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 Erken Evre & Adjuvan kemoterapi

 Erken evre/ lokal ileri hastalık & Neo-
adjuvan tedavi

 Metastatik hastalık & palyatif KT
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Adjuvan KEMOTERAPİ-- 2014 

 Evre II & III
 Evre IB + tm. ≥ 4 cm.

 Viseral plevral invazyon, LVI, yüksek grad, sublobar
rezeksiyon, Nx

 T2N0 hastalık: Genomik profil: prospektif validasyon

 Cisplatin & vinorelbin x 4 
 Carboplatin & paclitaxel x 4*
 Hedefe yönelik ajanlar için kanıt yok

*: yaşlı & komorbid durumu olan hasta

PS:0-1
Kilo kaybı<10%

Presenter
Presentation Notes
In conclusion the data reported so far suggests that adjuvant CT is indicated in all pts with stage II & III disease and stage Ib disease with tumors < or = to 4 cm.s. As long as they have a good PS and no significant weight loss. The role of pathologic & molecular factors in regards to CT benefit is not clear at this stage and could be evaluated on a patient-basis in daily practice. Today the standard of care is 4 cycles of cisplatin and vinorelbine given with 3 weekly intervals. In older patients and those with renal or cardiac dysfunction carboplatin is a reasonable alternative to cisplatin. 
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5 YIL SAĞKALIM:

%60           %64

34 ÇALIŞMA
8447 HASTA;  3323 
ÖLÜM
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5 YIL SAĞKALIM:

%60           %64

EVRE IA: %80          %82

EVRE IB: %75          %78

EVRE II: %40           %45

EVRE III: %30           %35
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Evre I hastalık: 
Nüks için prognostik faktörler
n:1477

HasanBasri
Yeşim Eralp



T1-2 Tümörler & VPI (Pl-1 / Pl-2):

VPI +: 5 yr OS %68.3

Tm>3 cm: 5 yr OS %67.2

5 yr OS %55

P:0.009

Tm>3 cm + VPI

N:289

Metanaliz 5 yıl OS beklentisi: %75

T2N0
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Evre I & Mikro-vasküler invazyon:

n:694 Evre I hasta
n:201: damar invazyonu mevcut
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N: 2657; T1a--n: 1478 

VPI -/MVI -
VPI  veya MVI +
VPI +/MVI +
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T1-2N0 yüksek riskli hastalık & 
Adjuvan Kemoterapi

 >2cm +
 Visceral plevra invazyonu
 Mikro-vasküler invazyon

 Adjuvan KT yararı bilinmiyor…

 GD uygun hastalar adjuvan KT için değerlendirilmeli..

%25-50 
NÜKS RİSKİ !!
5 yıl OS: %55-
70

NSCLC MA;  Evre IB
HR:0.86
Ort %3 (%2-7) mutlak yarar
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Adjuvan hedefe yönelik tedaviler

 BR 19: EGFR mut + sadece 19 hasta
 RADIANT: kollar arasında dağılım eşitsizliği (KT var/yok; 

tm çapı; mut varlığı vb) öngörülen DFS hedefine
ulaşılamadı…

Standart olarak önerilemiyor

BR 19 RADIANT: n:973; 2:1
EGFR IHC + / FISH +

Rand: adj KT +/- sonrası 2 yıl

DFS EGFR mut+: HR: 0.61, P.0.04

OS: med ulaşılamadı; NS
Shepherd, ASCO 2014
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5 yıl OS: 
%40 vs %45

*: adj CT +
*

*
*

*

*
HR:0.87
P:0.007

OPERABL HASTALIK !
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Pre-op Kemoterapi+ Cerrahi vs
Cerrahi
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Pre-op KT Pre-op + Post-op KT Interaction p

HR p HR p

Lokal Nüks 0.94 0.6 0.73 0.11 0.26

Uzak Metastaz 0.78 0.02 0.53 <0.001 0.05

Presenter
Presentation Notes
Post op KT yanıtlı olanlarda verildiği için sistemik kontrol bu grupta daha iyi; KT sayısının artışı & mikro metastatik hastalık kontrolü…
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INT 0139 EORTC 08941 GLCCG

TEDAVİ KT/RT –C KT/RT KT-C KT-RT KT/RT-C KT-C-RT

N 202 194 167 166 245 236

KT
ŞEMASI

Cis-Vp Cis-Vp Platin 
bazlı

Platin 
bazlı

Cis-vp
/carbo-Vds

Cis-vp

RT doz 45 61 - 60 45 54

R0 
rezeksiyon 71 - 50 - 45 50

Mortalite % 8 2 4 <1 6 5

pCR (%) 15 - 5 - - -

PFS (ay) 12.8 10.5 9.0 11.3 10 10

OS (ay) 23 22.2 16.4 17.5 15 17

Potansiyal rezektabl N2 hastalık: 
Neoadjuvan KT-RT vs KT-RT
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Neo-adjuvan tedavi & sorunlar…

 ?? Daha sınırlı rezeksiyon

 Chest: pn/lobektomi (neo CT): %17 vs %25
 INT 119: pCR hastaların 45%’ine 

pnömonektomi yapılmış...!

