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Uzun donem progresyonsuz sagkalima sahip metastatik renal hiicreli karsinomlu
hastalarin klinik ve patolojik karekteristik ozellikleri

Oktay H. Aktepe!, Mustafa Erman!

"Hacettepe Universitesi Kanser Enstitiisii, Ankara

Giris

Her y1l USA’da 74.000 yeni tan1 Renal Hiicreli Karsinom (RHK) tespit edilmekte ve RHK
nedeniyle 15.000 oliim gerceklesmektedir. Tan1 aninda RHK’larin %16°s1 metastatik agsamada
tespit edilmektedir. Metastatik renal hiicreli karsinomun (mRHK) tedavisi vaskiiler endotelial
biiyime faktérii (VEGF) ve M-tor yolaginin inhibisyonuna  yogunlagmistir
(pazopanib,sunitinib,everolimus). Sunitinib ve Pazopanib mRHK tedavisinde birinci basamak
tedavide kullanilan tirozin kinaz inhibitorleridir. Bu tedavilerin medyan progyesyonsuz
sagkalimi (PSK) sunutinib i¢in 9-11 ay, pazopanib i¢in 9,2 aydir. Calismamizda >12 ay PSK’ya
sahip tedavisinde tirozin kinaz inhibitorii kullanilan uzun dénem yanitli mRHK’l1 hastalarinin
klinik ve patolojik karekteristik 6zellikleri incelendi.

Gerec-Yontem

Calismamizda Hacettepe Universitesi Tip Fakiiltesi (HUTF) Onkoloji Hastanesinde mRHK
tanist ile 01.01.2009-01.06.2019 arasinda tedavi alan 100 hasta dahil edilmistir. Hastalarin
bazal demografik, klinik, labaratuvar ve patolojik 6zellikleri HUTF Girisimsel olmayan Etik
Kurul onayindan sonra retrospektif olarak analiz edilmistir. <12 ay PSK’ya sahip hastalar grup
1, >12 ay PSK’ya sahip hastalar grup 2 olarak siiflandirilmistir.

Bulgular

Calismaya dahil edilen 100 hastanin medyan yas1 57 (30-80) ve %71’1 erkek olarak
degerlendirildi. Hastalarin bazal karekteristik demografik bilgileri Tablo 1°de gosterilmistir.
Grup 2 hastalarin viicut kitle indeksleri (VKI) 28 kg/m? (20-39), grup 1 hastalarinin 26 kg/m?
(16-40) olarak degerlendirildi (p =0.015). Grup 2 hastalar1 daha ¢ok IMDC iyi risk olarak
degerlendirilirken, grup 1 hastalar1 orta risk olarak degerlendirilmis olup, grup 2’de kotii riske
sahip hasta incelenmedi. Her iki grupta da en ¢ok incelenen RHK alt tipi olarak seffaf hiicreli
tip bulundu. Grup 2 hastalarinin medyan tiimor boyutu [8 cm (4-18)], grup 1 hastalarindan [10
cm (3-18)] daha diisiik olarak saptandi (p=0.023). Sunitinib ve pazopanib kullanma a¢isindan
iki grupta anlamli farklilik gériilmedi (p=0.246).
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Tablo 1: Hastalarin bazal demografik karekteristik ozellikleri

Demografik ozellikler Tiim hastalar Grup 1 Grup 2 p
n=100 (%100) n=59 (%59) n=41 (%41) degeri
Cinsiyet-Erkek (%) 71 (%71) 42 (%71,2) 29 (%70,7)
Yas* 57 (30-80) 54 (32-79) 57(30-80) 0.366
Viicut Kitle indeksi* 26,45 (16,1-39,5) 26 (16-40) 28 (20-39) 0.015
3 .
(kg/m")
Sigara icen (%) 58(%58) 36 (%61) 22 (%53) 0.51
Risk Grubu (%)
Iyi risk 30 (%30) 3 (%5,1) 27 (%65,8) | <0.001
Orta risk 52 (%52) 38 (%64,4) 14 (%34,2)
Kotii Risk 18 (%18) 18 (%30,5) -
Tiimér Boyutu* 9,3 (3-18) 10 (3-18) 8 (4-18) 0.023
Alttip (%)
Seffaf 71(%71) 41 (%69,5) 30 (%73,2)
Papiller 14 (%14) 10 (%16,9) 4 (%9,8)
Kromofob 3 (%3) 2 (%3,4) 1 (%2,4) 0.84
Sarkomatoid 1 (%]1) 1(%1,7) -
Mixt 8(%8) 3 (%5,1) 5(%12,2)
Diger** 3 (%3) 2 (%3,4) 1(%2,4)
Metastatik bolge sayisi
(%) 90 (%90) 54 (%91,5) 36 (9%87,8)
1-2 10 (%10) 5 (%8,5) 5(%12,2) 0.55
3-4-5
Fuhrman Grade (%)
1 6 (%6) 2 (%3,4) 4 (%9,8)
2 28 (%28) 11 (%18,6) 17(%41,5) 0.005
3 34 (%28) 23 (%39) 11 (%26,8)
4 32 (%32) 23 (%39) 9 (%22)
Tedavi (%)
Pazopanib 54 (%54) 29 (%49,2) 25 (%61) 0.246
sunitinib 46 (%46) 30 (%50,8) 16 (%39)
Progyesyonsuz sagkalim* 266 (60-1323) 190 (60-365) 490 (390-1323)
(giin)

* Degerler median, minumum-maksimum olarak verilmistir.
** Diger kismindaki tipler rabdoid ve translokasyon tiplerinden olusmaktadir.

Sonuclar-Tartisma

mRHK hastalarinin prognozunu belirlemek i¢in International Metastatic Renal Cell Carcinoma
Database Consortium (IMDC) ve the Memorial SloanKettering Cancer Center (MSKCC)
criteria olarak iki model gelistirilmistir. Bu skorlama sistemlerine gore hastaya immunoterapi
veya tirozin kinaz inhibitorleri verilmektedir. Calismamizda tirozin kinaz inhibitdrlerine daha
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uzun siire PSK yanit1 olan hastalarin klinik-patolojik 6zellikleri incelendi. >12 ay PSK’ya sahip
hastalar (grup 2), <12 ay PSK’ya sahip hastalara (grup 1) gére artmis VKI’ye ve daha diisiik
tiimor boyutu ve Fuhrman derecelerine sahiptir. Grup 2 hastalar IMDC risk grubu olarak daha
cok iyi risk, grup 1 hastalar orta risk olarak degerlendirildi. mRHK tedavisinde kullanilan
tedavilere yanit heterojenitesinden dolay1 daha fazla hasta sayisiyla yapilacak ¢aligmalarla yeni
skorlama sistemlerine ihtiya¢ bulunmaktadir.

Anahtar Kelimeler: Metastatik renal hiicreli karsinom, Progyesyonsuz sagkalim, Tirozin
Kinaz inhibitorii
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ABIRETERON VE ENZALUTAMID ALAN METASTATIK KASTRASYON
REZISTAN PROSTAT KANSERLI HASTALARIN DEGERLENDIRILMESI:
TEK MERKEZ DENEYIiMi

Ayse Demirci!, Cemil Bilir', Deniz Giil%, I.Vedat Bayoglu', IThan Hacibekiroglu!
1 Sakarya Universitesi Egitim ve Arastirma Hastanesi, Tibbi Onkoloji Klinigi, Sakarya
2 Sakarya Universitesi Egitim ve Arastirma Hastanesi, Uroloji Klinigi, Sakarya

Amac: Metastatik kastrasyon rezistan prostat kanserinde (mKRPK) kullanmaya
basladigimiz androjen sentez inhibitdrii abireteron ve ikinci jenerasyon bir antiandrojen
olan enzalutamid alan hastalarimizin hasta karakteristikleri, etkinlik ve yan etki
sonuglariin degerlendirilmesi amaglanmistir.

Gere¢ Yontem: Merkezimizde 2013-2019 yillar1 arasinda takipli toplam 42 mKRPK
tanil1 abireteron ve/veya enzalutamid alan hastalarin dosyasi1 geriye doniik incelendi.
Hastalarin demografik, klinikopatolojik bilgileri ve sagkalim verileri kaydedildi.

Bulgular: Hastalarin medyan yasi 74,5+6,9 (aralik:55-87)idi, %35,2’sinde (n=15)
hipertansiyon, %28’inde (n=12) kardiyak hastalik, %28’inde (n=12) diyabetes mellitus
ve %2,4’linde (n=1) norolojik hastalik dykiisii vardi. Sigara i¢enlerin oranm1 %16,7 (n=7)
olarak bulundu. Hepsinin histopatolojik alt tipi prostatik adenokarsinom idi. 1 hastanin
patolojisi taslt yiizlik hiicreli adenokarsinom idi. Gleason skoru medyan1 9 idi.
(Abireteron ve enzalutamid alan hasta oOzellikleri gruplara gore tablo 1’de
Ozetlenmistir). Bilateral orsiektomi geciren 4 (%9,5), radikal prostatektomi gegiren 4
(%9,5) ve prostata radyoterapi alan 5 (%12) hasta vardi. Hastalarin %52,4°1 (n=22) tan1
aninda metastatikti. Metastaz bolgelerine bakildiginda %91°1  (n=38) kemik, %19’u
(n=8) kemik metastazina ek olarak akciger/karaciger, sadece karaciger %2.4 (n=1),
sadece lenf nodu %#4,8 (n=2), karaciger ve akciger metastaz1 %2,4 (n=1) olarak
saptandi.

Hastalarin %66,7°1 (n=28) enzalutamid, %33,3’ii (n=14) abireteron almist1 (tablo 2).
Enzalutamid alan hastalarda hastalik kontrol orami (parsiyel yanit+stabil yanit) %84,6
iken abireteron alan hastalarda bu oran %61,5 idi (p=0,10). Hastalik kontrol orani
acisindan ve PSA yanit1 agisindan enzalutamid ve abireteron alan hastalar arasinda
istatistiksel olarak anlamli fark yoktu fakat 6zellikle PSA yanit1 agisindan enzalutamid
alanlarda rakamsal olarak bir iistiinliik vardi. Hasta ve olay sayilar1 yeterli olmadigi i¢in
medyan degil ortalamalar verildi. Medyana ulasilamadig1 i¢in bakilan 24 aylik sagkalim
abireteron kolunda %71 iken enzalutamid kolunda %84 bulundu fakat aradaki fark
istatistiki anlamli degildi (p=0,33).

Toksisiteler genel olarak literatiir ile benzer dzellikteydi. Ilacin kesilmesini gerektiren
toksisite 3 hastada goriildii. Enzalutamid alan 1 hastada 1. haftada alerjik reaksiyon,
dokiintii ve 6dem, abireteron baslanan 2 hastadan birinde asir1 bulanti-kusma, digerinde
de 2. ayda aplastik anemi gelistigi i¢in tedavileri sonlandirildi.



Tartisma ve sonuclar: Enzalutamid alan hastalarin takip siiresinin daha kisa olmasi
nedeniyle iki grubun progresyonsuz sagkalimlari arasindaki sayisal farklilik istatistiksel
olarak anlamli bulunmadi (p=0,35). Abireteron alan hastalarin progresyonsuz ve genel
sagkalim degerleri literatiire gore daha yiiksek saptanmistir. Bu farkin nedeni hasta

sayisinin az olmast ve yeterli progresyon/dliim olmadigr icin medyan degere
ulasilamamasina baglanmistir. Enzalutamid alan hastalarda istatistiksel olarak olmasa
da rakamsal olarak bir PSA yamiti istiinliigii gosterilmistirr. mKRPK’li hastalarda
abireteron ve enzalutamid sonuglarinin daha fazla hasta sayisi ile degerlendirildigi
gergcek yasam verilerine ihtiyag vardir.
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Tablo1
Enzalutamid Abireteron P degeri
n=28 n=14
Medyan yas 75,5 (57-87) 76,5 (68-87) P=0,53
Medyan PSA 95 ng/mL (1,9-1000) | 47 ng/mL (0,02-4919) | P=0,75
Gleason
<7 4 (%14) 4 (%29) P=0,17
>8 24 (%86) 8 (%57)
ECOG PS
0-1 10 (%36) 8 (%57)
2 16 (%57) 6 (%43) P=0,14
3 2 (%7) 0
Metastaz bolgeleri
Visseral 6 (%22) 5 (%36) P=0,26
Nonvisseral 22 (%78) 9 (%64)




3. Ulusal Urogenital Kanserler Kongresi
24-27 Ekim 2019 / Cratos Hotel K.K.T.C

S2

Tablo 2
Enzalutamid Abireteron P degeri
n=28 n=14
Predosetaksel 13 (%46) 7 (%50)
Postdosetaksel 15 (%54) 7 (%50) P=0,82
PSA yaniti
Var 20 (% 71) 7 (%50)
Yok 6 (%21) 7 (%50) P=0,08
Bilinmeyen 2 (%8)
Radyolojik yanit
PR 4 (%14) 2 (%14)
Stabil 18 (%64) 6 (%43) P=0,11
Progresyon 4 (%14) 5 (%36)
Bilinmeyen 2 (%8) 1(%7)
Medyan takip sliresi 11+ 7,1 (0-28) ay 19,5 + 14 (1-44) ay P=0,13
Ortalama PFS 19.1+1,3 (16,5-21,7)ay | 33,5+5,6(22,4-44,6) ay | P=0,35
Predosetaksel PFS ulasilamadi 31+8ay
Postdosetaksel PFS 13,8+ 1,7 ay 30+ 6 ay P=0,79
Ortalama OS 20 ay 35 ay P=0,24
Predosetaksel OS 22+ 3 ay 38+5ay P=0,48
Postdosetaksel OS 16+ 1,8ay 27 5 ay P=0,34




Cum Survival
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NONSEMINOMATOZ TESTIS TUMORLERINDE NUKSU PREDIKTE EDEN FAKTORLER
Ogur Karhan', Erkan Bilen', Nadiye Akdeniz’
' Dicle Universitesi Tip Fakdiltesi Tibbi Onkoloji Bilim Dali, Diyarbakir

Giris: Testis timorleri seminomatdz (%55) ve nonseminomatoz ( %45) olarak iki ana grubta
siniflandirilir. Olgularin yaklasik %75’i klinik olarak evre 1 hasta olup sadece orsektomi ile kir
saglanabilmektedir, ancak evre 1 ve 2 hastalarin hangilerinde niks riskinin fazla oldugunu tespit
etmek oldukga zordur. Cerrahi sonrasinda adjuvan tedavi niiks riskini dnemli 6l¢lide azaltmaktadir,
ancak bir cok hastada bu yaklasim gereksiz tedavilere ve bu tedavilere bagl kisa ve uzun vadede
komplikasyonlarina neden olmaktadir. Bu nedenle hastalik niksiini predikte eden faktorlerin tespit
edilmesi ve adjuvan tedavilerin bu faktorlere uygun olarak planlanmasi oldukca 6nem arz etmektedir.

Metaryal-metod: Dicle Universitesi Tibbi Onkoloji Klinigimize agustos 2006 ile aralik 2018
tarihleri arasinda testis kanseri teshisi ile basvuran 344 hasta dosyasi retrospektif olarak
tarandi. incelenen dosyalarda nonseminomatdz testis kanseri 60 hasta calismaya dahil
edildi. Calismadaki hedefimiz evre | ve evre Il hastalarda niiks riskini predikte edebilecek
faktorlerin incelenmesi olarak belirlendi. Chsmada SPSS Statistics 18 kullanildi.

Hasta sayisinin az olmasi nedeni ile 6lim ve niks icin regresyon modeli olusturulamadi. Ancak
hipotez testi olarak univariable Cox regresyon ve Logrank testi uygulandi. Hasta sayisinin az olmasi
nedeni ile 6lim ve niiks i¢in regresyon modeli olusturulamadi. Ancak hipotez testi olarak univariable
Cox regresyon ve Logrank testi uygulandi.

Bulgular: Caligmamiza toplam 60 hasta dahil edildi. Hastalarin median yas1 35,7 (27,24-38,09) y1l
idi. Hastalarin 7’sinde (%11,3) lenfovaskiiler invazyon, 11’inde (%18,3) spermatik kord tutulumu,
17’inde (%28,3) tunika albuginea tutulumu, 13’iinde (%21,6) ise rete testis tutulumu mevcut idi,
hastalarin 35’sinde (%58,3) embriyonel karsinom predominsi mevcuttu.Ortalama tiimér ¢ap1 4,4 cm
idi. Hastalarin 39’1 (%68,3) evre I, 18’u (%31,6) evre Il hastaliga ve 3 ( %5) hastada evre 3 hastaliga
sahip idi. Kemoterapi rejimi olarak 49 (%81,6) hasta BEP protokolu, 11(%18,3) hasta aktif izlem ile
takip edildi. Toplam 7 hasta niiks etmisti. Evre I hastalarda LDH 201 U/L, evre II hastalarda 229 U/L
olarak saptand (p:0.006). Lenfovaskiiler invazyonu (LVI) ile PFS arasinda yapilan degerlendirmede
LVI olan hastalarda PFS daha kétii olarak saptandi(p:0.037) (sekil 1) Tiimdr cap, rete testis
tutulumu,embriyonel karsinom predominans,spermatik kord tutulumu, tunika albuginea tutulumu ve
tiimor markar diizeyi ile rekiirrens arasinda iliski degerlendirildi. S6z konusu parametreler ile niiks
arasinda anlamli iligki izlenmedi

Tartisma ve sonug: Orsiektomi sonrasi izleme alinan hastalarda rekiirens icin en 6nemli risk faktorleri
LVI, embriyonel karsinom predominasi ve patolojik T3-T4 tanimlanmistir. Bu risk faktérlerinde hig
birinin olmamasi durumuda hastalik duglk riskli kabul edilir ve nlksu riski %10 ile 14 arasinda
degismekte. Her hangi bir risk faktorii mevcudiyetinde hastalik riski %40 ile 55 kadar ylkselmekte.
Danimarka kokenli bir galismada higbir risk faktori olmayan hastalarda ntiks riski %12,LVI
pozitifli§inde %18, embriyonel predominant olgularda %29 tespit edilmistir, ancak olgularin % 44 de
patoloji raporunda LVI durumu belirtilmez iken LVI pozitifligi sadece %14 olguda gosterilebilinmis. Biz
tanimlanan bu riski faktorlerini ve ek olarak tiimor ¢api, rete testis tutulumu, spermatik kord tutulumu,
tunika albuginea tutulumu ve timor markir diizeyi ile rekiirrens riski arasindaki iliskiyi
degerlendirdik. LVI olan hastalarin PFS siiresi LVI olmayanlara gére daha az olarak saptand ayrica
evre Il timdrlerde LDH orani evre I tiimorlere gore daha fazla olarak bulundu.
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Sonug olarak; Nonseminomatéz germ hiicreli testis timaorlerinde niiks riskini predikte edebilecek
faktorlere yonelik kendi merkezimize ait gercek yasam verilerini degerlendirdigimiz ¢alismamizda
timor ¢api, rete testis tutulumu,embriyonel karsinom predominans,spermatik kord tutulumu, tunika
albuginea tutulumu ve tiimdr markar diizeyi ile rekiirrens arasinda anlamli bir iliski bulamadik. LVI
olan hastalarin PFS siiresi LVI olmayanlara gore daha az olarak saptandi.
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ERKEN EVRE SEMINOM HASTALARINDA PROGNOZU
ETKILEYEN FAKTORLER

Yasin Sezgin!, Senar Ebing!, Zuhat Urakgr'

Dicle Universitesi, Tip Fakiiltesi, Tibbi Onkoloji Bilim Dah, Diyarbakar.

Giris-Amac: Germ hiicreli testis tiimorleri seminomatdz ve non-seminomatoz testis tiimorleri
olarak iki gruptan meydana gelmektedir. Cerrahi olarak oorsiektomi yapilmis erken evre
seminom hastalarinda miikemmel bir prognoz gézlenir. Seminom hastalar1 metastatik evrede
olsa bile yaklagik olarak %50 kiir sansi mevcuttur. Bu nedenle 6zellikle risk faktori
tasimayan erken evre seminom hastalar aktif izlem ile takip edilebilir. Aktif izlemdeki temel
amagc; cerrahi oorsektomi sonrasi hicbir gekilde niiks etmeyecek olan %85 hastay1r dogru
olarak tespit etmek ve o hastalar1 gereksiz tedaviden ve kemoterapinin yan etkilerinden
korumaktir. Risk faktorii tasiyan hastalar karboplatin veya BEP kiirii gibi kemoterapi
protokolleri ile tedavi edilebilmektedir.

