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FIG 1. Ef‘ect of dcripraminr on the dcamination of 5-HT (e-0) and NE (CPU) bq lung MAO. 
Reactions were initiated hith the addition of lung 600 y supernatant solution. Final protein concentration 
was 4.1 mg protein.ml. Reaction flasks containing 5-HT and NE were incubated for 15 and 40 min 

respectively. 

The abilit! of imipraminr. the S-methyl derivative of desipramine. to inhibit deamination of 5-HT with 
lung. liver and brain preparation of MAO also was determined. The results of this experiment. shown in 
Table 2. indicate that imipramine is also an effective inhibitor of MAO. At a concentration of 5 x lo- 5 M 
imipramine. onl! slight inhibition of 5-HT metabolism is observed whereas at a concentration of 
5 x 10 ~A M. MAO activity is decreased approximatelq 40-60 per cent. 

The data in thlr paper show the ability of the tricyzlic antidepressant drugs. imipraminc and desipraminc. 
to inhibit deamination of 5-HT, NE and other biogenic monoamines in vitro. The fact that dcslpramine 
also decrcase~ metabolism of the secondary amine. cpinephrinr. establishes that these antidepressant drugs 
arc inhibiting the cw~me. monoamine owldasc.” 

Dingcll ~‘r (I/.” hacc ahoun that imipramine accumulates to the greatest extent in rabbit lun! (61.X /~g g) 
after t\\c i.p. injections of the trlcyclic antidepressant drug. given IS min apart. Accumulation in brain 
and liver amounted to about one-fifth and one-tenth. rcspectivcl>. of that in lung. It IS dificult to assebs 
our data in terms of tissue concentration of imipraminc and ability of tricyclic antidepressant drug\ to 
inhibit MAO. iu ~,i~,rj. since the ~alucs for per cent inhibition obtained ulth crude cnqmc preparations 
hcrcIn most tikcl! undci-cstlmatc the true value. This results from imipraminc hindins nonspeciticall) to 
criccu protcln preult 1n the crutlc cnr) mc preparations. thus IoLbcring the imipramine conccntratlon 
\I hich can cffectivcl! Inhibit MAO. 

The results of this paper. however. are in agreement with a previous report indicating that dcamination 
of k!~nuraminc using highlq purified preparations of rabbit and pig liver mitochondrial MAO was 
inhlhlted by imlpramlne.“’ The concentration of imipramine needed to inhibit the reaction b) 50 per cent. 
I.6 y lO~‘hl. is similar to the dcsiprnmineconccntration. 3 x IO a M. ohtamed hcrcin for the inhibition 
of 5-HT and Nt dcam~nat~~~n. The author-a of the latter paper- also noted a correlation bct\\ccn the 
I 38, of WCI aI hl,IO inh~h~t~~r\. including ~mipramlnc. and the a\cragc dall\ clinical dose of the drus?. 

T~I~I.I I, DI SII~.~~INI l~Hllll IION ot l.lVI~R 4NI) IlRAlN MOWAMNI 0SII)ASI * 

!VOllC 0,237 0,296 0,608 0.5 I I 
I X IO i 0.232 0.708 0.6 I x I.1 0 
5x IO i 0.214 0.786 0.587 6.6 3.5 
5 X IO_’ 0.139 0.173 0.380 0.347 41.5 34.8 

* Reactions were initiated with the addition of liver or brain 600 q supernatnnt solution. Final protein 
c~mccntrat~on \\,I\ I I.0 and I I X mg protctn ml rqcctl\cly. Rcacttons ucrc incuhatcd for 15 mln at -37 
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Blood and brain Ictcl~ of ~‘-tetrah~drocannahinol in mice 
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