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Actuality of the subject. Background of the subject.
Menstrual dysfunction and euroendocrine syndroms are among the most complicated themes in gynecology, because of the difficulty for the diagnosing and treatment, thus demanding from the medical doctor understanding   and knowledge of the complicated mechanisms of menstrual function, principles and  responsibility for the hormonal therapy use.  Such social problem as 
birth rate is closely connected with this type of pathology (menstrual dysfunction leads to infertility and long-term lose of ability to work). Correct diagnostics and timely treatment would make a great amount of women able to live a  productive life and feel the happiness of motherhood.
2.Ojectives of the lecture
Educational
1. To learn the mechanism of menstrual function regulation( =ІІ ).
2. To learn the periods if woman’s life( =ІІ ).
3. To learn  the classification of menstrual dysfunctions( =ІІ ).
4. To learn  the etiology of menstrual dysfunctions( =ІІ ).
5. Amenorrhea: primary and secondary. Its characteristics. ( =ІІ ).
6. Primary amenorrhea: cortico- pituitary, hypothalamo-pituitary, adrenic,  ovarian, matricular.  To learn etiology, pathogenesis, diagnostics, clinics. ( =ІІ ).
7. Secondary amenorrhea: central, pituitary, hypothalamo-pituitary, adrenic,  ovarian, matricular.  To learn etiology, pathogenesis, diagnostics, clinics. ( =ІІ ).
8. To learn the treatment of amenorrhea of different origins. ( =ІІ ).
9. Uterine bleedings: anovulatory and ovulatory. To learn etiology, pathogenesis, diagnostics, clinics. ( =ІІ ).
Juvenile bleedings. To learn etiology, pathogenesis, diagnostics, clinics. ( =ІІ ).
10. Dysfunctional uterine bleeding. To learn etiology, pathogenesis, diagnostics, clinics:
a) in reproductive age
b) premenopausal bleedings
c) postmenopausal bleedings ( =ІІ ).
11. Uterine bleedings of organic nature. To learn etiology, pathogenesis, diagnostics, clinics.( =ІІ ).
12. To learn the methods of treatment of dysfunctional uterine bleedings.( =ІІ ).
14.  To learn etiology, pathogenesis, methods of diagnostics, treatment and prophylaxis of neuroendocrine gynecological syndroms. ( =ІІ ).
Educational objectives
- to learn the deontological principles of menstrual dysfunction and neuroendocrine syndrom  patients management on the  social basis of the problem. The develop the sense of responsibility for adequate and rational aim to the patients that is of great importance in emergency.
3. Organizational structure of the lecture
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4. Lecture context.
Menstrual function regulation.
The activity of reproductive system is to reproduct, preservation of the species, that causes its ultimate reliability. Reproductive system as well as other systems of the organism is  functional and is based on hierarchical principle consisting of 5 central and peripheral  levels of regulation interacting by the direct and retroaction connections  model.
I level of regulation – suprahypotalamic cerebral structures.  The classical example of the cyclic process in female organism in the maturity period is ovario-menstrual cycle.
II level of reproductive system regulation -  hypophysiothropic zone of  mediodorsal pituitary gland. A pulsing secretion of hypotalamic releasing-hormones(HRH) in the neurons of arcuate nucleus in cirochal regimen occurs. The neurosecretion.(HRH)   is transmitted to the portal system through the axons of nervous cells and is transported to the frontal part of pituitary gland with blood
III level of regulation – adenohypophysis(the frontal part of the pituitary gland). The secretion of honadotropic hormones  is performed in  adenohypophysis; lutenizing one(LH), folliclestimulating(FSH), prolactine(Pl), thyreotrophic hormon or thyreotropin(TH or TTH), somatotophic hormon or somatotropin(STH), adenocorticotrophic hormon or cortycotropin(ACTH), melanocytstimulating hormon of melanotropin(MSH).
IV level of reproductive system regulation is ovarian. Cyclic changes in ovaries are called   
ovarian cycle.  In the first phase primordial follicle develops, at the second one

Luteal follocle developes from the cells of Graafian follicle(the follicle where the process of ovulation occured) endocrine gland – yellow body is formed.