Gerec ve yontem: Dicle Universitesi Tip Fakiiltesi Tibbi onkololi klinigimizde agustos 2006
ile aralik 2018 tarihleri arasinda testis kanseri teshisi konulmus olan 344 hasta dosyasi
retropektif olarak incelendi. Taranan dosyalarda evre 1 ve 2 seminom olan 70 hasta calismaya
dahil edilerek incelendi. Calismadaki amacimiz erken evre seminom hastalarinda prognoz
izerinde etkili olan faktorler, niiksli gdsteren bir prediktif deger olup olmadiginin arastirilmasi
olarak belirlendi. Hasta sayisinin az olmasi nedeni ile 6liim ve niiks i¢in regresyon modeli
olusturulamadi. Ancak hipotez testi olarak univariable Cox regresyon ve Logrank testi
uygulandi.

Bulgular: calismamiza toplam 70 hasta dahil edildi. Hastalarin median yas1 35,7 (27,24-
38,09) yil idi. Hastalarin 29’linda (%41,4) lenfovaskiiler invazyon, 10’unda (%14,3)
spermatik kord tutulumu, 23’tinde (%32,9) tunika albuginea tutulumu, 20’sinde (%28,6) ise
rete testis tutulumu mevcut idi. Hastalarin 61°1 (%87,1) evre I ve 9’u (%12,9) evre 1l hastaliga
sahip idi. Kemoterapi rejimi olarak 19 (%27,1) hasta BEP protokolu, 31(%44,3) hasta tek ajan
karboplatin almis iken, 20 (%28,6) hastaya da izlem Onerilmisti. Yapilan istatistiksel analizde
hastaligin evresi ile rekiirrens arasinda anlamli iliski mevcut idi. Toplamda niiks eden 10
yastanin 4’1 (%40) evre II’de olup bu durum istatistiksel olarak anlamli idi (p:0.026) (Sekil-
1). Diger parametreler ve rekiirrens arasinda anlamli iliski izlenmedi.
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Sekil-1: Tiimor evresi ile niiks arasindaki iliski
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Tartisma ve sonuc: Modern tedavi segenekleri ile germ hiicreli tiimorlerde 5 yillik sag kalim
%95 civarindadir. Hastaligin evresi ve risk faktorlerinin varligina gore tedavi stratejisi
degiskenlik gostermektedir. Evre I seminom hastalarinin %85°i sadece orsektomi ile tedavi
edilebiliniyorken hastalarin bir kismina tek ajan karboplatin tedavisi uygulanabilmektedir ve
bu tedavi ile 5 yillik sagkalim oran1 %82 civarindadir. evre Il seminomda bleomisin, sisplatin,
etoposid gibi kombinasyon tedavileri uygulanmaktadir. Bu hastalarda rekiirens riski evre I
hastalara gore daha fazladir. Bizim de calismamizda evre II hastalikta rekiires sikligi evre 1
hastalara gore daha fazla olup bu fark istatistiksel olarak anlamli idi. Diger parametreler olan
lenfovaskiiler invazyon, spermatik kord tutulumu, tunika albuginea tutulumu, rete testis
tutulumu ve rekiirens arasinda anlamli istatistiksel iliski izlenmedi.

Sonug¢ olarak; germ hiicreli tiimorlerde evre de tiimor rekiiresini predikte edecek faktorler
arasinda yer almaktadir. Hastanin aldig1 tedavi ve tiimoriin diger Ozellikleri ile rekiirens
arasinda anlamli bulgu izlemedik. Daha genis ¢apli ¢aligsmalara ihtiya¢ oldugu kanisindayiz.
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Metastatik Prostat Kanserinde Tek Merkez Post-Dosetaksel Abirateron Deneyimi

Ahmet Bilgehan Sahin?, Birol Ocak?, Burcu Caner?, Sibel Oyucu Orhant?, Hikmet Oztop, Adem
Deligéniil!, Erdem Cubukgu?, Tirkkan Evrensel®

1Bursa Uludag Universitesi Tip Fakiiltesi i¢ Hastaliklari Anabilim Dali, Tibbi Onkoloji Bilim Dall,
BURSA

Amag

Metastatik kastrasyon direngli prostat kanseri hastalarinda dosetaksel sonrasi abirateron
asetatin (AA) etkinligi ve sagkalim verilerimizi sunmayi amacladik.

Yontem

Bursa Uludag Universitesi Tip Fakiiltesi Tibbi Onkoloji Bélimiince AA raporu cikarilan hastalar
retrospektif olarak tarandi. Post-dosetaksel AA kullanan hastalarin dosyalari incelendi.
Hastalarin ortalama yaslari, gleason skorlari, dosetaksel PFS sireleri, metastaz durumlari AA
baslangic PSA’lari, AA kullanim sireleri, PFS, OS ve ila¢ kullanim siireleri, ortalama takip
sireleri ve yan etkileri degerlendirildi. SPSS 22 ile analiz yapildi.

Bulgular

Calismaya toplam 32 hasta dahil edildi. Hastalarin tani ani ortalama yasi 65,2 + 6,7'di.
Hastalarin bir tanesinin Gleason skoru 7’nin altindayken alti hastanin skoru 7, diger hastalarin
ise 7 Uzerindeydi. ilk tani aninda %62,5 hastada de novo metastatik hastalik saptandi. Tani ani
non-metastaik olan hastalarin %75’i yliksek riskliydi. Hastalarin metastatik hastalik saptanma
aninda ortalama vyasi 66,0 * 7,4 yilken medyan PSA diizeyi 94,6 (4,4-100000) idi. Metastaz
aninda %18,7’sinde viseral metastaz saptanirken digerlerinde lenf nodu ve kemik metastazlari
vardi. Hastalarin medyan takip sireleri 48,8 ay (17,5-137,3) idi. Hastalarin dosetaksel ile PFS
8,0 (Cl: 6,8;9,2) ay olarak saptandi. AA baslama ani ortalama yasi 67,8 + 7,2 aydi. AA baslama
aninda tim hastalar kastrasyon direncli prostat kanseri (KDPK) olarak degerlendirildi. AA
alirken 2 hastada tedaviye yan etki nedenli devam edilemedi. Sekiz hasta da AA alirken ex oldu.
On alti hastada PSA ve/veya radyolojik olarak progresyon saptandi. AA’in PFS’i 8,9 (ClI:
6,2;11,5) ay olarak saptandi. Viseral ve non-viseral gruplar arasinda fark saptanmadi.
Hastalarin metastatik olduktan sonra OS 43,0 (Cl: 35,4;50,6) aydi.

Tartisma ve Sonug

Metastatik prostat kanseri tedavisinde ADT ile medyan progresyonsuz sagkalim 20 ay
civarinda olup, progresyon gelistiginde KDPK tedavi segenekleri dosetaksel, abirateron,
enzalutamid, kabazitakseldir. Abirateron, 17,20-liyaz ve 17-alfa-hidroksilaz inhibisyonu ile
androjen sentezini bloke eden hormonal ajandir. KDPK tedavisinde dosetaksel dncesi ya da
sonras! kullanilabilir. Dosetaksel sonrasi kullaniminda etkinligi COU-AA-301 calismasinda
gosterilmistir. Abirateron, placebo ile karsilastirildiginda 6lim riskinde %35,4 azalma, 15,8 ay
genel sagkalim, PSA progresyonuna kadar gecen slire 8,5 ay, medyan radyolojik PFS 5,6 ay,
iskelet ile iliskili olaylara kadar gegen siire 9,9 ay ile tim hedeflerde Ustlinlik saglamistir.
Galismamizda survi analizleri literatlrle uyumludur. Gergek yasam verileri icin daha fazla hasta
sayisl ile buylk olgekli calismalara ihtiya¢ duyulmaktadir.
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Tablo: Hastalarin demografik verileri ve tedavi 6zellikleri

Tani Yasi; mean £ SD 65,2+6,7
<7 1 (%3,1)
7 6 (%18,7)
Gleason Skor
>8 22 (%68,8)
Bilinmiyor 3 (%9,6)
Non-Metastatik hastalik 12 (%37,5)
Tani Ani
De Novo Metastatik Hastalik 20 (%62,5)
Orta Risk 3 (%25,0)
Non-Metastatik Risk Grubu
Yiiksek Risk 9 (%75,0)
Metastatik Hastalik Yasi; mean + SD 66,0%+7,4
Metastatik Hastalikta PSA; median (min-max) 94,6 (4,4 — 100000)
Viseral 6 (%18,7)
Metastaz Yeri
Non-Viseral 26 (%81,3)
Abirateron Baglama Yasi 67,8%+7,2
Abirateron Altinda Progresyon Var 26 (%81,3)
(PSA; Radyolojik veya 6liim) Yok 6 (%18,7)
Ex 25 (%78,1)

Mevcut durum
Yasiyor 7 (%21,9)

Sekil: Abirateron asetatin progresyonsuz sagkalim grafigi
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Neoadjuvan Kemoterapi

Neoadjuvant Chemotherapy Followed by Radical Surgery
Versus Concomitant Chemotherapy and Radiotherapy in
Patients With Stage IB2, IIA, or IIB Squamous Cervical
Cancer: A Randomized Controlled Trial

Sudeep Gupta, Amita Maheshwari, Pallavi Parab, Umesh Mahantshetty, Rohini Hawaldar, Supriya Sastri

(Chopra), Rajendra Kerkar, Reena Engineer, Hemant Tongaonkar, Jaya Ghosh, Seema Gulia, Neha Kumar,
T. Surappa Shylasree, Renuka Gawade, Yogesh Kembhavi, Madhuri Gaikar, Santosh Menon, Meenakshi Thakur,

Shyam Shrivastava, and Rajendra Badwe

A B S T R A C T

Purpose
We compared the efficacy and toxicity of neoadjuvant chemotherapy followed by radical surgery
versus standard cisplatin-based chemoradiation in patients with locally advanced squamous cervical
cancer.

Patients and Methods

This was a singlecenter, phase lll, randomized controlled trial (ClinicalTrials.gov identifier:
NCT00193739). Eligible patients were between 18 and 65 years old and had stage IB2, IIA, or |IB
squamous cervical cancer. They were randomly assigned, after stratification by stage, to receive
either three cycles of neoadjuvant chemotherapy using paclitaxel and carboplatin once every
3 weeks followed by radical hysterectomy or standard radiotherapy with concomitant cisplatin once
every week for 5 weeks. Patients in the necadjuvant group received postoperative adjuvant radiation
or concomitant chemotherapy and radiotherapy, if indicated. The primary end point was disease-free
survival (DFS), defined as survival without relapse or death related to cancer, and secondary end
points included overall survival and toxicity.

Results

Between September 2003 and February 2015, 635 patients were randomly assigned, of whom 633
(316 patients in the neoadjuvant chemotherapy plus surgery group and 317 patients in the con-
comitant chemoradiation group) were included in the final analysis, with a median follow-up time of
58.5 months. The 5-year DFS in the neoadjuvant chemotherapy plus surgery group was 69.3%
compared with 76.7% in the concomitant chemoradiation group (hazard ratio, 1.38; 95% Cl, 1.02 to
1.87; P=.038), whereas the corresponding 5-year OS rates were 75.4% and 74.7%, respectively
(hazard ratio, 1.025; 95% CI, 0.752 to 1.398; P = .87). The delayed toxicities at 24 months or later
after treatment completion in the neoadjuvant chemotherapy plus surgery group versus the con-
comitant chemoradiation group were rectal (2.2% v 3.5%, respectively), bladder (1.6% v 3.5%,
respectively), and vaginal (12.0% v 25.6%, respectively).

Conclusion
Cisplatin-based concomitant chemoradiation resulted in superior DFS compared with neoadjuvant

chemotherapy followed by radical surgery in locally advanced cervical cancer.
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* Tek basina konkomitan kemoradyoterapi uygulamasi, neoadjuvan
kemoterapi sonrasi cerrahi ugulamasina goére DFS anlamida daha Ustiin, OS
de fark yok. Ancak radyoterapiye erisimin mimkiin olmadig bolgelerde
neoadjuvan kemoterapi, ardindan cerrahi secenegi uygulanabilir.
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Adjuvan Kemoterapi

Phase III, Open-Label, Randomized Study Comparing
Concurrent Gemcitabine Plus Cisplatin and Radiation
Followed by Adjuvant Gemcitabine and Cisplatin Versus
Concurrent Cisplatin and Radiation in Patients With Stage
I1B to IVA Carcinoma of the Cervix

Alfonso Duefias-Gonzdlez, Juan J. Zarba, Firuza Patel, Juan C. Alcedo, Semir Beslija, Luis Casanova,
Pittayapoom Pattaranutaporn, Shahid Hameed, Julie M. Blair, Helen Barraclough, and Mauro Orlando

See accompanying editorial on page 1654

A B 58S T R A C T

Purpose
To determine whether addition of gemcitabine to concurrent cisplatin chemoradiotherapy and as

adjuvant chemotherapy with cisplatin improves progression-free survival (PFS) at 3 years com-
pared with current standard of care in locally advanced cervical cancer.

Patients and Methods
Eligible chemotherapy- and radiotherapy-naive patients with stage |IB to IVA disease and

Karnofsky performance score = 70 were randomly assigned to arm A (cisplatin 40 mg/m? and
gemcitabine 125 mg/m? weekly for 6 weeks with concurrent external-beam radiotherapy [XRT]
50.4 Gy in 28 fractions, followed by brachytherapy [BCT] 30 to 35 Gy in 96 hours, and then two
adjuvant 21-day cycles of cisplatin, 50 mg/m? on day 1, plus gemcitabine, 1,000 mg/m? on days
1 and 8) or to arm B (cisplatin and concurrent XRT followed by BCT only; dosing same as for arm A).

Results dL
Between May 2002 and March 2004, 515 patients were enrolled (arm A, n = 259, arm B, n: ar

PFS at 3 years was significantly improved in arm A versus arm B (74.4% v 65.0%, respecCtivey;
P = .029), as were overall PFS (log-rank P = .0227; hazard ratio [HR], 0.68; 95% CI, 0.49 to 0.95),
overall survival (log-rank P = .0224; HR, 0.68; 95% CI, 0.49 to 0.95), and time to progressive
disease (log-rank P = .0012; HR, 0.54; 95% CI, 0.37 to 0.79). Grade 3 and 4 toxicities werr
frequent in arm A than in arm B (86.5% v 46.3%, respectively; P < .001), including two -+
possibly related to treatment toxicity in arm A.

Conclusion
Gemcitabine plus cisplatin chemoradiotherapy followed by BCT and adjuvant gemcitabine/c

chemotherapy improved survival outcomes with increased but clinically manageable toxicity
compared with standard treatment.

J Clin Oncol 29:1678-1685. © 2011 by American Society of Clinical Oncology
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Fig 3. Kaplan-Meier estimates of (A) progression-free survival (PFS) and (B)
overall survival for patients who were randomly assigned to arm A or arm B. PFS
at 3 years is shown by the dotted black lines and was 74.4% for arm A and 65.0%
for arm B (P = .029). HR, hazard ratio.
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Table 3. Acute Toxicities Related to Study Drug
Arm A (n = 260} Arm B (n = 258)
Grade 0 Grade 1 Grade 2 Grade 3 Grade 4 Grade 0 Grade 1 Grade 2 Grade 3 Grade 4
No. of No. of No. of No. of No. of No. of No. of No. of No. of No. of
Toxicity Patients % Patients %  Patients %  Patients % Patients % Patients %  Patients % Patients % Patients %  Patients %
Neutropenia 47 18.1 13 5.0 67 2568 117 45.0 16 6.2 178 69.8 i1 43 51 200 13 5.1 vl 0.8
Diarrhea 93 35.8 46 17.7 75 288 48 1.7 0 0.0 124 488 70 2715 49 19.2 12 47 0 0.0
Nausea 96 36.9 57 21.9 96 369 10 38 1 04 100 39.2 90 353 58 223 7 27 0 0.0
Anemia 108 41.5 35 135 a3 358 20 77 4 1.5 164 64.3 42 165 44 173 4 16 1 04
Vomiting 111 42.7 31 11.8 98 377 20 7.7 0 0.0 132 51.8 52 204 64 25.1 6 24 1 0.4
Fatigue 165 59.6 34 131 61 235 8 3.1 Z 0.8 183 75.7 30 118 28 11.0 4 1.6 0 0.0
Radiation
dermatitis 186 71.5 18 6.9 27 104 29 112 0 0.0 188 73.7 23 2.0 17 6.7 27 10.6 0 0.0
Thrombocytopenia 186 715 42 16.2 16 6.2 14 54 2 0.8 226 886 23 9.0 3 1.2 3 1.2 0 0.0
Abdominal pain/
cramping 190 731 3s 14.6 25 96 7 27 0 0.0 215 843 32 125 7 2.7 1 04 0 0.0
Anorexia 213 81.9 27 104 19 73 1 04 0 0.0 218 855 25 98 12 47 0 0.0 0 0.0
Proctitis 222 854 14 54 15 58 7 2.7 2 0.8 234 91.8 16 6.3 4 16 1 04 0 0.0
AST 240 823 14 54 4 18 2 08 0 0.0 253 092 2 08 1] 0.0 0 0.0 0 0.0
ALT 243 3.5 10 38 5 19 2 08 0 0.0 251 98.4 3 12 1 04 0 0.0 0 0.0
Creatinina 251 96.5 4 1.5 1 0.4 4 15 0 0.0 253 99.2 0 00 1] 0.0 1 0.4 1 04
Febrile
° neutropenia 253 87.3 1 0.4 0 0.0 4 1.6 2 0.8 254 99.6 1] 0.0 ] 0.0 1 04 0 0.0
NOTE. Some patients had more than one adverse effect. Other grade 3 and 4 adverse effects for both treatment arms are listed in the Data Supplement. Because
of rounding, not all percentages add up to 100%. Toxicity was measured weekly while on study and again 30 days after last study treatment. Dose adjustments
for toxicity are described in the Data Supplement. Arm A treatment consisted of gemcitabine plus cisplatin with concurrent radiation therapy, followed by
brachytherapy, and then by adjuvant gemcitabine and cisplatin. Arm B treatment consisted of cisplatin with concurrent radiation therapy, followed by brachytherapy
and no adjuvant chemotherapy.

* Kemoterapi kolunda daha fazla grad 3-4 toksisite gortulmus

Daha iyi PFS ve OS elde edilmis olmasina karsin PFS ve OS
deki bu farkin kemoradyoterapiye mi yoksa adjuvan
kemoterapiye mi bagli oldugu bilinmedigi icin adjuvan
kemoterapi rutinde 6nerilmiyor.

Standart Tedavi

Table 1 Current standard-of-care treatment*

FIGO stage Recommended treatment

IA1 and IA2 Type |l radical hysterectomy+pelvic
lymph node dissection

IB1 and IIA1 Type lll radical hysterectomy+pelvic
lymph node dissection

IB2 and 11A2 Pelvic
EBRT+brachytherapy+cisplatin-
based concurrent chemotherapy

IIB to IVA Pelvic
EBRT+brachytherapy+cisplatin-
based concurrent
chemotherapy+EBRT to para-aortic
nodes

IVB or recurrent Paclitaxel+cisplatin+bevacizumab

disease not amenable Paclitaxel+cisplatin

to local therapy Paclitaxel+topotecan+bevacizumab
Paclitaxel+topotecan
Paclitaxel+carboplatin
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Metastatik Hastalik
Sistemik Kemoterapi Tedavisi

e Kuiratif tedavi nadiren mimkin (izole uzak metastazi olan,
lokal tedavilerin yapilabildigi nadir bazi vakalar)

e Amac semptom palyasyonu ve yasam kalitesinde artis

» Sisplatin (50 mg/m2, 3 haftada bir) son 20 yildir, en yaygin
kullanilan, en aktif ve standart tek tedavi secenegiydi (GOG26;
RR: %20, m PFS: 2,8-3,2 ay, 0S: 6,2-8,0 ay)

BIRINCI SIRA TEDAVI

Phase III Study of Cisplatin With or Without Paclitaxel
in Stage IVB, Recurrent, or Persistent Squamous Cell
Carcinoma of the Cervix: A Gynecologic Oncology
Group Study

David H. Moore, John A. Blessing, Richard P. McQuellon, Howard T. Thaler, David Cella, Jo Benda,
David S. Miller, George Olt, Stephanie King, John F. Boggess, and Thomas F. Rocereto

A B S T R A C T

Purpose
To determine whether cisplatin plus paclitaxel (C+P) improved response rate, progression-free survival

(PFS), or survival compared with cisplatin alone in patients with stage IVB, recurrent, or persistent
sqguamous cell carcinoma of the cervix.

Patients and Methods
Eligible patients with measurable disease, performance status (PS) 0 to 2, and adequate hematologic,

hepatic, and renal function received either cisplatin 50 mg/m? or C+P (cisplatin 50 mg/m? plus paclitaxel
1356 mg/m?) every 3 weeks for six cycles. Tumor measurements and guality-of-life (QOL) assessments
were obtained before each treatment cycle.

