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Abstract. – This report is of 26 patients
diagnosed with microcytoma of the lung in
stages I, II, and IIIa. All patients received surgical treatment as well as postoperative chemoradiotherapy when indicated by stage. Mean survival rates were 16 months for stage I, 10
months for stage II and 6 months for stage IIIa
disease.
For many years surgery was considered contraindicated in the treatment of pulmonary microcytoma. Now a multidisciplinary approach is
being used in which surgery has a crucial role.
Microcytoma of the lung has a poor prognosis
due to its early metastasis and rapid growth. It
is crucial to have early diagnosis and accurate,
consistent staging as the basis for treatment. A
review of literature shows that the use of
surgery, chemotherapy and radiotherapy are all
important in treatment of microcytoma. Chemotherapy is successfully utilized preoperatively
to improve local control, decrease neoplastic
mass, induce histological regression and as
postoperative adjuvant therapy. Radiotherapy
has been shown to be effective preoperatively
to reduce local mass and prophylactically for
cerebral metastasis. Surgery is crucial to irradicate the neoplastic mass, improve staging accuracy, decrease the possible selection of neoplastic clones resistant to postoperative therapy, decrease local recurrence and allow less aggressive chemoradiotherapy.
We feel the most effective protocol for pulmonary microcytoma includes preoperative chemotherapy and radiotherapy when indicated followed by surgical intervention and finally successive adjuvant therapy.
The limited number of our cases does not
consent a statistically significative conclusion.
Our data confirm the importance of the surgical
procedure in stages I and II, where according also to other authors, the best results are obtained. Surgical indication in stage IIIa is still
discussed due to precocius lymphnode dissemination that significantly affects long-term survival.
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Introduction
For many years small cell carcinoma of the
lung has been considered a systemic disease.
British medical research conducted in the
1950’s and 1960’s concluded that surgical
treatment added no benefit to radiation therapy alone1. Therefore, therapeutic protocol
utilizing surgery was widely abandoned and
was even considered contraindicated in patients with small cell lung cancer. Results of
further research have shown that this is, in
fact, not true. We now know that a multidisciplinary approach to treatment is needed,
and surgery is assuming an increasingly important role.

Methods
This is the report of data collected from
the treatment of twenty six patients diagnosed with microcytoma of the lung. Of
these there were 4 patients with stage I, 10
patients with stage II and 12 with stage IIIa
disease. Stage IIIa patients were thus distributed: one patient with T3/N1/M0, 3 patients
with T2/N2/M0 and 8 patients with T3/N2/M0
belonged to this stage. Treatment strategies
were based upon surgical staging. Patients
with stage I disease received primary surgery
137

M. Ruggieri, F. Scocchera, A. Mascaro, C. Haughn, M. Batori, M. Lazzaro, M. Lepore, A. Paolini

and postoperative chemotherapy. Patients
diagnosed as stage II and IIIa received induction chemotherapy followed by surgery
and further chemotherapy. Stage IIIa disease
with extensive primary tumor invasion (T3)
was treated with initial thoracic irradiation
followed by surgery and postoperative chemotherapy. All patients who achieved complete remission received prophylactic cranial
irradiation at six months post-op. The surgical
procedures utilized included 7 lobectomies (3
with stage I and 4 with stage II disease), 1
bilobectomy of a patient with stage I disease
and 18 pneumonectomies (6 with stage II and
12 with stage IIIa disease). The mean survival
rates were 16 months (p > 0.01) for stage I disease, 10 months for stage II and 6 months (p >
0.01) for stage IIIa disease.
In stage IIIa median survival was very
short, because this group included 11 patients
with T1-3/N2/M0 and only one patient with
T3/N1/M0.

Discussion
Pulmonary microcytoma is a malignant
neoplasia which is responsible for 25% of all
cancers of the lung. It presents an extremely
poor prognosis due to its biological aggressiveness by rapid cellular replication and early hematologic metastasis. It has a controversial histogenesis because it is unclear weather
it is of neural crest origin, making it part of
the APUD system, or if it is of endodermic
origin. Regardless the cells undergo a process
of specific differentiation caused by unknown
factors.
Because small cell carcinoma is a rapidly
progressive disease and treatment possibilities are evolving and greatly depend upon the
extent of disease it is imperative to utilize a
consistent and precise system of staging.
There is a common use of the terms “extensive” and “limited” disease throughout current literature. Typically, limited disease
corresponds to stages I, II and IIIa and extensive disease to IIIb and IV of the AJCC
classification system. Also, some American
researchers have introduced the concept of
“very limited” disease which includes only
stages I and II. However, these terms are not
consistent because they are applied to vary138