Organs and target organs(geitals, mammary glands, hair follicles, skin, fat tissues) belong to to the V level of regulation. The cells of these organs have receptors to sex hormones ( estradiol, progesterone, testosterone). The ammount of steroid hormones in blood changes depending on the phase of menstrual cycle. The molecule of hormon is taken by the cytoplasmic receptor and compex hormon-receptor  is trasported to the cell nucleus. In the nucleus the complex is attached to the chromatin, which regulates the processes of transcription.  Cyclic adenosinamonophosphat (cAMP) and prostogladines also belong to the V level of reproductive system which act as intracellular  regulators. On the V level of regulation cyclic the changes are  mostly marked in endometrium (uterine cycle), the process of its preparation to menstruation or implantation is on.  
The menstrual cycle regulation starts in pituitary gland. The neurons of hypothalamus integrate exogenous and endogenous information that comes from different departments of central nervous system (CNS). Such factors as starvation, stress may influence menstrual cycle through hypothalamus. Hypothalamus  takes part in the regulation of  
sexual behavior, body temperature, consumption of food and water. Honadotrophin-releasing hormon   is a mediator for hypophysis , it is secreted in pulsating rhythm and is transported to the adenohypophysis through hypothalamo- hypophysial portal vessels. Slight amplitudal and  pulsatile drift during the discharge of HT-RH show changes in  hypothalamic and hypophysial functions, causing new menstrual cycle. Pulsatile secretion of honadotrophin-releasing hormone  by hypothalamus not  inhibited by a considerable amount of  estrogen and progsterone, contributes to increase of honapotrophine discharge by hypothalamus(PSH and LH in a lesser degree). PSH stimulates folliculogenesis in  ovaries. Developing follicles discharge estrogen. By the 5-7th day of menstrual cycle one follicle starts to dominateand intensively to discharge estradiol, other follicles are involuted (athresia). Thos is a follicular phase, it responds to the proliferative phase of  menstrual cycle.
The reaction of endometrium to the production of estrogen by ovaries is a renovation   of cyclic changes and development of mucous membrane in the uterus.  regeneration starts with basal layer of endometrium on the second day of menstrual cycle and is followed by the increase of estrogen level, that stimulates the process of  endometrial cells prolifteration. In the process of preparation to the implantation of fertilized ovum (blastocyte) during proliferation glycogen  accumulates in  the cells of  endometrium.
Hypohysis and hupothalamus react on a decrease of PSH discharge by  the increase of blood estrogen level(negative transverse reaction).     In the middle of the cycle, when the devrlopment of the follicle and ovocyte is near its completion, the hitgh level of estrogen causes sudden and considerable increase in LH level. Ovulation occurs in 28-32 hours after after this increase and  10-16 hours after LH concentration peak.  LH  concentration peak is the  starting point for morphological and hormonal changes registration 13-15 days since it has happened. Unlike  the II phase the longitude of  the I phase of menstrual cycle is very variable. LH peak indicates final stage of ovocyte maturation(the ending of the first meiotic division) and stimulates synthesis of prostaglandin and 
proteolytic ferments in follicle, which are likely to take part in the rupture of the ovary and ovulation. The cells of granular layer of the follicle capture lipids and lutein pigment, gaining yellow colour. Thus,  follicle is transformed into visual on the postovulatory ovary surface yellow body. From this moment  a lutein phase of ovulatory cycle of lipotropic hormone begins.
LH and PSH are of glycoproteid nature, Prl – polypeptide. The half lifetime of LH is 30 min, PSH up to 3000 min, PSH and LH stimulate the growth of follicle, synthesis of steroids and ovocyte maturation in a humoral way. The decrease of estrradiol level in preovulatory follicle causes  discharge of  LH and PSH and ovulation. Ovary hormon-inhibin inhibits the production of PSH.  Under the influence of  LH in the cells of luteinized ovary granulose progesteron is produced. LH also stimulates the synthesis of  androgen in theca-cells of external theca-membrane. Prolactin stimulates the growth of uterine glands and regulates the process of lactation. The increase of prolactin level inhibits steroidogenesis  in ovaries and growth of follicles.