Results
Of 280 patients entered, 6% were ineligible. Among 264 eligible patients, 134 received cisplatin and 130

received C+P. Groups were well matched with respect to age, ethnicity, PS, tumor grade, disease site,
and number of cycles received. The majority of all patients had prior radiation therapy (cisplati’
C+P, 91%). Objective responses occurred in 19% (6% complete plus 13% partial) of patients
cisplatin versus 36% (15% complete plus 21% partial) receiving C+P (P = .002). The median 3
2.8 and 4.8 months, respectively, for cisplatin versus C+P (P < .001). There was no difference in median
survival (8.8 months v 8.7 months). Grade 3 to 4 anemia and neutropenia were more common in the
combination arm. There was no significant difference in QOL scores, although a disproporti~nate
number of patients (cisplatin, n= B0; C+P, n = 33) dropped out of the QOL component, pre ]
because of increasing disease, deteriorating health status, or early death. +

o b

Conclusion
C+P is superior to cisplatin alone with respect to response rate and PFS with sustained QOL.

J Clin Oncol 22:3113-3119. © 2004 by American Society of Clinical Oncology
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Fig 1. Progression-free survival by treatment group. Prog, progression. Fig 2. Survival by treatment group

Sisplatin-paklitaksel kombinasyon kolunda
daha yiksek ORR (%19 vs %36) ve PFS (2.8 vs
4.8 ay) , ancak OS farki yok.

Randomized Phase III Trial of Cisplatin With or
Without Topotecan in Carcinoma of the Uterine Cervix:
A Gynecologic Oncology Group Study

Harry J. Long 111, Brian N. Bundy, Edward C. Grendys Jr, Jo Ann Benda, D. Scott McMeekin,
Joel Sorosky, David S. Miller, Lynne A. Eaton, and James V. Fiorica

A B 8§ T R A C T

Purpose
On the basis of reported activity of methotrexate, vinblastine, doxorubicin, and cisplatin

(MVAC) or topotecan plus cisplatin in advanced cervix cancer, we undertook a randomized
trial comparing these combinations versus cisplatin alone, to determine whether survival is
improved with either combination compared with cisplatin alone, and to compare toxicities
and quality of life (QOL) among the regimens.

Patients and Methods
Eligible patients were randomly allocated to receive cisplatin 50 mg/m? every 3 weeks (CPT);

cisplatin 50 mg/m? day 1 plus topotecan 0.75 mg/m? days 1 to 3 every 3 weeks (CT); or
methotrexate 30 mg/m? days 1, 15, and 22, vinblastine 3 mg/m? days 2, 15, and 22,
doxorubicin 30 mg/m? day 2, and cisplatin 70 mg/m? day 2 every 4 weeks (MVAC). Survival
was the primary end point; response rate and progression-free survival (PFS) were secondary
end points. QOL data are reported separately.

Results

The MVAC arm was closed by the Data Safety Monitoring Board after four treatment-related
deaths occurred among 63 patients, and is not included in this analysis. Two hundred
ninety-four patients enrolled onto the remaining regimens: 146 to CPT and 147 to CT. Grade
3 to 4 hematologic toxicity was more common with CT. Patients receiving CT had statistically
superior outcomes to those receiving CPT, with median overall survival of 9.4 and 6.5
months (P = .017), median PFS of 4.6 and 2.9 months (P = .014), and response rates of 27%
and 13%, respectively.

Conclusion
This is the first randomized phase Il trial to demonstrate a survival advantage for combination

chemotherapy over cisplatin alone in advanced cervix cancer.
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Fig 1. Progression-free (PF) survival by treatment group. Rx, drug treatment.

Fig 3. Survival of recurrent patients previously treated with cisplatin
chemoradiotherapy by treatment group. A, alive; D, dead.

Table 5. Progression-Free and Overall Survival
CPT cT
Median 1st, 3rd Median 1st, 3rd
End point/Subgroup (months) Quartiles (months) Quartiles
All patients
PFS 29 14,62 4.6 17,87
Survival 6.5 41,134 94 4.6,16.0
Patients with prior cisplatin
PFS 2.7 1.4,56.2 3.8 1.2,6.6
Survival 59 34,118 19 3.2,133
Patients without prior cisplatin
PFS 3.2 1.5,68 6.9 30,119
Survival 8.8 5.4,14.9 15.4 8.7,18.2
Hazard ratio
PFS 0.76
95% ClI 0.597 to 0.969
P .014
Survival 0.76
95% ClI 0.593 to 0.979
E 017
Abbreviations: CPT, cisplatin alone; CT, cisplatin and topotecan; PFS, progression-free survival.

Topotekan-siplatin kombinasyonu, tek ajan sisplatine gére daha iyi (mOS:
9.4 vs 6.5 AY, mPFS: 4.6 vs 2.9 ay, RR: %27 vs %13)

Paklitakselli kombinasyona gore topotekanh kombinasyon daha toksik ve
uygulamasi daha zor

Daha 6nce kemoradyoterapi alan hastalarda RR daha disuk
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Paclitaxel Plus Carboplatin Versus Paclitaxel Plus Cisplatin
in Metastatic or Recurrent Cervical Cancer: The Open-Label
Randomized Phase III Trial JCOGO0505

Ryo Kitagawa, Noriyuki Katsumata, Taro Shibata, Toshiharu Kamura, Takahiro Kasamatsu, Toru Nakanishi,
Sadako Nishimura, Kimio Ushijima, Masashi Takano, Toyomi Satoh, and Hiroyuki Yoshikawa

See accompanying editorial on page 2125; listen to the podcast by Dr Moore at www.jco.org/
podcasts

A B S T R A C T

Purpose
In metastatic or recurrent cervical cancer, cisplatin-based chemotherapy is standard. The

JCOGO505 randomized phase lll trial evaluated the clinical benefits of carboplatin-based regimen.

Patients and Methods

Eligible patients had metastatic or recurrent cervical cancer and had = one platinum-containing
treatment and no prior taxane. Patients were randomly assigned either to conventional paclitaxel
plus cisplatin (TP; paclitaxel 135 mg/m? over 24 hours on day 1 and cisplatin 50 mg/m? on day 2,
repeated every 3 weeks) or paclitaxel plus carboplatin (TC; paclitaxel 175 mg/m? over 3 hours and
carboplatin area under curve 5 mg/mL/min on day 1, repeated every 3 weeks). Primary end point
was overall survival (OS). Planned sample size was 250 patients to confirm the noninferiority of TC
versus TP with the threshold hazard ratio (HR) of 1.29.

Results

Between February 2006 and November 2008, 253 patients were enrolled. The HR of OS was 0.994 (90%
Cl, 0.79 to 1.25; noninferiority P = .032 by stratified Cox regression). Median OS was 18.3 months with TP
versus 17.5 months with TC. Among patients who had not received prior cisplatin, OS was shorter with TC
(13.0 v 23.2 months; HR, 1.571; 95% ClI, 1.06 to 2.32). One treatmentrelated death occurred with TC.
Proportion of nonhospitalization periods was significantly longer with TC (P < .001).

Conclusion
TC was noninferior to TP and should be a standard treatment option for metastatic or recurrent cervical
cancer. However, cisplatin is still the key drug for patients who have not received platinum agents.

J Clin Oncol 33:21292135. © 2015 by American Society of Clinical Oncology

A Median 1Year 2Year 3Year B Median 1Year 2Year 3VYear
1.0 o= Am_n_ FEvents  (95%CIL (%) (%) (%) 1.0y Atm_n__ Events  (95%CI (%) (%) (%)
‘ = TP 123 106 183months 724 388 183 = 1 = TP 123 115 69months 172 738 553
(16.1 t0 22.9) = \ (5.7t07.9)
0.8 - ) TC 121 98 175months 676 315 213 = 0.8 - \ TC 121 113 62momhs 165 826 643
o (14.2t0 20.3) = (55t07.2)
b 3=
= = i HR, 0.994; 90% CI, 0.789 to 1.253 (< 1.29) o & osd | HR, 1.041; 96% CI, 0.803 to 1.351
i Noninferiority one-sided P = .032 g= | Noninferiarity one-sided P = 053
Lo (stratified Cox regression) '-"— © (stratified Cox regression)
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Time (years) Time (years)
No. at risk No. at risk
TP 123 89 47 19 10 2 TP 123 21 9 a4 3 1
TC 121 80 36 21 8 4 TC 121 20 10 7 5 3

Fig 2. (A) Overall and (B} progression-free survival. HR, hazard ratio; TC, paclitaxel plus carboplatin; TP, paclitaxel plus cisplatin.

Karboplatin-paklitaksel, sisplatin-paklitaksele gore inferior degil,
OS farki yok

Ancak daha 6nce sisplatin almayan bireylerde 13,0 vs 23,2 aylik OS farki ile sisplatin
karboplatine Gstlin bulunmus. Bu nedenle karboplatinli protokol 6ncelikle daha
once sisplatin alan hastalarda énerilmektedir.
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Category TP(n) TC(n) HR 95% ClI
Age, years
<50 56 48 1.16 0.77 to 1.75
> 51 67 73 0.94 0.65to 1.36
Performance status
0 94 91 0.90 0.65to 1.24
10r2 29 30 1.44 0.84 to 2.47
Histology
scc 102 100 — 0.96 0.71to 1.29
Non-SCC 21 21 1.28 0.66 to 2.48
Nonirradiated tumor
At least one tumor 79 73 0.97 0.69to 1.37
is nonirradiated |
All the tumors are 44 48 1.03 0.65to 1.64
irradiated
Prior platinum therapy
Yes (most CDDP) 59 68 _ 0.69 0.47 to 1.02
No 64 53 —_—— 1.57 1.06 to 2.32
Platinum-free interval, months
<6 20 12 1.69 0.78 to 3.65
26,<12 18 22 0.57 0.29to 1.11
>12 21 34 0.71 0.36to 1.38
No prior platinum therapy 64 53 e 1.57 1.06 to 2.32
Overall 123 121 1 0.99 0.76to 1.31
0.25 0.5 1 2 4
Favors TC Favors TP
Table 2. Summary of Grade = 3 (and selected grade = 2) AEs of
Special Interest”
TP (n = 125} TC In'= 126)
AE No. 9% No. Yo
Neutropeniat
Grade 3to 4 106 856.56 96 76.2
Grade 4 93 75.0 57 45.2
Febrile neutropenia 20 16.0 9 £
Anemia 39 31.2 56 44.4
Thrombocytopenia 4 3.2 31 24.6
Creatinine
Grade 2 9 1.2 B 4.8
Grade 3 to 4 3 2.4 0 0
Infection 6 4.8 B 4.8
Nausea/vomiting 8 6.4 4 3.2
Fatigue 5 4.0 10 7.9
Sensory neuropathy 0 0 6 4.8
Abbreviations: AE, adverse event; TC, paclitaxel plus carboplatin; TP, pacli-
taxel plus cisplatin.
*Most of the events listed are those that occurred in > approximately 5% of
patients in either group.
tBecause of missing data in TP group, n = 124,

Hastanede kalis sliresi karboplatinle daha kisa
Noropati ve anemi karboplatinle daha fazla
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Gynecol Oncol. 2010 Jan;116(1):44-9. doi: 10.1016/].ygyno.2009.09.006. Epub 2008 Oct 22.

Prognostic factors for response to cisplatin-based chemotherapy in advanced cervical
carcinoma: a Gynecologic Oncology Group Study.

= Author information
1 Gynecologic Oncology of Indiana, 5255 East Stop 11 Road, Suite 310, Indianapolis, IN 46237, USA. Dhrrym@aol.com

Abstract

PURPOSE: Cisplatin-based combination chemotherapy is considered standard treatment for advanced/recurrent cervical carcinoma;
however, the majority of patients do not respond. This study was undertaken to identify the prognostic factors and develop a model predictive
of (non-) response to chemaotherapy.

METHODS: Four-hundred twenty-eight patients with advanced cervical cancer who received a cisplatin-containing combination in three
Gynecologic Oncology Group (GOG) protocols (110, 169 and 179) were evaluated for baseline clinical characteristics and multivariate
analysis was conducted to identify factors independently prognostic predictive of response using a Logistic regression model. A predictive
model was developed and externally validated using an independent GOG protocol (149) data.

RESULTS: Multivariate analysis identified five factors (African-American, performance status [PS] >0, pelvic disease, prior radiosensitizer and
time interval from diagnosis to first recurrence <1 year) independently prognostic of poor response. A simple prognostic index was derived
based on the total number of risk factors. When patients were classified into three risk groups (low risk: 0-1 factor; mid risk: 2-3 factors; high
risk: 4-5 factors), patients with 4-5 risk factors were estimated to have a response rate of only 13%, and median progression-free and overall
survival of 2.8 months and 5.5 months, respectively. The accuracy of the index was supported by both internal and external datasets.

CONCLUSIONS: A simple index based on five prognostic factors may have utility in clinical practice to identify the women who are not likely
to respond to the cisplatin-containing regimens. This subgroup of patients should be considered for non-cisplatin chemotherapy or
investigational trials.

PMID: 19853287 FPMCID: PMC4470610 DOI: 10.1016/].ygyno.2008.09.006

Table 2
Treatment response rate by patient characteristics (n=409).
No. Response P value
patients (%)
Age group (years) 0.175
<50 240 292
=50 169 35.5
Race 0'029 . . . . . . . .o
\];Wlfhilt(e ﬁgg ;fli; SISPLATIN YANITLA ILISKILI KOTU
ac : ..
Other 44 341 PROGNOSTIK FAKTORLER:
Performance status 0.023 .
0 126 413 Siyah irk,
! . Pelvik yerlesim (ekstrapelvik yerlesim
Stage 0.848
IVB/persistent 65 30.8 d|$lnda)
Recurrent 344 32,0 PS: 1-2 (PS 0 harici)
Histology 0.054 . L.
Squamous 391 32.7 Ik 1 Y|| Iglnde rEIapS
Other 18 111
Tumor grade 0.944
1 16 313
2 231 325
3 162 309
Site of disease 0.021
Pelvic 183 284
Distant 173 38.7
Combined 53 20.8
Prior radiosensitizer 0.008
Yes 141 234
No 268 36.2
1st Recurrence within 1 year since diagnosis 0.007
Yes 191 25,1
No 218 37.6
Chemotherapy within 4 weeks since 1st recurrence 0.689
Yes 208 327
No 201 30.9
Total 409 31.8

Pearson chi-square method used to compare the difference of proportions by the group.

TABLE 3

Multivariate Analysis of Prognostic Factors of Treatment Response

OR 95% Cl Pvalue

Race

Black vs. Non-black 0.49 0.28-0.83 0.008
GOG performance

lor2vs. 0 0.60 0.38-0.94 0.027

Site of disease
Pelvic vs. Non-pelvic 0.58 0.38-0.90 0.015 [ Predicted M Observed

Radiosensitizer

Yes vs. No 0.52 032-0.85 0.009
lst

@
o
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Recurrence within one year since diagnosis
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Fig. 1. Predicted and observed response rate by number of risk factors.
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TABLE 3

Multivariate Analysis of Prognostic Factors of Treatment Response

OR 95% CI P value

Race
Black vs. Non-black 049 0.28-0.83 0.008

GOG performance

lor2vs.0 0.60 0.38-0.94 0.027
Site of disease

Pelvic vs. Non-pelvic 0.58 0.38-0.90 0.015 O Predicted M Observed
Radiosensitizer 707

Yes vs. No 0.52 032-0.85 0.009 60

Ul
15! Recurrence within one year since diagnosis

Yes vs. No 0.61 0.39-0.95 0.027

I
o
1
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Treatment Response (%)
n
o

o
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o
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0 1 2 3 4 5
Total Number of Risk Factors

Fig. 1. Predicted and observed response rate by number of risk factors.

Cancer Chemother Pharmacol. 2016 Oct;78(4):785-80. doi: 10.1007/s00280-016-3133-4. Epub 2016 Aug 23.

Prognostic factors from a randomized phase lll trial of paclitaxel and carboplatin versus
paclitaxel and cisplatin in metastatic or recurrent cervical cancer: Japan Clinical Oncology Group
(JCOG) trial: JCOG0505-81.

# Author information

Abstract

PURPOSE: The Japan Clinical Oncology Group (JCOG) trial JCOG0505 demonstrated the statistically significant non-inferiority of paclitaxel
plus carboplatin (TC) to paclitaxel plus cisplatin (TP) in terms of overall survival (OS) in metastatic or recurrent cervical cancer. In that trial,
patients were randomly assigned, adjusting for institution and known prognostic factors. The objective of this ancillary study was to evaluate
the appropriateness of the adjustment factors used to have randomly assigned treatments and to investigate new potentially useful
prognostic factors of paclitaxel plus platinum for future randomized trials in metastatic or recurrent cervical cancer.

METHODS: The study subjects comprised 244 eligible patients in the JCOG0505 who were merged to have received either TC or TP. The
effects of the following factors on OS were investigated using a Cox regression madel taking into consideration the adjustment factors used in
randomization in this trial (e.g., performance status [PS]) and other baseline factors, including platinum-free interval (PF1), pretreatment
hemoglobin levels (PHLs), and pretreatment platelet counts (PPCs).

RESULTS: The median follow-up was 17.6 months, and median OS was 18.0 months. The hazard ratio was 1.83 in patients with a PS of 1 or
2 (vs. 0; P = 0.0004; 95 % confidence interval [Cl] 1.31-2.55), 2.92 in patients with a PFI| of <6 months (vs. PFI of 212 months; P < 0.0001;
95 % CI 1.73-4.91), 2.08 in patients with a PF| of <12 months (vs. PF| of 212 montns; P = 0.0034; 95 % CI 1.28-3.44), and 0.69 in patients
with PHL higher than or equal to the median value (vs. less than the median; P = 0.016; 95 % CI 0.51-0.93). No significant differences were
obtained for PPC or the other known factors.

CONCLUSIONS: In addition to the known prognostic factor of PS, which was used as an adjusting factor, a PF| of <12 months and lower PHL
were newly demonstrated to be associated with poor outcomes in patients with metastatic or recurrent cervical cancer. These new prognostic
factors should be validated in future prospective trials.

CLINICAL TRIAL INFORMATION: UMIN-CTR[ http://www.umin.ac.jp/ctr/ ] ID: CO00000335.

Bilinen prognostik factorlere ek olarak platin free interval < 12 ay ve
pretreatment hemoglobin diizeyi kotl prognostik faktorler olarak
eklenmis.

Phase III Trial of Four Cisplatin-Containing Doublet
Combinations in Stage IVB, Recurrent, or Persistent
Cervical Carcinoma: A Gynecologic Oncology Group Study

Bradley ]. Monk, Michael W. Sill, D. Scott McMeekin, David E. Cohn, Lois M. Ramondetta,
Cecelia H. Boardman, Jo Benda, and David Cella

A B §S T R A C T

Purpose
Assess toxicity and efficacy of cisplatin (Cis) doublet combinations in advanced and recurrent

cervical carcinoma.

Patients and Methods
Patients were randomly assigned to paclitaxel 135 mg/m? over 24 hours plus Cis 50 mg/m? day

2 every 3 weeks (PC, reference arm); vinorelbine 30 mg/m? days 1 and 8 plus Cis 50 mg/m? day
1 every 3 weeks (VC); gemcitabine 1,000 mg/m? day 1 and 8 plus Cis 50 mg/m? day 1 every 3
weeks (GC); or topotecan 0.75 mg/m? days 1, 2, and 3 plus Cis 50 mg/m? day 1 every 3 weeks
(TC). Survival was the primary end point with a 33% improvement relative to PC considered
important (85% power, alpha = 5%). Quality-of-life data were prospectively collected.

Results
A total of 513 patients were enrolled when a planned interim analysis recommended early closure

for futility. The experimental-to-PC hazard ratios of death were 1.15 (95% ClI, 0.79 to 1.67) for VC,
1.32 (95% ClI, 0.91 to 1.92) for GC, and 1.26 (95% CI, 0.86 to 1.82) for TC. The hazard ratios for
progression-free survival (PFS) were 1.36 (95% CI, 0.97 to 1.90) for VC, 1.39 (95% CI, 0.99 to 1.96)
for GC, and 1.27 (95% CI, 0.90 to 1.78) for TC. Response rates (RRs) for PC, VC, GC, and TC were
29.1%, 25.9%, 22.3%, and 23.4%, respectively. The arms were comparable with respect to
toxicity except for leucopenia, neutropenia, infection, and alopecia.

Conclusion
VC, GC, and TC are not superior to PC in terms of overall survival (OS). However, the trend in RR,

PFS, and OS favors PC. Differences in chemotherapy scheduling, pre-existing morbidity, and
toxicity are important in individualizing therapy.

