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Therapie des NSCLC - Stadium I + II

T 1-3  N 0-1 M 0 T 1-2  N0  M0

Stadium I                                    Stadium II

Standardtherapie:
I: Operation
II: Operation 

+ adjuvante CT

5-JÜ: 30 - 70 %
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Adjuvante Chemotherapie des NSCLC

Pignon et al. ASCO 2006

Metaanalyse

ERCC1- Level und adjuvante Chemotherapie ( IALT )

ERCC1: Excision Repair Cross Complementing 1 Protein 

ERCC1 repariert Platinschäden in Tumorzellen !
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Soria et al ASCO 2006

ERCC1- Level und adjuvante Chemotherapie ( IALT )

ERCC1:Excision Repair Cross Complementing 1 - Protein 

ERCC1 negative Patienten n=426               ERCC1  positive Patienten n=335

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

cancer (NSCLC).

Periperative Chemotherapie im Stadium I - III 

LeChevalier et al.ASCO 2008
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Therapie des Bronchialkarzinoms - Stadium IIIA

T1-3  N1-2  M0

Standardtherapie:
CT + Op + Radiatio

5-JÜ: 10 - 20 %

Rosell R et al.  Lung Cancer 1999

Neoadjuvante CT im Stadium IIIA des NSCLC

Surg. vs CT (Mito/Ifo/Cis) + Surg.
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Neoadjuvante Chemotherapie des NSCLC
Gemcitabin / Carboplatin

Städtisches Krankenhaus Martha-Maria Halle-Dölau

cT3  cN2  M0                                                    pT2  pN1  M0

Operation vs. Radiatio beim NSCLC III A

RT 61 Gy   - 2 x P/E: Arm A
Platin/Etoposid + RT

OP 45 Gy   - 2 x P/E: Arm B

Albain et al.  ASCO 2005
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Operation vs. Radiatio beim NSCLC III A

RT 61 Gy   - 2 x P/E: Arm A
Platin/Etoposid + RT

OP 45 Gy   - 2 x P/E: Arm B

Lobektomie Pneumonektomie

Albain et al.  ASCO 2005

The role of FDG-PET before and 3 weeks after neoadjuant chemoradiotherapy
(NACRT) in predicting N2 clearing and survival after surgical resection in 

patients with biopsy-proven N2 positive non-small cell lung 

Geundoo et al. ASCO 2008

Therapie des Bronchialkarzinoms-Stadium IIIB



7

Therapie des Bronchialkarzinoms-Stadium IIIB

T4 N1-3 M0   /   T1-4 N3 M0

Standardtherapie:
Radiochemotherapie

5-JÜ: 0 - 10 %

Konzepte:
Radiochemotherapie
mit Erhaltung

Therapie des Bronchialkarzinoms - Stadium IIIB

Konsolidierende Chemotherapie nach Induktions-R/Ch

Gandara et al. 2004

Docetaxel (75-100 mg/m 2) 
every 3 weeks for 3 cycles

Followed by:

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

Etoposide (50 mg/m 2) – Days 1-5, 29-33
Concurrent radiotherapy 61 Gy

1.8 – 2.0 Gy / d

SWOG 9504
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Phase III trial of cisplatin (P) plus etoposide (E) plus concurrent chest radiation 
(XRT) with or without consolidation docetaxel (D) 

Hanna et al. ASCO 2007

Erhaltungstherapie bei Patienten mit lokal 
fortgeschrittenem NSCLC 

Kelly et al. ASCO 2007

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

Randomisierte placebokontrollierte Phase-III-Studie
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NSCLC - Stadium (IIIB) und IV

- Chemotherapie ist „best supportive care“
überlegen (Metaanalyse - Evidenzlevel I)

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

- bei Therapieversagen oder Rezidiv ist 
zweite und dritte Therapie Standard

- 5 - JÜ 0 - ? (Rarität) Überlebens- und oder 
Lebensqualitätsverbesserungen sind Ziele

MetastasenlokalisationMetastasenlokalisation

Therapieangebot   =   Patientenwunsch !

