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ASCORapid Recommendation 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. Guidelines and updates are not intended to substitute for independent professional judgment
of the treating clinician and do not account for individual variation among patients. See appendix for
disclaimers and other important information (Appendix 1 and Appendix 2, online only).

BACKGROUND

In 2023, ASCO published a guideline on systemic therapy for
small cell lung cancer (SCLC).1 The recently published results
of the phase III ADRIATIC trial and the phase II DeLLphi-301
trial have prompted this amendment to the guideline.2,3

METHODS

A targeted electronic literature search to identify clinical
trials in this patient population was conducted and one
phase III randomized control trial and one phase II clinical
trial were found. The original guideline Expert Panel was
reconvened to review new evidence from the phase III
ADRIATIC trial and the phase II DeLLphi-301 trial, and to
review and approve the revised recommendations.

EVIDENCE REVIEW

ADRIATIC: Consolidation Durvalumab in Limited-
Stage SCLC

Literature Review Update and Analysis

The results of the interim analysis of the ADRIATIC trial, a
phase III, randomized, double-blind, placebo-controlled,

international study evaluating the efficacy of consolidation
immunotherapy after concurrent chemoradiotherapy in
patients with limited-stage (LS) SCLC, were recently pub-
lished.2 Eligible patients had stage I-III (LS) SCLC with no
previous therapy, Eastern Cooperative Oncology Group
performance status (ECOG PS) of 0-1, and no evidence of
disease progression after completion of concurrent che-
moradiotherapy. Prophylactic cranial irradiation was
allowed before random assignment. Although the study
included three arms (durvalumab 1,500 mg 1 placebo;
durvalumab 1,500 mg 1 tremelimumab 75 mg; or placebo 1

placebo once every 4 weeks for four cycles followed by either
durvalumab or placebo once every 4 weeks for up to 2 years),
the only data published thus far pertain to the dual primary
end points of overall survival (OS) and progression-free
survival (PFS) of the durvalumab alone versus placebo arms.

Of the 730 total patients enrolled, 264 received durvalumab
1 placebo and 266 received placebo. The median follow-up
for OS was 37.2 months and for PFS was 27.6 months. The
medianOSwas 55.9months for durvalumab and 33.4months
for placebo (hazard ratio [HR], 0.73 [98.3% CI, 0.54 to 0.98];
P5 .01). The OS rates at 24 and 36months were 68% v 58.5%
and 56.5% v 47.6% for durvalumab versus placebo, re-
spectively. Themedian PFS was 16.6months for durvalumab
and 9.2 months for placebo (HR, 0.76 [97.2% CI, 0.59 to
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0.98]; P 5 .02). The PFS rates at 18 and 24 months were
48.8% v 36.1% and 46.2% v 34.2% for durvalumab versus
placebo, respectively. The benefits for OS and PFS were
observed across the predefined subgroups.

All-cause grade 3 to 4 adverse events (AEs) occurred in
24.4% of patients receiving durvalumab and 24.2% re-
ceiving placebo. Treatment-related grade 3 to 4 AEs were
reported in 8.8% of patients receiving durvalumab and 6%
of patients receiving placebo. Patients receiving durvalu-
mab had higher rates of AEs, leading to drug discontinu-
ation (16.4% v 10.6%) and death (2.7% v 1.9%). Immune-
related AEs were reported in 32.1% of patients receiving
durvalumab and 10.2% of those receiving placebo. Pneu-
monitis (of any cause) of any grade (38.2% v 30.2%) and
grade 3 to 4 (3.1% v 2.6%) also occurred more frequently
with durvalumab than placebo.

Clinical Interpretation

The goal of treatment for people with LS-SCLC is to achieve
cure. Recent studies of concurrent chemoradiotherapy have
reported 2-year and 5-year OS rates of 51%-58% and
29%-34%, respectively, with either once-daily or twice-
daily radiotherapy.4,5 The recently published data from the
ADRIATIC trial are similar to the 2-year OS rate seen in
these previous trials for chemoradiotherapy alone (58.5%)
and suggest that the addition of consolidation durvalumab
can significantly improve the 2-year OS rate by about 10%.
It is imperative to continue work on identifying the subset
of patients with SCLC who derive benefit from immuno-
therapy.6 Although the results from other trials evaluating
the role of immunotherapy in LS-SCLC (NRG-LU005
[ClinicalTrials.gov identifier: NCT03811002], KEYLYNK-
013 [ClinicalTrials.gov identifier: NCT04624204], ACHILES

Systemic Therapy for SCLC Algorithm

Patients with SCLC

LS-SCLC

Resected
(cT1-2 N0; pT1-4 N0-2)

Adjuvant cisplatin or
carboplatin plus etoposide

×4 cyclesa

Carboplatin or cisplatin plus
etoposide plus immunotherapy

×4 cyclesa

Carboplatin or cisplatin plus
etoposide ×4 cyclesa

Initial carboplatin plus
etoposide ×4 cyclesa

Not resected ECOG PS 0-2

ECOG PS 0-2

ECPG PS 3-4 due to SCLC

ECOG PS 3-4 due to SCLC

Cisplatin or carboplatin plus
etoposide ×4 cyclesb plus

concurrent thoracic
radiotherapy

Maintenance immunotherapy
Consider maintenance

immunotherapy if PS improves

Consolidation immunotherapy
(durvalumab)