J Clin Oncol 27:46439-4655. © 2009 by American Society of Clinical Oncology
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Fig 2 (A} Overall survival Kaplan-Meier plots for the 434 patients in the study
sample and (B) hazard ratics with 95% Cls adjusted for multipficity, using Dunnett's
procadure.’™ (C) Progression-fres survival KaplanMeaier plots for the 434 patients in
the study sample and (D) hazard ratios with 95% Cls adjusted for multiplicity, using

A 1.0 73 Traatment Alive Dead Total
3 — CIS+PAC 29 74 103 Table 4. Objective Response by Treatment Regimen
T o8] TGSictm m s e
S - CI5+TOP 22 88 111 Cis+Pac Cis+Vin Cis+Gem  Cis+Top
5 E\\ Turnor
5 061 \\ Response No. %  No. % MNo. % No. % Total
= “
—a Responders 30 291 28 259 25 223 26 234 109
2 Complete 3 29 8 74 109 2 18 14
@ 0.2- Partial 27 262 20 185 24 214 24 216 95
Stable disease 50 484 46 426 54 482 b3 47.8 203
0 2 21 35 Progressive
disease/
Time On Study (months) other 23 223 34 315 33 295 32 288 122
B Treatment Hazard Ratios for Overall Survival Total 103 108 T2 b il 434
Rel Haz Var Experimantal Contral Odds ratio* =y g 1.43 1.34
CSeVNWOSPAC L1 ooz e 95% Clt — 05410258 0.65103.19 0.61102.98
CIS + GEM to CIS + PAC 1.31!2 0.025
CREeTORIRR ERE. Vb s REEEREEE Abbreviations: Cis+Pac, cisplatin + paclitaxel; Cis+Vin, cisplain + vinorel-
033 05 087 10 15 20 30 bine; Cis+Gem, cisplatin + gemcitabine; Cis+Top, cisplatin + topotecan.
Relative Hezard *Qdds ratios for response are provided for the reference arm, Cis+Pac, to
C 104w the experimental therapies.
: - Jeament e Dasd ol tCls are adjusted with a Bonferroni correction.
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= B 4 CIS + GEM B
E-g 2 Cis+TOP 9
- &
£ S 061
s
B= o4l . . . .. v ..
g% ™ Sisplatin-paklitaksele gore diger rejimler daha
a5 L e o e .
% 021 Ustlin bulunmadigi igin ¢alisma erken
5 ~ kapatilmis.
Time On Study (months) Sisplatin-paklitaksel digerlerine gore RR (%29),
D Treatment Hazard Ratios for PFS . P
e e mPFS (5,8 ay), mOS(12,8 ay) agisindan daha iyi
Al Haz Var  Experimantil Contral
[In{HRY) Better Better . . .« . ops o . . ope .
08+ VN0GS PAC 1357 000 — etkinlik ve toksisite profili ile tercih edilebilir bir
CIS +« TOP ta CIS + PAC 1.268 0.021 ey e . . .
S opg e g A O rejim olarak gosterilmis.
Relative Hazard

A Hazard Ratios for Overall Survival
Rel Haz Var Less Risk More Risk
(In{HR}) :
Black versus not Black 1.075 0.021 :
Performance status 1 |
versus 0 1.799 0.013 H —_——
Irradiated zone or not 1.408 0.016 | ——
Hispanic origin or not 0.677 0.029 —_—
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Relative Hazard
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Fig 3. (A) Hazard ratios for overall survival with 95% Cls adjusted for treatment
regimen and disease status, investigating the potential prognostic impact of race
(black not statistically significant), performance status (patients with performance
status = 1 indicate worse prognosis), disease site (patients with target lesion in a

previously irradiated zone indicate worse prognosis), and ethnicity (patients

of

Hispanic origin indicate improved prognosis). (B) Hazard ratios of overall survival for
disease status with 95% Cls, adjusted for treatment, race, ethnicity, performance
status, and disease site. The status of disease was classified into three categories:
advanced disease, recurrent disease, and persistent disease. Persistent disease was
classified as evidence of disease following initial therapy. Recurrent disease was
further broken down by the progression-free interval since the date of diagnosis. All
hazard ratios are relative to patients with advanced disease. Rel Haz, relative hazard;
Var, Variance; In, natural logarithm; HR, hazard ratio; PFI, progression-free interval.

Table 2. Percentage of Patients Who Experienced Grade 3 or Above
Adverse Events for the Specified Event by Treatment Regimen
% of Patients
Adverse Event Cis+Pac Cis+Vin Cis+Gem Cis+Top

Leucopenia® 63.4 67.9 431 70.6

Neutropenia® 782 78.3 42.2 826

Thrombocytopenia® 69 15 284 349

Anernia® 16.8 282 338 348

Other hematologic 36.6 48.1 50.5 51.4

Allargic reaction 5.0 [e:] [+ ] 28

Inner earfhearing 0.0 0.0 08 0.8

Other auditory 0.0 08 0.0 0.0

Thrombesis embolism 5.0 5 0.0 55

Cardiac left ventricular function 0.0 0.0 09 0.9

Other cardiovascular 5.0 38 18 28

Fatigue 16.8 17.0 239 20.2 Table 3. Cause of Death by Treatment Regimen

Other constitutional 1.0 049 0.0 049 :

Alopacia 0.0 0.0 0.0 0.0 Regimen

Dermatologic 0.0 1.9 09 0.0 Cause of Death  Cis+Pac  Cis+Vin Cis+Gem Cis+Top Total
Nausea 13.9 123 5.5 8.3

Vomiting 19.8 13.2 10.1 83 Treatment 2 4 2 g 1
Stomatitis 1.0 0.9 0.0 0.0 Disease 72 80 87 82 321
Other GI 1658 13.2 10.1 101 <

Creatinine 1.0 38 28 28 BSIRE i 0 ; 1 3 3
Other genitourinary/renal 3.0 28 1.8 55 Undetermined 0 0 2 1 3
Hemaorrhage 1.0 14 55 18 Alive 29 23 20 22 94
kicratid 990 Sl 03 o Total 103 108 112 111 434
Febrile with neutropenia 129 14.2 6.4 104

Infection without neutropenia 129 78 92 4.6 Abbreviations: Cis+Pac, cisplatin + paclitaxel; Cis+Vin, cisplain + vinorel-
Other infection/fever” 89 12.3 18 9.2 bine; Cis+Gem, cisplatin + gemcitabine; Cis+Top, cisplatin + topotecan.
Lymphatics 00 0.0 00 0.0

Metabolic 17.8 16.0 16.5 17.4

Musculoskeletal 2.0 3.8 33 4.6

Panpheral neuropathy 20 28 04 46

Other neurological 3.0 4.7 5.5 1.8

Ocularfvisual 1.0 0.8 0.0 0.0

Myalgia 20 0.0 0.0 0.0

Other pain 99 10.4 128 6.4

Pulmaonary 30 18 37 55

Abbraviations: Cis+Pag, cisplatin + paclitaxel; Cis+Vin, cisplain + vinorel-
bine; Cis+Gem, cisplatin -+ gemcitabine; Cis+Top, cisplatin + topotecan,

“There was evidence for a dependence of the proportion who experienced
grade 3 or above adverse events involving leucopenia, neutropenia, thrombo-
cytopenia, and infection on the regimen administerad.

PS en glgll prognostik faktor
Daha 6nce RT alinan saha negatif
prognostik

Hispanik orijin pozitif prognostik
faktor

Daha 6nceki ¢calismalardan farkl
olarak siyah irk negatif prognostik
olarak anlamli ¢cikmamis
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N Engl J Med. 2014 Feb 20;370(8):734-43. doi: 10.1056/NEJMoa1309748.

Improved survival with bevacizumab in advanced cervical cancer.

+ Author information

Erratum in
Improved Survival with Bevacizumab in Advanced Cervical Cancer. [N Engl J Med. 2017]

Abstract

BACKGROUND: Vascular endothelial growth factor (VEGF) promotes angiogenesis, a mediator of disease progression in cervical cancer.
Bevacizumab, a humanized anti-VEGF monoclonal antibody, has single-agent activity in previously treated, recurrent disease. Most patients
in whom recurrent cervical cancer develops have previously received cisplatin with radiation therapy, which reduces the effectiveness of
cisplatin at the time of recurrence. We evaluated the effectiveness of bevacizumab and nonplatinum combination chemotherapy in patients
with recurrent, persistent, or metastatic cervical cancer.

METHODS: Using a 2-by-2 factorial design, we randomly assigned 452 patients to chemotherapy with or without bevacizumab at a dose of
15 mg per kilogram of body weight. Chemotherapy consisted of cisplatin at a dose of 50 mg per square meter of body-surface area, plus
paclitaxel at a dose of 135 or 175 mg per square meter or topotecan at a dose of 0.75 mg per square meter on days 1 to 3, plus paclitaxel at
a dose of 175 mg per square meter on day 1. Cycles were repeated every 21 days until disease progression, the development of
unacceptable toxic effects, or a complete response was documented. The primary end point was overall survival; a reduction of 30% in the
hazard ratio for death was considered clinically important.

RESULTS: Groups were well balanced with respect to age, histologic findings, performance status, previous use or nonuse of a
radiosensitizing platinum agent, and disease status. Topotecan-paclitaxel was not superior to cisplatin-paclitaxel (hazard ratio for death,
1.20). With the data for the two chemotherapy regimens combined, the addition of bevacizumab to chemotherapy was associated with
increased overall survival (17.0 months vs. 13.3 months; hazard ratio for death, 0.71; 98% confidence interval, 0.54 to 0.95; P=0.004 in a
one-sided test) and higher response rates (48% vs. 36%, P=0.008). Bevacizumab, as compared with chemotherapy alone, was associated
with an increased incidence of hypertension of grade 2 or higher (25% vs. 2%), thromboembolic events of grade 3 or higher (8% vs. 1%), and
gastrointestinal fistulas of grade 3 or higher (3% vs. 0%).

CONCLUSIONS: The addition of bevacizumab to combination chemotherapy in patients with recurrent, persistent, or metastatic cervical
cancer was associated with an improvement of 3.7 months in median overall survival. (Funded by the National Cancer Institute; GOG 240
ClinicalTrials.gov number, NCT00803062.).

GOG 240 (2X2 FAKTORIYEL DIZAYN)

e Birinci sira bevasizumabin kombinasyon rejimlerine etkisi
arastirilmis (sisplatin-paklitaksel-bevasizumab vs topotecan-
paklitaksel-bevasizumab)

e Bevasizumabin eklenmesiyle belirgin OS farki (16.8 vs 13.3 ay;
HR 0.765; 95% Cl: 0.62—0.95; P:0.0068) gorulmus.

* Non-platinyumlu rejimler, daha dnce sisplatin alan grupta
dahi, platinyumlulara tstiin degil. Ancak sisplatin
alamayanlarda alternatif olabilir
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Figure 2

Progression-free and Overall Survival, According to the Chemotherapy Regimen.

Shown are progression-free survival (Panel A) and overall survival (Panel B) among patients assigned to
cisplatin—paclitaxel (CP) chemotherapy with or without bevacizumab and those assigned to topotecan—
paclitaxel (TP) chemotherapy with or without bevacizumab. An interim analysis showed that as compared with
CP with or without bevacizumab, TP with or without bevacizumab was associated with a significantly higher

risk of progression but did not significantly affect overall survival.

Topotekanin sisplatine gore progresyon acisindan daha riskli oldugu
ancak sagkalim farki yaratmadigi goruliyor.
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Table 1
Selected Adverse Events among the Study Patients, According to Treatment Group.~
Event Chemotherapy Alone (N =219) Chemotherapy plus Bevaci b (N=1220) Odds Ratio (95% CI) P Value
no. of patients (%)
Gastrointestinal events, excluding fistulas (grade >2) 96 (44) 114 (52) 1.38 (0.93-2.04) 0.10
Fistula (grade >3)
Gastrointestinal ] 7(3) NA(1.90-a) 0.02
Genitourinary 1{<1) 6(3) 6.11 (0.73-282.00) 0.12
Totall 1(<1) 136) 13.69 (201-584.00) 0,002
Hypertension (grade 2;!}I 4(2) 54 (25) 17.50 (6.23-67.50)  <0.001
Proteinuria (grade 23) 0 4(2) NA(0.90-20) 0.12
Pain (grade >2) 62(28) 71 (32) 1.21 (0.79-1.85) 0.41
Neutropenia (grade >4) 57(26) 78 (35) 1.56 (1.02-2.40) 0.04
Febrile neutropenia (grade >3) 12(5) 12(5) 1.00 (0.40-2.48) 1.00
Thromboembolism (grade >3) 3(1) 18 (8) 6.42 (1.83-34.4) 0.001
CNS bleeding (grade =3) 0 0 NA
Gastrointestinal bleeding (grade 23}ﬁ 1(<1) 4(2) 4.04 (0.39-200.00) 037
Genitourinary bleeding (grade 33)§ 1(<1) 6(3) 6.11 (0.73-282.00) 012

* Adverse events were analyzed for any patient who received protocol-directed therapy and for whom adverse event information was submitted. CNS denotes central nervous system, and NA not applicable.

VFistulas were mainly managed supportively; one patient underwent colostomy and another received nephrostomy tubes.

1Hypt:mnsiorl of grade 2 or higher was defined as recurrent or continuous hypertension for a period of more than 24 hours or a symptomatic increase in blood pressure by more than 20 mm Hg diastolic or to more than
150/100 mm Hg if the blood pressure was previously within the normal range.

§Blcacling was managed primarily with supportive therapy and transfusions of packed red cells, most commaonly in the outpatient setting.

Gastrointestinal fistll, hipertansiyon, ndtropeni, tromboembolizm bevasizumab kolunda
daha fazla ancak yasam kalitesinde anlamli diislis yok
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Bevacizumab for advanced cervical cancer: final overall survival and adverse event analysis of a
randomised, controlled, open-label, phase 3 trial (Gynecologic Oncology Group 240).

Tewari KS', Sill MW2, Penson RT3, Huang H2, Ramondetta LM?, Landrum LM5, Oaknin A%, Reid TJ7, Leitac MM®, Michael HE®, DiSaia PJ1°?, Copeland LJ7,
Creasman WT'2, Stehman FB?, Brady MF?, Burger RA"'3, Thigpen JT'4, Birrer MJ3, Waggoner SE'S, Moore DH '8, Look KY'7, Koh WJ'8, Monk BJ'9.

# Author information

Abstract

BACKGROUND: On Aug 14, 2014, the US Food and Drug Administration approved the antiangiogenesis drug bevacizumab for women with
advanced cervical cancer on the basis of improved overall survival (OS) after the second interim analysis (in 2012) of 271 deaths in the
Gynecologic Oncology Group (GOG) 240 trial. In this study, we report the prespecified final analysis of the primary objectives, OS and
adverse events.

METHODS: In this randomised, controlled, open-label, phase 3 trial, we recruited patients with metastatic, persistent, or recurrent cervical
carcinoma from 81 centres in the USA, Canada, and Spain. Inclusion criteria included a GOG performance status score of 0 or 1; adequate
renal, hepatic, and bone marrow function; adequately anticoagulated thromboembolism; a urine protein to creatinine ratio of less than 1; and
measurable disease. Patients who had received chemotherapy for recurrence and those with non-healing wounds or active bleeding
conditions were ineligible. We randomly allocated patients 1:1:1:1 (blocking used; block size of four) to intravenous chemotherapy of either
cisplatin (50 mg/m? on day 1 or 2) plus paclitaxel (135 mg/m2 or 175 mg/m? on day 1) or topotecan (0-75 mg/m? on days 1-3) plus paclitaxel
(175 i"r'ag.fl'rl2 on day 1) with or without intravenous bevacizumab (15 mg/kg on day 1) in 21 day cycles until disease progression, unacceptable
toxic effects, voluntary withdrawal by the patient, or complete response. We stratified randomisation by GOG performance status (0 vs 1),
previous radiosensitising platinum-based chemotherapy, and disease status (recurrent or persistent vs metastatic). We gave treatment open
label. Primary outcomes were OS (analysed in the intention-to-treat population) and adverse events (analysed in all patients who received
treatment and submitted adverse event information), assessed at the second interim and final analysis by the masked Data and Safety
Monitoring Board. The cutoff for final analysis was 450 patients with 346 deaths. This trial is registered with ClinicalTrials.gov, number
NCT00803062.

FINDINGS: Between April 6, 2009, and Jan 3, 2012, we enrolled 452 patients (225 [50%] in the two chemotherapy-alone groups and 227
[50%] in the two chemotherapy plus bevacizumab groups). By March 7, 2014, 348 deaths had occurred, meeting the prespecified cutoff for
final analysis. The chemotherapy plus bevacizumab groups continued to show significant improvement in OS compared with the
chemotherapy-alone groups: 16-8 months in the chemotherapy plus bevacizumab groups versus 13-3 months in the chemotherapy-alone
groups (hazard ratio 0-77 [95% CI 0-62-0-95]; p=0-007). Final OS among patients not receiving previous pelvic radiotherapy was 24-5
months versus 16-8 months (0-64 [0-37-1-10]; p=0-11). Postprogression OS was not significantly different between the chemotherapy plus
bevacizumab groups (8-4 months) and chemotherapy-alone groups (7-1 months; 0-83 [0-66-1-05]; p=0-06). Fistula (any grade) occurred in
32 (15%) of 220 patients in the chemotherapy plus bevacizumab groups (all previously irradiated) versus three (1%) of 220 in the
chemotherapy-alone groups (all previously irradiated). Grade 3 fistula developed in 13 (6%) versus one (<1%). No fistulas resulted in surgical
emergencies, sepsis, or death.

INTERPRETATION: The benefit conferred by incorporation of bevacizumab is sustained with extended follow-up as evidenced by the overall
survival curves remaining separated. After progression while receiving bevacizumab, we did not observe a negative rebound effect (ie,
shorter survival after bevacizumab is stopped than after chemotherapy alone is stopped). These findings represent proof-of-concept of the
efficacy and tolerability of antiangiogenesis therapy in advanced cervical cancer.
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Bevasizumabin paklitaksel-karboplatinle etkinligini gosteren calisma

Jpn J Clin Oncol. 2018 Dec 1,48(12):1086-1100. doi: 10.1093/jjco/hyy137.

A randomized phase Il/lll trial of conventional paclitaxel and carboplatin with or without
bevacizumab vs dose-dense paclitaxel and carboplatin with or without bevacizumab, in stage
IVB, recurrent or persistent cervical carcinoma: Japan Clinical Oncology Group Study
(JCOG1311).

Oncology Group.
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L R S

Abstract

A randomized controlled trial has been initiated to compare chemotherapy containing dose-dense paclitaxel plus carboplatin with or without
bevacizumab to a conventional regimen containing tri-weekly paclitaxel plus carboplatin with or without bevacizumab. Eligible patients are
those with stage IVB, recurrent or persistent cervical carcinoma not amenable to curative treatment with local therapy. Patients are randomly
assigned to either the conventional or dose-dense regimen. However, patients who are at increased risk of adverse events following
bevacizumab administration will not receive this drug. The primary endpoint of phase Il part is response rate. If the response rate of the dose-
dense regimen is better than that of conventional regimen, this study will proceed to phase Ill, where the primary endpoint is overall survival.
Secondary endpoints in phase lll part are progression-free survival, response rates, adverse events, serious adverse events and the
proportion of non-hospitalization periods compared with planned treatment periods.

PMID: 30295796 DOI: 10.1083/jjco/hyy137
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Ilk Sira Tedavide

e Paklitaksel-sisplatin-bevasizumab kombinasyonu metastatik
rekirrent serviks kanserinde ilk sirada tercih edilmektedir.
(Kategori IA)

» Sisplatinli ve karboplatinli rejimler esit etkili bulundugundan
karboplatin-paklitaksel-bevasizumab kategori lIA dizeyinde
onerilmektedir.

e Taksan alamayan hastalarda sisplatin-topotekan verilebilir.

IKINCI SIRA TEDAVI

Immunoterapi

Efficacy and Safety of Pembrolizumab in
Previously Treated Advanced Cervical Cancer:
Results From the Phase || KEYNOTE-158 Study

Hyun Cheol Chung, MD, PhD'; Willeke Ros, MSc?; Jean-Pieme Delord, MD, PhD*; Ruth Perets, MD, PhD"; Antoine Italiano, MD, PhD%;
Ronnie Shapira-Frommer, MD®; Lyudmila Manzuk, MD?; Sarina A. Piha-Paul, MD?; Lei Xu, PhD?; Susan Zeigenfuss, RN?;
Scott K. Pruitt, MD, PhD®; and Alexandra Leary, MD, PhD?

