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Meeting Snapshot

DATE: 
June 29, 2022

PANEL: 7 key experts 
in SCLC in 7 states in 
the US

DISEASE-STATE AND 
DATA PRESENTATIONS 
by key experts

SCLC-SPECIFIC 
DISCUSSIONS on the latest 
research updates, 
therapeutic advances, and 
their application in clinical 
decision-making

VIRTUAL 
CLOSED-DOOR 
ROUNDTABLE

INSIGHTS REPORT 
including postmeeting 
analyses and actionable 
recommendations



Panel Consisting of 7 US Small Cell Lung Cancer Experts

Alberto Chiappori, MD
Moffitt Cancer Center

Apar Kishor Ganti, MD
University of Nebraska Medical Center

CHAIR: 
Carl M. Gay, MD, PhD
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Anne Chiang, MD, PhD
Yale School of Medicine

Joshua K. Sabari, MD
NYU Grossman School 
of Medicine

Nagla Abdel Karim, MD
Augusta UniversityJyoti Malhotra, MD, MPH

City of Hope, Los Angeles



Meeting Agenda

Time Topic Speaker/Moderator

6.00 PM – 6.05 PM Welcome and Introductions Carl M. Gay, MD, PhD

6.05 PM – 6.15 PM Standards of Care Across the SCLC Treatment Continuum Nagla Abdel Karim, MD

6.15 PM – 6.30 PM Key Questions and Topics for Discussion All Faculty

6.30 PM – 6.35 PM Key Takeaways Nagla Abdel Karim, MD

6.35 PM – 6.40 PM Biomarkers in SCLC Joshua K. Sabari, MD

6.40 PM – 7.00 PM Key Questions and Topics for Discussion All Faculty

7.00 PM – 7.05 PM Key Takeaways Joshua K. Sabari, MD

7.05 PM – 7.15 PM Recent Progress and Emerging Therapies in Second Line and Beyond Apar Kishor Ganti, MD

7.15 PM – 7.50 PM Key Questions and Topics for Discussion All Faculty

7.50 PM – 7.55 PM Key Takeaways Apar Kishor Ganti, MD

7.55 PM – 8.00 PM Summary and Meeting Close Carl M. Gay, MD, PhD



Standards of Care Across the 
SCLC Treatment Continuum

Nagla Abdel Karim, MD
Augusta University
Augusta, GA



Phase III SKYSCRAPER-02 Primary Results: Tiragolumab in Combination 
With Atezolizumab + Etoposide in Patients With Untreated ES-SCLC –
Efficacy
Charles Rodin, et al. 2022. ASCO LBA8507
STUDY POPULATION (N = 490)
> Phase III trial in ES-SCLC 
> Enrollment criteria

– Measurable disease 
– No prior systemic treatment for ES disease

OUTCOME
> Median PFS was 5.4 months for the group that received tiragolumab 

and 5.6 months for the group that did not (HR = 1.11)
> Median OS was 13.6 months for the group that received tiragolumab 

and 13.6 months for the group that did not (HR = 1.04)

Subgroup analysis of OS failed to identify a patient population that would 
be more likely to benefit from the treatment

PRIMARY ENDPOINTS

CONCLUSION
> The addition of tiragolumab to atezolizumab + etoposide did not 

provide additional benefits in patients with untreated ES-SCLC



OUTCOME
> Grade 3/4 TRAEs occurred in 52.3% of the 

tiragolumab group and 55.7% of the control group
> Grade 5 TRAEs occurred in 0.4% of the tiragolumab 

group and 2.0% of the control group
> TRAEs leading to any treatment discontinuation 

occurred in 5.0% of the tiragolumab group and  5.3% 
of the control group

CONCLUSION
> The combination was well tolerated, and no new 

safety signals were identified 

Phase III SKYSCRAPER-02 Primary Results: Tiragolumab in Combination 
With Atezolizumab + Etoposide in Patients With Untreated ES-SCLC –
Safety
Charles Rodin, et al. 2022. ASCO LBA8507

SAFETY OVERVIEW



SLFN11 Predicted Improved PFS and OS in Veliparib (PARPi) + 
Temozolomide (TMZ) Combination Cohort
M. Catherine Pietanza, et al. J Clin Oncol. 2018;36:2386-2394 

METHODS (N = 490)
> A total of 104 patients with recurrent SCLC were randomly assigned 1:1 to oral 

veliparib or placebo 40 mg and oral temozolomide
> Improvement in PFS at 4 months was the primary endpoint. Secondary objectives 

included overall response rate, overall survival (OS)

