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Erken Evre & Adjuvan kemoterapi

Erken evre/ lokal ileri hastalik & Neo-
adjuvan tedavi

Metastatik hastalik & palyatif KT
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Evre Il & Il
PS:0-1
Evre IB + tm. 24 cm. Kilo kaybi<10%

Viseral plevral invazyon, LVI, yuksek grad, sublobar
rezeksiyon, Nx

T2NO hastalik: Genomik profil: prospektif validasyon

Cisplatin & vinorelbin x 4
Carboplatin & paclitaxel x 4*

Hedefe yonelik ajanlar icin kanit yok
*: yasl & komorbid durumu olan hasta


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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Adjuvant chemotherapy for resected early-stage non-small

cell lung cancer (Review)
Non-Small Cell Lung Cancer Collaborative Group

5 YIL SAGKALIM:

%60 W) %64

PATIENTS at Risk

Burdett SiCochrane Database of Systematic Reviews 2015
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Adjuvant chemotherapy for resected early-stage non-small

cell lung cancer (Review)
Non-Small Cell Lung Cancer Collaborative Group

[no. eventsino, entered]
5+CT 5 alone 0-E Variance Hazard Ratio (Fooed)

A
e 636/1827 6771669  -5894 31838 - o
60-64 343891 374800 1795 17370 — - 5YIL SAGKALIM:
65-69 351872 371878 447 17443 —
»=70 2375581 279/581 3611 12182 B
> ale 1207/2048 13032876  -70.87 618.83 - %60 |:> %64
Female /21238 91148 4662 13125 —
Histology N
Adeno TEeR225T 82972158 8157 389.81 il 0 0)
Squamous 645/1648 71111583 5523 331N ol EVRE IA /080 A)82
Other 177384 1871380 560 8823 ~—m
Performance Status
Good 1155/3172  1255/3022  -10472 59181 - EVRE IB: %75 0078
Poor 45/89 47181 123 2012 ' -
Performance status (exploratory)
PS=0 7152139 TBI1988 8256 36563 -
PS=1 4401033 4721036 2328 22246 - EVRE Il: %40 %45
PSs=2 45/39 47181 123 2012 ' - ;
Stage
Stage | 804/2847 9362769  -9122 42788 - - 0 .0
Stage I 399/804  431/793 3239 200.76 R EVRE IlI: %30 7035
Stage Il 384m26 358/561 -12.02 175.79 -~
: . } {
0 05 1 15 2

S + CT better S alone better

Burdett SiCochrane Database of Systematic Reviews 2015
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Evre | hastalik:

NuUks icin prognostik faktorler
n:1477

Multivariate Analysis
No. of Freedom From Univariate ,

Characteristic Patients Recurrence Rate, 5y, % P Value 95% CI P Value

Overall 1477 e
Age,y 005=
=65 724 . e
=65 753 . 0.988-1.698
Sex
Female 635 ...
Male . 0.745-1.559
Smoking habits
Never smoker e
Ever smoker 0.764-1.728
CEA
Within normal range
Elevated 0.804-1.399
Not examined
Tumor size, cm
=30 .
=3.0 0.940-1.648
Histologic type
Adenocarcinoma
N 1 i 0 ~e=n 1 00
Histologic differentiation
Well differentiated . ...
Moderately/poorly differentiated . 1.292-2 841
Vessel invasion
Absent e
Present T 1.952-3.778
VPI
Absent L.\
Present T 1.326-2.357
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T1-2 Tumorler & VPI (PI-1 / PI-2):

Metanaliz 5 yil OS beklentisi: %75

ACOSOG 20030

N:289 T2NO A < 3 cm, non-VPI 415 B6.6 o
B <3 em, VPI 74 75.9 -
.96
> EL'_, 55\ VI ( )S 0 B
E 607 —Tm 3¢C %67.2 C 3.1-5 cm, non-VPI 143 794 0.07
2 50 L t *0.003
5 = .
m [
S i
* —w— Tm>3 cm + VPI 1 D [3_1-5 c¢m, VPI 47 66.4 ]
301 :i:mim ) yr 0OS %55 = 0.94
E 5.1-7 em, non-VPI 16 59.7 077
098 v

F 5.1-7Tem, VPI 13 46.2

II. Fibla et al. / Lung Cancer 78 (2012} 258-262

Y. Kudo et al. / Lung Cancer 78 (2012) 153-160
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n.:694 Evre | hasta
n:201: damar invazyonu mevcut

