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Background & Methodology



Introduction

« SCLC is an aggressive, poorly differentiated, neuroendocrine carcinoma with more than 150,000
people diagnosed worldwide each year.12

« SCLC is usually staged using the Veterans Administration Lung Study Group staging system which
defines limited-stage (LS-SCLC) as disease confined to one hemithorax within a tolerable radiation
field, and extensive-stage (ES-SCLC) as disease extending beyond LS-SCLC, including malignant
pleural effusion, contralateral lung involvement, and hematogenous metastases.?

« Over two-thirds of patients present with extensive-stage disease at diagnosis.

« LS-SCLC is potentially curable when treated with concurrent chemoradiotherapy, with 5-year OS
rates reported as up to 34%.4

« ES-SCLC remains an incurable disease with a 5-year OS rate of < 5%.2°

 Until recently, the major improvements in outcomes achieved for patients with SCLC were due to
advances in radiotherapy, particularly in those with limited-stage disease.5’
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Introduction

* Since the last ASCO update in SCLC management in 2015,8 there have been significant advances
In the systemic treatment of ES-SCLC with the incorporation of immune checkpoint inhibitors into
first-line therapy,®1° and additional options for subsequent treatment of recurrent disease.:1?

* Importantly, any discussion of the management of patients with small cell lung cancer would be
iIncomplete without a strong recommendation for smoking cessation, not only to decrease the risk
of developing lung cancer, but also to improve the outcomes of people already diagnosed with lung
cancer.

* Numerous studies have reported that smoking cessation results in superior outcomes in terms of
cancer recurrence, tolerance of and response to treatment, and overall survival for patients with
both early-stage and advanced lung cancer.13-1/

* The purpose of this ASCO and OH updated guideline is to summarize recommendations for
systemic therapy in the management of patients with SCLC in light of recent advances.

* In addition, ASCO endorses the ASTRO guidelines on radiotherapy for patients with SCLC.18
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Guideline Development Methodology

 The ASCO Evidence Based Medicine Committee (EBMC) guideline process includes:
= a systematic literature review by ASCO guidelines staff

= an expert panel provides critical review and evidence interpretation to inform guideline
recommendations

= final guideline approval by ASCO EBMC

* The full ASCO Guideline methodology manual can be found at: www.asco.org/guideline-
methodology

. ' AMERICAN SOCIETY OF
www.asco.org/thoracic-cancer-guidelines ©American Society of Clinical Oncology (ASCO) and Ontario Health (OH) 2023. Al rights reserved worldwide. @ Ontario Health AS CO CLINICAL ONCOLOGY

For licensing opportunities, contact licensing@asco.org Cancer Care Ontario KNOWLEDGE CONQUERS CANCER


http://www.asco.org/guideline-methodology
http://www.asco.org/guideline-methodology
http://www.asco.org/genitourinary-cancer-guidelines
mailto:licensing@asco.org

Clinical Questions

This clinical practice guideline addresses eight clinical questions:

1.

2.

What is the optimal treatment regimen for adjuvant systemic therapy in patients with resected
SCLC?

What is the optimal systemic therapy for use with concurrent radiotherapy in patients with LS-
SCLC?

What is the optimal first-line systemic therapy for patients with ES-SCLC?
What systemic therapy options are available for treating relapsed SCLC?

What is the best management approach for treatment naive patients who are older or who have
poor PS?

What is optimal systemic therapy for patients with NSCLC harboring an EGFR mutation that has
transformed to SCLC?

What is the role of biomarkers, including molecular profiling in guiding therapy for patients with
SCLC?

Which myeloid supportive agents may be considered for use in patients with SCLC?
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Target Population and Audience

Target Population

* Patients with SCLC

Target Audience

* Medical oncologists, radiation oncologists, thoracic surgeons, pulmonologists, pathologists,
radiologists, primary care physicians, nurse practitioners, physician assistants, pharmacists,
nurses, and other providers.
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Summary of Recommendations
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Summary of Recommendations

Clinical Question 1

* What is the optimal treatment regimen for adjuvant systemic therapy in patients with resected
SCLC?

Recommendation 1.1 _
Evidence-based

benefits outweigh harms

« Adjuvant chemotherapy should be offered to patients with resected ' ' —
limited-stage SCLC who have adequate performance status. Evidence Quality Recommendation
Low Strong
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Summary of Recommendations

Recommendation 1.2 Informal consensus

benefits outweigh harms

« Adjuvant chemotherapy should consist of 4 cycles of cisplatin or

carboplatin plus etoposide. Evidence Quality | | o Srd RO
N/A Weak

R mmen i0on 1.
€CO C dat o 3 Informal consensus

benefits outweigh harms

« Adjuvant chemotherapy should be initiated within 8 weeks from
resection. Strength of

Evidence Quality Recommendation

N/A Weak
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Summary of Recommendations

Clinical Question 2

* What is the optimal treatment regimen for adjuvant systemic therapy in patients with resected
SCLC?

