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ABSTRACT:
Effects of fluvoxamine on duloxetine plasma
concentrations: A case series

Objective: Duloxetine is metabolized in liver by CYP1A2
enzyme. Concomitant Concomitant use of fluvoxamine, which
is an inhibitor of CYP 1A2 enzyme with duloxetine may increase
bioavailability of duloxetine from 42,8% to 81.9%, and plasma
levels by 141%-460%.In this case series,it is aimed to show the
effect of concomitant use of fluvoxamine and duloxetine on
plasma levels of duloxetine.

Method: Duloxetine plasma levels of 434 patients who were under
treatment in NP Istanbul Hospital between January 2011-July 2011
using duloxetine were screened. Change of plasma concentrations
of duloxetine of 3 cases on 60 mg/day duloxetine with low
duloxetine plasma levels, with no other concomitantconcomitant
drug use that has an effect on CYP 1A2 enzyme, who were given
fluvoxamine as add-on treatment were assessed.

Results:

1%t Case: Average duloxetine plasma level was 10.48 ng/ml
(Therapeutic range: 30-120 ng/ml) before fluvoxamine use, 10.9
ng/ml after concomitant use of 100 mg/day fluvoxamine and
50.17 ng/ml after concomitant use of 150 mg/day fluvoxamine.
2" Case: Average duloxetine plasma level was 4.2 ng/ml before
fluvoxamine use, 77.22 ng/ml after concomitant use of 100 mg/
day fluvoxamine.

3" Case: Average duloxetine plasma level was 20.82 ng/ml before
fluvoxamine use, 158.47 ng/ml after concomitant use of 100 mg/
day fluvoxamine.

Conclusion: Therapeutic drug monitoring must be done in cases
of concomitant use of fluvoxamine and duloxetine. As in the first
case, without increasing fluvoxamine dose duloxetine plasma
levels may not reach therapeutic range but increase to toxic
concentrations, as in the third case or can stay in therapeutic
range as in the second case.
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OZET:
Fluvoksamin'in duloksetin plazma konsantrasyonu
Uzerine olan etkileri: Vaka serisi

Amag: Duloksetin, karacigerde CYP1A2 enzimi ile metabolize
edilir. CYP1A2 enzimine inhibitor etki gésteren fluvoksamin dulok-
setin ile beraber kullanildiginda, duloksetinin oral biyoyararlani-
mini %42.8'den %81.9'a kadar ylikseltebilmekte, plazma diizeyini
ise %141-%460 arasinda arttirmaktadir.Bu vaka serisinde amag;
duloksetin ile birlikte kullanilan fluvoksaminin duloksetin ilag kan
diizeyi Uizerine etkisini gosterebilmektir.

Yéntem: Ocak 2011- Temmuz 2012 tarihleri arasinda NPistanbul
Hastanesine basvuran duloksetin kullananan 434 hastanin plazma
duloksetin seviyesi tarandi. 60 mg/giin duloksetin tedavisi alan
CYP1A2 enzimini etkileyen bir ila¢ kullanmayan, diistik duloksetin
plasma seviyesi olan ve tedavisine fluvoksamin eklenen 3 hastanin
plazma duloksetin konsantrasyonlarindaki degisim degerlendi-
rildi.

Bulgular:

1. Vaka: Duloksetin plazma konsantrasyonu 6l¢timlerinde ortala-
ma plazma kan diizeyi 10.48 ng/ml (Terapétik aralik 30-120 ng/ml)
bulunan vakanin tedavisine 100 mg/gtin fluvoksamin eklendikten
sonra yapilan plazma kan dizeyi 6lcimi 10.9 ng/ml, Fluvoksamin
dozu 150 mg/glin'e c¢ikarildiktan sonra duloksetin plazma kan
diizeyi 50.17ng/ml bulunmustur.

2. Vaka: Duloksetin plazma konsantrasyonu 6l¢imiinde ortalama
plazma kan diizeyi 4.2 ng/ml bulunan vakanin tedavisine 100 mg/
glin fluvoksamin eklendikten sonra yapilan plazma kan diizeyi
Olglimleri ortalama 77.22 ng/ml bulunmustur.

3. Vaka: Duloksetin plazma konsantrasyonu 6l¢iimiinde ortalama
plazma kan diizeyi 20.82 ng/ml bulunan vakanin tedavisine 100
mg/gtin fluoksamin eklendikten sonra yapilan plazma kan diizeyi
Olctimleri ortalama 158.47 ng/ml bulunmustur.

Sonug: Fluvoksamin ve duloksetin beraber kullanildiginda ilag
kan diizeyi mutlaka izlenmelidir. Clinkii 1. vakada oldugu gibi
fluvoksamin doz arttinimi yapilmadan duloksetin plazma seviyesi
terapotik araliga ulasamadigr gibi 3. vakada oldugu gibi toksik
konsantrasyonlara da ¢ikabilir, yada 2. vakada oldugu gibi terapo-
tik aralik icinde de kalabilir.

Anahtar sozciikler: Duloksetin, fluvoksamin, terapétik ilag kan
dizeyi
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