7" Edition stage

Owur proposal stage

Group n S5y08 p-value (NOMO) (NOMO)
Tlamon-BVI 227 94.5% . 1A 1A
< 0.0001
Tla/BVI 3% 87.5% = 1A IB
NS (0.2604)
T1b/mon-BV1 125 82. 1% n ] 1A IB
0.034
. - NS (0.0753)
TIb/BVI 39 65.9% . 1A 1A
0. 0002
| Y | NS (0.7364)
T2a/mon-BVI 145 90.9% . 1B 1B
< 0.0001
T2a/BVI 130 61.8% B X IB IIA
NS (0.2394)
T2b 36 6. % 1A A

Y. Kudo et al / Lung Cancer 81 (2013) 187-193
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Prognostic Impact of Microscopic Vessel Invasion and Visceral

Pleural Invasion in Non-Small Cell Lung Cancer

N: 2657; Tla--n: 1478
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Years After Surger

Shfﬂ}.!ﬂ Neri]Ann Surg 2014;260:383—388
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T1-2NO0 yuksek riskli hastalik &

s ————————— e ———
© >2cm + S 625-50
» Visceral plevra invazyonu B NUKS RISKi !!

o .
» Mikro-vaskuler invazyon 5730)/" OS: %55-

[no. eventzs/no. entered]

S+ CT S alone 0-E Variance NSCLC MA, Evre IB

Platinum, without UFT itegafur HR:0.86

Ort %3 (%2-7) mutlak yarar

=tage 14 [y 2fM93 55T 3217
Stage 1B 396,102 465M054 -3538
Stage Il 316/641 359650 -32.09

Stage I 2500817 250/394 -8.03

® GD uygun hastalar adjuvan KT icin degerlendirilmeli..


HasanBasri
Yeşim Eralp


Adjuvant chemotherapy for resected early-stage non-sma
cell lung cancer (Review)
Non-Small Cell Lung Cancer Collaborative Group

7). Since we did not collect data for tumour size, patients with
larger stage 1B tumours, who would be classed as stage 1I in the
7th edition of the TNM staging system (IASLC 2009) and might
achieve a greater benefit from adjuvant chemotherapy are poten-
tially included. In the absence of comorbidities and contraindica-
tions to chemotherapy, our findings show that adjuvant platinum-
based chemotherapy may be considered as a treatment option for

patients at high risk of recurrence, 1, those with stage IB, 11, or 111

disease.

Burdett SiCochrane Database of Systematic Reviews 2015
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Adjuvan hedefe yonelik tedaviler

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

Rand: adj KT +/- sonrasi 2 yil

HR, 1.24; 95% CI, 0.94 to 1.64
Stratified log-rank P= .14

Overall Survival (%)

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

=== Placebo

Time (years) OS: med ulasilamadi; NS
J Clin Oncol 31:3320-3326. © 2013 Shepherd ASCO m
® BR 19: EGFR mut + sadece 19 hasta

® RADIANT: kollar arasinda dagilim esitsizligi (KT var/yok;
tm capi; mut varligi vb) 6ngdrulen DFS hedefine
ulasilamadi...

Standart olarak 6nerilemiyor
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el 3\9

Adjuv
n Tedaw
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RO 3 e M T = € o DA e =000
Preoperative chemotherapy for non-small-cell lung cancer: a systematic review

and meta-analysis of individual participant data OPERABL HASTALIK!
NSCLC Meta-analysis Collaborative Group! Lancet. 2014 May 3; 383(9928): 1561-1571.

15 randomised controlled trials (2385 patients, 1427 deaths)

Preoperative  Control® 0-E Variance HR (95% Cl); p value
chemotherapy®
France 1990 * 83 83 032 397 . - >
MD Anderson 1994 *  19/28 27132 640 1119 - *rad] CT +
Spain 1994 19/29 27/30 -8.88 9-65 O
wiP-g1 137179 1460176 -1299 7022 — s
SWOG S9015 * s 12016 104 294 - -
KOG 9209 28/31 25/31 2.25 12.97 . - >
Netherlands 2000 23039 15/40 386 936 - »
Finland 2003 19/30 19/32 050 9.48 . >
MRC BLT 45 35 1.26 1.60 : »
MRC LU22 151/258 158/261 292 701 - -
SWOG 59900 93/180 103/174 931 48.84 SRR BN I
China 2002 26/32 18/23 142 1078 , - > HR:0.87
China 2005* 8119 14/21 INn 544 - : .
ChEST 45129 61/141 -10-27 26-39 - : ' P ' 0007
NATCH 99/201 109/212 41 §1.95 Lal'S BRNS
Total 682/1178 7451207 5062 351.78 e 0.87 (0-78-0-96); p=0-007
r T : T 1
0 05 10 15 2.0
Overall HR v —_—
0-87(0-78-0.96). p=0-007 (fixed effect)