Recommendation 2.1 _
Evidence-based

benefits outweigh harms

« Cisplatin and etoposide should be administered with concurrent ' ' —
radiotherapy in patients with LS-SCLC. Evidence Quality Recommendation
High Strong
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Summary of Recommendations

Recommendation 2.2 Evidence-based

benefits outweigh harms

- Carboplatin and etoposide may be offered as systemic therapy
concurrent with radiation for patients with LS-SCLC and Evidence Quality S kot
contraindications to the use of cisplatin.

Low Strong

R mmen ion 2.
€CO C dat o 3 Informal consensus

benefits outweigh harms

« Chemotherapy should be commenced as soon as possible in

patients with LS-SCLC and not deferred until radiation therapy can Evidence Quality Strength of
be started. Recommendation
Low Strong
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Summary of Recommendations

Clinical Question 3

* What is the optimal first-line systemic therapy for patients with ES-SCLC?

Recommendation 3.1 _
Evidence-based

benefits outweigh harms

* First-line systemic therapy with carboplatin or cisplatin plus etoposide . ' —
plus immunotherapy (atezolizumab or durvalumab) followed by Evidence Quality Recommendation
maintenance immunotherapy should be offered to patients with ES- High Strong

SCLC if there are no contraindications to immunotherapy.
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Summary of Recommendations

Clinical Question 4

« What systemic therapy options are available for treating relapsed SCLC?

Recommendation 4.1

* In patients with relapsed SCLC with a chemotherapy-free interval of
less than 90 days, single-agent chemotherapy may be offered.
Preferred agents are topotecan or lurbinectedin.

Qualifying statement: Single-agent chemotherapy is preferred over
multi-agent chemotherapy due to concerns regarding the balance of
risks versus benefits.

15

Evidence-based

benefits outweigh harms

Evidence Quality

Strength of
Recommendation

Moderate

Strong
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Summary of Recommendations

Recommendation 4.2 Evidence-based

benefits outweigh harms

* In patients with relapsed SCLC with a chemotherapy-free interval of
at least 90 days, re-challenge with a platinum-based regimen or Evidence Quality S kot
single-agent chemotherapy (preferred agents are topotecan or
lurbinectedin) may be offered.

Moderate Strong

R mmen ion 4.
€CO c dat on4.3 Informal consensus

benefit to harm ratio not assessable

* |n patients with relapsed SCLC who had progression while on

maintenance immunotherapy, there is no evidence to support | . Strength of
. . . Evelemee QUES) Recommendation
continuation of immunotherapy.
N/A Strong
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Summary of Recommendations

Recommendation 4.4 Evidence-based
no net benefit
* In an immunotherapy-naive patient, second-line immunotherapy
alone is not recommended outside of the clinical trial setting. Evidence Quality S kot
Participation in clinical trials to better identify predictive biomarkers is Moderate Sitong
encouraged.
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Summary of Recommendations

Clinical Question 5

* What is the best management approach for treatment naive patients who are older or who
have poor PS?

Recommendation 5.1 _
Evidence-based

benefits outweigh harms

 Older patients with LS-SCLC and ECOG PS 0-1 may be offered —
standard treatment with concurrent chemoradiotherapy with curative | Fv'denceQuallty Recommendation

intent. Moderate Strong
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Summary of Recommendations

Recommendation 5.2 Evidence-based
benefits outweigh harms
 Patients with LS-SCLC and ECOG PS 2 due to SCLC may be offered
standard treatment with concurrent chemoradiotherapy with curative Evidence Quality S kot
intent. Low Weak

R mmen ion 5.
€CO c dat on 5.3 Informal consensus

benefits outweigh harms

« Patients with LS-SCLC and ECOG PS 3-4 due to SCLC may be
offered initial chemotherapy followed by sequential radiotherapy if Evidence Quality Strength of

there is improvement in PS. Recommendation
Low Weak
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Summary of Recommendations

Recommendation 5.4 Evidence-based

benefits outweigh harms

 Older patients with ES-SCLC and ECOG PS 0-1 may be offered
standard treatment with carboplatin and etoposide plus Evidence Quality S kot
immunotherapy (atezolizumab or durvalumab) followed by
maintenance immunotherapy.

