)OSV

(

SUOIlPPUSIHULI()DS.I PIdE.I

ASSOCIATED
CONTENT

The companion to this
article was published
in the September 1,
2017 issue of Journal
of Clinical Oncology.
See accompanying
article on page 2960
Author affiliations
and support
information (if
applicable) appear
at the end of this
article.

Accepted on January
23, 2022 and
published at
ascopubs.org/journal/
jco on February 15,
2022: DOI https/doi.
org/10.1200/1C0.22.
00051

© 2022 by American
Society of Clinical
Oncology

ASCO

'.) Check for updates

Adjuvant Systemic Therapy and Adjuvant
Radiation Therapy for Stage I-1lIA Completely
Resected Non-Small-Cell Lung Cancer: ASCO
Guideline Rapid Recommendation Update

Katherine Pisters, MD?; Mark G. Kris, MD?; Laurie E. Gaspar, MD>#; and Nofisat Ismaila, MD®; for the Adjuvant Systemic Therapy and
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ASCO Rapid Recommendations Updates highlight revisions to select ASCO guideline recommendations as a
response to the emergence of new and practice-changing data. The rapid updates are supported by an evidence
review and follow the guideline development processes outlined in the ASCO Guideline Methodology Manual.
The goal of these articles is to disseminate updated recommendations, in a timely manner, to better inform
health practitioners and the public on the best available cancer care options.

BACKGROUND

In 2017, ASCO with Ontario Health—Cancer Care
Ontario published a guideline on adjuvant therapy in
resected stage I-lll non-small-cell lung cancers
(NSCLCs).! Two randomized control trials (RCTs)?®
were published in 2020? and 2021° and prompted
this amendment to the 2017 guideline.

METHODS

A targeted electronic literature search to identify RCTs
of osimertinib and atezolizumab in this patient pop-
ulation was conducted. No additional randomized
trials were uncovered. Members from the original
Expert Panel reconvened to assess key evidence from
the Wu and Felip trials and to create and approve the
revision to the recommendations.

EVIDENCE REVIEW

In the Wu et al® targeted therapy trial, patients with
completely resected EGFR (Ex19 del or L858R)
mutation—positive stage IB-IlIA (7th edition, AJCC
Cancer Staging Manual),¥ NSCLC were randomly
assigned to receive either osimertinib (80 mg once
daily) or placebo for 3 years or until disease recurrence
or fulfillment of a criterion for discontinuation. Ad-
ministration of postoperative chemotherapy before
random assignment was allowed but not mandatory
(given in 26% and 75% of stage IB and II-IlIA patients,
respectively). The benefit of postoperative osimertinib
was not affected by the use of postoperative chemo-
therapy. The primary end point was disease-free
survival (DFS) according to investigator assessment
among patients with stage II-11|A disease. A total of 682
patients were randomly assigned; 60% received ad-
juvant chemotherapy. At 24 months, 90% of stage II-
[IIA patients receiving osimertinib (95% Cl, 84 to 93)

versus 44% receiving placebo (95% Cl, 37 to 51) were
alive and disease-free (overall hazard ratio [HR] for
primary study end point 0.17;99.06% Cl, 0.11 t0 0.26;
P < .001). In the stage IB-IIIA population, 89% of the
patients receiving osimertinib versus 52% receiving
placebo were alive and disease-free at 24 months
(95% Cl, 851092 v95% Cl, 46 to 58; overall HR 0.20;
99.12% ClI, 0.14 to 0.30; P < .001). Overall survival
data, a secondary end point, are immature, and it is
unknown whether there is an overall survival benefit.

In the Felip et al® immunotherapy trial, patients with
completely resected stage IB (= 4 cm)-IlIA (7th edition,
AJCC Cancer Staging Manual)* NSCLC were randomly
assigned to receive adjuvant atezolizumab (1,200 mg
every 21 days for 16 cycles or 1 year) or best supportive
care (BSC) after adjuvant cisplatin-based chemother-
apy. The primary end point was investigator-assessed
DFS in patients with stage lI-1IIA NSCLC with at least 1%
programmed death-ligand 1 (PD-L1) expression. A total
of 1,005 patients were randomly assigned and included
in the intent-to-treat population. At 32 months median
follow-up, DFS was greater for patients with stage II-1lIA,
PD-L1-positive with atezolizumab versus BSC (HR,
0.66; 95% Cl, 0.50 t0 0.88; P = .0039) and also for all
patients with stage II-111A with atezolizumab versus BSC
(HR, 0.79; 95% Cl, 0.64 to 0.96; P = .020).

