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• 77-‐year-‐old	  presents	  with	  a	  worsening	  cough,	  scant	  
hemoptysis

• Chest	  x-‐ray	  shows	  a	  right	  lung	  mass
• Chest	  CT:	  3.5-‐cm	  right	  perihilar mass,	  enlarged	  
subcarinal lymph	  node

• PET/CT:	  avid	  disease	  in	  right	  perihilar mass,	  
subcarinal lymph	  node.	  No	  distant	  disease

• Brain	  MRI	  negative
• No	  weight	  loss.	  CBC,	  laboratory	  studies	  are	  WNL



• Bronchoscopy	  and	  EBUS	  biopsies	  positive	  in	  RML,	  
subcarinal and	  4R	  stations	  
– TTF1+	  adenocarcinoma
– EGFRwt,	  ALK-‐



429	  Patients
Stage	  IIIA/N2	  NSCLC
Resectable

Induction	  
Chemotherapy	  &
Radiotherapy
45	  Gy

Definitive	  
Chemotherapy	  &
Radiotherapy
61	  Gy

Surgical	  Resection

-‐Albain et	  al,	  Lancet	  2009



• PFS	  superior	  with	  C/RT/S
• No	  difference	  is	  OS



• PFS	  superior	  with	  C/RT/S
• No	  difference	  is	  OS

• OS	  improved	  with	  surgery	  
in	  lobectomy	  patients



• Notes	  on	  patients	  on	  the	  Intergroup	  Trial
– Excluded	  T4	  and	  N3
– Young:	  median	  <	  60,	  and	  90%	  had	  KPS	  90-‐100
– 75%	  had	  1	  nodal	  station	  pos.,	  98%	  had	  1	  or	  2
– All	  were	  technically	  resectable at	  diagnosis
– FEV1	  >	  2L	  (or	  PO	  pred FEV1	  >	  800cc)

• Our	  patient:
– 77	  years	  old
– Requires	  bilobectomy+
–Multistation positive



• The	  standard	  radiation	  dose	  for	  stage	  III	  NSCLC	  was	  established	  in	  1982,	  
with	  the	  publication	  of	  the	  RTOG	  7301	  trial
– 60	  Gy continuous	  treatment	  superior	  to	  40	  or	  50	  Gy or	  split	  course

– Radiation	  dose	  escalation	  beyond	  60	  Gy appears	  beneficial

-‐Terakedis et	  al,	  Front	  Oncol 2011



IIIA/B	  NSCLC

Stratified	  by
3D	  v	  IMRT
PS	  0	  v	  1
PET	  staging	  or	  not
Squamous	  v	  non-‐

Carboplatin	  &	  Paclitaxel à Consolidation	  C&P
60	  Gy in	  6	  weeks

Carboplatin	  &	  Paclitaxel à Consolidation	  C&P
74	  Gy in	  7.5	  weeks

Carboplatin	  &	  Paclitaxel à Consolidation	  C&P
&	  Cetuximab &	  Cetuximab

60	  Gy in	  6	  weeks

Carboplatin	  &	  Paclitaxel à Consolidation	  C&P
&	  Cetuximab &	  Cetuximab

74	  Gy in	  7.5	  weeks

RTOG	  0617



• High-‐dose	  arms	  closed	  early	  for	  
futility

• OS	  significantly	  worse	  in	  high-‐dose	  
arms,	  20.3	  vs	  28.7	  months

• More	  treatment-‐related	  deaths	  in	  
high-‐dose	  arms	  (8	  vs	  3)

• No	  difference	  in	  tumor	  volume,	  
radiation	  coverage

• Heart	  dose	  was	  a	  significant	  
predictor	  of	  worse	  OS

-‐Bradley	  et	  al,	  Lancet	  Oncology	  2015

RTOG	  0617



Advances	  in	  Chemotherapy	  for	  Stage	  III…

• Meta-‐analysis	  of	  6	  randomized	  trials	  of	  
concomitant	  vs	  sequential	  chemoradiation
– Cisplatin based,	  mostly	  doublet
– RT	  36	  to	  66	  Gy

• Demonstrated	  a	  significant	  overall	  survival:
4.5%	  at	  5	  years

• Improved	  LRC

• Increased	  grade	  3-‐4	  esophagitis,	  4%	  vs	  18%

Auperin JCO	  2010



PROCLAIM

• Non-‐squamous,	  unresectable IIIA/B	  NSCLC,	  
treated	  with	  chemoradiation

• 66	  Gy thoracic	  RT

• Randomized	  to

– Cisplatin/pemetrexed q	  3	  weeks	  
followed	  by	  cis/pem consolidation

– Cisplatin/etoposide	  q	  4	  weeks	  	  	  	  
followed	  by	  cis/etoposide	  consolidation

• Stopped	  for	  futility	  after	  598	  patients

• No	  significant	  difference	  in	  OS

• Lower	  grade	  3-‐4	  toxicity	  in	  cis/pem arm
64%	  vs	  76.8%

-‐Senan et	  al,	  JCO	  2016



• For	  patients	  with	  LA-‐NSCLC	  receiving	  concurrent	  
chemoradiotherapy,	  the	  standard	  radiation	  dose	  is	  60-‐70	  Gy

• For	  squamous	  cell	  carcinoma,	  a	  cisplatin	  doublet	  is	  appropriate,	  
most	  commonly	  cisplatin/etoposide	  or	  carboplatin/paclitaxel

• For	  non-‐squamous	  cancer,	  the	  combination	  of	  
cisplatin/pemetrexed is	  equally	  effective	  as	  cisplatin/etoposide,	  
but	  with	  lower	  incidence	  of	  serious	  adverse	  events



SWOG	  1206

• Phase	  I/II	  trial	  adding	  
veliparib to	  standard	  
carboplatin/paclitaxel	  and	  
thoracic	  radiotherapy

• Phase	  I	  dose	  escalation	  of	  
veliparib (completed)

• Randomized	  placebo-‐
controlled	  phase	  2	  (accruing)

IIIA/IIIB	  NSCLC

60	  Gy in	  6	  weeks
Carboplatin/Paclitaxel
ABT-‐888

Consolidation
Carboplatin/Paclitaxel
(2	  cycles)
ABT-‐888

60	  Gy in	  6	  weeks
Carboplatin/Paclitaxel

Consolidation
Carboplatin/Paclitaxel
(2	  cycles)



• Bronchoscopy	  and	  EBUS	  biopsies	  positive	  in	  RML,	  
subcarinal and	  4R	  stations
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• Bronchoscopy	  and	  EBUS	  biopsies	  positive	  in	  RML,	  
subcarinal and	  4R	  stations
TTF1+	  adenocarcinoma
EGFR	  exon	  19	  del



NRG/Alliance  1306  
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• For	  patients	  with	  LA-‐NSCLC	  receiving	  concurrent	  
chemoradiotherapy,	  the	  standard	  radiation	  dose	  is	  60-‐70	  Gy

• For	  squamous	  cell	  carcinoma,	  a	  cisplatin	  doublet	  is	  appropriate,	  
most	  commonly	  cisplatin/etoposide	  or	  carboplatin/paclitaxel

• For	  non-‐squamous	  cancer,	  the	  combination	  of	  
cisplatin/pemetrexed is	  equally	  effective	  as	  cisplatin/etoposide,	  
but	  with	  lower	  incidence	  of	  serious	  adverse	  events

• Efforts	  are	  under	  way	  to	  incorporate	  targeted	  agents	  into	  the	  
standard	  backbone	  of	  chemoradiation


