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Meeting Snapshot

DATE: 
August 17, 2022

PANEL: 8 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 8 US Small Cell Lung Cancer Experts

Asrar Alahmadi, MBBS
Ohio State University 

Comprehensive Cancer Center

Millie Das, MD 
Stanford Cancer Center

Isabel Preeshagul, MD, MS, DO 
Memorial Sloan Kettering 
Cancer Center 

CHAIR: 
Nagashree Seetharamu, 
MD, MBBS 
Donald and Barbara Zucker 
School of Medicine 

Sonam Puri, MD
University of Utah

Roy Herbst, MD, PhD
Yale Cancer Center

Mark Socinski, MD
AdventHealth Cancer Institute

Janakiraman Subramanian, MD
Inova Schar Cancer Institute



Time Topic Speaker/Moderator

6.00 PM – 6.05 PM Welcome and Introductions Nagashree Seetharamu, 
MD, MBBS

6.05 PM – 6.15 PM Biomarkers in SCLC Sonam Puri, MD

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

6.30 PM – 6.35 PM Key Takeaways Sonam Puri, MD

6.35 PM – 6.45 PM Recent Progress and Emerging Therapies in Second Line and Beyond Mark Socinski, MD

6.45 PM – 7.20 PM Key Questions and Topics for Discussion All Faculty

7.20 PM – 7.25 PM Key Takeaways Mark Socinski, MD

7.25 PM – 7.35 PM Standards of Care Across the SCLC Treatment Continuum Roy Herbst, MD, PhD

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

7.50 PM – 7.55 PM Key Takeaways Roy Herbst, MD, PhD

7.55 PM – 8.00 PM Summary and Meeting Close Nagashree Seetharamu, 
MD, MBBS

Meeting Agenda



Biomarkers in SCLC
Sonam Puri, MD
University of Utah



Current State of Biomarkers in SCLC and Immune 
Checkpoint Inhibitors
BIOMARKERS REPRESENT THE NEXT STEP IN IMPROVING SCLC TREATMENT PATHWAYS

> Biomarkers are needed to develop personalized medicine in SCLC
> 3 different types of biomarkers could be of use 

– RNA based
– DNA based
– Protein based

RNA-BASED TESTING DNA-BASED TESTING PROTEIN-BASED TESTING 

• High tissue requirement 
• Lack of standardization between 

sequencing platforms and read depth
• Computational complexity 
• High cost 
• Longer turnaround time 

• Targetable genomic alterations are 
rare/absent in SCLC

• Promising early data from DNA 
methylome profiling 

• Potential for noninvasive blood-based 
testing through cfDNA-based assays 

• Less robust 
• Shorter turnaround time
• Lower cost than RNA-based testing 
• Clear path to CLIA certification  



Subtypes of SCLC (RNA based)

Gay CM, et al. Cancer Cell. 2021;39:346-360.e7.

Rudin CM, et al. Nature. 2019;19:289-297.

SCLC SUBTYPES
> SCLC can be divided into 4 subtypes on the basis of expression of 

different lineage-defining transcription factors
‒ The neuroendocrine subtypes express ASCL1 (SCLC-A) or 

NEUROD1 (SCLC-N)
‒ The non-neuroendocrine subtypes express POU2F3 (SCLC-

P) or YAP1 (SCLC-Y)
> These transcription subtypes have unique therapeutic 

vulnerabilities
> A new subtype has emerged: the inflamed subtype (SCLC-I), 

which is characterized by the absence of expression of the 4 
genes 

‒ Associated with a higher mesenchymal differentiation and 
higher expression of HLA and immune checkpoint markers

‒ Immunotherapy appears to produce the greatest benefit, as 
shown by the retrospective analysis of the IMPower133 
study (top figure) and the CASPIAN study (bottom figure) 

> More work is needed to characterize the different subtypes and 
study which therapies are more likely to produce better efficacy in 
each subtype



Advancement in DNA and Methylome Profiling (DNA based)
GENOMIC PROFILING THROUGH DNA TESTING 
> Genomic profile analysis was done in approximately 3600 SCLC tumors with 

clinical annotation available on 378 patients
> Of interest was the group with TP53 and RB1 loss