The first day of  menstruation is considered to be the first day of menstrual cycle, it indicates the beginning  the first phase of  uterine(endometrial) cycle. this phase is characterized by the  abruption and  expulsion of the upper (functional) layer of endometrium, that is caused by  the sudden decrease of blood estradiol and progesterone level.   Abruption of the entire external layer of endometrium lasts few several days.
Low levels of  estrogen and progesterone during the last days of menstrual cycle cause certain cyclic changes in hypothalamus.  The normal frequency of  pulsatile discharge of  HT_RH in follicular phase  is 1 impact per hour (cyrchoral  rhythm of secretion), and in luteal phase it is 1 impact per 90 min. RT-RH do not take part in the process of PCH and LH level elevation in the middle of the cycle.  These changes occur under the influence of positive transverse connection  between the concentration of circulating  estrogens and progesterone and hypophysis that in its turn causes corresponding  reaction of hypothalamus.
 The secretion of GH-PH is under the influence of  neuromediators: dopamine and norepinephrine, B-endorphine, the amount of which depends on  the action of estrogen and progesterone. That is why the drugs which affect the metabolism   of  neurotransmitters can influence the secretion of HT-RH and prolactine(Prl) by hypothalamus ( methyldopa, reserpine, antidepressants).
Menstrual dysfunction may result from intense production of estrogen and progesterone by the functional cyst of ovaries (for example in yellow bode persistanse etc.).
The age of menarche (the first menstruation in life) normally ranges from 10 to 16 years old and on average is 12-13. Stabilization  of ovulatory menstrual cycle is characterized by  regular, cyclic prognosed menstruations with 24-35 day intervals, the bleeding duration is 3-8 days and general loss of blood  about 30-8-ml.
According to the classification there are such menstrual dysfunction:
amenorrhea – absence of menstrueation for more than 6 months
oligomenorrhea – when the interval between menstruations is more than 35-40 days;
polymenorrhea – uterine bleedings with intramenstrual interval less than 21 days;
metrorrhagia - uterine bleedings with irregular intervals;
                 menorrhagia – menstrual bloody discharges, occuring in regular intervals and last                                                                                                                                                                            more than 8 days, with the loss of blood more than 80 ml;
                  menometrorrhagia – severe long-term bleedings with short and irregular intervals;
                  hypomenorrhea  - the duration of menstruation is less than 3 days;
                  opsomenorrhea – rare(the interval is more that 35 days) and slight(less than 3 days) bloody discharges,
Intramenstrual bleedings occur in the period between regular menstruations. The identification  of etiological moment  of menstrual dysfunction is of great importance for the  targeted treatment. In this identification such factors should be taken into consideration:
· the reasons, which cause such disturbances often start their action before the disease manifestation;
· causing factors are very  variable (social, psychical, biological, infectious, mechanical, chemical);
· causing factors affect the organism  only in certain environment, which contribute to the disease development;
· from the whole amount of factors, one main factor, causing pathological state, should be distinguished;
· premorbid state takes an important place in the development of pathology.
For today there are such etiological moments:
1. genetic diseases with changes in  suprarenal gland and ovary;
2. intoxications (industrial, household, smoking, alcoholism, 
abuse of narcotics);
3. factors of intoxication (tiberculosis, rheumatism, infections of the central nervous system, considerable blood loss during the process of labor, puerperal septic diseases, which cause considerable necrotic  changes in brain, mostly in hypophysis);
4. alimentary (undernutrition, obesity, which leads to ovwersynthesis of steroids produced by fatty tissue, excessive or poor vitamin intake);
5. toxoplasmosis, lysteriosis;
6. inflammatory diseases of true pelvis organs;
7. general somatic diseases ( liver, gastro-intestinal tract, pancreas);
8. changes and injuries of the uterus;
9. stress situations, psychic diseases;
10. unfavorable course of prenatal development ( this fact is very important for development of primary amenorrhea).
