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Therapie des NSCLC - Stadium | + |

Standardtherapie:
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Adjuvante Chemotherapie des NSCLC

Metaanalyse

CT effect & Stage @5 GUSTAVE RoussY

No. Deaths Hazard ratio
Gategory {No. Entered {Chemathers py | Controf) HR [B5% CI]

StagelA _ (141 [p96;2.09]
StagelB 509 /1371 092 [0.78:1.10]
Stagell  B80/1616 £ 0.83 [0.73;0.95]

Stagelll  B85/1247 = 0.83 [0.73;0.95]

05 1. 1.5 2.0 25
Chemotherapy heiter? Control better

Test for trend: p = 0.051

CT may be detrimental for stage |1A, but stage |1A
patients were generally not given the potentially
best combination cisplatin+vinorelbine (13% of
stage |A patients versus ~43% for other stages) uas

Pignon et al. ASCO 200t

ERCC1- Level und adjuvante Chemotherapie ( IALT )
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ERCC1- Level und adjuvante Chemotherapie ( IALT )

ERCC1 negative Patienten n=426 ERCCdositive Patienten n=335

Adjusted HR=0.65, 95%CI [0.50-0.86], P<o.002 Adjusted HR=1.14, 95%CI [0.84-1.55], P=040

Ciematie sy (05 deatis) ) Contral (30 deaths)

ol bl 13 ety

Crerall Surial
Overal Surival

[TTIRT " 2 * a

KoatRks
Chamethutiey 3 Eremabemy
Bl -2 il L

Soria et al ASCO 2006

Periperative Chemotherapie im Stadium | - Il

Long-term results of the International Adjuvant Lung Can cer Trial (IALT)
evaluating adjuvant cisplatin-based chemotherapy in rescted non-small cell lung
cancer (NSCLC).

Overall survival

Cause of death (first 5 yrs/ after 5 yrs)

HR=0.91[0811.021 Chemotherapy Control
p=0.10 ——

control 590 deaths 495/83 534/56

b e Deathwith lungcancer ~ 390/48 443137
1 t + —— I

0 1 2 3 4 5 6 7 B8yeas Non-cancer deaths 82/25 62/10

—935 775 619 520 447 372 282 208 125 Deaths: causeunknown  23/10 29/9
—932 780 650 550 487 399 300 208 133

LeChevalier et al. ASCO 2008



Therapie des Bronchialkarzinoms - Stadium I[I1A

Standardtherapie:
CT + Op + Radiatio

5-JU:  10-20 %

T1-3 N1-2 MO

Neoadjuvante CT im Stadium IlIA des NSCLC
Surg. vs CT (Mito/lfo/Cis) + Surg.

Proportion surviving

Preresectional Chemotherapy N=30
J EEN

Surgery N=30

40 60 30
Time since randomization (months)




Neoadjuvante Chemotherapie des NSCLC
Gemcitabin / Carboplatin

cT3 cN2 MO pT2 pN1 MO

Operation vs. Radiatio beim NSCLC IIl A

CONSOLIDATION =087 (0.70, 1.10)
cisplatin plus etoposide ;
X 2 cycles 12 24 £

Months from Randomization




Operation vs. Radiatio beim NSCLC IIl A

Lobektomie Pneumonektomie

M3 19 mos.
/r oS %
os 22%

24 38 48 4
Manths from Randomization nths from Randomization

Therapie des Bronchialkarzinoms-Stadium [lI1B

The role of FDG-PET before and 3 weeks after neoadant chemoradiotherapy
(NACRT) in predicting N2 clearing and survival after surgical resection in
patients with biopsy-proven N2 positive non-small&ll lung

Protocol schema Outcomes of the 34 patients according to
achieving metabolic N2(mN2) clearing

Stage A with N2 nodal enlargement

FDG-RET evaluation

Mediastinal lymph node evaluation

Concurrent chems herapy

aflersurgery
Ch . Ch .
(n-10) (n-9)

