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M-ESLON? (retard release morphine sulphate capsules)
for Pain Control in Cancer Patients

Attila ] HORVATH. Anita SZABO. Tiinde GASPAR. Lajos BOGNAR. Miklos TEKERES
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The pain of patients who were in the terminal phase
of advanced malignant tumors was successfully
relieved by M-ESLON" capsules of controlled rele-
ase morphine sulphate (10-30-60-100 mg). The most
frequent side effects (sickness, vomiting, obstipati-

on) were effectively controlled. The concentration of
the drug in the plasma was stable, therefore the last-
ing pain relief was ensured. (Pathology Oncology Re-
search Vol 2, No 4, 242-243, 1996)
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Introduction

Pain is one of the most feared consequences ol the ma-
lignant tumors. It is the leading symptom in 70% of tu-
mors in advanced stages. In 50%: of the patients the pain is
moderate but always progressive. In about 30% ol the
cases the intensity ol the pain is intolerable and in some-
times it can be relieved only by invasive methods.™

According to the literature. the pain control is not sulis-
factory in 50-80% ol cancerous patients, even in devel-
oped countries. The treatment is not ideal. it takes place on
the basis of patients” "need". i.c. when the pain manifests
itsell. oris increasing. instcad of being prevented.'?

The incidence of neoplastic diseases has increased for
years in Hungary and pain like a "silent epidemia” tortures
the patients and their families. The WHO recommenda-
ions (published in 1994 in Geneva) as principles of pain
relief are: choice of the proper medicine, oral application,
oradual increase of the dose. regular treatment (not only
when it is needed). regutar control.” Since 1 January 1994,
cancer patients in Hungary have access 1o analgetics based
on the "controlled refease system”. The non steroid anti-
inflammatory preparates and the mild and strong opiates
cun signiflicantly relieve or stop the pain.™ There are other
possibilities Tor alleviation of the pain. like the invasive
{neurosurgical) methods as well as other non-invasive
treatments (TENS instruments). and the closc-lo-spine
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application of those drugs which influence the conduction
of the pain.”” This paper deals with experiences gained
with different doses (10-30-60-100 mg) of M-ESL.ON"
capsules of ontrolled release morphine sulphate at the Pain
Outpaticnt Departiment of the Institute of” Anacsthesiology
and Intensive Therapy (University of Medicine. Pécs).

Materials and Methods

Fifteen patients (9 males. mecan age: 65.7 years: 0
females. mean age: 51.6 vears) suffering (rom advanced
cancers were included in the study. The patients suffered
from the following malignant diseases: 6 from primaries
(3 lung cc., 2 gastric ce.. | pancreatic cc.: 1 from local
recurrency (rectum ce.y and 8 from metastatic disease (2-2
colorectal and prostatic cc.. i—1 urinary bladder cc.. fibro-
myxosarcoma. peritoneal myxoma and unknown origin).
All the patients were at terminal phase. The patients werc
eiven oral and written mformation according 1o the
Helsinki declaration and they signed their informed con-
sent. When they were selected. a history was taken as well
as physicai examination inciuding weight, height. RR.
pulsc. ECG — as fixed in the Protocol. Protein-. sugur- and
acetone-content of the urine was controlled. as well as the
hemoglobin. the serum level of creatinin. uric acid. sugar.
protein. alkaline phosphatase. and ALT. Patients. who had
the following discases or symplomes, were excluded from
the  investigation:  hypersensitivity o oplates:
asthma: acute dvspnoe: grave cardiae insufficiency: alco-
delirium

acute

holism:  gravely  damaged liver  functions:

remens: severe depression: convulsions: increased pres-

sure ol the diquor. or increased intracranial pressure:



injured head or cerebral tumor: suspicion of an acute abdo-
minal process: anastomoses inhibiting the  absorption:
operation the biliary  tract: hypolension:  concomittant
administration of MAQO inhibitors: sickness. vomiling
before administration of the medicine.

