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$020- YENi PIROLOTRIAZINON TUREVLERININ TASARIMI, SENTEZi, REAKSIYON MEKANIZMASININ ARASTIRILMASI VE TEORIK
FARMAKOKINETiK OZELLIKLERINiN iNCELENMESI
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OZET

Amag: Bu calismada, birgok biyolojik aktiviteye sahip olan pirolotriazinon iskeleti igin yeni bir sentez yontemi tasarlanmistir. Gelistirilen
sentetik yontem, yeni pirolotriazinon tiirevlerinin sentezi igin yiiksek reaksiyon verimliligi, hizli reaksiyon siresi ve kolay saflastirma avantaji
saglamaktadir.

Materyal-Metot: Hedeflenen pirolotriazinon tirevleri, birinci asamada etil 2-formil-1H-pirol-1-karboksilatin tiyosemikarbazit ile
kondenzasyon reaksiyonu ve ikinci asamada fenagil bromir tirevlerinin eklenmesi ile elde edilmistir. Nihai trlinler, reaksiyon karisiminin
oda sicakhgina sogutulmasindan sonra ¢dkeltme yoluyla izole edildi ve etanol iginde yikandi. Ayrica gelistirilen yontemle sentezlenen bir dizi
pirolotriazinon tiirevinin ilag benzerligi ve teorik farmakokinetik profilleri SwissADME ve pkCSM web sunuculari ile arastirildi.

Bulgular: Sonug olarak, hem organik kimya hem de medisinal kimya agisindan énemli bir molekiiler iskelet olan pirolotriazinonun sentezi
icin tek kap iki asamali bir reaksiyon yontemi gelistirilmistir. Yeni sentezlenen pirolotriazinon tirevlerinin ilag benzerligi ve teorik
farmakokinetik parametreleri, bunlarin gok uygun ilag adaylari olabileceklerini gostermistir.

Sonug: Bu yontem, gesitli pirolotriazinon bilesiklerinin turetilmesi ve gesitli biyoaktif molekiillere erisim agisindan énemli bir yoldur. Bu
galismada sentezledigimiz bilesiklerin ilaca benzerligi ve uygun farmakokinetik 6zelliklerine dayanarak, gesitli farmakolojik aktivitelere sahip
yeni bilesiklerin gelistiriimesi ve biyolojik aktivitelerinin arastiriimasi devam eden g¢alismalarimiz arasindadir.

Anahtar kelimeler: pirolotriazinon, tek kap sentez, ilag benzerlik parametreleri, ADMET

INVESTIGATION OF THE DESIGN, SYNTHESIS, REACTION MECHANISM AND THEORETICAL PHARMACOKINETIC PROPERTIES OF NOVEL
PYRROLOTRIAZINONE DERIVATIVES

Eylem KUZU1, Burak KUZU?

1Chemistry Section, Institute of Natural and Applied Sciences, Van Yuzuncu Yil University, Van, Tirkiye

2Pharmaceutical Chemistry Section, Faculty of Pharmacy, Van Yuzuncu Yil University, Van, Tirkiye

*e-mail: dreylemkuzu@gmail.com ORCID: 0000-0002-4719-8654

ABSTRACT

Objective: In this study, a new synthesis method was designed for the pyrrolotriazinone skeleton, which has many biological activities. The
synthesis of new pyrrolotriazinone derivatives with the developed synthetic method has the advantage of high reaction efficiency, fast
reaction time and easy purification.

Material-Method: It was achieved by the condensation reaction of ethyl 2-formyl-1H-pyrrole-1-carboxylate with thiosemicarbazide in the
first step and by the addition of phenacyl bromide derivatives in the second step. The final products were isolated by precipitation after
cooling the reaction mixture to room temperature and washed in ethanol. In addition, drug likeness and theoretical pharmacokinetic profiles
of the pyrrolotriazinone derivatives synthesized by the developed method were investigated by SwissADME and pkCSM web servers.
Results: As a result, a one-pot two-step reaction method has been developed for the synthesis of pyrrolopyrazinone, which is an important
molecular skeleton in terms of both organic chemistry and medicinal chemistry. The drug likeness and theoretical pharmacokinetic
parameters of the newly synthesized pyrolopyrazinone derivatives showed that they could be very suitable drug candidates.

Conclusion: This method is an important route in terms of derivatization of various pyrrolopyrazinone compounds and access to various
bioactive molecules. Based on the drug likeness and appropriate pharmacokinetic properties of the compounds we synthesized in this study,
the development of new compounds with various pharmacological activities in the future is among our ongoing studies.

Keywords: pyrrolotriazinone, one-pot synthesis, drug likeness parameters, ADMET
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