kg

−1
 

BC 

D/E 

FG 

1 HI  4 3 − 

2 5 10 0 JKLM 

3 

11100202 

2 10 0 JKLM 

4 HI  4 3 − 

5 5 10 0 JKLM 

6 

11100302 

2 10 0 JKLM 

7 HI  4 3 − 

8 5 10 0 JKLM 

9 

12010102 

2 10 0 JKLM 

N!��8  − 10 0 JKLM 

O!��8  − 10 0 PJKLM 

2.1.4  �*f����£ghjk  áâ£ß�

: 1 mL�ä 10%YZ[É
©��r 10 mL�l

���(`�
, 2010 �§�ÚÛn] D)�É£

¹.,-.B�£� 1 kgÉ
 10 mL�Î+^jk? 

2.2  Ò�¡)l
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Tab. 2  The sample order of haemolysis and blood cell 

agglutination 

=6Q; 

=.89 

1,2 3 4 5 

2%RSTUI/mL 2.5 2.5 2.5 / 

0.9%�VW�I/mL 2.2 2.5 / 4.7 

XYZ/mL / / 2.5 / 

<=��I/mL 0.3 / / 0.3 

2.2.2  æZ   4³C:¥ïbî@�¥oRS

�Úöu�7�©¡³C:@�¥º'ñî��

ºÒ�&2�\�voo1ovowgux�º

RS)l®aî@�¥`Ò©y'oo�¥zº

RS�w�VÒ�&2?{k³C:+^jk?
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, 2010 �§�ÚÛn|} B `
É
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©(4´µ11100202)�

Ó 10%YZ[É
©��r 16�12�10�8�6�5�

4�3 mg·mL

−1
?ßã2 28 \�t_ 9 Õ��Õã

2þ£ïîð�öç?tðß 9 ��{³C:Ò

©��ã2��ÉÇBB 0.5 mL�tÑã2#f

���ç 3? 
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Tab. 3  The survival results of the prepare experiment 

89 

<=�>?/ 

mg·mL

−1
 

[\ 

!9 

[\ 

DA/E 

BC 

]^/E 

1 HI ♂ 3 3 

2 16 ♂ 2 2 

3 12 ♂ 2 2 

4 10 ♂ 2 2 

  ♀ 1 1 

5  8 ♂ 1 1 

  ♀ 1 1 

6  6 ♂ 2 2 

  ♀ 2 2 

7  5 ♂ 2 1 

  ♀ 2 2 

8  4 ♂ 2 0 

  ♀ 2 2 

9  3 ♂ 2 2 

  ♀ 2 2 

2.3.2  ·�CD  ßã2 100 \�¹B�£U


t_ 5Õ?Ó 10%YZ[É
©��Û:r 6�5.1�
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4.3�3.7�3.1 mg·mL

−1 
5 Õ��Õ 20 \�♀♂ ��

�Õ���É
 0.5 mL�tÑÑf�IHi|H

��fHt�fH`	H#f�� 7 d? 

2.3.3  æZ   Õã2#f�&2�`
f 5~ 

10 min B�ã2#f/yÉ£l�î�¨��B

ç�|����*_���ê���?Ñ~Ú?
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Tab. 4  The survival results of official test 

BCD/E 
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<=�>?/ 

mg·mL

−1
 

_`�A/ 

mg·kg

−1
 

♀ ♂ 

1 6 150 8 9 

2 5.1 127.5 9 5 

3 4.3 108.38 7 3 

4 3.6 92.125 1 0 

5 3.1 78.3 0 0 

�:@ NIH ã2���É
`
�æZ LD

50

| 116.53 mg·kg

−1
�÷ 95%��z| 109.68~ 

124.36 mg·kg

−1
?01`�
, 2010�§�ÚÛn

]|M �*	î�]���uÉ
© LD

50

¡H�

B�£É£²!<20�F�LÓzÖk| LD

50

ö

z, 1/4 b 31 mg·kg

−1
|�*	î��zÖ?ß�

: 34(4´µ11100202�11100302�12010102)¹

31 mg·kg

−1
��`
�æZU+^jk? 

2.3.4  �*	î���£ghjk   ß�:�Ó

10%YZ[É
©��¼_� 1 mL`¢ 1.25 mg

,Ò©�l���(Ûn]C)�Î+^jk? 

2.4  d+f���

[3]

 

2.4.1  É£,R»   �H��(Ó
É£,

1/5~5 y#|d+�Îf���É£zÖ?1/5~5

y£| 3.3~83.5 mg·kg

−1
? 

2.4.2  ~CD  ß�: 3 4*©(jDµ10 mL� 

0.2 g)tð¹ 1�0.5ï 0.25 mL·kg

−1 
3 [É£@C

DB��`
? 

2.4.3  æZ  1�0.5ï 0.25 mL·kg

−1 
3 [É£U�

�Ñf<�,d+�Î�15 ï 0.25 mL·kg

−1
É£

d+�Î�{UÍ~gh`É£�0.25 mL·kg

−1
É

£d+�Î�{¡ S(gh`É£)ª�?β-��u

@�¥�V�k,cdî�����¥��

[6]

?�

7CDæZ�÷d+#Ó�ø|��uÉ
©�

A,
û�î�¦�÷}å�id+f���? 

