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Where Are We With SurvivalWhere Are We With Survival in in 
Lung Cancer Patients? Lung Cancer Patients? 

1 year1 year 47%47%
3 years3 years 21%21%
5 years5 years 16%16%
7 years7 years 14%14%

Median survival: 11 monthsMedian survival: 11 months
((nn = 6907)= 6907)

German Cancer Registry German Cancer Registry -- DringsDrings
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Results of Treatment of Small CellResults of Treatment of Small Cell
Lung Cancer (SCLC)Lung Cancer (SCLC)

Remission ratesRemission rates 50%50%––90%90% 50%50%––90%90%
Complete remissionsComplete remissions 50%50% 20%20%
Median survivalMedian survival 1212––15 months15 months 66––9 months9 months
RelapseRelapse--free survivalfree survival 6%6%--10%10% RareRare

Limited Limited ExtensiveExtensive
diseasedisease diseasedisease

Personal Communications Personal Communications -- DringsDrings
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StrategiesStrategies in in the Treatmentthe Treatment of of 
NonNon--Small Cell Lung Cancer (NSCLC)Small Cell Lung Cancer (NSCLC)

Stage  %Stage  % SurgerySurgery Radiotherapy (RT)Radiotherapy (RT) Chemotherapy (CT)Chemotherapy (CT)
I     14              I     14              yesyes nono nono
II     10       II     10       yesyes nono nono

IIIA     25IIIA     25 yesyes yesyes,, inoperability inoperability yesyes, , combination with combination with RTRT
preoperative preoperative ((PancoastPancoast)) preoperativepreoperative,,

postoperative postoperative adjuvant inadjuvant in
(N2, and/(N2, and/oror R1or R2)R1or R2) clinical trialsclinical trials

IIIB     29IIIB     29 only only yesyes,, primary primary yesyes, , preferentiallypreferentially
selected cases selected cases after surgery after surgery preoperativepreoperative

inin combination withcombination with RTRT
IV     22     IV     22     no (no (exceptexcept:: palliationpalliation) ) yesyes yesyes

GoldstrawGoldstraw (2000), (2000), SchillerSchiller (2001), ASCO NSCLC Guidelines (1997)(2001), ASCO NSCLC Guidelines (1997)



Survival After Resection of NSCLCSurvival After Resection of NSCLC
((n n = 2202)= 2202)

NANA
3838
2222
1414

60%60%
43%43%
25%25%
19%19%

70%70%
52%52%
36%36%
24%24%

88%88%
80%80%
65%65%
53%53%

773773
434434
553553
442442

II
IIII

IIIAIIIA
IIIBIIIB

nn 1 year1 year 3 years3 years 5 years5 years Median survivalMedian survival
(months)(months)

StageStage

I vs. II, I vs. II, pp < .001< .001
II vs. IIIA, II vs. IIIA, pp < .001< .001
IIIA vs. IIIB, IIIA vs. IIIB, pp < .001< .001
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RadiotherapyRadiotherapy in NSCLCin NSCLC

Definitive treatmentDefinitive treatment
–– 6060––70 70 GyGy in 6in 6––8 weeks8 weeks
–– 55--year survival: 5%year survival: 5%––15%15%
–– Median survival: 15 monthsMedian survival: 15 months

Postoperative treatmentPostoperative treatment
–– 5050––60 60 GyGy in 5in 5––7 weeks7 weeks
–– Reduction of local relapses: 10%Reduction of local relapses: 10%

Preoperative treatmentPreoperative treatment
–– PancoastPancoast tumorstumors

Palliative treatmentPalliative treatment
–– 4040––50 50 GyGy for symptom controlfor symptom control

DringsDrings, 2003, 2003

PORTPORT--MetaMeta--analysis (1998)analysis (1998)



Sequential and Concurrent CT/RT Sequential and Concurrent CT/RT 
for Inoperable Locally Advanced NSCLC: for Inoperable Locally Advanced NSCLC: 
Randomized StudyRandomized Study——Results (Selection)
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Results (Selection)
nn MS (mo) MS (mo) 22--yrsyrs--S (%) S (%) RefRef

