Known Mediastinal (N2, N3) Lymph Node Disease When pathologic
involvement of mediastinal lymph nodes is documented preoperatively, a combined-modality approach is recommended assuming
the patient is a candidate for treatment with curative intent. These
patients are at high risk for both local and distant recurrence if managed with resection alone. For patients with stage III disease who are
not candidates for initial surgical resection, concurrent chemoradiotherapy is most commonly used as the initial treatment. Concurrent
chemoradiotherapy has been shown to produce superior survival
compared to sequential chemoradiotherapy; however, it also is associated with greater host toxicities (including fatigue, esophagitis,
and neutropenia). Therefore, for patients with a good performance
status, concurrent chemoradiotherapy is the preferred treatment
approach, whereas sequential chemoradiotherapy may be more
appropriate for patients with a performance status that is not as
good. For patients who are not candidates for a combined-modality
treatment approach, typically due to a poor performance status or
a comorbidity that makes chemotherapy untenable, radiotherapy
alone may provide a modest survival benefit in addition to symptom
palliation.
For patients with potentially resectable N2 disease, it remains
uncertain whether surgery after neoadjuvant chemoradiotherapy
improves survival. In an NCI-sponsored Intergroup randomized trial
comparing concurrent chemoradiotherapy alone to concurrent
chemoradiotherapy followed by attempted surgical resection, no
survival benefit was observed in the trimodality arm compared to
the bimodality therapy. In fact, patients subjected to a pneumonectomy had a worse survival outcome. By contrast, those treated
with a lobectomy appeared to have a survival advantage based on
a retrospective subset analysis. Thus, in carefully selected, otherwise
healthy patients with nonbulky mediastinal lymph node involvement, surgery may be a reasonable option if the primary tumor can
be fully resected with a lobectomy. This is not the case if a pneumonectomy is required to achieve complete resection.
Superior Sulcus Tumors (Pancoast Tumors) Superior sulcus tumors represent a distinctive subset of stage III disease. These tumors arise
in the apex of the lung and may invade the second and third ribs,
the brachial plexus, the subclavian vessels, the stellate ganglion,
and adjacent vertebral bodies. They also may be associated with
Pancoast syndrome, characterized by pain that may arise in the
shoulder or chest wall or radiate to the neck. Pain characteristically
radiates to the ulnar surface of the hand. Horner’s syndrome (enophthalmos, ptosis, miosis, and anhydrosis) due to invasion of the paravertebral sympathetic chain may be present as well. Patients with
these tumors should undergo the same staging procedures as all
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patients with stage II and III NSCLC. Neoadjuvant chemotherapy or 519
combined chemoradiotherapy followed by surgery is reserved for
those without N2 involvement. This approach yields excellent survival outcomes (>50% 5-year survival in patients with an R0 resection). Patients with N2 disease are less likely to benefit from surgery
and can be managed with chemoradiotherapy alone. Patients
presenting with metastatic disease can be treated with radiation
therapy (with or without chemotherapy) for symptom palliation.
MANAGEMENT OF METASTATIC NSCLC
Approximately 40% of NSCLC patients present with advanced,
stage IV disease at the time of diagnosis. These patients have a poor
median survival (4–6 months) and a 1-year survival of 10% when
managed with best supportive care alone. In addition, a significant
number of patients who first presented with early-stage NSCLC will
eventually relapse with distant disease. Patients who have recurrent
disease have a better prognosis than those presenting with metastatic disease at the time of diagnosis. Standard medical management, the judicious use of pain medications, and the appropriate
use of radiotherapy and chemotherapy form the cornerstone of
management. Chemotherapy palliates symptoms, improves the
quality of life, and improves survival in patients with stage IV NSCLC,
particularly in patients with good performance status. In addition,
economic analysis has found chemotherapy to be cost-effective
palliation for stage IV NSCLC. However, the use of chemotherapy for
NSCLC requires clinical experience and careful judgment to balance
potential benefits and toxicities. Of note, the early application of
palliative care in conjunction with chemotherapy is associated with
improved survival and a better quality of life.
First-Line Chemotherapy for Metastatic or Recurrent NSCLC A landmark
meta-analysis published in 1995 provided the earliest meaningful
indication that chemotherapy could provide a survival benefit in
metastatic NSCLC as opposed to supportive care alone. However,
the survival benefit was seemingly confined to cisplatin-based
chemotherapy regimens (hazard ratio 0.73; 27% reduction in the
risk of death; 10% improvement in survival at 1 year). These data
launched two decades of clinical research aimed at detecting the
optimal chemotherapy regimen for advanced NSCLC. For the most
part, however, these efforts proved unsuccessful because the overwhelming majority of randomized trials showed no major survival
improvement with any one regimen versus another (Table 107-11).
On the other hand, differences in progression-free survival, cost,
side effects, and schedule were frequently observed. These firstline studies were later extended to elderly patients, where doublet
chemotherapy was found to improve overall survival compared to
single agents in the “fit” elderly (e.g., elderly patients with no major
comorbidities) and in patients with an ECOG performance status
of 2. An ongoing debate in the treatment of patients with advanced
NSCLC is the appropriate duration of platinum-based chemotherapy. Several large phase III randomized trials have failed to show a
meaningful benefit for increasing the duration of platinum-based
doublet chemotherapy beyond four to six cycles. In fact, longer
duration of chemotherapy has been associated with increased toxicities and impaired quality of life. Therefore, prolonged front-line
therapy (beyond four to six cycles) with platinum-based regimens is
not recommended. Maintenance therapy following initial platinumbased therapy is discussed below.
Although specific tumor histology was once considered irrelevant to treatment choice in NSCLC, with the recent recognition that
selected chemotherapy agents perform quite differently in squamous versus adenocarcinomas, accurate determination of histology
has become essential. Specifically, in a landmark randomized phase
III trial, patients with nonsquamous NSCLC were found to have an
improved survival when treated with cisplatin and pemetrexed
compared to cisplatin and gemcitabine. By contrast, patients with
squamous carcinoma had an improved survival when treated with
cisplatin and gemcitabine. This survival difference is thought to be
related to the differential expression of thymidylate synthase (TS),
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nodules in another lobe and negative mediastinal nodes (IIIA, T4N0
or T4N1). Although data regarding adjuvant chemotherapy in the
latter subsets of patients are limited, it is often recommended.
Patients with T4N0-1 were reclassified as having stage IIIA tumors
in the seventh edition of the TNM system. These patients may
have involvement of the carina, superior vena cava, or a vertebral
body and yet still be candidates for surgical resection in selected
circumstances. The decision to proceed with an attempted resection must be made in consultation with an experienced thoracic
surgeon often in association with a vascular or cardiac surgeon and
an orthopedic surgeon depending on tumor location. However, if
an incomplete resection is inevitable or if there is evidence of N2
involvement (stage IIIB), surgery for T4 disease is contraindicated.
Most T4 lesions are best treated with chemoradiotherapy.
The role of PORT in patients with completely resected stage III
NSCLC is controversial. To a large extent, the use of PORT is dictated by the presence or absence of N2 involvement and, to a
lesser degree, by the biases of the treating physician. Using the
Surveillance, Epidemiology, and End Results (SEER) database, a
recent meta-analysis of PORT identified a significant increase in survival in patients with N2 disease but not in patients with N0 or N1
disease. An earlier analysis by the PORT Meta-analysis Trialist Group
using an older database produced similar results.
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