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Sayin Editor,

Sizofreni, hastalarin biiyiik cogunlugunda yagam boyu
stiren, yeti yitimine yol agan, sosyal ve mesleki islevleri
onemli derecede etkileyen ciddi bir saglik sorunudur. Ay-
n1 zamanda intiharin en sik goriildiigii psikiyatrik bozuk-
luklardan biridir. Olumsuz sonuglarmin 6nlenebilmesi ve-
ya en azindan azaltilabilmesi iyi bir tedavi ile miimkiin
olabilir. Belirtilerin etkin kontrolii yan1 sira, yan etkilerin
onlenmesi bakimindan dikkatli bir psikofarmakolojik
yaklasim gerekmektedir. Bugiin sizofreni tedavisine yone-
lik aragtirmalar psikiyatrik calismalar igerisinde biiyiik bir
paya sahiptir; farmakolojik secenekler giderek ¢ogalmak-
tadir. Farmakolojik segeneklerin ¢ogalmasina paralel ola-
rak, jenerik ila¢ sayisinin da giderek artmakta oldugu goz-
lenmektedir. Jenerik ilaglarin halk saglig1 perspektifinden
baslica avantaj1 tedavi maliyetini diisiirme olasiligidir (1).
Jenerik ilaglar fiyat avantajlari (fark 6denmemesi) nede-
niyle hastalar tarafindan tercih edilebilmekte, 6te yandan
devletin daha diisiik ilag 6denegi ayirmasina olanak tani-
maktadir. Ote yandan, jenerik ilag kullanimi konusu iilke-
miz psikiyatristleri arasinda da internet dahil degisik plat-
formlarda tartigilmaktadir. Bu baglamda konunun daha
detayl1 irdelenmesini dnemli bulmaktayim.

Bilindigi tizere jenerik formulasyonlarmn orijinal {iriin-
le biyo-esdeger oldugunun gosterilmesi gerekmektedir. Iki
ilag i¢in (orijinal ve jenerik) “konsantrasyon-zaman egrisi
altindaki alan (AUC)”m, “maksimum plazma konsantras-
yonuna (Cmax) orani” 0.8 ile 1.25 araliginda ise, ilaglar bi-
yo-esdeger kabul edilir (2). Buna gore jenerik ilag ile her-
hangi bir hastada etkin doz orijinalden %25 fazla yada

%20 az olabilir. Bu farklilik 6zellikle terapotik indeksi dar
ilaglarda veya klinisyen kesin bir doz titrasyonu yapmaya
¢alistiginda 6nemli olabilir. Daha yiiksek bir Cmax advers
etkilere yol acarken, plazma konsantrasyonunun diistiklii-
gii terapotik yanitin azalmasina neden olabilir. ki jenerik
ilag arasindaki fark ise daha belirgin bir diizeye varip, bir
jenerigin Cmax ve AUC’si, digerinden %50 fazla olabilir
(1). Avrupa Birligi’nde jenerik ilag i¢in biyo-esdegerlik
sart1 aranirken, etkinlik ve giivenlik calismalarini gerekti-
recek terapotik-esdegerlik sarti aranmamaktadir (3). Biyo-
esdegerlik ¢alismalarindaki diger kisitliliklar arasinda (je-
nerik biyo-esdegerlik ¢alismalarindaki) saglikli gonillii-
lerle (klinik ¢aligmalardaki) hasta populasyonlarinin olast
farkliliklari, biyo-esdegerlik i¢in tekrar eden doz uygula-
mas1 yerine tek doz uygulanmasi sayilabilir (4).