One should remember about  close connection and  
interdependence in the activity of higher nervous centres of brain, hypothalamus, and uterus(picture 27). Changes in each of them by the principle of direct and transverse connection  lead to the reaction of the  whole system. The pathogenesis og the menstrual dysfunction is also connected with the amount of the produced hormones. Thus,  the dysfunction in ovaries lead to the dysfunction in the production of steroid hormones, and by the principle of transverse connection leads to  to the dysfunction of secretion of gonadotrophic hormone. Hypophysis dysfunction caused by its functional or   
organic lesion leads to(by the direct connection principle) the shift in the secretion of steroid hormones,  to their irregular and  incorrect discharge. Each change in the secretion of hormones  influence the function of the target organ, in the particular  case  - uterus. Lesion  of each organ taking part in the regulation of menstrual function may lead to such change. Access of the lesion severity is very important for targeted pathogenic treatment.  Thus two kinds of menstrual dysfunction genesis are distinguished:  dysfunction caused by the lesion of brain-cortex, hypothalamus and hypophysis; and that of  ovarian and uterine origin. Menstrual dysfunction of central genesis are of cortexo-hypothalamic, hypothalamo-hypophysial, hypophysial. Also there are menstrual dysfunctions caused by the changes of other inner secretion glands: suprarenal glands, thyroid gland.  Main tasks in examination of the patients with menstrual dysfunction  are: 1) to detect if there are organic lesions of hypothalamus, hypophysis, ovaries and uterus, thyroid and suprarenal glands,  as well as extragenital diseases; 2) to determine the level of the functional damage  of the certain object in the regulation of menstrual function.
There are several stages of the examination:
I stage – preclinical stage: сбора анамнеза
history taking, menogramm, physical and gynecological examination, blood and urine analysis, coagulogram, AIDS and RW blood analysis. Also the tests of functional diagnostics are carried out at this stage:  roentgenography of scull in two dimensions, visual field and fundus of the eye examination, ultrasound examination of true pelvis organs, blood and urine sugar level, blood cholesterol analysis, sex chromatin analysis, tuberculin and toxoplasmin tests, functional tests of the liver and  thyroid gland, detection of 17–КС, 17-ОКС, blood serum level of hormones; consultations of specialists  (neuropathologist, endocrinologist, physician  and others).
II stage – consists of additional, the most complicated methods and is performed in the in-patient department: endometrium and genitals (hysteroscopy, vaginoscopy, laparoscopy) biopcy, metrosalpingography.
III stage – targeted tests: additional X-ray examination of the scull, visual field and fundus of the eye examination, quantitative detection of blood hormones in the dynamics of menstrual cycle  and in the dynamics of observation, functional hormonal tests.  The outcoming  results of the performed tests must give the information about the affected subject, 
i. e. the target organ, to show the level of the system dysfunction.
Absence of  menstruation in adult woman during 6 months is amenorrhea. There are such forms of amenorrhea:
· true amenorhea – absence of menstruation in the lesion of the production of genitals;
· cryptomenorrhea - absence of menstruation in the disorder of cyclic changes in ovary with the presence of obstacles for menstrual blood outflow;
· primary amenorrhea – absence of menstruation since puberty period. The reason is the disease of  mother  during the period of pregnancy and pathological processes experienced  by the girl in her childhood or puberty period;
· secondary amenorrhea  - stoppage of menstruation after it had already been present for the period of more than 3 months. Stoppage of menstruation is caused by pathological states in maturity period.
There are also such kinds of amenorrhea:
- physiological – absence of menstruation in various physiological states of female organnism (before the puberty period, in pregnancy, in lactation, in postmenopause);
- pathological amenorrhea – in various dysfunctions of genitals or extragenital pathology;
- artificially caused  amenorrhea – after removal of both of the ovaries or uterus, after 
roentgen-castration, unprofessional endometrectomy, after use of large doses of estrogens.
