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ABSTRACT:
Anopenlabel pharmacokinetics study of duloxetine
in patients with major depression

Objective: Duloxetine is a dual acting antidepressant (selective
serotonin and norepinephrine reuptake inhibitor). Existing data
suggest that the advisable therapeutic serum level of duloxetine
ranges between 20 and 80 ng/mL. This study aimed to evaluate
pharmacokinetics of oral duloxetine used in a dose range o0f30-90
mg/day.

Method: In a naturalistic setting, we determined duloxetine
serum levels within a steady state in a sample of depression
outpatients by liquid chromatography mass spectrometry (LC/
MS). The study population consisted of 60 females and 53 males.
Patients received flexible duloxetine doses of 30-90 mg once
daily, with dose changes made based on clinical improvement
and tolerability. Plasma duloxetine levels were assayed at a
point between 7"-180™ days of treatment, 24 hour after the last
administration.

Results: Smokers showed a considerably lower serum level
of ng/mL. Body weight and age did not significantly affect
pharmacokinetic parameters for duloxetine.

Conclusion: These results indicate that duloxetine once daily, in
the recommended therapeutic dose of 60 mg/day can not provide
advised plasma levels. Dose adjustment must be done in smokers.
When the therapeutic response to duloxetine is poor, instead
of quitting the drug, measurement of therapeutic serum level is
recommended.
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OZET:
Major depresyon hastalarinda duloksetin farmako-
kinetigi: Bir acik calisma

Amag: Duloksetin ¢ifte etki mekanizmasina sahip (segici sero-
tonin ve norepinefrin geri alim inhibitérii) bir antidepresandir.
Arastirmalar, duloksetin icin 6nerilen kan diizeyini 20-80 ng/
mL olarak vermektedir. Bu calismada 30-90 mg/giin dozlarinda
kullanilmis olan oral duloksetinin farmakokinetiginin incelenmesi
amaclanmistir.

Yontem: Ayaktan takip edilen 60 kadin ve 53 erkek depresyon
hastasinda kararh diizeye ulasmis olan duloksetin serum konsant-
rasyonlari sivi kromatografi-kiitle spektroskopi teknigi ile 6lgtil-
mistir. Hastalar oral yoldan giinde tek doz 30-90 mg duloksetin,
kullanmaktaydi. Hastalarin klinik iyilesmesi ve ilaci tolere etmele-
rine gore, duloksetin dozlari esnek bicimde klinisyen tarafindan
ayarlanmisti. Plazma duloksetin diizeyleri tedavinin 7. - 180. giin
araligindaki bir zamanda, son ila¢ dozundan 24 saat sonra 6lculdi.
Bulgular: Sigara icenlerde duloksetin kan diizeyi anlamli bicimde
dislk saptandi. Viicut agirhdr ve yasin duloksetin farmokinetik
parametrelerine etkisi izlenmedi.

Sonug: Arastirma sonuglarina gore 30 mg/giin ve 60 mg/giin doz-
larinda duloksetin kullanimi ile 6nerilen tedavi edici kan diizeyine
ulagilamamaktadir. Ozellikle sigara icen kisilerde doz ayarlamasi
yapilmalidir. Duloksetine klinik yanit izlenmediginde, ilaci kesmek
yerine, tedavisel kan diizeyi 6lcilerek doz ayarlanmasi 6nerilir.
Anahtar sozciikler: Duloksetin, sigara, tedavisel ilag kan diizeyi
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