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KONGRE DAVETI

Degerli Meslektaslarimiz;

Uluslararas1 Onkolojik Aciller Kongresini 07-10 Ekim 2021 tarihleri arasinda Beykent
Universitesi ev sahipliginde gergeklestirilecegini duyurmaktan ve sizleri bu bilimsel toplantiya
davet etmekten biiyiik bir mutluluk duymaktayiz. COVID-19 pandemisi golgesi altinda
kaldigimiz bu giinlerde hem bilimsel ¢aligmalar1 gerceklestirmek hem de saglikli kalmak
zorundayiz. Ulkemizde Onkoloji alaninda pek ¢ok calisma ve kongre olmasina ragmen
Onkolojik Aciller konusunda Ulkemizde ve Diinyada ilk kongre olmasi bizleri oldukca
heyecanlandirmistir. Bizim heyecanimiz sizlerin katilimi ile coskuya doniisecektir. Hazirliklar
devam eden kongremizin detaylarini web sitemiz {izerinden kisa siire iginde sizlerle
paylasacagiz. Giglii bir bilimsel etkinlik olmasi i¢in elimizden geleni yapacagimizi bildirmek
isteriz. Umuyoruz ki Onkolojik Aciller Kongre tarihlerimizi ajandaniza not edersiniz. COVID
- 19 salgmimin gidisatina gore kabul edilen s6zlii sunumlar ve tiim konusmalar online ya da
kongre merkezinde yiiz yiize olarak sunulacaktir. Katilimcilar, Onkolojik Aciller, s6zlii bildiri
ve poster sunum ile katilim saglayabilirler. Sunumlarin tamami kayit altina alinacak ve
kongreden sonra katilimcilar ile paylasilacaktir. Kongre sonunda ISBN numarali olarak Kongre
Ozet Kitab1 ve ISBN numarali Kongre Bildiri tam Metin Kitab1 yayinlanacaktir. Onkolojik
Aciller Kongresi Akademik Tesvik hari¢, Dogentlik kriterleri ve tiim akademik yiikseltmelere
uygun olarak planlanmistir. Pandemi doneminde yitirdigimiz ¢ok sayida saglik calisanimizi
saygi1 ve hiirmetle aniyor, Uluslararasi Onkolojik Aciller Kongresinde sizleri agirlamaktan onur

duyacagimizi bildiriyoruz.
Saygi ve Sevgilerimizle.

Doc. Dr. Ayse OZDEMIR  Prof. Dr. Siimer DENiZ  Prof. Dr. Murat FERMAN
Kongre Baskani Kongre Onursal Baskani Kongre Onursal Bagkani

Prof. Dr. Ekrem SAVAS Prof. Dr. Erdem GOKER Prof. Dr. Mehmet GUL
Kongre Onursal Bagkani Kongre Onursal Baskani Kongre Onursal Bagkani
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Saygideger Katilimcilar ve Bilim Insanlari,

Hem {iiretim hem tiikketim agisindan, 151k hiziyla gegen dijital bir ¢ag yasiyoruz ve bilim
insan1 olarak acaba bizden geriye ne kalabilir diye siirekli diisiinliyoruz. “Hayat1 ve degerleri
yasama bicimi bulasict hastalik gibidir. Olumsuz davranislar ne kadar siklasirsa toplumda
hakim deger haline doniigiir” . Biz hekimler tiim hayatimizi adadigimiz insanlik adina iyi
davraniglarimizin bulasici olmasi i¢in ¢aba gosterdik ve bundan sonra da gosterecegimiz
asikardir. Bu duygulardan hareketle “ilk defa diizenlendi diyerek™ timitsizlige kapilmadan ve ”
tip camiasinda farkindalik yaratmasi onemli” diisiincesiyle bilimsel anlamda motive olarak yola

ciktik.

Kanser hepimizin bildigi gibi hem teshisi hem de tedavisi birgok tip dalini ilgilendiren,
ekip olarak galigmay1 gerektiren bir hastaliktir. Ulkenin ve diinyanin giindemini olusturan
Covid-19 salgiinda, ne yazik ki herkes bir seylerden feraget etmek, ¢ogu seyle daha fazla
ugrasmak ve daha fazla gayret etmek zorunda kalmistir. Onkoloji hastalar1 bu dénemi en yogun
yasayan ve tedavi siirecleri boyunca da oldukga etkilendikleri gozlenen hastalar olup siklikla
birgok saglik sorunlariyla basa etmeye g¢aligmaktadir. Onkoloji hastalarina acil durumlarda
yaklagim ise ¢ok konusulan, hem onkologlarin, hem acil tip uzmanlarinin siklikla yiiz yiize
kaldig1, olduk¢a O6nem arz eden ve multidisipliner ¢aligilmasi gereken bir durum olarak
karsimiza c¢ikmaktadir. Bu konuda g¢alisma yapmak, hem de acillerini igeren kongre
diizenlemek oldukca zor goriinmiis olsa da konunun hassasiyeti bu zoru basarma azmine

doniigmiis ve Uluslararasi Onkolojik Aciller Kongresi viicut bulmustur.

Uluslararas1 Onkolojik Aciller Kongresi’ni, 07-10 Ekim 2021 tarihleri arasinda
Istanbul-Beykent Universitesi ev sahipliginde, Usak Universitesi, Acil Tip Uzmanlar1 Dernegi
(ATUDER ), Klinik Biyokimya Uzmanlart Dernegi (KBUD), Akademik Onkoloji Dernegi,
Tiirk Akciger Kanseri Dernegi destekleriyle, Istanbul Beykent Universitesi Taksim
Yerleskesinde gerceklestirmis olmaktan biiyiik huzur ve mutluluk duydugumuzu Kongre

Diizenleme Kurulu adina belirtmek isterim.

Bilim kurulu olarak kongre Ana Konu Basliklari; Onkolojik Aciller ve Onkolojide
Temel Tip Bilimleri ve Laboratuvar olmak iizere, Alt Konu Basliklar1 ise Metabolik,
Hematolojik, Gastrointestinal, Enfeksiydz, Kardiyovaskiiler, Nérolojik, Yapisal, Kas-Iskelet
Sistemi, Renal, Tedaviye Bagli, Cocuklarda Onkolojik Aciller ile Onkolojik Acillerde Temel

Bilimler Yaklagimi ve Onkolojik Acillerde Yeni Yaklagimlar olarak belirlenmistir.
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Bu konu bagliklar1 ile bagvurularin degerlendirildigi, 7 Ekim 2021 Persembe ¢evrimigi
ve 8 Ekim 2021 Cuma giinii yiiz yiize olarak hayata ge¢irildigi kongrenin a¢ilis konusmalarini;
Beykent Universitesi Rektorii Rektor Prof. Dr. Murat FERMAN, Gedik Universitesi Miitevelli
Heyeti Baskan1 Hiilya GEDIK, Memorial Hastanesinden Kalp- Damar Cerrahi1 Prof Dr Bingiir
SONMEZ, Acil Tip Uzmanlar1 Dernegi Baskani Prof. Dr. Basar CANDER, Acil Tip Uzmanlari
Dernegi Genel Miidiirii Prof. Dr. Mehmet GUL, izmir Atatiirk Egitim Arastirma Hastane eski
Baghekimi Prof. Dr. Siimer DENIZ, BHT Klinik- TEMA Hospital- Genel Cerrahi béliimiinden
Prof. Dr. Servet Riistii KARAHAN, Ege Universitesi Onkoloji Béliimiinden Prof. Dr. Erdem
GOKER ve Usak Universitesi T1ip Fakiiltesi T1ibbi Biyokimya anabilim Dalindan Dog. Dr. Ayse
OZDEMIR uluslararasi olarak gerceklestirmislerdir. Bilim kurulunda da alaninda gok énemli
isimler bulunmaktadir. Buradan bilim kurulunda bulunan ve hakemlik siirecindeki titiz

caligmalar1 gerceklestiren bilim insanlarina saygilarimi sunuyorum.

Ayrica konular1 onkolojik aciller bagliklariyla ilgili olarak titizlikle se¢ilmis Davetli
Konusmacilarimiz, bir¢ok iilkeden ve zaman farki gdzetmeksizin agilis programimiza katilarak
onkolojik acillerle ilgili yeni gelismeleri kongrede sunmuslardir. Amerika - Wisconsin
Universitesinden Prof. Dr. Balaraman KALYANARAMAN, “Metabolism and Redox Process
in Cancer Drug Development * konusuyla; Ispanya - Malaga Universitesi Acil tip
Uzmanlarindan Prof Dr Francisco Moya, “Hypercalcemia and the Spinal Cord Compression”
konusuyla; Istanbul Universitesi’nden, Uluslararas1 Pediatrik Onkoloji Dernegi (SIOP) Destek
Tedavi Calisma Grup Baskani, Cocuk Hematoloji-Onkologu Prof Dr Rejin Kebudi, “Cocuk
Onkolojide Infeksiyon Acilleri: Febril Notropeni”  konusuyla; Amerika-Teksas
Universitesi’nden Prof Dr Mehmet Altan, “Immune Related Adverse Events and Management
of These Toxicities in Cancer Therapy” konusuyla; Istanbul Universitesi Kardiyoonkoloji
Boliimiinden, Tirk Kardiyoloji Dernegi Kardiyoonkoloji Proje Grubu Baskani Do¢ Dr Cafer
Sadik Zorkun; “Acil Kardiyoloji Kliniklerinde Onkoloji Hastalarinin Yonetimi” konusuyla,
Istanbul Saglik Bilimleri Universitesi Radyoloji Béliimiinden Girisimsel Radyolog Prof Dr
Hakan Onder “Onkolojik Acillerde Girisimsel Radyolojik Islemler- Diyafragma Ustii”
konusuyla; Saglik Bilimleri Universitesi Radyoloji Béliimiinden Girisimsel Radyolog Dog. Dr.
Serkan Aribal, “Onkolojik Acillerde Girisimsel Radyolojik Islemler-Diyafragma Alti*
konusuyla; Hindistan Acil Tip Uzmanlar1 Merkezinin Ulusal Sekreteri ve Acil Tip Uzmani Dr.
Saravana Kumar, “Challenges in Managing Onco Emergencies in ER” konusuyla; Ozbekistan-

Tagkent Acil Tip Arastirma Merkezinden Acil Tip Uzmanmi Dr. Khikmat Anvarov,



INTERNATIONAL ONCOLOGICAL EMERGENCIES CONGRESS

“Emergencies In Malignant Obstructive Jaundice” konusuyla, iran Tebriz Universitesi’nden
Dr. Yalda Rahbar SAADAT ” Implication of Plant-Derived Extracellular Vesicles in Cancer
Therapy” konusuyla konusmaci olarak katilmislardir. Onlara kongremize verdikleri bilimsel

destekten dolayi tesekkiir ediyor ve saygilarimi sunuyorum.

“Aristoteles, Metafizik'inde (Metaph. VI. 1025 b) insanda ii¢ temel faaliyet bulur” der,
bilim insanlar1. Bunlardan birincisi "bilme" etkinligidir, ikincisi "eylemde bulunma", ii¢linciisii
ise "yaratma" etkinligidir. Bilmeyi inceleyen teoretike'nin amaci, hakikattir, nedenler bilgisine
ulagmaktir. Bilim ve tip insani olarak nedenleri 6grenmek amaciyla ve bu ugurda taviz
vermeden bilimsel faaliyetlere devam etme gayreti ve azmi igerisindeyiz. Uluslararasi
Onkolojik Aciller Kongresi 4 y1l 6nce bir isim seklinde bilimsel hayal olarak yer alirken, bugiin
kongre asamasina gelmistir. Boylesi onemli bir konuyu gilindeme tasimak ve onu
kongrelestirmek bizleri olduk¢a heyecanlandirmis ve pandemi siiresince yitirmis oldugumuzu

diisiindiigiimiiz ¢calisma azmini tekrar canlandirmistir.

Kongre Diizenleme Kurulu olarak, Uluslararast Onkolojik Aciller Kongresi’nin, sadece
bilim insanlarinin olusturdugu bir tartisma zemininden Gteye giderek, kanseri yasayan ve
miicadele eden insanlarin yararlanabilecegi bir platform olusturabilmesinin de 6nemli oldugunu
diistinmekteyiz. Yurt disindan alaninda duayen hocalarin kongreye ilgi gostererek katilim
saglamasi ise kongrenin gelecek yillarda siirdiirebilirligi agisindan 6nemli bir mihenk tasidir.
Uluslararast Onkolojik Aciller Kongresi’nin ilkinin ger¢eklesmesi ve spesifik olmasina
ragmen, ¢cok onemli konulara temas eden bildirilerin sunuldugu, alaninda 6nemli isimlerin
konusmaci olarak katildigi, kongrenin bilimsel anlamda basarili gectigi, canli ve online
programda bir¢ok bilim insanina ulastigi, Kongre Diizenleme Kurulu olarak bizleri onore

etmistir.

Buradan tiim calisma ekibimize, Istanbul’da Usak’l1 gibi hissetmemizi saglayan, Usak
Universitesi Kurucu Rektorii, Gedik Universitesi’nden Prof. Dr. Adnan SISMAN ile esi Dr.
Ogrt. Uyesi Aysin SISMAN’a ve esim Genel Cerrahi Uzmani Op. Dr. Dalyan OZDEMIR’e
kongrenin isminin gectigi andan itibaren beni destekledikleri, bana yol agtiklar1 ve yanimda

olduklari i¢in tesekkiir etmek isterim.

Uluslararas1 Onkolojik Aciller Kongresi’nin ilkinin gerg¢eklesmesi ve bilimsel anlamda
bircok bilim insanina da yol gostermesi agisindan hem Usak hem de Universitem adina gurur

verici oldugunu bildirmek isterim. Ayrica bir kongrenin basarisinin siirdiiriilebilirlik
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oldugundan hareketle, elimden gelen sosyal ve bilimsel ¢abay1 gosterecegime bilim insanlari

oniinde s6z verdigimi belirterek, tiim katilimcilara saygilar sunuyorum.

Dog. Dr. Ayse OZDEMIR
Kongre Baskani
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Sayin Rektorler, Sayin Dekanlar, Saygideger Meslektaslarim,

Kongremizin konusu olan ONKOLOJIK ACILLER, biitiin tip dallarini ilgilendiren ve
bilgilerimizi aninda uygulamamiz gerektiren bagliklarla doludur. Beykent Universitesi’nin ev
sahipliginde, Usak Universitesi’nin diizenledigi bilimsel kongrede emegi gegen degerli

hocalarimiza igtenlikle tesekkiir ediyorum.

Aslinda acil kelimesinin gectigi her konuya, mutlaka 6ncelik taninmasi, Onceligine
dikkat edilmediginde bagka sorunlarin olusabilecegi biitiin tip dallarinca ¢ok iyi bilinir. Ben de
bir genel cerrahi uzmani olarak, 6zellikle belirtmek isterim ki, onkolojik hastalarin tiimiiniin
tan1 ve tedavisinde bu acil degildir diyebilecegimiz hi¢ bir konu yoktur. Kongre siiresince
onkolojik acillerin tan1 ve tedavisinde ki bilimsel yenilikler, cok degerli hocalar tarafindan, siz

degerli katilimcilara sunulacaktir.

Basta bu kongrenin diizenlenmesinde ev sahipligi yapan Beykent Universitesi ve Usak
Universitesi Rektorliikleri’ne, kongre hazirliginda biitiin konulari, geceli giindiizlii ugraslarla
gergeklestiren Saym Ayse Ozdemir Hoca’ya, kongrede gorev alan tiim degerli hocalara ve

kongreye katilan siz degerli katilimcilara en igten sevgi ve saygilarimi arz ediyorum.

Prof. Dr. Siimer DENiZ

Kongre Onursal Baskani

Vi
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Kanser hastasi, onkolojinin dogasi geregi, tan1 konma asamasindan hayatin sonuna dek
tibbin farkli disiplinlerinin ortak ¢alismasina ihtiya¢ duyar. Buna ‘Multidisipliner Caligma’
diyoruz. Onkolojinin bir arada calistiZ1 disiplinler i¢inde, Medikal Onkoloji, Radyasyon
Onkolojisi, Cerrahi Onkoloji, Diagnostik ve Girisimsel Radyoloji, Nukleer Tip, Teranostik Tip,
Patoloji, Molekiiler Patoloji, Psikiyatri, Hemsirelik gibi pek ¢ok bilim dali sayilabilir. Bu
disiplinler Medikal Onkoloji’nin koordinasyonunda hasta yararia calisirlar. Bu ortak ¢alisma
ile kanser hastasinin, tanisi, tedavisi ve izlemi yiiriitiiliir. Tiim bu esgiidiim i¢indeki ¢alismalar
sirasinda, kanser hastasinin, hastaligiyla ve tedavisiyle iliskili veya iligkilendirilemeyen acil bir
saglik problemi ortaya ¢iktiginda,hasta acil servislerde acil tip uzmanlart ile karsilagir.
Hastaligin aciliyeti nedeniyle koordinasyon acil servis ekibine gecer. Bu durumda acil servis
ekibinin onkolojik aciller konusunda ciddi bir egitim sahibi ve duyarliliginin olmas1 geregi

ortaya ¢cikmaktadir.

Onkolojik hastanin acil serviste dogru ve yerinde miidahalesi hayati 6nem tagimaktadir.
Kanser kronik bir hastalik olmakla birlikte, kansere veya kanser tedavisine bagl aciller akuttur
ve dogru tedavi edildiklerinde tam sifa saglanabilir. Bunun &tesinde, kanser hastalar1 acil
servislere bagvuran hastalar i¢inde en kirillgan olanlaridir. Bu hastalara, yasam beklentilerine

bakilmaksizin miidahale edilmesi gerekmektedir.

Acil servis uzman hekimlerinin egitimleri ¢ok disiplinli olmakla birlikte, onkolojik
hastaya yaklasim i¢in 6zgiin bir egitim almadiklar1 bilinmektedir. Oysa yaslanmakta olan bir
toplulukta kanser sikliginin artmasi, acil servislere daha fazla kanser hastasinin gelmesine yol
acmaktadir. Kardiyolojik veya nérolojik aciller kadar onkolojik acillerle de basedilmeye
yonelik ciddi egitim programlarinin olusturulmasi ve acil servis ¢alisanlarina, kanser hastasina

acil multidisipliner yaklasimin benimsetilmesi ¢ok biiyiik onem tasimaktadir.

1.Uluslararas1 Onkolojik Aciller Kongresinin bir goriinen bir de gériinmeyen misyonu
ortaya ¢ikmustir. GoOriinen misyon, onkolojik acillerin tan1 ve tedavisindeki yaklagimlar
konusunda giincel gelismelerin tartisilmasi  ve ilgili branstaki meslektaslarimizin
deneyimlerinin paylasilmasidir. Goriinmeyen ancak ¢cok daha 6nemli misyonu da, Acil Tip
Uzmanlariin, onkoloji multidisipliner takimindaki yerlerinin ne denli vazgecilmez ve 6nemli

oldugunun gosterilmesidir. Bu kongrede her iki misyon da basariyla tamamlanacaktir.

Vii
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Kongrenin ¢ok biiylik emekle hazirlandigini her asamada gozlemledim. Bu emeklerin

sonucu olarak da bagarili bir kongrenin gergekleseceginden eminim.