- A unique group of patients in this subgroup were HPV positive, which 
could have therapeutic significance. These tumors may be uniquely 
responsive to strategies targeting the virus or reactivating p53 function 
to induce cell death

- Another subgroup had STK11 mutations, which is more common in 
NSCLC but is also recognized as a subtype in SCLC. Growing 
evidence suggests the STK11 mutation may make immunotherapy less 
effective

Chemi F, et al. Nature. 2022. 
doi:10.1038/s43018-022-00415-9 

Sivakumar S, et al. bioRxiv. 2022. doi: 
0.1101/2022.07.27.501738

DEVELOPMENT OF DNA METHYLATION PROFILING IN SCLC
> DNA profiling is easier than RNA profiling and can overcome the lack of tissue 

that is characteristic for SCLC 
> SCLC methylation testing assigns a score that is based on average levels of 

methylation across multiple genomic regions in the tumor
> The methylation score is not only prognostic, but can also discriminate between 

SCLC transcription subtypes
> Differences in methylation noted in the circulating free DNA can identify the 

subtypes that have unique therapeutic vulnerabilities



Focus on SLFN11 and c-MYC (protein based)

SECTION CONCLUSIONS
> Rapid progress in development of prognostic and predictive biomarkers in SCLC has been made, but challenges associated with lineage 

plasticity and subtype switching remain 
> Tissue availability remains a significant issue. But there are promising data on potential noninvasive cfDNA-based assays for subtyping 
> Currently there is lack of standardization in testing on different platforms. CLIA-validated subtyping assays are under development. 
> Biomarker-driven trials have started and will shape the future of precision medicine for SCLC

SLFN11 TWO PROTEINS AS POTENTIAL BIOMARKERS
> SLFN11: DNA/RNA helicase. High expression levels of SLFN11 

correlate with higher sensitivity of human cancer cells to 
DNA‐damaging agents
- SLFN11 IHC predicts improved PFS with veliparib + 

temozolomide in relapsed SCLC
> c-MYC: Transcription factor that may recruit histone 

acetyltransferases. c-MYC tends to be overexpressed in 
chemoresistant SCLC
- In an exploratory analysis of a phase II placebo-controlled 

RCT of Aurora kinase inhibitor alisertib + paclitaxel in 
previously treated SCLC patients, c-MYC correlated with 
a PFS benefit in patients who received the combination 
with alisertib



Biomarkers in SCLC
Key Takeaways



Discussion Highlight: Biomarkers in SCLC
SCLC IS ONE OF THE RARE REMAINING SOLID TUMOR TYPES WHERE THERE IS 
NO APPROVED COMPANION BIOMARKER

> Currently, biomarkers are not being used in the clinic and are mostly considered in the context of 
clinical trials. Although they seem to offer some predictive capacity for therapy benefit, several 
issues remain

– Getting tumor tissue is complicated in SCLC. However, cfDNA is judged to be a promising 
option that could be used more broadly in the future to circumvent the difficulty in accessing 
tumor sample

– Repeat testing is necessary during the disease course. Subtype switching observed in SCLC 
makes it difficult to rely on observations made at the time of initial diagnosis, since the tumor 
could have evolved different characteristics

– The potential benefit of subtyping remains very marginal with only limited therapeutic 
implications (eg, SCLC-I is better treated with immunotherapy) and does not necessarily 
justify systematic screening of the patient population

– Some patients benefit a great deal more from certain types of therapy, but the reasons for this 
or how it could be predicted are yet to be elucidated

˃ Experts discussed some biomarkers of particular interest
– SLFN11 expression favorably predicting PARP inhibitor efficacy was cited as a possible good 

example of biomarkers helping SCLC patients, but even in this instance, the panel judged the 
gains as only modest

– Another attractive target mentioned by the experts is DLL3, which is highly expressed in most 
SCLC tumors. A DLL3 BiTE (AMG 757) is currently being tested in a phase I clinical trial

– Current and emerging biomarkers may play a more important role in which type of 
immunotherapy patients might best respond to (eg, durvalumab or atezolizumab)

Dr Puri:
Circulating free DNA is the most promising [test 
for biomarkers]. It seems to be presenting like a 
full package, because it is giving us a noninvasive 
way of testing. It is also showing us that it can 
predict subtypes. The transcription subtypes have 
the strongest data for therapeutic vulnerability 
right now. Noninvasive test that can do that 
reliably probably could be the most promising in 
clinic.

