Kicuk Hiucre-Disi
Akciger Kanserinde
Tani1 ve Tedavi



Kicuk Hiucre-Disi
Akciger Kanserinde
Tani1 ve Tedavi

Doc¢.Dr. Akif Turna



Kicuk Hiucre-Disi
Akciger Kanserinde
Tani1 ve Tedavi

Doc¢.Dr. Akif Turna



Kicuk Hiucre-Disi
Akciger Kanserinde
Tan1 ve Tedavi
Doc.Dr. Akif Turna

Sireyyapasa Gégus Hastaliklar ve
Go6gus Cerrahisi Egitim ve Arastirma
Hastanesi



Kicuk Hiucre-Disi
Akciger Kanserinde
Tan1 ve Tedavi
Doc.Dr. Akif Turna

Sireyyapasa Gégus Hastaliklar ve
Go6gus Cerrahisi Egitim ve Arastirma
Hastanesi

Goégus Cerrahisi Klinigi






Sunum Semasi



Sunum Semasi

4 EPIDEMIYOLOJI VE KARSINOGENEZ



Sunum Semasi

4 EPIDEMIYOLOJI VE KARSINOGENEZ

4 TANI



Sunum Semasi

4 EPIDEMIYOLOJI VE KARSINOGENEZ
4 TANI

4 EVRELEME



Sunum Semasi

4 EPIDEMIYOLOJI VE KARSINOGENEZ
4 TANI
4 EVRELEME

4 EVRELEME METODLARI



Sunum Semasi

4 EPIDEMIYOLOJI VE KARSINOGENEZ
4+ TANI

4 EVRELEME

4 EVRELEME METODLARI

4 TEDAVI



Sunum Semasi

4 EPIDEMIYOLOJI VE KARSINOGENEZ
4+ TANI

4 EVRELEME

4 EVRELEME METODLARI

4 TEDAVI

4 GELECEK CALISMALAR



Sunum Semasi

4 EPIDEMIYOLOJI VE KARSINOGENEZ
4+ TANI

4 EVRELEME

4 EVRELEME METODLARI

4 TEDAVI

4 GELECEK CALISMALAR



Men Women

Lung &bronchus — 30% 595 540 269,800

26% Lung & bronchus

Prostate 9% 15%  Breast

Colon & rectum 9% 9%  Colon & rectum

Pancreas 6% 6% Pancreas

Leukemia 4% 5% Ovar

Liver & intrahepatic 4% 4% Non-{lodgkin
bile duct lymphoma

Esophagus 4% 3% Leukemia

Urinary bladder 3% 3%  Uterine corpus

Non-Hodgkin 3% 2%  Liver &
lymphoma intrahepatic

Kidney & renal pelvis 3% bile duct

All other sites 25% 2% Brain/ONS

25% All other sites

ONS=0Other nervous system.
Source: American Cancer Society, 2009.
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Akciger Karsinomlarinda Sagkalim
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Genetik Degisimler

4 Proliferasyon
Hucr( Oliimii

NORMAL HUCRE

O—>Q

Rb 4Myc
(E1A T151,E7)

Genetik Degisiklik
v Hiicre Oliimii
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p53 ), bcl-2
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Onkogenez

Table 1. Genetic Abnormalities Specific in the Lung to Non-Small-Cell Lung Cancer and Small-Cell Lung Cancer.®

Abnormality Non-Small-Cell Lung Cancer Small-Cell Lung Cancer
Squarmous-Cell
Caranoma Adenocarcinoma
Precursor
Lesion Known {dysplasiz)  Probable {atypical adenomatous hyperplasia) Possible (neurcendocrine field) §
Genetic change p53 mutation KRAS mutation (atypical adenomatous hyperplasia Crverexpression of ¢ MET

in smokers), EGFR kinase domain mutation
{in nonsmokers)

Cancer
KRAS mutation Very rare 1010 30563 Very rare
BRAF mutation 3% 2% Very rare
EGFR

Kinase domain mutation Very rare 100 40563 Very rare

Amplification 30% 15% Very rare

Variant 11l mutation 55¢9 Very rare Very rare
HER2

Kinase domain mutation Very rare 4% Very rare

Amplification 2% 6% Not known
ALK fusion| Very rare 7% Not known
MET

Mutation 12% 145 13%

Amplification 21% 205¢ Not known
TITF-1 amplification 15%¢ 15% Very rare
£33 mutation 60 10 70% 30w 70563 75%
LKBI mutation 19% 34% Very rare
PIK3ICA