Presenter
Presentation Notes
The concept of “downstaging” a cancer with neoadjuvant (pre-operative) chemotherapy or chemo/radiation is an appealing strategy, but there isn’t clear evidence that it really works. So the question of which patients receive a larger or smaller surgery depend only in part on
what their tumor requires, and in part on the philosophy of the medical team.
However, neoadjuvant chemotherapy also has the potential disadvantages of delaying resection and increasing the surgical morbidity and mortality.  Furthermore, there is an 8-10% r,sk of progression which would possibly preclude surgery in a marginally resectable patient. Therefore, it requires a careful judgement and an experienced team to consider neoadjuvant chemotherapy with or without RT for a given patient who could easily be treated by chemo-RT. 
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Neo-adjuvan tedavi & sorunlar…

 ?? Daha sınırlı rezeksiyon

Potansiyal zarar:
 8-10 % progresyon
 Artmış morbidite & mortalite

Olgu bazlı dikkatli klinik değerlendirme & 
deneyim

Presenter
Presentation Notes
The concept of “downstaging” a cancer with neoadjuvant (pre-operative) chemotherapy or chemo/radiation is an appealing strategy, but there isn’t clear evidence that it really works. So the question of which patients receive a larger or smaller surgery depend only in part on
what their tumor requires, and in part on the philosophy of the medical team.
However, neoadjuvant chemotherapy also has the potential disadvantages of delaying resection and increasing the surgical morbidity and mortality.  Furthermore, there is an 8-10% r,sk of progression which would possibly preclude surgery in a marginally resectable patient. Therefore, it requires a careful judgement and an experienced team to consider neoadjuvant chemotherapy with or without RT for a given patient who could easily be treated by chemo-RT. 
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“GELİŞMEKTE OLAN” TEDAVİ 
ALGORİTMALARI
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CISCA Meta-analizi

OLGU BAZLI META-ANALİZ: 9 FAZ III ÇALIŞMA; n: 2968 hasta verisi
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Bevacizumab:
adenokarsinom & sağkalım

 Bevacizumab:
 GS: 14.2 ay
 31% ölüm riskinde azalma

Duration of survival (months)
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CP
(n=302)

Bevacizumab
15mg/kg

+ CP
(n=300)

HR
(95% CI)

0.69
(0.67–0.92)

Median OS 
(months) 10.3 14.2

14.2

Sandler, et al. JTO 2008;3(Suppl 4):S283 (Abs. 133)
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KHD AC KANSERİNDE TEDAVİ ALGORİTMALARI:
2008

Carboplatin + 
PAKLİTAKSEL

EPİDERMOİD

+ Bevacizumab

PLATİN + 
PEMETREXED

ECOG 4599
AVAIL

NON-EPİDERMOİD

PLATİN + 
GEMSİTABİN

2. SEÇİM TEDAVİ

DOSETAKSEL>6 AY
PLATİN-BAZLI 

İKİLİ 
KOMBİNASYON

CİSPLATİN + 
VİNORELBİN + Cetuximab

FLEX

ERLOTİNİB / 
GEFİTİNİB NON-

EPİDERMOİD
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1. Pao and Girard, Lancet Oncol 2011; 12:175–80
2. Kris et al., ASCO 2011; Abs #7506

3. Sivachenko et al., IASLC 2011; Abs #PRS.1

NO MUTATION 
DETECTED

EML4-ALK

DOUBLE         
MUTANTS

BRAF 
PIK3CA 
HER2
MET AMP
MEK1
NRAS
AKT1

KRAS

EGFR

Lung Cancer Mutation Consortium
(Adenocarcinomas)2

The Cancer Genome Atlas project
(Squamous Cell Carcinoma)3

*Amplification only

KHDAK & Genom Projesi
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				Frequency

		CDKN2A		45

		FGFR1*		22.5

		PTEN		18

		EGFR*		10
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 EGFR mutasyon olan hastalarda 1. seçim 
tedavide EGFR-TKI standart tedavi 
seçeneğidir..