OUTCOME
> For patients receiving the combination treatment, OS was 12.2 months in SLFN11-

positive patients vs 7.5 months for patients who are SLFN11 negative
> No significant difference in 4-month PFS was noted between TMZ-veliparib (36%) 

and TMZ-placebo (27%; P = .19); median OS was also not improved significantly 
with TMZ-veliparib

> SLFN11 expression was analyzed using IHC and was associated with improved 
PFS and OS in patients

CONCLUSION
> High SLFN11 (IHC) predicted improved outcome in veliparib-TMZ arm for both OS 

and progression-free survival

Placebo-TMZ Veliparib-TMZ

OVERALL SURVIVAL



Standards of Care Across the 
SCLC Treatment Continuum –
Discussion of SKYSCRAPER-02

Key Takeaways



Discussion Highlights: Standards of Care Across the SCLC 
Treatment Continuum
RECENT UPDATES AND ADVANCES IN SCLC TREATMENT 

The poor performance of tiragolumab in ES-SCLC presented at ASCO 2022 is seen as disappointing 
and a setback for the drug itself. It tempers the excitement around a TIGIT-based therapy in ES-SCLC
˃ One remaining hope could be to identify via biomarkers a subpopulation of patients for whom the 

treatment might have some efficacy
˃ Alternatively, a TIGIT-based therapy could also work when combined with a different type of treatment 

than atezolizumab + etoposide (the SKYSCRAPER-02 regimen)

Further understanding of the different subtypes of ES-SCLC as well as the heterogeneity of ES-
SCLC is necessary to better understand the best way to treat patients and improve outcomes
˃ Some cancerous cells might be resistant to the currently available treatments, and those cells will evade 

platinum-based chemotherapy rechallenge or other treatments. A better understanding of the biology of 
the disease may be necessary to unlock new drugs

˃ The idea to treat all comers with treatments such as immunotherapy is not expected to be successful in 
the long term

˃ Experts agreed that SLFN11 is to date the only example of a biomarker that can help predict a better 
outcome for patients with ES-SCLC treated, in this case, with temozolomide + veliparib

Experts emphasized that the treatments and biomarkers that are efficacious in NSCLC will not 
necessarily work in SCLC 

Dr Gay on the results of 
SKYSCRAPER-02
Obviously, very disappointing. We 
were hoping for a new standard of 
care in small cell lung cancer. 
Obviously, we didn’t get it from 
that study, at least not in the all-
comers. 

“
“



Biomarkers in SCLC
Joshua K. Sabari, MD
NYU Grossman School of Medicine
New York, NY



Current State of Biomarkers in SCLC and Immune 
Checkpoint Inhibitors

SIGNALING PATHWAYS AND PHYSIOLOGIC DOMAINS 
IN SCLC

CONCLUSION
> A one-size-fits-all therapeutic approach has generally been 

employed in SCLC, but the patient population may be more 
heterogeneous; new subgroups need to be identified to better direct 
treatment decisions

> There is some hope that treatment efficacy could be further 
improved with a more individualized approach to treatment

A SLOW AND ONGOING SEARCH FOR BIOMARKERS
> Despite many years of research, no markers that could help improve 

patient outcomes have been clearly identified 
> Next-generation sequencing of SCLC tumors revealed how 

heterogeneous the genomic reorganization of the tumor cells can be 
with complex intrachromosomal rearrangements

> p53 and RB1 are 2 potential targets of interest, as some SCLC 
overexpresses those markers, but no drugs that could target those 
proteins have been approved to date

> The next big targets of interest that will be closely monitored by the 
field may be SLFN11 and DLL3



Subtypes of Small Cell Lung Cancer

SCLC SUBTYPES
> 4 different SCLC molecular subtypes have been identified on the basis of the transcription regulators

– The most common subtype is ASCL1 (70% of patients) 
– Other common subtypes are POU2F3 (16% of patients) and NEUROD1 (11% of patients) 
– YAP1 is uncommon (2% of patients)

> Another way to define the different subtypes is to look at which sets of immune-related genes they express. In doing so, 4 other distinct 
subtypes were identified

– SCLC-P (activation of POU2F3), SCLC-A (activation of ASCL1), SCLC-N (activation of NEUROD1)
– SCLC-I is characterized by an inflamed gene signature with a high expression of multiple immune genes. It is an example of a 

subgroup in which immunotherapy can be more successful, but group subtype switching had been observed in the past 
> It is difficult to characterize SCLC tumors in real time and it remains to be seen whether patients with specific therapeutic vulnerabilities can 

be targeted using those different subgroups. But there is hope that in the next 5 years, patients will benefit from more targeted therapies

