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Selected Summaries

Chemotherapy for advanced non-small cell
lung cancer

Ichinose Y, Takanashi N, Yano T, Asoh H, Yokoyama H, Tayama
K, Hara N, Ohta M. (Department of Chest Surgery, National
Kyushu Cancer Center, Fukuoka, Japan.) A phase II trial of oral
tegafur and uracil plus cisplatin in patients with inoperable
nonsmall cell lung cancer. Cancer 1995;75:2677-80.

SUMMARY
Less than 20% of all cases of non-small cell lung cancer are operable.
The treatment option available for such patients is either radiotherapy
or chemotherapy. Various combinations of chemotherapeutic agents
have been tried. The combination of cisplatin and 5-fluorouracil
(5-FU) has been proved to have a synergistic anti tumour effect in
many experimental and clinical studies. In this paper the authors
report the results of a trial using tegafur (which is a prodrug of 5-FU;
1-[2-tetrahydrofuryl]-5-FU) and uracil along with cisplatin in
inoperable non-small cell lung cancer.

Thirty-one patients were entered into the study, all of whom were
less than 75 years old (mean age 61 years). The patients (except
for 2) had either stage IllB (12) or stage IV (17) disease with
adenocarcinoma and squamous cell carcinoma in equal proportions
(15 each). A combination of uracil and tegafur (400 mg/m') in 100 mg
capsules (100 mg tegafur and 224 mg of uracil), was given orally for
21 days. Most of the patients received 300 mg of the combination
tablets twice a day. Cisplatin (80 mg/m-) was given as an infusion
over 90 minutes on day 8 after adequatel y hydrating the patients. This
cycle was repeated every 4 weeks. At least 2 treatment cycles were
given, unless there was disease progression or toxicity. The response
and survival rates were assessed after a follow up period which
ranged between 9 and 30 months.

The patients received I to 4 cycles of therapy and the response
rates were: complete response-nil, partial response-II, no change-
II and disease progression-9. The overall response rate was 35%
(95% CI: range 19-52%). Five patients achieved atleast 50% tumour
reduction after 2 cycles. Of the II patients who showed partial
response, 5 (35%) had stage IV disease and 6 (36%) had other stages;
6 (40%) had squamous cell carcinomas and 5 (31%) had tumours
of other histological types. The median duration of response was
6 months (3-13 months). In stage III disease, the l-year survival
rate was 31%, with a median survival time of II months, while in
stage IV disease it was 29% with a median survival time of8 months.
There was a low incidenceoftoxicity, with anaemia (10%), leukopenia
(6%) and thrombocytopenia (6%) being the most common side-
effects. There were also no treatment-related deaths.

The authors concluded that oral uracil and tegafur were as
effective as other combinations with cisplatin. They also caused very
few side-effects. They suggest that a larger trial needs to be carried
out.

COMMENT
More than 80% of patients with non-small cell lung cancer
(NSCLC) are inoperable at the time of presentation. Thus, it is
important for clinicians to be aware of the available management
options. Radiation therapy is considered to be the standard
treatment, but despite its wide acceptance it gives poor results,

with median survival times of 8-10 months, 2-year survivals of
about 10-20% and 5-year survivals of only 3-8%.1

The primary reason for the failure to cure more than 10-15%
of all lung cancer patients is the propensity of the cancer cells to
metastasize to distant sites. Only a small minority die as a result
of complications of the primary tumour. Thus systemic therapy
must be the cornerstone of any programme which seeks to cure a
larger proportion of patients with lung cancer and improve patient
survival.' Unfortunately, currently approved chemotherapeutic
agents are less active in NSCLC patients, and biological agents
have not shown much promise. Nonetheless, there is increasing
evidence that newer chemotherapeutic agents may be more
effective, especially in patients with stage III rather than stage IV
disease. This finding has also been confirmed from India.'

A recent editorial comments that chemotherapy should no
longer be considered controversial in the treatment of NSCLC.4

It's beneficial role as induction (neoadjuvant) therapy in locally-
advanced, surgically resectable disease is also gaining recognition.
Chemotherapy may also be the most cost-effective way of treating
patients with NSCLC and may improve the quality of life in these
patients. The various drugs that are active against NSCLC are
cisplatin, carboplatin, ifosfamide, mitomycin-C. vindesine and
vinblastine, and etoposide. Although some patients show objecti ve
responses to single agent chemotherapy, it is questionable whether
one drug alone can induce tumour regression in more than 20% of
cases.' Hence, combinations have been used which have proved
to be beneficial in NSCLC (Table I).