“

“

Dr Socinski:
When you look at all the curves, they still are 
steeply down-sloping. I was looking at the 
number, and by the time you get to a year or so, 
all the curves are hidden at the bottom.  Even 
though they are different, the potency of these 
biomarkers seems to be not very powerful, in my 
opinion.

“

“



Recent Progress and 
Emerging Therapies in 
Second Line and Beyond

Mark Socinski, MD
AdventHealth Cancer Institute



Treatment Options for Relapsed ES-SCLC

Relapse ≤6 Months, PS 0–2: 
Preferred

• Topotecan
• Lurbinectedin
• Clinical trial

Relapse ≤6 Months, PS 0–2: 
Other

• Nivolumab
• Nivolumab + ipilimumab
• Pembrolizumab
• Paclitaxel
• Docetaxel
• Irinotecan
• Temozolomide
• CAV
• Etoposide
• Vinorelbine
• Gemcitabine
• Bendamustine

Relapse >6 Months:
Preferred

• Lurbinectedin
• For patients who relapse after >6 months 

of atezolizumab or durvalumab 
maintenance therapy, retreatment with 
etoposide +  carboplatin or cisplatin 
chemotherapy is recommended

Relapse >6 Months:
Other 

NCCN CLINICAL PRACTICE GUIDELINES FOR SECOND-LINE SCLC 

> Treatment recommendation depends on CTFI 
‒ For a CTFI of ≤6 months, topotecan or lurbinectedin are preferred
‒ For a CTFI >6 months, lurbinectedin or rechallenging with chemotherapy are preferred

> During systemic therapy, response assessment by chest/abdomen/pelvis CT with contrast should be performed after every 2–3 cycles of 
systemic therapy and at every oncology visit after therapy ends

> Oncology visits are recommended every 2 months in the first year following initial or subsequent therapy, and every 3–4 months for the next 2 
years

• Original regimen



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

DOSE-EXPANSION ARM
> Dose escalation: from 2.5 to 3.2 mg/m2 as 1-hr 

infusion q3wk
> ORR: 42.9%
> Duration of response: 4 months
> mPFS: 6.6 months

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

EXPERT’S CONCLUSION
> The speaker noted that the presented preliminary 

results show “promising activity with acceptable 
tolerability” 



ATLANTIS Trial: Phase III Randomized Study of Lurbinectedin + DOX in 
2L SCLC 
Navarro A, et al. 2022 ASCO #8524

• SCLC
• 1 prior 

chemotherapy line 
(additional biologic 
lines allowed) with 
≥30 days CTFI

• ECOG PS ≤2
• Measurable/

nonmeasurable per 
RECIST

Stratified 
• ECOG PS (0 vs ≥1)
• CTFI  (≥180, 90–179, <90 days)
• CNS involvement (Y/N)
• Prior PD-L1/PD-1 (Y/N)
• Investigator preference for control arm

Screening up to 
28 days Treatment period Follow-up period

aMaximum 10 cycles; lurbinectedin to be continued 
at 3.2 mg/m2 D1 q3w.
bPrimary prophylaxis with G-CSF is mandatory in 
both arms.

n = 307

n = 306

Key eligibility criteria
DOX 40 mg/m2 D1 q3w
Lurbinectedin 2 mg/m2 D1 q3w

Experimental arma,b

Topotecan 1.5 mg/m2 D1–5 q3w 
OR CAV combination D1, q3w
DOX 40 mg/m2 D1 q3w

Control armb

Primary endpoint 
• OS vs comparator

Follow-up
• Disease progression
• Unacceptable toxicity1:

1 
ra

nd
om

iz
at

io
n

Secondary endpoints 
• PFS by IRC
• ORR and DOR by IRC (RECIST v1.1)
• Safety

ATLANTIS trial design

Paz-Ares L, et al. Presented at WCLC 2021. Abstr PL02.03



ATLANTIS Clinical Trial: Overall Survival and Posthoc Analysis 
Navarro A, et al. 2022 ASCO #8524

POSTHOC ANALYSIS
> 50 patients completed 10 cycles of lurbi + DOX and 

switched to a higher dose of lurbinectedin monotherapy 
(from 2 mg/m2 D1 q3w to 3.2 mg/m2 D1 q3w) and 
achieved better outcomes

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

> The median PFS was 6.6 months, which is again 
comparable with past clinical trials

EXPERT’S CONCLUSIONS
> Unfortunately, ATLANTIS was a negative clinical trial, 

perhaps because of the lower dose of lurbinectedin 
used for the combination part of the trial

> It is surprising but encouraging that 50 patients (out of 
307) completed 10 cycles of the lurbinectedin and 
docetaxel combination, suggesting that the combination 
was well tolerated

> Patients who were switched to lurbinectedin monotherapy 
seemed to benefit from the higher dose used

RESULTS – EFFICACY

307 247 188 138 91 62 43 25 14 10 9 5

306 244 168 111 77 62 42 24 15 8 6 4

No. patients at risk

Lurbinectedin + DOX

Topotecan/CAV

Lurbinectedin + DOX (n = 307; C = 39)
Topotecan/CAV (n = 306; C = 52)

Censored

*HR: 0.967 (0.815, 1.148);
P = .7032

PRIMARY ENDPOINT – OVERALL SURVIVAL
> No improvement was observed compared with topotecan



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



Discussion Highlight: Lurbinectedin and Other Treatment 
Options for Second-Line Treatment of SCLC
SECOND-LINE TREATMENT OPTIONS FOR SCLC PATIENTS AND 
THERAPEUTIC LANDSCAPE

˃ SCLC is viewed by the experts as a graveyard for new drugs, on the basis of the 
many negative clinical trials from the last few decades
- The recent negative results from the RESILIENT clinical trial with irinotecan 

are yet another example of how SCLC is a difficult disease to treat 
> CTFI interval is important to guide treatment guidelines, although experts differ on 

whether 6 months should be the threshold to decide whether rechallenging is 
appropriate 

‒ For a CTFI <6 months, the NCCN guidelines are less specific, and many 
options are available 

• Lurbinectedin and topotecan are favored by this panel of experts
• Lurbinectedin can be advantageous because it is a short infusion 

once every 3 weeks, which is convenient to some patients
• Topotecan, on the other hand, can be administered orally but some 

patients develop GI tract complications
• Some clinicians also reported using paclitaxel

˃ When rechallenging with platinum-based chemotherapy, experts still use 
immunotherapy in the second line

˃ An important challenge remains that the patients, especially in the second line, are 
very frail, so their tolerance for exploring different treatment options can be limited

Dr Subramanian:
In the last few years, there has been some movement. I think 
that’s promising, like the movement of IO to the frontline. It’s 
now part of our standard of care and lurbinectedin second line 
is always a good option to have. Any of these studies failing in 
small cell doesn’t really surprise me too much, because there 
is a lot of history when it comes to this cancer.

“

“

Dr Alahmadi:
Lurbinectedin is just becoming more and more attractive, 
maybe because of its safety and toxicity profile. It matters upon 
relapse how they tolerated the first line. Just today I had a 
patient who relapsed after 8 months, but she barely tolerated 
the first-line therapy. Lurbinectedin becomes really attractive
[for those patients].