Hastalar ve aileler jenerik ilacin ortaya cikis ilkesi
aciklansa da ilacin degismesini istemeyebilirler (3). Bu
durum bazen tedavide degisiklik gibi algilanabilir. Sizof-
renideki biligsel bozukluklar, siiphecilik gibi belirtiler goz
oniline alindiginda bu durumun dikkate alinmasi gerektigi
bildirilmektedir (1). Psikotik bozukluk veya sizofreni ta-
nist konmus (akut psikotik tabloda olmayan) 106 hasta ile
yapilan bir ¢alismada, eczanede orijinal yerine jenerik ilag
verildiginde, hastalarin %73’ jenerik ilaci almak isteme-
diklerini belirtmisler, %87’si orijinali yerine jenerik ilag
verilmesine karsi ¢ikmustir (5). Ayni ¢alismada 0-100 pu-
anlik bir skalada, jenerik ilac1 alma egilimi %27.51, oriji-
nal ilact alma egilimi %92.34 olarak saptanmistir. Ayrica
hastalarda jenerik ilacin anlamli olarak daha az giivenilir,
daha etkisiz ve yan etkilerinin fazla olacagi beklentisi go-
riilmiistiir (5). Ilag degisikliginin kompliyans1 bozmasi



durumunda ortaya ¢ikabilecek hastaneye yatis, tedavi ma-
liyetini arttiracaktir (6, 7). Sizofreninin maliyetini gdzden
geciren uluslararas: bir makalede, sizofrenide dogrudan
yapilan saglik harcamalarinin ortalama %9.3’linii ilag har-
camalar1 olugtururken, %60.4’iinlin hastaneye yatiglardan
kaynaklandig1 belirtilmektedir (7).

Antipsikotik ilaglardan orijinal-jenerik karsilastirilma-
st en ¢ok yapilan klozapin olmustur. Klozapinle jenerik
klozapin arasinda farmakokinetik farkliliklar oldugunu ve
klozapinden jenerik klozapine gegis sonrasi relaps goriil-
diigiinti bildiren ¢alismalar oldugu gibi (8,9), gecisin so-
runsuz oldugunu belirten ¢aligmalar da mevcuttur (10,
11). Yine Hollanda’da yapilan bir ¢alismada, jenerik oral
risperidon soliisyonun orijinal tablet ile biyo-esdeger bu-
lunmadig: bildirilmistir (12). Almanya’da yapilan yeni bir
calismada ise, jenerik risperidona gegis sonrasinda komp-
liyansta %5.2 veya iizerinde bir bozulma durumunda, te-
davi maliyetin orijinal risperidon ile tedaviye gore daha
pahali olacagi belirtilmistir (13).

Bizim de deneyimlerimiz jenerik ila¢ kullaniminda za-
man zaman sorunlar yaganabildigi veya orijinal ilagtan je-
nerige gecis sirasinda akut alevlenme ile karsilagilabildigi
seklindedir. Bu durumlarla tarafimizca jenerik ilagta doz
artimina gidilmesi veya orijinal ilaca geri doniilmesi ile
bas edilmeye ¢alisilmistir. Ancak akut alevlenme yasayan
olgularda hastanin eski durumuna dénmesi zaman alabil-
mekte, ayrica bu donemde ciddi sorunlar yaganabilmekte-
dir. Ote yandan, yineleyen epizodlarim sizofrenide kronik-
lesmeye yol agabilecegi akilda tutulmalidir. Bu baglamda,
sizofrenide orijinalden jenerige, bir jenerikten digerine ve
jenerikten orijinal ilaca geg¢isin sonuglarina iliskin daha
detayli arastirmalara gereksinim oldugu belirtilmekte, ha-
lihazirda jenerik ilaca ge¢isin biiyiik bir dikkat ve diizenli
izlemle yapilmas1 dnerilmektedir (1).