PURPOSE KEYNOTE-158 (ClinicalTrials.gov identifier: NCTO2628067) is a phase |l basket study investigating
the antitumor activity and safety of pembrolizumab in multiple cancer types. We present interim results from
patients with previously treated advanced cervical cancer.

PATIENTS AND METHODS Patients received pembrolizumab 200 mg every 3 weeks for 2 years or until pro-
gression, intolerable toxicity, or physician or patient decision. Tumor imaging was performed every 9 weeks for
the first 12 months and every 12 weeks thereafter. The primary end point was objective response rate (ORR),
assessed per Response Evaluation Criteria in Solid Tumors (version 1.1) by independent central radiologic
review. Safety was a secondary end point.

RESULTS Ninety-eight patients were treated. Median age was 46.0 years (range, 24 to 75 years), and 65.3% of
patients had Eastern Cooperative Oncology Group performance status of 1. Eighty-two patients (83.7%) had
programmed death-ligand 1 (PD-L1)-positive tumors (combined positive score = 1), 77 having previously
received one or more lines of chemotherapy for recurrent or metastatic disease. Median follow-up was
10.2 months (range, 0.6 to 22.7 months). ORR was 12.2% (95% Cl, 6.5% to 20.4%), with three complete and
nine partial responses. All 12 responses were in patients with PD-L1-positive tumaors, for an ORR of 14.6% (95%
Cl, 7.8% t0 24.2%); 14.3% (95% Cl, 7.4% to 24.1%) of these responses were in those who had received one or
more lines of chemotherapy for recurrent or metastatic disease. Median duration of response was not reached
(range, = 3.7 to = 18.6 months). Treatment-related adverse events occurred in 65.3% of patients, and the most
common were hypothyroidism (10.2%), decreased appetite (9.2%), and fatigue (9.2%). Treatment-related
grade 3 to 4 adverse events occurred in 12.2% of patients.

CONCLUSION Pembrolizumab monotherapy demonstrated durable antitumor activity and manageable safety in
patients with advanced cervical cancer. On the basis of these results, the US Food and Drug Administration
granted accelerated approval of pembrolizumab for patients with advanced PD-L1-positive cervical cancer who
experienced progression during or after chemotherapy.

J Clin Oncol 37:1470-1478. ©® 2019 by American Society of Clinical Oncology

TABLE 1. Baseline Demographic and Disease Characteristics (N = 98)

Characteristic No. (%)
Age, years
Median 460
Range 24-75
ECOG performance status
(o} 34 (34.7)
1 64 (65.3)
FIGO stage*
1] 1(1.0)
e 4 4.1)
IVA 1(1.0)
IVB 92 (93.9)
PD-L1 expression status
Pasitive 82 (83.7)
Megative 15 (15.3)
Unknown 1(1.00

Target lesion size, mmt

Median 584
Range 10.2-305.1
Histology of current diagnosis
Adenocarcinoma 5 (6.1)
Adenosguamous 1(1.0)
Squamous cell carcinoma 92 (93.9)
Previous radiotherapy 85 (86.7)
Previous antineoplastic agents 98 (100)
Paclitaxel 85 (86.7)
Cisplatin 79 (80.6)
Carboplatin 66 (67.3)
Bevacizumab 41 (41.8)
Topotecan 17 (17.3)
Previous adjuvant and/or neoadjuvant therapy 21 (21.4)

Mo. of previous lines of therapy

Adjuvart and/or neoadjuvantt 4(4.1)

1§ 30 (30.6)
2 34 (34.7)
3 16 (16.3)
4 10 (10.2)
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TABLE 2. Antitumor Activity Assessed by RECIST v1.1 per Independent Central Review
PD-L1-Positive Population
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Previously
Total Population Total Treated PD-L1-Negative Population
Antitumor Activity (N = 98)* (n=82) (n=T70) (n=15)
ORR 12 (12.2) 12 (14.6) 11 (14.3) 0 (0.0)
95% Cl 6.51t0204 7.8to24.2 7410241 00to218
DCR 30 (30.6) 27 (32.9) 24 (31.2) 3(20.0)
95% Cl 21.7 to 40.7 22910 44.2 21.2to 42.7 4.3t0 48.1
Best overall response
CR 3(3.1) 3A3:7) 2(286) 0 (0.0)
PR 9(9.2) 9(11.0) 9(11.7) 0 (0.0)
SD 18 (18.4) 15 (18.3) 13 (16.9) 3 (20.0)
Progressive disease 55 (56.1) 44 (53.7) 42 (54.5) 10 (66.7)
Not able to be evaluatedt 5(5.1) 4(4.9) 4 (5.2) 1(6.7)
Not able to be assessed§ 8(8.2) 7 (8.5) 7(9.1) 1(6.7)
Time to response, months|| —
Median 2.1 2.1 2.2
Range 1.6-4.1 16-4.1 16-4.1
Duration of response, months||Y =
Median NR NR NR
Range =371t=186 =37t0o=186 41to =186
Estimated rate of response duration, months|| -
=6 10 (20.9) 10 (90.9) 10 (90.9)
=9 9 (90.9) 9 (90.9) 9 (90.9)
=12 7 (79.5) 7 (79.5) 7 (79.5)
A B
=
= i -
% 4 = i o PD-L1 positive
3 4 = @ 820 H PD-L1 nagative
; 'E » ?E; 60 B PD-L1 unknown
'_ = L ] " E 4
2 N i - B
s 2 A = @ 204f--an e T e +20%
= a % R, A CR om ] 1 "
D“: E & - A PR E 0 -
=& = e PD 220 l
= 2 ® Death "; 7 Et et T T 30%
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FIG 2. Antitumor activity of pembrolizumab in the total population. (A) Time to and duration of response assessed by RECIST v1.1 per independent central
review in patients whose best overall response was complete response (CR) or partial response (PR; n = 12). Length of bars represents the time to the last
imaging assessment. (B) Best change from baseline in target lesion size assessed by RECIST v1.1 per independent central review in patients with one or
more evaluable postbaseline imaging assessment (n = 86). PD, progressive disease; PD-L1, programmed death-ligand 1.
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FIG 3. Kaplan-Meier estimates of survival in the efficacy population (N = 98). (A) Progression-free survival (PFS) assessed by RECIST v1.1 per in-

dependent central review. (B) Overall survival (0S).

PD-L1>%1 iSE DURABL ANTITUMORAL ETKi SAGLIYOR.
KEMOTERAPiI SONRASI PROGRESYONDA FDA ONAYI ALDI.
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TABLE 3. AEs in the Total Treated Population (N = 98)

No. (%)*
AE Any Grade Grade 3-4
Treatment-related AEs of any gradef
Any 64 (65.3) 12(12.2)
Hypothyroidism 10(10.2) 0
Decreased appetite 9(9.2) 0
Fatigue 9(9.2) (o]
Diarrhea 8(8.2 1010
AST increased 771 220
Asthenia 7(7.1) 1(1.0)
Pyrexia FT) 1(1.0
Hyperthyroidism 273y o)
Arthralgia 6(6.1) 1(1.0) . . . ..
A o 5 EN COK YAN ETKI HIPOTIROIDI
Pruritus 61(6.1) 0
Rash 6 (6.1) 0
Vomiting 6(6.1) (6}
Abdominal pain 5(5.1) (0]
ALT increased 3(3.1) 3(3.1)
Immune-mediated AEs and infusion reactionsi
Hypothyroidism 11(11.2) 0
Hyperthyroidism 9(9.2) 0
Infusion-related reaction 3(3.1) 0
Colitis 2(2.0 0
Hepatitis 2(2.0 2(2.0)
Severe skin reactions 220 2(2.0)
Adrenal insufficiency 1(1.0) 1(1.0)
Myositis 1(1.0) o]
Pneumonitis 1(1.0y 0
Uveitis 1(1.0) 0
Table 2
Clinical research outcomes on PD-1/PD-L1 inhibitors in cervical cancer.
Study Author Study population (n) Phase Treatment Principal results Toxicity Significance
army(s)
REGN2810 Pepadopoulos Advanced solid tumors 1 Cemiplimab ~ 62.8% patients had disease control No dose-limiting toxicities Higher response rate when combined
ctal, 2016 with radiation suggesting abscopal
TESpOnses
Keynote  Frencletal, Recumentcervicalcancerwith  Ib  Pembrolizumab ORR! 17% (95% CI: 5-37%) Grade=3 AE? including rash and  Well-tolerated and active in cervical
028 2017 PD-L1 positive tumors (24) 10 mgkg q2w proteinuria cancer
Keynote  Schellenset  Recurrent cervical cancer with I} Pembrolizumab  Preliminary results: orr! 17% (95%CL: 8- Grades HA52 included Demonstrates activity in cervical cancer
158 al., 2017 progression or intol o 200 mgkg g2w  31%); patients with >27 weeks of follow up,  AST/A L.T3 elevation and and increasing response with a longer
standard therapy (82) ORR 27% (95% CI: 8-55%) pyTexia duration of follow-up
Checkmate Hollebecque  Recurrent or metastatic HPV“- Il Nivolumab 240 Preliminary results: ORRI 26% (95%CL: 9.1- Grade 3-4 AE?' included Durable responses demonstrated in
358 etal, 2017  related cancers (19) mg q2w 51.2%] in cervical cancer patients hyponatremia, syncope, diarthea  cervical cancer patients, with at least 6
and hepatocellular injury months duration
TORR, objective response rate; *AE, adverse event; *AST/ALT, aspartate 1 i lanir inase; *HPY, human papillomavirus.
Hedefe Y lik Tedavi
Table 1
Molecular pathways targeted in cervical cancer
Pathway Therapeutic agent
EGFR Cetuximab, matuzumab, gefitinib, erolotinib
Her2 Lopatanib
Folic acid Pemetrexed
HDAC Valproic acid
mTOR Temsirolimus

Weel PD0166285
MK1775

Notch NCTO1158404*
HSP 90 Geldanamycin
PARP Olaparib, veliparib

EGFR, epidermal growth factor receptor; HDAC, histone deacetylase; Her2, human epidermal growth factor receptor
2; HSP, heat shock protein; mTOR, mammalian target or rapamycin; PARP, poly-ADP ribose polymerase; Weel,
nuclear kinase belonging to serine/threonine family of protein kinases.

*Clinical trial reference number for HSP inhibitor in cervical cancer.
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e Sunitinib, erlotinib, cetuximab etkin degil,

* Pazopanib, lapatinib ile kiyaslandiginda PFS acisindan yararli
e Apatinib etkili

* Temsirolimusun orta seviyede aktivitesi var.

OZETLE;

Table 4. Second-line therapy for metastatic cervical cancer

Agent N CR+PR PFS 0s
(%) (months) (months)

Bevacizumab [48] 46 11 34 i
Topotecan [62, 63] 94 13-19 2.1-24 6.4-6.6
Vinorelbine [64] 44 14 - -
Gemcitabine [65] 22 5 2.1 6.5
Albumin-bound paclitaxel [66] 35 29 50 94
Docetaxel [67] 23 9 3.8 7.0
Pemetrexed [68, 69] 72 14-15 2.5-3.1 74-8.8
Irinotecan [70] 42 21 45 64
Sunitinib [71] 19 0 35

Erlotinib [72] 28 0 19 5.0
Lapatinib [73] 78 5 4.2 9.7
Pazopanib [73] 74 9 45 2.7
Pegylated liposomal 27 11 3.2 89

doxorubicin [74]

CR, complete response; OS, overall survival; PFS, progression-free sur-
vival; PR, partial response.

Printed by Vildan Kayku on 10M17/2019 5:03:50 AM. For personal use only. Not approved for distribution. Copyright & 2019 National Comprehensive Cancer Network, Inc., All Rights Reserved.

National . . . _—_
Comprehensive NCCN Gl."del'nes VGI'SIOH 5.201 9 C NTalljle ;} C-gntednts
NCCN Beaiaefit Cervical Cancer i
SYSTEMIC THERAPY REGIMENS FOR CERVICAL CANCER?
(Strongly consider clinical trial)
Chemoradiation
Preferred Regimens
- Cisplatin
* Carboplatin if patient is cisplatin intolerant
her R mmen Regimen
= Cisplatin/fluorouracil
Recurrent or Metastatic Disease
First-line combination therapy?c Possible first-line single-agent therapy® Second-line therapy®
Preferred Regimens Preferred Regimens Preferred Regimens
= Cisplatin/paclitaxel/bevacizumab®1 = Cisplatin * Pembrolizumab for PD-L1-positive’ or
(category 1) MSI-H/dMMR tumors
= Carboplatin/paclitaxel/bevacizumabd mhﬂmupmmgd_ﬂm
« Topotecan/paclitaxel/bevacizumab® » Carboplatin Other Recommended Regimens
(category 1) = Paclitaxel®? (Al agents listed here are category 2B unless
« Cisplatinipaclitaxel (category 1) otherwise noted)
= Carboplatin/paclitaxel** - Bevacizumabd
(category 1 for patients who have received * Albumin-bound paclitaxel
prior cisplatin therapy} = Docetaxel
* Topotecan/paclitaxel * Fluorouracil
= Gemcitabine
Other Rg;ommgndggji Regimens * Ifosfamide
+ Cisplatin/topotecan = Irinotecan
* Mitomycin
* Pemetrexed
* Topotecan
= Vinorelbine

8Cisplatin, carboplatin, docetaxel, and paclitaxel may cause drug reactions (See NCCN Guidelines for Ovarian Cancer--Management of Drug Reactions [OV-C]).
PCost and toxicity should be carefully considered when selecting an appropriate regimen for treatment.

°If not used previously, these agents can be used as second-line therapy as clinically appropriate.

dAn FDA-approved biosimilar is an appropriate substitute for bevacizumab.

eReferences for second-line therapy are provided in the Discussion.

fRecommended for disease progression on or after chemotherapy in patients whose tumors express PD-L1 (CPS =1) as determined by an FDA-approved lest.
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Prostat Kanser Tanili Hastalarda Kemik Metastazlarinda Tedavi Deneyimimiz
Cemil Bilir, Ozlem Ozkul, ibrahim Vedat Bayoglu, ilhan Hacibekrioglu.
Sakarya Universitesi Tip Fakiiltesi Tibbi Onkoloji Klinigi-Sakarya-Tirkiye
Giris:

Prostat kanseri erkeklerde en sik gordigiimiiz kanserlerden olup kemik metastazi da bircok diger
kanser gibi en sik prostat kanserinde de en sik metastaz yerlerinin basinda gelmektedir. Sakarya
Universitesi Tibbi Onkoloji klinigi olarak kemik metastazlarinda gercek yasam deneyim ve
sonuglarimizi paylasmayi amacladik.

Metod:

Son 1 yil icerisinde (2018-2019 Agustos donemi) klinigimize basvuran prostat kanserli hastalarin
kemik metastazlarinin tedavisinde kullandigimiz ajanlar ve en belirgin yan etki profillerini retrospektif
olarak arastirdik.

Bulgular:

Merkezimize son 3 yilda (2016-2017 ve 2018 dénemide) yillik ortalama 90 metastatik prostat kanser
tanili hasta dosyasi agilmistir. Son bir yilda kemik metastazi ile tim kanserler incelendiginde 472 yeni
tani kanser hasta dosyasi incelendi. Bunlardan 82 hasta (%18) denosumab kalan 390 (%72) hasta
zoledronik asit ile tedavi edilmisti. Bu hastalarda 31 hasta prostat kanser tanisi ile denosumab alirken,
74 hasta zoledronik asit ile tedavi edilmistir. Denosumab medyan kullanim siiresi 3 ay iken ZA ile bu
sire 5 ay idi. Denosumab alan hastalarda hi¢ kemik progresyonu gézlenmez iken ZA alan 8 hastada
(%10) kemik progresyonu gozlenmisti. Yan etki profilleri incelendiginde en sik goriilen yan etkiler
hipokalsemiydi (%22 vs %6, p:0.002). ZA alan hastalarda yatis ve ciddi hipokalsemi yok iken
Denosumab alan 2 hastada yatis gerektiren ciddi hipokaslemi goriilmisti. Diger yan etkiler acisindan
(alerjik reaksiyon, cene osteonekrozu vs) her 2 grup arasinda anlamli fark yoktu.

Tartisma:

Prostat kanserinde yaklasik %70 oraninda kemik metastazlari goriilebilmektedir. Her ne kadar yeni
nesil ajanlar ile sag kalimda artislar saglansa da kemik metastazi olan hastalarda morbidite artisi,
yasam kalitesinde azalma, radyoterapi ve cerrahi girisimler tedavi maliyetlerinde artis ve
hastalarimizin kanser tedavilerine uyumlarinda bozulmalara yol agmaktadir. Sik kullanimlardan sona
3 aylik doneme gecis ile azalmis yan etki profili ve maliyet ZA’nin bizim pratigimizde rutine girmesine
yol agmistir. Densoumab ise daha yeni bir molekil olup RANK ligandini hedef alan bir ajan olup net
sag kalim katkisi heniiz gosteriimemekle birlikte kemik olaylarinda gecikme ve ZA’e bu konuda
UstlinlGgu faz 3 calismalarla gosterilmistir. Pratigimizde Denosumab kemik metastazl prostat kanserli
hastalarin yaklasik %30°da kullanilmakta ve hipokalsemi disinda yan eki profili ZA’e gbére benzer
oldugu gorilmistir. Henliz Denosumab altinda kemik progresyonu gérmemis olmamiz dislik
medyan takip siiresine veya bu ilacin ZA’e gore kemik olaylarinda geciktirme etkisinden de olabilecegi
vurgulanabilir. Ciddi hipokalsemi riskide mutlaka yakin takip ile kontrol edilmeli ve hastalarimizin
profilaktik kalsiyum replasmanini aldiklari yakindan takip edilmelidir.
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Metastatik Kastrasyon Direncli Prostat Kanserli Hastalarda Metastaz Durumunun

Abireteron Sonuclar1 Uzerine EtKisi
Ali Murat SEDEF® , Ahmet Taner SUMBUL®
O fstinye Universitesi T1ip Fakiiltesi Tibbi Onkoloji
@ Baskent Universitesi Tip Fakiiltesi Tibbi Onkoloji

Amag: Metastatik prostat kanseri; viseral metastazi yada sadece kemik metastaz varligi ile
prezente olabilir. Metastatik prostat kanserinde ikinci jenerasyon anti-androjen ajanlarin
onaylanmasiyla, bu ajanlar her iki grupta da aktif olarak kullanilmaktadir. Bu calismanin
amaci, yalnizca kemik metastazi olan hastalar ile visseral metastatik hastaligi olan
kastrasyona direngli prostat kanseri (KDPK) hastalarinda abirateron asetatin klinik sonuglar

tizerindeki farkliligini incelemektir.

Gere¢ ve Yontem: 2010-2017 yillar1 arasinda abirateron asetat ile tedavi edilen 142 KDPK
hastasinin klinik verileri retrospektif olarak incelendi. Hastalar sadece kemik ve visseral
metastazi olan iki gruba ayrilarak iki grup arasindaki hasta ve tiimor 6zellikleri karsilastirildi.
Genel sagkalimi ve progresyonsuz sagkalimi etkileyen prognostik parametreler log-rank testi

kullanilarak degerlendirildi. Cox-regresyon analizi kullanilarak ¢ok degiskenli analiz yapildi.

Bulgular: Ortalama 33 aylik takipte (4-144) 81 hasta (% 57) 6ldii. Viseral metastaz1 olan
(grup 1) ve sadece kemik metastazli (grup 2)olan gruplar sirasiyla 40 (% 28.2) ve 102
hastadan (% 71.8) olusuyordu. 78 (54.9) hastada denovo metastatik hastalik mevcuttu. 66 (%
46,5) hasta abirateron asetattan once hormonal tedavi alirken, 76 (% 53,5) hasta abirateron
asetattan Once kemoterapi (docetaxel) almisti. Tiim hastalar i¢in progresyonsuz sagkalim
(PFS) ve genel sagkalim (OS) sirasiyla 7 (% 95 CI 6.2-7.8) ve 40 (% 95 CI 30-50.1) ay olarak
hesapland. Istatistiksel analiz viseral metastaz varlig1 agisindan OS'de anlamli bir farklilik
gostermedi (grup 1'in ortanca OS'si 47 ay ve grup 2'nin ortanca OS'si 39 aydi) (p = 0,7).
Istatistiksel analiz, viseral metastaz varligi bakimindan PFS iizerinde anlamli bir fark

gosteremedi (grup 1'in ortanca PFS'si 6 ay, grup 2'nin ortanca PFS'si 7 aydi) (p = 0,24)

Tartisma ve Sonuc¢: Calismamiz prostat kanserinin viseral metastaz sunumunun abireteron
kullanimi agisindan anlamli farklilik gostermedigini ve sagkalim agisindan benzer etkileri

olabilecegini gdstermistir.