Depending on the level of  lesion of the menstrual regulation system amenorrhea is divided into such kinds:
· hypothalamic;
· psychogenic;
· adiposogenital dystrophy;
· syndrome of  persistent amenorrhea  - galacytorrhea;
· hypophyseal amenorrhea;
· hypophyseal nanism;
· hypophyseal eunuchoidism;
· hypophyseal gigantism;
· hypophyseal acromegalia;
· Sheehan's syndrome;
· Cushing's syndrome;
· ovarian amenorrhea;
· gonadal dysgenesis;
· testicular feminization syndrome;
· hypohormonal amenorrhea;
· hyperhormonal amenorrhea;
· uterine amenorrhea.
Treatment of amenorrhea first of all should be targeted on the removal of the causing reasons.
Good nutrition with additional  vitamins (E, C,A,B group vitamins), physical factors, climatotherapy, normal sleep are of great importance.
Sedative therapy together with physiological methods (endonasal electrophoresis with B1 vitamin, cervicofacial and endo-nasal electrophoresis after Shcherbakov ), acupuncture should be extensively used. If these methods turned to be ineffective, strongly argumented hormonal therapy is next to be used. One should remember about the major principles of hormonal therapy: it stimulates or inhibits endogenic production of hormones replacing the deficient one.
Indication for prescribing hoormones:
· hypofunction of ovaries, dysfunction in the menstrual cycle regulation system – sex, gonadotrophic  hormones (or their synthetic substitutes) therapy is performed;
· ovarian dysfunction – replacing therapy is performed;
· inhibition of ovulation aiming in contraception or in ovulation  induction in anovulatory cycles.
There are such contraindications for therapy by sex hormones:
· benign tumors of ovaries;
· benign tumors of uterus;
· liver dysfunctions;
· venous vessels dysfunctions;
· blood sedimentation dysfunctions
· lipid exchange dysfunction
· puberty period.
The next sep is  teaching students about medications and their usage depending on the severity of menstrual cycle dysfunction.  
Dysfunctional uterine bleeding – uterine bleeding caused by the disfunctioned secretion of hormones in the system of menstrual cycle regulation, which isn’t connected with organic diseases of genitals.
Usually they develop with underlying anovulatory menstrual cycles.
In some patients the dominant folliclegains needed maturity but doesn’t ovulate, continuing its existence and producing large amounts of estrogens.
Hyperestrogenia causes hyperplasia of endometrium.
In other part of patients several follicles develop, but they don’t achieve maturity and become imperforated. Long-term wavy action of moderate amount of estrogens also leads to proliferation or hyperplasia of endometrium. Dysfunctional uterine bleedings(DUM) in both cases may be explained by the action of two mechanisms of “dysfunction” of estrogens or  “estrogenic boom”.
In some patients DUM develops together with persisting estrogens. Bleeding may occur in the middle of menstrual cycle as a result of 
abruption of endometrium caused by short-term decrease of estrogen production. Light bloody discharges preceding  menstruation may indicate the underfunction of yellow body (
persistence, producing of normal amount of progesterone and estrogen inhibit the abruption of endometrium for a short period of time and then cause bleeding “boom”).
Classification of dysfunctional uterine
The character of                ovulatory                            anovulatory                    
Bleeding                               bleeding                               bleeding
cyclic                           deficiency of                         short-term
                                             follicles                                rhythmical persistence of
                                                                                             follicle
                                            deficiency of
                                            yellow body
                                           intramenstrual
acyclic                             persistence                             persistence of follicle
                                         of  yellow body                             athresia of follicle
Each period in woman’s life has certain influence on the possibility of DMB, it demands individual approach to the diagnostics and therapy. So such DMB are distunguished in clinical practice:
1. DMB of puberty period (juvenile);
2. DMB of reproductive age;
3. DMB of premenopausal period (climacteric bleedins) in   women after 40.
Later on the clinical picture of DMB develops. It should be noticed that usuallyjuvenile bleedings are anovulatory and have a follicle athresia course. DMB of reproductive period may be followed by ovulation or be anovulatory, keeping bleeding in cyclic or acyclic course. More than one half of all the cases  of acyclic bleedings with underlying ovulation belong to the premenopausal period.
Two problems are to be solved in DMB therapy: to arrest the bleeding and to prevent its recrudescence.
Endometrectomy, endometrium vacuum-aspiration, cryodistruction, laser photocoagulation of endometrium and extripation of uterus  belong to the surgical methods of bleeding arrests.