SCLC Molecular Subtypes Identified by 
Their Key Transcription Regulator

POU2F3 – 16%

Neuronal differentiation

70%

16%

11%
2%

ASCL1 – 70%

YAP1 – 2%
Downstream effector of the 
Hippo pathway involved in 
development, growth, repair, and 
homeostasis

NEUROD1 – 11%

Keratinocyte differentiation
and proliferation

Neuronal differentiation



DLL3-Based Therapeutics

EFFICACY
> AMG 757 is a BiTE that demonstrated a 20% response 

rate in a highly refractory patient population

CONCLUSION
> AMG 757 is a BiTE molecule with the potential to be effective in SCLC, but it is associated with high toxicity

AMG 757 DEMONSTRATES ANTITUMOR ACTIVITY IN PATIENTS 
WITH SCLC

SAFETY
> A high rate of cytokine release syndrome was reported 

(11 [35.5%] patients)

DLL3
> Direct transcriptional target of ASCL1. Its highest expression is in the SCLC-A subtype (ASCL1 high)
> Rovalpituzumab is an ADC designed to target DLL3, but the phase III clinical trial data were not encouraging 
> Bispecific T-cell engagers (BiTEs) and CAR T are also in development, but only AMG 757 had been tested in patients



Biomarkers in SCLC
Key Takeaways



Discussion Highlights: Biomarkers in SCLC (1/2)

SCLC IS ONE OF THE RARE REMAINING SOLID TUMOR TYPES WHERE THERE IS 
NO APPROVED COMPANION BIOMARKER

Many targetable oncogenes or constitutively expressed targets can be exploited
> The genomic signature of SCLC is complex and can rapidly evolve over time. This limits the use 

of biomarkers, as screening can be time consuming and the therapeutic benefit can be reduced 
if too much time passes before treatment initiation

> Although RB1 could be an interesting biomarker to consider, as intact RB1 may be associated 
with a better prognosis, the RB1-intact population represents a very small fraction of the SCLC 
patient population that is mainly younger, nonsmoking patients 

> A similar situation is seen for TP53. It is not clear what the benefit of this biomarker might be, 
considering that it is degraded in most SCLC patients

> Although SCLC and NSCLC are increasingly treated as different disease states with their own 
recommendations and treatments, there is still a lot of overlap between them

– NCCN guidelines recommend that rare SCLC patients who have intact RB1 and intact 
TP53 can be treated as if they are NSCLC patients

– In some cases, it can be difficult to assess whether certain forms of lung cancer are 
NSCLC or SCLC

> MYC as a biomarker and MYC-degrading agents may also come into play in the long term, but 
those agents have not yet entered the clinical trial phase

Dr Ganti:
We can learn from the NSCLC paradigm. I 
mean, 20 years ago, I still remember, no 
one ever biopsied the NSCLC patient the 
second time. Right now, we do that at pretty 
much every relapse. I think we should forget 
trials and companies even, in our mind, that 
don’t include biopsies. A lot of us are 
resistant to doing biopsies on these patients 
over and over again. Because we don’t 
know what we’re looking for. But if we start 
studying those repeat biopsies, we will be 
finding out the dynamic changes after 
treatment.

“
“



Discussion Highlights: Biomarkers in SCLC (2/2)

CLINICAL TRIALS AND THEIR DESIGN

> Biopharmaceutical companies should remain careful when designing phase II or phase III 
clinical trials in lung cancer to not include small cell and large cell patients together

> Increased incorporation of ctDNA analysis and other means of characterization of the tumor 
biomarkers during clinical trials could be very beneficial to advancing the field

> The failure of rovalpituzumab in phase III clinical testing (MERU) was a big setback for the idea 
of targeting DLL3. It was compounded by the fact that the expression level of DLL3 was not 
monitored, further limiting the potential for additional insights on this mechanism of action 

> There is concern that testing new drugs in the relapse setting, which is considered “untreatable,” 
might cause agents with potential first-line activity to be abandoned

> Earlier incorporation of biomarker-driven combination therapies could be the way to maximize 
efficacy for patients

> Although some strong candidates have been identified for SCLC, their usefulness remains to be 
determined

> Systematic screening of patients at the time they start treatment and at progression could 
significantly benefit the field

> Despite some setbacks, DLL3 remains a good target for potential targeted therapy for SCLC, as 
its expression is fairly high and tumor specific

Dr Chiang:
We did biopsies pretreatment at week 4, 
after 2 cycles of treatment. We were able to 
get 16 paired biopsies. The patients will do 
it. I think it's interesting, because we see 
some things about T-cell infiltration that's 
correlating with the response. But again, it's 
dynamic; things are really changing. We 
know that those tumors are really cold. But I 
think if we can figure out how to tickle the 
tumor, so that you get T-cell infiltration, we're 
going to start to see more responses.

