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In the late 1970's, there was great optimism that small cell lung cancer (SCLC)
could be cured [1]. At that time, SCLC had been demonstrated to be sensitive to several
chemotherapy agents, and much of the next decade was spent attempting to mix and
match these drugs in order to identify the optimal chemotherapy combination, schedule
and duration. Unfmtunately, these trials failed to identify a regimen superior to the
standard of platinum and etoposide. As a result, in 2009, the management of advanced
(extensive stage) SCLC differs little from that of 25 years ago. Not surprisingly, the
outcome for this group of patients has changed little as well (vide infra).
The following review discusses the epidemiology, clinical presentation, staging,
and cunent management of this disease. The seminal discoveries that have moved tl1e
treatment of this disease forward, such as the benefit of chest inadiation in limited stage
disease and the utility of prophylactic cranial irradiation in limited and extensive stage
disease, are also highlighted. Lastly, a discussion is undertaken of the ever increasing
understanding of the biology of this disease and how this will hopefully lead to improved
therapies for SCLC patients.

EPIDEMIOLOGY
In 2009, an estimated 25 -30,000 patients will be diagnosed with SCLC in the
United States [2]. Although SCLC is the 5th most common cause of cancer-related death
in the U.S., many oncologists that treat this disease feel they see fewer of these patients
than they did 10 or 20 years ago. Govindan et al. reviewed the Surveillance,
Epidemiologic, and End Results (SEER) Cancer Incidence Public Use Database from
1973 - 2002 [3]. They found that the proportion of SCLC among all lung cancer
histologies decreased from a high of 17.62% in 1986 to 12.95% in 2002 (Figure 1).
Since 1989, the absolute incidence of SCLC has decreased at an annual rate of 2.4%.
This downward trend is highly statistically significant (P < .0001), providing convincing
evidence that the observation is not merely random statistical fluctuation. These
investigators also noted that the male predominance for this disease has decreased
markedly during the same time period. In 1973, 72% of small cell cases occurred in men,
but by 2002, the proportion had decreased to 50% (Figure 2).
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Figure 1. The diagnosis of SCLC as a percentage of all lung cancers over 30
years (from reference 3)
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Figure 2. The diagnosis of SCLC by sex over 30 years (from reference 3)

The reasons behind these significant changes are not immediately apparent;
though these authors and others have put forth several theories to explain the
observations. The increased propmiion of women with SCLC may be at least partially
due to the overa11 increase in the number of women diagnosed with lung cancer during
the period in question. It has long been known that SCLC is highly associated with the
duration and intensity of cigarette smoking [4]. The peak prevalence of smoking in US
women occurred later in the twentieth century than that of men. As a result, while the
incidence of lung cancer cases in men began to decline around 1984, the number of cases
in women only began to plateau around the mid-1990's [5]. Another hypothesis is that
female smokers are more prone to develop SCLC than male smokers. However, at this
point, that remains speculation.
One suggested explanation for the overall decrease in the incidence of SCLC is
the increased use of filtered cigarettes. Studies have shown that those smoking filtered
cigarettes inhale more deeply and deposit smoke particles in the smallest airways and
alveoli [6, 7]. These are regions of the lung where adenocarcinomas typically arise
whereas the central airways are typically the site of origin of SCLC. Another possible
explanation is the change in pathologic classification of these tumors. In 1999, the World
Health Organization and the International Association for the Study of Lung Cancer
pathology committees published a new pathologic classification of lung cancer. In this
classification, a variant of lung cancer called large cell neuroendocrine carcinoma is
included under large cell carcinoma, a subtype of non-small cell carcinoma (NSCLC)[8].
Large cell neuroendocrine carcinoma shares many pathologic features with SCLC and
distinguishing between the two, especia11y when making a diagnosis based on scant tissue
from a fine needle aspirate, may be difficult. At this point, the exact impact of these
possible explanations on the falling incidence of SCLC is not clear, though it is likely that
they, along with other as of yet unrecognized factors, are contributing to this observed
decrease.

CLINICAL PRESENTATION
As noted above, SCLC typically begins in the central airways, and metastasizes to
regional lymph nodes and to distant organs early in the course of the disease. It is
generally assumed that virtually all patients have microscopic metastatic disease at
presentation, and > 60% present with radiographic evidence of metastases [3]. The
typical sites of distant metastases include liver, bone, brain, and adrenal glands.
Common initial symptoms include cough, dyspnea, chest discomfort, and hemoptysis [9].
In addition, SCLC is the most common cause of the superior vena cava syndrome. Given
the typical systemic nature of the disease, as many as 50% of patients will also present
with fatigue, malaise, anorexia and weight loss [10]. In addition, patients with spread of
disease to the bone or brain may present with symptoms referral to those areas such as
bone pain, seizures, and headaches. Of note, fewer than 10% of SCLC patients will be
diagnosed prior to the development of symptoms [11, 12].
One unique feature of SCLC is its frequent association with paraneoplastic
syndromes. As many as 50% of SCLC patients will develop a paraneoplastic syndrome
during the course of their disease (if cancer cachexia is included) as opposed to < 10%
with non-small cell lung cancer (NSCLC) [13]. Ectopic ACTH production (Cushing
syndrome) frequently occurs in SCLC, with as many as half of patients demonstrated to
have evidence of ectopic ACTH production on careful testing. However, fewer than 5%
develop significant symptoms [1 1]. Another endocrinopathy frequently associated with
SCLC is the syndrome of inappropriate diuretic hormone (SIADH) production.
Anywhere from 15-40% of SCLC patients will develop the syndrome and life threatening
hyponatremia may result [10, 11]. Clinically significant neurologic paraneoplastic
syndromes occur in 1-3% of SCLC patients [10]. The prevailing pathogenetic theory
behind their occurrence is the development of antibodies against "onconeural antigens"
expressed by the cancer that cross-react with elements of the central and peripheral
nervous system [14]. For example, the Lambert-Eaton myasthenic syndrome (LEMS),
associated with the development of antibodies against the voltage dependent calcium
channel affects 1-3% of SCLC patients [14, 15]. As many as 50% of LEMS patients will
eventually be found to have SCLC, and therefore, the occurrence of LEMS in any smoker
should prompt evaluation for underlying SCLC. In addition, a syndrome of sensory
neuronopathy/multifocal encephalomyelitis occurs in SCLC and is associated with the
development of anti- Hu antibodies. These antibodies are directed against RNA binding
proteins in neuronal nuclei and can be identified in 15% of SCLC patients, though far
fewer than this ever develop an associated neurologic syndrome. It is therefore unclear
whether the antibodies are truly pathogenic. In this syndrome, patients develop
asymmetric numbness and paresthesias involving the face, trunk, and proximal limbs that
then typically progress distally. Motor power is generally intact, but patients eventually
lose proprioception and vibratory sense and become unable to walk. The neurologic
disease may remit or stabilize with effective treatment of the underlying SCLC. As with
LEMS, this syndrome typica11y presents prior to the diagnosis of SCLC, and it is
therefore critical that patients with symptoms suggestive of the syndrome be screened for
the presence of anti-Hu antibodies (in the serum or CSF). In those in whom anti-Hu
antibodies are found, a diagnostic evaluation for SCLC should be undertaken. Other less
common neurologic syndromes seen in SCLC include cerebellar degeneration and limbic