The range of conservative methods of treatment includes non-hormonal, non- medicated vacuum extraction, performated  physical factors, various types of  reflexotherapy  and hormonal methods.
Timely stopped bleeding may be performed only by endometrectomy. In addition to the therapeutical  effect is of a considerable diagnostic importance. Thus, it is rational to stop  DMB which occured in the patients of reproductive  age and in the premenopausal period for the first time,  using this method. In recurrent bleedings  endometrectomy is performed only if conservative therapy turned to be ineffective.
Juvenile  bleedings demand different treatment. It must be borne in mind that hormonal therapy in adolescense must be minimal, because the intake of exogenous sex steroids  may cause afunction of own endocrine glands  and hypothalamic   centres. Synthetic combined estrogen-gestagenic drugs should be used only if conservative therapy turned to be ineffective.
Quick hemostasis also  may be achieved by injection of estrogenic drugs and pure gestagen according to certain conventional management.
In premenopausal period estrogens and combined drugs must be used.
Psychotherapy, sedative drugs and vitamins (C, B-,K-,E-,A- group, folic acid), drugs, contracting uterus are the part of complex therapy. Hemostimulating (hemostimulin, ferum-lek, ferroplex) and hemostatic drugs (dicynon, etamsylate-natrium, vikasolum) are necessary.
Bleeding control is the end of the first stage of therapy. The  aim of the second one is to prevent recurrent bleeding. In women before 48 it may be achieved by normalization of menstrual cycle, in elderly women – by the inhibition of menstrual function.
Neuroendocrinal syndroms.
1. Postnatal obesity
2. Neurometabolic syndrom, 
unrelated to pregnancy.
3. Postnatal hypopituitairism (Sheehan's syndrome).
4. Premenstrual syndrom.
5. Polycystic ovaries(polycystic ovaries, primary polycystic ovaries, polycystic ovary syndrome, Stein-Leventhal syndrome – secondary  polycystic ovaries).
6. Hyperprolactinemia.
7. Adrenal hyperandrogenia (pubertal and post-pubertal forms of adrenogenital syndrome).
8. Algomenorrhea.
9. Postcastration syndrom.
10. Menopausal disorders
Postnatal obesity – is a specific form of menstrual dysfunction and reproductive function with underlying overweight after pregnancy and delivery, it first was described by V.Serov in 1970, it is a 
frequent  cause of endocrine infertility and menstrual dysfunction. In 4-5% of patients after terminated pregnancy and delivery  obesity with reproductive dysfunction occurs. Reproductive and menstrual dysfunction together with vegetative-metabolic dysfunctions, including increase of body weight, develop during 3-12 months after delivery or terminated pregnancy.
Ethiology and pathogenesis. In  healthy women after delivery or terminated pregnancy homeostasis is being normalized: 
hypothalamo-hypophisial adrenal correlation, gonadotropic  function of hypophysis and ovulary  cycles in ovaries  are restored. In women with unfavourable premorbid  profile, characerized by lability of hypothalamic and overhypothalamic structures (hereditory endocrine diseases , obesity, childhood or adolescence infections, intoxications) hypophisoptopic function of hypothalamus  doesn’t normalize, clinical picture of PNES develops in them.
Increased discharge of ACTH  is characteristic for  PNES as a result an amount of 
cortisol increases; as well as the discharge of prolactin and blood insulin and testosterone level; slight descrease of E2 level and marked decrease of progesteron (absence of ovulation) are present.
In women  with  PNES the blood testosterone level  is within the upper norm, the cortisol level is above norm. Carbohydrate metabolism is disturbed;  hypoglycemia is developed – from considerably marked tendency to considerably marked decrease of glucose tolerance. Lipid metabolism is disturbed: blood  concentration of     low-density lipids cholosterol,  triglyceride, and 
atherogenicity idex are elevated.