Mutation 2% 2% Very rare

Amplification 33% 6% 45




Precancer Early-stage cancer Advanced cancer

Smoking-related ——»

Tobacco srmoke

X'
N\

Unknown factors

Host susceptibility

Not smoking-related —

-
po

Tissue injury — Clonal patches Invasicn, angiogenesis Metastatic sprea

Molecul Commeon Genetic, Dysregulated
e germ-ine epigenetic pathways,
genetic changes proiiferaticn,

variations apoptosis

cellular
features

-
s

Treatment

T Definitive local therapy with ar Systemic therapy with cr
approaches . without adjuvant therapy without radiation therapy

-~
Roles for
molecular Cancer risk Prognostic, predictive Predictive
markers




and dimerization Other receptor tyrosine

kinases (e.g., IGF-1R, c-Met)




EGFR variant 111 del
(del exons 2-7,
Squamous-cel

a

Exon 19 del
Adenocarcinoma

L858R (exon 21 del)
Adenocarcinoma

Ligand-binding
pocket

ATP-binding pocket

-

Adenocarcinoma

Phosphorylation

R I |







TANI VE EVRELEME




TANI VE EVRELEME

® Balgam Sitolojisi  (Santral 1se %52 - 87)



TANI VE EVRELEME

® Balgam Sitolojisi  (Santral 1se %52 - 87)

B Fiberoptik Bronkoskopi
B Periferik 1se %15 - 24
® Santral 1se %70 - 90
B Fluoroskopik Bronkoskopi (Tiimiinde %040-80)



TANI VE EVRELEME

® Balgam Sitolojisi  (Santral 1se %52 - 87)

B Fiberoptik Bronkoskopi
B Periferik 1se %15 - 24
® Santral 1se %70 - 90
B Fluoroskopik Bronkoskopi (Tiimiinde %040-80)

® Transtorasik [gne Aspirasyonu

(Ttmunde %35 — 65)



TANI VE EVRELEME

® Balgam Sitolojisi  (Santral 1se %52 - 87)

B Fiberoptik Bronkoskopi
B Periferik 1se %15 - 24
® Santral 1se %70 - 90
B Fluoroskopik Bronkoskopi (Tiimiinde %040-80)

® Transtorasik [gne Aspirasyonu

(Ttmunde %35 — 65)
® PET (Hassasiyet : %90 -94,0zgiilliik : %71-82)






W —

0.0deg

IH3




EVRELEMEDE T FAKTORU



EVRELEMEDE T FAKTORU

Months Alter Treatment (Comukative Percent Sunviving
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T1 TUMOR

oflats cfe 7’.; _ADoxr

Tumour >2 cm,

<3cm
Tumour €2 cm

l-\\ - -

Superficial
spreading tumour
of any size with
its invasive
component
limited to the
bronchial wall,
which may extend
proximal to the
main bronchus

Tumour €2 cm; Tumour >2 cm, <3 cm;
any associated any associated
bronchoscopic bronchoscopic invasion
invasion should should not extend

not extend proximal proximal to the lobar

to the lobar bronchus bronchus




T2a T2b

Tumour:
>3 cm, <5cm

Tumour <5cm,
invasion of the
visceral pleura

Tumour involves
main bronchus,
2 cm or more
distal to carina




T3 Chest wall invasion, including
Pancoast tumours without invasion
of vertebral body or spinal canal,
encasement of the subclavian
vessels, or unequivocal
involvement of the
superior branches

s s P A0

Tumour >7 cm (C8 or above)

Invasion of
panetal pleura
over the
mediastinum

Phrenic nerve
or parietal
pericardium
invasion

Additional
tumour
nodule(s) in
the lobe of
the primary

Diaphragmatic
invasion

Tumour in the main
bronchus less than 2
cms from the carina
(without involvement

of the carina) and/or
associated stelectasis or
obstructive pneumonitis
of the entire lung




————. s -
» B AP IT AL COTAS . reg Y L‘..,.J
i » BIWIL sfecwm

e - L !' 'b :
faca e ol b I N L o+ ol Warhat 1
XN L L—'— i IR0 - .lw}&l,‘u . A Rl R
: = e e o © g - P
. [ s

= S toemse
- Lt




Tumour invades
trachea and/or
SVC or other
great vessel

Tumour
involves
carina

Tumour
invades
adjacent
vertebral
body

Tumour invades
aorta and/or
recurrent
laryngeal nerve

Tumour invades esophagus,




T4 TUMORLERDE SAGKALIM

E
I3
-
w 9
L
0 -
cC 1 2 3 4 6 7 8 9 10 12
Times (years)
Patients at risk 0 I 2 3 B 5
Superior sulcus tumors 126 94 66 44 40 33
Carinal invasion 92 64 50 38 36 31
Superior vena caval replacement 39 24 12 14 8 7

o
o

Mediastinal group 14 8 5 3




EVRE IIIB (T4) OLGULARDA
CERRAHI?