encephalitis (both seen in association with anti - Hu antibodies), and cancer-associated
retinopathy.
DIAGNOSIS
A pathologic diagnosis of SCLC is typically made using light microscopy. The
cells are small (typically < 20 microns), have scant cytoplasm, absent or inconspicuous
nuclei, and finely granular nuclei (so called "salt and pepper" chromatin). They
frequently also display "nuclear molding," which is the tendency of the nuclei to become
deformed by contact with adjacent cells or structures. The tumor is exceptionally
proliferative so mitoses are frequently noted, and there are rarely fewer than 10 mitoses
per ten high power fields. The cells are also fragile and therefore crush artifact is
common [16].
Although the diagnosis can frequently be made based on histology alone,
immunohistochemical studies can provide confirmation. Stains for keratin and epithelial
membrane antigen are virtually always positive, and thyroid transcription factor - 1 is
also detected in the vast majmity of cases. In addition, at least one stain for
neuroendocrine differentiation (e.g. neuron specific enolase, chromogranin - A, CD56,
and synaptophysin) is detected in 75% of SCLC cases [16-18]. While the pathologic
diagnosis of SCLC is generally not difficult, as noted above, distinguishing it from large
cell neuroendocrine carcinoma (which is a variant of NSCLC) may be challenging
especially when limited tissue is available from a fine needle aspiration [19].
STAGING
The most widely used staging system for SCLC is that introduced by the
Veterans' Affairs Lung Study Group (VALSG) in the 1950's [20]. This system divides
patients into two groups -limited stage (LS) and extensive stage (ES). LS patients have
disease confined to one hemithorax that can be encompassed in a reasonable radiation
port.
The LS designation includes patients with mediastinal and ipsilateral
supraclavicular lymph nodes. Any spread beyond this extent is ES.
Accurate staging in SCLC is critical given that both therapy and prognosis differ
markedly for LS andES patients (vide infra). Once a diagnosis of SCLC is established it
is generally recommended that all patients have computed tomography of the chest and
abdomen in order to image the lungs, liver and adrenal glands. Further staging should
include MRI of the brain. Bone scan is generally reserved for those patients with LS
disease based on computed tomography of the chest and abdomen and MRI of the brain
in order to exclude occult bone metastases prior to initiation of curative intent treatment
as well as those patients with bone pain at presentation. Small prospective series suggest
that positron emission tomography (PET) scan may more accurately stage patients with
SCLC, but further prospective studies are needed. In the U.S. reimbursement for PET
scan for this diagnosis can be an issue.
NATURAL HISTORY AND PROGNOSIS

SCLC is a highly aggressive malignancy. The natural history of untreated SCLC
was established in a VALSG study that compared single-agent cyclophosphamide
treatment with placebo. The median survival in the untreated patients with LS and ES
stage disease was 12 weeks and 6 weeks respectively [9]. Stage remains the only
prognostic factor in SCLC that has been repeatedly validated in prospective studies. In
more modern series, LS stage patients that receive appropriate therapy have a median
survival of 18 - 20 months and 5 - year survival rates of 15 - 25% while treated ES
patients have a median survival of approximately 10 months and fewer than 10% survive
2 years.
TREATMENT
Surgery
For many years, surgery has not been considered part of standard therapy for
SCLC. This conclusion was largely based on a British Medical Research Council study
published in 1973 that compared surgery and radiation as the primary management of
SCLC. No difference in survival between the modalities was seen [21]. A subsequent
trial of 340 patients with LS disease failed to demonstrate a benefit to surgery after
induction chemotherapy [22]. A legitimate criticism of these studies is that many of the
patients were inadequately staged when compared to current standards. Several more
recent reports demonstrate excellent outcomes for very early stage SCLC patients that
receive surgery as part of therapy. A retrospective review of 82 patients with stage I
SCLC who all received surgery followed by standard chemotherapy reported a startling
86% 5-year survival rate [23]. In addition, another retrospective study rep01ted a 47% 5year survival rate for stage IA-IIB that received surgery followed by chemotherapy with
or without thoracic radiation [24]. These reports have several limitations. Notably, they
are retrospective and therefore patient selection may introduce significant bias. In
addition, post-surgical therapy was not standardized. Nonetheless, these reports have
renewed interest in the role of surgery in early stage SCLC, and prospective randomized
trials are planned [10]. If there is benefit to surgery in SCLC, it is likely confined to
those patients with what some have tenned "very limited stage disease" (VLS) (i.e. small
primary tumors with no lymphadenopathy). Given that < 5% of patients present with
VLS, few will be candidates for this approach.
Limited stage disease
In 2009, the primary goals of treatment for LS SCLC are improved survival and
cure. For many years, therapy of LS SCLC consisted of combination chemotherapy
alone. However, intrathoracic failure rates of 75 - 90% were observed [25, 26].
Subsequent studies confirmed that a combination of chemotherapy and radiation
significantly improved local control rates. However, not all of the trials demonstrated a
significant survival advantage for the combination of radiation and chemotherapy. In
1992, two large meta-analyses were performed to answer this question. Pignon et al.
analyzed 2410 patients on 13 randomized trials comparing chemotherapy alone with
chemotherapy and radiation in LS disease. The relative risk of death in the chemotherapy