“

“



Discussion Highlight: Lurbinectedin in Second-Line 
Treatment of SCLC

BIOMARKERS USE IN THE SECOND LINE

> Experts suggested patients should be tested early, as the disease can progress 
rapidly. They argued that by the time the disease progresses, there might not be 
enough time to start genomic screening

> One expert suggested taking into consideration the smoking history of the patient 
and using that as a potential “cheap biomarker.” More mutations typically 
accumulate in SCLC of smokers compared with nonsmokers

> One expert is testing an anti–PD-1 antibody, budigalimab, for patients with high 
SED6 protein. This expert tests all patients with SCLC for SED6 expression to 
determine whether they could be enrolled in this clinical trial

Dr Das:
When I have patients on maintenance IO, and they progress 
in a platinum-sensitive patient population, I tend to 
rechallenge with platinum etoposide, and I drop the IO. In the 
resistant patient population, I’ll typically go with lurbinectedin.  
In the very unusual case where you may have a third-line 
patient still willing to undergo third-line treatment, I’ll go with 
irinotecan. That’s how I think about sequencing these drugs. 

“
“



Standards of Care Across the 
SCLC Treatment Continuum

Roy Herbst, MD, PhD
Yale Cancer Center



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 + 

atezolizumab and 5.6 months for the group that received placebo + 
atezolizumab (HR = 1.11)

> Median OS was 13.6 months for the group that received tiragolumab + 
atezolizumab and 13.6 months for the group that received placebo + 
atezolizumab (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
> Experts were critical of the jump to phase III without prior phase II



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

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

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

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

SAFETY OVERVIEW

EXPERT’S CONCLUSION
> The combination was well tolerated, and no new 

safety signals were identified
> Although the trial is still ongoing, given that this interim 

analysis was negative, it is unlikely there will be better 
efficacy at the end of the trial

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



First-Line Pembrolizumab or Placebo Combined With Etoposide and 
Platinum for ES-SCLC: KEYNOTE-604 Long-term Follow-up Results
Rudin CM, et al. WCLC 2022 #OA12.06

METHODS (N = 453)
> Selection criteria

‒ No prior systemic therapy
‒ Performance status 0/1
‒ No unstable brain metastasis
‒ Adequate organ function
‒ Life expectancy >3 months

˃ Randomized to receive etoposide + carboplatin or cisplatin with either 
pembrolizumab or placebo

˃ Dual primary endpoints: OS and PFS per RECIST 1.1

OUTCOME
> Pembrolizumab + etoposide-platinum at 3 years had a median OS of 

15.5% vs 5.9% for the placebo arm

CONCLUSION
> The trial missed its primary endpoints, but appears to be an effective 

regimen. Long-term follow-up is awaited
> Results support the continued exploration of pembrolizumab-based 

combinations

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

Key Takeaways



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

˃ The relevance of trilaciclib support with chemotherapy was discussed 
- Overall, the experts feel the benefits rarely justify adding another drug to the treatment plan and 

the associated added infusion chair time
- The approval of lurbinectedin in the second line further reduced the use of trilaciclib, as patients 

receiving lurbinectedin do not typically develop myelosuppression
˃ Experts believe there have been no practice-changing data in SCLC this year

- Although new immune checkpoint inhibitors are routinely tested, the results from the clinical 
trials appear to suggest that the efficacy of those new molecules is comparable with what is 
currently used in the clinic

- Experts on the panel did not identify practice-changing data at recent congresses including 
ASCO and WCLC. However, they feel it is encouraging that a steady stream of pipeline agents 
are still entering phase I development

˃ When asked how the physicians would treat small cell transformed patients, the panel offered that 
they would use the same regimen as their other SCLC patients

˃ The ongoing phase III IMforte clinical trial looking at the combination of lurbinectedin + atezolizumab 
in maintenance therapy is viewed positively

˃ Experts cautioned against starting phase III clinical trials without strong signals from a phase II 
clinical trial, especially considering that recruiting patients for SCLC clinical trials is difficult and the 
patient population is limited

˃ There is hope that further research and development work will help identify new treatments 
specifically tailored to the treatment of SCLC patients

Dr Herbst on the results of 
SKYSCRAPER-02
That trial probably cost 40 million, 50 
million dollars. I think we can’t afford to 
just do that. We need to do a 
randomized phase II, something that 
shows some hint of activity early on.

“

“

Dr Preeshagul
I think focusing our efforts on the 
second- and third-line settings and 
combination therapy is where it’s at. 
Whether that’s biomarker driven or tumor 
microenvironment.

“

“
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