The quality of the evidence of these studies was
assessed using the GRADE tool. Wu et al had a high
certainty of evidence, whereas Felip et al had a mod-
erate certainty of evidence.

2021 UPDATED RECOMMENDATION
Recommendation 1.2

Stage IB (3 < T =4 cm, NOMO): Adjuvant osimertinib
is recommended for patients with sensitizing EGFR
(Ex19del or L858R) mutations (Type: evidence based;
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Evidence quality: high; Strength of recommendation:
strong).

Recommendation 1.2.1

Adjuvant cisplatin-based chemotherapy and/or atezolizumab
are not recommended for routine use in this patient group. A
postoperative multimodality evaluation, including a consulta-
tion with a medical oncologist, is recommended to assess
benefits and risks of adjuvant therapies for each patient.
Factors to consider other than tumor stage when making a
recommendation for adjuvant therapy are outlined after the
adjuvant systemic therapy section of the 2017 guideline (Type:
evidence based and panel consensus, benefits outweigh
harms, especially in patients with larger tumors; Evidence
quality: intermediate; Strength of recommendation: moderate).

Recommendation 1.3

Stages IA, IIB, and IlIA: Adjuvant cisplatin-based chemo-
therapy is recommended for all patients. Adjuvant osimertinib
is recommended after chemotherapy for patients with tumors
with sensitizing EGFR mutations, regardless of the PD-L1
status. Adjuvant atezolizumab is recommended for all pa-
tients with PD-L1 = 1% after cisplatin-based chemotherapy
except for patients with sensitizing EGFR mutations (Type:
evidence based and panel consensus; Evidence quality:
high; Strength of recommendation: strong).

Note: the guideline recommendations are based on the 7™
edition staging system used in the studies as opposed to the
current 8" edition staging system for lung cancer.®

GUIDELINE DISCLAIMER

The Clinical Practice Guidelines published herein are pro-
vided by the American Society of Clinical Oncology Inc
(ASCO) to assist providers in clinical decision making. The
information herein should not be relied upon as being
complete or accurate nor should it be considered as inclusive
of all proper treatments or methods of care or as a statement
of the standard of care. With the rapid development of sci-
entific knowledge, new evidence may emerge between the
time information is developed and when it is published or
read. The information is not continually updated and may not
reflect the most recent evidence. The information addresses
only the topics specifically identified therein and is not ap-
plicable to other interventions, diseases, or stages of diseases.
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This information does not mandate any particular course of
medical care. Furthermore, the information is not intended to
substitute for the independent professional judgment of
the treating provider as the information does not account
for individual variation among patients. Recommendations
specify the level of confidence that the recommendation
reflects the net effect of a given course of action. The use of
words like must, must not, should, and should not indicates
that a course of action is recommended or not recommended
for either most or many patients, but there is latitude for the
treating physician to select other courses of action in indi-
vidual cases. In all cases, the selected course of action should
be considered by the treating provider in the context of
treating the individual patient. Use of the information is vol-
untary. ASCO does not endorse third-party drugs, devices,
services, or therapies used to diagnose, treat, monitor,
manage, or alleviate health conditions. Any use of a brand or
trade name is for identification purposes only. ASCO provides
this information on an as is basis and makes no warranty,
express or implied, regarding the information. ASCO specif-
ically disclaims any warranties of merchantability or fithess for
a particular use or purpose. ASCO assumes no responsibility
for any injury or damage to persons or property arising out of or
related to any use of this information or for any errors or
omissions.

GUIDELINE AND CONFLICTS OF INTEREST

The Expert Panel was assembled in accordance with ASCO’s
Conflict of Interest Policy Implementation for Clinical Practice
Guidelines (“Palicy,” found at http:/Awww.asco.org/guideline-
methodology). All members of the Expert Panel completed
ASCO’s disclosure form, which requires disclosure of fi-
nancial and other interests, including relationships with
commercial entities that are reasonably likely to experience
direct regulatory or commercial impact as a result of pro-
mulgation of the guideline. Categories for disclosure include
employment; leadership; stock or other ownership; honoraria,
consulting or advisory role; speaker's bureau; research
funding; patents, royalties, and other intellectual property;
expert testimony; travel, accommodations, and expenses;
and other relationships. In accordance with the Policy, most
of the members of the Expert Panel did not disclose any
relationships constituting a conflict under the Policy.

EDITOR’S NOTE

This ASCO Clinical Practice Guideline Recommendation Update provides
a recommendation update, with review and analysis of the relevant
literature for the recommendation. Additional information, including
links to patient information at www.cancer.net, is available at
www.asco.org/thoracic-cancer-guidelines.
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