Anahtar Kelimeler: Abireteron, prostat kanseri, metastaz durumu
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Prostat Kanserli Hastalarda Sagkalim Analizi ve Prognostik Faktorler: Tek Merkez Deneyimi

Ali Yilmaz!, Cem Mirili', Mehmet Bilici!, Salim Basol Tekin'

Atatiirk Universitesi Tip Fakiiltesi, Tibbi Onkoloji Bilim Dal1, Erzurum

AMAC: Erkeklerde en sik goriilen kanser olan prostat kanseri (PK) ayni zamanda
kanserle iliskili 6liimlerin de erkeklerde en sik goriilen ikinci nedenidir. Son yillarda
ortaya ¢ikan yeni tedavi ajanlarina ragmen PK hala bireyler arasinda 6nemli prognoz
farkliliklar1 gostermektedir. Bu ¢alijmanin amact PK’li hastalarin tam anindaki
demografik, klinik ve histopatolojik 6zelliklerinin prognozla iliskisini ortaya
koymaktir.

GEREC-YONTEM: Caligmaya Ocak 2013-Haziran 2019 tarihleri arasinda
klinigimizde PK tanisiyla takip edilen 141 hasta retrospektif olarak dahil edildi.
Hastalar Uluslararasi Urolojik Patoloji Toplulugu konsensiis raporuna gore Gleason
skorlar1 i¢in bes grade grubuna, PSA degerleri i¢in <10, >10-20, >20 olarak ii¢ gruba
ayrildilar. Klinik, histopatolojik parametreler ile progresyonsuz sagkalim (PFS) ve
genel sagkalim (OS) arasindaki iliski Kaplan-Meier egrileri kullanilarak analiz edildi
ve log-rank testi ile karsilastirildi. Tek degiskenli ve ¢ok degiskenli analizler
kullanilarak parametrelerin PFS ve OS i¢in prognostik degerleri belirlendi.

Tablo 1: Klinik ve demografik dzelliklerin PFS ve OS ile iliskisi

Total Total PFS [N
() (%)
Mean | Median | p Mean | Median | p

Yas
grubu
<65 47 333 37.1 25 0.180 | 52 29 0.334
>65 94 66.7 55.4 32 68 37
ECOG
0-1 72 51 52.1 41 0.049 | 67.8 50 0.026
2 41 29.1 50.6 27 60.1 28
3 28 19.8 342 22 41 22
TNM
Evre
1 8 5.7 124.7 82 0.004 157.7 105 0.004
11 11 7.8 64.9 79 75.1 83
111 10 7.1 593 48 72.6 49
1\ 112 79.4 42.1 24 50.1 29
PSA
<10 38 27 107.2 79 0.000 115.5 87 0.000
>10-20 16 113 51.8 28 62.7 39
>20 87 61.7 352 21 46.4 27
Gleason
grade
grup
1 25 17.7 69.3 81 0.001 71.1 98 0.013
2 8 5.7 60.5 52 66 64
3 23 16.3 58.7 32 71.7 49
4 35 24.8 45.4 29 63.3 39
5 50 355 29.7 17 422 20
Metastaz
Var 112 79.4 433 27 0.016 | 54 32 0.018
Yok 29 20.6 743 79 99.4 82
Metastaz
bolgesi
Kemik 75 67 49.2 29 0.191 61.5 33 0.079
Akciger 7 6.3 28.2 2 32.7 13
Karaciger 9 8 21.5 20 23 24
Multiple 21 18.7 312 29 38.7 32
Genel 141 100 50.3 29 64.8 33

ECOG: Eastern Cooperative Oncology Group, PSA: Prostat Spesifik Antijen

BULGULAR: Hastalarin medyan yas1 69 (49-90) olup 94 (66.7%) hasta 65 yas
tizerindeydi. Eastern Cooperative Oncology Group Performance (ECOG) durumuna
gore; ECOG 0-1, 2, 3 gruplarinda sirasiyla 72 (51%), 41 (29.1%), 28 (19.9%) olgu,
evreye gore; evre I, I1, IIT, IV olan 8 (5.7%), 11 (7.8%), 10 (7.1%), 112 (79.4%) olgu
bulunmaktaydi. 38 (27%) hastada PSA <10, 16 (11.3%) hastada >10-20 ve 87
(61.7%) hastada >20 araligindaydi. Gleason grade grubuna gore; grade 1, 2, 3, 4, 5
gruplarinda sirastyla 25 (17.7%), 8 (5.7%), 23 (16.3%), 35 (24.8%), 50 (35.5%) olgu
vardi. Tanmidaki medyan PSA 39 (0.01-227) ng/mL, medyan Gleason skoru ise 8 (5-
10)’di. Dosetaksel almig 56 (39.7%), Abirateron almig 21 (14.9%), Enzalutamid almig
6 (4.3%), Kabazitaksel almis 5 (3.5%) ve Lu-177 tedavisi almis olan 5 (3.5%) hasta
vardi. Medyan takip siiresi 31 aydi ve PFS/OS ise 29/33 aydi. Medyan takip siiresi
sonunda 109 (77.3%) hastada progresyon gelismisken 44 (31.2%) hasta yagamini
yitirmisti (Tablo 1). Tek degiskenli analizde PFS/OS ile ECOG, PSA grubu, Gleason
grade grubu, evre arasinda anlamli iligki bulundu (Resim 1). Cok degiskenli analizde
ise PSA grubu, Gleason grade grubu ve evre hem PFS (p: 0.011, p: 0.000, p: 0.010,
sirastyla) hemde OS (p: 0.012, p: 0.009, p: 0.021, sirastyla) igin bagimsiz prognostik
faktor olarak bulundular (Tablo 2).

Tablo 2: PFS ve OS i¢in parametrelerin tek degiskenli ve ¢ok degiskenli analizi

Parametreler Tek degiskenli Cok degiskenli

HR P HR P
PFS
Yas grubu 0.763 (0.510-1.140) 0.186 - -
ECOG 1.310 (1.038-1.654) 0.023 1.239 (0.977-1.571) 0.077
TNM Evresi 1.605 (1.225-2.103) 0.001 1.463 (1.097-1.951) 0.010
PSA 1.658 (1.300-2.114) 0.000 1.380 (1.075-1.772) 0.011
Gleason grade 1.353 (1.169-1.565) 0.000 1.352 (1.157-1.580) 0.000
grubu
oS
Yas grubu 0.812 (0.529-1.247) 0.341 - -
ECOG 1.387 (1.088-1.770) 0.008 1.276 (0.995-1.637) 0.055
TNM Evresi 1.703 (1.246-2.328) 0.001 1.479 (1.062-2.059) 0.021
PSA 1.696 (1.299-2.215) 0.000 1.418 (1.078-1.866) 0.012
Gleason grade 1.272 (1.090-1.484) 0.002 1.244 (1.056-1.466) 0.009
grubu

ECOG: Eastern Cooperative Oncology Group, PSA: Prostat Spesifik Antijen
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Resim 1- Gleason grade grubu, evee, PSA'va gore PFS ve OS streleri

SONUC: Urogenital traktin sik goriilen kanserlerinden olan PK halen 6nemli
mortalite oranlarina sahiptir. PK’l1 hastalarda tedavi stratejilerini belirlemek ig¢in
prognozu ongérmek onemlidir. Bu ¢aligmada PK hastalarinda tani anindaki PSA
grubu, Gleason grade grubu ve evrenin hem PFS hemde OS igin bagimsiz prognostik
faktor oldugu gosterilmistir.

Anahtar Kelimeler: Prostat kanseri, Evre, Gleason, PSA
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METASTATIK PROSTAT KANSERINDE NOBILETIN VE SORAFENIB KOMBIN
UYGULAMASININ EMT UZERINDEKI ETKIiSi

Cemil Bilir', Gamze Giiney Eskiler?, Zeynep Ozman?

ISakarya Universitesi, Tip Fakiiltesi, ¢ Hastahklar1 Anabilim Dah, Tibbi Onkoloji
Bilim Dali, Sakarya, Tiirkiye.

2 Sakarya Universitesi, Tip Fakiiltesi, Tibbi Biyoloji Anabilim Dali, Sakarya, Tiirkiye.

3Sakarya Universitesi, Saghk Bilimleri Enstitiisii, Tibbi Biyokimya Anabilim Dals,
Sakarya, Tiirkiye.

Amag: Mevcut calismada, metastatik prostat kanser hiicrelerinde (PC-3) epitelyal mezenkimal
gecis (EMT) mekanizmasinin baskilanmasinda sorafenib (SOR) ve nobiletinin (NOB) kombin
etkisinin belirlenmesi amaglanmistir. Prostat kanseri, diinya ¢apinda erkeklerde en yaygin
goriilen ikinci kanser tipidir. Androjenler prostat kanseri gelisiminde Onemli bir rol
oynamaktadir. Bu nedenle tedavide oncelikle androjen baskilayici terapiler uygulanmaktadir.
Ancak metastatik prostat kanseri androjenlerden bagimsiz oldugu i¢in hastalarda yiiksek
mortaliteye ve kotii prognoza neden olmaktadir. EMT, prostat kanserinde metastaz ve ilag
direnci gelismesinde rol alan ve E-kaderinin down-regiilasyonu ile karakterize kompleks bir
siirectir. SOR, hepatoseliiler ve renal karsinoma tedavisinde kullanilan bir multi-kinaz
inhibitoriidiir. Ayrica SOR’un metastatik prostat kanserinde klinik faz deneyleri devam
etmektedir. Ancak klinik faz deneylerinde SOR’un neden oldugu ciddi yan etkiler tedavinin
basarisin1 engellemektedir. Bunun yani sira SOR’un hepatoseliiler karsinoma ve akciger
kanserinde EMT ile iliskisi literatiirde bilinmektedir. Flavonoidler, essiz antikanser
ozelliklerinden ve geleneksel kemoterapotik ajanlarin toksisitesini azalttiklarindan dolayi
kanser tedavisinde son yillarda dikkat ¢cekmektedir. NOB, anti-kanser ve anti-inflamatuar
etkiye sahip oldugu bilinen ve turunggil kabuklarinda bulunan bir flavonoiddir. Literatiirde
yapilan ¢aligmalarda NOB’un metastatik prostat kanserinde anti-kanser etkiye sahip oldugu
belirlenmistir. Ayrica NOB’un kiiciik hiicreli olmayan akciger kanseri, osteosarkoma ve renal
karsinomada EMT yi inhibe ettigi belirlenmistir. Ancak metastatik prostat kanserinde NOB’un
EMT ile iliskisine dair herhangi bir caligma mevcut degildir.

Gere¢ ve Yontem: Bu calismada farkli konsantrasyonlarda kombin NOB + SOR uygulanmis
PC-3 insan metastatik prostat kanseri hiicre hattinda RNA izolasyonu yapildiktan sonra, EMT
mekanizmasinda yer alan SNAI1 ve CDH1 (E-kaderin) genlerinin mRNA ekspresyon
seviyelerindeki degisimler Real-Time PCR (RT-PCR) analizi ile belirlenmistir.

Bulgular: Elde edilen bulgular dogrultusunda, 10 uM NOB + 2.0 uM SOR, 10 uM NOB + 2.5
uM SOR, 20 uM NOB + 2.0 uM SOR ve 20 uM NOB + 2.5 uM SOR uygulanan PC-3
hiicrelerinde SNAllekspresyon seviyeleri sirasiyla 2.08- , 1.4-, 0.87- ve 0.79- kat azalirken,
CDHY’in mRNA seviyelerinin sirasiyla 5.06-, 8.5-, 13.26- ve 13.0- kat arttig1 tespit edilmistir
(p<0.05). Ayrica tek basina NOB veya SOR uygulanan PC-3 hiicrelerinde CDH1 ekspresyon
seviyesinin kombin NOB + SOR gruplarina gére down-regiile oldugu analiz edilmistir.

Tartisma ve Sonuclar: Sonug¢ olarak metastatik prostat kanseri hiicrelerinde NOB + SOR
kombin tedavisinin belirlenen sinerjik etkisinden dolay1 sadece NOB ve SOR’a goére EMT nin
baskilanmasinda daha etkin oldugu tespit edilmistir. Ancak NOB + SOR’un CDHZ1’in
ekspresyon seviyesindeki neden oldugu artis ile iligskili EMT sinyal yolaklarinin aydinlatiimasi
gerekmektedir.

Anahtar kelimeler: Metastatik prostat kanseri, EMT, Sorafenib, Nobiletin.
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Sekonder Sitorediiktif Cerrahinin Bevacizumab Alan Over Kanserli Hastalarda Katkisini
Predikte Eden Faktorlerin Analizi: Tek Merkezli Retrospektif-Cohort Analiz

Fatih Kose!, Tiilay Kus?, Songiil Alemdaroglu?, *Gokmen Aktas, Hiisnii Celik®

! Bagkent Universitesi, Tibbi Onkoloji Béliimii, Adana, Turkiye. > Dr. Ersin Arslan Egitim ve
Arastirma Hastanesi, Tibbi Onkoloji Boliimii, Gaziantep, Tiirkiye. > Baskent Universitesi, Obstetrik ve
Jinekoloji Boliimii, Adana, Turkiye.  Kahramanmaras Siitcii Imam Universitesi, Tibbi Onkoloji
Boliimii, Kahramanmaras, Tiirkiye. ° Baskent Universitesi, Jinekolojik Onkoloji Boliimii, Adana,
Turkiye.

Amacg

Niiks over kanserinde bevacizumab kombinasyon tedavisi alan platin duyarli ve platin sensitif hasta
gruplarinda, sekonder sitorediiktif cerrahinin (SSC) ‘nin katkisi olan alt gruplar1 analiz etmeyi
amagladik.

Gerec¢ ve yontem

Calismaya Adana Baskent Universitesi Tibbi Onkoloji Béliimiinii’nde, niiks over kanseri tanist ile
takipli bevacizumab kombinasyon kemoterapisi baglanmis hastalar, retrospektif olarak dahil edildi.
Hastalar platin duyarh ve direngli olmak iizere iki grupta degerlendirildi. Platin duyarligi baz alinarak
ve diger klinikopatolojik dzelliklerine degerlendirilerek, SSC’nin sagkalim iizerindeki etkisi, Kaplan-
Meier, risk analizi ise cox-regresyon metod kullanilarak dl¢iildii.

Bulgular

Calismaya 106 hasta dahil edildi. Hastalarin platin duyarli ve platin direngli gruplardaki
klinikopatolojik 6zelliklerine gore dagilimlar ve optimal cerrahi oranlar1 Tablo-1’de 6zetlendi. Platin
sensitif hastalar i¢in progresyonusuz sagkalim (PSK); 15.3 (95%CI: 13.1-17.5) ay iken, platin direngli
hastalarda 7.1 (95%CI:4.6-9.6) ay idi (p=0.005). Platin duyarli hastalarda, SSC yapilan hastalarda
PSK: 15.8 (95%CI: 12.4-19.1) iken yapilmayan hastalarda 16.1 (95%CI:12.9-19.3), platin direncli
hasta grubunda ise SSC yapilan hastalarda 15.3 (10.4-20.2) iken yapilmayanlarda 4.9 (4.5-5.2) ay idi
(P=0.02) (Sekil-1). Platin duyarl hastalarda, ECOG-PS (0 vs 1-2) ve CA-125 (<100 vs.>100 [U/mL),
PSK i¢in i¢in prediktor iken, multivaryant anlizde sadece CA-125 degeri prognostik bulundu (Tablo-
2). Platin direngli hastalarda ise, SSC yapilmis olmasi1 ve diisiik nétrofil/lenfosit orani (N/L) ile CA-
125 degeri daha iyi PSK i¢in prognostik iken, multivaryant analizde, sadece SSC yapilmis olmas1 PSK
i¢in prognostikti (Tablo-2). Platin direngli hasta grubunda genel sagkalim (GS); SSC yapilan grupta
28.3 (11.0-45.5) ay iken, SSC yapilmayan grupta 9.4 (0.5-18.2) ay (P=0.16), platin duyarli grupta ise;
SSC yapilan grupta 41.4 (27.7-55.2) iken SSC yapilmayan grupta 24.9 (12.9-36.9) ay (P=0.33)
bulundu.

Tartisma ve Sonuclar

Over karsinomunda primer tam ya da optimal sitorediiktif cerrahinin sagkalim katkis1 tarsimasiz iken,
niiks sonrast SSC’ nin sagkalim katkisi, 6zellikle bevacizumab kombinasyon tedavisi altindaki
hastalarda i¢in, hala ¢alisilmaya devam etmektedir. Platin duyarl hastalarda, ASCO 2018 de sonuglari
aciklanan GOG-213 ¢alismasinda, bevacizumab tedavisinin PSK ve GS katkis1 gosterilememis, ancak
cerrahi katkisi olabilecek alt-grup analizleri heniiz yayinlanmamistir. Platin direngli hasta gruplarinda
AURELIA c¢aligsmasi ile bevacizumab’in PSK (6.7 aya karsin 3.4 ay) ve GS katkis1 gosterilmis ancak,
bu hasta grubuna SSC yapilmamistir. Bu baglamda, biz bu ¢aligsma ile bevacizumab bazli tedavi alan
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hasta popiilasyonunda, SSC’nin sagkalim katkisini predikte edebilecek hasta alt gruplarini belirlemeyi
amagladik. SSC ile, diger biyobelirte¢lerden bagimsiz olarak, platin direngli hasta grubunda, PSK ve
GS katkis1 oldugunu gozlemledik. Platin duyarli hasta grubunda ise, SSC’nin PSK ajantaji
saglamamasina karsin daha iyi GS avantaj1 saglayabildigini gézlemledik.

Anahtar kelimeler:

Over karsinomu, sekonder sitorediiktif cerrahi, bevacizumab, platin sensitif, platin direngli
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Tablo 1: Hastalarin platin duyarli ve platin direngli gruplardaki klinikopatolojik 6zelliklerine
gore dagilimlari

Klinikopatolojik 6zellikleri  Platin Duyarh Platin Direncli
N Y% N Y%
Hasta Sayisi 76 71.7 30 28.3
Yas
Ortanca (Arahk) 61 (30-80) 61 (38-83)
Primer Orjin (Over) 65 94.2 30 100
Histoloji
Seroz 69 93.2 25 86.2
Edometrioid 3 4.1 0 0
Diger 2 2.7 1 34
ECOG-PS
0 19 25.0 4 13.3
1 53 69.7 25 83.3
2 4 53 1 33
Tanmida primer cerrahi
basarisi
Tam rezeksiyon 42 75 17 81
Optimal rezeksiyon 14 25 3 14.3
Suboptimal rezekiyon 0 0 1 4.8
Niikste Sitorediiktif
cerrahi 50 68.5 9 31
Yapilmis 23 31.5 20 69
Yapilmamis

Sekonder Sitorediiktif
cerrahinin basarisi

Tam rezeksiyon 32 64.0 6 66.7
Optimal rezeksiyon 9 18.0 2 22.2
Suboptimal rezeksiyon 9 18.0 1 11.1
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Tablo-2: Progresyonsuz sagkalimi predikte eden parametreler; Cox reresyon analizi

Parametreler Platin duyarh-PSK Platin Direncli-PSK
HR;95%CI P HR;95%CI P
N/L
Univaryant analiz _1'14; 9.8-1.3 0.84 }gj} Olé%z_'lliz 322
Multivaryant analiz* R '
Bl D . 1912;1.13-3.23 0.016 2.359;1.03-5.40 0.042
&I:K;Z:;;nin;:fhz** 1.742;1.0152.991 0044 1.624;0.63-4.22 0.32
Serdz alt-tip 0.96; 0.23-3.94 0.95 2.05;0.69-6.12 0.198
Yas 0.995;0.972-1.018 065 1.010; 0.97-1.052 0.65
ECOG-PS
Ovs. 12 , 1.784; 1.05-3.05 0.034 1.326;0.46-3.84 0.64
Univaryant analiz 1.499;0.77-2.91 0.232

Multivaryant analiz**
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SSC

Univaryant analiz
Multivaryant analiz*

1.411;0.851-2.339

0.18

3.716;1.434-9.628 0.007
3.339;1.057-10.55 0.040

PSK: Progresyonsuz sagkalim, N/L: notrofil/lenfosit, HR:: hazard orani, CI: giiven araligi,
PS: performans skoru, SSC: sekonder sitorediikdif cerrahi. *Multivaryant analiz N/L, CA-125
ve SSC ile yapildi. ** Multivaryant analiz, ECOG PS ve CA-125 ile yapildi.