Moderate Strong

Recommendation 5.5

Informal consensus

benefits outweigh harms

- Patients with ES-SCLC and ECOG PS 2 may be offered carboplatin
and etoposide plus immunotherapy.

Strength of

Evidence Quality Recommendation

Low Weak
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Summary of Recommendations

Recommendation 5.6 Informal consensus
benefits outweigh harms
« Patients with ES-SCLC and ECOG PS 3-4 due to SCLC may be

offered chemotherapy. Evidence Quality S S
Low Weak
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Summary of Recommendations

Clinical Question 6

* What is optimal systemic therapy for patients with NSCLC harboring an EGFR mutation that
has transformed to SCLC?

Recommendation 6.1
Informal consensus

benefits outweigh harms

« Patients with NSCLC harboring an EGFR mutation that has —
transformed to SCLC should be managed with carboplatin or cisplatin | Evidence Quality Recommendation

plus etoposide. Low Weak
Qualifying statement: There is insufficient evidence to support the use

of iImmunotherapy in this setting. Clinical trial enrollment should be
offered whenever possible.
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Summary of Recommendations

Recommendation 6.2 Informal consensus

benefits outweigh harms

« EGFR inhibitor may be continued with chemotherapy in patients with
NSCLC harboring an EGFR mutation that has transformed to SCLC. Evidence Quality S kot

Low Weak
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Summary of Recommendations

Clinical Question 7

* What is the role of biomarkers, including molecular profiling in guiding therapy for patients with
SCLC?

Recommendation 7.1 _
Evidence-based

benefit to harm ratio not assessable

* There is no evidence to support the use of molecular profiling and ' . E—
biomarker analysis to guide standard treatment in patients with de Evidence Quality Recommendation
novo SCLC. Low Weak
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Summary of Recommendations

Clinical Question 8

* Which myeloid supportive agents may be considered for use in patients with SCLC?

Recommendation 8.1 _
Evidence-based

benefits outweigh harms

 Trilaciclib or G-CSF may be offered as a myeloid supportive agent for ' ' —
patients with untreated or previously treated ES-SCLC who are Evidence Quality Recommendation
undergoing treatment with chemotherapy or chemoimmunotherapy. Moderate Weak
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Summary of Recommendations

Recommendation 8.2 Evidence-based

benefits outweigh harms

* G-CSF may be offered in patients with LS-SCLC who are undergoing

chemoradiotherapy. Evidence Quality S S
Moderate Weak
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Patient and Clinician Communication

* The cancer symptoms and side effects from treatment can significantly impact a person’s
quality of life, and patient-clinician communication is key to the patient’s experience.

» Expert Panel suggestions include the below:
= Get to know your patients

= Treating SCLC is complex, and evidence may be incomplete or conflicting. Data should be applied in the
content of patients and their caregivers

= Qverall survival is not the only important endpoint for patients and their families

= Have difficult conversations about goals of care ahead of treatment — what is important and meaningful in
their life, patient’s fears, and tradeoffs they’re willing to make

= People with SCLC are the experts in their own lived experience and symptoms, side effects, and severity
= Words matter, and smoking-related stigma is an important issue

= The IASLC Lanquage guide has best practices for talking or writing about lung cancer

= Provide hope with reality for patients
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Health Disparities

Although ASCO clinical practice guidelines represent expert recommendations on the best
practices in disease management to provide the highest level of cancer care, it is important to note
that many patients have limited access to medical care and/or receive fragmented care.

Studies have found that Black race, lack of insurance or having non-private insurance, lower
education, and older age were factors associated with lower odds of receiving systemic treatment
for ES-SCLC.

In addition to racial disparities in the delivery of chemotherapy for patients with ES-SCLC, other
studies have reported that Black patients are less likely to receive prophylactic cranial irradiation
and effective doses of consolidative thoracic radiotherapy.

Socioeconomic factors such as type of health insurance may also affect receipt of chemotherapy
and survival. Higher education was associated with an increased likelihood of receiving
chemotherapy.

Older patients have a higher incidence of comorbidities and tend to have worse outcomes in
general. The poorer OS in older patients with SCLC could be related to decreased tolerance or
dose limitations of chemotherapy or RT, in addition to noncancer-related causes of death.!®
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Health Disparities

 Studies also show that older patients and non-Hispanic black patients are less likely to receive
guidelines concordant treatment across most clinical subgroups of lung cancer.?°

* Awareness of these disparities in access to care should be considered in the context of this clinical
practice guideline, and health care providers should strive to deliver the highest level of cancer
care to these vulnerable populations.