Prof. Dr. Erdem GOKER

Kongre Onursal Bagkani
Ege Universitesi Tip Fakiiltesi
Tiirk Akciger Kanseri Dernegi Bagkani
Akademik Onkoloji Dernegi Baskani

viii
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SCIENTIFIC COMMITTEE

Prof. Dr. Siimer DENiZ [zmir- Ogretim Uyesi
Prof. Dr. Salahattin SANAL Ozel Saglik Hastanesi
Prof. Dr. Murat KAPKAC Tiirkiye Meme Dernekleri Federasyonu Uyesi
-- Tiirk Akciger Kanser Dernegi Baskani
Prof. Dr. Erdem GOKER AkademikgOnkoloj i Dernegig Basliam
Istanbul Saglik Bilimleri Universitesi Hamidiye Tip Fakiiltesi
Prof. Dr. Basar CANDER Acil Tip Ufmanlarl Dernegi Baskan e
. Aksaray Universitesi Tip Fakiiltesi
Prof. Dr. Mehmet GUL Acil Tlg Uzmanlari Derﬁegi Genel Mudiiri
Prof. Dr. Sait Gonen Istanbul Universitesi Cerrahpasa Tip Fakiiltesi
Prof. Dr. Esma YOLCU University Of Missour1, Child Health Department-Amerika
Prof. Dr. Servet Riisti KARAHAN Okmeydani Arastirma ve Uygulama Hastanesi
Prof. Dr. Bingiir SONMEZ Memorial Hastanesi
Prof. Dr. Omer KARAHAN Usak Universitesi T1p Fakiiltesi
Prof. Dr. Yiiksel ARIKAN Afyon Parkhayat Hastanesi
Prof. Dr. Atilla COKMEZ [zmir- Ogretim Uyesi
Prof. Dr. Hakan ERPEK Girne Universitesi
[stanbul Universitesi
Prof. Dr. Rejin AKYUZ KEBUDI Uluslararas1 Pediatrik Onkoloji Dernegi (Siop) Destek Tedavi
Calisma Grup Baskani
Prof. Dr. Meltem EKENEL Istanbul Universitesi Onkoloji Enstitiisii
Prof. Dr. Dagistan Tolga ARIOZ Afyonkarahisar Saglik Bilimleri Universitesi Tip Fakiiltesi
Prof. Dr. Biilent CETIN Siileyman Demirel Universitesi Tip Fakiiltesi
Prof. Dr. Sema YILMAZ Usak Universitesi T1ip Fakiiltesi
Prof. Dr. Emine Figen TARHAN Mugla Sitkt Kogman Universitesi Tip Fakiiltesi
Prof. Dr. Mehmet ARAZI Konya Farabi Hastanesi
Prof. Dr. Dildar KONUKOGLU [stanbul Universitveisi, Cerrahpasa T1p Fakiiltesi -Klinik Biyokimya
Uzmanlar1 Dernegi Bagkani
Prof. Dr. Serefnur OZTURK Selguk Universitesi Tip Fakiiltesi-Tiirk Noroloji Dernegi Baskani
Prof. Dr. Giilsen BABACAN Bezmi Alem Universitesi Tip Fakiiltesi
Prof. Dr. Senem SENTURK GUCEL  |Usak Universitesi Tip Fakiiltesi
Prof. Dr. Hakan ONDER Istanbul Saglik Bilimleri Universitesi
Prof. Dr. Fatih GULTEKIN 1sta13bul Sagllk Bilimleri Universitesi Hamidiye Dis Hekimligi
Fakiiltesi
R [zmir Egitim Arastirma Hastanesi
Prof. Dr. Erden Erol UNLUER ATUDER Yonetim Kurulu Uyesi
Prof. Dr. Ahmet KAHRAMAN Afyonkarahisar Saglik Bilimleri Universitesi Tip Fakiiltesi
Prof. Dr. Tiilay KOKEN Afyonkarahisar Saglik Bilimleri Universitesi Tip Fakiiltesi
Prof. Dr. Emine Berrin YUKSEL Karamanoglu Mehmetbey Universitesi Tip Fakiiltesi
Prof. Dr. Selim KUTLU Necmettin Erbakan Universitesi Meram Tip Fakiiltesi
Prof. Dr. Francisco MOYA UniYersidad De Malaga-Clinical Lead International Medical
Services- Spain
gi?{iﬁzﬁﬁf}] Medical College of Wisconsin-USA
Prof. Dr. Esma YOLCU University of Missouri, Child Health Department- USA
Prof. Dr. Figen AYHAN Usak Universitesi Saglik Bilimleri Fakiiltesi
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Prof Dr Mehmet Haluk ULUUTKU

Usak Universitesi Tip Fakiiltesi

Prof Dr Ismihan Ilknur OZKAN

Necmettin Erbakan Universitesi T1p Fakiiltesi

Prof. Dr. Sefa CELIK

Afyonkarahisar Saglik Bilimleri Universitesi Tip Fakiiltesi

Prof. Dr. Sevil KURBAN

Necmettin Erbakan Universitesi Meram Tip Fakiiltesi

Prof. Dr. Ufuk BERBEROGLU

Usak Universitesi Tip Fakiiltesi

Prof. Dr. Tufan MERT

Usak Universitesi T1ip Fakiiltesi

Prof. Dr. Okay Nazli

Mugla Sitk1 Kogman Universitesi Tip Fakiiltesi

Dog. Dr. Cafer Sadik ZORKUN

Tiirk Kardiyoloji Dernegi Kardiyoonkoloji Proje Grubu Baskani

Dog. Dr. Banu KALE

Pendik Medikal Park Hastanesi

Dog. Dr. Mucahit Avcil

Usak Egitim ve Arastirma Hastanesi

Dog. Dr. Fatih Selvi

Antalya Egitim ve Arastirma Hastanesi

Dog. Dr. Yasemin AKKURT

Necmettin Erbakan Universitesi Meram Tip Fakiiltesi

DURDURAN

Dog. Dr. Hiiseyin TARHAN Mugla Sitk1 Kogman Universitesi Tip Fakiiltesi

Dog. Dr. Ali Yavuz KARAHAN Usak Universitesi T1ip Fakiiltesi

Dog. Dr. Soycan MIZRAK Usak Universitesi T1p Fakiiltesi

Doc. Dr. Serkan ARIBAL Saglik Bi'limleri Universitesi Prof. Dr. Cemil Tagcioglu Sehir
Hastanesi

Dog. Dr. Okan EKINCI Usak Universitesi Tip Fakiiltesi

Dog¢. Dr. Miimtaz Taner Torun Bandirma Onyedi Eyliil Universitesi Tip Fakiiltesi

Dog. Dr. Kivang YALIN Cerrahpasa Tip Fakiiltesi

Dog. Dr. Cengiz KOCAK Usak Universitesi Tip Fakiiltesi

Dog. Dr. Ziynet Alphan Ug Usak Universitesi T1p Fakiiltesi

Dog. Dr. Bahadir OZTURK Selguk Universitesi Tip Fakiiltesi

Dog. Dr. Emel Ferli Kogak Kiitahya Saglik Bilimleri Universitesi

Dog. Dr. Alper Karagoz Usak Universitesi, Molekiiler Biyoloji ve Genetik

. Dr. Ayse OZDEMIR

Usak Universitesi Tip Fakiiltesi

Ogretim Uyesi Dr. Mehmet Altan

Texas University, Anderson Cancer Center, ABD

Ogretim Uyesi Yelda Rahbar
SAADAT

Tabriz University of Medical Sciences

Dr. Ogretim Uyesi Abdurrahman
YILMAZ

Usak Universitesi Tip Fakiiltesi

Dr. Ogr. Uyesi Hiiseyin Saffet BEKOZ

Bagcilar Medipol Mega Universite Hastanesi
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Background.

In the last decade, there has been an increase in the number of patients with malignancies
of hepato-biliary-pancreatic system. Despite the increased availability of various highly
sensitive non-invasive diagnosis methods, the detection rate of hepatopancreatoduodenal zone
tumors in the early stages remains low. In the overwhelming majority of cases, patients continue
admitting specialized hospitals only with tumor complications, such as obstructive jaundice,
purulent cholangitis, duodenal obstruction, hepatic failure, tumor invasion and gastrointestinal
bleeding [1]. The most constant symptom of tumors of hepato-biliary-pancreatic system is a
jaundice due to bile duct obstruction. The obstructive jaundice (OJ) significantly worsens the
patient's condition due to the development of complications, such as hepatic and renal failure,
thrombohemorrhagic syndrome, cholemic bleeding, purulent cholangitis, cholangiogenic liver
abscesses, intestinal dysbiosis and other complications, leading to multiorgan failure. [2, 3, 4].
Among the causes of obstructive jaundice, choledocholithiasis is most common (35-40%),
followed by pancreatic head cancer (30-35%), cancer of the papilla of Vater (10-12%), and
extrahepatic bile ducts (1-2%). Rare causes obstructive jaundice sclerosing cholangitis,
common bile duct strictures of inflammatory and traumatic origin [1]. Certain achievements in
the diagnosis and treatment of this severe patients in last decades are associated with the active
introduction of new (or improvement of known) diagnostic methods into wide clinical practice,
the use of contemporary minimally invasive technologies - laparoscopy, endoscopy, ultrasound,
X-ray, and also their combinations. At the same time, the issues of early diagnosis and rational
therapeutic tactics in OJ remain one of the most difficult and largely unsolved problems in
gastroenterology and abdominal surgery [5]. In this regard, the issues of diagnosis and
management of OJ of tumor origin require further study. The key issues in the treatment of OJ
are the timing and types of decompression interventions, methods of prevention and treatment
of postoperative liver failure (LF). In addition, there is no assessment of the effectiveness,
advantages and disadvantages of various "closed" and "open" methods of decompression of the
biliary tract in OJ. Therefore, the choice of instrumental preoperative bile duct decompression
method in OJ and purulent cholangitis remains a subject of discussion. So, the main goal of
surgical intervention in OJ is adequate decompression of the biliary tract, elimination of
obstruction and the jaundice and prevention of the onset or progression of LF. Currently, the
list of bile-diverting methods for OJ is quite large and includes: endoscopic retrograde

cholangiopancreatography (ERCP) with endoscopic papillosphincterotomy (EPST);
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percutaneous transhepatic cholangiography (PTC) with percutaneous transhepatic biliary
drainage (PTBD); ultrasound guided, CT or laparoscopic cholecystostomy; nasobiliary
drainage; various options of biliary endoprosthesis; various intraoperative bile duct
decompression methods. The cancer of the head of the pancreas head, of the major duodenal
papilla, of gallbladder, hepatic duct, hiliar cholangiocarcinoma and metastases of cancer of
other localization to the liver [6, 7].

The aim of the study was to analyze the treatment results of patients with cancer of

organs of the hepato-biliary-pancreatic system, complicated by obstructive jaundice.

Materials and Methods
We analyzed the medical records of 1077 patients with OJ who were treated in the

Republican Research Centre of Emergency Medicine (RRCEM) from 2008 to 2020.

Results and Discussion

The patients were between 17 and 93 years old, 452 (42%) were women and 625 (58)
were men. The duration of obstructive jaundice, revealed by visual examination, ranged from
7 to 45 days. The total bilirubin level at the time of admission ranged from 49 to 1027 mmol/L,
(on average 224.7+£21.4 mmol/L). The causes of obstructive jaundice were: a tumor of the head
of the pancreas and the terminal section of the common bile duct 465 (43.2%), a tumor of the
major duodenal papilla (BDS) - 246 (22.8%), a tumor of the middle third of the common bile
duct and gallbladder - 145 (13.4 %), Klatskin tumor - with spread to lobar and segmental ducts
-221(20.5%). At admission, 106 (9.8%) patients had complications associated with obstructive
jaundice (Tab. 1).

Table 1. Complications of obstructive jaundice

o Number of patients
Complication N %
Purulent cholangitis 49 4.5
Liver bilary abscesses 6 0.6
Hepatorenal syndrome 51 4.7
Total 106 9.8

The most frequently diagnosed hepatic-renal failure (4.7%) in patients with long-
standing biliary hypertension and high bilirubin levels, accompanied by coagulation disorders

and encephalopathy. Cholangitis accompanying obstructive jaundice, which was diagnosed in

3



49 (4.5%) patients, was considered as a pathological condition manifested by tremendous chills,
inflammation of the biliary tract and systemic inflammatory response (SIRS) with a high risk
of transition to biliary sepsis. With prolonged existence of purulent cholangitis, cholangiogenic
liver abscesses were revealed in 6 (0.6%) patients. The main reason for their development is
delayed decompression and elimination of obstructive jaundice and purulent cholangitis. For
the differential diagnosis of obstructive jaundice, non-invasive (ultrasound,
gastroduodenoscopy, computed tomography) and invasive (ERCP, percutaneous transhepatic
cholangiography, laparoscopy) methods were used. In recent years, the introduction of
magnetic resonance cholangiopancreatography (MRCP) into clinical practice has made it
possible to non-invasively differentiate the cause of obstructive jaundice, determine the level
of block, and apply invasive methods with a higher specificity. The experience accumulated
throughout the world in the treatment of patients with OJ uses the following algorithm for the

diagnosis and treatment of this patients (Fig. 1).

Intervention method in
0.

1]
| |
Open (laparotomy) Semiopen (laparoscopy)
Endoscopic ‘ Percutaneus
transhepatic
. . . External-internal
EST Eamad Endoscopic stenting External drainage | gl drai
rainage

Nasobiliary drainaage [ Internal endoprosthesis e

Figure 1. Types of interventions for obstructive jaundice. OJ — obstructive

jaundice, EST — endoscopic sphincterotomy

In addition to the standard clinical laboratory study, the OJ diagnostic algorithm
included: ultrasound, endoscopy, ERCP, CT, PCT and MRCP. These studies, if necessary,

could move from a diagnostic to a therapeutic procedure. When developing the algorithm, we
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proceeded from the fact that the OJ must be eliminated as early as possible from the onset of
the disease due to the risk of developing cholangitis and liver failure. At the same time, the
process of diagnostics of the OJ should not be postponed in terms of the start of its treatment.
It is advisable when the process of diagnosis and treatment of the OJ is carried out
simultaneously, although often the treatment is ahead of the differential diagnosis of the cause
and level of obstruction of the biliary tract. Decompression of the biliary system can be carried
out in several ways: 1) open method (laparotomy); 2) semi-open method (laparoscopy); 3) a
closed method, which includes various endoscopic and percutaneous transhepatic minimally
invasive techniques.

All existing minimally invasive methods of decompression of the biliary system can be
conditionally divided into 2 groups: endoscopic and percutaneous. First group includes ERCP
with EPST, nasobiliary drainage, and various options for biliary endoprosthetics. ERCP with
EPST for many years continues to be the main method of endoscopic treatment of distal blocks,
while in 85-90% of cases it is possible to decompress the biliary system and restore bile outflow.
ERCP allows not only to contrast the ducts, but also to visually assess the state of the major
duodenal papilla, as well as the periampullary region, and, if necessary, biopsy for histological
examination. Sometimes ERCP with sphincterotomy was not available - after Billroth-II gastric
resection, in the presence of large diverticula and insurmountable obstacles in the area of the
major duodenal papilla (decompensated cicatricial stenosis, tumor invasion of the duodenum
lumen).

In our observations, 962 patients underwent ERCP. Under the control of fluoroscopy,
in conditions of duodenal atony, the common bile duct was cannulated and the intrahepatic
duct, cystic, common bile duct and gallbladder were filled with a contrast agent. At the final
stage, in 194 (18%) cases, patients underwent endoscopic papillosphincterotomy, in 553
(51.4%) cases, stenting of the common bile duct, of which 74 cases underwent re-stenting of

the common bile duct due to obstruction of the stent (Fig. 2).
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ERCP — purulent bile Common bile duct Nasobiliary drainage
is visualized stenting
Figure 2. Types of interventions for distal bile duct obstruction

In 8 (0.7%) cases, nasobiliary drainage of the common bile duct was performed. The
need for temporary endoprosthetics of hepatic duct, nasobiliary drainage was caused by the
presence of severe jaundice and cholangitis in patients in conditions when the sanation of
hepatic duct was incomplete and the bile outflow was not completely restored. In these cases,
nasobiliary drainage, in addition to bile diversion, also made it possible to flush the biliary tract
with antibiotic solutions, which contributes to the rapid elimination of cholangitis and makes it
possible to perform X-ray contrast studies. After traspapillary stenting, about 10% of patients
returned due to the limited functioning of endoprostheses, which last for about 4-5 months.
Blockage of stents causes a recurrence of jaundice, which is often complicated by purulent
cholangitis, which leads to their repeated treatment and replacement 2 or more times. The
reason for the recurrence of jaundice is the incrustation of stents with bile salts. In some cases,
the decompression of the biliary tree cannot be performed retrograde. According to our data, in
108 patients (10%) it was not possible to conduct a retrograde study. In these cases, it is

preferred to install the stents via percutaneous transhepatic access under X-ray control (Fig. 4).




Figure 4. Percutaneous transhepatic drainage of the common bile duct

Failures in using the method were explained by the impossibility of cannulating the
mouth of the major duodenal papilla when the infiltrative process of the pancreatic head tumor
spreads to the ampullar region, parapapillary diverticulum, as well as in severe deformation of
the duodenal lumen.

The 2nd group of minimally invasive methods of decompression of the biliary tract
includes X-ray guided PTC with PTBD, ultrasound guided PTC, CT- PTC. Despite the
improvement of ultrasound and CT, objective information about the pathology of the bile ducts,
sufficient to make a decision on the method of decompression, can be obtained only with direct
contrasting of the biliary tract. In the last 10 years, methods of percutaneous transhepatic
endobiliary interventions have become widespread. They can be carried out regardless of the
level and length of obstruction of the biliary tract. Complications and mortality in them is from
3 to 10%. At the initial stage, PTC was performed for the purpose of differential diagnosis of
the OJ, determining the level of the bile duct block, solving the issue of the possibility of

performing external or external-internal drainage (Fig. 5).

External drainage External-internal drainage

Figure 5. Types of percutaneous transhepatic interventions.

In our opinion, external-internal drainage is always preferable, since it avoids a large
loss of bile through drainage, in a short time to compensate for the functions of the
gastrointestinal tract and liver, and, thereby, to prepare the patient faster for the main (radical)
stage of treatment. In those cases where percutaneous transhepatic drainage of the biliary

system is the final method of treatment, with external-internal drainage, the patient's comfort
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and quality of life is much better than with external drainage alone. An absolute
contraindication to PTC is hypersensitivity to contrast media and severe coagulopathy.

Thanks to percutaneous transhepatic cholangiostomy in our observations, we managed
to resolve obstructive jaundice in 112 patients, of which PTC with external drainage of the
common bile duct was performed in 41 (36.6%) patients, external and internal drainage of the
common bile duct - in 61 (54.4%) patients, percutaneous-transhepatic endoprosthetics in 6
(5.3%) patients. 4 (0.4%) patients underwent percutaneous transhepatic plugging of the
puncture canal due to bleeding during percutaneous transhepatic cholangiography. When
performing PTC, it was revealed that the cause of the obstruction of the bile ducts was: a tumor
of the head of the pancreas and the terminal common bile duct in 41 patients, a tumor of the
common bile duct type I according to Bismuth in 11 patients, a tumor of the liver gate according
to Bismuth 2 in 9 patients, a tumor of the liver gate according to Bismuth 3 - 32 patients, hiliar
cholangiocarcinoma according to Bismuth 4 - 19 patients.