and radiation group was 0.86 (95% CI; .78 - .94; P = .0001) which corresponded to a
14% reduction in mortality and an absolute benefit in survival of 5.4% at 3 years (8.9%
vs. 14.3%) [27]. The meta-analysis by Pignon also attempted to identify the ideal timing
of radiation in relation to chemotherapy (sequential, concurrent or alternating), but found
no statistically significant differences among these options. However, 3 out of 4 trials
that demonstrated a significant survival advantage with combined chemotherapy and
radiation utilized a concurrent or alternating scheme. In contrast, 7 of the 9 trials that did
not identify an improvement in survival with the combination of chemotherapy and
radiation employed a sequential treatment plan [28]. The second analysis by Warde and
Payne reviewed 11 randomized trials and also reported a survival benefit favoring the
addition of thoracic radiation to chemotherapy (OR - 1.53; 95% CI 1.30 - 1.76; p <
.001). This resulted in an absolute improvement in survival of 5.4% at 2 years.
Following the publication of these meta-analyses, standard therapy for LS disease was
established to be a combination of chemotherapy and thoracic radiation. In the United
States, the most frequently used regimen is etoposide and cisplatin (EP), due to the ease
of administering these drugs with radiation. As noted above, even with optimal therapy
for LS in 2009, only approximately 20% of patients can be expected to be cured and the
median survival is approximately 20 months. Both local and distant control rates are
disappointing, suggesting that our current chemotherapy and radiation need improvement
[29]. Therefore, efforts are ongoing to identify more effective systemic treatment (vide
infra). In addition, the optimal timing, fractionation, treatment volume, and dose of
radiation are still debated and are the subject of ongoing study.
Given that patients with LS SCLC are treated with curative intent, continued
health maintenance efforts in this group during and after treatment of their SCLC are
critical. Undoubtedly the most important of these efforts is smoking cessation. Videtic
and colleagues attempted to identify the impact of continued smoking on LS SCLC
patients [30]. They performed a retrospective review of all 215 LS patients treated in a
uniform way at their institution between 1989 and 1999. Patients were classified based
on whether they had quit smoking prior to initiation of SCLC therapy. They found that
those that continued to smoke during treatment had a statistica11y inferior survival to
those that had stopped smoking They observed median survivals of 15.8 months vs. 13.6
months and 5 - year survival rates of 8.9% vs. 4% (p = .0017) favoring non-smokers
(Figure 3). The authors initially believed that those that continued to smoke may tolerate
therapy more poorly. However, they found no statistical difference between smokers and
non-smokers in the number of patients that required a break in treatment due to toxicity
(9.7% vs. 10.8%; p = .49). With respect to cause of death, 94.7% of deaths in smokers
were cancer related as compared with 84.4% in non-smokers (p = .034). There are
several hypotheses to explain theses results. Nicotine has been shown to be a growth
factor for some SCLC cell lines [31]. Smokers often have lower oxygen saturation due to
increased carboxyhemoglobin levels, and this may negatively impact the effects of
radiation, which are at least partially oxygen dependent [32-34]. Also, it is well-known
that SCLC patients who survive are at risk for a second smoking related malignancy (at
rates as high as 1-2% per year). Patients that continue to smoke likely further increase
that risk.
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Figure 3. Actuarial survival according to smoking status during
chemoradiotherapy (P = .0017)(From reference 29).

This study clearly has limitations. It is retrospective, they did not attempt to
quantify amount of smoking prior to treatment, and they had no way to verify ongoing
smoking status after the initiation of therapy. Nonetheless, it provides a compelling
rationale for aggressive attempts at smoking cessation in this population.

Extensive stage disease
Approximately 70% of newly diagnosed SCLC patients present withES disease.
For more than 20 years, combination chemotherapy has been the standard treatment for
this population and modestly improves survival over single-agent treatment and best
supportive care [35]. Initial response rates to first-line therapy are high (50-70%), but
unfortunately typically are short-lived and virtually all patients eventually relapse. The
problem appears to be rapid development of chemoresistance (or the emergence of
chemoresistant clones), and the subsequent inability of second-line treatment to greatly
impact survival. With the realization almost 3 decades ago that SCLC was (at least
initially) a chemosensitive disease, a number of approaches were evaluated over the
ensuing thirty years to attempt to augment this response. These include protracted
duration of therapy [36], maintenance therapy [36], alternating non-cross resistant
chemotherapy [37], immediate second-line therapy [38], and increased dose-intensity