Platin Direncli

HR; 95%Cl: 3.72; (1.43-9.63), P=0.007
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Sekil-1: Platin direngli ve platin duyarli hastalarda, sekonder sitorediiktif cerrahinin katkisini
gosteren cox-regresyon egrisi. HR: Hazard orani, CI: Giiven araligi
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Nivolumab’in indiikledigi oliimciil akut motor aksonal noropati

Nilgiin YILDIRIM', Murat GONEN?, Ferhat BALGETIR?, Muhammed Burak ER?

'Firat Universitesi Tip Fakiiltesi, Tibbi Onkoloji Boliimii, Elaz1g

?Frrat Universitesi Tip Fakiiltesi, Noroloji Boliimii, Elazig

Giris: Nivolumab, anti-programlanmis hiicre 6liimii-1 reseptoriinii inhibe eden monoklonal antikor
olup, uygun hasta grubunda uzun siireli hastalik kontrolii ve uzamis genel sagkalim nedeniyle ileri
evre renal hiicreli kanser (RCC) hastalar1 igin standart tedavilerden biri haline gelmistir. Diger immiin
kontrol noktasi tedavilerine gore daha az bildirilse de en 6nemli yan etkisi, immiin iligkili advers
olaylardir(irAE). Bizde bu ¢aligmada metastatik RCC’li bir olguda nivolumab sonrasi gelisen 6limciil,
akut motor aksonal néropati (AMAN) olgusunu tanimladik.

Vaka Sunum: 70 yas erkek hastaya dis merkezde metastatik papiller RCC tanisi konarak IFN 9 m.ii.
haftada 3 giin tedavisi baglaniyor. Tedaviyi tolere edemeyen hastaya pazoponib 800 mg/giin tedavisine
gegciliyor. Takipleri klinigimizde devam eden hastada bu tedaviye parsiyel yanit elde edilerek 7 ay
boyunca devam edildi. Hastanin takipte toraks iist kisimda subklavikuler ve axiller yeni gelisen cilt
metastazlart saptandi. Kontrol BT’ lerinde boyun ve supraklavikiilar bdlgedeki metastatik lenf
bezlerinde de boyut artig1 saptanmasi iizerine hastaya Nivolumab 3 mg/giin 14 giinde bir tedavisine
basland:. ilk iki uygulamada klinik yanit alinan hastada 5. uygulama sonrasi tama yakin yanit elde
edildi. 6. kez ilag aldiktan bir hafta sonra tist ve alt ekstremitelerde kuvvet kaybi baslamasi ve 3 giin
icerisinde hizla ilerleyen kuvvet kaybi sonucu yiirliyememesi iizerine poliklinigimize basvurdu.
Yapilan norolojik muayenesinde Guillain Barre Sendromunun bir varyanti olan AMAN tanis1 konuldu.
Hastanin kontrastli kraniyal ve spinal MR’leri normal olarak degerlendirildi, kontrastlanma izlenmedi.
Nivolumab tedavisine sekonder irAE’dan siiphelenilen hastaya prednisolon 250 mg/giin baglandi.
Nivolumab tedavisine devam edilmedi. Metilprednisolon tedavisine ragmen 7. giiniinde motor defisiti
daha da artan hastaya 0.4mg/kg/giin dozunda 1VIG basland1 ve 5 giin uygulandi. Yanit alinamayan
hasta steroid tedavisi devam ederken semptomlarin ortaya ¢ikiginin 25. giinii ex oldu.

Tartisma: Immun check point inhibitorlerine bagli nérolojik yan etkiler nadir bildirilse de ciddi
morbidite ve mortaliteye yol agabilmektedir. Immiin iliskili ndrolojik toksisitenin biiyiik faz 3 klinik
caligmalarda bildirilenden neredeyse iki kat daha sik (%2,4) olarak ortaya ¢iktigini bildiren calismalar
mevcuttur. flag kullanimimin artmasiyla beraber giderek artan bir sekilde, demiyelinizan ve aksonal
uzunluga bagl periferik ndropatiler, vaskulitik néropati, miyastenia gravis ve miyopati gibi ¢esitli
noromiiskiiler komplikasyonlar bildirilmeye baslanmistir. Norolojik yan etkiler tedavinin herhangi bir
zamaninda ortaya ¢ikabilmektedir. Bizim vakamiz da renal hiicreli karsinomda nivolumab kullanimina
bagli ilk ciddi periferal noropati olgusudur. Bu olguda ortaya ¢ikan yan etki “AMAN” su ana kadar
bildirilmemistir. Bu olguda hem steroid hemde IVIG tedavisine yanit alinamamis ve fetal seyretmistir.

Sonuglar: Giderek kullanimi artan bu ilaglarla yakin gelecekte ¢ok daha fazla advers etki
bildirilecektir, bu nedenle bu ilaglarin norolojik toksisiteleri agisindan da klinisyenlerin daha dikkatli
olmasi gerekmektedir. Nivolumab ile ilgili norolojik advers olaylar nadir olmakla birlikte, ciddi
morbidite ve mortaliteye yol acabilmektedir.

Anahtar Kelimeler: Nivolumab, RCC, Immiin iliskili advers olay
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INVAZIV MESANE KANSERI HASTALARINDA ADJUVAN
KEMOTERAPI UYGULANMASININ SAGKALIMA OLAN ETKILERI
VE PROGNOSTIK FAKTORLERIN INCELENMESI

Mustafa Sahbazlar', Ender Kurt', Adem Deligoénl?

1.VM Medical Park Bursa Hastanesi
2.Uludag Universitesi Tip Fakiiltesi Tibbi Onkoloji Bilim Dali

GIRIS
Bu calismamizda, invaziv mesane
kanserli hastalarda adjuvan kemoterapi
uygulamasinin sagkalim ve rekurrense
olan etkilerinin arastirilmasi ve prognoz
uzerine etkili faktorlerin incelenmesi
amaclanmigtir.

GEREC VE YONTEM

Calismaya 2003 ile 2013 yillan
arasinda invaziv mesane kanseri
nedeniyle radikal sistektomi yapiimis
olan toplam 62 hasta alinmigtir. Bu
hastalar sistektomi sonrasi adjuvan
kemoterapi alan ve almayanlar olarak
iki gruba ayrilmigtir. Bu iki grup, genel
ve hastaliksiz sagkalim sureleri
acisindan karsilastirilmis ve prognoz
uzerine etkili risk faktorleri, ileri dogru
adimsal cox regresyon modeli
kullanilarak incelenmisgtir.

BULGULAR

Altmisiki hastadan 40’1, cogu
sisplatin bazli kemoterapi rejimlerinden
[MVAC/MVEC (metotreksat, vinblastin,
doksorubisin/epirubisin, sisplatin), GC
(gemsitabin, sisplatin), GCa
(gemsitabin, karboplatin) veya tekli
gemsitabin] olusan adjuvan kemoterapi
tedavisi almistir.

Geri kalan 22 hasta herhangi bir
adjuvan tedavi almamistir. Genel
sagkalim suresi kemoterapi grubunda
41,3 ay, kontrol grubunda 69,9 aydi
(p=0.227).5 yillik hastaliksiz sagkalim
oranlari kemoterapi ve kontrol
gruplarinda sirasiyla %50,6 ve %59,9
idi (p=0,780). Alt grup analizinde, tumor
evresi pT3-4 olan ve lenfovaskuler
invazyon bulunan hastalarda genel
sagkalim sureleri kemoterapi grubunda
kontrol grubuna gére numerik olarak
daha iyi olmasina ragmen aradaki fark
istatistiksel olarak anlamli degildi (45,5
aya karsi 19,5 ay, p=0,104). Lenf nodu
metastazi, prognoza etkili tek faktor
olarak bulunmustur.

TARTISMA VE SONUGLAR

Lenf nodu pozitifligi dnemli bir
prognostik faktérdir. invaziv mesane
kanserinde, pT3-4 timore sahip
hastalar ile lenfovaskuler invazyon
ve/veya lenf nodu metastazi olan
hastalar adjuvan kemoterapiden fayda
gorebilir. Bu alt gruplarda adjuvan
kemoterapinin rolunin saptanmasi igin
randomize galigmalara ihtiyac vardir.

Anahtar Kelimeler: Mesane kanseri,
adjuvan kemoterapi

e-mail: m_sahbazlar@hotmail.com
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Metastatik olmayan kas-invaziv mesane kanserli hastalarda neoadjuvan kemoterapi ve mesane koruyucu
kemoradyasyon tedavilerinin karsilastirilmasi: tek merkez deneyimi

Ahmet KUCUKARDA, Ali GOKYER
Trakya Universitesi Tip Fakiiltesi Hastanesi, Tibbi Onkoloji Bilim Dali

Ozet

Amag: Mesane kanseri en sik goriilen 6. kanser tiirii olup siklig1 % 4,6’dir. Genellikle yash bireylerin hastalig1
olup ortalama tani yas1 73’tiir. Hastalarin %34 kas invaziv evrede tani almaktadir. Kas invaziv mesane
kanserinde kiiratif tedavi yaklasimlar1 neodjuvan kemoterapi sonrasi radikal sistektomi ve kemoradyoterapidir.
Calismada klinigimizde uygulanan bu tedavi modalitelerinin sonug¢larini karsilagtirmay1 amagladik.

Gerec ve yontem: Klinigimizde 2010-2018 yillar1 arasinda takip ve tedavisi yapilan kas invaziv mesane kanserli
43 hastanin verileri retrospektif olarak incelendi. Hastalar neodjuvan kemoterapi sonrasi radikal sistektomi
olanlar ve kiiratif kemoradyoterapi alanlar olarak iki gruba ayrildi. Kaplan Maiere ve Cox regression analizi ile
iki grubun sag kalim verileri karsilastirildi.

Bulgular: Definitif kemoradyoterapi grubunda 20 hasta, neoadjuvan sonrasi opere olan grupta 23 hasta vard.
Hastalarin yas ortalamasi 68 ve %86’s1 erkekti. Kemoradyoterapi alan grupta yas ortalamasi ileriydi ve bu grupta
ECOG performans skoru 2 ve iizeri olanlarin sayist anlamli olarak fazlaydi. Neoadjuvan tedavi sonrast opere
olanlarin hastaliksiz sag kalimlart median 17.1 ay ( %95 CI:6.1-27.9), genel sag kalim 22.2 (%95 CI:10.3-34.1)
ay iken definitif kemoradyoterapi grubunda hastaliksiz sag kalim 12.5 ay (%95 CI:9.7-15.3) (p=0,93), genel
sagkalim 12.7 ay (%95 CI:1.0-33.9) (p=0.74) idi. Radikal sistektomi yapilan grupta patolojik downstaging (T1
tiimor ve alt1) saglanan hastalarda sag kalim anlamli olarak uzundu (p=0,03). istatistiksel anlamli olmasa da
erkek cinsiyet, 40 paket/yil iizeri sigara i¢imi, alkol genel sag kalimi belirgin oranda diisiirmektedir.

Sonu¢: Neoadjuvan kemoterapi sonrasinda radikal sitektomi yapilmasi kas invaziv mesane kanserinde altin
standart tedavi olsa da medikal olarak sistektomiye uygun olmayan hastalarda kiiratif kemoradyoterapinin
sonuglart da altin standart tedaviye yakindir. ECOG performans skoru <2 olan ve neoadjuvan tedavi sonrasi
patolojik downstaging saglanan hastalarda genel sagkalim daha uzundur.

Anahtar kelimeler: mesane kanseri; neoadjuvan kemoterapi; kemoradyasyon

1.o= 1.0+
D8] o
3 o5 T o5
H z
E]
: I I B P
------- Neoadjuvan KT E
3 o i e O b Neoadjuvan KT 4
L]
L) i
] 1
| A WA L]
03 I [ I
1 1
Definiif KRT 1 1 o =
; : Definitif KRT
o PSR ' &l - i
T T T T T = = = = —
0 I : .
Hastahksiz sag kalim (ay) Genel sag kalim (ax)

rr r

Figiirl. Neoadjuvan kemoterapi (KT) ve definitif kemoradyasyon (KRT) sag kalim verilerinin analizi.
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Prostat Kanserinde Metastatik Kemik Hastahi@inda Lu-177 EDTMP ile Agn
Palyasyonu: Tiirkiye’den ilk Deneyim

Umut Elboga',Ertan Sahin!,Y.Zeki Celen!
'Gaziantep Universitesi Niikleer Tip AD

Amag

Ileri evre prostar kanserli hastalarda iskelet sistemi en yaygin metastaz bolgesidir. Kemik
metastazi olan vakalarda agr1 dnemli bir saglik sorunudur. ileri evre prostat kanserli
hastalarda kemik metastazina bagl kemik agrisini tedavi etmek icin kemige 6zgiil birikim
gosteren radyoniiklidler ile tedavi secili kanserli hasta gruplarinda kullanilabilmektedir. Bu
caligmada beta 151n1 yayan Lutesyum-177 (Lu-177) etilen daimin tetrametilen fosfonik asid
(EDTMP) kullanilarak radyoniiklid tedavi yapilan hastalarin tedavi yanitlari ile tedavi
sonrasi yan etkileri degerlendirildi.

Gerec ve Yontem

Bu ¢alismaya tiim viicut kemik sintigrafisi ile yogun tutulum gdsteren osteoblastik metastaz
odaklarinin tesbit edildigi ileri evre prostat kanserli on iki hasta dahil edildi. Bu hastalarda
analjezik kullanimina ragmen agri semptomu mevcut olup agr1 palyasyonu i¢in Gaziantep
Universitesi Tip Fakiiltesi Hastanesi Niikleer Tip boliimiinde Tiirkiye’de ilk defa iiretilen ve
kullanilan Lu-177 EDTMP tedavisi planlandi. Onceden sitotoksik kemoterapi ve/veya
radyasyon tedavisi (eksternal beam radyasyon tedavisi) alan veya kemigin ileri yaygin
metastatik infiltrasyonu ile riskli kemik iligi rezervi olan hastalarda nétropeni ve
trombositopeni gibi risklere yonelik degerlendirmede yapildi.

Bulgular

Hastalarimizin dokuzunun (% 75) bu tedaviden fayda gordiigiinii vizuel analog skorlama ve
mobilite skorlamast araciligiyla belirledik. Lu-177 EDTMP tedavisi sonrasi analjezik
kullaniminin yine ayn sekilde dokuz (% 75) hastada azaldig1 gézlemlendi. Radyoniiklid
tedavimizin analjezik etkileri tedavi sonrast genellikle 15. giinden itibaren basladi.
Hastalarimiza agr1 cevabi oldugunda 6nce analjezik doz azaltimi sonrasinda analjezikleri
kullanmamalar1 6nerildi. “Flare” fenomeni agri semptomlarinda artis1 ifade eder ve genellikle
tedavinin baglatilmasindan 72 saat sonra ortaya ¢ikar. Hastalarimizin bir tanesinde(% 8.4) bu
durumla karsilastik. Bu durumun tedavi sonuglarimiza baktigimizda iyi klinik yanitla iliskili
oldugu anlasildi. Myelosupresyonun sonucu olarak periferik kanda trombosit ve 16kosit
sayisindaki azalmalar yaklasik 6. haftada goriildii. Hematolojik toksisite genellikle 3 ay
icinde tamamen iyilesme gosterdi.

Sonuc¢

Bu calisma sonrasi Tiirkiye’de ilk defa iiretilen ve kullanilan Lu-177 EDTMP ile agrili kemik
metastazi olan prostat kanseri hastalarinda agr1 palyasyonu agisindan oldukga basarilt
oldugumuzu belirledik. Yasam kalitesine katkisinida gosterdigimiz yeni radyoniiklid
tedavinin bu grup hastada yanit alintyorsa tekrar edilebilir sekilde kullanimini 6nermekteyiz.

Anahtar Kelimeler: Kemik metastazi, Agr1 palyasyonu, Lu-177 EDTMP
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SUBAKUT DIC TABLOSU ILE TANI ALAN

METASTATIK RCC OLGUSU

Dr Nilgiin YILDIRIM?® ,Dr Mustafa MERTER? ,Dr Fatma GUNAY?
Firat Universitesi Hastanesi Onkoloji ABD,
2Firat Universitesi Hastanesi Hematoloji ABD,

3Firat Universitesi Hastanesi Dahiliye ABD

Giris: Renal hicreli karsinom (RCC) tim malignitelerin %2’sini olusturur ve bobregin en yaygin
timorudur. Mortalite orani evresine baghdir ve ortalama 5 yillik sagkalim orani %62’dir. Agirhkli
olarak akcigerlere, retroperitoneal bosluga, kemiklere, beyne ve daha az olarak da karacigere
metastaz yapar. Bu calismada subakut dissemine intravaskiler koagulasyon(DIC) tablosu ile acile
basvuran metastatik RCC olgusunu sunduk.

Vaka sunum: 48 yasinda bilinen bir kronik hastalik éykiisii olmayan erkek hastanin yaklasik 1-2 aydir
devam eden nefes darligi sikayeti varmis. Hasta bu siire zarfinda dispnesinin artmasi ve hemoptizi
sikayetinin olmasi Uzerine acil servisimize basvurmus. Acil serviste cekilen BT’lerinde; bilateral
pulmoner nodiller(metastaz), bilateral en blyligu sol akciger Ust lobda 6X5 cm capinda kostalarda
destriiksiyona neden olan plevral kalinlasmalar, sol pulmoner arter dalinda hipodens trombs, sag
atriumda 2,5 x 1,5 cm, sag ventrikilde 5 x 3.7 cm ¢apinda trombdus, sol bobrek alt polde 6 cm
lezyon(RCC?) gozlenmis. Hasta kesin tani ve tedavi i¢in servisimize interne edildi. Hastanin yapilan
kardiyoloji ve goglis hastaliklari konsiiltasyonunda antikoagllan tedavi 6nerildi. Gelis Hgb:8, PLT:34
bin, retikilosit sayimi: 185.9, fibrinojen: 267.38 INR: 1.22 PTZ: 15.2 APTT: 32, d-dimer: >7.5 olan
hasta DIC agisindan hematolojiye danisildi. Periferik yaymasinda sistositler ve trombositopeni
gozlenen, klinik ve labaratuvar bulgulari agisindan DIC skorlamasinda 5 puan alan hastaya maligniteye
bagli DIC tanisi konuldu ve altta yatan hastaligin tedavisi ya da plazmaferez énerildi. PLT degerleri
distk olan hastaya plazmaferez yerine, altta yatan hastalik tedavisi, PLT 30-50 bin arasi enoksaparin
sodyum 0.6 ml 1x1, PLT>50 binde 2x1 ve trombosit stispansiyonu destegi 6nerildi. 20.08.19 tarihinde
hastadan bobrekten biyopsi yapilmasi istendi. Fakat platelet degerleri diisik olan hastaya bobrek
biyopsisi yapilamadi. Kanama riskinin daha diisik olmasi sebebiyle akcigerdeki plevral lezyondan
transbronsiyal biyopsi yapildi. Bu siire zarfinda PLT seviyeleri diisiik olan hastaya trombosit destegi
yapildi ve hastanin hemoptizisi ara ara devam etti. 29.08.19 tarihinde patolojik olarak RCC tanisi alan
hastaya pazopanib 400 mg 1x2 baslandi. Hastanin takipleri sirasinda ilk kez 01.09.2019 tarihinden
itibaren PLT degeri 50000 lzerine cikti ve hastaya transflizyon yapilmadan antikoagilan glinde 2 kez
yapildi. Hastanin hemoptizileri neredeyse tamamen geriledi. 18.09.2019’da Hgb:11, PLT degeri 107
bin gelen hastanin periferik yaymasi hematoloji tarafindan degerlendirildi. Sistositlerin olmadigi,
trombositopeninin geriledigi ve klinik de g6z 6niinde bulundurularak DiC tablosunun kismen diizeldigi
soylendi. Nefes darligi sikayeti azalan hasta enoksaparin ve votrient tedavisi ile externe edildi.

Tartisma ve Sonug: DIC solid organ tiimorlerinde de goriilebilen tromboz ve kanama bozuklugu ile
seyreden bir sistemik sendromdur. RCC’'da nadir olarak gorilir. Tedavisi altta yatan hastaligin
tedavisidir. Bu vakada metastatik RCC'de pazopanib tedavisi ile hastanin DIC ile iliskili klinik
bulgularinda gerileme gozlenmistir.