Kaynak 5-yillik Sagkalim
Dartevelle ve ark. Ann Thorac Surg 0)

1988; 46: 68-72. (n=55) /0 23

Rendina EA ve ark. ] Thorac 0

Cardiovasc Surg 1993; 106: 73-79. /o 12

(n=12)

Tsuchiya R, ve ark. Ann Thorac Surg 0 /O 1 3

1994; 57: 960-5 (n=101)

Spaggiari L, ve ark. Ann Thorac %% 29
Surg 2000; 69: 233-6. (n=25)
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T FAKTORUNUN PREOPERATIF
DEGERLENDIRILMESI

® Non-Invazif

= BT

= MRI

" PET

® Endoskopik Ultrasonografi
B Mediastinoskopi
® Mediastinotomi

B VATS






EVRELEMEDE N FAKTORU

CLINICAL N SURGICAL PATHOLOGIC N

Percent Surviving ;
0 100 P«cent Surviving

| P <0.05

12 28 36 a8 60
Months after Treatmant Months aftsr Teaatiment




Deaths /N MSTS.Yew

1168 / J666 19 3%
1231 / 4426 70 54
J06 /562 54 48%

'35 091

146 /183 % 2%

Deaths /N  MSTS5-Yewr
1168 / 3666 19 3%
1450 100 81
1485 12579 49 4&46%

o390 T r.

224/ 266







Superior Madiaztinal Nodaz
@ 1 Highest Mediastinal

@ 2 Upper Paratracheal

@ 3 Piuvasula gy Rubulad

@ 4 Lower Paratracheal
(inchuding Azyges Nodas)

M, = 3nge dige. ipatimersl
N« A0 QG2 20AlRMWA b Saudedibisbider

Acortic Nodes
@ 5 Subacriic (A-P window)

@ 6 Para-aortic (acconding
aorta or phrenic)

Inferior Madiastinal Nadas
@ 7 Subcarinal

@ 8 Paraesophageal
(beslow Caring)

@ 9 Puimonary Ligament

N, Nodes
) 0 Haar

@ 11 Intericbar

@ 12 Lobar

@ 13 Segmental
@ 14 Subsegmental
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N FAKTORUNUN PREOPERATIF
DEGERLENDIRILMESI

m Non-Invazif

= BT

= MRI

= PET

® Endoskopik Ultrasonografi
Mediastinoskopi

Mediastinotomi

‘Extended’ Mediastinoskopi (Lopez, Ginsberg)
VATS

Torakotomi (Peroperatif)



No regional
lymph node
metastases

-

N1

AR A hEaesd aen -

Metastasis in ipsilateral
intrapulmonary/
peribronchial/hilar lymph
node(s), including nodal
involvement by direct
extension
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Metastasis in Metastasis in

contralateral hilar/ ipsilateral scalene/
mediastinal/scalene/ supraclavicular
supraclavicular lymph nodels)

lymph nodel(s)




X Positive cytology only
T1 <3 cm
Tla <2 cm
T1b >2-3 cm
™ Main bronchus 22 c¢m from carina, invades visceral pleura, par-
tial atelectasis
T2a >3-5 cm
T2b >5 cm-7 cm,
>7 cm; chest wall, diaphragm, pericardium, mediastinal pleura,
T3 main bronchus <2 cm from carina, total atelectasis, separate
nodule(s) in same lobe
T4 Mediastinum, heart, great vessels, carina, trachea, oesophagus,
vertebra; separate tumour nodule(s) in a different ipsilateral lobe
N1 Ipsilateral peribronchial, ipsilateral hilar
N2 Subcarinal, ipsilateral mediastinal
N3 Contralateral mediastinal or hilar, scalene or supraclavicular
M1 Distant metastasis
Separate tumour nodule(s) in a contra-lateral lobe; pleural nod-
Mla : S :
ules or malignant pleural or pericardial effusion
M1b | Distant metastasis




