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SİTOTOKSİK	TEDAVİDEN	
İMMUNOTERAPİYE

Prof. Dr. Saadettin KILIÇKAP
Tıbbi Onkoloji

Modern	
çağımızın
hastalığı
mıdır?

TARİH	ÖNCESİ	ÇAĞDAN	ESKİ	MISIRA

Desmoplastic fibrom
Osteoblastoma

30	th century BC
Breast cancer

2700	years ago
King of	Siberian

ESKİ	MISIRDA	MUMYALAR

Prostat	kanseri

HIPPOCRATES KANSERİN	HİKAYESİ
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KANSER	TEDAVİSİ

• Cerrahi
• Hormonal tedavi	(1896)
• Radyasyon	tedavisi	(1911)
• Kemoterapi	(1945)
• Adjuvant tedavi
• Antiangiogenesis tedavi

• Targeted terapiler
• Immunoterapi
• Nanoteknoloji
• Genomics,	proteomics,	
• …	mics

• …….

KANSER	TEDAVİSİ

ALK + Hastalar: KlinikKANSERDE	SON	100	YIL KANSERDE	SON	100	YIL

KANSER TEDAVİSİNDE DEĞİŞİM ZAMANI MEDİKAL	ONKOLOG	NE	İSTER?

Daha	uzun	süreli	sağkalım - KÜR

Daha	iyi	yaşam	kalitesi

En	iyi	ilaca	en	kısa	sürede	ulaşma

Minimum	invaziv girişimle	en	geniş	moleküler	tümör	paneli

Hızlı	raporlama	süreci
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DEĞİŞİM	KLİNİĞE	NASIL	YANSIDI?DEĞİŞİM KLİNİĞE NASIL YANSIDI?
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HER HASTAYA AYNI
TEDAVİ

HEDEFLİ TEDAVİLER
İMMUNOTERAPİLER

KANSERDE BİREYSELLEŞTİRİLMİŞ TEDAVİ

FÜZYON (NTRK)
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TMB IMMUN-SKOR

Jordan et al., Cancer Discov 7: 596-609, 2017

2000-2010 2010-2020

AKCİĞER	KANSERİNDE	
HİSTOLOJİ	VE	DÜRÜCÜ	MUTASYONLAR

ALK + Hastalar: KlinikTARGETED TERAPİLER KANSERDE BİREYSELLEŞTİRİLMİŞ TEDAVİ
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KHDAK	TEDAVİSİNDE	TKI’LERİ	SAĞKALIMI	ARTTIRIYOR

TEDAVİ VERDİM,

Bİ SOR NİYE VERDİM?

Camidge et al., ASCO 2018

ALK POZİTİF HASTADA EN UZUN SÜRELİ PFS

DEĞİŞİM KLİNİĞE NASIL YANSIDI?
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Lorlatinib	– a	potent	ALK	TKI	covering	the	broadest	range	of	ALK	resistance	
mutations

Presented by: Sai-Hong Ignatius Ou

Adapted from Gainor JF, et al. Cancer Discov. 2016;6:1118–1133.
ALK, anaplastic lymphoma kinase; IC50, half-maximal inhibitory concentration; ND, not done; 
ROS1, c-ros oncogene 1; TKI, tyrosine kinase inhibitor. 

IC50 ≤50 nM IC50 >50–<200 nM IC50 ≥200 nM

• Secondary mutations in the ALK domain 
can induce resistance to first- and second-
generation ALK TKIs1

• Lorlatinib is a selective inhibitor of ALK and 
ROS1 with broad-spectrum potency against 
most known ALK resistance mutations, 
including G1202R1,2

1. Gainor JF, et al. Cancer Discov. 2016;6:1118–1133.
2. Johnson TW, et al. J Med Chem. 2014;57:4720–
4744.

Cellular ALK Phosphorylation Mean IC50 (nM)

Mutation Status Crizotinib Ceritinib Alectinib Brigatinib Lorlatinib

Parental BA/F3 763.9 885.7 890.1 2774.0 11293.8

V1 38.6 4.9 11.4 10.7 2.3

C1156Y 61.9 5.3 11.6 4.5 4.6

I1171N 130.1 8.2 397.7 26.1 49.0

I1171S 94.1 3.8 177.0 17.8 30.4

I1171T 51.4 1.7 33.6 6.1 11.5

F1174C 115.0 38.0 27.0 18.0 8.0

L1196M 339.0 9.3 117.6 26.5 34.0

L1198F 0.4 196.2 42.3 13.9 14.8

G1202R 381.6 124.4 706.6 129.5 49.9

G1202del 58.4 50.1 58.8 95.8 5.2

D1203N 116.3 35.3 27.9 34.6 11.1

E1210K 42.8 5.8 31.6 24.0 1.7

G1269A 117.0 0.4 25.0 ND 10.0
24
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KANSERDE BİREYSELLEŞTİRİLMİŞ TEDAVİ

Dabrafenib Plus Trametinib: OS in Patients With Normal LDH and <br />< 3 Organ Sites

Presented By Paul Nathan at 2019 ASCO Annual Meeting

KÜR?