TRUE POSITIVE FALSE POSITIVE FALSE NEGATIVE TRUE NEGATIVE

ASOE) | Apqust0s ASQE Ap

Geundoo et al. ASCO 2008




Therapie des Bronchialkarzinoms-Stadium [lI1B

Standardtherapie:
Radiochemotherapie

5-JU: 0-10%
Konzepte:

Radiochemotherapie
mit Erhaltung

T4 N1-3MO / T1-4 N3 MO

Therapie des Bronchialkarzinoms - Stadium 111B

SWOG 9504

Cisplatin (50 mg/m?2) - Days 1, 8, 29, 36

Etoposide (50 mg/m?) - Days 1-5, 29-33
Concurrent radiotherapy 61 Gy
1.8-2.0Gy/d

Followed by:

Docetaxel (75-100 mg/m?)
every 3 weeks for 3 cycles

Ll T U
24 36
Months after Registration




Erhaltungstherapie bei Patienten mit lokal
fortgeschrittenem NSCLC

Phase lll trial of cisplatin (P) plus etoposide (E) plis concurrent chest radiation
(XRT) with or without consolidation docetaxel (D)

HOG LUN 01-24/USO 02-033

ChemoRT
Cisplatin 50 mg/m2 IV d 1,8,29,36
Etoposide 50 mgim? IV d 1-6 & 29-33
Concurrent RT 59.4 Gy (1.8 Gyifr)

!

Docetaxel 75 mg/im2 q 3 wk x 3

Overall Survival (ITT)
Randomized Patients (n=147)

Docetaxel:  Median: 21.5 months {17.-31.8)
T 3 year survival rate: 27.2%
P-value: 0.940

Hanna et al. ASCO 2007

Gefinitib (IRESSA) - Erhaltungstherapie
bei Patienten mit lokal fortgeschrittenem NSCLC

Randomisierte placebokontrollierte Phase-IlI-Studie

Schema

Definitive TX Consolidation

CDDP 50 mgy'2
11,8,29,36 DOCETAXEL
VP16 50mgh2 —| 75mgmz2 [~
d1-5,20-33 x3cycles
XRT1.8-2 Gyid
61 Gy

e
.
~

=

LEEETTEEF]

Maintenance

PLACEBO

GEFITINIB

500 mgiday

250 mgiday
(51-03)

12 Endpoint: Overall Survival; 2° Endpoint: PFS, toxicity and correlative science

Maintenance therapy could continue for a maximum of 4 years
Stratification factors: A vs IIB; Measurable vs Non-measurable disease;
Squamous vs nonsquamous

Overall Survival
From Randomization

Medn 4w o
N Everts inMorths O0S O0S
Gefitmb 118 71 23 3% 46%
Placeho 125 51 3 81% 59%
P=m
HROG3(C10.44-091)

o,

Median FU time:
27 months

12 21 * 48 60
Months After RANDOMIZATION

Kelly et al. ASCO 2007



NSCLC - Stadium (l11B) und IV

Metastasenlokalisation

ASCO- Guidelines2003pfister et al.2004)

- Chemotherapie ist ,best supportive care”
uberlegen (Metaanalyse - Evidenzlevel 1)

- first - line Therapie mit Zweierkombination
ist Standard (Platin + neue Substanz)

- bei Therapieversagen oder Rezidiv ist
zweite und dritte Therapie Standard

-5-JU 0 -? (Raritat) Uberlebens- und oder
Lebensqualitatsverbesserungen sind Ziele

Therapieangebot = Patientenwunsch !