either with or without stem cell support [36]. All failed to demonstrate convincing
improvements in survival. More recently newer chemotherapy agents (such as irinotecan
[39, 40], topotecan [41, 42], and pemetrexed [43]) were evaluated in combination with
platinum against the existing standard of PE. Again, no significant improvements in
survival were observed.
The options are even bleaker for those with recurrent disease after initial
treatment with PE. Those with progressive disease after first-line treatment with PE are
classified as "chemosensitive" if it has been more than 90 days since they completed
first-line therapy. Those that have progressed within 90 days from the completion of
first-line therapy are considered "chemoresistant." Patients with chemosensitive relapse
that progress more than 6 months from completion of initial therapy can be retreated with
platinum and etoposide with response rates as high as 50 -67% [44-46]. For those that
progress 3-6 months after initial therapy, the only FDA approved agent is topotecan. In
this population treated with topotecan, response rates of 25% and median and 1 -year
survivals of 6-7 months and 14% respectively are observed [47, 48]. For the group with
chemoresistant relapse, outcomes with second-line therapy are poor (regardless of the
agent chosen) with objective tumor response rates under 10% and fewer than 5% of
patients surviving I year. A number of small phase II trials have evaluated numerous
other agents (including docetaxel, paclitaxel, gemcitabine, ifosfamide) in the second-line
setting, but none have shown enough activity to generate excitement about a randomized
phase III comparison with the current standard of topotecan.
Amrubicin
Despite the grim discussion above, there is one new chemotherapy agent under
evaluation in SCLC that is generating interest. Amrubicin is a fully synthetic 9aminoanthracycline that is convetted in the body to amrubicinol, which has a higher antitumor activity than the parent compound. Although classified as an anthracycline, it
primarily exerts its anti-tumor effects through inhibition of the DNA topoisomerase-II
enzyme rather than through DNA intercalation [49]. An initial Japanese phase II study of
arnrubicin in untreated ES SCLC patients reported a tumor response rate of 75.8% and an
encouraging median survival of 11.8 months. A subsequent randomized phase II tiial of
amrubicin versus topotecan in previously treated patients with ES SCLC has recently
been published. The 60 patient trial included those with both chemosensitive and
chemoresistant relapse, and the treatment groups were well-matched regarding this and
other prognostic variables. The overall response rate with amrubicin was 38% versus
13% for topotecan. Median progression-free survival also favored arnrubicin (3.5 months
versus 2.2 months), though this difference was not statistically significant. In addition, in
the chemoresistant group (which is typically refractory to additional chemotherapy), the
overall response rate was 17% [49]. A preliminary report of a second trial of arnrubicin
in 39 assessable patients with chemoresistant disease reported a response rate of 18% and
a progression-free survival of 3 months [50]. Toxicity with amrubicin appears
manageable with the primary side effects being neutropenia and asthenia. Importantly,
given that this is an anthracycline, cardiac toxicity has not been reported. These
admittedly preliminary results are at least modestly encouraging, and phase III trials of

amrubicin are underway in both the first and second-line setting in SCLC to better define
its activity and role in this disease.
Prophylactic cranial irradiation (PCI)
The brain is a common site of metastatic disease in SCLC. Approximately 1018% of patients have brain involvement on initial presentation [51, 52], and as many as
60- 80% of those patients that survive 2 years will develop brain metastases during the
course of their illness [51, 53]. This is an especially important issue in the LS population
where a significant proportion of patients live greater than 2 years. The general
assumption is that micrometastatic disease to the brain is relatively protected by the blood
brain barrier, thereby making it unlikely to be eradicated with systemic chemotherapy.
For these reasons, there was interest in evaluating PCI in LS patients that had a complete
response to initial treatment with chemotherapy and chest irradiation. A number of
randomized trials were done that clearly demonstrated significant decreases in the
cumulative rate of brain metastases, but not all of the trials found an improvement in
overall survival with PCI. In 1999, Auperin and colleagues published a meta-analysis of
individual patient data on 987 patients that participated in 7 randomized trials of PCI.
For the primary endpoint of overall survival, the relative risk in the PCI group was .84
(95% CI .73 - .97; p = .01). This corresponded to a 5.4% absolute increase in survival at
3 years (15.3% 3 -year survival in the control group vs. 20.7% in the PCI group). PCI
also reduced the cumulative risk of brain metastases at 3 years from 58.6% to 33.3% [54].
Until recently, the conventional wisdom was that ES SCLC patients were not
likely to benefit from PCI. The thought was that given the limited ability to control ES
SCLC, patients would succumb to their systemic disease before occult micrometastases
in the brain caused significant clinical impact. A recent European study has challenged
that assumption. Slotman et a1. published a randomized phase III trial of PCI versus
observation in 286 ES patients that had responded to first-line chemotherapy. Of note, a
complete response to treatment was not required; pmtial response was acceptable. For
the primary endpoint of symptomatic brain metastases, the cumulative rate was reduced
from 41.3% in the control arm to 16.8% in the PCI arm (p < .001). Quite unexpectedly,
the secondm·y endpoint of overall survival was also significantly improved in the group
that received PCI. Median survival in the control ann was 5.4 months versus 6.7 months
in the PCI arm (p = .003). This translated into an improvement in 1 - year survival from
13.3% to 27.1% (Figure 4). On quality of life analyses, overall functioning scores were
similar between the two groups. However, the PCI ann had more fatigue and hair loss
[55].
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Figure 4. Overall survival for ES patients receiving PCI (P = 0.003; hazard
ratio, 0.68; 95% CI, 0.52 to 0.88)(from reference 54).

This trial is one of very few in the past 2 decades to show a significant
improvement in survival for a treatment intervention in ES SCLC, and based on these
results, it is now recommended that PCI be offered toES patients with a good response to
initial chemotherapy. In addition, as has been standard for several years, LS patients with
a complete or "near-complete" response to chemotherapy and chest irradiation should be
referred for PCI. The major debate regarding the utility of PCI in SCLC centers on
reports of long-term cognitive and neuropsychiatric effects. However, despite these
concerns, there are no definitive studies that have clearly defined these risks. Ongoing
studies are evaluating different doses and schedules of radiation for PCI in the hopes of
improving efficacy as well as gaining a better understanding of the long-term sequelae.
FUTURE DIRECTIONS
The logical conclusion to draw from the above discussion is that significant
improvements in survival in SCLC are unlikely to come from enhancements of traditional
chemotherapy (with the possible exception of amrubicin) and that novel approaches are
clearly needed. In the past decade, numerous biologic targets for anti-cancer therapy
have been identified and are currently being exploited therapeutica11y in a variety of
malignancies. Potential targets include growth factors and growth factor receptors, signal
transduction pathways, extracellular matrix/angiogenic pathways, cell survival pathways,
tumor associated antigens/markers, and the proteosome. Unfortunately, initial attempts
to direct therapy against seemingly important molecular pathways in SCLC (VEGF,
matrix metalloproteinase, c-kit, bcl-2) were unsuccessful. Despite these failures, several
therapeutic targets currently under study appear to hold promise.
CD 56

