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CONCLUSIONS

To synthesize global evidence on clinical and humanistic 
outcomes among adults with second-line and later (2L+) 

extensive-stage small cell lung cancer (ES-SCLC) and identify 
evidence gaps.
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Figure 2. Evidence landscape across key outcomes in real-world studies (N=52)

Real-world evidence (RWE) of clinical outcomes in 2L+ ES-
SCLC is well documented for traditional standard of care (SOC), 
with RWE for novel agents beginning to mature; RWE of 
symptom burden remains notably sparse, limited by inconsistent 
reporting and limited studies reporting quality of life data.

Later-line ES-SCLC continues to be marked by rapid treatment 
attrition and poor survival. New RWE complements trial data for 
emerging therapies, but treatment and outcomes remain limited. 
Novel treatments with new mechanisms of action and improved 
survival are needed to address this unmet need.

Broader SCLC subgroup data link poorer performance status 
(Eastern Cooperative Oncology Group [ECOG] ≥2) to 
significantly greater patient-reported burden, but later-line ES-
SCLC data are primarily from trials in patients with ECOG 0–1, 
leaving evidence gaps that limit understanding of the full extent 
of unmet need.

• Evidence availability reflects the approximate number 
of studies reporting outcomes among the 52 RWE 
studies identified through systematic literature 
screening. Outcome domains were categorized based 
on study titles, abstracts, and reported objectives.

• The evidence base is heavily weighted toward survival 
outcomes, with relatively few studies reporting 
humanistic burden (symptom burden, QoL, or other 
patient-reported outcomes).

• Structured literature search using a Population–Concept–Context framework1

• Search period: January 2015–October 2025, with targeted update in July 2026 of RWE 
on emerging therapies including relevant conference abstracts

• Data sources: MEDLINE, Embase, indexed sources
• Population: Adults with 2L+ ES-SCLC; outcomes included treatment patterns, clinical 

burden (including overall survival [OS], progression-free survival [PFS], and adverse 
events [AEs]), symptom burden, quality of life (QoL), and other PROs

• Included studies were inventoried, with a subset (N=39) selected for evidence synthesis

Figure 3. Treatment attrition after 1L therapy from 
three real-world cohort studies pre-20252-4

Figure 6. RWE from a mixed LS- and ES-SCLC cohort  
across treatment lines demonstrates reduced QoL with 

advanced disease characteristics 11

Figure 5. Synthesis of RWE and PROs from RCTs shows 
symptom-QoL-healthy utility score (HUS) are correlated 

among a subset of individual symptoms 9-11

Figure 1. PRISMA study selection process and evidence 
prioritization for 2L+ ES-SCLC
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• Among ES-SCLC patients who 
received 1L treatment, three real-world 
(RW) cohort studies reported the 
proportion of patients who initiated 2L 
and 3L therapies in the US,2 
Germany,3 and Netherlands.4

• Based on these studies, the proportion 
of patients who go on to receive 
subsequent lines of therapy is limited, 
partly due to the limited treatment 
options available. 

• Steffens 20193 noted 23% of included 
patients could be considered ineligible 
for clinical trial participation due to 
common trial exclusion criteria.

• 27 publications prioritized for 
evidence synthesis based on 
sample size, geography, and 
relevance

• 9 pivotal trials added to 
contextualize burden estimates 
and supplement limited humanistic 
RWE

• 3 studies added in targeted update

•Symptom burden worsened across 
lines of therapy: LCSS scores 
were stable in 1L but rose sharply 
by 3L, reflecting escalating burden 
across lines.12

•Newer 2L options (tarlatamab) are 
pushing older regimens into 3L+ 
use, but RW PRO evidence is still 
maturing. Later-line burden 
remains largely uncharacterized.10

Progression & 
Later-Line Treatment

Emerging Evidence & 
Broader Context

9 Ahn 2023; 10 Mountzios 2025; 11 Kuehne 2022 

Validated PRO tools 
include:
• PRO-Common 

Terminology Criteria 
for Adverse Events 
(PRO-CTCAE)

• Edmonton Symptom 
Assessment System 
(ESAS)

• Lung Cancer Symptom 
Scale (LCSS)

* Studies may contribute to multiple domains; therefore, counts are non-
mutually exclusive.

• Late-line ES-SCLC is an aggressive malignancy 
characterized by rapid progression and frequent 
relapses; as the disease progresses, patients can 
experience worsening symptoms, development of 
metastases, and a worsening performance status.

• First-line (1L) treatment typically yields high response 
rates (60–78%), but responses are often not durable, 
and most patients relapse within months, with most 
patients requiring 2L and later treatment.

Canadian-referenced HUS 
generated from EQ-5D-5L 
from Kuehne 2022.

• Treatment patterns are shifting in later lines 
with the introduction of tarlatamab, with RWE 
beginning to emerge, allowing comparisons 
with SOC pre-2025.

• Humanistic burden captured through patient-
reported outcomes (PRO) measures (including 
symptom burden, treatment burden, and overall 
quality of life) are less well characterized than 
clinical outcomes.
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Figure 4. Median PFS and OS from selected real-world ES-SCLC 
cohorts reporting survival outcomes by line of treatment 3-4

RWE RCTs RWE and RCTs

• Emerging RW studies suggest clinically 
meaningful outcomes with tarlatamab in 2L+ 
and 3L+ ES-SCLC (median PFS: 2.7-5.3 
months; median OS: 8.1-12.2 months), 
though evidence remains limited.5-6

• Across studies included in the review, 
reported RW survival outcomes were 
generally shorter than outcomes observed in 
pivotal trials, including for tarlatamab, 
although RWE vs RCT comparisons should 
be interpreted cautiously given differences in 
study populations and design.2-10

Excluded: relapse-after-LS-SCLC cohort (n=228) 
from Zu 20232: 84% reached 2L, 35% reached 3L
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