Chemotherapie des fortgeschrittenen NSCL(

Zweifachkombination mit Platin + neuer Substanz Stadard

Survival by Treatment Gro " : H
O R o Casaoue Prpstion 1- Tax/Carb vs Vin/Cis vs Gem/C
urviving e
087
—— Cis/Paclitaxel 71
—— Cis/Gemcitabine 067 PCb: median=0.9 mos; 1-year=43%
—— Cis/Docetaxel 4
wew CarbofPaclitaxel 057

047
03°
02 _—VC: median=9.§ mos; |-year=37%

,GC: median-9.8 mos; I-year=37%

017
00

0 6 12 18 4 3
Survival Time in months (mos)

These findings suggest that chemotherapy in NSCLC hagached
a therapeutic plateau




Chemotherapie des NSCLC - Stadium IV

Phase Ill study of pemetrexed plus cisplatin versus gemcitabine
plus cisplatin in chemonaive patients

Study Design Overall Survival

Median (95% CI)
——CP 103 (98,11.2)

Randomization

Cisplatin 75 mg/m2 day 1 plus

— 103 (96, 1
e Pemetrexed 500 mg/m? day 1 CPveoa  Adused HR (5% C)

- Stage 094 (0.84-1.05)

+ PS Each cycle repeated

. Gender q3weeks up to 6 cycles

« Histo vs cyto dx . . a
o B GG O3 Cisplatin 75 mg/m2 day 1 plus

Gemcitabine 1250 mg/m?

Probability without Event

0 6 12 18 24 30

days 1 &8
Patients at Risk Survival Time (months)
Vitamin B,,, folate, and dexamethasone given in both arms CP 8 598 341 146 45 0
CG863 590 327 139 34 0

Scagliotti et al. WCLC 2007

Chemotherapie des NSCLC - Stadium IV

Phase Il study of pemetrexed plus cisplatin versus gemcitabine
plus cisplatin in chemonaive patients

Overall Survival in Patients with

Adenocarcinoma or Large Cell Ca. Subgroup Analyses Forest Plot
Al Patients (N=1722) —0 0.

p Median (95% CI) Age <65 (n=1116) = 097
= 09 Age >=65 (+=608) — i
5 08 ——CP 11.8(104,13.2) Fam‘a\e(ln‘gag +H>7 g;ua

o ——CG  104(96 11.2) i —
LS i Caut 1=1346) —Gir~ 093
5 07 CPvsCG  Adjusted HR (5% CI) e (2 088
S o6 0.81 (0.70-0.94) in (=156 o I E——————— 13
£ Evrsmote (101269 —F 0%
= 0 ver-smoker (n=: 100
Z 091
= ECOG PS 1(n=1110) o 095
2 Histological Diagnoss (n=1145) —o0 092
a Cytological Diagnosis (n=577) o 099
2 Stage [I1B (n=414) —_——t 089
a ‘Stage IV (n=1308) —0— 095
inoma (n=846) —h— 084
! Lrge Gl Gt (1189) | ——o——— or
0 6 12 18 24 30 Sauamous Cell Carcnora (1=473 [ o
ther 1= 108

Survival Time (months) in Non-Squamous Patients
Patients at Risk 04 o5 08 10 12 14 18 18 20 22
P512 369 235 109 36 0 Hazard Ratio (95% CI) .
CG488 334 188 80 21 0 = FawnCP_ FawosCG

Scagliotti et al. WCLC 2007
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Chemotherapie des NSCLC - Stadium IV

Maintenance pemetrexed plus best supportive care (K3
versus placebo plus BSC: A phase Il study.

