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Norcolut with immune modulators
in the complex treatment
for hyperplastic uterine processes

V.N. ZAPOROZHAN ) . O.V. KHAIT " . K. P. TUMASYAN (***)

Summary: The results are presented of the treatment of 55 patients for hyperplastic endome-
trial processes with the preparation norcolut combined with the immune modulators thymalinum
and myelopidum. It was found that the application of the suggested schemes of the introduction
of the medicines mentioned increase the treatment effectiveness and enlarges its possibilities.

INTRODUCTION

At present, the tendency towards en-
larging the possibilities of conservative
treatment for benign uterine diseases has
formed, this fact being conditioned by the
achievements of modern pharmacotherapy
first of all. Among highly active hormonal
combinations introduced into practice, the
preparations of the norsteroid series, in
particular, norcolut should be noted. This
latter possesses local antiestrogenic, anti-
fibromtaous and anabolic effects, is why
it can be applied for either hyperplastic
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endometrial processes or for uterine myo-
mas (*). According to our data, endome-
trial hyperplasia relapses still occur in
from 25.6% to 519% of cases depending
upon the duration of observation; patients
experience depression of the liver absorp-
tion function, and also develop immune
suppression (" # ). The correction of
the after-effects detected and, above
all, of the immune system state, can
be accomplished by means of the pre-
parations of the thymus gland (thymali-
num) and of the bone marrow (myelopi-
dum), which belong to a new class of bio-
logical regulators - cytomedines. The pre-
parations perform the transfer of specific
information which is necessary for normal
dynamic, development and interaction of
cellular populations. Thymalinum is a pre-
paration representing the complex of poly-
peptide fractions singled out of the thy-
mus gland of cattle. It is able to stimu-
late immunological reactivity, i.e. it regu-
lates the number of T- and B-lymphocytes,
stimulates the reaction of the cellular im-
munity, intensifies phagocytosis and pro-
motes regenerative processes (°). Myelo-
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pidum is a preparation developed at the
Institute of Immunology of Ministry of
Health Protection, the USSR. It is a pre-
paration of polypeptide nature, as it con-
tains peptides of the molecular mass of
1000-3000 Daltons which were obtained
from the cells of the bone marrow of
mammals. It influences the functioning
of the B-system of the immunity. The
preparation intensifies the production of
antibodies at the peak of the immune re-
sponse, involving “silent” cells in the po-
pulation of mature antibody producents
into the synthesis. The analgetic effect of
myelopidum was discovered recently
which fact enables us to apply this pre-
paration to patients with the expressed al-
gesic syndrome.

MATERIALS AND METHODS

Fifty five patients at the age of 37.8+1.5
were under our observation. They received one
of the above preparations in the complex treat-
ment. Thus, 25 women received norcolut com-
bined with myelopidum, while 20 received not-
colut combined with thymalinum. Myelopidum
was administrated at the first phase of the men-
strual cycle simultaneously with taking norcolut,
in intramuscular injections of 3 mg every other
day for 3 months. During the following 3
months the patients received norcolut only.
Thymalinum was administrated in 10 mg, in
intramuscular injections on the 5th, 7th, 9th,
11th and 13th days of the menstrual cycle du-
ring the 6 months of taking norcolut. Follow-
up examination of the patients was performed
at 3 and 6 months after the beginning of the
treatment.

Patients’ complaints, case histories, heredity,
states of the genital, menstrual and generative
functions were studied, General and special
examinations were also performed before and
during the treatment. All the patients under-
went gynaecological examination, colposcopy,
ultrasonic scanning of the small pelvic organs
(“Toshiba”, Japan). The state of the uterine
body mucosa was evaluated by means of histo-
logical examination of endometrial scrapings
obtained before the observation and in the 7th
month of it, during the second phase of the
cycle after hysteroscopy  (hysteroscope by
“Storz”, Germany). The immune and endo-
crine system indices were also defined.

The state of the endocrine system was defined
by the data of the rectal temperature and the
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levels of gonadotrophic (luteinizing - LH, folli-
cle stimulating - FSH) and steroid (estradiol
- E,, progesterone - P) hormones in the blood
serum by means of radioimmunologic methods
with the use of standard kits of reagent “Sea-
Sorin” (France).

