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Fig .  2  A br ief  concept  of  d ecrease  in  bra in-dera ived  neuro t rophic  f ac tor  

 (BDNF)  in  depressed s ta te  and  i t s  re turn  af te r  drug t r ea tment .  
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Fig .  3  Respect ive  drawing for  i nt racel lul ar  s ignal ing in  depressed  s t a te .  

See  tex t  for  de ta i led  explanat ion .  
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Fig .  1  The surgica l  opera t i on  and behaviora l  assessments .  A;  Loca t ion  of  

in t r acerebrovent r icula r  cathe ter iza t ion ,  B;  Sc ia t ic  nerve  l iga t ion  (chronic 

cons t r ic t ion injury mode l :  CCI) ,  C;  p lan ta r  t es t ing,  D;  Forced  swimming 

tes t ing.  See  text  for  de ta i l s .  
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VN (57mer) ;  In v i t roge n JAPAN) P r imScr ip t  Reverse  Transc r ip tase  (Code  

No.2680A 10 ,000U; TA KARA BIO INC JAPAN) RT-PCR

2% agarose  ge l 350bp 390bp EtBr 

(Code  No.315 -90051 NIPPON GENE CO JAPAN)

Image  J  (Na t ional  In s t i tu tes  of  Heal th  (N IH) ,  U .S .A)
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5 -HT BD N F

BDNFmRNA ± (SEM)

(Two -Way ANOVA) Tuke y

P<0 .05

3.  

1 .  CCI IMI

CCI IMI Sham

21 PWL Fig .  2A UT

CCI 3 21 PWL IMI aCSF

CCI 21 Fig .  2B

Fig .  2  The change  in  paw wi thdrawal  l a tency (PWL) wi th  imipramine  ( IMI)   

a f te r  chronic  const r ic t ion  injury (CCI ) .  Values  are  shown as  the  mean ± 

SEM.  *P<0.05  vs .  Sham-opera ted .  



2.  IMI CCI

FST Fig .  3

Sham UT CCI 21 IMI

aCSF

3.  IMI

IMI  BDNF 5-HT

Fig .  3 IMI DHT

:Fig .  3A Ant i -BDN F (BDNF ) K252a

TrkB Fig .  3B

IMI BDNF

Fig .  3  Ant idepress ive  e ffect  o f  imipra mine  ( IMI)  on  immobi l i ty t ime ( sec ) (A)   

and  i t s  modula t i on  by 5 ,7 -DHT, ant i -BDNF,  or  TrkB receptor  inh ib i tor (B) .   

Values  are  shown as  the  mean ±  SEM.  *  P < 0 .05  vs .  Sham -opera ted .   

#  P<0.05  vs .  Unt rea ted  (UT) .  



Fig .  4  Representa t i ve  micropho tographs  fo r  pERK1/2  immunore ac t iv i t y  in   

the  ACC and  RVM af te r  CCI and  compar iso n  o f  pERK 1 /2  pos it i ve  ce l l s  

 among  g roups .   a -f  fo r  pERK 1 /2  in  the  ACC [A:  sha m,  B:  Un t rea ted ,   

C :  IMI (5mg/kg )]  and  RVM [D:  sham,  E :  Unt rea ted ,  F:  IM I (5 mg/kg) ] .   

Quan t i ta t i ve  ana lys is  of  ACC (G)  and  in  RVM (H) .  Va lues  a re  sh o wn  

a s  the  mean ±  SEM.  * P <  0 .05  vs .  Sha m.  Sc a le  bars

4.  IMI ACC RVM pERK1/2 pCREB

Fig .  4 pERK1/2 CCI Unt rea ted

ACC RV M pERK IMI aCSF

 ( Fig .  4G,  H)  Fig .  5 pCREB

Untreated ACC RV M

pCREB IMI aCSF RV M

 ( Fig .  5G,  H)



Fig .  5  Represen ta t ive  micropho tograph s fo r  pCREB immunoreac t ivi t y  in  the   

ACC and RVM af te r  CCI  and  co mpar ison  of  pCREB pos i t i ve  ce l ls  among  

groups .   a - f  pCREB in  ACC [A:  sham,  B :  Un trea ted ,  C:  IM I (5 mg/kg) ]  and   

RV M [D:  sham,  E:  Unt rea ted ,  F:  IMI (5 mg/k g)] .  Quan t i ta t i ve  ana lys is  o f   

pCREB in  the  ACC (G)  and  RVM (H) .  Va lues  are  shown  as  the  me an  ±  

SEM.  * P <  0 .05  vs .  Sham.  Scale  bars

Fig .  6  Seroton in  (5 -H T)  le ve l  in  the  RV M (A)  and  sp ina l  cord  (B)  af te r  CCI .

Values  a re  sho wn as  the  me an  ±  SEM.  * P <  0 .05  vs .  Sham.  #  P<0.05  vs .  

Unt rea ted  (UT) .  
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5 -HT Fig .  6 sham

Untrea ted IMI aCSF RV M
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5-HT

6.  A CC RVM BDNF IMI

Untreated ACC Fig .  7A RVM Fig.  7B

BDNF IMI aCSF RV M BDNF

IMI DHT Fig .  7B

Fig .  7  Effect  of  IMI on BDNF le ve ls  of  the  ACC (A)  and RVM (B)  af ter  CCI.   

Values  are  shown as  the  mean ±  SEM.  *  P < 0 .05  vs .  Sham.



Fig .  8  Changes  in  BDNF mRNA expres s ion  in  the  ACC (A)  and  RV M (B)  a f te r   

CCI.  Va lues  a re  shown  as  t he  mean ±  SEM.  *  P <  0 .05  vs .  Sham.
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