RTRT 7777 1010 13*13* DillmanDillman
CT/RTCT/RT 7878 1414 2626 (1990)(1990)

RTRT 177177 1212 14*14* Le ChevalierLe Chevalier
CT/RTCT/RT 176176 1111 2121 (1992)(1992)

RTRT 149149 1111 19*19* SauseSause
CT/RTCT/RT 151151 1414 3232 (1994)(1994)

RTRT 223223 1010 1616 CullenCullen
CT/RTCT/RT 112112 1212 2020 (1999)(1999)

RTRT 1212 13*13* SchaakeSchaake--KoningKoning
+CT/RT+CT/RT 331**331** 1313 2626 (1992)(1992)
CT/RT con.CT/RT con. 17*17* 35* 35* FuruseFuruse
CT/RT sequ.CT/RT sequ. 320320 1313 2727 (1999)(1999)

**pp < .05        < .05        ††Total Total nn of patients enrolled (3of patients enrolled (3--arm study)      +Cisplatin dailyarm study)      +Cisplatin daily

DillmanDillman (1990), (1990), Le Le CevalierCevalier (1992), (1992), SauseSause (1994), (1994), CullenCullen (1999), (1999), SchaakeSchaake--KoningKoning (1992), (1992), FuruseFuruse (1999)(1999)



ChemotherapyChemotherapy in Stage III NSCLCin Stage III NSCLC

PolychemotherapyPolychemotherapy

Surgery plus adjuvant chemotherapySurgery plus adjuvant chemotherapy

Preoperative chemotherapy plus surgery Preoperative chemotherapy plus surgery 
Radiotherapy plus chemotherapy,Radiotherapy plus chemotherapy, sequential sequential 
or simultaneous or simultaneous 

DringsDrings, 2003, 2003



Clinical Practice Guidelines for Clinical Practice Guidelines for 
Chemotherapy of Stage IV NSCLCChemotherapy of Stage IV NSCLC

Chemotherapy prolongs survival in Chemotherapy prolongs survival in 
patients with good performance statuspatients with good performance status
Chemotherapy should be platinum basedChemotherapy should be platinum based
Chemotherapy should be initiated earlyChemotherapy should be initiated early
Chemotherapy should not exceed 8 cyclesChemotherapy should not exceed 8 cycles

ASCO Guidelines (1997)ASCO Guidelines (1997)

DringsDrings, 2003, 2003



Induction Chemotherapy Induction Chemotherapy in NSCLCin NSCLC

RationaleRationale
Higher efficacy of CT early in the natural Higher efficacy of CT early in the natural 
history of diseasehistory of disease
Facilitation of subsequent local therapyFacilitation of subsequent local therapy
Early eradication of distant Early eradication of distant micrometastasesmicrometastases

DringsDrings, 2003, 2003
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Induction ChemotherapyInduction Chemotherapy
and Surgery for and Surgery for NSCLCNSCLC

AuthorAuthor TreatmentTreatment nn MS (MS (momo)) LongLong--term term SS pp valuevalue

PassPass EP + EP + surgerysurgery 1313 28.728.7 42%   (342%   (3--yryr)) .095.095
Surgery Surgery + radiation+ radiation 1414 15.615.6 18%   (318%   (3--yryr))

RosellRosell MIC, MIC, surgery surgery + radiation+ radiation 3030 2626 30%   (330%   (3--yryr)) <.<.001001
Surgery Surgery + radiation+ radiation 3030 88 00

RothRoth CEP + CEP + surgerysurgery 2828 2121 36%    (536%    (5--yryr)) .056.056
Surgery aloneSurgery alone 3232 1414 15%    (515%    (5--yryr))

ShepherdShepherd PV + PV + surgerysurgery 1616 ---- 40%    (240%    (2--yryr)) nsns
Radiation Radiation alonealone 1515 ---- 40%    (240%    (2--yryr))

EliasElias EP, EP, surgery surgery + radiation+ radiation 2323 1919 ?? .64.64
Surgery Surgery + radiation+ radiation 2424 2323 ??