HasanBasri
Yeşim Eralp


Pre-op Kemoterapi+ Cerrahi vs

Cerrahi

Number Number of Hazard ratio Heterogeneity F ratiop Interaction
of trials deaths/patients (95%CI), p value p value value p value
Survival by planned chemotherapy schedule (n=15 trials) 0-32 0-23

Preoperative 10 1045/1883 0-90 (0-80-1-02), 0-09 0-10

chemotherapy only

Preoperative and 5 382/502 0-78 (0-64-0-95), 0-02 0-62

postoperative

chemotherapy (to

responders)

Lancet. 2014 May 3; 383(9928). 1561-1571.
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Pre-op KT Pre-op + Post-op KT Interaction p

Lokal NuUks

Lancet. 2014 May 3; 383(9928). 1561-1571.


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

HasanBasri
Yeşim Eralp


Potansiyal rezektabl N2 hastalik:
Neoadjuvan KT-RT vs KT-RT

INT 0139 EORTC 08941 GLCCG
TEDAVI KT/RT -C  KT/RT KT-C KT-RT KT/RT-C  KT-C-RT
\ 202 194 167 166 245 236
KT Cis-Vp Cis-Vp Platin Platin Cis-vp Cis-vp
SEMASI bazli bazli /carbo-Vds
RT doz 45 61 60 45 54
rRec;eksiyon 71 50 45 50
Mortalite % 8 2 4 <1 6 5
PCR (%) 15 5
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Treatment of Stage |lll Non-small Cell
Lung Cancer

2.3.3. In patients with infiltrative stage I1I (N2,3)
NSCLC, performance status 0-1, and minimal
weight loss being considered for curative-intent
treatment, concurrent chemoradiotherapy is

recommended over sequential chemoradiother-
apy (Grade 1A).

3.5.2. In patients with discrete N2 involvement
by NSCLC identified preoperatively (IITA),
either definitive chemoradiation therapy or
induction therapy followed by surgery is recom-
mended over either surgery or radiation alone
(Grade 1A).

CHEST 2013; 143(5)(Suppl):e3145-e3408
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?°? Daha sinirli rezeksiyon

Chest: pn/lobektomi (neo CT): %17 vs %25

INT 119: pCR hastalarin 45%’ine
pndmonektomi yapilmis...!


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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?°? Daha sinirli rezeksiyon

Potansiyal zarar:
8-10 % progresyon
Artmis morbidite & mortalite

Olgu bazli dikkatli klinik degerlendirme &
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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“Some of my medical advice may prove to be
wrong in 20 years, so just ignore that part.”



HasanBasri
Yeşim Eralp




HasanBasri
Yeşim Eralp


CISCA Meta-analizi

OLGU BAZLI META-ANALIZ: 9 FAZ Ill CALISMA; n: 2968 hasta verisi

0.0
Subgroup patients

Age
<65 yrs.
265 yrs.
Stage
B
IV

PS

0-1
2
Histology

Squamous
Non-squamous

Drugs generation

Second-
Third-

Combined

1.25 1.50 1.75

Andrea Ardizzonil J Natl Cancer Inst 2007:99:847-57
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Bevacizumab:
adenokarsinom & sagkalim

® Bevacizumab:
o GS: 14.2 ay

e 31% olum riskinde azalma _
Bevacizumab

0.8 15mg/kg
CP + CP
0.7 (n=302)  (n=300)
0.6 HR 0.69
_______ (95% ClI) (0.67-0.92)

Median OS

Probability of OS
o
ol

|
| (months) 14.2
0.3 :
0.2 |
I
O'(l) 10.3! 14.2
0) 6 12 18 24 30 36 42 48

Duration of survival (months)

Note: preplanned
subgroup analysis in E4599 Sandler, et al. JTO 2008;3(Suppl 4):S283 (Abs. 133)
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KHD AC KANSERINDE TEDAVI ALGORITMALARI:

2008
EPIDERMOID NON-EPIDERMOID
PLATIN + PLATIN +
GEMSITABIN PEMETREXED .
+ Bevacizumab
T m— CISPLATIN + Carboplatin +
SUXIMAD VINORELBIN PAKLITAKSEL §ook 4539
FLEX '
2. SECIM TEDAVI
ERLOTINIB /
GEFiTiNiB % .
EPIDERMOID
PLATIN-BAZLI
>6AY | IKIL DOSETAKSEL
| KOMBINASYON
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Lung Cancer Mutation Consortium
(Adenocarcinomas)?