POSITRON EMISYON TOMOGRAFISI
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TABLE 2. Correct classification of nodal status in patients
with primary lung cancer by imaging modality*

Confirmed CT alone PET alone CT plus PET P value
pathology (%) (%) (%o) (PET vs CT)

NO 147/168 (88%) 128/168 (76%) 132/168 (89%) =5

NT 431 (13%)  13/371(42%)  14/31 (45%)  .0177
M2/N3 18/57 (32%)  33/57 (58%)  30/57 (53%)  .004

CT1, Computed tomography; PEJ, position emission tomography.
*Fraction of patients with nodal status confirmed pathologically and cor-
rectly staged by the imaging modality.




TABLE 3. Sensitivity, specificity, positive and negative pre-
dictive values, and accuracy of PET scan

Sensitivity 64.4%
Specificity 717.1%
Positive predictive value 44 6%
Negative predictive value 88.3%
Accuracy 74.3%




71y erkek, PET: N2, Rezeksiyon: NO



Row B-PET-CT 7.0 B30f

PET WB volume [Transformed Object] 1
Row C - PET-CT 7.0 B30f

63 y erkek. Sol alt lob superior tm, PET: NO,
Mediastinoskopi: N3



Growth factor-_
Famesyl!
Growth factor receptor membrane anchor

Bridging Activates
protein Inactivation by
hydrolysis of GTP

Phosphate @

BLOCKED IN
MUTANT RAS

Y/
)

Cell cycle progression <«——— myc protein

Activation of
MAP kinase pathway
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TANI VE EVRELEME

B VATS (ideo-assisted Thoracoscopic Surgery)

B Mack ve ark.*: 242 hasta (Tanis1z soliter
pulmoner nodiil, dis 1/3’te lokalize,

kalsifikasyonsuz)— Sadece 3 hastada
torakotomi gerekti. 239’da kesin tani.

B Evre I’de tum cerrahi islemler VATS ile
yapilabilir (Isaretleme teknikleri yardimcidir).

*Ann Thorac Surg 1993; 56:825
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TANI VE EVRELEME

® ERS VE ATS’ nin Konsensus Raporlart (1997,
2000):

= TANI KOYULAMAMIS SOLITER
PULMONER NODUL BULUNAN RISK
GRUBU OLGULARDA DIREKT
CERRAHI GIRISIM UYGULANABILIR.
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SOLITER PULMONER
NODULDE MALIGNITE

m Radiolojik Ozellikler
ECap > 2 cm
® Spikiilasyon
= Ust lob lokalizasyon
m Klinik Ozellikler
®Yas> 40
m Pozitif sigara hikayesi

B Diger bir malignite varligi









N FAKTORUNUN PREOPERATIF
DEGERLENDIRILMESI



N FAKTORUNUN PREOPERATIF
DEGERLENDIRILMESI

m Non-Invazif
m BT

= MRI
= PET
= Endoskopik Ultrasonografi



N FAKTORUNUN PREOPERATIF
DEGERLENDIRILMESI

= Non-Invazif

= BT

= MRI

= PET

= Endoskopik Ultrasonografi
® Mediastinoskopi



N FAKTORUNUN PREOPERATIF
DEGERLENDIRILMESI

m Non-Invazif
m BT
= MRI

= PET
® Endoskopik Ultrasonografi

B Mediastinoskopi
B Mediastinotomi



N FAKTORUNUN PREOPERATIF
DEGERLENDIRILMESI

m Non-Invazif
m BT
= MRI

= PET
® Endoskopik Ultrasonografi

® Mediastinoskopi
B Mediastinotomi
= ‘Extended’ Mediastinoskopi (Lopez, Ginsberg)



N FAKTORUNUN PREOPERATIF
DEGERLENDIRILMESI

m Non-Invazif
m BT
= MRI

= PET
® Endoskopik Ultrasonografi
® Mediastinoskopi
B Mediastinotomi
= ‘Extended’ Mediastinoskopi (Lopez, Ginsberg)
m VATS



N FAKTORUNUN PREOPERATIF
DEGERLENDIRILMESI

= Non-Invazif

= BT

= MRI

= PET

® Endoskopik Ultrasonografi
Mediastinoskopi
Mediastinotomi

‘Extended’ Mediastinoskopi (Lopez, Ginsberg)
VATS
Torakotomi (Peroperatif)






Table 6-8. Number of Nodes Identified in the Inferior
Compartment of the Mediastinum® by Transesophageal
Ultrasound (TEUS) versus Computed Tomography (CT)

Stations 7, 8, and 10 R9Y

TEUS 274
CT 96

“Naruke map.

