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ABSTRACT:
Istherapeuticdrugmonitoringandpharmacokinetic
genotyping sufficient in a personalized treatment
approach? Is pharmacodynamic genotyping
necessary? Three cases

Therapeutic drug monitoring, pharmacokinetic genotyping and
pharmacodynamic genotyping are the current analysis methods
for personalizing treatment. Polymorphisms in the genes encoding
the enzymes CYP2D6, CYP 2C9, CYP 2C19, CYP1A2 and CYP3A4 are
analyzed with pharmacokinetic genotyping. Pharmacodynamic
genotyping is used for analyzing polymorphisms relevant to
transporter proteins, receptors e.t.c.

We present 3 inpatients with diagnosis of mood disorder. In these
patients with continuous low levels of plasma drug concentrations
and clinical nonresponse pharmacokinetic (CYP2D6, CYP 2C9,
CYP 2C19, CYP1A2 and CYP3A) and pharmacodynamic (5HTT)
genotyping were applied .

Pharmacokinetic genotyping results differed for each patient,
however the polymorphic 5HTT gene was found to be L/S type in
pharmacodynamic genotyping.

Even though genotyping of the cytochrome P450 system may
be a very valuable data for evaluating drug metabolism, it isn't
enough by itself. In treatment resistant patients, even if the
drug concentration reaches to the therapeutic plasma level
in conformance with pharmacokinetic genotyping results, the
patient may still be non-responsive as shown in our case series.
Clinical wellness can not be achieved if, the relevant receptor
remains non-responsive to that specific drug.
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OZzET:

Tedavinin bireysellestiriimesinde ila¢ kan dize-
yi ve farmakokinetik genotip analizi yeterli mi?
Farmakodinamik genotipleme gerekli mi? Ug olgu

ilac kan diizeyi 6lcim, farmakokinetik genotip ve farmakodina-
mik genotip degerlendirmeleri tedavinin bireysellestirilmesin-
de kullanilan yeni analiz yontemleridir. Farmakokinetik genotip
analizleri ile, ilaglarin metabolizmasinda ¢ok 6nemli rol oynayan
CYP2D6, CYP 2C9, CYP 2C19, CYP1A2 ve CYP3A4 enzimlerini
kodlayan genlerdeki polimorfizmler saptanirken, farmakodinamik
genotipleme ile tasiyici protein, reseptor vb. proteinlerde olusmus
polimorfizmler saptanir.

Bu vaka serisinde, tedaviye direngli duygudurum bozuklugu tani-
siyla hastanede yatarak tedavi gérmekte olan 3 vakanin rutin ilag
plazma diizeyi dl¢limlerinin diisiik seyretmesi ve klinik diizelme
gozlemlenmemesi nedeniyle her bir farmakokinetik (CYP2D6, CYP
2C9, CYP 2C19, CYP1A2 ve CYP3A4) ve farmakodinamik (5HTT)
genotip icin analizler yapilmistir.

Elde edilen farmakokinetik genotip analiz sonucu herbir vaka icin
farkl olsa da, farmakodinamik genotip analizi ti¢ vakanin hepsinde
de ortak bir 6zellik olarak polimorfik 5HTT geni (L/S) oldugunu
ortaya koymustur.

Sitokrom P450 enzimin sistemine ait genotipleme, ilagc metabo-
lizmasi agisindan degerlendirildiginde cok 6nemli bir veri olsa da
tek basina yeterli degildir. Bu vaka serisinde oldugu gibi tedaviye
direncli olgularda farmakokinetik genotipik degerlendirmenin
sonucunda ila¢ kan diizeyleri terapotik araliga getirilse bile, has-
tada tedaviye yanitsizlik devam edebilir. Clinki ilag kan diizeyi
normal seviyelerde olsa dahi, ilgili reseptor ilaca yeterince yanit
vermeyecedi icin klinik iyilesme tam olarak gerceklesmeyecektir.
Anahtar sozciikler: Fenotip, genotip, ilac kan dlizeyi
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