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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-
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Radiotherapy plus chemotherapy with or without surgical
resection for stage lll non-small-cell lung cancer: a phase Il
randomised controlled trial

Kathy S Albain, R Suzanne Swann, ValerieW Rusch, Andrew T Tuisilll, Frances A Shepherd, Colum Smith, Yuhchyau Chen, Robert BLivingston,
RichardH Feins, David R Gandara, Willard A Fry, Gail Darling, David H Johnson, Mark R Green, Robert C Miller, Joanne Ley, Willliam T Sause, James D Cox

CT/RT/S CT/RT Total

(group1, (group2.  (n=396)
n=202) n=194)

429 Patients
Stage I1IA/N2 NSCLC
Resectable

59(3177)  61(3278) 60(31-78)
=60 113(56%) 95(49%)  208(53%)

60 89(44%)  99(51%) 188 (47%)
Karnofsky performance status
) 70-80 23(11%) 25(13%)  48(12%)
Induction 90-100 179(89%)  169(87%)  348(88%)
Chemotherapy & Definitive Estimatedweight lossin past 6 months (kg)
Radiotherapy Chemotherapy & “ 15406%)  146(5%) 299 7/6%)
. 5-10 36(18%) 30(15%) 67 (17%)
45 Gy Radiotherapy 10 6% e %
61 Gy Unknown 5(2%) 8 (4%) 13(3%)
Tstage
. . LE! 50 (25%) 47 (24%) 97 (24%)
. R
- 13 22(11%) 26(13%) 48 (12%)

Number of positive nodal stations reported
153 (76%) 146(75%) 299 (76%)
39(19%) 39(20%) 78 (20%)
4(2%) 4(2%) 8 (2%)
Unknown 6(3%) 5(3%) 11 (3%)



br)

i
4
!9
!

A

Figure 2: Progreaton foes sow sl (A) snd oversll survival (B) of intartion-to-treat poputat on
St murics sepreent corncend st CTRT) S-chemothengy pha sxtcthengy foliowsd by sengery (growp 1,
n=207). (T)RT- chamoct te gy pha cadothengy (proup 2, n-194) HR- heed st




A
220 - — s
— T
HEOT (35X 0062036 pDay
C3
E
i =
3
3
i
£ x|
@ T T T T 1
Normber ot wak
x0 m a 51 * »
T 3 L a n n e}
B
100
RO 95% O070-3 30k 024
75
Z
e
J
-
o
H ) 3 * “ 0
Pramre——— Tirne from rasdomiution (rmonts)
oy né v n 1 ¥
T 3 = L] 59 = M

Figure 2: Progreaton foes sow sl (A) snd oversll survival (B) of intartion-to-treat poputat on
Sty murios sepreent corncend st CT/RT) S-themothengy pha sxdcttergy foliowsd by wegery (growe
n=207). (T/RT- chemctternsy pha tsdothegy (proug 2, n=194) HR- haoed st

Patients alive (%)

— CT/RT/S
—— CT/RT




* 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)

* QOur patient:
— 77 years old
— Requires bilobectomy+
— Multistation positive
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Trial

RTOG 73-01

RTOG 8311

RTOG 93-1

RTOG 0117
Phase |

CALGB
30105

Induction and concurrent
CaT

Induction CalT. Concur
rent CaT

Concurrent CaT
Concurrent CaT

Induction and concurrent
CaT v. induction CaGem
with concurrent Gem.

Radiation dose

40, 50, 60 Gy

<696 Gy, 696Gy,
up to 79.2 Gy
70.9-90.3 Gy
63-103 Gy

60-74 Gy

78-90 Gy

70-78 Gy
Started at 75.25 Gy

74 Gy

Outcomes

Improvement in local control with
higher dose.

Improvement in median survival
(13 months) for ~69.6 Gy.

90.3 Gy maximum tolerated dose.
Established safety of dose escala-
tion based on lung V20.

OS improved with increasing dose.
MTD not reached.

74 Gy was safe in setting of concur
rent chemotherapy.

MTD not reached.

MTD 74 Gy.

Significant grade 3 toxicity at
75.25Gy. MTD determined to be
74 Gy.

Closed early due to high toxi
city with Gem. Median survival
24 3 months (CaT) vs. 12.5 months
(CaGem).




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

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

[11A/B NSCLC

Stratified by
3D vIMRT

PSOv1
PET staging or not
Squamous v hon-

e

Carboplatin & Paclitaxel - Consolidation C&P
& Cetuximab & Cetuximab

60 Gy in 6 weeks
\

Carboplatin & Paclitaxel —> Consolidation C&P
& Cetuximab & Cetuximab




Overall survival (%)
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Time (months)

25 206 190 s
219 196 174 155
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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



SWOG 1206

Phase /Il trial adding
veliparib to standard
carboplatin/paclitaxel and
thoracic radiotherapy

Phase | dose escalation of
veliparib (completed)

Randomized placebo-
controlled phase 2 (accruing)

I11A/111B NSCLC

/o \

60 Gy in 6 weeks

60 Gy in 6 weeks

Carboplatin/Paclitaxel Carboplatin/Paclitaxel

ABT-888

l

l

Consolidation

Consolidation

Carboplatin/Paclitaxel Carboplatin/Paclitaxel

(2 cycles)
ABT-888

(2 cycles)




TTF1+ adenocarcinoma
EGFRwt
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TTF1+ adenocarcinoma
EGFR exon 19 del
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Standard Concurrent ChemoRT

Eligibility: Stratify:
-Stage Il -Wt. Loss

Erlotinib Standard
x 12 weeks Concurrent

ChemoRT

-Good PS -IlIAvs. 11IB

EGFRm -Chemo
or (EP vs.
ALK+ CboTax)

Standard Concurrent ChemoRT

g Crizotinib
x 12 weeks

Stndr
Concurrent
ChemoRT
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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