Preliminary Overall Survival (N=663) Efficacy by Histologic Groups

Prelim Median
Median PFS, mos CR+PR+SD", % 0S8, mos

c pvalue | Pem Plac pvalue |Pem Plac pvalue

d: 13.01 mos REC B L) 543 266 <0001 [ 144 94 0005

A0-14.42)
1.7 009

55 0154
3 70 0005

L6 118 0231

Ciuleanu et al. ASCO 2008

EGF-Inhibition als Target flr Therapieansatze

HER1/EGFR und Angiogenese
HER1/EGFR-Signale erhéhen die Spiegel des vaskuliren endotheli CetUXi m ab
Wachstumsfaktors (VEGM

HER1/EGFR 5 i
EGFR Tyrosinkinase
Inhibition
(Tarceva;lressg
Kapillar- .
endlothel Bevacizumab
(Avastin)
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EGF-Inhibition als Target fir Therapieansatze

HER1/EGFR und Angiogenese

HER1/EGFR-Signale erhéhen die Spiegel des vaskuliren endotheli CetUXi m ab
Wachstumsfaktors (VEGM
7HER1IEGFR 5 i
EGFR Tyrosinkinase

Inhibition
(Tarceva;lressg
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Kapillar-

NC & encotne Bevacizumab
(Avastin)

Chemotherapie +/- Cetuximab beim NSCLC

FLEX: A randomized, multicenter, phase lll study of cetuximab in combination
with cisplatin/vinorelbine (CV) versus CV alone in he first-line treatment

FLEX FLEX Overall survival
Study design o
Medianos | ¥Ear,
Maintenance
NSCLE Y | Ly \, 1 months
wet IHB/1V ¢ 5
EGFR-

FRE '; & Chemotherapy

Chemotherapy (CT) Cetuximab

-0.996), p=0.044

Overall Survival (%)

5 | Annual 08 " a1 0g
ASCE | “iecting ASCE | Apguals

Pirker et al. ASCO 2008




Chemotherapie +/- Cetuximab beim NSCLC

FLEX: A randomized, multicenter, phase lll study of cetuximab in combination
with cisplatin/vinorelbine (CV) versus CV alone in he first-line treatment

FLEX
Asian subgroup (n=121)

CT + Cetuximab cT
) (n-59)  Palue
Baseline prognostic factors:
Adenocarcinoma 65 % 80 %
Post-study treatment:
EGFR TKIs 73%
0s 17.6 months 20.4 months ns

RR 50 % 44 % ns

Small sample size (10% of total) and difference in histology and
post-study EGFR TKI treatment do not allow to draw definitive conclusions

' | Annual 08
ASC.@J R"{ge]ting

Pirker et al. ASCO 2008

Chemotherapie +/- Cetuximab beim NSCLC

FLEX: A randomized, multicenter, phase lll study of cetuximab in combination
with cisplatin/vinorelbine (CV) versus CV alone in he first-line treatment

How should Cetuximab be used?

Safety profile
Adverse Events €T + Cetuximab Single Agent NO
Grade 3/4 (n=548) N .
Ry evEm Second or Third Line NO
Neutropenia : Squamous Cell NSCLC YES
Febrile neutropeni 2 S « S »
R m | Bevacizumab “Ineligible YES
Acnie-like rash iy orade 32 Bevacizumab “eligible” Not Yet
e .
g Maintenance YES

Infusion-related reactions
Chemo other than Cis/VNR YES

Treatment-related deaths

ASCE Annual 08 S ASCE 1\:’\\!11 08

Meeting

Pirker et al. ASCO 2008




Cetuximab

lﬂ

GFR Tyrosinkinas
nhibition
Tarceva)

('IW

—_ =

Bevacizumab
(Avastin)

Lilienbaum et al. JCO 2008
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Cetuximab
EGFR Tyrosinkinass
Inhibition

(Tarceva;lressg)

Bevacizumab
(Avastin)

ECOG 4599 huMeb VEGF (Bevacizumel) beim

fortgeschrittenen NSCLC (NonSguamou
R
Kenevomeige R | 1 Carboplatin AUC6
) D Padlitaxel 200mg/n
Stadium 1B, IV o / q 3 n
Keine PE-Karzinome '\IA
ECOGPS 0-1 i \ Carboplatin AUC6
Paclitaxel 200mg/f
Keine ZNS-Metastasen ‘II' rhuVeb VISGF: 15mgkg
(’3 g3Wochen