Dear Editor,

Schizophrenia, which is a lifelong illness, causing loss
of skills, and affecting social and professional functions in
most of the patients, is a serious health problem. It is also
one of the psychiatric illnesses in which suicide is more
prevalent. It is possible to prevent or at least decrease the
negative consequences of this disorder with effective
treatment. A careful psychopharmacological approach is
required for an effective control of symptoms, as well as

avoidance side

effects.

investigations on schizophrenia occupy an important

of treatment Currently,
place in all psychiatric studies, and pharmacological
options are steadily increasing. In parallel with this
increase in pharmacological options, an increase in the
number of generic medications is observed. The main
advantage of generic medications from the point of public
health view is the possibility of a decrease in treatment
costs (1). Generic medications may be preferred by
patients because of their cost advantages (patients do not
have to pay more), and this advantage creates an
opportunity for the government to pay less for medication
costs. Use of generic medications is a cause of debate
among psychiatrists in several different mediums
(including internet) in Turkey, and in my opinion a
detailed analysis of this topic is very important.

As commonly known, bio-equivalence of generic
formulations with original brands is required. Two
medications (brand and generic) may be considered bio-
equivalent if the ratio of “area under concentration — time
curve (AUC)” to maximal plasma concentration (Cmax) is
between 0.8 - 1.25 (2). The effective dose in a patient may be
25% more or 20% less with the generic formulation
compared with the original. This difference may be
important especially in medications with a narrow
therapeutic index and in conditions where the clinician
intends a strict dose titration. A higher Cmax may cause
adverse effects, while a lower plasma concentration may
cause a decrease in therapeutic response. The difference
between two generic medications may be even more
prominent, with the Cmax and AUC of one 50% greater than
the other (1). While bio — equivalence is required for generic
medications in the European Community, therapeutic
equivalence requiring efficacy and safety studies are not
mandatory (3). Possible differences between healthy
individuals (in generic bio — equivalence studies) and patient
populations (in clinical studies), use of single dose instead of
repeated doses for bio — equivalence may be mentioned as
other limitations of bio — equivalence studies (4).

Patients and their families may not accept a change in
their medications, even if they are informed about the
rationale of generic medications (3). Shifting from a
brand to a generic may be felt as a change in treatment
and in view of the cognitive functional disorders and
symptoms of suspicion in schizophrenia; such a
medication shift should be carefully considered (1). In a



study of 106 patients with diagnosis of a psychotic
disorder or schizophrenia (not in acute psychotic
exacerbation phase), 73% of the patients reported that
they did not want generic instead of brand medications
when given generic medications instead of the original
ones at the pharmacy, and 87% did not accept generic
medications instead of the original ones (5). In the same
study, preference for generic medications were found
27.51%, whereas the preference for original medications
were 92.34%, using a scale of 0 — 100 points. Also, an
impression among the patients was detected, that generic
medications are less reliable and less effective, and cause
more side effects (5). Hospitalizations due to non-
adherence created by changes in medications may
increase the cost of treatment (6,7). In an international
paper on the cost of schizophrenia, only 9.3% of the total
direct health costs were due to medication bills, whereas
60.4% were the costs of hospitalizations. (7).

Among anti-psychotic drugs, the medication in which
most extensive original — generic comparisons were made
is clozapine. There are studies both stating the existence
of pharmacokinetic differences between generic and
original clozapine and reporting relapses among patients
after switching from original to generic clozapine (8,9),
whereas other studies report an uneventful switch from
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original to generic clozapine (10,11). In a study
conducted in Holland, it was reported that generic oral
risperidone solution is not bio — equivalent with the
original tablets (12). In another study from Germany, it
was reported that deterioration in adherence of 5.2% and
more after a switch to generic risperidone, the cost of
treatment was more expensive than the cost of treatment
with original risperidone (13).

Our experience is also in accordance with the belief that
occasional problems may arise in generic medication use
and acute exacerbations may be seen during medication
switch from original to generic formulations. We try to deal
with such situations by increasing the dose of the generic
drug or returning back to the originalmedication. A return
to the former clinical condition of the patient after an acute
exacerbation may take time and serious problems may be
seen during these periods. It should be kept in mind that
recurrent episodes may lead chronic changes to become
The need for further
investigations on the consequences of medication changes

permanent in schizophrenia.

from original to generic, from one generic to another
generic, and from generic to original medications is
commonly expressed, and medication changes to generic
formulations is advised to be done with caution, and under
close regular observations (1).
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