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APDT�anti-microbial photodynamic therapy[1][

� ���¡ �photodynamic therapy.PDT�¢£.
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1.1  �� 

1.1.1  ���GHIJKL�� Staphylococcus 

aureusP·þQ2ùRS2T�ØU�CDC�\]

^��Escherichia coliP·þQ,´¹��V� 

1.1.2  ��W�(XY����	
��Hematoporyrin 

monomethyl Ether, HMMEP·FZ/[�����

�V~\]^� _W�`>Aab�75 W cde

�fP·ghijk�XY~\]^�)*�+,-

(Atomic force microscope, AFM.AutoProbe CP Re-

searchò³:)P·lÅ Thermomicroscopes ]^� 

1.2  ����� HMME 	 S. aureus 
 E.coli ��� 

m 4.5 mL ��no.pqQ�WrØ.sq�

U<=���� 0.5 mL.37t#�uv 30 min.uv

4�9:GH�C.wxyWrmæ 1 mLpqz{

II|Ø.�II|p�}~ 75 Wcde�f 1 cm

�GH?@��C.�f��AB=> 200 mW/cm2,

�CD$ 30 min��öú¿uv 30 min4��C�

�GH1��%&'JK� 

1.3  �����[6] 

A���¿�U<=� HMME ��noØm   

100 μLsq� 900 μL PBS��oØ 1�10�=��.�

A�m�<= 100 μL����1�&'���#|Ø.

��`���.��Y���Ø�cde�f��AB

=> 200 mW/cm2�C 30 min4mæGH�%&'�

�&A¿A>����C¿�HMME���WK¿

(HMME<=A�> 25 μg/mL.50 μg/mL.75 μg/mL(

150 μg/mL)�xy<=h� 3�.m#`ü� 

1.4  AFM �� 

A�m4s HMME ��C�o(�U<=�+

��oÖ®, ���ñ�~��øqF, 1.5%���

��" 5 min� 4��b¡¢£.�¤Ø¥¦��

�;��9:�"� AFM�§¹¨FGHtu/0, 

WK©� 100 μmtuY.UL20Bª�«.�*'>

2.8 N/m, �¬®¯(tapping mode)Ytu, Vì`

a`E AFM ·°±X�Proscan Image Processing 

Software Version 2.1)GH#x�OEÊ²³tu�

´F�µ¶·�'��Aa2¸&`�  AFM ·

°±X.ácd�,9��#`¹º=�RaV� 

2  ����� 

2.1  HEEM 	 S. aureus ��� AFM �� 

S. aureus�G�

.>»5�¼»5.�½> 0.8 μm¾

1.5 μm.Õ= 400 nm¾600 nm�` 1-A.\��ú. 
 

 
 
� 1  S. aureus � HMME ���(A)�(B, E)� AFM 	
 

Fig. 1� AFM images of Dose-dependent response of S. aureus to 
HMME irradiated by visible light (power density 200 mW/cm2) for 30 
min. Cells were in 0 μg/mL (A), 25 μg/mL HMME (B), 50 μg/mL 
HMME (E) ( Topography mode); Fig C,D,G was the height profiles 
along lines in A, B,F respectively, and Fwas the enlarged image of 
square frame in E( error signal mode).With the increasing concentra-
tion of HMME, the height and average roughness of the cell were all 
reduced a lot. The control cells surface was smooth (Fig A,C)and 
there were many splashes in the surface of the cells reacted with 
HMME(Fig E,F, black arrows in F showed). Scanning area: A. 10 
μm2, B. 5 μm2, E. 2 μm2, F. 500 nm2. 



1380  Hua Jin et al. /Acta Microbiologica Sinica (2008) 48(10) 

  

 

��������	
������� 1-A����

�������������� !�"#$ %�

&'()*+	,-.� 1-B,E/&012) HMME

3 S. aureus456 7 30 min6) AFM�8.9:

;7<=>?@ABC�>D,EF2$GHIJ�

KLC� 7 30 min6�F2	MIJ 5NOP�QF

2R�S. aureus &>SBTUVW.25 μg/mL )

HMMEX 7RD S. aureus Y���Z)&[\�

��]^_`abc�Radef) 269.3±13.5 nmg

h 206.3 ±15.6 nm�J2d 442.5±22.3 nm gi

271.9±18.4 nm OP�jkd 1.28±018 μm l	h

1.82±0.23 μm�� 1-B,D�.HMME12lh 50 μg/mL

=�Y,)��Zmno&[\�Y�pqrsb��

1-E��tuv 500 nmwxyz{|�Y,��b�

}
~��)������ 1-F��� G /t�� F

*)j�?@)����8����]Y�p�b�

}
���-G *�����|�,��x����

��-������������ 1-E�. 