With the introduction of MRCP into clinical practice, the need to perform PTC and
ERPC for diagnostic purposes has decreased, since MRCP allows diagnosing the block level at
the diagnostic stage and performing one or another type of decompression already with a
therapeutic purpose bypassing the diagnostic stage. Currently, antegrade and retrograde
interventions for diagnostic purposes are performed in patients with contraindications to MRCP
(previously installed metal endoprostheses, claustrophobia). Contraindications to percutaneous
transhepatic interventions are multiple liver metastases, an extremely serious condition of
patients with uncorrected liver failure, severe hypocoagulation with a threat of bleeding.

In our cases, 3 patients underwent cholecystostomy in order to decompress the biliary
system. These patients were with non-dilated intrahepatic ducts, which antegrade and
retrograde failed to drain the biliary tree, however, due to the patency of the cystic duct, they
were forced to perform external cholecystostomy.

The expediency of using each of the decompression methods consists of several factors,
the main ones of which are: the information content of the diagnostic technique; the possibility
of transforming a diagnostic procedure into an effective therapeutic intervention; the safety of
the method (the likelihood of complications and their severity); technical complexity of the
method. The first two factors are of primary importance in determining the therapeutic result.
An important point that determines the choice of one or another method of decompression of

the biliary system is also the block level. So, at the proximal level of the block, percutaneous



INTERNATIONAL ONCOLOGICAL EMERGENCIES CONGRESS

transhepatic techniques are more often used, while at the distal level of the block, endoscopic
minimally invasive interventions are used. Taking into account the gathered experience, we

recommend adhering to the following scheme of therapeutic diagnostic minimally invasive

instrumental interventions in OJ. (Fig. 6.)

Obstructive jaundice

Ultasound

CBD, intrahepatic bile Intrahepatic bile ducts
ducts enlargement enlargement but not

[ERCP + sphincterotomy CBD stenting ] MR-CP

AT Distal or middle block el el
draingae
1 1 1
PTC + external biliary PCT + internal biliary .
N . Enpropsthesis
drainage drainage

Figure 6. Algorithm of treatment, diagnosis and treatment of patients with

obstructive jaundice of tumor genesis. ERCP — endoscopic retrograde
cholangiopancreatography, CBD — common bile duct, PTC — percutaneus transhepatic

cholagiography, MRCP — magnetic resonance pancreatocholangiography.

If the possibilities of minimally invasive methods of decompression of the bile ducts
were exhausted or were complicated by life-threatening situations, then the patients underwent
emergency laparotomy with one of the methods of intraoperative bile diversion. 116 patients
were operated, including 12 patients underwent pancreatic resection, 89 patients underwent
bypass cholecysto-enterostomy with entero-enterostomy, 4 patients underwent bypass gastro-
enterostomy, 11 patients underwent cholecysto-enterostomy and enteroenterostomy. It should
be noted that 8 of these patients underwent surgery on emergency indications. Of these, 3
patients underwent surgery in the event of bleeding from sphincterotomy, these patients
underwent papillosphincteroplasty with the imposition of bypass cholecystoentero-stomy. In 2
patients, perforation of the gallbladder with bile leakage into the abdominal cavity was noted
during the performance of PTC; these patients underwent hepaticoentero-stomy. In 2 patients

after PTC, bleeding into the abdominal cavity from the puncture wound of the liver was noted,
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these patients underwent bypass cholecystoenteroanastomosis with stopping bleeding. For the
rest of the patients, due to the neglect of the process and also due to the presence of concomitant
pathologies, minimally invasive endobiliary interventions were the final method of biliary
excretion.

Of 1077 patients with OJ of tumor genesis after decompression of the biliary system
using various minimally invasive techniques, 26 patients (2.4%) died. The cause of death in
most cases was the growing multiple organ failure against the background of purulent

cholangitis and hepatic-renal failure (Tab. 2).

Table 2. Causes of mortality in patients with obstructive jaundice of malignant

genesis
Cause of mortality n %
Necrotizing pancreatitis 1 0.09
Bleeding 1 0.09
Purulent cholangitis, biliary sepsis 10 0.9
Biliary hepatic abscessus 1 0.09
Hepatorenal syndrome 8 0.7
Acute myocardial infarction 3 0.3
Pulmonary embolism 2 0.2
Total 26 24

Thus, the results of treatment of diseases complicated by OJ depend on the degree and
duration of hyperbilirubinemia, timely and accurate determination of the cause of jaundice, the
level and cause of obstruction of the bile ducts. In order to determine the cause of jaundice, first
line method is ultrasound, more than 78% of patients are diagnosed using this method. Unclear
cases (up to 17%) required the second stage of examination and depending on the results of
specific tasks obtained by ultrasound, either MRCP (to clarify the level of the block) or ERCP
is performed, including as a management procedure. In 5%, it became necessary to carry out
the third stage of diagnostics - PTC (in the presence of contraindications to MRCP and the
impossibility of ERCP), where the choice of method was determined by a specific task. The
algorithm used is a system of step-by-step measures of therapeutic and diagnostic assistance to
patients with OJ, which makes it possible to establish a diagnosis in the shortest possible time
and, and carry out interventions aimed at decompression of the biliary tract in the first days
from the beginning of hospitalization. When choosing a method of biliary decompression, it is

necessary to take into account the level of obstruction of the biliary tract (proximal or distal),
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the spread of the pathological process to surrounding organs and tissues and the patient's
condition (is it planned to perform radical surgery after drainage of the bile ducts and
decompression), the predicted life time after minimally invasive intervention, if radical surgery
is indicated, the likelihood of possible complications, operating theatre equipment level and
qualification of the surgeon for a particular type of operation. Minimally invasive endoscopic
and percutaneous transhepatic decompression interventions are an effective way to restore bile
outflow. These techniques make it possible to quickly and effectively eliminate the OJ and
cholangitis, make it possible to carry out surgical interventions in the most favorable conditions,
in a planned manner, and in elderly patients with severe comorbidities, they can serve as an
alternative to surgical treatment. These interventions are low-traumatic, associated with rare

complications, and can significantly improve the results of treatment of patients with OJ.

Conclusions

1. Obstructive jaundice should be eliminated as soon as possible from the moment of
onset due to the real threat of cholangitis and liver failure.

2. The results of obstructive jaundice treatment can be improved through the use of
various minimally invasive methods, the main purpose of which is not only diagnosis, but also
simultaneous management.

3. At the first stage of treatment in patients with obstructive jaundice, it is advisable to
carry out temporary decompression of the biliary tract, as a preparation for the main stage of

treatment, and some cases, as a complete replacement for surgical treatment.
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Investigators from two leading genomics research institutes—the Wellcome Sanger
Institute in the United Kingdom and the Broad Institute in Cambridge, MA—started a pilot
project several years ago in search of a cancer dependency. The objective was to map out the
gene, protein, or other molecular feature that a tumor depends on for growth. The cancer
dependency is also a cancer vulnerability. Therapeutic targeting of tumor vulnerabilities is
emerging as a key area of research. This talk is focused on exploiting the vulnerabilities of
tumor cells. These vulnerabilities include, but are not limited to, tumor hypoxia, tumor acidity,
the bidirectional proton-coupled monocarboxylate transporters (MCTs) of lactate,
mitochondrial oxidative phosphorylation (OXPHOS), the tricarboxylic acid cycle, redox

enzymes, and mitochondrial dynamics.

Cancer cells use glucose for energy even under normoxic conditions (i.e., aerobic
glycolysis or the Warburg effect). This process is different from normal cells that use glycolysis
only under hypoxic conditions and use mitochondrial OXPHOS exclusively for energetic needs
under normoxic conditions. Thus, one of the key biochemical distinctions between cancer cell
and normal cell metabolism is metabolic reprogramming. Otto H. Warburg hypothesized that
the predominant reliance of cancer cells on glycolysis is due to their defective mitochondrial
respiration. However, this hypothesis has been criticized as many cancer cells have fully
functional mitochondria, and reports indicate that mitochondria are a vulnerable target organelle
in cancer cells. Mitochondria-targeted small molecule inhibitors of OXPHOS inhibit tumor

proliferation and growth.

Developing highly potent, selective, and site-specific small molecule inhibitors of
OXPHOS is critical to fully exploiting the mitochondrial vulnerabilities. Custom-synthesized
triphenylphosphonium-containing small molecule inhibitors developed by us and others
potently inhibit OXPHOS in tumor cells and tissues. Simultaneously targeting multiple
vulnerabilities within mitochondria shows synergistic antiproliferative and antitumor effects.
Mitochondrial electron transport chain inhibitors are undergoing clinical trials in metastatic
lung cancer patients. This talk addresses the therapeutic opportunities for targeting
vulnerabilities in tumor cell mitochondria using natural products (e.g., honokiol, magnolol)

conjugated to a triphenylphosphonium moiety.
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HYPERCALCEMIA

Table 1. Types of Hypercalcemia Associated with Cancer.*

Type Frequency Bone Metastases  Causal Agent Typical Tumors
(%)
Local osteolytic 20 Common, Cytokines, chemo-  Breast cancer, multiple myeloma,
hypercalcemia extensive kines, PTHrP lymphoma
Humoral hypercalcemia 80 Minimal or PTHrP Squamous-cell cancer, (e.g., of head
of malignancy absent and neck, esophagus, cervix,

or lung), renal cancer, ovarian
cancer, endometrial cancer, HTLV-
associated lymphoma, breast

cancer
1,25(OH),D-secreting <1 Variable 1,25(0H),D Lymphoma (all types)
lymphomas
Ectopic hyperparathyroidism <1 Variable PTH Variable

* PTH denotes parathyroid hormone, PTHrP PTH-related protein, 1,25(OH).D 1,25-dihydroxyvitamin D, and HTLV human
T-cell lymphotrophic virus.

Overview Hypercalcemia
O Common in Cancer about 10-20% of malignancies
O Three main mechanisms
O PTHrP related
O Osteolytic Metastases
O Tumor Production of calcitriol
O Most common associated malignancies
O Breast
O Lung
O Multiple Myeloma
O Occurs abruptly, can be severe and has a poor prognosis
Hypercalcemia
Bones, moans, stones and groans
O CNS
O Confusion
O Seizures
O lethargy
O Gl

O Nausea/vomiting
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O Abdominal pain

O Constipation
GU

O Renal failure

O Osmotic diuresis
Cardiovascular

O EKG changes

O Sudden death
Hypercalcemia concentrates water
s/s include nausea / vomiting
Further adds to dehydration
Further decrease in GFR and

Reduced Calcium excretion

Making the Diagnosis: LABS

Total serum calcium

O Calcium is bound to albumin

O Multiple Myeloma also produces excess immunoglobulins which also bind calcium

Tonized calcium,

O Check it — this is your best test and can usually be completed rapidly

Look outside the malignancy box

O PTH

O Consider 1,25(0OH)2D when thinking sarcoid, granulomatous disease

When to Worry?

Hypercalcemia Treatment General Principles

Rapid Rise — not good

O Severe: >14 mg/dL
O Moderate: 12-13.9 mg/dL
O Mild: Elevated — but <12 mg/dL

INTERNATIONAL ONCOLOGICAL EMERGENCIES CONGRESS

The normal range for the serum corrected calcium or albumin-adjusted calcium is 2.2-

2.6mmol/l.
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*  Most laboratories now give corrected calcium results. An uncorrected calcium level may be

adjusted for the serum albumin using the following formula:
Adjusted calcium (mmol/l) = Total calcium + 0.02(40-serum albumin).

* Correction of calcium is especially important in patients with cancer who often have low
albumin levels. The corrected calcium is a better indicator of free physiologically active

(ionised) calcium than the total calcium level in such patients.

* Hypercalcaemia is the commonest life-threatening metabolic disorder associated with
malignancy, occurring in approximately 10-20% of patients with cancer. It occurs primarily in
those with more advanced disease and is generally indicative of a poor prognosis. The incidence
of cancer-associated hypercalcaemia is now falling because of earlier and prolonged use of

bisphosphonates in cancer patients with metastatic bone disease.

* In the past it was thought that tumour-associated hypercalcaemia only occurred in patients with
bone metastases and resulted from either the osteolytic process at the site of a bone metastasis
or due to release from the tumour cells of parathyroid hormone related protein (PTHrP) and
possibly tumour growth factors. It is now known that most cases of cancer-associated
hypercalcemia are due to the release of PTHrP from the underlying malignancy including in
patients without bone metastases. The diagnosis of hypercalcaemia should be considered in
patients with cancer including those who do not have bone metastases Symptoms of
hypercalcaemia include: fatigue, weakness, constipation, nausea, vomiting, polyuria,
polydipsia, cardiac arrhythmias, delirium, drowsiness and coma. The severity of symptoms

correlates more closely with the rate of increase in calcium rather than the actual level.
Rehydration and discontinuation of other drugs

The patient should be rehydrated with 1-3 litres of parenteral sodium chloride 0.9% over 24 to 48 hours
before the administration of bisphosphonates. The volume and rate of fluid replacement should be
adjusted in each patient according to their age, the severity of hypercalcaemia, the degree of dehydration

and the ability of the cardiovascular system to tolerate rehydration. [Level 4].

Drugs which reduce renal blood flow or renal calcium excretion should be discontinued/avoided where
appropriate e.g. non-steroidal anti-inflammatory agents and thiazide diuretics. If a diuretic is needed, a
loop diuretic such as furosemide, which inhibits the reabsorption of calcium and sodium in the ascending
limb of the loop of Henle, is the drug of choice. However there is little evidence of benefit and diuretic

use may exacerbate hypovolaemia, hypokalaemia and hypomagnesaemia.[Level 4] . Some local clinical
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guidelines advocate initial parenteral rehydration and rechecking serum calcium prior to further
treatment. While rehydration will usually lower and in some cases normalise serum calcium this

response may be of short duration.
* Treatment of hypercalcaemia includes rehydration and the use of bisphosphonates.

* Hypercalcaemic patients are dehydrated and sodium depleted. Rehydration with parenteral
sodium chloride 0.9% should always be first line management. This may improve some of the

symptoms and may reduce calcium levels by 0.4-0.6mmol/l. ° It has three main effects:
- Replace lost sodium.
- Increase the glomerular filtration rate and circulating volume.
- Promote urinary calcium excretion

*  Sodium chloride 0.9% should be used in preference to dextrose as the reabsorption of calcium
in the proximal convoluted tubule is linked with that of sodium, hence saline produces a more

effective calcium diuresis.

* Bisphosphonates are synthetic analogues of pyrophosphate and may be highly effective in the
treatment of hypercalcaemia of malignancy. They inhibit bone resorption but have no effect on

renal tubular calcium reabsorption.

Disodium pamidronate was the initial bisphosphonate of choice for cancer-associated hypercalcaemia

when they first became available.

Zoledronic acid is a newer aminobisphosphonate which is also licensed for the treatment of cancer-
associated hypercalcaemia. Studies have shown it to be superior to pamidronate in terms of a more rapid
onset and a longer duration of action. and it has largely replaced Pamidronate as the bisphosphonate of

choice in managing cancer related hypercalcaemia.

Ibandronic acid is a third generation bisphosphonate which appears to have a better renal profile. Local

policies may govern which bisphosphonate is available for clinical use.

* Side effects of bisphosphonates include a transient rise in body temperature, a flu-like
syndrome, renal toxicity, osteonecrosis of the jaw, asymptomatic hypocalcaemia and rarely

ocular toxicity (uveitis and scleritis)

* Denosumab is a human monoclonal antibody that binds to receptor activator of nuclear factor-
kB ligand (RANKL) which is essential for differentiation, function and survival of osteoclasts.

Denusomab has high affinity and specificity for RANKL and by preventing it from binding to
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the RANK receptor on osteoclasts it reduces osteoclast-mediated bone resorption.It has been
shown in randomised controlled trials to be more effective than zoledronic acid in preventing
skeletal —related events in patients with bone metastases from breast and prostate cancer and
other solid tumours. Recent small trials have shown Denosumab to be effective in lowering
corrected calcium levels in patients with hypercalcaemia that has recurred after or is resistant to

bisphosphonate treatment.

» It is administered as a subcutaneous injection. Side-effects include osteonecrosis of the jaw,
dyspnoea, diarrhoea. It does not cause renal toxicity. It is more expensive than bisphosphonate

therapy.

* Clinical assessment of the patient is crucial in determining whether treatment of hypercalcaemia
is appropriate. Generally a decision to treat should be motivated by the patient's
symptomatology rather than absolute calcium level. The most important goal of treatment is to

improve clinical symptoms. [Level 4]

* It may not be appropriate to treat cancer-related hypercalcaemia in a patient who is judged to be
imminently dying. If a decision not to treat cancer related hypercalcaemia is made this should
be clearly recorded in the case notes and communicated to the patient and/or those close to them

where this is possible.
Monitoring of hypercalcaemia

* Corrected calcium levels should be rechecked at 5-7 days after the bisphosphonate infusion.
Checking calcium levels prior to this is not appropriate, as the bisphosphonate will not have

achieved its maximal effect. [Level 4]

* Corrected calcium levels should also be rechecked at 5-7 days following treatment of
hypercalcaemia with parenteral rehydration alone if further treatment of recurrent
hypercalcaemia would be appropriate. If calcium levels transiently normalised immediately

after rehydration many patients will have relapsed by this time.

* Calcium levels should be rechecked every 3-4 weeks or when symptoms of hypercalcaemia

occur [Level 4]
Management of treatment resistant hypercalcaemia

» [fat5-7 days post bisphosphonate infusion, the corrected calcium level is greater than 3.0mmol/l
or the patients symptoms of hypercalcaemia persist, it may be appropriate to consider further

infusions of bisphosphonates. At least 7 days should elapse before a further treatment is given,
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to allow maximal response to the initial dose. Options for treatment include: the same dose of

bisphosphonate; an increased dose or changing to an alternative bisphosphonate [Level 4]

Management of recurrent hypercalcaemia

If the patient experiences subsequent episodes of symptomatic hypercalcaemia, a further
infusion of bisphosphonate may be given. Depending on how close the recurrence is to the
original episode, it may be appropriate to give the same dose of bisphosphonate, an increased

dose or change to an alternative bisphosphonate. [Level 4]

Relapsing hypercalcemia usually does not respond as well to bisphosphonate as well as the

initial episode. [Level 4]

If recurrent or resistant hypercalcaemia fails to respond to re-treatment with bisphosphonates

Denosumab should be considered as an alternative treatment if it is locally available.

ROLE OF OTHER AGENTS AVAILABLE IN THE TREATMENT OF CANCER-
ASSOCIATED HYPERCALCAEMIA

Calcitonin (Salcatonin)

Calcitonin should only be used in exceptional circumstances when the corrected calcium level
is extremely high and there is a clinical indication for the rapid reduction of the serum calcium

level eg in the event of symptomatic cardiac arrhythmias. [Level 3].

