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M ultid iscip linary  M anagem ent o f the Locally  A dvanced U nresectab le  
N on-S m all C ell Lung  C ancer

Research Institute and Hospital, National Cancer Center, Gyeonggi-do, Korea

  Locally advanced (Stage III) non-small cell lung cancer (NSCLC) accounts for approximately one third of 
all cases of NSCLC. Few patients with locally advanced NSCLC present with disease amenable to curative 
surgical resection. Historically, these patients were treated with primary thoracic radiation therapy (RT) and 
had poor long term survival rates, due to both progression of local disease and development of distant 
metastases. 
  Over the last two decades, the use of multidisciplinary approach has improved the outcome for patients 
with locally advanced NSCLC. Combined chemoradiotherapy is the most favored approach for treatment of 
locally advanced unresectable NSCLC. There are two basic treatment protocols for administering combined 
chemotherapy and radiation, sequential versus concurrent. The rationale for using chemotherapy is to 
eliminate subclinical metastatic disease while improving local control. Sequential use of chemotherapy 
followed by radiotherapy has improved median and long term survival compared to radiation therapy alone. 
This approach appears to decrease the risk of distant metastases, but local failure rates remain the same 
as radiation alone.
  Concurrent chemoradiotherapy has been studied extensively. The potential advantages of this approach 
may include sensitization of tumor cells to radiation by the administration of chemotherapy, and reduced 
overall treatment time compared to sequential therapy; which is known to be important for improving local 
control in radiation biology. This approach improves survival primarily as a result of improved local control. 
However, it doesn't seem to decrease the risk of distant metastases probably because concurrent 
chemoradiation requires dose reductions in chemotherapy due to increased risks of acute morbidity such as 
acute esophageal toxicity.
  Although multidisciplinary therapy has led to improved survival rates compared to radiation therapy alone 
and has become the new standard of care, the optimal therapy of locally advanced NSCLC continues to 
evolve. The current issues in the multidisciplinary management of locally advanced NSCLC will be reviewed 
in this report.
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Sequential CRT 
CALGB 8433 (Phase III)

RT
RT:60Gy/30fx

CT + RT
CT: VBL 5mg/m2 weekly x 5+DDP 100 mg/m2

D1,29 

R
A

N
D

O
M

IZ
E

“Favorable” Stage III NSCLC:
Excellent performance (ECOG 0-1), 
Minimal wt loss (<5%) over 3 mo.
No palpable SCLN

Sequential CRT 
RTOG/8808 (Phase III)

cfRT(60 Gy/30 fx)

hfRT(69.6 Gy/58 fx)

VBL/DDPx2 + cfRT (60 
Gy/30 fx)R
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•Stage II, IIIA/B unresectable
•KPS 70-100
•Weight loss <5%

Concurrent CRT 
Jeremic et al. (Phase III)

hfRT(69.6 Gy/58 fx)

hfRT + CT (Carbo
50mg/E 50mg po daily)R
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•Stage IIIA/B
•KPS>50%

Sequential CRT 
IGR Trial (Phase III)

RT(65 Gy)

*VCPCx3 + RT + VCPCx3
*Vindesine, CTX, DDP, LomustineR
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•Squamous, large cell
•Age<70, KPS>50%, non-resectable
•M0

Concurrent CRT 
EORTC (Phase III)

*RT(55 Gy/20 fx)
*3Gy x 10-2 wk rest-2.5Gy x 10

RT + DDP (40 mg/m2,wkly)

RT + DDP (6 mg/m2,daily)R
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•331 non-metastatic inoperable NSCLC (stage I, 
II, III: medically inoperable pts included)

ECOG PS: 0-2

Sequential vs. Concurrent 
Furuse et al. (Phase III)

Sequential CRT
•CT(DDP 80 mg/m2 d1, 29; VNS 3mg/m2 
d1,8,29,36; MMC 8mg/m2 d1,29)
•RT(56 Gy/28fx)

Concurrent CRT
•CT(DDP 80 mg/m2 d1, 29; VNS 3mg/m2 
d1,8,29,36; MMC 8mg/m2 d1,29)
•RT(28Gy/14fx-rest for 10 d-28Gy/14fx)
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•Unresectable Stage IIIA/B

Appendix
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Sequential vs. Concurrent 
RTOG 9410 (Phase III)

sCRT
CT(VBL 5mg/m2 weekly x 5+DDP 100 mg/m2 
D1,29) + RT(60 Gy/30fx) beginning @ d50

cCRT 
Same CT + RT(60 Gy/30fx) beginning @ d1 

cChfRT
Same CT + hfRT(69.6Gy/58fx) beginning @ d1R
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•Unresectable stage II-III

•KPS > 70

•Weight loss < 5%

Induction CT + cCRT
RTOG 9204(Phase II)

iCT + cCRT
•iCT: 2xVBL,DDP
•cCRT: DDP 75mg/m2, 50,71,92 + 63Gy/35 fx

cChfRT
•CT: 2 X (DDP 50mg/m2, d1,8/E 50mg bid x10d)
•RT: 69.6 Gy/58 fx, 1.2 Gy, bidR
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•Locally advanced inoperable 

Induction CT + cCRT
CALGB 9130(Phase III)

iCT+ RT (=sCRT)
iCT: 2xVBL,DDP
RT: 60 Gy/30 fx

iCT + cCRT
cCRT: wkly Carb 100mg/m2 + 60 Gy/30 fxR
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283 pts w/ Stage IIIA/B,PS 0-1,Wt loss <5%


