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Stage lll NSCLC: A Heterogeneous Group

8th Edition AJCC/UICC Stage Approach to Treatment Decisions for Stage Ill NSCLC

Incidental N2 . Adjuvant
(or stage Ill) therapy

T/M  Subgroup NO

Tla
T1 Tib

Tlc
T2 T2a

T2b Potentially Dedicated Surgical
3 3 resectable N2 Lad multidisciplinary tamd multimodality

(or stage Ill) assessment treatment

T4 T4 IC

M1la IVA IVA
M1 M1b IVA IVA

M1c Nonsurgical

Unresectable

multimodality

N2 (or stage lll)

Stage mOS,Mo 2-Yr0S,% 5-YrOS, % treatment
OSby "y 41.9 65 41
Pathologic

lHC 11.0 30 12

Van Meerbeeck. Eur J Cancer Suppl. 2013;11:150. Detterbeck. Chest. 2017;151:193.
Goldstraw. J Thorac Oncol. 2016;11:39. Eberhardt. Ann Oncol. 2015;26:1573.



Stage |Il NSCLC
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ASCO Guidelines bt

Y
Multidisciplinary
di ion or consult
with surgeon

Resectable Unresectable

A complete resection (RO) of the
primary tumor and involved lymph
nodes is deemed possible;

N3 lymph nodes are deemed to be
not involved by multidisciplinary
consensus;

Perioperative (90-day) mortality is Y
expected to be low (< 5%)

Patients who are medically
or surgically inoperable

Patients with good PS

|

: doublet, preferable cisplatin/
v v v | etoposide, carboplatin/paclitaxel,

|

|

|

|

|
cisplatin/pemetrexed (non r

|

|

N2 Resectable superior Selected patients with squamous only), or cisplatin/
sulcus T4NO disease vinorelbine Patients who are not candidates
————————————— - for concurrent 3 Patients who are not candidates
—————————————— chemoradiotherapy but are for chemotherapy
A RT to 60 Gy I candidates for chemotherapy

Doses higher than 60Gy and up to I
70 Gy may be considered for |
selected patients with careful |

attention to doses to heart, lungs, |

and esophagus .
kA _______ | No disease

Neoadjuvant
chemotherapy

progression
Surgery®
|
. 228 £ o ___
Consolidation
Patients with resected durvalumab for up to 12 Patients receiving
stage Ill lung cancer months definitive radiation in

may be considered for
radiation dose escalation
and for modest

|
|
|
| standard fractionation
|
|
|

v \4 v

- - - - hypofractionation from

Pangnts who c!|d not Patients with EGFR exon Patients with mediastinal : 2.15-4 Gy per fraction I

receive neoadjuvant 19 deletion or exon N2 involvement without | I
systemic therapy L858R mutation extracapsularextension [ e -

T who have received
| neoadjuvant or adjuvant
| platinum-based

| chemotherapy
|

|

Y N\

Postoperative RT should
not be routinely offered

Y
Osimertinib after
platinum-based
chemotherapy

Platinum-based
chemotherapy




unresectable



median survival time improvement for St Il NSCLC

Study

INT 0139

RTOG 9410
RTOG 0617
PROCLAIM

PACIFIC

NRG LUOO1
Phase Il

Publication Year

2009
2011
2015
2016

2018

2019

Systemic Therapy

CDDP VP-16 +/- SURG
CDDP Vinblastine
Carbo / Taxol

Pemetrexed CDDP
CDDP VP-16
+ consolidation Chemo

Carbo / Taxol +/- Durvalumab

Carbo / Taxol +/- metformin

Best MST (mo)

24 (Lobectomy 34)
17.4
28.7
26.8

> 45

> 40



Unresectable Stage Ill NSCLC: Evolution of Treatment

100

904?
804
70+
60 +
50 4
40 -
304
204
10-

OS (%)

RT vs
Sequential RT + CT*!

Sequ RT + CT (n = 887)
RT (n = 893)

HR: 0.87 (P = .005)

Sequential RT + CT vs

Concurrent CRT?

cCRT (n = 603)

Sequ RT + CT (n = 602)

HR: 0.84

(95% Cl: 0.74-0.95; P = .004)

>

Probabilit

12.8% 10.6%

0 L} L} L} Ll L} L} L) L) L] J 0
0 6 121824303642485460 0

Mo

*Cisplatin-based regimens.

12 24 36 48 60
Mo

PACIFIC: Concurrent CRT +

Immunotherapy?
Median OS, Mo
(95% Cl)
cCRT > durvalumab (n = 476) 47.5 (38.1-52.9)
cCRT > placebo (n=237) 29.1(22.1-35.1)
5-yr stratified HR: 0.72 (95% Cl: 0.59-0.89)

1.0 83.1%
0.8- 66.3%
56.7%

0.6 20 6% o 49.7%  42.9%
0.4+ : 55.3%

|
0.2+ : : 0 36.3% 33.4%
3 S - S S S—

013 6 9121518212427303336 39424548515457606366697275
Mo

In February 2018, FDA approved durvalumab for treatment of

unresectable stage Ill NSCLC without disease progression following concurrent CRT

1. NSCLC Collaborative Group. BMJ. 1995;311:899. 2. Aupérin. JCO. 2010;28:2181. 3. Spigel. JCO. 2022;40:1301.



RT has improved as well

" target definition: locating tumor on CT simulation rather than landmarks

= volumetric (3D) rather than point (2D) dose prescription (conformal 3D; IMRT;
VMAT,; protons)

= use of lower photon energy (6-10 MV)

* heterogeneity correction: (lung vs. tumor density)
= accounting for motion: 4D CT simulation

" not missing the tumor during daily RT: IGRT

* understanding normal tissue tolerance (lung V20)

" [imiting breaks during treatment course



PACIFIC: Study Design

* Randomized, double-blind, placebo-controlled phase Ill trial

Stratified by age (< 65 vs 2 65 yrs), sex, and
smoking history (current/former vs never)

Adult patients with locally l Durvalumab 10 mg/kg IV Q2W
advanced, unresectable for up to 12 mos
stage Il NSCLC with 1-42 days /' (n = 473) —

22 cycles platinum-based ___ =~ post e Isease
chemotherapy with radiation concurrent P rog:esbs;o? or.
therapy and no progression, CRT \ Placebo IV Q2W unacceptable toxicity

WHO PS 0/1 for up to 12 mos

(N =713) (n =236)

" Primary endpoints: PFS by BICR per RECIST v1.1, OS
» Secondary endpoints including: ORR, DoR, TTDM, PFS2, safety, PROs

Antonia SJ, et al. N Engl J Med. 2017;377:1919-1929. Antonia SJ, et al. WCLC 2018. Abstract PL02.01.
Antonia SJ, et al. N Engl J Med. 2018;[Epub ahead of print].