NO MUTATION
DETECTED

AKT1
NRAS

MEKll

METAMP

HER2 /
PIK3CA
BRAF

DOUBLE
MUTANTS

*Amplification only

20
40
30
20
10

The Cancer Genome Atlas project
(Squamous Cell Carcinoma)?

¥
IIIIIIIIIvI'I-I
¥ Z ¥ ¥ * N ON L N
ﬁ‘-mﬂf:§§“n:n:<m
zrXruLSguluoeo
N a O ¥ O<0nQmKx
n O I-|J§_Q(JLI_ Ll
oW n'n_o

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
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KRAS

EGFR

NUMBER OF PATIENTS

EML4-ALK

DOUBLE         MUTANTS

BRAF

PIK3CA

MET AMP

236

114

89

38

14

9

6

3

3

2

2

0
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				NUMBER OF PATIENTS

		NO MUTATION DETECTED		236

		KRAS		114

		EGFR		89

		EML4-ALK		38

		DOUBLE MUTANTS		14

		BRAF		9

		PIK3CA		6

		HER2		3

		MET AMP		3

		MEK1		2

		NRAS		2

		AKT1		0
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		CDKN2A

		FGFR1*

		PTEN

		EGFR*

		MCL1*

		PIK3CA

		PDGFRA

		CCND1*

		FGFR2

		DDR2

		BRAF

		ERBB2



Frequency
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				Frequency

		CDKN2A		45

		FGFR1*		22.5

		PTEN		18

		EGFR*		10

		MCL1*		10

		PIK3CA		9

		PDGFRA		9

		CCND1*		8

		FGFR2		5

		DDR2		4

		BRAF		3

		ERBB2		2
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EGFR mutasyon olan hastalarda 1. secim
tedavide EGFR-TKI standart tedavi

secenegqidir..

IPASS EURTA

EGFR-Mutation—Positive . \ V"
— FErlotinib (n=86)
1.0mmy Hazard ratio, 0.48 (95% Cl, 0.36-0.64) —— Chemotherapy (n=87)
P<0.001 HR 0-37 (95% Cl 0-25-0-54); log-rank p<0-0001
0.8 Events: gefitinib, 97 (73.5% boplatin
' plus paclitaxel, 111 (86.0%

0.6

=
=
m
alat
g
(=%
(¥
iy
o

Carb(i:»platin Gefitinib
p us
paclitaxel

Probability of Progression-free

3 12 16 20 : ! d
0 J 15 18 21
Time (months)

Months since Randomization

Rafael RosellLancet Oncol 2012; 13: 239-46

N Engl ) Med 2009;361:947-57.
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LUX-LG:
1. secim tedavide Afatinib

Irreversibl Pan-EGFR inhibitoru
EGFR mutasyonu + ; n:364; 2:1 randomizasyon

Afatinib
— Gemaitabine and cisplatin
Afatimb: median 11-0 months (95% (1 9-7-13.7)

(emcitabine and cisplatin: median 5-6 months (5-1-6-7)
HR 0-28 (95% Cl 0-20-0-39), p<0-0001

#
@
-
s
=
1
s
o
“
'
c
-
T
11
s
-
=
0

1]
ber at risk
Afatimb 242
labineand 122

Yi-Long Wu
Lancet Oncol 2014; 15: 213-22
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PROFILE 1014:

ALK + hastalik & Crizotinib (1. secim tedavi)

A Progression-free Survival

- 100 Hazard ratio for progression
® or death in the crizotinib group,
= 30l 0.45 (95% Cl, 0.35-0.60)
2 P<0.001 (two-sided stratified log-rank test)
=
@ 60
g
[ Wy
S 404 Hﬁkﬂ
n Crizotinib
5 Nt ¥ TN
& 204
e
o Chemotherapy
0 T T T T T T |
V] 5 10 15 20 25 30 35
Months
No. at Risk
Crizotinib 172 120 65 38 19 7 1 0
36 12 2 1 0 0

Chemotherapy 171 105

B Overall Survival

100
Crizotinib
— 80
% Chemotherapy
w
2 B0+
£
=
s 40
s
6 Hazard ratio for death in the crizotinib
204 group, 0.82 (95% Cl, 0.54-1.26)
P=0.36 (two-sided stratified log-rank test)
0 | T | T T T |
0 5 10 15 20 25 30 35
Months
No. at Risk
Crizotinib 172 152 123 20 44 24 3 0
Chemotherapy 171 146 112 74 47 21 4 0

%26 6lUm olayi
170 hastanin 121’l 2. se¢im crizotinib

koluna cross-over

Benjamin J. Solomon N Engl | Med 2014;371:2167-7
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& [ First-line EGFR Mut+
O Maintenance tnaks
[ First-line tnials

4 Recruitment penod

foual
T

[
T

l—l-
T

W
=
=
=
E
=z
-
=
i
o
z
o
=
ki,

Schiller et alFf

Ld

>

I
2000

.ﬂ.