The study took place from July T. 1994 ull March 31,
1995,

The drug applicd: M-ESLON" capsules of 10, 300 60
and 100 mg of controlled release morphine sulphate
(EGIS). The dosage was determined alter taking the pain
history. according 10 the intensity of the puin.

Evaluation of the painkilling effect of the capsules was
done on numerical scale (NS). or on gualitative evaliation
scale (QUESY. The patients scored the intensity ol their
pain trom O 10 10 on NS. (0 = no pain. 10 = unbearable
pain.) The side effects were evaluated according to the
WHO recommendations.

Results

Al the beginning patients scored the pain intensity as
7.68. Three patients graded 10. Tour graded 9. another four
8. whilc the rest evaluated the intensity between 6 and 7,
and berween 7 and 8. At the start when the pain anamnesis
was taken the paticnts delineated their pain and localized
the place of the pain on a schematic enclosed figure.

Usually the pain could be classified as sharp and sting-
ing. It intertered with the sleep and the rest of the patients.
All the paticnts had former history of pain-killing, they
were admitted to the department because of the prog-
ression of their illness and the need of reevaluating their
therapy. ‘The patients received as basic therapy controlled
release M-ESLON™ capsules ol morphine sulphate. and
additionally. in accordance with the WHO recommenda-
ton. tricyclic antidepressants, non-steroid antiinflam-
matory drues (NSAID), and Calcitonin®. In some cases
TENS instrument was used.

‘The choice of the starting dose was made according to
the usual practice. that is 30-30 mg at 12 hour intervals. In
cuchectic patients and when renal functions declined: the
starting dose was 10 mg of morphine sulphate. The choice
ol the starting dose was also influenced by the type of the
opiate used formerly to control the pain. An equal
analgetic dose was calculated and applied.

The starting daily dose of M-ESLON" morphine suplate
required by the patients was: in 2 cases 30 mg. m 4 cases
60 mg. in 2 cases 90 mg, in 2 cases 120 mg, in 1 case 180
mg. in 2 cases 200 mg. in | case 390 mg. and in | case 600
mg. Due to tumor progression the doses had to be
increased. The change was determined according to the
NS values: if they "stabilized" above 5, or the pain had
manifested itsell one hour before taking the drug at least
for 24 hours, the dose was modified.
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During the test period the highest daily dose was 1080
mg of M-LESLON
phine sulphate. This provided total relict ol pain without
side ctfects. the patients felt well. the intensity of their
pain was between T and 3. In one case the drug treatment
had to be complemented by sacral neurolysis, in two cases
stable EDA cunule was inserted and epidural morphine was
given. In ull three cases the M-ESLON" treaument (2x30
mg) was continued. The most frequent side elfects were
obstipation. sickness and vomiting, Sickness and vonnting

capsules of controlled release mor-

occured in 4 cases, they could have been controlled effee-
tively by ZOIFRAN" [ilm tablets in 4-8 mg/duy doses.

The hypersomniua observed at the beginning of the ther-
apy could have been explained by the lack of sleep of the
patients, for the pain disturbed cvervbody's rest: thal was
independent from the drug. In a couple of days after start-
ing the therapy the somnolence ceased. All patients
received laxatives during the therapy. senna-contatning., as
well as osmotically acting drugs. and these. together with
drinking large amount of fluid counteracted the well-
known side effects of the morphine.

Discussion

The M-ESLON™ capsules of controlled release mor-
phine sulphate considerably alleviated the pain in all
patients with malignant tumor. The treatment was tolerated
and did not interfere with sleep or rest. Morphine was the
main component in our combined analgesic therapy. The
up-to-date technology of capsule production ensures the
beneficient 12 hour ettect: the micropellets can be adminis-
tered through a speciul width feeding tube. With the con-
trolled release the patients were not "tied to the injection
needle”, their quality of life was significantly improved.
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