ing stages of disease. Additionally, the use of
these terms defeats the purpose of utilizing a
reproducible classification system which is vital to the ever-changing knowledge and treatment strategies2. The TNM model with AJCC
classification fulfills these ideals well for microcytoma of the lung. However, it is clear to
many researchers that the prognoses of patients affected by lung microcytoma varies
within the stage of disease particularly in relation to lymphnode metastasis3. This leaves
opportunity for further review of TNM staging in regards to lymphnode metastasis.
It is crucial to emphasize the importance of
early diagnosis. Today, this is possible thanks
to the sophisticated system of new technology
available, particularly fibrobronchoscopy
with biopsy sampling.
The treatment of patients affected by microcytoma must be multidisciplinary. Studies
conducted in the 1980’s made this evident as
the five year survival rate of those affected by
lung microcytoma was markedly improved in
the patients who were subjected to a combined treatment of surgery and postoperative
chemotherapy4,5. Survival rates reached up to
51% for patients with stage I disease, 28%
with stage II and 19% with stage IIIa 6,7 .
Supporting this, other authors have registered five year survival rates which vary from
20-45% in stages II and IIIa8-11. In contrast, it
is reported that chemotherapy used alone
produces poor results, with a five year survival rate of only 5%12-13.
Our results agree with those of other
authors on survival in stages I and II, but are
worse in stage IIIa. Probably the lymphnode
metastases are the cause of the short survival
because these represent signs of early disease
diffusion.
The use of primary surgical treatment with
an intent to cure in operable lung microcytoma is proving to be important for several
reasons. Surgical intervention allows for a
histopathological staging which is often more
advanced than clinical staging which would
imply it to be more accurate. A more accurate staging enhances the ability to choose
the most effective form of adjuvant therapy
and formulate a more precise prognosis.
Surgery also eradicates the neoplastic mass
which reduces the number of neoplastic cells
to be treated by successive therapy. This improves the results while making it possible to
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treat patients with less aggressive therapies
which is to the advantage of the whole organism and in particular the hematopoietic system. In addition, by reducing the number of
neoplastic cells with surgical excision it diminishes the probability of selection of neoplastic clones resistant to postoperative pharmacological treatment 14-15. Finally, surgery
has been shown to reduce the local recurrence rate when compared to chemoradiotherapy.
Chemotherapy is also maintaining a primary role in treatment of pulmonary microcytoma. Some authors emphasize the importance of preoperative chemotherapy. In addition to improving the local control of disease,
it can, in some cases, induce a histological regression of the tumor, transforming it from
microcytoma to a form of carcinoma that has
a lesser degree of biological aggressiveness
and therefore improving the prognoses 16 .
Also, oncologic pharmacology is continuously developing more potent molecules which
have less toxic effect. We feel that chemotherapy should not be viewed as an alternative to surgical intervention or vice versa in
the treatment of pulmonary microcytoma.
When used conjunctively surgery greatly enhances the outcome of chemotherapy.
The use of preoperative, local radiotherapy
is also assuming an increasing role in the
treatment of microcytoma in patients with
stage IIIa disease. Several studies have reported very encouraging results 17-18. Also,
some authors suggest that prophylactic cranial irradiation is important in lowering the
incidence of cerebral metastasis for patients
in complete remission19.
From this discussion we conclude that it is
always necessary to consider surgery in the
treatment of pulmonary microcytoma and
when this is not possible due to an advanced
stage of disease (IIIa), one must consider creating the conditions which make surgery possible with the use of complimentary preoperative therapies. This is done by lowering the
stage of the neoplasia through inducing biological regression and a reduction of the
overall mass of the tumor.
Given the state of current knowledge, our
treatment strategy for pulmonary microcytoma includes primary surgical treatment followed by chemotherapy for stage I disease.
Stages II and IIIa are treated by preoperative

chemotherapy followed by surgical treatment
and finally successive adjuvant therapy. In
stage IIIa with T3, preoperative thoracic irradiation is utilized followed by surgery and
chemotherapy. Prophylactic cranial irradiation is used for patients who are in complete
remission.
Our results, eventhough the number of cases is scarse and insufficient to allow a statistically valid conclusion, confirm the findings of
other authors on the role of surgery in the
multidisciplinary management of SCLC.
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