The state of T- and B-systems of lymphocytes
was defined by such indices as the total number
of cell (Tioa1). T-lymphocytes cartying receptors
to Fefragments of immunoglobulin M (Tw - hel-
pers chiefly) and G (T - suppressors chiefly);
the total number of B-lymphocytes (Biowr) (7)
and carrying receptors to erythrocytes of a mou-
se - Bm (2); lymphocytes forming rosettes with
theit own erythrocytes (A-RFC); concentration
of immunoglobulins, A, M, G (Ig A, Ig M, Ig
G). The received data were treated by the Stu-
dent-Fisher method of the variation statistics,
t-criterion and the reliability of the differences
wae evaluated according to the Student-Fisher’s
tables.

In apparently healthy women and also in the
patients with the preserved menstrual cycle, ta-
king the blood for the evaluation of the above
mentioned indices was carried out on the 20-24th
day of the cycle at the same morning hours, be-
fore the treatment and during the cycle of can-
cellation after the completion of the treatment.
In the group of women having anovulation, ta-
king the blood was carried out at the same
terms, taking for the first day of the cycle the
first day of the menstrual-like reaction.

RESULTS

As a result of the examination perfor-
med, it was found that the patients’ chief
complaints involved acycyic bleeding,
pains in the lower part of the abdomen,
abundant menses, general weakness, giddi-
ness and secondary infertility. Thirty fi-
ve women who subsequently received the
course of norcolut and myelopidum, com-
plained of pains in the lower part of the
abdomen associated with menses. Women
who received norcolut combined with
thymalinum suffered chronic gastritis (5
patients) with the secretory activity pre-
setved and with chronic colitis (7 pa-
tients). Besides the above complaints, the
overwhelming majority of women of this
group noted occasional pains in the area
of the liver and in the epigastric and
other parts.
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Heredity was an aggravation in only 6
women. It was found that close relations-
generally on the mother’s side, of 32.7%
of the patients examined had had tumours
of the genital system. In the geneaology
of every forth patient, a myoma of the
uterus was noted, and tumours of various
localizations were also in every fifth
patient.

Estimating the childhood sickness rate
of our patients and during their adolescen-
ce, it is necessary to indicate that 45
(81.8%) women had had children’s in-
fections, 49 (899 ) had had virus diseases,
every second had had quinsies, every
fourth had suffered from diseases of the
bronchi and lungs. At mature age, there
was on increased proportion of diseases
of the gastro-intestinal-hepatic complex
and of metabolism (every second patient),
of allergic reactions (every fifth), of the
vascular system (every fifth) and also of
inflammatory diseases. Every third pa-
tient had undergone tonsillectomy, every
fifth - appendectomy. So in the patients
examined there was markedly high degree
of hereditary aggravation of the infectious
toxic diseases, and also those of the peri-
pheral organs of the immune genesis
(quinsies, chronic tonsillitis, appendicitis)
during the period of formation of the
function of the female reproductive sy-
stem, and also a high rate of extra-genital
disease at mature age.

Aa a result of hysteroscopy and diagno-
stic curettage, it was found that, of 35
women who subsequently underwent the
course of norcolut and myelopidum, en-
dometrial hyperplasia was detected in 17,
while endometrial polyps were detected in
18. In 9 of 18, polyps were present in
the background of the secretorily changed
endometrium, and in 9 more women they
were associated with the hyperplastic en-
dometrium. In 12 patients, uterine myo-
mas were found with predominant subse-
rous location of myomatous knots, in 33
women, internal endometriosis was found.

The preserved rhythm of menses with the
two-phase rectal temperature in the ini-
tial cycle was found in 9 women; the two-
phase temperature with insufficiency of
the lutein phase was found in 19 pati-
ents. Acyclic bleedings developed in the
background of the monophase tectal tem-
perature occurring in 7 women. Of the
group of women (20 patients) who un-
derwent the course of norcolut with thy-
malinum, hyperplasia was found in 16,
while in 8 of them, it was focal; in the
remaining 4 women, glandular fibrous en-
dometrial polyps were found in the ba-
ckground of the unchanged mucosa of the
uterine body (in 2, the proliferation phase,
was observed, in 2 the secretion phase
was obsetved). Endometrial polyps asso-
ciated with hyperplasia were found in 9
patients. In these patients, the above
changes of the endometrium were combi-
ned with uterine myomas. As has been
mentioned, 12 patients of this group had
suffered mild episodes of gastro-inte-
stinal-hepatic diseases before.