Adapted from Kondo D, et al: Endoscopic ultrasound examination

for mediastinal lymph node metastases of lung cancer. Chest
98:587, 1990.
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NODAL TUTULUMDA
MEDIASTINOSKOPI

*Hassasiyet en ¢cok %083.3*
enaz %064.0"(Subkarinal)

Ozgiilliik en ¢cok %100%*

‘Yanlis Negatif’ lik en az %6.17

Hayati tehdit edici komplikasyon %60.33
L. Lopez et al. Ann Thorac Surg 1994;57:555

1. Funatsu et al. | Thorac Cardiovasc Surg 1992,104:1688
R.J. Ginsberg Surg Clin North Am. 1987,67:1025



SAYI 452 (Temmunz 2000)
MORBIDITE 20 (Yo4.4)
MORTALITE 1(%0.35)
SPESIFISITE %96.2




MEDIASTINOSKOPIDE

YEDIKULE DENEYIMI
SAYI 452 (Temmnz 2000)
MORBIDITE 20 (Yo4.4)
MORTALITE 1(%0.35)
SPESIFISITE %96.2







Must mediastinoscopy be routinely performed in the patients
with resectable non-small cell lung cancer and no enlarged
mediastinal lymph node (cNO) on CT?

Akif Turna, Atilla Giirses, Mehmet Ali Bedirhan, Tevrat Ozalp, Celalettin Kocatiirk, Adalet Demir,
Mustafa Ozcan, Nur Urer




Prognostik Molekuler Belirtecler

-Volm ve ark.: fas, ERbB-1, cyclin Aand PCNA ile uzun
sureli sagkalim iligkili

- ACOSOG 20030 ve CALGB 9761: DNA metilasyon
profili ile akciger kanserli hastalarda, tumor histolojisi,

evre, tedaviye yanit ve genel sagkalim iligkili bulundu.



Table 2. Significant Prognostic Factors Revealed by

Univariate Analyses in Surgically Resected Nonsmall Cell

Lung Carcinoma Patients

Poor prognostic factors No. p Value

pN Status
pNO 33 0.027
pNI1 22
PN2 17

Stage
I 24 0.009
Perineural invasion (+) 10 0.02
Perineural invasion () 14
Lymphatic invasion (+) 9 0.01
Lymphatic invasion () 15
1 28
Perineural invasion (+) 8 0.05
Perineural invasion () 20
Lymphatic invasion (+) 15 0.04
Lymphatic invasion (—) 13

1 30
Perineural invasion (+) 6 0.25
Perineural invasion () 24
Lymphatic invasion (+) 13 0.31
Lymphatic invasion (—) 17

Lymphatic invasion
Negative 45 0.027
Positive 37

Perineural invasion
Negative 58 0.0148
Positive 24

—u e €2 ACmu—2320

1.0

0.8

0.6

0.4

0.2

0.0

Perineural invasion (-)

p=0.02

Perineural invasion (+)

10

30 40 Nonths




Cumulative Survival

10 4

L)

o0

l1 J-H-H-o—fl
+H
1 s
ﬁ Stage 111
Perineural invasion (-)
[ | | Necrosis (-)
ﬁ Lo- ==t
| gk e S
ﬁ Stage | |
Perincural invasion (+)
A l Necrosis (+) |
L . Stage 11 |
Perineural invasion (+) 0.04
 Necrosis (+) =0 |
T o oo 0. 03 T E &
» p-0.0001 <
0 10 » 0 0 0 el

Months after resection
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A Al Patients B Patients with ERCC1-Negative Tumors

s AMA
-Jr-f

Chemotherapy (105 ceaths)

Overall Survival (%)
Overall Survival (7)

No. at Risk No. at Risk
Chemotherapy 389 ) 206 : Chemotherapy

Control

Contro
C Patients with ERCC1-Negative Tumors
100 100

30 a0

Disease-free Survival (%)
Overall Survival (%)

No. at Risk No. at Risk

Chemotherapy Chemotherapy

Control

Contro

Olaussen ve ark., NEJM, 2006




ERCC1’e bagl sagkalim

-+.