2.5  ~��Î��

[3-4]

 

2.5.1  ³C:Ò©,Þ¼  ß��uÉ
© 3 4

(4´µ11100202�11100302�12010102)�tð�

Ó 5%YZ[É
©Þ¼_*©(20 mg·mL

−1
)H

5 mg·mL

−1
,³C:Ò©? 

2.5.2  ~�D  ßØÃ12 9 \�tð�\��

É
��uÉ
©*©�æZÑfU��'ñ,

cd�Î1#f?Ð��:}ú�ÎW����

5 mg·mL

−1
,³C:Ò©#|·�CD,É£? 

2.5.3  ·�CD  ßØÃ12 30 \�♀♂ ��

¹B�£U
t_ 5 Õ��Õ 6 \?R����

|aî@�Õ��Ã�É
©|bî@�Õ�

5 mg·mL

−1
,³C:Ò©|Û:CDÕ?� �\

�(��É
 ÕÒ© 0.5 mL�y 3 (��i¦

��tÑÑf,i|1B¡?¢÷Ut| 2 Õ�

�Õ 3 \�tð�£(É
f� 14  1� 21  �

���É
 ÕÒ© 1 mL�id&?tÑd&f

30 min BÑfVº~��Î�g? 

 ÕÑfB�£�£(É
f� 14 1� 21

 UV'ñ�ä�B�£U� 350~450 g ²a?³

C:Õ1bî@�Õ\�~��Î�aî@�Õ

�ÚÑfÉ
f�� 1 min f#f?34³C:U

+^jk?¹�`�
, 2010�§�ÚÛn|} 

B`
É
É��î���ÎÓST*Ujk�¦

�1d&É£Îã��¤¥,�î	î�ÎÉ£? 

2.5.4  ~��Î���£ghjk  ß�:�Ó

�Ã�É
©��¼_� 1 mL`¢ 5 mg,Ò©�

l���(Ûn]K)�Î+^jk? 

3  �� 

��D@��uÉ
©�i��*HR(B

	ÞHÒ�¡)lH�*	îHd+f�H~�

�ÎH�¥cdîH��¦§cdîCDzÖï

����,gh��?�:,�igh� 
:

%&¥û#gh YBH03322011 �ë¿��*��

¨Vë¿÷��D��?�����gh,w


7�@ ���îCD#�©ªî��? 

�:�igh@�*f�,��LÓ.,-

.�µláâ£ß�: 1 mL�ä 10%YZ[É
©

��r 10 mL�l���(`�
, 2010�§�Ú

Ûn] D)�É£¹ .B�£� 1 kgÉ
 10 mL�

Î+^jk?����@Û:�i� .�1R(

B	Þ���,���Ð��:}ú�ÎW��

 .�`
fVW<cdî�20 mg·kg

−1
·h

−1
��

ÓWXB�£�ãxé�³C:É£, 2 y�+

^Ã�
É
É��î���ÎÓST*Uj
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k��+^*� ghzÖ��vw«zÖ®R

(B	Þ���0~~�DæZ)]���uÉ


©@¬­8®CÉ�DÙVz¬­,®CÉ,

?Í�ÎW��@¯°�{±2fVz¬­1²

5.³2Ã¯±Vz¬­,®CÉº?Í�{U

| 2.5 mg·mL

−1
?�i·�CD&��Û:��r

2.5�1.25�0.312 5�0.16 mg·mL

−1
U@¯°�{±

2fVz¬­®CÉ��?Í�´?F�}å�

iR(B	Þ���µm¶�Ó�*���? 

�:Ò�¡)lCD�*©`
\�Ò�1

)l�Î���{¨�H��ÓÉ£�ç'��

{�i? 

�:�ighl� I:
:%&¥û#g

h YBH03322011����ö¨Vë¿�*	î��

���ä�����?æZ LD

50

| 116.53 mg·kg

−1
�

¡H�É£!<20�LÓ LD

50

öz, 1/4(31 mg·kg

−1
)

|�*	î��zÖ?��|H�é�Ó
£,

1.8y���
f}ú�ÎW����·¸W¹?

Ð��:|
FG
f��A���k,}ú�

Î�H��ÓxÎºD}¼Ó
É£? 

���&��: 1�0.5ï 0.25 mL·kg

−1
 3 [É

£U��Ñf<�,d+�Î�º�»�d+f

���gh?�ø��
@��B¼cd#ÓV

��}�k��d+f�T¦�²aH�ÎÓx

ÎÉ�½ÉÚ{? 

�:~��Î���0~~�D&�`
f

Ñf32W<cd�Î�¨�{��Ñf#f�

��Ó 5 mg·mL

−1
,³C:Ò©�Ñf��cdî

�Îf�ghi�\&�Ñf#f�¦�1d&

É£ã��¤¥,�î	î�ÎÉ£?F��Ó
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