As a result of follow-up examinations,
it was found that in just 3 months after
taking norcolut and myelopidum the over-
whelming majority of patients noted reduc-
tion of pain intensity as well as redution
of the blood volume discharged during
menses. In only 3 patients the applied the-
rapy failed to have the required effect. In
6 months the above positive results were
maintained. All the patients demonstra-
ted the regular cycle during the whole pe-
riod of observation, two patients, who
were sterile before, became pregnant in
the 6th month of treatment. In the eva-
luation of the menstrual cycle state it was
found that in 3 months the cycle was two-
phase in 13 patients, in 19 patients it
was two-phase associated with the lutein-
phase insufficiency, while it was mono-
phase in 3 women. After the treatment
course completion, defective two-phase
rectal temperature occurred in 26 pa-
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tinets, while in 9 patients, it was of full
value. At the same time it was found that
the normalization of the endometrial
structure and its secretory transformation
occurred in 23 patients (65.7%), endome-
trial hyperplasia was found again in 9 pa-
tients (25.7%) and in 3 patients (8.6%),
there was endometrial hyperplasia asso-
ciated with glandular endometrial polyps.
At the same time, we noted complete re-
gression of the endometriosis foci in
34.3% of patients, and in 57.19% of pa-
tients, their reverse development was
observed.

Examination of the immune and endo-
crine system states showed that their in-
dices demonstrated expressed reaction to
the medicine applied. In from 3 to 6
months of treatment, there occurred in-
crease of LH and FSH concentrations.
Simultaneously initially increased concen-
tration of E, dropped and there occurred
some increase of progesterone concentra-
tion (see Figure 1). The effect of the pre-
paration results in increasing of the num-
ber of A-RFC (young undifferentiated thy-
mocytes), was accompanied by the inten-
sifying of the B-cell function that deve-

loped temporary increase of IgM and
Ig A concentration and Ig G normaliza-
tion (see Figure 2).

By the time of the follow-up examina-
tion, all the women belonging to the 2nd
group noted improvement in general well-
being, regular menstrual rhythm and redu-
ction of blood loss during menses after 6
months of treatment with norcolut and
thymalinum. In none of the cases, were
complaints of aggravation of the ga-
stro-intestinal-hepatic complex state found.
All the patients took the treatment well.
One patient, who had sufferred infertility
before, became pregnant, thought her pre-
gnancy ended with partus maluris. In eva-
luating the state of the menstrual cycle,
its normalization was observed. Thus, in
just 2 women, the rectal temperature was
two-phase before the treatment, in 8 wo-
men, the temperature was two-phase asso-
ciated with insufficiency of the lutein pha-
se, and in 6 women, the temperature was
two-phase of full value. As a result of
follow-up diagnostic curettage and hyste-
roscopy, histological examination of scra-
pings demonstrated the endometrium at
the secretion phase in 13 patients of 20,
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Fig. 1. — Endocrine system index changes in patients of reproductive age treated with nor-

colut and myelopidum.

16



Norculut with' immune modulators in the complex treatment for hyperplastic uterine processes

a/L
Immunoglobulln A //
V2 1mmunoglobulin M /’ ‘ — SR
EEZ immunoglobulin G 25
1-apparently healthy  women . e
2-patients before treatment =
169 :
3-patlents after a 3 months 1=
treatment course =
101 T
4-patients after a 8 montns % b=
treatment course
5
O T T T T
1 2 3 4
Fig. 2. — B-lymphocyte system index changes in patients of reproductive age treated with

norcolut and myelopidum.

in 7 patients, there was focal endometrial
hyperplasia, while in 3 of them glandular
fibrous endometrial polyps were found.
The application of thymalinum and
norcolut promoted normalization of FSH,
E> and P content (see Figure 3). Among
the immunity indices, the indices of T-
lymphocyte system, i.e. Tiot and the coeffi-

B rsH ME/L
E2 pkmole /L

Progesteron

nmol/L

l-apparently healthy women

2-patients before treatment

3-patients after a 3 months
treatment course

4-patients after a 6 months
treatment course

Fig. 3. — Endocrine system index changes in
colut and thymalinum.

cient Tm/T, were responsible for most
changes. Normalization of the latter vivi-
dly shows the change of antitumoural im-
munity (see Figure 4).