ERCC1+, median: 86 months

ERCC1-, median: 44 months
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Prognostik Molekuler Belirtecler

- p53
- cyclin A
- EGFR
- erbB2 - PCNA
- p16
- ERCC1
- RASS1A
- RRM1
- FHIT
- PTEN
- k-ras
- ErbB-1

- DNA methylation



*Thorac Cardiovasc Surg, 2002, baskida.




Figure 1. Schematic depiction of patients undergoing mediastinoscopy and

resection through thoracotomy.

¢NO Patients
n=79

l

Mediastinoscopy
(pathologic examination)

PN

positive negative
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Thoracotomy  Excluded Patients

(insufficient data
or no thoracotomy)

n= 61 n=12
positive nodes negative nodes
n=4 n=57

*Thorac Cardiovasc Surg, 2002, baskida.
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Figure 5: Updated systematic review

Trial Number of patients Hazard ratio HR (95% Cl)

CT+S S
Dautzenburg 1990%3 13 13 1.03 (0-:37-2-93)
Roth 199414 28 32 _J_ 0-89 (0-42-1-88)
Rosell 199415 30 30 . N 0-63 (0-32-1-24)
Depierre 200216 179 176 - 0-83 (0-64-1:07)
JC0G9209 2003 31 3 ——— 0-75 (0-43-1-30)
Sorensen 20058 44 46 - 0-89 (0-49-1.63)
SW0G9900 2005° 168 167 —m- 0-84 (0-60-1-18)
Current trial — MRC LU22 258 261 I 1.02 (0-80-1:31)
Total 751 756 0-88 (0-76-1-01)
Test for heterogeneity y?=3-04, df=7 (P=0-88), I’=0%
Test for overall effect Z=1.78 (P=0-07)
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Gelecek Calismalar

4 ERCC1 ile ilgili lleri Calismalar

4 Molekiler olarak belirlenmis cerrahi tedaviye yonelik
randomize c¢alismalar.

4 Genomik ve Proteomik ile yapiimis sagkalim calismalari

4 Yeni molekuler PET-belirtecleri ile yapilmis calismalar.
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Molecularly Tailored Adjuvant Chemotherapy for
Resected Non-small Cell Lung Cancer

A Time for Excitement and Equipoise

Christopher G. Azzoli, MD,* Bernard J. Park, MD, | William Pao, MD, PhD,*
Maureen Zakowski, MD,} and Mark G. Kris, MD*

TABLE 2. Molecular Tests with Prognostic and Predictive Significance

Prognosis Prediction Level of Evidence*
EGFR mutation (exon 19 deletion v, exon Better Higher chance of responding 10 EGFR tyrosine Kinase 1l
21 missense) inhibitors

EGFR amplification Better Higher chance of responding 10 EGFR tyrosine kinase 1l
inhibitors

EGFR [HC positive Worse Higher chance of responding 10 EGFR tyrosine kinase 1l
inhibitors

KRAS mutstion Worse No benefit from adjuvant cisplatin + vinorelbine, lower 1
chance of responding to EGFR tyrosine Kinase inhibitors

ERCCI1 IHC positive Better No benefit from adjuvant cisplatin-based chemotherapy, 1
Jess responsive 10 cisplatin

RRMI IHC positive Better Less responsive to gemeitabine 1

p27 [HC positive Better No benefit from adjuvant cisplatin-based chemotherapy 1

ERCCI and p27 “double-positive™ by IHC Better No benefit from adjuvant cisplatin-based chemotherapy

ERCCI and RRM1 “double-positive™ by AQUA Better Less responsive to cisplatin and gemcitabine

MRP2 IHC positive Worse ? 1l

FasL-negative by THC ? More benefnt from cisplatin-based adjuvant 1l
chemotherapy

High bTublll by IHC Worse More benef from adjuvant cisplatin + vinorelbine 1

“High-Risk” gene expression profile (vanous platforms) Worse ? 1l

* Level | evaderce has been validaed by data from 2 peospective, randoenized wal, Level 11 evidence & based on rerospective coloet studees,
EGFR, epidermal gronth factor receptor; KRAS, Kirsten ral sarcoma virzl oncogene homolog, ERCCI, excisson repair cross.complenentation group 1; RRM L, ribonucleotide
reductase subunit 1; MRP2, multideug resistance protein 2; Fasl, ligand for tumor necrasis factor receptor superfamily member 6; bTublll, class 111 beea-tubulin,




