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Case Report

A 63-year-old non smoking Chinese female
presented in June 2004 with cough and shortness of
breathe. Examination revealed a right supraclavicular
mass. Staging scans with PET/CT imaging
demonstrated a 5.7 x 5/4 x 6.0 CM R suprahilar mass
with 3 pretracheal nodes as well as a 1.8x 1.8 cm
right supraclavicular mass. (T3, N3, stage IlIB)
Percutaneous lung biopsy demonstrated a moderately
differentiated adenocarcinoma. EGFR testing was
positive for the mutation. The patient was treated
with carboplatin and docetaxel for 6 cycles with
concurrent radiation therapy (RT) at cycle 2-3. At the
time of imaging 2 months after RT and on
completion of carboplatin/docetaxel, the patient
developed mild radiation pneumonitis and ipsilateral
pleural effusion. PET showed near complete
resolution (CR) but it was unclear if this represented
RT pneumonitis or residual disease. The pt was
treated successfully with steroids with resolution of
symptoms. She was placed on erlotinib for 5 years
and she remains disease free at year 9.

Over the course of follow up she has developed three
other malignancies: papillary thyroid cancer treated
with thyroidectomy and | 131 therapy; Low grade
appendiceal carcinoma treated with surgical
resection; and follicular low grade non Hodgkin
lymphoma in the left axilla treated with excisional
biopsy.

Discussion

Stage 11l B non-small cell carcinoma of the lung is
felt to be unresectable in most settings with radiation
and chemotherapy in combination being the mainstay
of treatment. Concurrent chemotherapy with
radiation has been shown to be superior to sequential
therapy. Most studies show statistically improved
median survival with combined modality therapy

(chemotherapy and radiation) with 5 yr survival
ranging from 5-15%".

The best chemotherapeutic regimen has not been
determined given the rapid evolution of newer agents
in lung cancer, however, several well studied
regimens include  cisplatin/etoposide,  carbo/
paclitaxel and cisplatin/pemetrexed. In the Southwest
Oncology Group trial using cisplatin/etoposide with
concurrent RT, three and 5 yr survival was 17 and
15%, respectively®. Several studies have extended
chemotherapy past RT, with varying results. A
similar regimen given to this patient was reported by
Belani, Choy, Bonomi et al (paclitaxel instead of
docetaxel) which included a consolidation phase of
continued chemotherapy with paclitaxel after RT
with median survival reported at 16.3 months®’.

The case raises several issues including assessment of
residual disease, and the benefit and length of therapy
for maintenance or consolidation therapies. CT
scans have been the mainstay of staging and follow
up for locally advanced and metastatic disease. PET
scanning recently has been added to the options for
lung cancer staging. Integrated PET/CT has good
negative predictive value but poor positive predictive
value especially when used to determine nodal
disease®. In this case initial PET/CT scanning as well
as palpable supraclavicular disease staged the disease
definitively at I1IB. In other cases, with lower tumor
burden, a PET positive hilar or mediastinal node
would require definitive biopsy to determine if the
imaging findings reflect malignancy.

PET/CT scanning for follow up after definitive
chemotherapy and RT may also demonstrate false
positive results. For that reason, NCCN guidelines
do not recommend routine follow up with PETCT
imaging because “restaging after induction therapy is
difficult to interpret”. Radiation pneumonitis is a

well-know cause of false positive PET/CT scans. The



acute phase of radiation is the first 1- 8 weeks and
our patient may have been scanned earlier than
optimal™®. Ideally, chronic fibrotic changes in the
radiation field on the CT portion of the scan would
allow for correct interpretation of the PET/CT scan™.
These findings were not evident for this patient. It
was concluded that the patient had an excellent but
possibly not complete response to chemotherapy and
RT.

Given the excellent but unclear response to
chemotherapy and RT and 2 additional cycles of
chemo, erlotinib was started. Erlotinib was initiated
for both therapeutic as well as maintenance purposes.
At that time, maintenance strategies were being
evaluated in investigational trials. Now, maintenance
therapies with single agents have demonstrated
improvement in progression free survival in several
studies™*%. The most commonly used agents are
pemetrexed, gemcitabine, docetaxel and epidermal
growth factor receptor (EGFR) tyrosine kinase
inhibitors (TKI). Data from the SATURN trial,
which randomized patients with advanced lung
cancer to maintenance erlotinib or placebo,
demonstrated that erlotinib improves progression free
survival, especially in EGFR mutant tumors™®,

This patient was treated for 5 years with erlotinib.
Traditionally, patients with advanced disease are kept
on a tolerable treatment regimen indefinitely until
disease progression. The patient’s PET/CT scan
normalized at year 2. After review of serial scans, it
was felt that the patient did not have residual disease
at the time of initiation of maintenance therapy.
Given that she did not have proven distant metastatic
disease or active local regional disease after
definitive chemotherapy with RT, combined with
toxicity from erlotinib with significant skin rash and
diarrhea for most of the 5 yrs of therapy, the erlotinib
was stopped. She remains disease free at 9 year.

Over the course of the last 5 years, this patient
developed papillary thyroid cancer, low grade
appendiceal carcinoma and follicular low-grade non
Hodgkin lymphoma all treated with curative intent
with likelihood of recurrence.  She has no active
subsequent cancers and there is no evidence linking
her original carcinoma or its treatment with these
subsequent  cancers. The nature of these
malignancies suggests that they occurred without a
genetic predisposition.

In conclusion, this case demonstrates that long-term
survival is feasible in a small subset of patients with
Stage 111 B non-small cell lung cancer, even though
such patients are not candidates for surgical

resection. The newer systemic agents, combined
with radiation therapy and maintenance therapies,
have improved progression free survival in advanced
non-small cell lung cancer, while offering long term
survival in a small subset of these patients.
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