It is worthwhile mentioning that all
the patients who experienced disease re-
lapse subsequently underwent either in-
trauterine cryointervention or surgery.
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Fig. 4. — T-lymphocyte system index changes in patients of reproductive age treated with

norcolut and thymalinum.

DISCUSSION

Our study showed that the application
of the immune modulators thymalinum
and myelopidum combined with norcolut
improves the clinical effect of the latter.
Practically all the patients noted improve-
ment of general well-being, sleep, appeti-
te and being of good cheer. At the same
time, the features of the preparation are
worth noting. Thus, myelopidum, being
an immune modulator, possessed analge-
sic characteristics as well and is advisable
to a greater deal in the combined uterine
pathology, including endometriosis, asso-
ciated with expressed algesic syndrome.
According to the data obtained by R.V.
Petrov and co-authors (}), the latter effect
is realized through the opioid re-
ceptors, i.e. myelopidum completely di-
splaces the marked opiates from the spots
of their specific binding on the neural
cells of the brain.

Thymalinum renders a more generally
expressed therapeutic effect and its appli-
cation is most effective in chronic genital
or external genital pathologies. We sup-
pose that this effect is conditioned by cy-
tomedine effect in restoring specific
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functions of organs and tissues in cases of
their depression. Regulating effect on ti-
bosome function is supposed to be one of
the action mechanisms of cytomedines,
which promote the synthesis of specific pro-
teins in cells and also restore and presetve
regular mechanisms of protein synthesis
that results in homeostasis normalization
(*). Neurotrophic characteristics of cytome-
dines, including thymalinum, are also
known. The above characteristics are no-
table for a wide spectrum central activity.
These data are likely to account for the-
rapeutic effect of thymalinum, that is
applied in combination with norcolut.

Our study enables us to draw the con-
clusion that the application of norcolut
in combination with immune modulators
proves to be highly effective, it promotes
restoration of the dynamics of the repro-
ductive system organs and can be a me-
thod of choice in the complex treatment
of patients for hyperplastic uterine pro-
cesses.

REFERENCES

1) Brezhneva N. V.. “Treatment of patients with
uterine myomas with synthetic progestins and
their effect on some indices of the dynamic



2)

3)

4)

6)

Norculut with immune modulators in the complex treatment for hyperplastic uterine processes

condition of the liver. Synopsis of thesis”.
Volgograd, 1986, 16.

Forbes I.]., Zalewski I.: “A subpopulation
of human B-lymphocytes that rosette with
mouse erythrocytes”. Clin. Exp. Immunol.,
1976, 26, 1, 99,

Hormonal therapy: Edited by H. Schambach,
G. Knappe, W. Carol: “Translated from
German”, Moscow, Meditsina, 1988, 416.
Kait O.V.: “Clinical and immunological
aspects of complex therapeutic effect in hy-
perplastic processes of the endo- and myome-
trium. Synopsis of thesis”. Kharkov, 1990,
32.

Morozov V.G.: “Action mechanisms of the
thymus regulatory peptids. The theses from
the reports to the scientific conference”. Le-
ningrad, 1987, 70.

Morozov V.G., Khavinson V.Kh.: “Singling
out, purification and identification of the im-
mune modulating polypeptide contained in
the thymus gland of calves and man”. Biokhi-
mia, 1981, 9, 1652.

7)

Pavlyuk A.S., Krukov B.V., Petrov R.V.
et al.: “The estimation of subpopulations of
T-lymphocytes in man: T-suppressors and
T-helpers. Methodological recommendations”.
Moscow, 1982, 28.

Petrov R.V.: “Immunology”. Moscow, Me-
ditsina, 1986, 416.

Zaporozhan V.N., Vikhlyaeva Ye. M., Khait
O.V., Uvarova Ye.V.: “Biological effect of
norcolut and its place in dynamic screening
of patients with benign diseases of the endo-
and myometrium. Systematic approach to
prevention, early diagnostics and treatment
for hormonally dependent tumours in wo-
women. Theses of reports to All-Union Sym-
posium”, Novgorod, 1988, Leningrad, 1988,
17.

Address reprint requests to:
V.N. ZAPOROZHAN

Medical Research Family Health
Centre, Odessa, Ukraine, 270039
Sverdlova str., 134

19