It should be given in addition to the bisphosphonate. Calcitonin reduces the calcium level
rapidly whilst the slower acting bisphosphonate will take longer to work but achieve a more

long lasting effect. [Level 3]

The dose range is from 100 international units every 6- § hours to a maximum of 400
international units qds. It can be administered as an injection subcutaneously, or

intramuscularly. [Level 3]

Calcitonin is highly emetogenic, nausea with or without vomiting occurring in approximately
10% of patients treated with calcitonin and should be co-prescribed with an antiemetic such as

haloperidol. [Level 4].

Other common side effects of calcitonin include rash and flushing. [Level 4]

Corticosteroids: The role of steroids in severe hypercalcaemia is confined to haematological tumours

that respond to the cytostatic effects of steroids including myeloma,leukaemia and lymphoma. [Level 4]
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Gallium Nitrate

* This has been shown in several non-UK based studies to have comparable efficacy to
bisphosphonates in treating cancer related hypercalcaemia. However it requires a continuous
intravenous infusion over several days to administer and is not used in clinical practice in the

UK.
CONCLUSIONS

*  All patients with malignancy who have symptom of hypercalcaemia should have their serum

calcium measured if treatment is likely to be appropriate [Grade D]

» Patients with proven hypercalcaemia should receive treatment within 24 hours if treatment is

appropriate’ [Grade D]

*  When hydrating patients with cancer-associated hypercalcemia intravenous 0.9% saline should

be used.

* All patients being treated with bisphosphonates for cancer-associated hypercalcemia should

receive intravenous fluids prior to treatment. [Grade D]

* Following any treatment of hypercalcemia (including with intravenous fluids alone) the serum

calcium should be rechecked after 5-7 days.

e Calcium levels should be rechecked every 3-4 weeks, following the completion of

hypercalcemia treatment, or when symptoms of hypercalcaemia occur.

* Denosomab should be considered for the management of resistant or recurrent hypercalcemia
of malignancy where repeated treatment with bisphosphonates fails to normalise the serum

calcium.

SPINAL CORD COMPRESSION

When to wake up your neurosurgeon and/or radiation oncologist

22



INTERNATIONAL ONCOLOGICAL EMERGENCIES CONGRESS

MsCC in 5105
al all cancer patents

MCEE common primarkes:
Braist-Ca (~25%)
Prosiaie-Ca (-20%)
Lung-Ga {20
Mypioana [10-15%}

Henal Cell Canpar [~ 107%]

Localizabion:
coreical <10%
Ehoracie S0-20%
lurmkar 1530%

Metastatic Spinal Cord Compression

Symptoms

O Back pain 83-95%

O Motor weakness 60-85%

O Sensory changes
O Autonomic dysfunction
First Things First
O Spinal Cords Compression = Surgical EMERGENCY
O Surgery MUST evaluate this patient right away.

O If not a surgical candidate, get rad-onc on board.

O Think about appropriate level of care

O CT/MRI scan in the ER ASAP

What to do first...while waiting....

O Bolus Steroids (Dexamethasone)

O 10mgIVx1dose

O Maintenance

O 4-6 mg Q 6-8 hours with a goal of 16 mg/ daily

O 1V preferred awaiting surgical considerations
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O Supportive Care
O PPI for GI prophylaxis
MESAGE TO TAKE HOME
O MSCC IS A MEDICAL EMERGENCY

O NO SURGEON / ONCO-RADIOLOGIST CAN REFUSE TO ASSESS ANY PATIENT
ASAP

O ALWAYS INDIVIDUALIZE PATIENT CARE MANAGEMENT
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ACIL KALP TUMORLERI

Prof. Dr. Bingiir S6nmez

Sisli Memorial Hastanesi, Kalp Cerrahisi Boliim Baskant

Prof. Dr. Bingiir Sénmez, Sarikamis dogumlu olup Ilk ve orta 6grenimimi tamamladiktan sonra
Pendik Lisesi'ni 1969 yilinda bitirerek Istanbul Tip Fakiiltesi'ne girdi. 1976 yilinda Tip Doktoru olarak
mezun olduktan sonra, Ingiltere'de burslu olarak 1 yil yabanci dil egitimi gordii. Istanbul Tip
Fakiiltesi'nde 1977-1984 yillar1 arasindaki uzmanlik egitimininin i¢inde 1984 yilinda Londra St. Thomas
Hastanesi'nde kalp cerrahisi asistan1 ve Rayne Enstitiisii'nde arastirma gorevlisi olarak ¢alistr. Ayrica

ayni hastanede 1987-1990 yillar1 arasinda 3 yil koroner cerrahisi egitimi ald1.

1988 yilinda dogent, 1997 yilinda profesor oldu. 1990 yili sonunda Istanbul Universitesi Kardiyoloji
Enstitiisii'nde goreve bagladi ve 1995 yilina kadar ayn1 zamanda Florence Nightingale Hastanesi'nde
calisti. Daha sonra, Florence Nightingale Hastanesi'nde Kalp Cerrahisi Boliim Bagkani, ayn1 zamanda
Kadir Has iiniversitesi Tip Fakiiltesi'nde Cerrahi Boliimleri Bagkani olarak caligti. 2001 yilindan beri
0zel bir hastanenin Kalp Cerrahisi Boliim Bagkani olarak calismaktadir. Yurt i¢i ve yurt diginda bulunan

24 dernegin tiyesi olan Prof. Dr. Bingiir Sonmez, evli, iki ¢ocuk babasidir.
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[Ik primer kalp tiimorii Bodenheimer tarafindan postmortem bir vaka olarak 1865
yilinda rapor edilmistir. Ilk klinik tani1 ise Popfit tarafindan 1932°de konmustur.? Tam
yontemlerinin gelismesi ve kalp - akciger makinesinin kullanim alanina girmesinden sonra
cerrahi olarak ulasilabilir hale gelen kalp tiimoérleri artik basit bir otopsi tanisindan 6te, cerrahi
olarak tedavi edilebilir bir patoloji haline gelmislerdir.

Kalp tiimorleri primer sekilde karsimiza ¢ikabilecegi gibi, bazen komsu bir tiimériin
yayillimi, bazen de uzaktaki bir tiimoriin metastazi olarak da ortaya ¢ikar. Primer selim kalp
tiimorleri icerisinde en sik rastlanan miksomalardir. Primer malign kalp tiimérleri ise nadir
goriiliip gogunlukla sarkomatéz yapidadir. Sekonder kalp tiimérleri 6zellikle akciger, meme
ve bobrekten (VCI yoluyla) kaynaklanirlar veya hematolojik maligniteler sirasinda ortaya
cikarlar.

Kalp tiimorleri miyokardi, endokardi, epikardi, perikardi veya bunlarin hepsini birden
tutabilirler. Kalp tiimorlerin iyi bir siniflamasi bulunmamaktadir. Klinik bulgular, genelde
nonspesifik ve degisken olup, gec ortaya ¢ikarlar.

Tan1 metodu olarak 6n planda Transozofajiyal (TEE) ve transtorasik
ekokardiyografi (TTE) kullanilir. Ayrica Manyetik Rezonans (MR) ve Bilgisayarh
Tomografi (BT) taniya yonelik degerli bilgiler verir.

Selim tiimorlerin tedavisi prensipte cerrahi olup genelde iyi prognoz gosterirler.
Malign tiimérlerde ise cerrahi tedavi ¢ogunlukla tamamlanamadigindan, yaklagimi vakaya
gore tartigmak gerekir. Bu durumda adjuvan kemoterapiye ragmen, ortaya ¢ikan metastazlar
nedeni ile postoperatif Sliimler ¢abuk gerceklesir. Kardiyak metastazlar, istisnalar diginda
semptomatik olarak ele alinirlar. Kalbin primer malign timorleri de kotii prognozdan
kurtulamamustir.

Primer kalp tiimorleri biiylik hacme ulasana kadar asemptomatik olup nonspesifik
bulgularla karsimiza ¢ikmaktadirlar. Ancak erken donemde tani konan ve cerrahi olarak
ulasilabilir tiimdrlerin prognozu oldukea iyidir. Kalbin primer tiimorleri selim ya da malign
olabilirler. Metastatik tiimorler ise tanimlama geregi maligndirler. Metastatik tiimdrler primer

olanlardan 30/1 gibi bir oranla daha sik gériiliirler.® Primer malign ve primer selim tiimérlerin

2 Chaara A, Abdelali S, El Haitem N. Hemangio-endotheliosarcome de 1’oreillette droite.
Arch Mal Coeur 1988; 81: 1547-50.

3 Lam KY, Dickens P Chan ACL. Tumors of the heart. A 20-year experience with review of
12485 consecutive autopsies. Arch Pathol Med 1993; 117: 1027-31.
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sikliklart kaynaklardaki genis otopsi serilerinde %0.1 ile %0.3 arasinda degigsmektedir. Cerrahi
serilerde primer kalp tiimorleri, vakalarin %70 - 80’ini olusturur. Ekokardiyografik raslanti ise
%0.1 dir. 43

Akciger kanseri otopside en sik rastlanan metastaz kaynagini olustururken Kalp
cerrahisinhe en ¢ok malign periktard ef lizyonu  olgular1 miiracaat ederbunu meme
kanseri, lenfoma ve l6semiler izler. Vaka sayis1 oldukga yiiksek bir seriye gore de malign kalp
tiimorlerinin erkeklerde goriilme sikligi daha fazladir. Selim tiimor olan miksoma serilerinde
ise, bu oran kadimlarda daha yiiksektir. ®

Kalbin primer selim tiimorleri: Miksoma, Rabdomiyom, Fibroelastom (fibrom),
Hemanjiyom, Lipom, Fibroz histiyositom. Miksomalar genellikle endokarda tutunan kiire
seklinde diizgiin yiizeyli kitleler olarak goriilseler de, parmaksi ¢ikintilar olan, diizensiz, bazen
de iiziim salkimi benzeri goriiniime sahip olurlar.

Kalbin primer malign tiimorleri: Sarkom, Anjiyosarkom, Fibroz histiyositom,
Osteosarkom, Leiomiyosarkom, Fibrosarkom, Miksosarkom, Rabdomiyosarkom,
Liposarkom, Lenfoma.

Cerrahi uygulanms 50 primer kalp tiimorii vakasinda:

Belirtiler arasinda en sik karsilasilan efor dinmesidir. Dispne %36, Kalp yetersizligi
belirtileri %28, Palpitasyon %18, Gogiis agrist %16, Emboliye ait belirtiler %10 (gegici gdrme
kaybi, periferik ve serebral emboli), pre-senkop veya senkop %?2 vakada izlenmistir. Ayni
seride kalp dis1 belirtiler olarak kilo kayb, ates ve artralji goriilmiistiir.”

En sik rastlanilan bolge olan sol atriyuma lokalize tlimorlerde, mitral orifis {izerine olan
tikayict etki nedeni ile mitral darhgl veya kapak anatomisini degistirmesi nedeni ile mitral
yetersizligi semptomlar1 goriilmektedir. Bu kardiak belirtiler: Dispne, ortopne, paroksismal
gece dispnesi, 0kstiriik, hemoptizi, gogiis agrisi, periferik 6dem sayilabilir.

En sik rastlanilan primer kardiyak tiimor olan miksoma vakalarinin dortte tigiinden

fazlasi sol atriyuma lokalize oldugundan bu sayilan belirtiler siklikla goriilmektedir. Uzun saplt

* Roberts W. Primary and secondary neoplasms of the heart. Am J Cardiol 1997; 80: 671-82

> Becker A. Tumors of the heart and the pericardium: diagnostic histopathology of tumors.
London: Churchill Livingston; 2000.

®Endo A, Ohrahara A, Kinugawa T, Mori M, Fujimoto Y, Yoshida, et al. Characteristics of 161
patients with cardiac tumors diagnosed during 1993 and 1994 in Japan. Am J Cardiol 1997; 79:
1708-11

7 Reynan K. Frequency of primary tumors of the heart. Am J Cardiol 1997; 77: 107
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miksomalar viicut pozisyonu ile yer degistirerek mitral kapagin tam olarak obstruksiyonuna
dolayzsi ile senkop veya ani Sliimlere yol agabilir.®

Sag atriyal yerlesimli tiimorler ise genelde sag kalp yetersizligi bulgulari, daha az
siklikla da pulmoner embolinin sekonder bulgular1 ile kendini belli etmektedirler. Sol ya da
sag ventrikule lokalize tiimorlerde sol ya da sag kalp yetersizligi bulgular1 olabildigi kadar,
intramural yerlesimlerde ileti problemleri (bloklar) ve buna bagli palpitasyon, senkop gibi
belirtiler ortaya ¢ikabilmektedir. Embolizasyonlar tiimorden kopmalara bagl olarak, ya da
tiimor lizerinde gelisen trombiisler nedeni ile meydana gelebilmektedir. Sol kalp yerlesimli
tiimorlerde periferik emboliler, sag kalp yerlesimli timorlerde pulmoner emboli ve kronik
embolizme bagl olarak sekonder pulmoner hipertansiyon goriilebilmektedir. Kapak iizerine
yerlesmis papiller fibroelastomalarda da siklikla serebral emboliler goriilmektedir. Lokal
komsuluk nedeni ile perikarda invazyon yapan tiimorler de, ya da primer malign veya
metastatik tiimorlerde invazyon nedeni ile gelisen malign efiizyon olarak adlandirilan perikard

s1vis1 gogiis agrisi, dispne ve ortopne yapabilir. ?

Tani yontemleri:

Transtorasik Ekokardiyografi (TEE) ve Transosofajiyal Ekokardiyografi (TEE)
genellikle spesifik olmayan semptomlar ve bulgularin degerlendirilmesi veya rutin muayene
sirasinda kullanilmakta ve invazif olmadig1 igin de siklikla tercih edilmektedir. '

[leri teknikler olarak Bilgisayarh Tomografi (BT), son zamanlarda da pahali olmasina ragmen
olaganiistii goriintiiler veren Dinamik Kardiak MR kullanilabilir.

Prime ya da metastatik kalp tiimorlerinin tanilarindaki en biiylik giigliik belirti ve
bulgularin genellikle spesifik olmamasindan kaynaklanmaktadir. Kalp timdrlerinin belirti ve

bulgular1 histolojik tiplerinden ¢ok anatomik yerlesimlerine bagl olarak ortaya ¢ikmaktadir.

Sonuc:

8 Reynen K. Cardiac myxomas. N Engl J Med 1995; 333: 1610-7
? Silverman NA. Primary cardiac tumors. Ann Surg 1980; 191: 127-38

10°0Otto CM. Echocardiographic evaluation of cardiac masses and potential cardiac “Sources of
Embolus”. In: Otto CM, editor. Textbook of Clinical Echocardiography. Philadelphia: WB
Saunders; 2000. p 351-72.
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Kalp tiimdrlerinin belirti ve bulgulari, histolojik tipinden ¢ok anatomik yerlesimleri ile ilgili
olarak ortaya ¢ikmakta ve kitle etkisine bagli nonspesifik 6zellik tasimaktadirlar. Bu nedenle
tan1 miitkemmel bir sekilde goriintiileme metotlari ile konabilmektedir. Bu yontemler arasinda
noninvazif olmasi, kolay bulunabilir ve uygulanabilirliginin yan1 sira maliyet diisiikliigli nedeni
ile transtorasik ekokardiyografi (TTE) 6ne ¢ikmaktadir. Intrakaviter kiiciik tiimorlerin (fibroma,
fibroelastoma) i¢in transozofajiyal ekokardiyografi (TEE) ile daha detayli bilgi alinabilir.
Nadiren ¢ok kiiciik selim kalp tiimorleri (fibroma, fibroelastoma) izlenebilir fakat cerrahiye
uygun hastalar ani 6liim ve embolizasyon riski de goz Oniinde bulundurularak, ivedilikle
ameliyat edilmelidirler.

Kalp tiimorleri acil ameliyatlardir.

(Resimler: Konferans sirasinda daha fazla olgu ve ameliyat videosu sunulmustur)

KAYNAKCA
1- Chaara A, Abdelali S, El Haitem N. Hemangio-endotheliosarcome de 1’oreillette droite.
Arch Mal Coeur 1988; 81: 1547-50.
2- Lam KY, Dickens P Chan ACL. Tumors of the heart. A 20-year experience with review of
12485 consecutive autopsies. Arch Pathol Med 1993; 117: 1027-31.
3- Roberts W. Primary and secondary neoplasms of the heart. Am J Cardiol 1997; 80: 671-82
4- Becker A. Tumors of the heart and the pericardium: diagnostic histopathology of tumors.
London: Churchill Livingston; 2000.
5- Endo A, Ohrahara A, Kinugawa T, Mori M, Fujimoto Y, Yoshida, et al. Characteristics of
161 patients with cardiac tumors diagnosed during 1993 and 1994 in Japan. Am J Cardiol 1997;
79:1708-11
6- Reynan K. Frequency of primary tumors of the heart. Am J Cardiol 1997; 77: 107
7- Reynen K. Cardiac myxomas. N Engl J] Med 1995; 333: 1610-7
8- Silverman NA. Primary cardiac tumors. Ann Surg 1980; 191: 127-38
9- Otto CM. Echocardiographic evaluation of cardiac masses and potential cardiac “Sources of
Embolus”. In: Otto CM, editor. Textbook of Clinical Echocardiography. Philadelphia: WB
Saunders; 2000. p 351-72.