CD56 is a member of the neural cell adhesion molecule (NCAM) family and is
expressed by neuroendocrine cancers such as SCLC [56], [57], [58]. BB-10901 is a
humanized monoclonal antibody directed against CD56 that is linked to a cytotoxic
compound DM-1. When BB-10901 binds to the target antigen CD56, it is internalized
and releases DM-1, a potent anti-microtubule agent. In a phase I trial of BB-10901, the
drug was well-tolerated at doses of 60 mg/m2 given weekly for 4 weeks out of 6 [59]. A
phase II study in patients with SCLC as well as other CD56 expressing neuroendocrine
carcinomas is underway and 1 partial response and 2 minor responses were seen in the
flrst 10 patients enrolled, prompting expansion to a larger cohort [60], [61]. Enrollment
to this cohort continues.
Src kinase
Src kinase represents a family of non-receptor tyrosine kinases that modulate
signals from a myriad of proteins, including cell-surface molecules, growth factors,
integ1ins and G protein coupled receptors [57]. The majority of the Src family are
located on hematopoietic cells. However, several members of the family, including cSrc, are found on epithelial tissues [62]. c-Src expression has been detected in both
SCLC and NSCLC cell lines and tumors, but not in normal lung tissue [63]. Dasatinib is
a tyrosine kinase inhibitor that blocks several kinases including c-Src. In preclinical
models, dasatinib prevented migration and invasion of NSCLC cells as well as inducing
G 1-S arrest in these cells [64]. Targeting c-Src in SCLC preclinical models also results in
decreased proliferation [65]. Currently the Cancer and Leukemia Group B (CALGB) is
conducting a phase II trial of dasatinib in SCLC patients with chemosensitive relapse. In
addition, AZD0530, a dual specific c-Src and c-Abl inhibitor is being given following 4
cycles of standard chemotherapy for ES SCLC in a phase II trial underway through the
North Central Cancer Treatment Group (NCCTG)[57].
Hedgehog pathway
The hedgehog pathway (Hh) is an embryonic signaling cascade that regulates
stem-cell differentiation pathways. The Hh pathway is therefore critica11y important in
organ development, including mammalian lung [66, 67]. Smoothened (Smo) is a
transmembrane protein that is required for activating the Hh pathway. Patched, an
inhibitory protein, constitutively downregu1ates Hh pathway activity by inhibiting Smo.
There are 3 patched ligands (Sonic Hh, Indian Hh, Desert Hh) that can all bind to and
inactivate Patched, thereby depressing Smo and activating the Hh pathway [57].
In the lung, the Hh pathway has been shown to be activated in airway epithelium
in response to injury, and this is thought to lead to malignant change by repeatedly
expanding the stem cell pool [68]. SCLC frequently displays constitutive activation of
the Hh pathway and expresses high levels of the Sonic Hh ligand. The cells within SCLC
tumors in vivo that are involved in Hh signaling are compartmentalized and appear to
recapitulate the process seen in airway development and injury repair. It has therefore
been speculated that these ce11s are maintained as tumor stem cells through ongoing Hh
signaling [69, 70]. The plant-derived alkaloid cyclopamine is a potent Smo antagonist

that therefore dowmegulates the Hh pathway [71]. Treatment of SCLC cell lines and
xenografts with cyclopamine produces growth arrest in both models [72]. Based on this
preclinical data, there is great interest in the development and testing of Hh pathway
inhibitors in SCLC. The first to reach clinical testing is GDC-0449, an orally
bioavailable synthetic inhibitor of the Hh pathway. In early phase I testing, GDC-0449
was well-tolerated and the maximum tolerated dose was established [73]. Phase II
studies in several tumor types, including SCLC are planned.

Table 1. Molecularly targeted agents previously studied or currently under
evaluation in SCLC

Matrix metalloproteinase inhibitors
marimostat
tanomostat
C-kit inhibitors
imatinib
Vaccines
mitumomab
adenovirus p53 vaccine
Bcl-2 inhibitors
oblimersen
AT-101
obatoclax
MTOR inhibitors
temsirolimus
everolimus
Src inhibitors
dasatinib
AZD0530

Anti-angiogenesis agents
bevacizumab
cedarinib
vandetanib
sorafenib
thalidomide
CC-4047
EGFR inhibitors
gefitinib
Farnesyltransferase inhibitors
tipifarnib
Multidrug resistance inhibitor
biricodar
Anti-CD56 monoclonal antibody
BB-10901
Hedgehog pathway inhibitors
GDC-0449

Bcl-2
Bcl-2 is central mediator of apoptosis that has been implicated in cell survival,
tumorigenesis, and resistance to chemotherapy in many different malignancies [74, 75].
It is also expressed in> 80% of human SCLC [76, 77]. Preclinical studies demonstrated
that inhibition of bcl-2 increased the sensitivity of SCLC cell lines and xenografts to
chemotherapy [78]. In addition, small molecule inhibitors of bcl-2 had significant antitumor effects in SCLC preclinical models [79-81]. Initial attempts to target bcl-2 in
human SCLC studies using antisense to bcl-2 mRNA failed to demonstrate improvement
in tumor response or survival when that agent (oblimersen) was given with
chemotherapy. In retrospect, however, there are questions as to whether the antisense
compound was truly hitting the target and dowmegulating bcl-2. Currently, there are at
least three small molecule inhibitors of bcl-2 and bcl-2 related proteins are in

development. All three (obatoclax, AT-101, ABT-263) are currently in phase I and II
trials in advanced SCLC.

ARE WE MAKING PROGRESS?
In their 30-year review of the SEER database discussed earlier, Govindan

and colleagues also examined changes in overall survival of SCLC patients during the
same time period (1973 - 2002). They noted modest, but statistically significant,
improvements in 2 - year and 5 - year survival for limited stage and extensive stage
patients respectively. The 5-year survival rate for limited stage patients increased from
4.9% in 1973 to 10% in 2002. Similarly, the 2 - year survival rate for extensive stage
patients improved from 1.32% to 3.57% over the same time period. Gaspar et al.
reviewed the National Cancer Data Base from 1985 to 2000 and found similar results.
They reported that the 5 - year survival rate for limited stage SCLC improved from
10.5% to 13.3% for those patients that received chemotherapy and radiation [82]. Given
that the infmmation from both of these reviews comes from large population databases, it
is impossible to know how much of this modest increase in survival is attributable to
improvements in therapy versus more accmate staging of patients and better supportive
care. Regardless, it is fair to say that whatever advances in therapy have occmTed in the
past two or three decades, the overall results impact on survival has been minimal.