=
S
N
S
S
=
Q
=
S
O




3. Ulusal Urogenital Kanserler Kongresi
24-27 Ekim 2019 / Cratos Hotel K.K.T.C

o1

METASTATIK RENAL SARKOMOTOID KARSINOM TANILI GENGC HASTADA NiVOLUMAB iLE UZUN
SURELi SAGKALIM

Atike Gokcen Demiray, Burcu Yapar Taskoylii, Serkan Degirmencioglu, Nail Ozhan, Canan Karan,Arzu

Yaren, Gamze Gokdz Dogu
Pamukkale Universitesi Tip Fakiiltesi Tibbi Onkoloji Bilim Dali, Denizli

Girig: Renal Huicreli Karsinom, tiim renal karsinomlarin %80-85 ini olusturur. Daha az rastlanilan alt
tipleri ise papiller (%15), kromofob (%5) ve toplayici kanal timoérleridir (%5). Sarkomatoid renal
hicreli karsinom (RCC) farkli bir histolojik alt tip degildir. RCC nin farkli histolojik tiplerinin yliksek
gradli donlisimina tarif etmektedir. Bu timorler herhangi bir RCC alt tipinden gelisebilir. RCC primer
histolojik alt tipin prognozu etkileyen sarkomatoid degisiklige gidip gitmeyecegi baslangicta
bilinmemektedir. Sarkomatoid komponentin bulunmasi metastaz riskinde artma ve koti prognoz ile
iliskili oldugu gériilmistir.immiin check point inhibitérlerinden 6nce metastatik RCC nin tedavisinde
TKi lar, anti-VEGF ve mTOR inhibitérleri vardi. Bu ajanlarla yanit oranlari %25-30; PFS 8-10 ay; OS 24
aydi. Anti-VEGF ile tedavi edilen 43 metastatik sarkomotoid RCC tanili hastanin retrospektif olarak
incelenmesinde, % 20 ve az sarkomotoid komponent igeren grupta yanit orani %19 ile sinirhydi.
Metastatik sarkomotoid karsinomlu 230 hastanin oldugu baska bir ¢calismada ise anti-VEGF ile yanit
orani sadece %21, sagkalim ise 10.4 ay idi. Ancak son yillarda immin check point inhibitérlerindeki
gelismeler ile daha iyi sonuglar almaktayiz. Nivolumab, anti-PD-1 a karsi humanize I1gG4 monoklonal
antikordur. Metastatik RCC de 2.sirada nivolumab ile everolimusu karsilastiran faz 3 gcalismada
nivolumab lehine anlamli sagkalima ulasiimisti. (25 ay ve 19.6 ay).Orta ve kot riskli metastatik RCC
de ilk sirada nivolumab + ipilimumab kombinasyonu ile sunitinibi karsilastiran CheckMate 214 faz 3
calismada kombinasyon kolu lehine artmis yanit oranlari (%42 ve %27) ve sagkalim (heniz ulasiimadi
ve 39 ay) elde edildi. Bu sonuglar, VEGF ve mTOR'a karsi molekiiler hedefli ajanlarla birlikte
metastatik RCC icin tedavi algoritmalarina immin CPI'lerin dahil edilmesine yol agmistir. Bununla
birlikte, RCC'de immiin CPI ajanlarinin sarkomatoid 6zellikleri olan etkinligi ile ilgili veri eksikligi
vardir.Bizde nivolumabin Sarkomotoid RCC de etkin olabilecegini gbsteren bir olgumuzu sunduk.

Vaka Sunumu: Kirk yasinda erkek hasta temmuz 2016 da sag yan agrisi nedeniyle tetkik edildiginde
sag bobrekte kitle saptanmasi lzerine opere edilmis. Patoloji sonucu sarkomotoid renal karsinom
gelmesi Uzerine klinigimize yonlendirilmis. Hastanin ¢ekilen PET-BT sinde operasyon yerinde malign
lezyon, bilateral akcigerde metastatik nodiiller saptandi. Hastaya 6 kiir gemsitabin+doxorubicin
kombinasyon kemoterapisi verildi. Yanit degerlendirme amach ¢ekilen PET-BT de operasyon lojundaki
kitlede ve akcigerlerdeki metastatik nodillerde progresyon saptandi. Hastaya paklitaksel+ifosfamid
kombinasyon kemoterapisi baslandi. Pazopanib ve sunitinib icin yapilan endikasyon disi basvurular
yeterli verisi olmadigi i¢in kabul edilmedi. iki kiir sonrasi gekilen PET-BT de mevcut lezyonlarda
progresyon saptandi. Hastaya endikasyon disi onay ile nisan 2017 de everolimus tedavisi baslandi.
Yaklasik 3 ay sonra kismi yanit alindi ancak hasta ilaci tolere edemedi ve ilag kesildi. Hastaya agustos
2017 de insani erken erisim programi ile nivolumab tedavisi baslandi. Hastada stabil hastalik elde
edildi ve klinigi diizeldi. immiinoterapinin etkinligini artirmak ,yan agrisi ve nefes darligi icin
operasyon lojuna ve akcigere palyatif RT verildi. Sonrasinda parsiyel yanit alindi. Hastaya 26
uygulama nivolumab uygulandi ve yaklasik 14 ay stabil hastalikla takip edildi.

Tartisma: Bizim vakamizda, TKi sonrasi nivolumab ile yanit elde edilen Raychaudhuri ve
arkadaslarinin 2 vakalik serisinden farkli olarak kemoterapi ve everolimus yanitsiziligl sonucu
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nivolumab ile uzun sire yanit alinmistir. Bu yanit sarkomotoid komponentin imminstpresif
biyolojisine baglanabilir. Joseph ve ark. 40 sarkomotoid RCC hastanin patoloji 6rneklerinde PD-L1 |
%89 pozitif olarak buldu. Ek olarak, RCC'deki sarkomatoid bileseninin, karsinomatik bilesene kiyasla
daha fazla somatik tek niikleotit varyanti sayisi ve artan heterozigotite kaybi sikligi acisindan daha
blyiik bir mutasyon yiikiine sahip oldugu bilinmektedir. Bu bulgular sarkomatoid RCC'nin
immunosupresif yapisini ve bunun ICl lerine potansiyel duyarliigini géstermektedir. Bizim vakamizda
PD-L1 bakilamadi. Nivolumab tedavisi ilk sirada kullanilamadi. Ancak kemoterapi ve everolimus
tedavisi sonrasinda kullaniimasina ragmen uzun siireli yanit alind..

Sonug: Nivolumab RCC de oldugu gibi sarkomotoid RCC de etkin bir tedavi segenegi gibi
gozukmektedir.Bu secenegi erken basamakta kullanmak kétl prognoz gidisati olumlu yénde
etkileyecektir. Metastatik sarkomotoid RCC de immdiin check point inhibitorlerinin tek basina yada
diger ajanlarla kombinasyonlarinin etkinligini gbsteren prospektif calismalara ihtiyacg vardir.

Kaynaklar:

1-Raychaudhuri R, Riese MJ, Bylow K, Burfeind J, Mackinnon AC, Tolat PP, Iczkowski KA, Kilari
D. Immune check point inhibition in sarcomatoid renal cell carcinoma: a new treatment paradigm.
Clin Genitourin Cancer. 2017 Oct 1;15(5):¢897-901

2-Chittoria N, Zhu H, Choueiri TK, Kroeger N, Lee J-L, Srinivas S, Page R, Lind MJ, Peake MD,
Mopller H. Outcome of metastatic sarcomatoid renal cell carcinoma (sRCC): results from the
International mRCC Database Consortium. J Clin Oncol. 2013 May 20;31(15_suppl):4565

3-Joseph RW, Millis SZ, Carballido EM, Bryant D, Gatalica Z, Reddy S, Bryce AH, Vogelzang NJ,
Stanton ML, Castle EP, et al. PD-1 and PD-L1 expression in renal cell carcinoma with sarcomatoid
differentiation. Cancer Immunol Res. 2015 Dec 1;3(12):1303-1307.

4-Daniel M.Geynisman.Anti-programmed Cell Death Protein 1 (PD-1) Antibody Nivolumab Leads to
a dramatic and rapid response in papillary renal cell carcinoma with sarcomatoid and Rhabdoid
Features. European Urology 68 2015 :912-915

5-Ahmad Hanifa , Manu Pandeya , Sumera Khanb , Kristopher Attwoodc , and Saby George.
Metastatic sarcomatoid renal cell carcinoma treated with immune checkpoint inhibitors.

Oncoimmunology 2019, VOL. 8, NO. 8, €1606639 (4 pages)

Anahtar Kelimeler: Renal hiicreli karsinom, sarkomotoid karsinom, immunoterapi, nivolumab
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KUCUK HUCRELI PROSTAT KARSINOMU; OLGU SUNUMU

Canan Karan', Nail Ozhan', Gamze G6kéz Dogu!, Arzu Yaren!, Burcu
Yapar Taskoylii!, Atike Gokgen Demiray!, Serkan Degirmencioglu!

'Pamukkale Universitesi, Tibbi Onkoloji Klinigi, Denizli, Tiirkiye

GIRIS: Prostat kanseri dilnyada erkek popiilasyonda en sik goriilen
kanserdir. Kansere bagli 6lumlerde ise akciger kanserinden sonra ikinci
sirada yer almaktadir. Prostat neoplazilerinin yaklasik %951
adenokarsinomlardir. Bu olgu sunumumuzda ise nadir goriilen
prostatin kiigiik hiicreli noroendokrin tiimorii vakasin1i sunmay1
amacladik.

OLGU: Altmis yedi yasinda erkek hasta alt {iriner semptomlar ve sirt
agrist nedent ile liroloji birimine bagvurdu. PSA yiiksekligi tespit edilen
hastaya TUR-P yapildi. Patolojisi kii¢lik hiicreli néroendokrin timor
ile uyumlu idi. PET-BT’de primer tiimor lokalizasyonu; seminal
vezikiile invazyon gosteren prostat bezi idi. Sag akcigerde metastatik
nodiller, sag eksternal iliyak lenf nodu tutulumu, T5-T10 ve L2
vertebra korpusunda kemik tutulumu mevcut idi. Hasta visseral ve
kemik metastazi bulunan metastatik prostat kiiclik hiicreli
noroendokrin karsinomu olarak degerlendirildi. Kronik hastaligi
olmayan hastaya cisplatin (75mg/m2)+etoposide (100mg/m?2)
kemoterapi protokolii baslanildi. Kemik metastazi nedeni ile
denosumab tedavisi ve metastatik bolgelere palyatif radyoterapi
planlandi. Hasta halen takibimizdedir.

SONUC: Kucuk hucreli prostat kanseri tan1 aninda yuksek oranda
metastatik olan ve prognozu adenokarsinomalarin tersine oldukc¢a kotu
olan prostatin nadir gorulen bir tumorudur. Henuz standart bir tedavi
sekli olmamasina ragmen kemoterapi, lokalize hastalikta kemoterapi
radyoterapi kombine kullanimi ve yaygin metastatik hastalikta
semptomatik tedavi amacli kemoterapi ile birlikte metastatik lezyonlara
uygulanacak radyoterapi gunumuzde kabul edilen tedavi seklidir.
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Metastatik Prostat Kanserinde Lutesyum-177 Tedavisi
ESIN OKTAY *

'AYDIN ADNAN MENDERES UNIVERSITESI TIP FAKULTESI iGC HASTALIKLARI ANABILIMDALI,
ONKOLOJI BILIMDALI

Anahtar Kelimeler: Metastatik kastrasyona direncli prostat kanseri, Lutesyum-177

Amag: Kastrasyona direngli metastatik prostat kanserinde tedavi segenekleri diisiiniildiiglinde
geri 6demesi olan iki sira tedavi segenegi oldugu, endikasyon dis1 ilag basvurusu ile en fazla
ii¢ sira tedavi verilebildigi bilinmektedir. Yapilan bazi ¢aligsmalarda lutesyum-177 tedavisinin
metastatik prostat kanserinde etkinligi gosterilmistir. Bildiride izole kemik metastazli
kastrasyona direncli prostat kanseri tanisi ile ¢oklu sira tedavi alan ve lutesyum-177 ile tam
yanit elde edilen vaka sunulmaktadir.

Olgu: 66 yasinda erkek hasta, 2015 yilinda idrar yapamama sikayeti ile iirolojiye bagvurmus,
yapilan prostat biyopsisinde prostat adenokarsinom tanisi konmus. Hastanin evreleme
tetkiklerinde yaygin vertebral kolon ve kal¢a kemiklerinde metastazlar1 tesbit edildi.
Goserelin ve bikalutamid baglandi. 2016 yilinda kemik metastazlarinda artis ve sag akcigerde
metastatik nodiil goriildii. Hastaya kastrasyona direncgli prostat kanseri tanisiyla dosetaksel
baslandi. 7 kiir kemoterapi sonras1 kemikte tam yanit ve PSA:0.09 ng/ml idi. Hastanin
dosetaksel tedavisi kesildi. Goserelin ve bikalutamid baglandi. 4 ay sonra PSA’da artis ve
kemik lezyonlarinda progresyon olmasi iizerine hastaya enzalutamid 1x160mg baslandi.
Tedaviye yanit alindi, PSA 0.07 ng/ml’ye kadar geriledi. Ocak 2018’de kemik
metastazlarinda ve PSA progresyonu gelisti. Hastaya kabazitaksel baslandi. Ancak hasta
kabazitaksel ile progrese oldu. Hasta ile tedavi segenekleri tartigildi ve 9 Eyliil tiniversitesi
niikleer tip bilim dalina lutesyum-177 tedavisi i¢in yonlendirildi. Hasta tedavi bitiminde
onkoloji poliklinigine bagvurdu. Agrilar1 gegmis ve PSA tekrar Ing/ml’nin altina inmisti.
Kemik metastazlar1 tam yanith goriiniiyordu. Hasta kendi istegi ile hormon tedavisini de
birakti. Hasta temmuz 2019°da poliklinige bagvurdu. Yapilan tetkiklerinde metastaz
bulgusuna rastlanmadi ancak PSA degeri 15 ng/ml olmustu. Hastaya tekrar Goserelin ve
bikalutamid baslandi. 3 ay sonra kontrole ¢agrildi.

Sonug: Olgumuzda oldugu gibi izole kemik metastazi olan prostat kanseri hastalarinda tedavi
segenekleri tiikkendiginde lutesyum-177 tedavisi hem agr1 palyasyonu hem de hastaligin
kontroliinde etkili olabilir. Tedavi sirasinda dikkat edilmesi gereken en 6nemli durum kemik
fraktiirlerine kars1 6nlem almaktir.

Kaynaklar:

1-Emmett L, Willowson K, Violet J, Shin J, Blanksby A, Lee J. Lutetium 177 PSMA radionuclide therapy for
men with prostate cancer: a review of the current literature and discussion of practical aspects of therapy. J] Med
Radiat Sci. 2017 Mar;64(1):52-60.

2-von Eyben FE, Roviello G, Kiljunen T, Uprimny C, Virgolini I, Kairemo K, Joensuu T. Third-line treatment
and 177Lu-PSMA radioligand therapy of metastatic castration-resistant prostate cancer: a systematic review. Eur
J Nucl Med Mol Imaging. 2018 Mar;45(3):496-508.

3-Heck MM, Tauber R, Schwaiger S, Retz M, D'Alessandria C, Maurer T, Gafita A, Wester HJ, Gschwend JE,
Weber WA, Schwaiger M, Knorr K, Eiber M. Treatment Outcome, Toxicity, and Predictive Factors for
Radioligand Therapy with 177Lu-PSMA-I&T in Metastatic Castration-resistant Prostate Cancer. Eur Urol. 2019
Jun;75(6):920-926.
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NiVOLUMAB SONRASI IMMUN TROMBOSITOPENI GELISEN

GASTROINTESTINAL KANAMA ILE PREZENTE OLAN RENAL
HUCRELI KARSINOM: OLGU SUNUMU

KTU Farabi Hastanesi i¢ Hastaliklan ABD ~ Balta A, Ozddver AC, Alandag C, Akidan O, Titiz MM, Fidan S

GIRIS

Nivolumab programli hiicre &liimii 1 (PO-1) antikoru olarak
kullanilan bir immiin modiilatér ilag olup malign melanoma,
akciger kanseri ve ileri evre renal hiicreli karsinom (RHK)

kullanilabilmektedir. PO-1

sinyali T lenfosit hiicresi fonksiyonunu inhibe etmekte ve T

hastalaliklarinin  tedavisinde

lenfositlerin anti-tiimoral etkisini azaltmaktadir. Bu sebeple
hemofagositoz, immiin ntropeni ve immiin trombositopeni

gibi yan etkiler goriilebilmektedir.

OLGU

Klinigimize 2013 yilinda sag yan agrist ile basvuran ve
abdominal bilgisayarli tomografi (BT) goriintilemede sag
bobrekte kitle saptanan hastaya sag nefrektomi uygulandi ve
hasta RHK tanisi1 aldi. Hastaya interferon alfa 2a tedavisi
baglandi. Bir yil kullandiktan sonra progresyon goriilmesi
sonrasi hastaya sunitinib tedavisine gecildi. Yaklasik 6 ay
mevcut tedavi ile izlendi. Bu siire sonunda yapilan kontrol
gorlintiilemesinde karaciger ve sol silirrenal glandda
metastaz goriilmesi sonrasi hastaya tigiincii sira tedavi

olarak nivolumab 3 mg/kg dozundan baglandi.

Iki siklus nivolumab tedavisi sonrasi hasta siyah renkli
diskilama ve kanli kusma sikayeti ile acil servisimize
bagvurdu. Fizik muayenede cilt soluk goriinimdeydi. Vital
bulgularindan nabiz 121/dk tasikardik ve tansiyon arteryal
92/60 mmHg idi ve rektal tuse muayenesinde melena
saptandi. Laboratuar testlerinde 16kosit 6300/ul, hemoglobin
6,5 g/dl, trombosit sayis1 5x1073/ul, kreatinin 2 mg/dl iire
21 mg/dl olarak saptandi. Ust endoskopi tetkiki yapildi ve
mide korpus kiigiikk kurvaturda aktif kanayan dieulafoy
saptandi.  Skleroterapi ve argon
bir hemoklips

lezyonu plazma

koagiilasyon ile beraber ile kanama

durduruldu.

Sekil 1: Ust endoskopi tetkikinde Dieulafoy lezyonu

Ancak takibinde hemograminda trombosit degerleri
diismeye basladi. Grade 4 trombositopeni ve ortalama
platelet voliimii 10.5 fl olmasi sonrasi hastaya kemik iligi
aspirasyonu yapildi. Aspirasyon incelemesinde displazi
bulgusu izlenmemesi ve her biiyiik biiylitme alaninda bir
adet megakaryosit goriilmesi sonrast hastaya immiin
trombositopeni (ITP) tanis1 kondu.

Sekil 2: Kemik iligi aspirasyonu goriintiileri

Bunun iizerine hastaya ITP tamsma yonelik 1 gr/kg
intravendz immiinglobulin tedavisi verilmesi sonrasi hastaya
1 mg /kg dozundan prednisolon dozuna esdeger dozda
metilprednisolon tedavisi baslandi. Izleminde trombosit
110x10"3/ul
saptanmas1 sonrasi sifa ile taburcu edildi.

sayist hemogram sonucunda iizerinde

SONUC ve TARTISMA

RHK geleneksel kemoterapi tedavilerine az duyarlidir. Bu
nedenle, metastatik RHK yiiksek morbidite ve mortalite
oranlart ile iligkilidir. Hedefe yonelik tedaviler bu nedenle
RHK yonetiminde kayda deger bir ilerleme gostermistir,
ancak nadiren tam yanit verir ve hastalar sonunda tedaviye
direng¢ gelistirir. Ayrica RHK immiinojenik kanserlerden
biridir ve tedavisinde g¢esitli immiinoterapdtik stratejiler
ortaya ¢cikmistir. Immiin sistemi aktive eden sitokinler ve T
lenfosit hiicresi modiile edici ajanlar RHK tedavisinde klasik
kemoterapotik ilaglarin yerini almaktadir.

Sonug olarak; PO-1 inhibitorleri ile yapilan tedavilerde
immiin __hematolojik yan etkiler immiinoterapi
tedavilerinde daha yiiksek oranda goriilmektedir. Bu
acidan hematolojik toksisite riski acisindan dikkatli

olunmali ve diizenli hematolojik izlem yapmalidir.
Literatiire bakildiginda PO-1 _inhibitér monoterapisi

sonrasinda gelisen immun hematolojik yan etkiler
RHK tedavisinde daha fazla goriilmektedir.

KAYNAKLAR:

1.Kentaro Tokumo “et al” Nivolumab-induced severe pancytopenia in a patientwithlung
adenocarcinoma Lung Cancer 119(2018) 21-24

2.Nicolas Delanoy “et al” Haematologicalimmune-related adverse events induced by anti-PD-1 or
anti-PD-L1 immunotherapy: a descriptive observational study Lancet Haematol 2018 December 4

3.Brahmer JR, Drake CG, Wollner 1, et al. Phase I study of single-agent anti-programmed death-1
(MDX-1106) in refractory solid tumors: safety, clinical activity, pharmacodynamics, and
immunologic correlates. J Clin Oncol. 2010;28:3167-75.
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