ASCO ASCO -- GuidelinesGuidelines20032003(Pfister et al.2004)(Pfister et al.2004)

Scagliotti et al. JCO 2002

Chemotherapie des fortgeschrittenen NSCLC

Tax/Carb vs Vin/Cis vs Gem/Cis

These findings suggest that chemotherapy in NSCLC has reached
a therapeutic plateau

Zweifachkombination mit Platin + neuer Substanz Standard

Schiller et al.  NEJM  2002
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Chemotherapie des NSCLC - Stadium IV

Scagliotti et al. WCLC 2007

Phase III study of pemetrexed plus cisplatin versus gemcitabine
plus cisplatin in chemonaïve patients

Chemotherapie des NSCLC - Stadium IV

Scagliotti et al. WCLC 2007

Phase III study of pemetrexed plus cisplatin versus gemcitabine
plus cisplatin in chemonaïve patients
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Chemotherapie des NSCLC - Stadium IV

Maintenance pemetrexed plus best supportive care (BSC)
versus placebo plus BSC: A phase III study.

Ciuleanu et al. ASCO 2008

CetuximabCetuximab

EGFR EGFR TyrosinkinaseTyrosinkinase
InhibitionInhibition
((Tarceva;IressaTarceva;Iressa))

BevacizumabBevacizumab
((AvastinAvastin))

EGF-Inhibition als Target für Therapieansätze
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CetuximabCetuximab

EGFR EGFR TyrosinkinaseTyrosinkinase
InhibitionInhibition
((Tarceva;IressaTarceva;Iressa))

BevacizumabBevacizumab
((AvastinAvastin))

EGF-Inhibition als Target für Therapieansätze

Pirker et al. ASCO 2008

Chemotherapie +/- Cetuximab beim NSCLC 
FLEX: A randomized, multicenter, phase III study of cetuximab in combination 

with cisplatin/vinorelbine (CV) versus CV alone in the first-line treatment
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Pirker et al. ASCO 2008

Chemotherapie +/- Cetuximab beim NSCLC 
FLEX: A randomized, multicenter, phase III study of cetuximab in combination 

with cisplatin/vinorelbine (CV) versus CV alone in the first-line treatment

Pirker et al. ASCO 2008

Chemotherapie +/- Cetuximab beim NSCLC 
FLEX: A randomized, multicenter, phase III study of cetuximab in combination 

with cisplatin/vinorelbine (CV) versus CV alone in the first-line treatment 
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CetuximabCetuximab

EGFR EGFR TyrosinkinaseTyrosinkinase
InhibitionInhibition
((TarcevaTarceva))

BevacizumabBevacizumab
((AvastinAvastin))

EGF-Inhibition als Target für Therapieansätze

Chemotherapie des NSCLC Stad. IV

Lilienbaum et al. JCO 2008
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CetuximabCetuximab

EGFR EGFR TyrosinkinaseTyrosinkinase
InhibitionInhibition
((Tarceva;IressaTarceva;Iressa))

BevacizumabBevacizumab
((AvastinAvastin))

EGF-Inhibition als Target für Therapieansätze

Chemotherapie +/- Bevacizumab beim NSCLC 

Randomisierte Phase-II/III-Studie bei Patienten mit NSCLC 
(ohne Plattenepithelkarzinom)

Sandler et al. ASCO 2005

ORR          9   vs 25 %    Toxizität: Blutung 1.3%

ECOG 4599: ECOG 4599: rhuMab rhuMab VEGF (VEGF (BevacizumabBevacizumab) beim ) beim 
fortgeschrittenen NSCLC (Non-fortgeschrittenen NSCLC (Non-SquamousSquamous))

Keine vorherige Rx

Stadium IIIB, IV

Keine PE-Karzinome

ECOG PS 0-1

Keine ZNS-Metastasen

R
A
N
D
O
M
I
S
A
T
I
O
N

Carboplatin AUC 6
Paclitaxel 200mg/m2

q 3 Wochen

Carboplatin AUC 6
Paclitaxel 200mg/m2

rhuMab rhuMab VEGF: 15mg/kgVEGF: 15mg/kg
q 3 Wochen
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  P = 0.007

Gesamtüberleben
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Study design

PD

PD

PD

Bevacizumab

Bevacizumab

2

2

1

1

Placebo 7.5 + CG

Bevacizumab
15mg/kg + CG

Bevacizumab
7.5mg/kg + CG

Placebo 15 + CG

Previously 
untreated, stage 

IIIb, IV or 
recurrent non-

squamous 
NSCLC

R
A
N
D
O
M
I
S
E

Manegold et al. ASCO 2007

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

[5.0, 6.6][5.1, 7.0][4.6, 5.6]

6.16.14.7

30
p = 0.0017

34
p < 0.0001

20Response rate (%)