29



INTERNATIONAL ONCOLOGICAL EMERGENCIES CONGRESS

30



INTERNATIONAL ONCOLOGICAL EMERGENCIES CONGRESS

31



INTERNATIONAL ONCOLOGICAL EMERGENCIES CONGRESS

32



INTERNATIONAL ONCOLOGICAL EMERGENCIES CONGRESS

33



INTERNATIONAL ONCOLOGICAL EMERGENCIES CONGRESS

L|1||‘H‘3 AUAANRRY ‘||i\'|F|"iHHE!SFi’ ?Fi;"l
] =] & 6 7] 8]

34



INTERNATIONAL ONCOLOGICAL EMERGENCIES CONGRESS

35



INTERNATIONAL ONCOLOGICAL EMERGENCIES CONGRESS

METRIC 1 2

36



INTERNATIONAL ONCOLOGICAL EMERGENCIES CONGRESS

,lllll||1|:“IIII|II1IMIIII|I|

37



INTERNATIONAL ONCOLOGICAL EMERGENCIES CONGRESS

38



INTERNATIONAL ONCOLOGICAL EMERGENCIES CONGRESS

Fibrom

Prof. Dr. Ozdil Baskan arsivi

Rabdomiyom

Prof. Dr. Ozdil Baskan arsivi

Hemangioma
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Prof. Dr. Ozdil Baskan arsivi

Pericardial Sarkom

Prof. Dr. Ozdil Baskan arsivi

* Hidatik Kist
« Prof. Dr. Ozdil Baskan arsivi
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ONKOLOJIK ACILLERDE GiRiSIMSEL RADYOLOJI-Supradiafragmatik

Prof Dr. Hakan ONDER

Saglik Bilimleri Universitesi — Prof. Dr. Cemil Tascioglu Sehir Hastanesi Radyoloji Klinigi
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Girisimsel Radyoloji, goriintiileme bilimi i¢inden ¢ikmis klinik bir yeni cerrahi dalidir. Yaptigi
islemlerin ¢cogu eskiden ameliyatla yapilan islemlerdir. Girisimsel Radyolojide tiim bu islemler

goriintiileme cihazlar bir kilavuz gibi kullanilarak bir igne deliginden yapilir.
Onkolojik Acil Etyolojisi: Mevcut maligniteler

Tedavi komplikasyonlari
ONKOLOJIK ACILLERDE SINIFLAMA

e Metabolik

e Hematolojik
-Klinik ve laboratuvar ¢alismalar
o  Striiktiirel
-Kanama, mekanik kompresyon, obstriiksiyon

e Santral sinir sistemi
-Serebral herniasyon
-Karsinomat6z menenjitis
-Spinal kord kompresyonu

e Torasik acil durumlar
-Santral hava yolu obstriiksiyonu
-Ozefagorespiratuar fistiil
-Massif hemoptizi
-Pulmoner embolizm
-Siiperior vena kava sendromu
-Perikardial tamponad

-Santral/port kateter fraktiirii

ONKOLOJIK ACILLERDE GORUNTULEME PRENSIiPLERI
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Rontgen ilk kullanilacak modalite: Perikardial tamponat ve santral hava yolu obstriiksiyonu, ve

ilaveten diger kardiopulmoner acillerde 6ngorii saglar. BT ve MR en sik kullanilan modaliteler

Anjiografi ; SVK Sendromu, hemoptizi gibi durumlarda Ozefagorespiratuar fistiil diisiiniilen
hastalarda 6zefagografi yapilir. Multidedektor BT ile I'V kontrast kullanarak goriintiiler alinir.
Multiplanar rekonstriiksiyon ¢aligmalari ile sagittal ve koronal planda goriintiiler ile anatomik detaylar
elde edilir.

MR goriintiileme 6zellikle santral sinir sistemi acillerinde degerlendirmede en etkin yontemdir.
SPINAL KORD KOMPRESYONLARI

Etyoloji; Meme, akciger, prostat ca hastalarinin %5-10’unda vertebral kompresyon olusmakta, buna
bagl spinal kord kompresyonu goriilebilmektedir. Ayrica komsuluk yolu ile lenfoma, sarkom, akciger
ca paraspinal metastaz yapip spinal kord basisina neden olabilir. Rontgen, BT, MR (ilagli, ilagsiz). Bir

seviyede metastaz saptanirsa tiim spinal kord MR’1 yapilmalidir.
OZEFAGORESPIRATUAR FiSTULLER

Ozefagus karsinomlarinda %5-15

Akciger kanserlerinde %1

Cogunlukla orta 6zefagus diizeyinde

Stent sonrasi kirilma, migrasyon, trakeal stenoz gibi durumlarin kontroliinde goriintiileme yontemleri

gerekir.
MASIF HEMOPTIZi

Malign akciger tlimoriine bagl 24 satte 300-600 cc balgam ile kan atilmasidir. Multidedektor BT
anjiografi ile kanama odagi tespit edilir. Bronsial ve bronsial olmayan dallar agik bir sekilde
gosterilir. Boylece kateter anjiyografinin basarisi artar, iglem siiresi kisalir. Bronkoskopi 6ncesi
Multidedektor BT yapilmasi daha uygundur. DSA 6ncesi Multidedektor BT inceleme yapilmasinin
cerrahi rezeksiyon oranini belirgin azalttig1 ortaya konmustur. Maligniteye bagli hemoptizilerde timor
kaynakl1 angiogenezisin yogunlugu ve arteryel beslenmenin karmasikligi BAE’ nin basarisini belirgin
sekilde diisiirmektedir. %50’ye yakin niiks goriiliir. internal mammaryan arterden, subklavian
arterden, interkostal arterlerden ve inferior frenik arterlerden parazitik beslenme siktir. Embolizan ajan

olarak 200 mikrondan biiyiik PVA, koiller kullanilir.

Anjiografik Kateterler
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e Pigtail
e Kobra
e Siml

e Mikrosistem
Embolizan Ajanlar
e Partikiil embolizanlar
-PVA (sekilsiz) ve mikrosferler
e Sivi embolizanlar
-Akrilat (glu);Yagda erir kontrast maddelerle karigtirarak kullanilir.

Spinal arterlerin ¢ikis yerleri 6zellikle kontrol edilmeli, spinal enfarkta neden olunmamali.

PULMONER EMBOLIZM

Yavas yavag gelisen nefes darligindan ani ve ciddi gelisen solunum yetmezligine sebep olan tablo ile
gelebilir. Masif Pulmoner Embolizm; Ana /sag/sol Pulmoner arterin genis piht1 yiikii ile ani
okliizyonu ile gelisir. Hipoksemik vazokonstriiksiyon, Hemodinamik sok ve kardiyak yetmezlige

varan klinik olusur.

Tedavi IV 100 mg TPA infilizyonu (2 saatte)

Kontrendike durumlar;
-Aktif kanama, koagiilopati
-Yakin zamanda serebrovaskiiler yaralanma/strok hikayesi
-Yakin zamanda intrakranyal ya da spinal cerrahi hikayesi
-Intrakranyal tiimér/AVM olmasi

e Kateter ile Trombektomi;
e Pigtail kateter

e Mekanik trombektomi cithazi
- Anjiojet
e Infiizyon kateteri
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-Cragg- Mc Namara
-Unifuse pulse-sprey inflizyon kateteri
e Anjioplasti balonlar1
KAROTID BLOW OUT SENDROMU

Akut karotis blow out sendromu; ekstrakranyal karotid arterlerin yada major dallarinin damar
biitlinligiinii bozan riiptiirii olarak tanimlanir ve katastrofik hemoraji ile sonuglanir. Nazofarenks
karsinomu en sik sebep olmakla birlikte diger bas boyun malign tiimorleri de neden olabilir. En sik
internal karotid arter petroz segmentinde goriiliir. Bunun yiiksek doz radyoterapi ye bagli osteonekroz
ile iligkili oldugu diistiniilmektedir. Endovaskiiler tedaviler oldukca etkindir. Koiller, detachable

balonlar, greft stent ve nitinol tikaglar embolizasyonda kullanilir.
SUPERIOR VENA KAVA SENDROMU
%78-97 akcigerde malignensi ve lenfoma

Direk tiimor invazyonu yada tiimor basisina bagli trombiis olusur. Bag, boyun ve iist ekstremitede
vendz drenaj bozulur. Serebral 6dem, laringeal 6dem ve hemodinamik bozulma olusmugsa(%5) acil

tedavi yapilmasi gerekir. Anjioplasti yada stent secilecek tedavidir.
PERIKARDIAL TAMPONAD

Maligniteli hastalarda firsat¢1 enfeksiyon yada radyasyona sekonder gelisir. Maligniteli hastalarim %30
kadarinda gortilebilir. Meme ca, akciger ca ve mediastinal lenfoma malign perikardial effiizyona

neden olur. 200mL’den fazla siv1 birikmesi tamponada neden olur.
Tedavi:

e Perikardiyosentez
e Kateter

e Skleroterapi

e Perikardiyotom

e Usg esliginde Subksifoid girim, 16-18 G igneyle s1vi 6rneklemesi, 8F drenaj kateteri
PLEVRAL EFFUZYON

Malignitelere baglh gelisebilir: Dispne , agr sikayetlerine neden olur. Eksiidatif ve hemorajik plevral

efflizyonlar ¢ogunlukla maligndir.

Tedavi Yontemleri;
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Tiip Torakostomi

Drenaj kateteri

Ploredezi

SILOTORAKS

Torasik duktusun zarar gdrmesi ile olusur. Silotoraksa en sik sebep maligniteler, lenfoma ve

metastatik karsinomdur.

Tani; Radyolojik goriintiileme
TG 110mg/dl’nin iizeri
Plevral s1v1 analizi

Lenfatik sintigrafi

Tedavi;

e Plevral drenaj
e Ploredezi
e Ploreperitoneal sant

e Torasik duktus ligasyonu

Usg esliginde kateter tizerinden talk, bleomisin , tetrasiklin vb.

Kateter sonrasi pozisyon degistirilir
Serbest drenaj

0.25 ml/kg/saat — Bekle

2 ml/kg/saat — Beklemeden cerrahi

SANTRAL/PORT KATETER FRAKTURU

Maligniteli hastalarda port kateteri yada santral kateterler sik kullanilir.

Klavikula ve kosta arasindaki sikismaya bagli(pinch off fenomeni) kateterde fraktiir ve kardiyak

migrasyon

Migrasyon gosteren katetere sekonder enfektif endokardit ve septisemi gelisebilir.
Immiinsiiprese hastalarda enfeksiyon ve septisemi kaynag olabilir.

Uygun vakalarda vaskiiler snaire(kement) ile endovaskiiler ekstraksiyon

INTERNATIONAL ONCOLOGICAL EMERGENCIES CONGRESS
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MALIGN AKCiGER TUMORLERDE ABLASYON YONTEMLERI

Akciger CA’larin %30’u komorbiditeler, zayif kardiyopulmoner fonksiyonlar ve ileri yas nedeniyle
cerrahiye uygun degildir. Geleneksel olarak radyasyon ve kemoterapi alabilirler. 10 yili agkin siiredir

minimal invaziv ablasyon teknikleri gelistirilmistir.

Malign Akciger Tumorlerde Ablasyon YoOntemleri

e MW
e RF

e Kriyoablasyon
Mikrodalga Ablasyon

e Metabolik

e Hematolojik
-Klinik ve laboratuvar calismalar
e  Striiktiirel
-Kanama, mekanik kompresyon, obstriiksiyon
Radyofrekans Ablasyon
Kriyoablasyon

e En sik komplikasyon Pnomotoraks %12-62

o %0-12 Akciger kollaps1 gelisir ve bunun %30’u tiip gerektirir.

e Kriyoprob sayisi ve ¢api arttikca pnomotoraks orani artmaktadir. Daha ince problar
gelistirilerek bunun iistesinden gelinmeye calisilmaktadir.

e Hemoptizi, plevral effiizyon, dksiiriik, deri yaralanmasi, kolda parezi ve tiimoér implantasyonu

daha az goriilen komplikasyonlardir.

Onkolojik acil tedavi gerektiren patolojilerde girisimsel radyolojik islemler minimal invaziv etkin,
efektif ve bazi olgularda hayat kurtaric1 olmaktadir. Girisimsel Radyologlarin acil onkolojik islemlerde
daha etkin rol istlenmesi, potansiyel onkolojik tedavi komplikasyonlarina asina olmas1 ve gerekli
durumlarda hastalarda meydana gelen bu komplikasyonlari daha etkin bir sekilde tedavi etmek igin
klinik/ servis ve kadro destegi gerekmekte olup bu da “’Girisimsel Radyoloji’’ nin ABD ve Avrupada

oldugu gibi Ana Bilim Dali yada Yan dal olarak kabul edilmesiyle miimkiin olacaktir.
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I0OEC.21.07

LASTING PAIN PALLIATION AFTER RADIOFREQUENCY ABLATION OF
SPINOPELVIC TUMORS: EFFECTS OF TUMOR SiZE, EXTENSION,
APPROACHES, AND CEMENT AUGMENTATION

Barlas Goker!,Mehmet Ayvaz!

"Hacettepe University, Orthopaedics and Traumatology

Bone metastasis rates can go up to 18-29%, leading to debilitating pain, or skeletal-
related events (SRE) including pathological fractures, and spinal cord compression.
Percutaneous radiofrequency ablation (RFA) is used for local tumor control of bone metastases,
and painful primary benign bone tumors including osteoid osteoma or osteoblastoma. The aim
of'this study is to determine the lasting effectiveness of RFA in pain management of spinopelvic
tumors. Medical records were scanned for patient and tumor characteristics, and histopathology.
Radiographs, CT and MRI scans were evaluated to determine the tumor location, volume (cc),
and extension to pedicles or posterior elements. Visual Analogue Scale (VAS) was used to
compare the levels of preoperative and postoperative pain. IBM® SPSS® Statistics 26 was used
for statistical analysis. A total of 28 patients and 32 tumors met inclusion criteria. There were
10 men (35%) and 18 women (64%) with a mean age of 57.3 (18-76). The mean follow-up
duration was 12.6 months (2-26). On Wilcoxon signed ranks test and paired samples t-test the
mean VAS scores decreased significantly from the preoperative value of M=7.44 to M=3.52
postoperatively (p<0.05). There was no significant correlation between the spinal tumors’
pedicular extension and the postoperative VAS scores. Bipedicular RFA resulted in
postoperative VAS scores not significantly different than unipedicular RFA. There was no
significant difference between the postoperative VAS scores of the patients with cement
augmentation and without cement augmentation. Pearson test revealed a positive correlation
between the tumor volumes and postoperative VAS scores (p<0,01). In summary, RFA
achieved successful pain control with a low rate of complications. These results suggest that
RFA is a safe and effective method for pain palliation in skeletal tumors and metastases with a

lasting effect. However, larger tumors may not benefit from RFA.
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PERITONEAL KARSINOMATOZISTE ACIiL ABDOMINAL CERRAHI

Murat Demir!, Hiiseyin Kilavuz'

"Basaksehir Cam ve Sakura Sehir Hastanesi

Peritoneal karsinomatozisli (PK) hastalarda konservatif yanit alinamayan intestinal
obstruksiyon semptomlar1 veya akut batin tablosu gelistiginde cerrahi tedaviler geriye kalan tek
secenektir. Diislik yasam beklentisi nedeniyle, PK’ya bagli acil abdominal cerrahi tedavi
stratejileri, yasam kalitesinin artmasina ve semptomlarn giderilmesine yonelik palyatif
cerrahileri igerir. Bu c¢alismada PK olan ve acil abdominal cerrahi uygulanan hastalarinin
sonuglari sunmay1 amacladik. Basaksehir Cam ve Sakura Sehir Hastanesi genel cerrahi
kliniginde 01.06.2020-01.09.2021 tarihleri arasinda PK’ya bagli acil abdominal cerrahi
uygulanan hastalar retrospektif olarak tarandi. Demografik veriler, acil servise bagvuru sekli,
primer malignitesi, uygulanan cerrahi, hastane ve yogunbakim yatisi, komplikasyon ve
mortalite durumu kaydedildi. Verilerin istatistiksel analizleri SPSS programi ile tanimlayici
veriler frekans ve ylizde olarak; sayisal veriler ise ortalama+standart sapma (min-maks) olarak
ifade edildi. Calismaya 24 hasta dahil edildi. Hastalarin 13’1 (%54.2) kadin, 11°1(%45.8)
erkekti. Ortalama yas 63 £15 (25-80) / y1ldi.Acil servise 21 (%87.5) hasta ileus klinigi, 2 hasta
(%8.3) perforasyon tablosu ve 1 (%4.2) hasta ise akut apandisit klinigi ile bagvurdu. Acil cerrahi
oncesi 4 (%16.7) hastanin bilinen malignite teshisi yokken tamili hastalarin 12’si (%50)
kolorektal, 4’1 (%16.7) pankreas, 3’1 (%12.5) over ve 1’1 (%4.2) mide malignitesine sahipti.
Hastalarin tamamina intestinal pasaji saglamaya yonelik palyatif cerrahiler uygulandi.
Postoperatif 14 (%58.3) hastada major komplikasyon izlendi. Hastanede ve yogun bakimda
ortalama yatis siiresi sirasi ile 9 +6 (1-26 ) giin ve 5 + 7 (0-26) giin idi. Hastalarin 13’1 (%54.2)
taburcu olurken 11 (%45.8) hasta exitus oldu. Taburcu olan hastalardan 4’{inde (%30.7) erken
donemde tekrardan hastaneye yatis ihtiyaci olurken bu hastalardan bir tanesine de ikinci pasaj
cerrahisi gerceklestirildi. Peritoneal karsinomatozisli hastalarda acil abdominal cerrahide basari
sans1 belirsizligini siirdiirmekle birlikte ayrica bu hastalarin acil cerrahileri yiiksek morbidite
ve mortalite ile iligkilidir. Bu tiir hastalara acil cerrahileri 6ncesi ameliyatin ger¢ekc¢i hedefleri

ve sinirlamalar1 sunulmali, detayli preoperatif bilgilendirme yapilmalidir.
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I0OEC.21.09

ACIL DAHILIYE POLIKLiNiGINE BASVURAN SOLiD ORGAN MALIGNITESI
OLAN HASTALARIN BASVURU NEDENLERI VE SONUCLARI

Serdar Ata!, Is1l Bavunoglu?