IPASS EURTA
C
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LUX-L6: 
1. seçim tedavide Afatinib

 Irreversibl Pan-EGFR inhibitörü
 EGFR mutasyonu + ; n:364; 2:1 randomizasyon
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%26 ölüm olayı
170 hastanın 121’I 2. seçim crizotinib
koluna cross-over

PROFILE 1014: 
ALK + hastalık & Crizotinib (1. seçim tedavi)
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APC T cell

Activation
(cytokines, lysis, prolif., migration)

B7.1      CD28

TCR Signal 1MHC-Ag

Tumor

Role of PD-1 in Suppressing Antitumor 
Immunity

Tumor
PD-L1
PD-1

Keir ME et al, Annu Rev Immunol 2008; Pardoll DM, Nat Rev Cancer 2012

(-)
(-) (-)

Inhibition
(anergy, exhaustion, death)

Anti-
PD-1
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Nivolumab Overall Survival (OS)

aBased on July 2014 DBL;  Symbols represent censored observations

 Median follow-up for survival: 8 months (range, 0–17 months)

117 93 68 51 28 05Nivolumab 
3mg/kg

0 3 6 9 12 1815

Number of Patients at Risk 

1-year OS = 41%
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Median OS = 8.2 months

Overall Survival (Months)

O
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ll 
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)

Median OS, months (95% CI) 8.2 (6, 11)

1-year OS rate, % (95% CI) 41 (32, 50)

Number of events 72/117

34
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Pembrolizumab: NSCLC Clinical Activity

First-line1 Previously treated2

PD-L1+
(n = 42)

PD-L1+
(n = 159)

PD-L1 –
(n = 35)

ORR*, % 26 23 9
DCR*, % 64 42 31
Median duration of 
response, wks NR 31 NR

1. Rizvi N, et al. ASCO 2014. Abstract  8007. 2. Garon E, et al. ASCO 2014. Abstract 8020.

*RECIST v1.1

 ~ 80% of screened patients in each study were PD-L1+

 Among previously treated patients with NSCLC, ORR was 26% in 
current/former smokers and 9% in never smokers

Presenter
Presentation Notes
DCR, disease control rate; NR, not reached; NSCLC, non-small cell lung cancer; ORR, overall response rate; PD-L1, programmed death-ligand 1; RECIST, response evaluation criteria in solid tumors.
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KHD AC KANSERİNDE TEDAVİ ALGORİTMALARI:
2008

Carboplatin + 
PAKLİTAKSEL

EPİDERMOİD

+ Bevacizumab

PLATİN + 
PEMETREXED

ECOG 4599
AVAIL

NON-EPİDERMOİD

PLATİN + 
GEMSİTABİN

2. SEÇİM TEDAVİ

DOSETAKSEL>6 AY
PLATİN-BAZLI 

İKİLİ 
KOMBİNASYON

CİSPLATİN + 
VİNORELBİN + Cetuximab

FLEX

ERLOTİNİB / 
GEFİTİNİB NON-

EPİDERMOİD
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KHD AC KANSERİNDE TEDAVİ ALGORİTMALARI:
2014

Carboplatin + 
PAKLİTAKSEL

EPİDERMOİD

+ Bevacizumab
PLATİN + PEMETREXED

POINTBREAK
AVAPERL

NON-EPİDERMOİD

PLATİN + 
GEMSİTABİN

NÜKS TEDAVİSİ

DOSETAKSEL

>6 AY
PLATİN-BAZLI İKİLİ 

KOMBİNASYON

PLATİN + 
Nab-PAC

ERLOTİNİB / 
GEFİTİNİB 
/AFATINIB

CRİZOTİNİB

RACOTUMUMAB 
SWITCH

PEM + BEV 
İDAME

CERITINIB
DOSETAKSEL + 

NINDETANIB

RE-Bx !!
Anti-CTLA4

Anti-PD1; PD-L1
ERLOTİNİB + 
T790M; MET 

HasanBasri
Yeşim Eralp



SONUÇ: 
KHDAK Hedefe Yönelik Tedaviler

• Birçok molekül; Değişken etkinlik

• Hedef ne olmalı: Genel sağkalım vs PFS
Klinik anlamlılık ??
Maliyet-Yarar Analizi ??

• Sorun: ALK, ROS1 & EGFR dışında;
– Biyobelirteç yokluğu
– Karsinogenezin temelinde yatan kilit hedefin

bulunamamış olması
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Genotipe Dayalı Tedavi
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Gelecek için Hedefe Yönelik Tedavi

B Tedavisi

C Tedavisi D Tedavisi

A Tedavisi

AC KANSERLERİ
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