Concurrent or sequential
radiotherapy, if PS improves

Consolidation immunotherapy
(durvalumab)

ES-SCLC

FIG 1. Systemic therapy for SCLC algorithm. This algorithm is derived from recommendations in the Guideline by Khurshid et al1 and in this
Rapid Recommendation Update. This is a tool based on an ASCO Guideline and is not intended to substitute for the independent professional
judgment of the treating physician. Practice guidelines do not account for individual variation among patients. This tool does not purport to
suggest any particular course of medical treatment. Use of the guideline and this tool is voluntary. aMay use trilaciclib or G-CSF if clinically
indicated. bMay use G-CSF if clinically indicated. cT, clinical TNM classification; ECOG PS, Eastern Cooperative Oncology Group performance
status; ES, extensive-stage; G-CSF, granulocyte colony-stimulating factor; LS, limited stage; pT, pathologic TNM classification; SCLC,
small cell lung cancer.
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[ClinicalTrials.gov identifier: NCT03540420]) and long-
term follow-up on OS from the ADRIATIC trial are still
pending, the addition of consolidation durvalumab after
chemoradiotherapy represents a new standard of care for
patients with LS-SCLC.

DeLLphi-301: Tarlatamab as Subsequent Therapy
for SCLC

Literature Review Update and Analysis

In May 2024, the US Food and Drug Administration (FDA)
approved tarlatamab for treatment of patients with re-
lapsed SCLC on the basis of the results of the phase II
DeLLphi-301 trial.3 Tarlatamab is a bispecific T-cell
engager that targets both DLL3, which is expressed on
nearly all SCLC cells, and CD3, which is expressed on
T cells, to stimulate the immune-mediated killing of SCLC
cells. This trial included patients with SCLC who had
disease progression after at least two previous systemic
regimens, one of which must have been a platinum-based
regimen; 73% of patients had previous immunotherapy.
All patients had PS 0-1, and patients with asymptomatic,
previously treated, stable brain metastases were eligible.

Exclusion criteria included interstitial lung disease,
active pneumonitis, infusion reactions, severe immune-
related AEs, or grade ≥2 pneumonitis due to previous
immunotherapy.

Although the trial compared two doses of tarlatamab, 10 mg
once every 2 weeks and 100 mg once every 2 weeks, this
review focuses on those patientswho received the 10mgdose
(n 5 100) that is recommended by the FDA. The overall
response rate was 40% with a median duration or response
of 9.7 months. The response rate was 31% in patients
with platinum-sensitive disease and 52% in patients with
platinum-resistant disease. The median PFS was 4.9 months.
The PFS and OS rates at 9 months were 28% and 68%,
respectively.

Cytokine release syndrome (CRS) occurred in 51%of patients
(30% grade 1, 20% grade 2, 1% grade 3). The most common
symptoms of CRSwere fever (97%), hypotension (20%), and
hypoxia (17%). The median onset of CRS was 13 hours, and
the median duration was 4 days. Nearly all CRS events oc-
curred during the first cycle. Immune effector cell–associ-
ated neurotoxicity syndrome (ICANS) occurred in 8% of
patients, all grade 1 or 2 with a median onset of 5 days,
mostly during cycle 1.

Systemic Therapy for Relapsed SCLC Algorithm

Patients with relapsed SCLC

Chemotherapy-free interval
<3 months

Single-agent chemotherapya

Preferred agents: topotecan,
lurbinectedin, or tarlatamab

Platinum-based chemotherapy
×4 cyclesa (discontinue

immunotherapy)

Progression of disease

Progression of disease

Single-agent chemotherapy
Preferred agents: topotecan,
lurbinectedin, or tarlatamab

Platinum-based chemotherapy
± immunotherapy ×4 cyclesa

Consider maintenance
immunotherapy

Single-agent chemotherapya

Preferred agents: topotecan,
lurbinectedin, or tarlatamab

Single-agent chemotherapy
Preferred agents: topotecan,
lurbinectedin, or tarlatamab

Single-agent chemotherapya

Preferred agents: topotecan,
lurbinectedin, or tarlatamab

Chemotherapy-free interval
�3 months on maintenance

immunotherapy

Chemotherapy-free interval
�3 months not on maintenance

immunotherapy

FIG 2. Systemic therapy for relapsed SCLC algorithm. This algorithm is derived from recommendations in the Guideline by Khurshid et al.1 This
is a tool based on an ASCO Guideline and is not intended to substitute for the independent professional judgment of the treating physician.
Practice guidelines do not account for individual variation among patients. This tool does not purport to suggest any particular course of
medical treatment. Use of the guideline and this tool is voluntary. aMay use trilaciclib or G-CSF if clinically indicated. SCLC, small cell lung
cancer.
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Clinical Interpretation

Tarlatamab joins topotecan and lurbinectedin as the only
agents approved by the FDA for patients with relapsed
SCLC. Other single drugs, including paclitaxel and temo-
zolomide, have been shown to have activity in smaller
phase II trials. Cross-trial comparisons suggest that both
lurbinectedin and tarlatamab are more effective than
topotecan or other agents, although the duration of re-
sponse of >9 months reported with tarlatamab is sub-
stantially longer than that seen with other agents.
Currently there are no data reporting direct comparison of
efficacy between any of these agents to determine how they
should be sequenced in the setting of relapsed SCLC. The
DeLLphi-304 trial comparing tarlatamab with standard of
care chemotherapy in people with relapsed SCLC is ongoing
to address this question.