Women  with PNEShave charactristic family anamnesis: obesity, diabetes mellitus or diabetic states, hypertension. Usually patients admit  changeable menstrual cycle, tendency to delay of menstruation, overweight since childhood, frequent ARVI. Persistent infectious diseases (measles, parotitis, rubella) were  characteristic for such woman in pubertal and postpubertal period. The major anamnesis sign in anamnesis of  PNES is rapid increase of body weight (more than 8-10 kg) after delivery or terminated pregnancy.  Pregnancy and delivery usually run with underlying gestosis, bleeding and  other complications and are the starting point for obesity, dysfunction  of  cycle, infertility and hypertrichosis.
Clinical picture. The major clinical signs of PNES  are  obesity, (weight and height index is higher then 30), anovulatory hypofuntion of ovaries, moderate  hypertrichosis, tendency to hypertension,  hyperglicemia. In addition to endocrine  and metabolic dysfunctions the symptoms of  hypothalamic (diencephalic) dysfunctions are characteristic for PNES: headache,  quick  
fatiguability, vertigo,  polyuria, dipsesis,  polyphagia, hyperthermia. The intensity  of hypertension and hyperglycemia depend on the term of the disease duration.
The look of patients PNES has a row of typical treats which make diagnosis easy to make.  The circumference of breast  and 
intertrochanteric  body diameter are enlarged because of obesity. These morphotype changes are caused by co-called cushingoid distribution of fatty tissues in the are of thoracic girdle and 
underbelly, climacteric tubercle.  There are stretches of pale- and intensive pink color on the skin of abdomen, thighs hips. Hypertrichosis is usually slightly marked, there are other signs of hyperandrogenia; seborrhea adiposa, acne eruption on the skin of face, back and breast.  Menstrual dysfunction by olygomenorrhea type is usually admitted.
10-12% of women have acyclic uterine bleedings, which seldom tend to be profuse. Despite olygomenorrhea anf even amenorrhea quite often  in the endometrium of PNES  patients occur marked proliferative changes. The rate of  glandularo-cystic hyperplasia achieves 40%, recurrent glandularo-cystic hyperplasia – 8%, atypical  hyperplasia – 22%. Every 5th woman has changes in the mammary glands tissue, the rate of fibroso-cystic mastopathy is up to 22%. Laparoscopic analysis detected two types of gross distortion in ovaries of  PNES  Patients: the first one – the ovaries are not enlarged with smooth capsule with no signs of ovulation and yellow bodies; the second one – enlarged and round (3-4 cm on average) ovaries with smooth covering, thickened whitish capsule with numerous small  blue vesicles 2-4 mm in diameter visual under it.  Both the first and the second types of  the distortion is strictly correlated with the disease duration; the second type occurs in women with the duration more than 3 years. Thus, in women  with untreated PNES? secondary polycystic ovaries are  gradually forming (so-called polycystic ovaries  of hypothalamic genesis).
Change of eating behavior (its centers are located in ventromedial and lateral nucleus  nucleuses of hypothalamus, which have numerous links with CNS structures and hypothalamus itself through neurotransmitters) plays the main part in the development of obesity in the PNES  patients. Hyperinsulinemia, which is characteristic for PNES is an importamt factor in the development of hypothalamic obesity.
Hypertrichosis isnt’t usually considerably marked: on the face only stock isolated hairs; hirsuties of abdominal raphe and inner area of thighs may be more intensive.
Transient hypertension, hypertonic disease, hyperglycemia and diabetes mellitus, as well as biliary tracts diseases  and metabolic polyarthritis is more common in women with PNES than in the rest of populaion.
Diagnosis. The increase of  ACTH, insulin and testosterone  level have comparatively constant  character, also there is a tendency to the elevation of prolactin and LH amounts. The amount of PSH , estrogens remain within norm, the progesterone level is decreased.
Typical anamnesis, the peculiarities of the disease course and even the appearance of the patient are very important for diagnosis making.