« Achieving health equity requires efforts that inform, educate, and empower all individuals.

« Stakeholders should work toward achieving health equity by ensuring equitable access to both
high-quality cancer and research, and addressing the structural barriers that preserve health
inequities.?!
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Additional Resources

« More information, including a supplement and clinical tools and
resources, IS available at www.asco.org/thoracic-cancer-
quidelines

* Patient information 1s available at www.cancer.net
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Abbreviations

« ASCO, American Society of Clinical Oncology of Lung Cancer

« ASTRO, American Society for Radiation « LS-SCLC, limited-stage small-cell lung cancer
Oncology  N/A, not applicable
* CCO, Cancer Care Ontario « NSCLC, non-small-cell lung cancer

* EBMC, Evidence Based Medicine Committee . oH Ontario Health
* ECOG, Eastern Cooperative Oncology Group . os overall survival

* EGFR, epidermal growth factor receptor - PS, performance status
« ES-SCLC, extensive-stage small-cell lung . RT, radiation therapy
cancer

_ _ « SCLC, small-cell lung cancer
* G-CSF, granulocyte colony stimulating factor

* IASLC, International Association for the Study

AMERICAN SOCIETY OF

www.asco.org/thoracic-cancer-guidelines ©American Society of Clinical Oncology (ASCO) and Ontario Health (OH) 2023. All rights reserved worldwide. Ontario Health AS< O CLINICAL ONCOLOGY

For licensing opportunities, contact licensing@asco.org Cancer Care Ontario KNOWLEDGE CONQUERS CANCER



http://www.asco.org/genitourinary-cancer-guidelines
mailto:licensing@asco.org

34

References

PwnNhPR

o

10.

11.
12.

13.
14.
15.

16.
17.
18.
19.
20.
21.

Wang S, Tang J, Sun T, et al: Survival changes in patients with small cell lung cancer and disparities between different sexes, socioeconomic statuses and ages. Sci Rep 7:1339, 2017

Oronsky B, Reid TR, Oronsky A, et al: What's New in SCLC? A Review. Neoplasia 19:842-847, 2017

Zelen M: Keynote address on biostatistics and data retrieval. Cancer Chemother Rep 3 4:31-42, 1973

Faivre-Finn C, Snee M, Ashcroft L, et al: Concurrent once-daily versus twice-daily chemoradiotherapy in patients with limited-stage small-cell lung cancer (CONVERT): an open-label, phase 3, randomised,
superiority trial. Lancet Oncol 18:1116-1125, 2017

Siegel RL, Miller KD, Fuchs HE, et al: Cancer statistics, 2022. CA Cancer J Clin 72:7-33, 2022

Govindan R, Page N, Morgensztern D, et al: Changing epidemiology of small-cell lung cancer in the United States over the last 30 years: analysis of the surveillance, epidemiologic, and end results database. J
Clin Oncol 24:4539-44, 2006

Gaspar LE, Gay EG, Crawford J, et al: Limited-stage small-cell lung cancer (stages I-11l): observations from the National Cancer Data Base. Clin Lung Cancer 6:355-60, 2005

Rudin CM, Ismaila N, Hann CL, et al: Treatment of Small-Cell Lung Cancer: American Society of Clinical Oncology Endorsement of the American College of Chest Physicians Guideline. J Clin Oncol 33:4106-
11, 2015

Paz-Ares L, Chen Y, Reinmuth N, et al: Durvalumab, with or without tremelimumab, plus platinum-etoposide in first-line treatment of extensive-stage small-cell lung cancer: 3-year overall survival update from
CASPIAN. ESMO Open 7:100408, 2022

Liu SV, Reck M, Mansfield AS, et al: Updated Overall Survival and PD-L1 Subgroup Analysis of Patients With Extensive-Stage Small-Cell Lung Cancer Treated With Atezolizumab, Carboplatin, and Etoposide
(IMpower133). J Clin Oncol 39:619-630, 2021

Trigo J, Subbiah V, Besse B, et al: Lurbinectedin as second-line treatment for patients with small-cell lung cancer: a single-arm, open-label, phase 2 basket trial. Lancet Oncol 21:645-654, 2020

Navarro A, Aix SP, Aranda ICB-, et al: Analysis of patients with relapsed small cell lung cancer (SCLC) receiving single-agent lurbinectedin in the phase 3 ATLANTIS trial. Journal of Clinical Oncology 40:8524-
8524, 2022