KANSERDE BİREYSELLEŞTİRİLMİŞ TEDAVİ

CLEOPATRA:	Standard	First-line	Treatment	for	HER2+	MBC	With	
Pertuzumab,	Trastuzumab,	and	Docetaxel

Swain.	Lancet	Oncol.	2020;21:519. *Crossover	patients	were	analyzed	in	the	placebo	
arm.
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Median	OS,	
Mos

HR:	0.69	(95%	CI:	0.58-0.82)
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End-of-Study	OS	in	ITT	Population*

8	yrs

Landmark	OS:	37%
Events:	235	(58.5%)	

Landmark	OS:	23%
Events:	280	(69.0%)	

NOBEL PRIZE- IMMUN-CHECKPOINT
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EMPOWER-Lung 1: Clinical benefits of first-line (1L) 
cemiplimab monotherapy by PD-L1 expression 

levels in patients with advanced NSCLC
Saadettin Kilickap,1 Ahmet Sezer,2 Mahmut Gümüş,3 Igor Bondarenko,4 Mustafa Özgüroğlu,5

Miranda Gogishvili,6 Haci M Turk,7 Irfan Cicin,8 Dmitry Bentsion,9 Oleg Gladkov,10 Philip 
Clingan,11 Virote Sriuranpong,12 Naiyer Rizvi,13 Siyu Li,14 Sue Lee,14 Tamta Makharadze,15 Semra 
Paydas,16 Marina Nechaeva,17 Frank Seebach,18 David M Weinreich,18 George D Yancopoulos,18

Giuseppe Gullo,18 Israel Lowy,18 Petra Rietschel18

1Department of Medical Oncology, Hacettepe University Institute of Cancer, Ankara, Turkey; 2Department of Medical Oncology, Başkent University, Adana, Turkey; 
3Department of Medical Oncology, School of Medicine, Istanbul Medeniyet University, Istanbul, Turkey; 4Department of Oncology and Medical Radiology; Dnipropetrovsk Medical 

Academy, Dnipro, Ukraine; 5Cerrahpaşa Medical Faculty, Istanbul University-Cerrahpaşa, Istanbul, Turkey; 6High Technology Medical Centre, University Clinic Ltd, Tbilisi, Georgia; 
7Department of Medical Oncology, Bezmialem Vakif University, Medical Faculty, Istanbul, Turkey; 8Department of Medical Oncology, Trakya University, Edirne, Turkey; 

9Sverdlovsk Regional Oncology Centre, Sverdlovsk, Russia; 10LLC, “EVIMED”, Chelyabinsk, Russia; 11Southern Medical Day Care Centre and Illawarra Health and Medical 
Research Institute, University of Wollongong/Illawarra Cancer Centre, Wollongong Hospital, Wollongong, New South Wales, Australia; 12Division of Medical Oncology, Department 

of Medicine, Faculty of Medicine, Chulalongkorn University and the King Chulalongkorn Memorial Hospital, Bangkok, Thailand; 13Division of Hematology/Oncology, Columbia 
University Medical Center, New York, New York, USA; 14Regeneron Pharmaceuticals, Inc., Basking Ridge, New Jersey, USA; 15LTD High Technology Hospital Medcenter, Batumi, 

Georgia; 
16Department of Medical Oncology, Faculty of Medicine, Cukurova University, Adana, Turkey; 17Arkhangelsk Clinical Oncology Center, Arkhangelsk, Russia; 

18Regeneron Pharmaceuticals, Inc., Tarrytown, New York, USA

Saadettin Kilickap, Hacettepe University Institute of Cancer, Turkey Data cut-off date: March 1, 2020 

Primary Outcomes Were Similar Between the N=475 and N=563 Populations

12-month PFS (95% CI), %
39.3 (31.6–47.0) vs 6.9 (3.0–12.9) 
40.7 (33.7–47.5) vs 7.1 (3.6–12.1)

Chemotherapy (N=475)
Chemotherapy (N=563)

Cemiplimab (N=475])
Cemiplimab (N=563) 

OS PFS
Median, months (95% CI) HR (95% CI)

NR (NE–NE) vs 12.1 (10.2–17.5) 0.57 (0.40–0.80)
NR (17.9–NE) vs 14.2 (11.2–17.5) 0.57 (0.42–0.77)

12-month OS (95% CI), %
71.5 (63.7–77.9) vs 50.8 (41.8–59.1)
72.4 (65.6–78.1) vs 53.9 (46.2–61.1)

Median, months (95% CI) HR (95% CI)
6.3 (4.5–8.5) vs 5.6 (4.3–6.2) 0.60 (0.47–0.77)
8.2 (6.1–8.8) vs 5.7 (4.5–6.2) 0.54 (0.43–0.68)

CI, confidence interval; NE, not evaluable; NR, not reached.

Nivolumab plus ipilimumab or nivolumab plus chemotherapy versus chemotherapy as first-line treatment for advanced esophageal squamous cell carcinoma: first 
results of the CheckMate 648 study

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Overall survival: NIVO + chemo vs chemo

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

OS

PFS

Nivolumab (NIVO)	plus	ipilimumab (IPI)	or	NIVO	plus	chemotherapy	(chemo)	
versus	chemo	as	first-line	(1L)	treatment	for	advanced	

esophageal squamous	cell	carcinoma	(ESCC):	First	results	of	the	CheckMate 648	study.
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Adjuvant nivolumab in resected esophageal or gastroesophageal junction cancer following neoadjuvant chemoradiotherapy: expanded efficacy and safety analyses 
from CheckMate 577

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Disease-free survival (DFS)

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

DFS

DMFS

Adjuvant	nivolumab (NIVO)	in	resected	esophageal or	gastroesophageal
junction	cancer	(EC/GEJC)	following	neoadjuvant chemoradiotherapy (CRT):	

Expanded	efficacy	and	safety	analyses	from	CheckMate 577.
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Uzamış Sağkalım – Daha Fazla Maliyet


