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N-METHYLATION OF MAPROTILINE IN DEBRISOQUINE/MEPHENITOIN-PHENOTYPED DEPRESSIVE PATIENTS

Georges Sabrig*, Plerre ﬁa&mann*i » Michéle Jonzier-Perey®, Paul Bosshart*®,
Brigitte Woggon** and Adrian Ripfep®t=

* Qlin. Pgyehiat. Univ. de Lausanne, CH-1008 Prilly
** Porschungsdirektion Psychiat, Univ,-Kiinik, CH-8000 Zurich
¥#% Inst. Klin. Pharmakol. der Universitit, CH-3000 Bern

Bnzymatie ¥~ and O-methylation of amines or phenols are eonsidered to
he detoxificating processes. However, the presence of the antidepressants
imipramine {1} and amitriptyline {2} has been reported in some patients,
aftery medication with desipramine and nortriptyline, respectively. On the
other hand, there is strong evidence for a deficient hydroxylation of thesa
trigyelics in poor metabolizers of debrisoguine,

A study was designed to test the hypothesis whether N-methyl-action of
secondary amines occurs preferentially in subjects unable to eliminate the
drug by hydroxylation (PM). To avoid artefacts by non-compliance of the pa~
tients, Mp was chosen for the treatment, as the corrssponding tertiary ami=
ne is not commercially available, in contrast to the above-mentioned drugs.

PATIENTS, MATERIAL AND METHODS

81 and 31 depressive patients hospitalized in Zurich or Lausanne, res-
pectively, wers submitted to the debrisoguine/mephenytoin-test {3,4) after
a brief washw-put period and then treated with 150 mg maprotiline {Mp} daily
£or ten days. During this period, investigations were carried out to compa=
re ¢linical and bio-chemical parameters (Bosshart et al., in preparation}.
After one and ten days of tysatment, blood was colliected for the analysis
by GC-NPD  and GC-EI-MS of the tertiary amine N-methyl-Mp, Mp and desmethyl
Mp in plasma. The metabolites were separated by capillary GC in the split=
legs mode, on a 25 m fused silica SE-54 column and analysed quantitatively
by M8, by a method described for amitriptyline (%,6). Calibration curves
were astablished for N-methyl-Mp in the range 2 - 10 ng/ml, whereby the fol~
lowing m/z were monitored:; 58.2, 291.2.

RESULTS AND DISCUSSION

The results of the mephenytoin/debrisoguine togt were obtained from 50
patients in Zurich and 30 patients in Lausanne. Thyee of the first group
werea P.M. of dJdebrisoguine and one of mephenytoin, while the corresponding
values were two and one for the second group. After a ten days treatment,
the lavels of Mp in the 82 depressives were 116 % 47 ng/ml {meanis.d.}.
There was no difference between the groups. These preliminary results show
that poor metabolism of debrisoguine is not associated with high levels of
Mp, Moreover, N-methyl-Mp was absent (i.e. < 2 ng/ml) in the plasma of all
patients, as well in P.M, as in E.M.

Thus, the results of thisg study performed with Mp in two carefully selec=~
tad groups of patients and using selective and sensitive methods do not con=
firm previous reports with other antidepressants. Besides the alrsady men~
tioned possible reasons for these differences, it is important to note that
H-methylation is species but also substrate-dependent (7).
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