Duration of response

Median (months)

[95% CI]

Bevacizumab
7.5mg/kg + CG

n = 323

Bevacizumab
15mg/kg + CG

n = 332

Placebo
+ CG

n = 324

Chemotherapie +/- Bevacizumab beim NSCLC 

Randomised, double-blind multicentre phase III study of bevacizumab in combination 
with cisplatin and gemcitabine in chemotherapy-naïve patients with advanced or 

recurrent non-squamous non-small cell lung cancer (NSCLC): BO17704 

Safety: severe (Gr ³³³³ 3) adverse events 
of special interest

4%4%2%Bleeding

1%0.3% –Proteinuria

7%7%6%Venous 
thromboembolic events

0.3%–0.6%Gastrointestinal 
perforation

3%

9%

Bevacizumab
15mg/kg +

CG 
n = 329

2%5%Ischemic events 
(includes arterial 
thromboembolic events)

6%2%Hypertension

Bevacizumab
7.5mg/kg +

CG
n = 330

Placebo
+ CG

n = 327

Chemotherapie +/- Bevacizumab beim NSCLC 

Manegold et al. ASCO 2007

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

150

122 

251

228

52

36

3

3

345

347

18 

12 

0 Bev 7.5 + CG

0 Placebo + CG
No. at risk

1.0

P
os

si
bi

lit
y 

of
 P

F
S

0.8

0.6

0.4

0.2

0.0

1.0

P
os

si
bi

lit
y 

of
 P

F
S

Time (months)

0.8

0.6

0.4

0.2

0.0
0 6 12 183 9 15

Bev 7.5mg/kg + CG

Placebo + CG 

0.0026- - -p-value

0.75 

[0.62, 0.91]

- - -HR 

[95% CI]

Bev 7.5 

+ CG
n = 345

Placebo

+ CG
n = 347

PFS: primary analysis (ITT) of bevacizumab 
15mg/kg vs pooled placebo
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Placebo + CG 

Bev 15mg/kg + CG

0.0301- - -p-value

0.82 

[0.68, 0.98]

- - -HR 

[95% CI]

Bev 15
+ CG

n = 351

Placebo
+ CG

n = 347
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Chemotherapie + Bevacizumab beim NSCLC 

Krankenhaus Martha-Maria Halle-Dölau

Pt. m. 57 Jahre  Behandlung im Rahmen des Sail-Programms

09.03.07 01.06.07

Chemotherapie des NSCLC - Stadium IV

Phase II 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

Total
(n=49)

CR, n 1

PR, n 26

SD, n 16

PD, n 6

Median PFS, mos (95% CI) 9.3 (5.5–15.0)
33/48 events

Median OS, mos (95% CI) 13.5 (10.8–19.6)
30/50 events

Toxicities n (%)

Anaemia 3 (6)

Thrombocytopenia 3 (6)

Neutropenia 2 (4)

Proteinuria 1 (2)

Venous thrombosis 3 (6)

Arterial thrombosis 1 (2)

Fatigue 4 (8)

Diverticulitis 4 (8)
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Second-line-Therapie beim NSCLC

Shepherd et al. JCO 2000

    1 .0  
 
    0 .9  
 
 

    0 .8  
 
 
  

    0 .7  
 
 

    0 .6  
 
 

    0 .5  
 
 

    0 .4  
 
 

    0 .3  
 
 

    0 .2  
 
 

    0 .1  
 
 

    0 .0  

T a xo te re  7 5  m g /m 2  

B S C  

C  
u
m
u  
l 
a  
t 
i 
v  
e  
 

 P  
r 
o  
b  
a  
b  
i 
i 
t 
y  

0     3               6               9              12             15             18             21
S u rv iva l (m on ths ) 

Median survival, 7.5 vs. 4.6 months

Log-rank p = 0.010

1-year survival,  37% vs. 12%

Chi-square p = 0.003

“In my opinion, these trials (TAX 317 and TAX 320) represent landmark trials, 

as they establish a role for second-line therapy in NSCLC” Johnson 2001

Alimta (n=283)

Docetaxel (n=288)
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Months

0.00

0.25

0.50

0.75

1.00

0.0 2.5 5.0 7.5 10.0 12.5 15.0 17.5 20.0 22.5

MST 8.3 mos
1-yr OS: 29.7%

HR   0.99

95% CI of HR (0.82, 
1.20)