“
“



Recent Progress and 
Emerging Therapies in 
Second Line and Beyond

Apar Kishor Ganti, MD
University of Nebraska Medical Center
Omaha, NE



Efficacy and Safety of Lurbinectedin as Second-Line Therapy in Chinese 
Patients With Small Cell Lung Cancer: Preliminary Results of a Phase 1 Study
Cheng Y, et al. 2022. ASCO 8580

STUDY POPULATION
> 22 patients with relapsed SCLC in the second-line 

setting

TREATMENT
> Dose escalation, up to 3.2 mg/m2

> No DLT was identified
> The final dose of 3.2 mg/m2 was used

STUDY DESIGN



RESULTS – DOSE-EXPANSION ARM
> ORR: 45.5%
> Duration of response: 4 months
> mPFS: 6.6 months

CTFI
> Some response was observed in patients with long CTFI 

(>90 days) as well as for patients with shorter CTFI

RESULTS – EFFICACY AND CTFI LENGTH

SAFETY
> Approximately half of the patients had some dose reduction
> No discontinuations due to adverse events
> No treatment-related deaths

CONCLUSION
> These results are consistent with past clinical trials with 

lurbinectedin both in terms of safety and efficacy

Efficacy and Safety of Lurbinectedin as Second-Line Therapy in Chinese 
Patients With Small Cell Lung Cancer: Preliminary Results of a Phase 1 Study
Cheng Y, et al. 2022. ASCO 8580



A Phase 1/2 Trial of Lurbinectedin (L) in Combination With Pembrolizumab 
(P) in Relapsed Small Cell Lung Cancer (SCLC): The LUPER Study
Calles A, et al. 2022. ASCO 8581

KEY INCLUSION CRITERIA
> Previous immunotherapy not allowed
> Treated, stable, asymptomatic brain metastasis allowed

PRIMARY ENDPOINT
> Phase I: MTD and RD of the combination
> Phase II: efficacy in terms of response rate

RESULTS – SAFETY

TREATMENT
> Starting dose: pembrolizumab 200 mg Q3W + lurbinectedin 2.4 mg/m2

> Pembrolizumab 200 mg Q3W + lurbinectedin RD Q3W

RESULTS
> 1 DLT was observed in dose level 1
> Toxicity is consistent with prior experiences with lurbinectedin
> Efficacy

– Median duration of treatment: 3.1 months
– ORR: 30.8%
– Median DOR has not yet been reached. At 9 months, 75% of patients were responding



Analysis of Patients With Relapsed Small Cell Lung Cancer (SCLC) 
Receiving Single-Agent Lurbinectedin in the Phase 3 ATLANTIS Trial 
Navarro A, et al. 2022 ASCO #8524

TREATMENT
> The phase III ATLANTIS trial compared the 

efficacy and safety of lurbinectedin 2.0 
mg/m2 + doxorubicin 40 mg/m2 vs physician’s 
choice of either IV topotecan 1.5 mg/m2 or 
CAV* combination

OUTCOME
> The primary objective of OS was not met but 

the combination was active and well 
tolerated

*CAV, cyclophosphamide, Adriamycin, and vincristine.

POST-HOC ANALYSIS
> Of the 307 patients who received the doxorubicin + lurbinectedin combination, 50 who completed 10 cycles without disease progression  and 

with ECOG <2 moved on to lurbinectedin monotherapy at the FDA-approved monotherapy dose of 3.2 mg/m2 (magenta text box; see next 
slide for results)

TRIAL OVERVIEW



ATLANTIS Clinical Trial – the Efficacy and Safety of Single-Agent 
Lurbinectedin Were Analyzed in a Post-hoc Analysis 
Navarro A, et al. 2022 ASCO #8524

OUTCOMES
> A group of patients (32/48) maintained or improved the 

tumor response with lurbinectedin monotherapy
> Response to lurbinectedin monotherapy

– Improvement (n = 6; 12.5%)
– No change (n = 26; 54.17%)
– Worsened (n = 16; 33.3%)

> Median progression-free survival was 6.6 months, which is 
again comparable with past clinical trials

CONCLUSION
> Similar to the LUPER study, the dose of lurbinectedin used 

in the ATLANTIS trial was lower than the FDA-approved 
dose. It may be that the dose was not high enough to see 
the benefits of lurbinectedin