'Adana Sehir Egitim ve Arastirma Hastanesi, Tibbi Onkoloji
*[stanbul Universitesi, Cerrahpasa Tip Fakiiltesi, I¢ Hastaliklar1 Anabilim Dali

Acil dahiliye poliklinigine basvuran solid organ maligniteli hastalarin primer tanilari,
basvuru nedenleri ve acil dahiliye polikliniginde yapilan tedaviler ve sonug¢larini incelemektir.
01.06.2009-31.05.2010 tarihleri arasinda acil dahiliye poliklinigine basvuran ve tetkikleri
tamamlanip bir sonuca varilan solid organ maligniteli hastalar prospektif gozlemsel bir
calismaya alindi. Hastalarin demografik bilgileri, gelis sikayetleri, tanilar1 ve sonuglari
degerlendirildi. Calismaya alinan 930 hastanin toplam 1316 basvurusu mevcuttu. Hastalarin
482'si (%51,8) erkek; 448'i (%48,2) kadin cinsiyetindeydi. Bagvuran hastalarin 353" (%26,8)
akciger, 161'1 (%12,2) meme ve 124 (%11,9) kolorektal kanser tanistyla takip edilmekteydi.
Basvurularin 511'1 (%38.8) nefes darligi, 369'u (%28) halsizlik, 266's1 (9%20,2) ates sikayeti
nedeniyleydi. Hastalarin 442’sine (%33,5) primer maligniteye ve metastazina bagl sikayetler ,
182’sine (%13,8)pnémoni (6°s1 aspirasyon pndmonisi), 151°ine (%11,4) hiperkalsemi , 96’sina
(%7,2) idrar yolu enfeksiyonu , 91’ine (%6,9) anemi , 90’1na (%6,8) sepsis , 70’una (%S5,3)
hiperpotasemi, 54’iine (%4,1) febril ndtropeni , 49’una (%3,7) akut gastroenterit , 49’una
(%3,7) assit , 46’sma (%3,4) kemoterapiye bagli yan etki , 36’sina (%2,7) odag: belli olmayan
enfeksiyon , 31’ine (%2,3) hiponatremi (bu hastalardan 2’sinde uygunsuz ADH sendromu
saptandi), 27 sine (%2,0) akut bobrek yetmezligi, 23’tine (%1,7) hipokalsemi , 18’ine plevral
efiizyon (%1,3), 11°ine (%0,8)kolanjit , 11°ine (%0,8)ileus tanis1 konuldu. Hastalarin 596’sinin
(%45,2) tedavisi acil polikliniginde diizenlenip taburcu edildi; 348’1 (%26,4) medikal onkoloji
poliklinigine yonlendirildi; 186’s1 (%14,1) hastaneye yatirild; 123’1 (%9,3) yogun bakim
iinitesine yatirildi; 30u (%2,2)acil servisi kendi istegi ile tedavisi siirmekte iken terk etti; 22’si
(%1,6) acil cerrahi poliklinigine transfer edildi; 3’1 (%0,2)tedavileri devam ederken acil
dahiliye polikliniginde vefat etti. Glinlimiizde kanser sikligindaki artisa paralel olarak acile
basvuran kanser hastalarinin sikliginda da artig olmasi kaginilmazdir. Kanser hastalarina tedavi

veren hekimlerin hastalara hastaliklar1 ve aldigi tedaviye bagli olabilecek sorunlari
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anlayacaklar1 sekilde anlatmasi bu hastalarin acil polikliniklerine bagvuru sikligin1 azaltacaktir.
Ayrica yiiksek riskli hastalarin 6nceden belirlenmesini saglayacak yeni protokollerin ve
skorlama sistemlerinin olusturulmasi bu spesifik hasta gruplarinda etkin ve hizli tedavinin
yapilmasint kolaylastiracaktir. Saglik personelinin egitimi yaninda gerek acil iinitelerinin
gerekse bu hastalara hizmet veren servis ve polikliniklerin bu yénde yeniden diizenlenmesini
zorunlu kilmaktadir. Gerek akut sorunlar gerekse son donem bakim i¢in bu hastalara yonelik
bakim ve tedavinin yapilmasina uygun donanima ve alana sahip iiniteler, multidisipliner
yaklagim saglayan birimlerin olusturulmasi hizmet kalitesini ve hasta memnuniyetini

arttiracaktir.
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IOEC.21.11

HUZURSUZ ONKOLOJIi HASTALARINDA ANTIEMETIK AKATIZiSi

Hasan ALDINC'

'Acibadem Universitesi, Tip Fakiiltesi, Acil Tip Anabilim Dali

Ozellikle kanser hastalarinin siklikla kullanmak zorunda oldugu antiemetik ilaglarin
dopamin blokajina bagli akatizi yan etkisi nadir sayilmayacak siklikta goriilmektedir. Bu
calismada acil servise bagvuran ve antiemetik kullanan onkoloji hastalarinda akatizi
insidansinin incelenmesi amaglanmistir. Prospektif olarak yapilan bu calismada acil servise
“huzursuzluk” veya ‘“anksiyete” ile basvuran ve antiemetik kullanan 168 onkoloji hastasi
degerlendirildi. Psikiyatri konsiiltasyonu sonucu “ilagla iliskili akatizi” tanis1 konulan hastalar
demografik 6zelliklerine ve kullandiklar1 antiemetik tiiriine gore degerlendirildi. Kriterlere
uyan ve psikiyatri konsiiltasyonu gerceklestirilen 168 hastanin 21’ine (%12.5) “ilagla iligkili
akatizi tanis1 konuldu. Hastalarin kullandigi antiemetikler incelendiginde %42.8’inin
Metoklopramid, %38’inin Ondansetron, %14.2’sinin Granisetron ve %4.7’sinin Lorazepam
kullandiklar1 goriildii. Akatizi gelisen hastalarin antiemetik tedaviye baglamalari ile semptom
gelisme siireleri ortalama 6-7 hafta olarak bulundu. Kanser tedavisinde siklikla kullanilan bu
ilagclarin nadir sayilmayacak siklikla akatizi yapabildigi goriilmektedir. Bu ilaglarin recete
edildigi hastalara ilag doz ayarlamasi ve olas1 akatizi yan etkileri ile ilgili bilgilendirme

yapilmalidir.
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I0OEC.21.12

MULTIPL MYELOM VE COViD-19 TANILI HASTALARDA, ACIL SERVISLERDE
NELERE DIKKAT ETMELIiYiZ?

Cem GUN!

'Acibadem Universitesi, Tip Fakiiltesi, Acil Tip Anabilim Dali

31 Aralik 2019 ile Agustos 2021 tarihleri arasinda 210 milyondan fazla insan SARS-
CoV-2 ile enfekte oldu ve 4 milyondan fazla kisi 6ldii. Multipl Myelom’da verilen tedaviler
hipogamaglobulinemi ve bozulmus humaral yanita sebep olur. Covid-19 ve ikincil bakteriyel
enfeksiyona kisi daha agik hale gelir. Acil servise basvuran Multipl Myelom tanili hastalarda
Covid-19 tespit edildiginde nelerle karsilasabiliriz? Nelere dikkat etmeliyiz? Vakalardaki
zorluklar neler olabilir? Calismamizda bu sorularin cevaplarini saptayabilmeyi amagladik. Bu
tek merkezli vaka serisi analizi Acibadem Universitesi Atakent Hastanesi Acil Servisi’nde
yapildi. 1 Ocak 2021'den 1 Eyliil 2021'e kadar acil servise bagvurup SARS-CoV-2 polimeraz
zincir reaksiyonu (PCR) testi pozitif olan Multipl Myelom tanili hastalar incelendi. Hastalarin
yas aralig1 43 ile 68 arasinda, %50 si 65 yasinin iizerinde idi. %75°1 erkek %25 kadin tespit
edilen hastalarin %75’inde komorbidite olarak hipertansiyon tanis1 mevcuttu. Hastalarin hepsi
Covid-19 tanis1 aldiklarinda aktif olarak Multipl Myelom tedavisi gormekteydi. Hastalarin %50
si Pomalidomid, Dexamethazone tedavisi, kalanlar1 da Botazomib, Siklofosfamid,
Dexamethazone tedavisi aliyordu. Calismaya dahil edilen hastalarin %75’1 mortal seyretti.
Pandemi siiresince, acil servise Multip] Myelom tanili bir hasta herhangi bir semptom ile
geldiginde, bozulmus immun sistemlerinden dolayr farkli semptomlarla karsimiza

¢ikabilecegini unutmayip, Covid-19 acisindan tarama yapmaliy1z.
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I0OEC.21.14

PATHOLOGICAL FRACTURE EXPERIENCE iN THE EMERGENCY
DEPARTMENT

Abuzer OZKAN!

'Umraniye Egitim Arastirma Hastanesi

Pathological Fracture Experience in The Emergency Department Introduction Fractures
that occur with daily activities or minor traumas that do not cause fractures in normal bones are
called pathological fractures. It occurs in conditions that disrupt the structure of the bone, such
as malignancies, metabolic diseases or metastases. Pathological fractures are common in
patients with bone metastases from malignancies of other organs and occur in 5 to 29 percent.
Most patients with pathological fractures of their extremities present with pain and some with
deformity. We retrospectively evaluated 14 patients who presented to the emergency
department with pathological bone fractures between January 1, 2020 and September 1, 2021.
We evaluated the patients' age, gender, accompanying malignancies, the treatment method,
which bone was broken, whether they received chemotherapy or radiotherapy, and trauma
information. The fractured bones were especially long bones and the underlying diseases were
generally patients without a primary bone malignancy. Femoral fractures were prevalent in
adults and humerus fractures in children. All patients presented to the emergency department
with complaints of trauma or non-traumatic extremity pain. Some patients had a diagnosis of
malignancy on admission. Other patients were diagnosed during hospitalization or during
patient follow-up process. The ages of the patients ranged from 8 to 81 years, with an average
age of 47. Fractures in all patients were detected by imaging methods. five patients were in the
pediatric age group. Seven of the patients had trauma complaints. The source of malignancy in
five of the patients was unknown. In the treatment of the patients, eight patients underwent
surgical operation. Six patients were followed up with conservative treatment. The 28-day
mortality of none of the patients resulted in death. When pathological fractures are detected, it
should be considered that there may be an underlying malignancy. If there is a pathological
fracture and there is no known malignancy, it should be directed to the relevant branches and

the diagnosis should be made.
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IOEC.21.15

HACETTEPE UNIVERSITESI HASTANESI’NDE ORTOPEDIK ONKOLOJIiK
ACILLERIN RETROSPEKTIF DEGERLENDIRILMESI

Riza Mert CETIK!, Gokay DURSUN!, Halil ibrahim TILEKLIOGLU!, Saygin KAMACI',
Mehmet AYVAZ!, Mazhar TOKGOZOGLU'

"Hacettepe Universitesi Ortopedi ve Travmatoloji ABD

Kemik dokusu, akciger ve karacigerin ardindan viicutta metastazin {igiincii en sik
goriildiigii bolgedir. Metastaz sonras1 kemikte var olan yapim yikim dengesi ve mimarinin
bozulmasina bagl dayanikliligin azalmasi sonucu patolojik kiriklar olusur. Patolojik kiriklar
onkolojik aciller arasinda yer alir. Calismamizda bu kiriklarin sikli§ini arastirmay1 amagladik.
Ocak 2019-Temmuz 2021 arasinda Hacettepe Universitesi Eriskin Acil Poliklinigi’ne bagvuran
ve Ortopedi ve Travmatoloji Anabilim Dali’na konsiilte edilen 2020 hasta retrospektif
tarand1.2020 hasta, ortopedik onkolojik acil(OOA) olarak degerlendirilen patolojik ekstremite
kiriklart ve noérolojik defisiti olan vertebra kiriklar1 agisindan degerlendirildi. Tarama
sonucunda saptanan 18 hasta; demografik veriler, primer kanser tiirli, metastaz bdlgesi,
basvurudaki kirigin ortopedik tanist ve tedavisi agisindan incelendi.2020 hastanin 18’inde(9
kadin,9 erkek)OOA tespit edildi. Ortalama yas 62,6(31-86)olarak saptandi. Hastalarin primer
tanilar;;4 meme ca, 3 akciger ca, 3 multipl myelom, 2 prostat ca, 2 renal hiicreli ca, 2 squamoz
hiicreli ca,2 hepatoseliiler ca idi. 8 hastada femur, 6 hastada humerus, 3 hastada kord basisina
sebep olan vertebra kirigi, 1 hastada femurda osteolitik lezyon ve es zamanli humerus kirigi
saptand1. 8 femur kirigindan 6’sina kitle eksizyonu sonras1 modiiler tiimor protezi(MTP) ile
rekonstriilksyon uygulandi.1 hastaya hemiartroplasti,1 hastaya ise kapali rediiksiyon internal
fiksasyon islemi uygulandi.6 humerus kirigina kitle eksizyonu sonrast MTP ile rekonstriiksiyon
uygulandi. Spinal metastazi olan 3 hastaya kitle eksizyonu ve dekompresyon sonrasi posterior
enstiirmantasyon uygulandi.1 hastanin femur metastazina yonelik profilaktik internal fiksasyon
uygulandi. Bu ¢alismada, bir {i¢lincii basamak {iniversite hastanesinin acil servisine son 2 yilda
basvuran patolojik kiriklar1 ve onlarin klinik 6zellikleri gosterilmistir. Hastalar metastaz bolgesi

ve primer kanser etiyolojisi acgisindan literatiir ile biiylik oranda uyumludur. Kemik metastazi
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yapabilen kanserlerde OOA akilda bulundurmak ciddi morbidite ve mortaliteye sebeb olan

patolojik kiriklar1 engellemek i¢in ilk basamak olmalidir.

58



INTERNATIONAL ONCOLOGICAL EMERGENCIES CONGRESS

I0OEC.21.18

LARINX KANSERI, PNOMOTORAX VE STROKE: OLAGAN DISI BiR VAKA
RAPORU

Seyma AKKUS!

"Mengiicek Gazi Egitim ve Arastirma Hastanesi

Inme igin risk faktorleri arasinda kanser, diyabet, hipertansiyon, hiperlipidemi, aritmi,
sigara, immobilizasyon yer almaktadir. Kansere bagli olarak hiperkoagiilasyon, trombotik
endokardit, kan damarlarinin dogrudan tiimor invazyonu, kemoterapi ve radyoterapi inmeye
neden olabilir. Spontan pndmotoraks (SP), plevral boslukta kollapstan sorumlu havanin
bulunmasidir. Genglerde daha sik goriiliirmekte ve yaslilarda ortaya ¢iktiginda maligniteyle
iliskilendirilmektedir. inme ve SP; sigara, immobilite ve malignite gibi bazi risk faktdrlerini
paylasabilir. Her iki hastalikta da inflamatuar sitokin diizeylerinin yiikseldigi diisiiniilmektedir.
58 yasinda erkek hasta sag kolda ve bacakta kuvvetsizlik sikayeti ile acil servise bagvurdu. 1
y1l once larenks malignitesi nedeniyle total larenjektomi yapilan hasta operasyon sonrasi
radyoterapi almigti ve kemoterapisi devam etmekteydi. Tansiyon arteryel:130/70 mmHg,
oksijen saturasyonu:99 nabiz:90 atim/dk elektrokardiyografi siniis ritm olarak degerlendirildi.
GKS: 15, genel durumu orta, koopere, oryanteydi. Sag hemiparezisi olan hastanin motor giicii
sag iist extremitede 2/5 iken alt extremitede 4/5 idi. Sag hemitoraksta solunum sesleri dogald1
ancak solda duyulamadi. Diffiizyon MR goriintiilemesinde sol frontal lob vertex diizeyinde
diffiizyon kisitlilig1 saptandi (Sekill). Cekilen torax tomografisinde solda pnomotoraks tespit
edildi(Sekil2). Hastaya acil serviste tlip torakostomi uygulandi ve ndroloji servisine interne
edildi. Sekil 1: Akut enfarkt Sekil 2: Pnémotoraks. Inme ciddi bir malignite komplikasyonudur
ve nadir degildir. Pndmotoraks da énemli bir acil durumdur ve ¢ogu zaman iyi tolere edilir
ancak komplike oldugunda yasami tehdit edici olabilir. Acil hekimlerince yapilan miidahale ile
pulmoner reekspansiyonun saglanmasi énemlidir. Klinisyenler bu hastalar1 verimli bir sekilde
ele almak i¢in yeterince egitimli olmahdir. Eslik edebilecek patolojileri tanimak ve tedavi

etmek i¢in ayrintili fizik muayene yapmak onemlidir.
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I0OEC.21.19

BATIN iCi DEV KIiTLE iLE PREZENTE OLAN TRiTON TUMORU TANILI
HASTADA SPINAL KANAL TUTULUMUNUN F-18 FLORODEOKSIGLUKOZ
PET/BT iLE GORUNTULENMESI

Gamze TATAR!, Aynur OZEN!
'Saglik Bilimleri Universitesi, istanbul Bagcilar Egitim ve Arastirma Hastanesi, Niikleer Tip

Malign Triton Tiimorii (MTT), Malign Periferik Sinir Kilif Tiimérlerinin (MPSKT)
rabdomiyoblastik farklilagmaya sahip bir alt grubunu ve tim MPSKT vakalarinin sadece %5'ini
olusturur. Halen literatiirde bildirilen ¢cok az sayida retroperitoneal MTT vakas1 bulunmaktadir.
Yaygin karm agrisi, kas giicsiizliigli ve yeni baglayan yiirtime giigliigii sikayetleri nedeniyle
MTT ile komplike olan ndrofibromatozis tip 1 (NF-1) olgusunda F-18 Florodeoksiglukoz (F-
18 FDG) PET/BT goriintiilemenin 6nemi ve klinik katkisinin vurgulanmasi amaglanmistir. Kirk
bes yasinda erkek hastaya Niikleer tip kliniginde 3.7 MBq/kg F-18 FDG intravendz verildikten
1 saat sonra tiim viicut onkolojik PET/BT goriintiilemesi yapilmistir. Gastrointestinal sistemde
notral kontrast saglanmasi amaciyla 1.5 litre suya eklenerek hazirlanan 75 ml %20’1ik mannitol
PET/BT goriintiilemeden 1 saat 6nce baglanarak hastaya i¢irildi. PET-BT goriintiileri gorsel ve
semikantitatif olarak degerlendirildi ve maksimum standard tutulum degeri (SUVmax)
hesaplandi. Retroperitoneal alandan kaynaklarak sol bobregi iiste iten, L3 vertebrada
destriiksiyona neden olan, ayrica L3 solunda spinal kanala invazyon gostererek sinir kokii
basisina yol agan, SUVmax degeri 11.2 olarak 0l¢iilen lobiile kontiirlii dev tiimoral lezyonda
PET/BT goriintiillemede artmis patolojik F-18 FDG tutulumu saptanmustir. Bilateral iliak
zincirde subsantimetrik boyutlarda hipermetabolik karakterde lenf nodlar1 izlenmistir.
Laboratuar tetkiklerinde serum C-Reaktif Protein ve tiimdr belirteclerinde ytikseklik bulunan
hastaya debulking cerrahisi uygulandi. Ardindan adjuvan kemoterapi ve radyoterapi tedavisi
planlanarak hastaya onkolojik tedavi protokolii baglandi. MTT'leri siklikla NF-1 tanili geng
erkeklerde goriilmektedir. Tan1 aninda batint dolduran ve spinal kord basisina yol agan dev
tiimoral kitleler olusturmaktadir. 5 yillik sagkalim oranlar1 %2 olarak gdsterilen MTT'leri cok

kot prognoza sahip ve ¢ok nadir rastlanan MPSKT'leri arasindadir.
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I0EC.21.20

YOUNG PATIENT WITH INTRACRANIAL TUMOR

Orhan TANRIVERDI!, Seyma AKKUS!

"Mengiicek Gazi Egitim ve Arastirma Hastanesi

Neurological symptoms in brain tumors develop as a result of the tumor itself, the
adjacent brain edema it causes, and tissue damage due to tumor infiltration. The most common
symptoms are; headache, seizure, nausea, vomiting. However, according to the localization of
the tumor; Symptoms and signs such as sensory defects, visual and speech disorders, cognitive
changes, personality changes, cerebellar dysfunctions can be seen. A 32-year-old male patient
was admitted to the emergency department with a sudden onset of numbness in the left arm and
leg. He had no known disease or medication. TA:120/70 nb:75 Sa02:95. The patient with left
hemiparesis stated that his complaints decreased compared to the baseline. In the patient's brain
tomography and contrast-enhanced cranial MR imaging, a cystic intracranial tumor was
detected adjacent to the right parietal cortex (Figure 1). The patient was consulted to the
neurosurgery clinic and was interned. In this case, we aimed to present a patient who was
admitted to the neurosurgery department for surgical purposes, who was admitted with the
complaint of numbness in the arm and leg, diagnosed as an intracranial tumor. It is noteworthy
that the patient was young and did not have lateralizing motor deficits in his neurological
examination. Pre-diagnosis should be considered as necessary in young patients who present in
this way. A detailed anamnesis should be taken from each patient, the patient should be

examined appropriately and necessary tests should be done.
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I0EC.21.22

A CASE OF EPIPLOIC APPENDAGITIS THAT MIMICS COLON CANCER

Roni ATALAY!