CONCLUSIONS
Despite a gradual decline in incidence over the past 30 years, SCLC remains a
significant cause of cancer mortality in United States and across the world. With
appropriate treatment, approximately 20% of patients that present with limited stage
SCLC can be cured of their disease. Unfortunately, for those 80% with limited stage that
are not cured and for all patients with extensive stage SCLC, outcomes remain poor. The
only significant advance in extensive stage SCLC in the past two decades is the recent
discovery that prophylactic cranial irradiation improves survival in those patients whose
disease has responded to initial chemotherapy. Numerous attempts to enhance the antitumor effects of traditional chemotherapy for SCLC have not been successful. As the
understanding of the biology of SCLC increases, numerous rational molecular targets for
therapy are identified. Although initial attempts at "targeted therapy" in SCLC have not
yet born fruit, several newly identified targets hold promise and give hope that significant
improvements in therapy for tllis challenging disease are not far away.
ACKNOWLEDGEMENTS
Special thanks to Janice Box for her assistance in the preparation of this manuscript.

REFERENCES

1.
2.
3.

4.

5.

6.

7.

8.
9.
10.

11.
12.

13.
14.
15.

16.
17.

Einhorn, L.H., et al., Long-term results in combined-modality treatment of small
cell carcinoma of the lung. Semin On col, 1978. 5(3): p. 309-1 3.
Jemal, A., et al., Cancer statistics, 2008. CA Cancer 1 Clin, 2008. 58(2): p. 71-96.
Govindan, R., 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. 1 Clin Oncol, 2006. 24(28): p. 4539-44.
Brownson, R.C., J.C. Chang, and J.R. Davis, Gender and histologic type
variations in smoking-related risk of lung cancer. Epidemiology, 1992. 3(1 ): p.
61-4.
Wingo, P.A., et al., Annual report to the nation on the status of cancer, 19731996, with a special section on lung cancer and tobacco smoking. J Nat] Cancer
Inst, 1999. 91(8): p. 675-90.
Stellman, S.D., et al., Risk of squamous cell carcinoma and adenocarcinoma of
the lung in relation to l(fetime filter cigarette smoking. Cancer, 1997. 80(3): p.
382-8.
Janssen-Heijnen, M.L. and J.W. Coebergh, The changing epidemiology of lung
cancer in Europe. Lung Cancer, 2003. 41(3): p. 245-58.
Ettinger, D.S. and J. Aisner, Changing face of small-cell lung cancer: real and
artifact. J Clin Oncol, 2006. 24(28): p. 4526-7.
Sher, T., G.K. Dy, and A.A. Adjei, Small eel/lung cancer. Mayo Clin Proc, 2008.
83(3): p. 355-67.
Hann, C.L. and C.M. Rudin, Management of small-cell lung cancer: incremental
changes but hope for the future. Oncology (Williston Park), 2008. 22(13): p.
1486-92.
Masters, G., Clinical Presentation of Small Cell Lung Cancer. Lung Cancer
Principles and Practice. Third Edition: p. 304.
Soni, M.K., et al., The validity and clinical utility of symptom monitoring in
advanced lung cancer: a literature review. Clin Lung Cancer, 2002. 4(3): p. 15360.
Richardson, G.E. and B.E. Johnson, Paraneoplastic syndromes in lung cancer.
Curr Opin Oncol, 1992. 4(2): p. 323-33.
Dropcho, E.J., Update on paraneoplastic syndromes. Curr Opin Neurol, 2005.
18(3): p. 331-6.
Edington, G., N. Murray, and e. al., Neurological paraneoplastic disorders in
patients with small cell lung cancer: a prospecive survey of 150 patients. J Neurol
Neurosurg Psychiatry, 1991. 54: p. 764-767.
Franklin, W., T. Chanin, and A. Gonzales, Molecular and Cellular Pathology of
Lung Cancer. Lung Cancer Principles and Practice, 2005. Third Edition.
Guinee, D.G., Jr., et al., The spectrum of immunohistochemical staining of smallcell lung carcinoma in specimens from transbronchial and open-lung biopsies.
Am 1 Clin Pathol, 1994. 102(4): p. 406-14.

18.
19.

20.
21.

22.

23.

24.
25.
26.
27.
28.

29.

30.

31.

32.

33.

34.

Junker, K., T. Wiethege, and K.M. Muller, Pathology of s1nall-cell lung cancer. J
Cancer Res Clin Oncol, 2000. 126(7): p. 361-8.
Yang, Y.J., et al., Diagnosis of high-grade pulmonary neuroendocrine carcinoma
by fine-needle aspiration biopsy: nonsmall-cell or small-cell type? Diagn
Cytopathol, 2001. 25(5): p. 292-300.
Zelen, M., Keynote address on biostatistics and data retrieval. Cancer Chemother
Rep 3, 1973. 4(2): p. 31-42.
Fox, W. and J.G. Scadding, Medical Research Council comparative trial of
surgery and radiotherapy for primary treatment of small-celled or oat-celled
carcinoma of bronchus. Ten-year follow-up. Lancet, 1973. 2(7820): p. 63-5.
Lad, T., et al., A prmpective randomized trial to determine the benefit of surgical
resection of residual disease following response of small cell lung cancer to
combination chemotherapy. Chest, 1994. 106(6 Suppl): p. 320S-323S.
Brock, M.V., et al., Surgical resection of limited disease small cell lung cancer in
the new era of platinum chemotherapy: Its time has come. J Thorac Cardiovasc
Surg, 2005. 129(1): p. 64-72.
Bischof, M., et al., Surgery and chemotherapy for small cell lung cancer in stages
I-II with or without radiotherapy. Strahlenther Onkol, 2007. 183(12): p. 679-84.
Lally, B.E., et al., Small cell lung cancer: have we made any progress over the
last 25 years? Oncologist, 2007. 12(9): p. 1096-104.
Socinski, M.A. and J.A. Bogart, Limited-stage small-cell lung cancer: the current
status of combined-modality therapy. J Clin Oncol, 2007. 25(26): p. 4137-45.
Pignon, J.P., et al., A meta-analysis of thoracic radiotherapy for small-cell lung
cancer. N Engl J Med, 1992. 327(23): p. 1618-24.
Murray, N., S. Erridge, and A. Turrisi, Multimodality Therapy for Limited-Stage
Small Cell Lung Cancer: Combining Chemotherapy and Thoracic Irradiation.
Lung Cancer Principles and Practice, 2005. Third Edition: p. 674-91.
Turrisi, A.T., 3rd, et al., Twice-daily compared with once-daily thoracic
radiotherapy in limited small-cell lung cancer treated concurrently with ci.\platin
and etoposide. N Engl J Med, 1999. 340(4): p. 265-71.
Videtic, G.M., et al., Continued cigarette smoking by patients receiving
concurrent chemoradiotherapy for limited-stage small-cell lung cancer is
associated with decreased survival. J Ciin Oncol, 2003. 21(8): p. 1544-9.
Novak, J ., et al., Nicotine effects on proliferation and the bombesin-like peptide
autocrine system in human small cell lung carcinoma SHP77 cells in culture.
Lung Cancer, 2000. 29(1): p. 1-10.
Siemann, D.W., R.P. Hill, and R.S. Bush, Smoking: the influence of
carboxyhemoglobin (HbCO) on tumor oxygenation and response to radiation. Int
J Radiat Oncol Bioi Phys, 1978. 4(7-8): p. 657-62.
Kambam, J.R., L.H. Chen, and S.A. Hyman, Effect of short-tenn smoking halt on
carboxyhemoglobin levels and P50 values. Anesth Analg, 1986. 65(11): p. 11868.
Grau, C., M.R. Horsman, and J. Overgaard, Influence of carboxyhemoglobin level
on tumor growth, blood flow, and radiation response in an experimental model.
Tnt J Radiat Oncol Bioi Phys, 1992. 22(3): p. 421-4.