> The post-hoc analysis reinforced the sentiment that a higher 
dose of lurbinectedin is probably better than the combination 
with a lower dose of lurbinectedin + doxorubicin

RESULTS – EFFICACY



Recent Progress and 
Emerging Therapies in 
Second Line and Beyond
Key Takeaways



Discussion Highlights: Lurbinectedin in Second-Line 
Treatment of SCLC (1/2)
MOST EXPERTS VIEW LURBINECTEDIN FAVORABLY AND USE IT IN THEIR 
PRACTICE DESPITE WHAT THEY CONSIDER TO BE MODEST EFFICACY RESULTS

> Experts agreed that although lurbinectedin offers a welcome new addition in the SCLC second-
line treatment landscape, they do not believe it drastically improves patient outcomes

– Although there is some response to lurbinectedin treatment and tolerability is good, the 
experts’ main issue is durability. Patients need to be better informed that the long-term 
prognosis remains poor

– The addition of immunotherapy to lurbinectedin failed to provide additional benefits 
compared with lurbinectedin alone, but experts suggested it does not mean this 
combination might not work under different conditions

– Experts consider lurbinectedin as a bridge for some patients until they can get those 
patients on a clinical trial

> Much effort has been put into drawing meaningfulness from CTFI 
– Experts on the panel appeared to think this measurement can be somewhat arbitrary and a 

function of the frequency of the scans looking for disease progression
– For patients with long CTFI, experts report leaning toward lurbinectedin over carboplatin + 

etoposide, on the basis of the better tolerability of lurbinectedin

Dr Chiappori:
[On the modest efficacy of lurbinectedin] 
There is a saying that goes, ‘In the land of 
the blind, the one-eyed is king.’ I think that 
is what's happening to lurbinectedin right 
now: it is the best we have among really 
bad choices.

“
“



Discussion Highlights: Lurbinectedin in Second-Line 
Treatment of SCLC (2/2)
TREATMENT SEQUENCING PAST THE FIRST LINE

> Lurbinectedin is preferred over topotecan in the second line
> One rationale for delaying the use of lurbinectedin past the first line and preferring to rechallenge 

with platinum-based chemotherapy is to save it for later use
> Patients in the second line have regular visits with doctors or nurses; the need to scan frequently 

is not felt by the experts, who rely on their observation of the patient to determine whether they 
think disease progression should be monitored more closely

Dr Sabari:
I do use lurbinectedin in the second line 
when we don't have a trial specifically for 
a patient. I think the response rate in the 
phase II study was a little bit better, 
although a small study, 100 patients, and I 
think the ATLANTIS data, the phase III, 
put a wrench into it for a lot of folks, but I 
agree that the dose was significantly 
lower in the phase III ATLANTIS study 
than in the phase II.

“
“



Discussion Highlights: Other Key Takeaways for the 
Treatment of SCLC in the Second Line
RECENT DEVELOPMENTS IN THE SECOND-LINE TREATMENT FOR SCLC AND 
POTENTIAL NEW AREAS OF INTEREST

> Testing drugs that can penetrate the CNS is crucial, as brain metastases are prevalent and represent 
a serious unmet need

> ATR inhibitors alone or in combination with other agents seem to have lost their place in the second 
line in favor of other treatments

> Experts have some hope that new generations of antibody-drug conjugates could be adopted in the 
second-line setting

> There is a lot of hope and anticipation about the various subtypes of SCLC. Experts believe 
biomarker-driven treatment will take hold in the clinical trials that are designed over the next 2–3 
years

> Experts agreed that patients will comply with the need to do additional biopsies that are necessary 
when biomarkers are involved

Dr Chiang:
I'm going talk a little bit about the 
lurbinectedin data from the viewpoint of 
brain mets. The original trial didn't include 
them. The LUPER trial did not include 
them.  I think this is an area of unmet 
need. Well, first of all, there are so many 
patients who have brain mets, but I also 
have a cohort of patients who are just 
progressing in the brain. And systemically, 
they're doing really well. They're not 
candidates for any trials, because they 
have brain mets. And we really just don't 
have great options for them. This is an 
area of real unmet need. 

“

“

EXPERT CONCLUSIONS

> Although some biomarkers and subgroups have been identified for SCLC, their usefulness 
remains to be fully elucidated

> Systematic screening of patients for biomarkers at the time they start treatment and at progression 
could significantly benefit the field

> Despite some setbacks, DLL3 may remain a good target for SCLC, as its expression is fairly high 
and tumor specific
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