2.2  HMME � E.coli ��� AFM �� 

E.coli�G−���������2 2 μm ~5 μm,

�M 1 μm~1.8 μm�J2 400 nmOP�,��@$

� ¡¢)������2M 20 nmOP�� 2-A��

��)£¤�¥¦	§�,XE�*¨¦.� 2-Bi

� 2-A ��©ª�|)uv«a¬)�®8¯°

����8.���]��8�± !�Y���²

³´µJ2M 45 nm�� 2-D�.,Eo¶ HMME4

56·�{|��¸/ 7¹/� 7�012

HMME t E.coli º»$({)¼U½¾.¿$À

HMME12lh 150 μg/mL=�E.coliÁÂ�GHT

U� 7±ÃRY,VWÄÅ� 75%�Y,��]^T

U����-�J2Æ Ra º{ÇRg�E�G��uv

«ayz{|Y���²³´µJ2i 20 nm�� 2-H��

Èt7ÉgA_M 25 nm�ef !)��ÊËÌÍ�

bÎ�� 2-F��� H /t�� f *)j�?@)��

��8����]Y�pÏKbÐ�� 2-F �����

|��Ñ| E.coli) VWÒÓ/°Y�Ô. 

 

 

 
� 2  E.coli � HMME ���(A)�(E)� AFM 	
 

Fig. 2� AFM images of Dose-dependent response of E.coli to HMME. Cells were in 0 μg/mL LHMME (A), 150 μg/mL HMME(E) ; 
B,F was the ultrastructure image of square frame in A,E; Fig C,D,G,H were the height profiles along the lines in A,B,E,F respectively. 

The average height of the cell decreased from 389 nm(Fig C) to 318nm (Fig G) and the cell membrane height decreased from 45 nm(Fig 
D) to 20nm(Fig H). The membrane of control cells was smooth (Fig D) and cells reacted with HMME was ruptured into many pieces 

(black arrows in F showed). Scanning area: A. 6µm2, B,F. 500nm2, E. 3 μm2. 
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���E��^·g÷ø�¤��E��<nÒùúq�

HMME '*yzEopõ�ÜÝ� HMME ÈÉÊ*û
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Observation of bacteria photodynamic inactivation induced by hematoporph- 
 vrin monomethyl ether by atomic force microscope  

Hua Jin1, Hongxia Zhao1,2, Yaqing Ren3, Yangzhe Wu1, Jiye Cai1*  

(1Chemistry Department, 3College of Science and Technology, Jinan University Guangzhou 510632, China) 

(2Faculty of Chemical Engineering and Light Industry, Guangdong University of Technology, Guangzhou 510090, China) 

Abstract: [Objective] To study the photodynamic inactivation of Gram-positive bacteria Staphylococcus aureus and 

Gram-negative bacteria Escherichia coli by hematoporyrin monomethyl ether. [Methods] Bacteria incubated with differ-

ent concentrations of hematoporyrin monomethyl ether (HMME) and then irradiated with visual light for 30minutes, bac-

teria inactivation efficiency was detected with the reduction of colony unit, and morphological changes were observed 

with atomic force microscope (AFM). [Results] Results indicated that 90% of Staphylococcus aureus was photoinacti-

vated by illumination with visible light for 30 min (power density 200 mW/cm2) in the presence of 50 μg/mL HMME. The 

bacteria killing efficiency to Staphylococcus aureus with light irradiation was much obvious than that in dark at the same 

concentration of HMME, although without noticeable damage to E. coli with illumination or in dark. AFM ultrastructure 

images showed that the cells surface of photodynamic inactivated bacteria was all damaged seriously without the leakage 

of cell contents. [Conclusion] We concluded that the attacked sites to bacteria cells by hematoporyrin monomethyl ether 

were bacteria membrane structure. Atomic force microscopy provides us a visual technique to study the mechanism of 

bacteria reacted with photosensitizers. 

Keywords: hematoporyrin monomethyl ether; Staphylococcus aureus; Escherichia coli; photodynamic therapy; atomic force 
microscopy 
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