There have been four meta-analyses of the data contained in
numerous randomized studies comparing chemotherapy v. best
supportive care in stage IV NSCLC, all of which have concluded
that a significant difference in survival does exist favouring
patients treated with chemotherapy." There was an increase in
median survival from 6 to 8 months and an increase in l-year
survival from 16% to 26%.10 Another study found a reduction in
mortality at 3 to 6 months in patients given chemotherapy. I I

TABLEI. Results of large trials of radiotherapy with or without
chemotherapy in patients with locally advanced (stage III) non-
small cell lung cancer (NSCLC)

Study Regimen Patients Partial or Median
(n) complete survival

response (months)
(%)

Dillman et at.' RT 119 44 II
RT and CT 119 49 II

Schaake-Koning RT 114 70 46% at I year
et aP RTand CT 110 75 44% at I year

(weekly
cisplatin)
RT and CT 107 85 54% at 1 year
(daily
cisplatin)

Mattson et at.' RT 119 44 II
RT and CT 119 49 II

Le Chevalier RT 177 35 10
et al" RT and CT 176 31 12

RT radiotherapy CT chemotherapy
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A more recent study" of combination chemotherapy has shown
median survivals to be in the range of 10 months, which is an
encouraging prospect. In the present study, with the addition of
uracil and tegafur to cisplatinum, the median survival was 8
months in stage IV disease with l-year survival of 10% which is
better than the results of earlier studies. Alpha-interferon, which
potentiates the activity of a number of cytotoxic agents, can also
increase the response rate in these patients." Stage IIIB cancers,
which represent locoregionally advanced disease, can also benefit
from chemotherapy, given alone or prior to radiotherapy. One
study? has reported an improved median survival from 10 to 14
months and an increase in 5-year survival from 7 to 19%. Another
recent study? has reported a response rate of 85% with chemo-
therapy compared to 70% with radiation alone; the 3-year survi val
was 16% with chemotherapy compared to 2% with radiotherapy.
In the present study, median survi val increased to 11 months with
a I-year survival of31 %. Thus, chemotherapy given concomitantly
with radiation can improve survival, with better control of the
tumour.

One of the arguments against using chemotherapy in NSCLC
is that the survival benefits are too small. However, this marginal
benefit of a few months may be more important to an individual
with a short time to live than to the general 'healthy' population.'
With chemotherapy the quantity of life may be extended but the
quality of life is not always enhanced, mainly because of drug-
induced toxicity. With newer drugs, these toxic effects have
become fewer. In this study major side-effects were observed in
only 6% of patients. Trials with new drugs are in progress and
preliminary results have indicated that if these drugs are used
in combination, they can produce median survivals of up to
10 months." Thus oral tegafur and uracil with cisplatin has
demonstrated a median survival of II months for stage III and
8 months for stage IV NSCLC and an extremely low incidence of
side-effects. The efficacy of tegafur and uracil with cisplatin has
also been demonstrated in advanced squamous cell cancers of the
head and neck. 14 Another advantage of this regimen is that oral
administration of the drugs spared the patients from distress
associated with constant infusion of 5-FU. I believe that the time
has come to use chemotherapy in most patients with NSCLC
in India."

Spinal tuberculosis with neurological deficits

Vidyasagar C, Murthy HKRS. (Department of Neurosurgery,
Sanjay Gandhi Accident and Rehabilitation Centre, Bangalore,
Karnataka.) Management of tuberculosis of the spine with
neurological complications. Ann R Coil Surg Engl 1994;76:
80-4.

SUMMARY
Two hundred patients suffering from tuberculosis (TB) of the spine
with neurological complications were the subjects of this review.
They were graded according to the Frankel system into-A: complete
neurological deficit; B: sparing of some sensation; C: sparing of
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sensation but no useful motor function; D: sparing of sensation and
useful motor function; and E: no deficits. Investigations carried out
included detailed neurological assessment, radiography, contrast
myelography and, in the later stages ofthe study, spinal computerized
tomography (CT) scan. The authors believe that contrast myelography
provides the best indication of spinal compression in TB spine.
Treatment was by surgical decompression followed by chemotherapy.
The surgical approach for thoracic spine disease was by the anterior
transthoracic route. Cervical lesions were "also approached by the
anterior route, lateral to the carotid vessels. Unexpected findings
during operation included lymphoma, plasmacytoma, non-tuberculous
granulation tissue, salmonella osteomyelitis and tumour metastasis.
Ten patients died during the postoperative period, all of whom had
extensive systemic TB. When indicated, antituberculous drugs were
administered postoperatively for two years and immobilization was
done in a plaster cast for 3 months.

Only 30 patients showed partial recovery. Improvement was