I
2005

‘ﬁ‘

I
2010

{}

Docetaxel
second-line

Erdotinib
second/

third-line

Crzotinib
m ALK +
second-line

Lancet 2013; 382: 709-19
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The seventh fundamental hallmark of cancer

Dunn, G.P., Old, L.J., and Schreiber, R.D. 2004. Annu Rev Immunol 22:329-360.
Zitvogel, L., Tesniere, A., and Kroemer, G. 2006. Nat Rev Immunol 6:715-727.
T. J. Curiel. 2007 J Clin Invest, 117(5):1167-1174.

Self-sufficiency
in growth
signals

Evading Insensitivity
apoptosis to anti-growth
signals

/\

Sustained Tissue invasion
angiogenesis and metastasis

Limitless
replicative
potential
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Role of PD-1 Iin Suppressing Antitumor

Immunity

Activation
(cytokines, lysis, prolif., migration)

APC T cell
B7.1 CD28

l TCR ISignaI 1

\ (-)

(Anti-
PD-L1 A rD-

Keir ME et al, Annu Rev Immunol 2008; Pardoll DM, Nat Rev Cancer 2012
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Nivolumab Overall Survival (OS)

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

Number of events 721117

Median OS = 8.2 months

)
S
[
2
2
-]
7))
I
S
)
>
&

I %
9 12

Overall Survival (Months)
Number of Patients at Risk

Nivolumab 117 51
3mg/kg

® Median follow-up for survival: 8 months (range, 0—17 months)

aBased on July 2014 DBL; Symbols represent censored observations
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Pembrolizumab: NSCLC Clinical Activity

ORR*, %

DCR*, %

Median duration of
response, Wks

*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

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


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.


HasanBasri
Yeşim Eralp


KHD AC KANSERINDE TEDAVI ALGORITMALARI:

2008
EPIDERMOID NON-EPIDERMOID
PLATIN + PLATIN +
GEMSITABIN PEMETREXED .
+ Bevacizumab
TR CISPLATIN + Carboplatin +
SUXIMAD - VINORELBIN PAKLITAKSEL R 000
FLEX '
2. SECIM TEDAVI
ERLOTINIB /
GEFiTiNiB % b
EPIDERMOID
PLATIN-BAZLI
>6AY | IKIL DOSETAKSEL
| KOMBINASYON
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KHD AC KANSERINDE TEDAVI ALGORITMALARI:

2014
EPIDERMOID NON-EPIDERMOID
PLATIN + M ERLOTINIB /
GEMSITABIN . GEFiTiNiB
SR L IAFATINIB
Nab-PAC m CRIZOTiNiB
Carboplatin +
i : + Bevacizumab
PAKLITAKSEL PLATIN + PEMETREXED :
PEM + BEV
RACOTUMUMAB IDAME
SWITCH NUKS TEDAVISI ?g POINTBREAK
RE-Bx ! AVAPERL

Anti-CTLA4
Anti-PD1; PD-L1

| PLATIN-BAZLI IKILI :
>6AY KOMBINASYON T790M: MET

DOSETAKSEL + 27 ALK + § !
EOEALLEIE NINDETANIB CERITINIB
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SONUC:
KHDAK Hedefe Yonelik Tedaviler

* Bircok molekul; Degisken etkinlik

e Hedef ne olmali: Genel sagkalim vs PFS
Klinik anlamhilk ??

Maliyet-Yarar Analizi ?? _ ﬁ 2
) T

e Sorun: ALK, ROS1 & EGFR disinda;
— Biyobelirtec yoklugu

— Karsinogenezin temelinde yatan kilit hedefin
bulunamamis olmasi
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Genotipe Dayali Tedavi

\ ll

i

| havea areail...
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Gelecek icin Hedefe YOnelik Tedavi

FP e ISI
4l
Ay k I!
A
i w \
AC KANSERLERI %

D Tedavisi ¢
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