Gesamtuberleben

P=0007

15



Study design

7.5mglkg + CG

Previously
untreated, stage
lib, IV or
recurrent non-
squamous
NSCLC

mnw-200z>»D

15mgl/kg + CG

Bevacizumab  |kdadiay E"E

Placebo 7.5 + CG ] ﬂ
Placebo 15 + CG

Bevacizumab R

Tumor response and response duration
(patients with measurable disease at baseline)

Placebo Bevacizumab Bevacizumab
+CG 7.5mglkg +CG  15mglkg + CG
n=324 n=323 n=332

Response rate (¥ 34
p <0.0001

Duration of response
Median (months) 6.1

[95% CI] [5.1,7.0] [5.0, 6.6]

PFS: primary analysis (ITT) of bevacizumab
7.5mg/kg vs pooled placebo
Piacebo

+co

Possibilty of PFS

— Placebo +

—

: primary analysis (ITT) of bevacizumab
15mag/kg vs pooled placebo

Notat Time (months)

Placebo + CG

Safety: severe (Gr ®3) adverse events
of special interest

Bevacizumab  Bevacizumab
Placebo 7.5mglkg + 15mg/kg +
CG

27 n =329
Bleeding
Hypertension
Proteinuria
Gastrointestinal
perforation

Ischemic events
(includes arterial
thromboembolic events)
Venous
thromboembolic events

16
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Krankenhaus Martha-Maria Halle-Doélau

Phase Il trial of pemetrexed and carboplatin plus bevacizumab with maintenance
pemetrexed and bevacizumab as first-line therapy for advanced
non-squamous non-small cell lung cancer

Patel et al. ASCO 2008 A# 8044
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— Aimta (n=283)
—— Docetaxel (n=288)

Medan sunvival, 7.5 vs. 4.6 months
Log-rark p=0.010
1-year surviva, 3™bvs. 12%
Chi-square p=0.003
MST 8.3 mos
1-yr OS: 29.7%
MST 7.9 mos
1-yr OS: 29.7%
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Shepherd et al. JCO 2000 Hanna et al. JCO 2004

Pemetrexed in adenocarcinoma, large cell vs.
squamous NSCLC

Results - OS

100~ . N
‘*1"\ Patients Randomized to Pemetrexed 10

N

Patients Randomized to Docetaxel

Non-
squamous:

Non-squamous:
Median = 8.2

2 Median = 9.2 o

: = /

3 50 N 3 50

g e 2

a ", & Squamous:
Squamous: T N Median = 7.4
Median = 6.2 IS By,

Vll\IIlll1IIIII|I\2|J|1|HIII1\I|II(IL""5l'l||ﬂ|‘“|!“|5|l|7‘||lll
Overall Survival (months) Overall Survival (months)




Randomisierte placebokontrollierte Phase-III-Studie

NCI| Canada BR.21 Advanced NSCL NCI Canada BR.21 Overall Survival

Response to prior Rx
(CR/PR:SD:PD)
Prior regimens,

Placebo ——
\ *HR 0.72, p=0.001
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Results —overall sunvival in overall PP population

1

n
iy
o
S
2
3
3
a
=
o

n Events  Median OS 1-year survival
Gefitinb 723 593 (62.0%) 7.6 months 32%
— Docetaxel 710 576 (81.1%) 8.0 months 34%

HR=1.020 (96%Cl 0.905-1.150)

12 16 20 24 28 32 36 40
Time from randomization (months)
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Etablierte Substanzen

PC
CAV
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NSCLC

Tre

Stacdiurmn 1]

c )

Stadiurn 1]

/

Staclium 1V

secondline

SCLC

Zusammenfassung

adjuvarnte Chermotherapie nach Biormearker

keine Ernaltung nach Radiocnernothezpie

Bevacizumabzur Chermotheragie ja
Individualisierte Therapie ( Fli sulogw)
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