Parsons A, Daley A, Begh R, et al: Influence of smoking cessation after diagnosis of early stage lung cancer on prognosis: systematic review of observational studies with meta-analysis. Bmj 340:b5569, 2010
Warren GW, Sobus S, Gritz ER: The biological and clinical effects of smoking by patients with cancer and strategies to implement evidence-based tobacco cessation support. Lancet Oncol 15:e568-80, 2014
Caini S, Del Riccio M, Vettori V, et al: Quitting Smoking At or Around Diagnosis Improves the Overall Survival of Lung Cancer Patients: A Systematic Review and Meta-Analysis. J Thorac Oncol 17:623-636,
2022

Jassem J: Tobacco smoking after diagnosis of cancer: clinical aspects. Transl Lung Cancer Res 8:S50-s58, 2019

Tsao AS, Liu D, Lee JJ, et al: Smoking affects treatment outcome in patients with advanced nonsmall cell lung cancer. Cancer 106:2428-36, 2006

Daly ME, Ismaila N, Decker RH, et al: Radiation Therapy for Small-Cell Lung Cancer: ASCO Guideline Endorsement of an ASTRO Guideline. Journal of Clinical Oncology 0:JC0.20.03364

Tapan U, Furtado VF, Qureshi MM, et al: Racial and Other Healthcare Disparities in Patients With Extensive-Stage SCLC. JTO Clin Res Rep 2:100109, 2021

Blom EF, Ten Haaf K, Arenberg DA, et al: Disparities in Receiving Guideline-Concordant Treatment for Lung Cancer in the United States. Ann Am Thorac Soc 17:186-194, 2020

Patel MI, Lopez AM, Blackstock W, et al: Cancer Disparities and Health Equity: A Policy Statement From the American Society of Clinical Oncology. J Clin Oncol 38:3439-3448, 2020

For licensing opportunities, contact licensing@asco.org

. ' AMERICAN SOCIETY OF
www.asco.org/thoracic-cancer-guidelines ©American Society of Clinical Oncology (ASCO) and Ontario Health (OH) 2023. All rights reserved worldwide. @ ontarlo Health AS CO CLINICAL ONCOLOGY

Cancer Care Ontario KNOWLEDGE CONQUERS CANCER


http://www.asco.org/genitourinary-cancer-guidelines
mailto:licensing@asco.org

35

Disclaimer

The Clinical Practice Guidelines and other guidance published herein are provided 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 scientific 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 applicable to other interventions, diseases, or stages of diseases. This information does not mandate any particular
course of medical care. Further, 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 individual 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 voluntary. 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 specifically disclaims any warranties of merchantability or
fitness 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. OH (CCO) makes no representations
or guarantees of any kind whatsoever regarding the report content or its use or application and disclaims any responsibility
for its use or application in any way.

7) Ontario Health ASCQ nsiuesiy

Cancer Care Ontario KNOWLEDGE CONQUERS CANCER

www.asco.org/thoracic-cancer-guidelines ©American Society of Clinical Oncology (ASCO) and Ontario Health (OH) 2023. All rights reserved worldwide.
For licensing opportunities, contact licensing@asco.org



http://www.asco.org/genitourinary-cancer-guidelines
mailto:licensing@asco.org

	Slide 1: Systemic Therapy for SCLC ASCO-OH (CCO) Guideline
	Slide 2: Overview
	Slide 3: Background & Methodology
	Slide 4: Introduction
	Slide 5: Introduction
	Slide 6: Guideline Development Methodology
	Slide 7: Clinical Questions
	Slide 8: Target Population and Audience
	Slide 9: Summary of Recommendations
	Slide 10: Summary of Recommendations
	Slide 11: Summary of Recommendations
	Slide 12: Summary of Recommendations
	Slide 13: Summary of Recommendations
	Slide 14: Summary of Recommendations
	Slide 15: Summary of Recommendations
	Slide 16: Summary of Recommendations
	Slide 17: Summary of Recommendations
	Slide 18: Summary of Recommendations
	Slide 19: Summary of Recommendations
	Slide 20: Summary of Recommendations
	Slide 21: Summary of Recommendations
	Slide 22: Summary of Recommendations
	Slide 23: Summary of Recommendations
	Slide 24: Summary of Recommendations
	Slide 25: Summary of Recommendations
	Slide 26: Summary of Recommendations
	Slide 27: Discussion
	Slide 28: Patient and Clinician Communication
	Slide 29: Health Disparities
	Slide 30: Health Disparities
	Slide 31: Additional Resources
	Slide 32: Guideline Panel Members
	Slide 33: Abbreviations
	Slide 34: References
	Slide 35: Disclaimer