' Ankara City Hospital, Department of Gastroenterology

Epiploic appendages are fatty protrusions extending out from the colonic serosa.
Epiploic appendagitis is ischemic infarction and primary inflammation of epiploic appendices.
Often, it can be confused with many clinical conditions that may present with acute abdominal
pain and the patients may be treated with unnecessary antibiotic therapy or surgery. In this case
presentation, a rare case of epiploic appendagitis that presents with abdominal pain and mimics
colon cancer is presented. A 49-years-old male patient was admitted to the emergency
department with acute abdominal pain. On physical examination, there was tenderness on the
left lower quadrant on palpation without a rebound. In laboratory studies, white blood cell count
and C-reactive protein values were high. Abdominal computed tomography showed inflamed
fatty tissue mass, with adjacent fat stranding, neighboring superiorly sigmoid colon that was
consistent with epiploic appendagitis, and related inflammatory changes on fatty tissue were
seen. There was a suspicion of colon cancer because there also was a concentric wall thickening
on the sigmoid colon. After exclusion of colon cancer by colonoscopy, epiploic appendagitis
diagnosis was made. Clinical improvement and alleviation in abdominal pain were seen with
conservative treatment. Epiploic appendagitis is a self-limiting disease within 3-14 days and
mostly surgery is not required. Epiploic appendagitis is often confused with acute diverticulitis
or acute appendicitis. Like our case presents, it can rarely mimic colon cancer. On colorectal
cancers, oncological emergencies that present with acute abdominal pain are perforation and
obstruction. On differential diagnosis of patients with acute abdominal pain, other than
commonly seen acute diverticulitis and acute appendicitis, oncological emergencies related to
colorectal cancer and epiploic appendagitis shall be thought. To avoid unnecessary surgical
interventions on patients admitting with acute abdominal pain, rare conditions like epiploic

appendagitis must be kept in mind.
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Figure 1. Abdominal computed tomography showing a fat tissue mass with inflammatory changes
superiorly to the sigmoid colon (arrow).
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I0EC.21.23

A NOVEL RP-HPLC METHOD FOR DETERMINATION OF ABIRATERONE
ACETATE (AN ANTI-PROSTATE CANCER DRUG) IN PHARMACEUTICAL
DOSAGE FORM

Senem SANLI', Ayse OZDEMIR?, Seyfi SARDOGAN?

Usak University, Vocational School of Health Services
Usak University, Faculty of Medicine
Ege University, Department of Food Engineering

Abiraterone acetate is an irreversible inhibitor of 17a-hydroxylase/C17,20-lyase
(CYP17) which plays a part in the production of androgens in the testes and adrenal glands.
Abiraterone acetate was approved by the United States Food and Drug Administration
(USFDA) in April 2011 for the treatment of castration-resistant prostate cancer 1. In literature
there have been a chromatographic methods for estimation of Abiraterone acetate2. In this
study, simple, novel, rapid, precise and accurate and validated RP-HPLC method was
developed for the of Abiraterone acetate in pharmaceutical dosage form. The HPLC analysis
was carried out on an Agilent 1260 series. For Abiraterone acetate analysis, everolimus was
used as an internal standard.UV detection was performed at 250 nm and 277 nm for Abiraterone
acetate, and everolimus; respectively. 50% (v/v)Acetonitrile-water mixture (including 0.1 %
acetic acid) was used as a mobile phase. The flow rate during the analysis was kept constant at
1.0 mL/min. The injection volume was 20 pL. A X-terra RP-18 (150 x 4.60 mm i.d. X 5 pm)
column was used as a stationary phase at 25°C. The HPLC procedure was optimized to develop
an accurate assay method for the determination of Abiraterone acetate in bulk and
pharmaceutical dosage form. The run time was relatively short, i.e. 5 min, which enabled the
rapid determination of any samples in routine and quality control analysis of the tablet
formulations. No interference from any excipient was observed. Hence, the method might be
employed for the quality control analysis as well as in further studies for other matrices, such

as plasma.
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I0EC.21.24

KANSER TANISI NEDENI iLE OPERE EDIiLEN HASTALARIN OPERASYON
ONCESI VE SONRASI BiYOKIiMYASAL PARAMETRELERININ
DEGERLENDIRILMESI

Ayse OZDEMIR', Ebru ALADAG?, Soycan MIZRAK!

'Usak Universitesi T1p Fakiiltesi, T1bbi Biyokimya
2Usak Universitesi, Tip Fakiiltesi, Anestezi

Cerrahi tedavi, kanserli dokularin viicudun ilgili bolgesinden temizlenmesi islevi olup
cogunlukla ilk tedavi yontemi olarak kullanilmaktadir. Operasyon sonrasi bakim hastanin
morbiditesi acisindan 6nemlidir. Biz bu ¢alismamizda kanser tanisi nedeniyle opere edilmis
hastalarin pre ve post operatif biyokimyasal parametrelerinden glukoz, laktat, 16kosit, ndtrofil,
kalsiyum ve albumin degerlerini karsilagtirdik. Son 3 y1l boyuncaki laboratuvar bilgi isletim
sistemi taranarak Usak Egitim ve Arastirma hastanesinde kanser nedeniyle opere edilen rastgele
secilmis 88 hasta calisma grubumuzu olusturdu. Bu hastalarin operasyona hazirlik alinan
kanlar1 ile ¢ikis aninda bakilan ilk kanlarina ait glukoz, laktat, 10kosit, notrofil, kalsiyum ve
albumin test sonuglar1 excele kaydedildi. Bu test adlar1 belirlenirken acil miidehale gerektiren
parametreler esas alindi. Istatistiksel degerlendirme yapilarak veriler karsilastirildi. Pre ve post
op gruplar karsilastirildiginda, post-op hastalarin glukoz, 16kosit, nétrofil ve laktat sayilar
artmig (swrastyla 123,4-150,1; 9,9-13,4; 7,8-11,3; 3,1-3,6), kalsiyum ve albumin diizeyleri
anlamli diismiis (sirastyla 8,1-7,5; 3,1-2,7) halde saptanmistir. Albumin ve kalsiyum arasinda
ayn1 yonde korelasyon saptanmistir. Glukoz diizey yliksekligi ile laktat yiiksekligi de kendi
arasinda korele bulunmustur. Operasyon sonrasi onkolojik hastalarin takibinde glukoz degerini
normal araliklarda tutmak glikoliz indiiksiyonunu engelleyerek laktik asidozu bir nebze
azaltacaktir. Ayn1 zamanda post op bakimda hasta beslenmesine 6nem gostererek albumin

diizeylerini kontrol altinda tutmak hipokalsemi gelisimini dnleyecektir.
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I0OEC.21.25

TREATMENT OF PEDIATRIC PROXiMAL FEMORAL PATHOLOGICAL
FRACTURES: CONSERVATIVE OR SURGICAL?

Mustafa INCESU!, Oguzhan GOKALP?, Gokhan ILYAS?, Ahmet KAYA3

'Tzmir Tepecik Egitim ve Arastirma Hastanesi
*Usak Universitesi Tip Fakiiltesi

*{zmir Tepecik Egitim ve Arastirma Hastanesi

Proximal femur, where growth is rapid (3mm/year), is one of the most frequently involved
primary bone tumor sites in the pediatric population. Primary bone tumors classified according to
their histological type with the 2013 definition of the World Health Organization, it is seen that the
incidence of Ist and 2nd decade is high and proximal femur involvement is common. These patients
often present to the emergency department with femoral fractures that developed due to minor
traumas. In our study, pediatric patients who developed a pathological fracture on the basis of a
large tumoral lesion located at the upper proximal femur and were operated under emergency
conditions were examined. Between 2017 and 2018, 103 patients, aged 0-14, diagnosed with femur
fracture, who applied to the emergency department, were retrospectively scanned using the hospital
archive and PACS system. It was observed that 24 (23%) of these patients had fractures of the
proximal femur, including the subtrochanteric region (up to 5 cm distal to the trochanter minor),
and 11 (11%) of these fractures developed on a tumoral basis. Patients over 14 years of age and
patients who did not develop pathological fractures on a tumoral basis were excluded from the
study. 2 patients with no fracture displacement and no risk of avascular necrosis treated
conservatively, an operation was performed for the primary bone tumor after union. First, external
fixator fixation was performed in 1 patient, and the tumor procedure was applied after fracture
union. Fracture fixation and tumor procedure were performed simultaneously in the other 8 patients.
The same technique was applied to all patients who underwent surgery (n=11) in terms of tumor
procedure; curettage, chemical cauterization (1% formol and 80% alcohol for 5 minutes each),
irrigation, and grafting were performed in order. The patients were followed for an average of 2
years. Results No delayed union, nonunion, and malunion were observed in a mean follow-up of 2
years. All patients recovered with cure. Graft consolidation rate in the tumor was found to be 91%

(80-97) on average. There was no recurrence or need for reoperation in any patient. No early or late

66



INTERNATIONAL ONCOLOGICAL EMERGENCIES CONGRESS

complications were observed in the patients. Skeletal system tumors are often seen in the 1. and 2.
decade. It can be asymptomatic or symptomatic. The first finding may sometimes be a pathological
fracture, which is the reason for admission to the emergency department. Tumoral pathologies
should be considered in cases of hip pain in pediatric patients. Although the incidence of being
pathological in the presence of adult femoral fracture is low, the incidence of pathology in the
presence of fracture in the pediatric population is high, as seen in our study. The probability of
avascular necrosis in pathological fractures of the proximal femur is higher than in other fractures.
Adequate fracture fixation is as important as resection of the tumor. In cases where medial support
is lost, care should be taken in terms of varus deformity. No varus/valgus deformity was observed
in our patients. In these cases, where the bone quality is low on a pathological basis, the open physis
plate makes the operation difficult technically. In our cases, attention was paid to the physis plate
and its damage was prevented. Since physis damage will develop in tumoral pathologies that exceed
the physis, the expected growth should be calculated and additional lengthening/shortening
operations should be planned in the future. The limitations of the study are the limited patient series
and the lack of comparison of the two methods. As a strength, it can be considered that it is
performed by a single surgeon and that the same surgical procedures are applied in the same order.
There are not enough studies in the literature due to the low incidence of pathological fractures of

the proximal femur in the pediatric population. Prospective studies with more series are needed.

67



INTERNATIONAL ONCOLOGICAL EMERGENCIES CONGRESS

I0OEC.21.26

PIHTI GLOBU ILE ACILE BASVURAN MESANE TUMORLERINE KLINIK
YAKLASIM

Kiirsat CECEN!
'Agr1 Ibrahim Cegen Universitesi T1p Fakiiltesi Uroloji AD

Daha dnceden mesane tiimorii tanist almis ve pihti globu ile 2. ve 3. basamak acil servise
basvuran hastalara klinik yaklasimlar1 degerlendirmek amaglandi. Acil servise bagvuran toplam
27 hasta retrospektif olarak incelendi. Hastalarin demografik ozellikleri belirlendi. Acilde
tiroloji konstiltan hekim ¢agrilmadan 6nce yapilan ilk miidahaleler kaydedildi. Konsiiltan hekim
daveti sonrasi yapilan ek islemler incelendi. Hastalarin yag ortalamasi 64.4, kadin/erkek orani
1/26 olarak saptandi. Uroloji konsiiltan hekim daveti dncesi 20 (%74) hastadan biyokimya ve
hemogram degerleri istenmis, 11 (%40.7) hastaya acil {iriner sistem usg yapilmis, 5 (%18.5)
hastaya tiim batin CT ¢ekilmis, 18 (%66.6) hastaya 2 yollu foley sonda takilmis ellle irrige
edilmis, 7 (9%25.9) hastaya 3 yollu foley sonda takilmis irrigasyona alinmis, 1 (%3.7) hastaya
sonda takilamamisti. Uroloji konsiiltan hekim daveti sonrasi 2 yollu foley sonda takilan
hastalarin tamaminin sondasi 3 yollu foley sonda ile degistirilmisti elle irrigasyon sonrasi kapali
sistem irrigasyona alimmisti. Hastalarin ortalama acil de kalma siiresi 4.5 saat kaydedildi.
Sonrasinda 27 (%100) hastaya servise yatis verilmisti. Sonda takilamayan bir hasta acil
sartlarda sistoskopi yapilarak sonda konmus 4 (%14.8) hastaya kanama kontrol altina
alimamadigindan acil 24 saat iginde sistoskopi ve gerekli girisim yapilmistt. 23 (%85.1) hasta
elektif sartlarda sistoskopi ve gerekli girisim yapilmisti. 4 (%14.8) hastaya kan replasmani
gerekmisti. 8 (%29.6) hasta antikoagulan kullanim1 mevcut olup ilgili brans konsiiltasyonu
yapilarak tedavisi diizenlenmisti. Piht1 globu ile acile bagvuran mesane tiimorlii hastalara
konsiiltasyon oOncesi ilk miidahalede 3 yollu sonda konulmasi, elle irrigasyon yapildiktan
sonrasi kapal1 irrigasyona alinmasi onerilir. Ayrica bu hastalar da 6zellikle antikoagulan ilag

kullanimi sorgulanmasi ve tam kan sayiminin yapilmasi 6nemlidir.
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I0EC.21.27

EVALUATION OF THE ABILITY OF THE CHEMOTHERAPY STATUS TO
PREDICT SHORT-TERM MORTALITY IN ONCOLOGY PATIENTS WITH
COVID-19.

[brahim ALTUNOK'

'University of Health Sciences Umraniye Training and Research Hospital,

Department of Emergency Medicine

A new coronavirus known as SARS-CoV-2 has spread throughout the world and caused
the Covid-19 pandemic. The symptomatic severity of Covid-19 infection seems to vary with
age and the presence of comorbidities. Older patients with chronic underlying diseases, such as
cancers, are most vulnerable. It is aimed in this study to evaluate severity and prognose of
Covid-19 clinical course among patients with oncologic history. Oncology patients who were
hospitalized to pandemic services of Istanbul Umraniye Training and Research Hospital
between 01.03.2021 and 01.06.2021 were included to this study. Age, gender, symptoms, initial
pulse oxymetry level, day of the disease, primary site of cancer, whether or not recieved
chemotheraphy in the last 30 days, CT findings for bilateral involvement and more than 50%
involvement were recorded. Patients who were not evaluated with CT, had missing information
and were positive for Covid RT-PCR but hospitalized to pandemic services due to non-Covid-
19 conditions were excluded from the study. Results A total of 49 patients were included to
study. The mean age of patients was 64,2 + 13,5 years and 32 patients were male (65,3%). Most
frequent symptom was dyspnea (63,3%), other symptoms were fever (22,4%), cough (18,4%)
and others (34,7%). The median pulse oximetry level was 94,0% (IQR: 89,8% - 96,0%). Most
frequent primary cancer site was lungs (20,3%). 40,8% of patients had recieved chemotherapy
within last 30 days. 17 patients (34,7%) died within 30 days. There were no statistically
significant difference between short-term mortality and whether or not recieved chemotherapy
(Chi-square p=0,062). Based on the results of our sample, the investigated chemotherapy status

of patients were not able to predict short-term mortality in oncology patients.
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I0EC.21.28

BIOINFORMATICS ANALYSIS REVEALS CYCLIN-DEPENDENT KINASE-6 AS A
CANDIDATE PROGNOSTIC BIOMARKER IN COLORECTAL CANCER

Nevin BELDER!

! Ankara University, Biotechnology Institute

Despite the recent progress in screening and therapeutic options, colorectal cancer
(CRC) is one of the leading causes of mortality and morbidity worldwide and there are still
gaps to fill in the prognosis and treatment of CRC. Thus, this study was aimed to identify
effective prognostic biomarkers and theraupetic targets for CRC. Three microarray datasets
obtained from the Gene Expression Omnibus (GEO) database were analyzed to identify
differentially expressed genes (DEGs) between tumor and paired control samples. The
overlapping DEGs were determined and up-regulated genes were used for subsequent analysis
due to its targetability. Gene Ontology (GO) and Kyoto Encyclopedia of Genes and Genomes
(KEGG) pathway analysis of the up-regulated genes were performed to identify the biological
role of genes. Most significantly enriched pathway and related genes were identified and
univariate cox regression analysis was conducted using the GSE17536 dataset. Additional
analyses were performed to validate prognostic importance of our candidate gene. A total of
386 common DEGs were identified, including 247 down and 139 upregulated. it was revealed
that common up-regulated genes were mainly enriched in the cell cycle pathway. We then
focused on cell cycle pathway and nine genes were in this pathway. Potential genes that highly
associated with overall survival (OS) were recognized using univariate Cox regression analysis.
CDKG6 was the only gene which was significantly associated with poor OS. High expression of
CDK6 was validated to be associated with shorter overall survival in colorectal cancer using
another different GEO CRC dataset. Increased CDK6 expression in CRC tumor samples
compared to normal samples was further confirmed in three independent CRC datasets. High
CDKG6 expression is associated with a poor prognosis in patients with CRC and might be a

potential candidate prognostic biomarker for the disease.
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I0EC.21.29

KETOJENIK DIYETIN TUMORIGENEZ SURECINE KATKISI

Soycan MIZRAK!

'Usak Universitesi, Tip Fakiiltesi, Tibbi Biyokimya

Kanser hiicresinin ana besin kaynagi glukozdur. Bu yiizden kanser hiicresinin enerji
tedarikini azaltmak icin diisiik karbonhidratli, yiiksek yagli ve yeteri kadar protein igeren
ketojenik diyet uygulamasi kanser metabolizmasini destekleyici tedavi olarak onerilmektedir.
Bu diyet ile birlikte kanser hiicrelerindeki warburg etkisi sinirlandirilacaktir. Bu inceleme
yazisinda ketojenik diyetin tumor metabolizmasi, mitokondrisi, vaskularizasyonu, gen
ekspresyonu ve oksidan stresdeki roliine degindik. Ketojenik diyetin tiimorigenezis tizerindeki
etkilerini aragtiran ¢aligmalar1 derleyerek karsit goriigleri de goz Oniine sermeyi amacladik.
Boylece tamamlayici tedavi secenekleri arayan arastirmacilarin ileriki c¢alismalarina 151k
tutmayr amagladik. Bunun icin ketojenik diyet ve kanser basliklarim1 kullanarak pubmed
taramas1 yaptik. Birgogu hayvan ¢alismasi olan preklinik ve klinik bir¢ok ¢aligsmay1 derleyerek
bir araya getirdik. Tumorigenezde, solunum ve enerji liretimi i¢in tiimor dokusu fonksiyonel
bir mitokondriye sahip olabilir. Sorun su ki hizli biiyliyen tiimdrlerde oksijen kaynaginin az
oldugu hipoksik alanlar yogundur. Maalesef ki tiimor hiicreleri keton cisimlerini yalnizca
ortamda oksijen varsa metabolize edebilir. Sonu¢ olarak fonksiyonel mitokondrisi olsa bile
hipokside keton cisimlerinden enerji liretemez. Ayrica eger mitokondri fonksiyonlar1 azalmig
veya yoksa ketojenik diyet tarafindan tetiklenen artmis metabolik stresten tumor dokusu
etkilenebilir. Ketojenik diyet ile glukoz mevcudiyetinin sinirlandirilmasi, kanser hiicrelerinde
oksidatif stresi indiikleyebilir. Boylece reaktif oksijen tiirlerinin aracilik ettigi hiicresel strese
yol acarak tiimdr biliylimesini yavaslatabilir. Yeryiiziinde 6nemli bir saglik sorunu olan kanser
icin tedavi etkinligini arttirict yaklasimlar arayisi siirmektedir. Bunda bireyin yagam sekli ve
beslenmesinin diizenlenmesi temeli desteklemek adina onemlidir. Ancak heniiz insanlarda
yapilan biiylik capli bir ¢alisma bulunmamaktadir, bu nedenle keto diyetlerinin kansere karsi
nasil ve ne sekilde ise yaradigi tam olarak agiklanamamustir. Var olan literatiir bilgileri esliginde

yapilacak daha fazla klinik ¢aligmalara ihtiyag vardir.
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IDENTIFICATION OF KEY CANDIDATE GENES AND PATHWAYS iN
GLIOBLASTOMA

Asli DURMUS!, Aynur KARADAG GUREL?

