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Walter J Curran, Jr, MD
Executive Director, Winship Cancer Institute
Georgia Cancer Coalition Distinguished Scholar
Emory University
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Median followMedian follow--up:up:
6 years6 years

RT + cc CTRT + cc CT
effect:effect:
p = 0.004p = 0.004

= 0.66= 0.66

CALGB 8831CALGB 8831 45/4645/46 39/4539/45 1.12 [0.73;1.72]1.12 [0.73;1.72]

TrialTrial
No. Deaths / No. EnteredNo. Deaths / No. Entered

RT + conc CTRT + conc CT RT + seq CTRT + seq CT Hazard RatioHazard Ratio HR [95% CI]HR [95% CI]

RT + conc CT betterRT + conc CT better || RT + seq CT betterRT + seq CT better

WJLCGWJLCG 131/156131/156 142/158142/158 0.78 [0.61;0.99]0.78 [0.61;0.99]

RTOG 9410RTOG 9410 180/204180/204 189/203189/203 0.80 [0.65;0.98]0.80 [0.65;0.98]

GMMA Ankara 95GMMA Ankara 95 15/1515/15 15/1515/15 0.87 [0.41;1.82]0.87 [0.41;1.82]

GLOTGLOT--GFPC NPCGFPC NPC 87/10287/102 96/10396/103 0.80 [0.60;1.07]0.80 [0.60;1.07]

EORTC 08972EORTC 08972 63/8063/80 66/7866/78 0.98 [0.69;1.39]0.98 [0.69;1.39]

TotalTotal 521/603521/603 547/602547/602

Test for heterogeneity:Test for heterogeneity: pp II
22

=  0 %=  0 %

0.84 [0.74;0.95]0.84 [0.74;0.95]

0.250.25 1.001.00 4.004.00
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Absolute benefit in OS with concomitant CT:Absolute benefit in OS with concomitant CT:

At 2 years:          At 3 years:           At 5 years:At 2 years:          At 3 years:           At 5 years:
5.3%5.3% 5.7% 5.7% 4.5%4.5%

HR=HR=0.84 [0.74;0.95]0.84 [0.74;0.95], p=0.004, p=0.004

RT + conc CTRT + conc CT
RT + seq CTRT + seq CTS
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CR, PR, or SD;
ECOG PS 0-2

Docetaxel 75 mg/m2 q 3 wk ´ 3 Observation

Randomize

Phase III Trial of Consolidation Chemo 
Hooiser Oncology Group (LUN 01-24)
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•• Mitomycin 8 mg/mMitomycin 8 mg/m22 d 1, 29 d 1, 29 
•• Vindesine 3 mg/mVindesine 3 mg/m22 d 1, 8, 29, 36d 1, 8, 29, 36
•• Cisplatin 80 mg/mCisplatin 80 mg/m22 d 1, 29  d 1, 29  
•• Concurrent Radiation 60Gy       Concurrent Radiation 60Gy       

(No split, Continuous Radiation)(No split, Continuous Radiation)
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Primary Endpoint – Survival (n=512) (2 X 2 design ev aluating dose and cetuximab 
independently)

Stratified by stage (A vs B), type of RT (3-D vs IM RT) and PS (0 vs 1)

Stage IIIA/B           Stage IIIA/B           

PS 0PS 0--1             1             

FEVFEV11 � 1.5L; V� 1.5L; V2020 <37%           <37%           

No No SupraclavSupraclav LNs LNs 

PET recommendedPET recommended

RR
AA
NN
DD
OO
MM

I I 
ZZ
EE

Concurrent ChemoRT
Paclitaxel 45 mg/m2

Carboplatin AUC 2 
Weekly x7             

RT 60 Gy (2 Gy/d)

+ Cetuximab

Concurrent ChemoRT
Paclitaxel 45 mg/m2

Carboplatin AUC 2 
Weekly x7            

RT 74 Gy (2 Gy/d)

+ Cetuximab

Consolidation
Paclitaxel 200mg/m2

Carboplatin AUC 6 
q3wks x2 cycles
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Pemetrexed :  (500 mg/m2), iv 
on D1, D22 and D43

Cisplatin :  (75 mg/m2) iv after 
Pem on D1, D22 and D43

TRT: 66 Gy in 33 fx (daily 2 Gy fx)

3 CYCLES
Vitamins, Dexamethasone

Etoposide : (50 mg/m2) iv on 
D1-D5, D29-D33

Cisplatin : (50 mg/m2) iv after 
etoposide on D1, D8, D29, D36

TRT: 66 Gy in 33 fx (daily 2Gy fx)

2 CYCLES

Pemetrexed :  500 mg/m2, iv 
on D1  every 21 days x 4 cycles
Vitamins, Dexamethasone

Arm B

Arm A

CONSOLIDATION CTCONCURRENT CT/RT

Dealer’s choice : 2 cycles 
of Etoposide/cisplatin
or vinorelbine/cisplatin
or taxol/carboplatin
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Evolution of Radiation Oncology
1960’s to Now

High resolution  IMRT
Multileaf Collimator

Dynamic MLC
and  IMRT

1960’s 1970’s 1980’s 1990’s
2000’s

Cerrobend Blocking
Electron Blocking

Blocks were used to 
reduce the dose to 
normal tissues

MLC leads to 3D 
conformal therapy 
which allows the first 
dose escalation trials.

Computerized IMRT 
introduced which 
allowed escalation of 
dose and reduced 
compilations

Functional 
Imaging

IMRT Evolution 
evolves to smaller 
and smaller 
subfields and high 
resolution IMRT 
along with the 
introduction of new 
imaging 
technologies

The First Clinac
Computerized 3D CT Computerized 3D CT 
Treatment PlanningTreatment Planning

Standard Collimator

The linac reduced 
complications 
compared to Co60
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Courtesy of L. Gaspar

The 5D’s of IGRT? C Ling

•• Detection / Diagnosis / Staging

•• Delineation of target 

Dose delivery assurance

•• Determine biological attributes

P
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•• Dose distribution planning

The 5D’s of IGRT?

•• Detection / Diagnosis / Staging

•• Delineation of target 

•• Dose delivery assurance

•• Determining biological attributesIn
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Primary Endpoint – Survival (n=512) (2 X 2 design ev aluating dose and cetuximab 
independently)

Stratified by stage (A vs B), type of RT (3-D vs IM RT) and PS (0 vs 1)

Stage IIIA/B           Stage IIIA/B           

PS 0PS 0--1             1             

FEVFEV11 � 1.5L; V� 1.5L; V2020 <37%           <37%           

No No SupraclavSupraclav LNs LNs 

PET recommendedPET recommended
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Concurrent ChemoRT
Paclitaxel 45 mg/m2

Carboplatin AUC 2 
Weekly x7             

RT 60 Gy (2 Gy/d)

+ Cetuximab

Concurrent ChemoRT
Paclitaxel 45 mg/m2

Carboplatin AUC 2 
Weekly x7            

RT 74 Gy (2 Gy/d)

+ Cetuximab

Consolidation
Paclitaxel 200mg/m2

Carboplatin AUC 6 
q3wks x2 cycles

Summary:  Stage III NSCLC Standard of Care

� Variability Present but Common Themes Dominate
� Reasonable Discussion re Good PS Pts Possible
� Difficult to Define Lower PS Pt Standard of Care
� Changes in Details of Care not All Subject to Clinical Trials