Pass Pass 1992, 1992, RosellRosell 1999, 1999, Roth Roth 1994, 1994, Shepherd Shepherd 1998, 1998, EliasElias 19941994
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SecondSecond--LineLine Chemotherapy for Chemotherapy for NSCLC: NSCLC: 
Phase 2 Phase 2 Study ResultsStudy Results in in PlatinumPlatinum--Treated PatientsTreated Patients

CrinoCrino (1999)(1999)GandaraGandara (2000)(2000)Ref.Ref.
n.r.n.r.25%25%11--yr survivalyr survival
n.r.n.r.7 7 momoMedian Median survivalsurvival

26 (31%)26 (31%)n.r.n.r.Stable diseaseStable disease
16 (16 (19.319.3%)%)13 (16%)13 (16%)Partial Partial responseresponse

1000 mg1000 mg/m², /m², 
1,8,15 q4w1,8,15 q4w

100 mg100 mg/m², /m², 
q3wq3w

Dose/Dose/scheduleschedule
83838080nn

GemcitabineGemcitabineDocetaxelDocetaxel

GandaraGandara (2000), (2000), CrinoCrino (1999)(1999)
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Vinorelbine vs. Best Supportive Care Vinorelbine vs. Best Supportive Care 
in Elderly Patients With Advanced NSCLCin Elderly Patients With Advanced NSCLC

ELVIS Trial (1999)ELVIS Trial (1999)



MILES: StudyMILES: Study DesignDesign

RANDOMRANDOM

Vinorelbine Vinorelbine 30 mg/m²,30 mg/m², dddd 1&81&8

Gemcitabine Gemcitabine 1200 mg/m²,1200 mg/m², dddd 1&81&8

Gemcitabine Gemcitabine 1000 mg/m²,1000 mg/m², dddd 1&81&8
VinorelbineVinorelbine 2525 mg/m²,mg/m², dddd 1&81&8

Stratified by centerStratified by center, PS,, PS, stagestage
AllAll cycles given everycycles given every 33 weeksweeks,, forfor aa maximummaximum of 6of 6 timestimes

Gridelli Gridelli (2001)(2001)
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Chemotherapy Chemotherapy in in the Elderly Patients for the Elderly Patients for 
Advanced NSCLCAdvanced NSCLC——MILES: Overall SurvivalMILES: Overall Survival
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00 1313 2626 3939 5252 6565 7878 9191 104104 117117 130130

WeeksWeeks

1.01.0

0.00.0

0.20.2

0.40.4

0.60.6

0.80.8
VinorelbineVinorelbine
GemcitabineGemcitabine
Gemcitabine +Gemcitabine + VinorelbineVinorelbine

Gridelli Gridelli (2001)(2001)
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Newer Drugs in Combination for Advanced Newer Drugs in Combination for Advanced 
NSCLCNSCLC——ECOG 1594: Efficacy ECOG 1594: Efficacy 

PAC / CISPAC / CIS GEM / CISGEM / CIS DOC / CISDOC / CIS PAC / CARBOPAC / CARBO
135 (24h) / 75135 (24h) / 75 1000 (1.8, 15) / 1001000 (1.8, 15) / 100 75 / 7575 / 75 225 / AUC6225 / AUC6

mg/m²mg/m² mg/m²mg/m² mg/m²mg/m² mg/m²mg/m²

nn 303303 301301 304304 299299

OROR 21.3%21.3% 21.0%21.0% 173%173% 15.3%15.3%

MSMS 7.8 mo7.8 mo 8.8 mo8.8 mo 7.4 mo7.4 mo 8.2 mo8.2 mo

TTPTTP 3.5 mo3.5 mo 4.5 mo*4.5 mo* 3.6 mo3.6 mo 3.3 mo3.3 mo

11--yr Syr S 31%31% 36%36% 31%31% 35%35%

**pp =.002=.002

SchillerSchiller (2000)(2000)
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