MST 7.9 mos
1-yr OS: 29.7%

Hanna  et al. JCO 2004 

Pemetrexed vs. Docetaxel second line 

Peterson et al. WCLC 2007

3

Pemetrexed in adenocarcinoma, large cell vs. Pemetrexed in adenocarcinoma, large cell vs. 
squamous NSCLCsquamous NSCLC

Results - OS
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Non-squamous:  
Median = 8.2
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Median = 7.4
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Median = 9.2
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Median = 6.2
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Shepherd et al. ASCO 2004

Erlotinib vs. b.s.c beim NSCLC im Rezidiv  
Randomisierte placebokontrollierte Phase-III-Studie

NCI Canada BR.21  Overall Survival

*Adjusted for stratification factors

Erlotinib

Placebo
*HR  0.72, p = 0.001

Months

31%

22%
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NCI Canada BR.21 Advanced NSCLC
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   Erlotinib*
150 mg daily

Placebo
“150 mg”daily

��������������������*2:1
 Randomization

Stratified by :
Center
PS, 0/1 vs  2/3
Response to prior Rx
  (CR/PR:SD:PD)
Prior regimens,
   (1 vs  2)
Prior platinum,
  (Yes vs  no)

Shepherd, et al. PASCO 2004 #7022

Fehrenbacher et al. ASCO 2006

Second-line-Therapie beim NSCLC

A phase II, multicenter, randomized of bevacizumab in 
combination with either chemotherapy (docetaxel or 

permetrexed) or erlotonib compared with chemotherapy alone
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Douillard et al. WCLC 2007

Gefitinib (IRESSA) versus docetaxel in patients pre-treated with platinum-
based chemotherapy: a randomized, open-label phase III study (INTEREST)

Second-line Therapie beim NSCLC

Second-line Therapie beim NSCLC

Gefitinib (IRESSA) versus docetaxel in patients pre-treated with platinum-
based chemotherapy (INTEREST)
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Results –overall survival  in overall PP population

34%8.0 months576 (81.1%)710Docetaxel 

32%7.6 months593 (62.0%)723Gefitinib 

1-year survivalMedian OSEventsn

Douillard et al. WCLC 2007
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Second-line Therapie beim NSCLC

Douillard et al. ASCO 2008

Gefitinib (IRESSA) versus docetaxel in patients pre-treated with platinum-
based chemotherapy: a randomized, open-label phase III study (INTEREST)

Stadienabhängige Therapie des SCLC

I +II                     III                      IV           I +II                     III                      IV           RezidivRezidiv

CT                           CT                          CT     CT
(4-6 Zyklen einer gängigen Kombination)               (Topotecan)
(Platin,Etoposid,Epirubicin,Cyclofosfamid)    

RT                           RT
(simultan/sequentiell)
(Hirnbestrahlung ??)

OP
(fraglich)
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Etablierte Substanzen

Carboplatin Etoposid
Cisplatin Ifosfamid
Cyclophosphamid Teniposid
Doxorubicin Vincristin
Epirubicin Vinorelbin

______________________________________
Chemotherapie des SCLC

Standard:  CE        häufig:  ACO    EpiCO CEV

PC

CAV

Cyclo/Doxo/Vin vs Tax/Carbo beim SCLC

Baka et al. ASCO 2006

PC wirksamer als CAV
PC verträglicher als CAV
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Therapie des SCLC

A randomized trial of prophylactic cranial irradiat ion (PCI) versus 
no PCI in extensive disease small cell lung cancer after a response to 

chemotherapy 

Slotman et al. ASCO 2007

Neues in der medikamentösen Therapie 

Zusammenfassung

NSCLCNSCLC
Stadium II    :  Stadium II    :  adjuvanteadjuvante Chemotherapie nach BiomarkerChemotherapie nach Biomarker

Stadium III  :  keine Erhaltung nach RadiochemotherapieStadium III  :  keine Erhaltung nach Radiochemotherapie

Stadium IV  :  Stadium IV  :  BevacizumabBevacizumabzur Chemotherapie jazur Chemotherapie ja
Individualisierte Therapie ( HistologieIndividualisierte Therapie ( Histologie )  )  

secondsecond--line   :  Chemotherapie + line   :  Chemotherapie + TargettherapienTargettherapien wirksamwirksam
( EGFR( EGFR--Status nicht relevant )Status nicht relevant )

SCLC SCLC :  Nichts Neues:  Nichts Neues


