
~~~~rnat~~ R- end ~~~~~~~at~o~ of amfnes OP ~~~~~~~ are ceri3Sidered to 
be detoxificaeing proeessea. %Wever* the presc;lnee of tne a~t~~~~ressants 
~~~~~~~~e $11 and a~t~~~~~~~~e (22 has been repoxted in some patients, 
eft%r medication with ~~~~~x~~~~ and ~ortr~~t~~~~~~ respectively, on the 
other hand, there is strong evfdenoe for a deficient hydroxylarion of these 
tsioyciics in poor metabo;2iz@xs of debrisoquine. 

A study was designed to test the hypothesis whe+zhex N-methyl-action of 
seoondaxy amines occuxs pxefexentialY.y in subjects umable to eliminate the 
drug by hydroxylation (PM). To avoid artefacts by non-compliance of the pa- 
tienS;c;* Mp was chosen for'the treatmentr as the ~o~~~~~o~d~nq tertiary ami- 
ne Is stat commerciafly a~a~~~~~~~ in contrast to the ~~Q~~-~~~~~n~~ drugs, 

~~~X~~~~~ MPTERIAL, mm ~~~~~~ 
51 and 31 depressive ggw&&znts hospitaf5zed iia &rich or La~senner res- 

~~~~~~8~~~ Wek@ srtkmitte8 to t&3 debr~saquine/mezphsaytoin-test (3flI after 
a brief wash-out perfod in& then treat& with l50 mg mapxotiline fRpE dairy 
fox ten days. During this ye?r$ob, investlqetions were carried out to compa- 
re c5inica5 and b~o-~~~rn~~~~ parameters 1Bosshart et aT*, in prepaxationl, 
~~~~~ one and ten days of hxeetment* blood was ~~~~~~~~d for the analysis 
by GC-UP0 and GC-ES-PII% of the tertiary amine N-m@thy~-Mp, Mp and desmethyl 
Mp Jn plasma. The metaboliCes were separated by capillary GC in the split- 
Le@ls mode, on a 25 m fused @iY.ica SE-54 column and an&ysed quantitatively 
by iFlS* by a method desoribed for amitriptyline (5,B). Calibration curves 
wexe established for ~-rnet~~~~~~ in the range 2 = LO ng,&l, whereby the fol- 
lowing in/z were monitored: 58,2, 291,2. 

~~~~~T~ AS3 ~~~~~~~~~~ 
The results of the ~~~~~nytQinrcr~brPsosnine te3t were ~~~~~~~~ from 50 

p&Ants in Ztrrich and 30 patients in Lairsanne, 5hree of the Ffrst group 
were P.Ivi, of debr+oquin@ iilnd one of ~phenyt~~~~ ukiXe the corresponding 
values were Qwo and on&? for the Isecond qroup* Aftesr St ten days treatment, 
the Pevels of I+@ in rfie sa depressives were X36 5 47 Rajt’ntl fm%%n_is.a,3p 

~~~~~ was l&i difference ~~~~~~ the groups, Thesa ~~~~~~~~~~~ resalrf shCF# 

that. paor metabolism of ~~~~~a~u~ne is not assocfate~ with high levels of 
We Moreover, N-methyl-Mp ww absent (i.e. < 2 nq/ml) in the plasma of aI& 
pa'tients, as well in F.M, a$ in E.M. 

Thus@ the results of this study performed with Mp in t.wo carefully sehc- 

tad groups of patients and uPIp"1g selective end sensitive methods do not con- 
Pifrn previous reports with atErer antidepressants, Fse&&?s the already men- 
t~~~~~ possib& reesons for t$B3se differences, it is 1 rtaniz to n&e that. 
~~~~~b~~at~~n is spezL5es b%_& arso subsirate-dependerat f?f* 
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