Tarlatamab can cause the unique immune-mediated
toxicities of CRS and ICANS, for which inpatient moni-
toring is recommended for 24 hours after the first two
doses of cycle 1 (days 1 and 8). At the 10 mg dose of tar-
latamab, treatment-related AEs of grade ≥3 occurred in
26% of patients, but grade ≥3 CRS and ICANS were only 1%
and 0%, respectively.

The recommended tarlatamab regimen is an initial 1mg dose
intravenously on day 1 of cycle 1 followed by 10 mg once on
days 8 and 15 of cycle 1, then once every 2 weeks thereafter
until disease progression or unacceptable toxicity.

UPDATED RECOMMENDATIONS

Recommendation 2.4

Patients with LS-SCLC who have completed concurrent
chemoradiotherapy and do not have disease progression
should be offered consolidation immunotherapy (durvalu-
mab) for up to 2 years if there are no contraindications to
immunotherapy (Evidence quality: Moderate; Strength of
recommendation: Strong).

Recommendation 5.3.1

Patients with LS-SCLC and ECOG PS 3-4 due to SCLC who
have been treated with concurrent or sequential chemo-
therapy and radiotherapy may be offered consolidation
immunotherapy (durvalumab) for up to 2 years if there are
no contraindications to immunotherapy and there is im-
provement in PS (Evidence quality: Low; Strength of rec-
ommendation: Conditional).

Recommendation 4.1

In patients with relapsed SCLC with a chemotherapy-free
interval of <90 days, single-agent systemic therapy may be
offered. Preferred agents are topotecan, lurbinectedin, or
tarlatamab (Evidence quality: Moderate; Strength of rec-
ommendation: Strong).

Qualifying Statement

Single-agent chemotherapy is preferred over multiagent
chemotherapy due to concerns regarding the balance of risks
versus benefits.

Recommendation 4.2

In patients with relapsed SCLC with a chemotherapy-free in-
terval of at least 90 days, rechallenge with a platinum-based
regimen or single-agent chemotherapy (preferred agents are
topotecan, lurbinectedin, or tarlatamab) may be offered (Evi-
dencequality:Moderate; Strengthof recommendation: Strong).

DISCUSSION

Evidence supportingunchanged recommendationsandsections
on patient-clinician communication, multiple chronic condi-
tions, cost implications, and more is found in the full guideline
publication and applies to this Rapid Update.1 Figures 1 and 2
include the updated algorithms. Additionally, for guideline
tools and resources, including a complete summary table,
visit www.asco.org/thoracic-cancer-guidelines.
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APPENDIX 1. GUIDELINE DISCLAIMER
The Clinical Practice Guidelines and other guidance published herein are provided by
the ASCO to assist clinicians 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 in-
formation 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 clinician, as the information does not account for individual variation
among patients. Recommendations specify the level of confidence that the rec-
ommendation 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
clinician 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 infor-
mation 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.

APPENDIX 2. GUIDELINE AND CONFLICTS OF INTEREST
The Expert Panel was assembled in accordance with ASCO’s Conflict of Interest
Policy Implementation for Clinical Practice Guidelines (“Policy,” found at http://
www.asco.org/guideline-methodology). All members of the Expert Panel completed
ASCO’s disclosure form, which requires disclosure of financial and other interests,
including relationships with commercial entities that are reasonably likely to ex-
perience direct regulatory or commercial impact as a result of promulgation 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, other intellectual property; expert testimony; travel, ac-
commodations, expenses; and other relationships. In accordance with the Policy, the
majority of the members of the Expert Panel did not disclose any relationships
constituting a conflict under the Policy.

APPENDIX 3. SYSTEMIC THERAPY FOR SMALL CELL
LUNG CANCER GUIDELINE PANEL
The following are members of the Systemic Therapy for Small-Cell Lung Cancer
guideline panel: Humera Khurshid, MD; Nofisat Ismaila, MD; Jessica Bian, MD;
Raetasha Dabney, MD; Millie Das, MD; Peter Ellis, MD; Jill Feldman, BS, MA; Christine
L. Hann, MD, PhD; Swati Kulkarni, MD; Janessa Laskin, MD, PhD; Rami Manochakian,
MD; Deebya Raj Mishra, MD; Isabel Preeshagul, DO; Pavan Reddy, MD; Ashish Saxena,
MD, PhD; Frank Weinberg, MD, PhD; and Gregory P. Kalemkerian, MD.
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