35.
36.
37.

38.

39.

40.

41.

42.

43.

44.
45.

46.

47.

48.

Lowenbraun, S., et al., The superiority of combination chemotherapy over single
agent chemotherapy in small cell lung carcinoma. Cancer, 1979. 44(2): p. 406-13.
Sandler, A.B., Current management of small cell lung cancer. Semin Onco1,
1997. 24(4): p. 463-76.
Roth, B.J., et al., Randomized study of cyclophosphamide, doxorubicin, and
vincristine versus etoposide and cisplatin versus alternation of these two regimens
in extensive small-cell lung cancer: a phase III trial of the Southeastern Cancer
Study Group. J Clin Oncol, 1992. 10(2): p. 282-91.
Schiller, J.H., et al., Topotecan versus observation after cisplatin plus etoposide
in extensive-stage small-cell lung cancer: E7593 --a phase III trial of the Eastern
Cooperative Oncology Group. J Clin Oncol, 2001. 19(8): p. 2114-22.
Natale, R., et al., A randomized phase l/1 trial comparing irinotecan/cisplatin (JP)
with etoposidelcisplatin (EP) in patients (pts) with previously untreated extensive
stage small cell lung cancer (E-SCLC) (abstract 7512). J Clin Oncol, 2008.
26(15S): p. 400s.
Hanna, N., et al., Randomized phase III trial comparing irinotecan/cisplatin with
etoposidelcisplatin in patients with previously untreated extensive-stage disease
small-cell lung cancer. J C1in Onco1, 2006. 24(13): p. 2038-43.
Heigener, D., et al., Topetecan/cisplatin (TP) compared to cisplatinletoposide (P)
for patients with extensive disease small cell lung cancer (ED-SCLC): Final
results of a randomized phase Ill trial (abstract 7513). J Clin Onco1, 2008.
26(15S): p. 400s.
Eckardt, J.R., et al., Open-label, multicenter, randomized, phase Ill study
comparing oral topotecanlcisplatin versus etoposidelcisplatin as treatment for
chemotherapy-naive patients with extensive-disease small-eel/lung cancer. J Clin
Oncol, 2006. 24(13): p. 2044-51.
Socinski, M., et al., Phase Ill study of pemetrexed plus carboplatin (PC) versus
etoposide plus carboplatin (EC) in chemonaive patients (pts) with extensive-stage
disease small eel/lung cancer (ED-SCLC): Interim results (abstract NSA). J Clin
Onco1, 2008. 26.
Giaccone, G., et al., Reinduction chemotherapy in small cell lung cancer. Eur J
Cancer Clin Oncol, 1987. 23(11): p. 1697-9.
Postmus, P.E., et al., Retreatment with the induction regimen in small cell lung
cancer relapsing after an initial response to short tenn chemotherapy. Eur J
Cancer Clin Onco1, 1987. 23(9): p. 1409-11.
Vincent, M., B. Evans, and I. Smith, First-line chemotherapy rechallenge after
relapse in small cell lung cancer. Cancer Chemother Pharmacol, 1988. 21(1): p.
45-8.
Ardizzoni, A., et al., Topotecan, a new active drug in the second-line treatment of
small-cell lung cancer: a phase II study in patients with refractory and sensitive
disease. The European Organization for Research and Treatment of Cancer Early
Clinical Studies Group and New Drug Development Office, and the Lung Cancer
Cooperative Group. J Clin Oncol, 1997. 15(5): p. 2090-6.
von Pawel, J., et al., Topotecan versus cyclophosphamide, doxorubicin, and
vincristine for the treatment of recurrent small-cell lung cancer. J Clin Oncol,
1999. 17(2): p. 658-67.

49.

50.

51.
52.
53.

54.

55.
56.
57.

58.
59.

60.

61.

62.
63.
64.

65.