'Usak Universitesi, Molekiiler Biyoloji ve Genetik Boliimii

Usak Universitesi, Tip Fakiiltesi, T1bbi Biyoloji

Glioblastoma (GBM) is the most common and aggressive primary malignant brain
tumor of the central nervous system in adults. Identifying the molecular mechanism underlying
GBM helps identify new diagnoses and treatment options. This study aimed to identify hub
genes and pathways in GBM using bioinformatics analysis of the Gene Expression Omnibus
(GEO) microarray dataset and integration of gene expression profiles. Study raw data
GSE109857 was downloaded from the geo website and GEO software and GEO2R calculation
method were used to analyze the mRNA profile. Analysis was performed in the DAVID (gene
ontology and KEGQG) and STRING databases for analysis of differentially expressed genes
(DEGs), pathway and protein-protein interaction (PPI). P-value < 0.05 and a [log fold change
(FC)| > 1.0 were first identified by GEO2R. A total of 2714 DEGs, consisting of 1166
upregulated and 1548 downregulated DEGs, were screened (P-value < 0.05 and a |log fold
change (FC)| > 1.0). The results of the GO analysis indicated that the upregulated DEGs were
mainly involved in cell division, cell cycle, DNA damage and DNA repair., and protein binding,
whereas the biological functions showing enrichment in the downregulated DEGs were mainly
regulation of ion transmembrane transport, potassium ion transport and neurotransmitter
transport. KEGG pathways analysis showed that the upregulated DEGs were enriched in cell
cycle and DNA replication and the downregulated DEGs were enriched in calcium signalig
pathway and glutamatergic synapse. As a result of string and cytoscape analysis, CDKI,
CCNB2, TOP2A, KIF11, BUB1, ASPM, PCNA, PCNA and BRCAlgene came to the fore as
hub genes. The identified DEGs and hub genes may help guide investigations on the

mechanisms underlying the development and progression of GBM.
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I0OEC.21.31

COVIiD-19 SONRASI INSIDENTAL SAPTANAN HEMOLITIiK ANEMi: OLGU
SUNUMU

Emre KANAT!, Eda YAMAN!, Sema CAN', Abdurrahman YILMAZ'
'Usak Universitesi Egitim Arastirma Hastanesi

COVID-19 enfeksiyonunun akut ve kronik donemde solunum sistemi disinda
hematolojik komplikasyon spektrumu genistir. Otoimmiin hemolitik anemi , eritrositlere kars1
otoantikorlarla karakterize nadir bir otoimmiin bozukluk olup c¢esitli viral enfeksiyonlar
tarafindan tetiklenebilir. COVID-19 enfeksiyonunun hemoliz ile gegici iligkisi, COVID-19 ‘un
ikincil otoimmiin hemolitik anemi'ye yol ac¢ip hemoliz igin tetikleyici olabilecegini
diisiindiirmektedir.  Otoimmiin  hemolitik anemi ,COVID-19'un ¢ok nadir bir
sonucudur.Literatlirde ¢ok az sayida COVID-19 ile iligkili otoimmiin hemolitik anemi vakasi
bildirilmistir. Bu vakada,otoimmiin hemolitik anemi tanisinda COVID-19'un ay1rici tani olarak
diisiiniilmesini vurgulamak amacglanmistir. 59 yas kadin hasta.Bilinen hastalik 6ykiisii yok.
Koltukta otururken diisme sonucu acil servisimizin travma birimine 112 ile getiriliyor.Acil
servisimizde radyolojik goriintiileme,hemogram biyokimya koagiilasyon tetkikleri alinarak
analjezisi saglanmistir. Hemoglobin 7,7 g/dl ,trombosit 82000 pL, Lokosit 25410 pL,LDH
665,Total bilirubin 2,7 mg/dl indirek bilirubin 1,98 mg/dl. 11 fraktiirii disinda insidental olarak
hemolitik anemi dislinilmiistiir. Tan1 ve takip amagli dahiliye tarafindan arastirilmaktadir.
Multiple myelom tetkleri normal.IG ler normal protein elektroforezinde M spike
yok,monoklonal bant yok.Tiimor markerlar1 negetif.Hepatosplenomegali mevcut.Periferik
yayma olgun lenfositler ve atipik igsi goriinlimde lenfositlerde artis mevcut. KLL ve
Lenfoproliferatif hastalik agisindan tetkileri devam etmektedir. Hastamiz 3 ay énce COVID-19
gecirmis.Hastamizin Covid-19 sonrasi insidental olarak hemolitik anemi olmas1 Covid-19’a
bagli otoimmiin hemolitik anemi olabilecegini diisiindiirmiistiir. COVID-19"'un ekstrapulmoner
komplikasyonlar1 giderek daha fazla bildirilmektedir, ancak ikincil otoimmiin hemolitik anemi,
cok nadirdir. COVID-19 enfeksiyonunda hemolize yol agan kesin immiinopatojenik
mekanizma heniiz net olarak anlasilamamistir. Geg inflamatuar dsSnemde COVID-19 sekonder

otoimmun hemolitik anemiye sebep olabilecegi ile ilgili calismalara ihtiya¢ vardir. Bu
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vakamizda Otoimmiin hemolitik anemi tanisinda COVID-19'un ayirici tami  olarak

diisiiniilmesinin 6nemini vurgulamak amaclanmistir.
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INVESTIGATING THE POTENTIAL THERAPEUTIC OPTIONS OF EPIGENETIC
AGENTS iN LEUKEMIiA

[layda ALCITEPE!, Hilal SALCIN?, {lknur KARATEKIN!, Cagdas AKTAN?, Burgin
TEZCANLI KAYMAZ!

'Ege University Faculty of Medicine, Medical Biology Department

“Ege University Faculty of Medicine, Medical Biology Department, Institute of Health Sciences, Cancer
Biology and Immunology

3Beykent University Faculty of Medicine, Medical Biology Department

Acute myeloid leukemia, which is a malignant disease group that progresses with clonal
proliferation of cells with increased proliferation rate compared to normal cells and with
reduced spontaneous apoptosis and continues with bone marrow invasion of proliferated cells,
constitutes 20% of other leukemia types. Cancer initiation and development process the
transcriptional expression of cells through epigenetic and genomic changes. Post-translational
modifications of nucleosomal histone proteins regulate gene expression and chromatin
organization in cancer cells and normal cells, among which the acetylation of N-terminal
histone tails represents the key epigenetic marker of euchromatin and active gene transcription.
Clinical studies targeting epigenetic "readers", namely bromodomains, for cancer treatment
have shown the effectiveness of extraterminal (BET) inhibitors and bromodomain (BRD) in
acute myeloid leukemia and other cancer treatments. Bromodomain and extra-terminal (BET)
proteins appear as epigenetic readers that use tandem bromodomains (BRD) modules to
recognize acetylated lysine tails. Considering the critical role of BET proteins in transcription
and malignancy, considerable efforts have been made to develop inhibitors to BET family
proteins. In the late 2000s, after the hydrophobic interaction between BRDs and acetyl-lysine
was characterized, triazolothienodiazepine compounds that disrupted the interaction between
BET proteins and the BRD of acetyl-lysine were synthesized. In this thesis, using the newly
discovered structurally different PLX51107 inhibitor, which binds to lysine recognition motifs
acetylated in bromodomains of the BRD4 protein, preventing BRD4 from binding to acetylated

lysines on histones, and HDAC inhibitor SAHA (vorinostat) alone / combined applications, to
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evaluate the apoptotic, cytotoxic effects on leukemic cells, and to determine the cellular
responses such as determining the expression changes in the mRNA level of selected genes in
the carcinogenetic process. Under appropriate conditions, the HL60 and non-leukemia control
groups were replicated and proliferation and cytotoxicity analyzes were performed with XTT
reagent, and the IC50 dose was determined for P1x51107 and vorinostat. Upon apoptotic effect
on cells according to the determined IC50 dose of the active ingredients and the selected target
gene expression levels were evaluated by RT-PCR. The resulting data showed that the cytotoxic
effect of PIx51107 and Vorinostat on the HL60 cell line was determined, and the IC50 value
was; 6.68uM for P1x51107 at 72h; The Vorinostat was calculated to be 4.3uM at 48h. For the
control group cell line without leukemia (NCIBL2171), 1.24um at 72h for P1x51107; It was
calculated as 2.01um at 48h hour for the Vorinostat. When the cytotoxicity was evaluated with
the combined administration of two active ingredients, the combination of the two active
ingredients in this cell line was not evaluated since an antagonistic effect was detected between
the doses for the NCIBL2171 cell line. When the combination analysis for the HL60 cell line
was evaluated, the synergistic effect was found to be 1.5 times the P1x51107 IC50 dose,
keeping the vorinostat IC50 dose constant. The apoptotic effects of the active substances on the
cells according to the determined IC50 doses were evaluated by Annexin V analysis. According
to the results, the apoptotic effects of the active ingredients on the cells were found in the range
of approximately 80% -97.4%. According to the results of RT-PCR analysis of selected target
genes, 1.23 and 15.8 times decrease was observed in bcl-2 and casp3 genes, respectively. For
CDKN2A, one of the cell cycle genes, P1x51107 was 4.85 times 1.5 times the IC50 dose; For
combol, it was determined that there was 3.97 times decrease. As a result, PIx51107, a
bromodomain inhibitor, showed a cytotoxic effect in the HL60 cell line and caused an apoptotic
effect, and the decrease in the expression levels of the selected target genes was as expected.
Therefore, it is thought that PIx51107 can be an important treatment approach for other

hematological malignancies as well and support the rapid transition to clinical trials.
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The popularity of synthetic cannabinoids is increasing due to their easy accessibility and
psychoactive effects. The effects of cannabinoids, which are known to affect the
endocannabinoid system (ECS) receptors, on Cannbinoid Receptor 1 (CB1), which generally
affects the central nervous system, were investigated. Cannabinoid receptor 2 (CB2) is found
in the digestive system and cells involved in regulating the lymphatic system. Studies on
cannabinoids on leukemia stem cells and hematopoietic stem cells, which are the precursors of
leukemia cells, are generally on the natural cannabinoid delta-9-tetrahydrocannabinol (THC).
In recent years, attempts to use synthetic cannabinoids therapeutically are generally on the CB1
receptor. Due to the effects of the CB2 receptor on the immune system, there are no studies on
the effects of synthetic cannabinoids on the CB2 receptor and therefore on leukemia cells. In
this study, the effects of JWH-018, a synthetic cannabinoid that has not been used on leukemia
and stem cells, on hematopoietic stem cells and leukemia cells were dr-termined by cytotoxicity
and apoptotic analysis. In addition by analizing the epigenetic profiling in the carcinogenesis
process, the possible roles of gene expression changes, cell cycle, apoptosis, tumor supressor,
oncegene and some genes of the JAK/STAT pathway on the pathogenesis of leukemia were
determined. .according to the apoptotic analysis and epigenetic profiling, it was concluded that

JWH-018 has therapeutic effects.
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TWO GALLBLADDER MUCOCELE CASES
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In the present paper, it was aimed to discuss the clinicopathologic results of two cases,
who were diagnosed with gallbladder mucocele that is rarely seen, in the light of literature
information. The first case was a 26 year-old woman, who applied to the clinic for complaints
of nausea, vomiting, flatulence, indigestion, and pain in epigastric region in the upper-right
quadrant. In abdominal USG, it was determined that the gallbladder wall was normal and 14
mm-diameter stone and sludge were found in gallbladder lumen. The second case was a 34
year-old woman applying to the clinic for complaints of stomachache and nausea. Laparoscopic
cholecystectomy was performed for both cases and, as a result of histopathological

examinations, the cases were diagnosed with Gallbladder Mucocele (GBM).
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Cancer is a heterogeneous group of diseases and has become a prominent reason of
death worldwide. It is a complex pathological disorder characterized by altered gene expression,

aberrant genetic mutations and genomic instability (1).

Extracellular vesicles (EVs) are lipid bilayer heterogeneous membranous structures and
they are usually spherical in shape with the average diameter of 30- 500 nm. They carry
different components both on the surface and as cargo. EVs are key mediators of various
(patho)physiological procedures. They play a pivotal role in diverse cell-to-cell signaling
processes. EVs are employed as delivery vehicles of therapeutic agents, peptides, and nucleic

acids. Almost all living organisms secrete EVs such as eukaryotic and prokaryotic cells (2).

It has been discovered that various plants can produce EVs that influence neighboring as well
as remote cells, thus they are involved in intercellular & interspecies interactions. The content
of EVs is different based on the producing cells, so plant-derived extracellular vesicles (PDEVs)
content is different from mammalian EVs. The structure of PDEVs protects their content against
harsh conditions (RNase and extreme pH). PDEVs possess numerous health-promoting effects
including immunomodulatory activity, modulation of gut microbiota, anticancer properties,
drug delivery & etc. These structures can pass through blood-brain-barrier however they cannot
pass the placental barrier, which reveals that PDEVs may be potentially beneficial vehicles for

drug delivery during pregnancy (3.,4).

PDEVs entrance into the cancerous cells leads to regulation of gene expression to lessen the

phenotypes associated with cancer. For example, Raimondo & colleagues extracted EVs from
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lemon juice. They investigated LDEVs role in the treatment of chronic myeloid leukemia
(CML). Reduced growth of LAMAS84 (chronic myeloid leukemia) cells was observed. To
confirm the effects of EVs specificity on cancer cells, LDEVs were also treated with normal
cell line. LDEVs did not affect normal cells growth. Moreover, gene expression analysis
indicated the involvement of apoptosis process. Also, the expression of pro-angiogenic genes
were increased in LAMAS84 cell line after LDEV treatment. Additionally, they studied the
potential LDEVs in reducing tumor growth in vivo. The intraperitoneal injection of LDEVs into
mice bearing CML xenograft tumors, indicated that elevated pro-apoptotic and decreased anti-
apoptotic as well as pro-angiogenic factors (VEGF-A, IL6, and IL8) levels (5). In another in
vitro study, the anticancer activities of LDEVs on three gastric cancer cell lines (AGS, BGC-
823, and SGC-7901) as well as SGC-7901 three-dimensional (3D) spheroid culture were
assessed. The results demonstrated LDEVs could be efficiently taken up by 3D spheroid
cultured cells. LDEVs caused the gastric cancer cell cycle S-phase arrest and induced cell
apoptosis (6). Recently, the anticancer effect of garlic derived EVs (GEVs) was investigated on
two cancer cell lines A498 (renal cancerous cells) & A549 (lung cancer) and one normal Human
Dermal Fibroblasts cell line, HDF. The GEVs treatment significantly reduced the viability of
cancer cells, however, it did not cause a cytotoxic effect on the normal cell line. The reasons
for decreased cell proliferation among cancer cells in response to GEVs treatment was the S

phase cell cycle arrest (7).

Nowadays, the formation of nontoxic natural nano-vectors from PDEVs, is considered as an
alternative approach in nanomedicine and drug delivery. In addition, owing to their small size,
PDEVs can successfully deliver therapeutic agents. Recently, the anticancer activity of EVs
isolated from cabbage and red cabbage were evaluated on SW480 colon cancer cells. Both
Cabex and Rabex demonstrated efficient Dox loading and suppression of cancer cell
proliferation. It has been shown that Dox loaded onto Cabex and Rabex successfully delivered
to cancer cells, entered the nucleus and exert its cytotoxic effects (8). In an investigation, the
intranasal delivery of miR17-carrying grape fruit derived EVs coated with folic acid (FA-
GEVs), which exclusively targeted the brain tumor GL-26 cells in mouse model, showed no
observable side effects. Addition of folic acid results in enhanced targeting and selective
delivery to a folate receptor-positive GL-26 brain tumor. miR17-loaded GEVs inhibited the
growth of brain tumor (9). In another research, folic acid coated ginger-derived EVs (GDEVs)
could efficiently take up by Colon-26 cells. Furthermore, drug loading efficiency and drug
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release of GDEVs loaded Doxorubicin (Dox) were evaluated. GDEVs loaded with Dox
demonstrated high efficiency & and interestingly diffused Dox more rapidly than the
commercially available liposomes. Additionally, GDEVs-Dox induced apoptosis in Colon-26
tumor xenograft mouse model (10). In an animal study, intravenous (I'V) injection of folic acid
coated grapefruit-derived EVs (GEVs-FA) was detectable even after 48h of circulation, giving
them a greater opportunity to penetrate tumors. The GEVs-FA did not pass the placental barrier,
which reveals that they could be potentially beneficial vehicles for drug delivery during
pregnancy. Additionally, the therapeutic effects GEVs following the co-delivery of folic acid
and PTX (an anticancer compound), were evaluated in comparison to the administration of each
drug alone. Bio-distribution findings in mice model bearing colon tumor, treated with GEVs,
PTX, and GEVs-FA-PTX, indicated that that free GEVs and PTX mostly targeted liver and
spleen, whereas GEVs-FA-PTX mainly targeted the tumors and markedly reduced tumor

growth of colon cancer xenograft mouse models (11).

Two PDEVs have just been registered for clinical trials. In order to alleviating oral mucositis
associated with chemo-radiation following head & neck cancer, a randomized clinical trial was
designed. The grape-derived EVs should have been administered for 60 patients (20 to 85
Years) diagnosed with head and neck cancer. But the patients could not be recruited (12).
Another randomize clinical trial (NCT01294072) was designed based on PDEV-curcumin
delivery to colon tumors and normal colon tissue. The PDEV-curcumin should have been
administered for 35 patients (20 Years and older). However, this has not yet reached the

recruitment phase (13).
Overall, it can be deduced that:
v Almost all living organisms secrete EVs

v" PDEVs exert a great role in intercellular and cross-kingdom communications through

gene regulation in the recipient cells
v They exert diverse beneficial impact on overall health & alleviating different diseases

v' They are considered as useful carriers for chemotherapeutics and nutraceutical

compounds
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v" Further in vitro/in vivo experiments and clinical trials are needed to define the function

and mechanism of action of PDEVs and their bench to bedside translation

82



25
VGRE T

INTERNATIONAL ONCOLOGICAL EMERGENCIES CONGRESS

AL
IntONEm

BEYKENT UNIVERSITESI
www.beykent.edu.tr

BEYKENT UNIVERSITESI HASTANESI
www.ozelbeykenthastanesi.com

ACIL TIP UZMANLARI DERNEGI
www.atuder.org.tr

AKADEMIiK ONKOLOJi DERNEGI
www.akod.org

KLINiK BiYOKIMYA UZMANLARI DERNEGI
www.kbud.org.tr

TURK AKCIGER KANSERiI DERNEGI
www.takd.org.tr

TURK AKCIGER KANSERI DERNEGI

www.onkolojikaciller.com
onkolojikaciller@gmail.com