Inoue, A., et al., Randomized phase II trial comparing amrubicin with topotecan
in patients with previously treated small-cell lung cancer: North Japan Lung
Cancer Study Group Trial 0402. J C1in Onco], 2008. 26(33): p. 5401-6.
Ettinger, D., et al., A phase II trial of single-agent amrubicin (AMR) in patients
with extensive disease small cell lung cancer (ED-SCLC) that is refractory or
progressive within 90 days of completion of first-line platinum-based
chemotherapy (abstract 8041). J Clin Oncol, 2008. 26(15S): p. 434s.
Pottgen, C., W. Eberhardt, and M. Stuschke, Prophylactic cranial irradiation in
lung cancer. Curr Treat Options Onco1, 2004. 5(1): p. 43-50.
Seute, T., et al., Neurologic disorders in 432 consecutive patients with small cell
lung carcinoma. Cancer, 2004. 100(4): p. 801-6.
Nugent, J.L., et al., CNS metastases in small cell bronchogenic carcinoma:
increasing frequency and changing pattern with lengthening survival. Cancer,
1979. 44(5): p. 1885-93.
Auperin, A., et a1., Prophylactic cranial irradiation for patients with small-cell
lung cancer in complete remission. Prophylactic Cranial Irradiation Overview
Collaborative Group. N Engl J Med, 1999. 341(7): p. 476-84.
Slotman, B., et al., Prophylactic cranial irradiation in extensive small-cell lung
cancer. N EnglJ Med, 2007. 357(7): p. 664-72.
Allen, J. and M. Jahanzeb, Extensive-stage small-cell lung cancer: evolution of
systemic therapy andfuture directions. Clin Lung Cancer, 2008. 9(5): p. 262-70.
Johnson, B., C. Rudin, and R. Salgia, Novel and Targeted Agents for Small Cell
Lung Cancer. ASCO Education Book 2008, 2008. 44th Annual Meeting: p. 363367.
Rossi, A., et al., New targeted therapies and small-cell lung cancer. Clin Lung
Cancer, 2008. 9(5): p. 271-9.
Fosse11a, F., et al., Phase I trial of the monoclonal antibody conjugate, BB-10901,
for relapsed/refractory small cell lung cancer (SCLC) and other neuroendocrine
(NE) tumors. Proc Am Soc Clin Oncol, 2002. 21(309a (Abstract 1232)).
McCann, J., et al., Phase II trial of huN901-DMJ in patients with relapsed small
cell lung cancer (SCLC) and CD56-positive small cell carcinoma. J Clin Oncol,
2007. 25 (18 suppl)(690s (Abstract 18084)).
Fossella, F., et al., Phase II Trial of BB-10901 (huN901-DMJ) given weekly for
four consecutive weeks every 6 weeks in patients with relapsed SCLC and CD56positive small cell carcinoma. J Clin Oncol, 2005. 23((16 suppl):660s).
Chong, Y.P., et al., Endogenous and synthetic inhibitors of the Src:family protein
tyrosine kinases. Biochim Biophys Acta, 2005. 1754(1-2): p. 210-20.
Mazurenko, N.N., et al., Expression of pp60c-src in human small cell and nonsmall cell lung carcinomas. Eur J Cancer, 1992. 28(2-3): p. 372-7.
Johnson, F.M., et al., Dasatinib (BMS-354825) tyrosine kinase inhibitor
suppresses invasion and induces cell cycle arrest and apoptosis of head and neck
squamous cell carcinoma and non-small cell lung cancer cells. Clin Cancer Res,
2005. 11(19 Pt 1): p. 6924-32.
Roelle, S., et al., Essential role of Pyk2 and Src kinase activation in neuropeptideinduced prol{f'eration of small cell lung cancer cells. Oncogene, 2008. 27(12): p.
1737-48.

66.
67.
68.
69.
70.
71.
72.
73.
74.
75.
76.
77.
78.

79.
80.
81.

82.

Velcheti, V. and R. Govindan, Hedgehog signaling pathway and lung cancer. J
Thorac Oncol, 2007. 2(1): p. 7-10.
Watkins, D.N. and C.D. Peacock, Hedgehog signalling in foregut malignancy.
Biochem Pharmacal, 2004. 68(6): p. 1055-60.
Dowell, J. and J.D. Minna, Small-cell lung cancer: translational research enroute
to therapeutic advances. Oncology (Williston Park), 2008. 22(13): p. 1493, 1495.
Watkins, D.N., D.M. Berman, and S.B. Baylin, Hedgehog signaling: progenitor
phenotype in small-cell lung cancer. Cell Cycle, 2003. 2(3): p. 196-8.
Watkins, D.N., et a1., Hedgehog signalling within airway epithelial progenitors
and in small-cell lung cancer. Nature, 2003. 422(6929): p. 313-7.
Rubin, L.L. and F.J. de Sauvage, Targeting the Hedgehog pathway in cancer. Nat
Rev Drug Discov, 2006. 5(12): p. 1026-33.
Daniel, V.C., C.D. Peacock, and D.N. Watkins, Developmental signalling
pathways in lung cancer. Respirology, 2006. 11(3): p. 234-40.
Lorusso, A. and e. a1., Journal of Clinical Oncology, 2008. 26S.
Adams, J.M. and S. Cory, The Bcl-2 apoptotic switch in cancer development and
therapy. Oncogene, 2007. 26(9): p. 1324-37.
Rudin, C.M., et al., Novel systemic therapies for small cell lung cancer. J Nat]
Compr Cane Netw, 2008. 6(3): p. 315-22.
Ikegaki, N., et al., Expression of bcl-2 in small cell lung carcinoma cells. Cancer
Res, 1994. 54(1 ): p. 6-8.
Jiang, S.X., et al., Expression of bcl-2 oncogene protein is prevalent in small cell
lung carcinomas. J Pathol, 1995. 177(2): p. 135-8.
Zangemeister-Wittke, U., et al., Synergistic cytotoxicity of bcl-2 antisense

oligodeoxynucleotides and etoposide, doxorubicin and cisplatin on small-cell
lung cancer cell lines. Br J Cancer, 1998. 78(8): p. 1035-42.
Hann, C.L., et a1., Therapeutic efficacy of ABT-737, a selective inhibitor of BCL2, in small cell lung cancer. Cancer Res, 2008. 68(7): p. 2321-8.
Oltersdorf, T., et al., An inhibitor of Bcl-2 family proteins induces regression of
solid tumours. Nature, 2005. 435(7042): p. 677-81.
Tahir, S.K., et al., Influence of Bcl-2 family members on the cellular response of
small-cell lung cancer cell lines to ABT-737. Cancer Res, 2007. 67(3): p. 117683.
Gaspar, L.E., et al., Limited-stage small-cell lung cancer (stages I-III):
observations from the National Cancer Data Base. Clin Lung Cancer, 2005. 6(6):
p. 355-60.