 Woman which on the basis of anamnesis and clinical manifestations are likely to be  PNESdiagnosed  undergo the next diagnostic procedures:
    - Turkish saddle and scull roentgenography estimating the hypophysis bed and its diameters measuring, registration of the signs of intracranial pressure and  
hyperostosis;
- EEH ? with functional load (light, sound, dosed hyperventilation);
- 
evaluation of the glucose tolerance in glucose load(1g per kg) ;
-  measuring of blood ACTH,  prolactin, cortisol, testosteron,  urine 17–КС;
-endometrium biopsy (even with underlying amenorrhea);
- USE (ultrasonography) of ovaries for measuring their diameters;
- laparoscopy  of ovaries for measuring their diameters and macrostructure, biopsy sample for histologic  analysis.
Central points in diagnostics are:
1) typical onset of the disease: progressing development of body weight after pregnancy termination, or delivery  causing olygomenorrhea and hypertrichosis;
2) secondary anovulatory infertility;
3) characteristic fatty tissue distribution with marked fatty accumulations in the area of  abdomen and  pectoral girdle;
4) symptoms and signs indicating the  tendency of  diencephalic brain structures to pathological process:  polyphagia, polydipsia, polyuria,  tendency to hypertension, hypertermia, headache, sleep, mood and attention disturbanses.
Differentiated diagnostics is performed  with the Cushing's disease. The consultation of endocrinologist  is necessary. Differentiated  diagnostics is also carried out with primary ПКЯ, , constitutive obesity
Neurometabolic endocrine syndrome isn’t associated  with pregnancy. Clinical researches showed the symptoms characteristic for PNES sometimes develop in woman who have never had either pregnancy and delivery nor sexual life. Menstrual, reproductive, neurometabolic endocrine dysfunction  with underlying obesity  were described in women with puberty dysfunction, associated with puberty basophilism, diencephalic syndrom or hypothalamic syndrom of puberty period. Neuroendocrine syndrom with menstrual and reproductive dysfunction with underlying obesity and hypertrychosis, which developed after various both acute and chronic stressful  effects.
Pathogenesis. After neuroinfection, especially in puberty period the rhythm of hypophysotrophic releasing-hormones (corticoliberin –RH ACTH) and luliberine (RH LH), as well as neurotransmitters(dopamin, serotonin, endorphin) is disturbed. As a result of stress the discharge of endorphin is increased while the synthesis of dopamin is decreased, that leads to   hyperprolactinemia.
That leads to anovulatory dysfunction of ovaries with the development of  relative hypergesterogenia with underlying hypoprogesteronemia, hypercorticism.
Clinical manifestations. Comparable with PNES.
Treatment. Strict criteria of treatment effectiveness depending on the treatment targets should be distinguished:
1) body weight decrease;
2) functional recovery of menstruation without stimulators of ovulation;
3) functional recovery of ovulatory menstruations with stimulation of ovulation;
4) pregnancy as an indicator of reproductive system normal functioning.
Reducing diet, targeted on the decrease of body weight is the first stage of therapy. This stage is necessary 
invariably for all the women without reference to the ultimate target of the therapy:  recovery of fertility, menstrual cycle regulation, inhibition of hypertrichosis. Diettotherapy aims in negative energetic balance by reduction of caloric intake to 1200-1800 ccl based on the principles of balanced diet. The diet must:
· activate ferment systems of lypolysis and inhibition of lypogenesis systems(5-6time meals, replacing animal fat by vegetable one);
· reduction of intake of quickly absorbed sugars  (insulinigenic substances: sugar, honey, confiture, pastry);
· to provide satiety by low-calorie but considerable  amount of food (vegetables, sugarless fruits).
· normalization of GIT functioning: magnesium hydroxide,  with antacidic, absorbing and laxative action;
· up to 3 fasting days per week, depending on the stage of obesity. 

Starvation treatment isn’t indicated because the majority of patients suffer from hyperglycemia. Drugs are prescribed in strict accordance with the character of metabolic and endocrine dysfunctions. The effectiveness of such neuromediatory metabolism regulators as (NMMR) chloracon and 
diphenin is caused by  the change in serotonin and dophamin receptors, normalization of   dophamin secretion and in relatively cortisol secretion rate. Bromcryptin (parlodel) also belongs to NMMR, it normalizes the secretion of dophamin . NMMR together with  reducing diet normalizes metabolism and lead to loss of body weight to 8-10 kg. Approximately in 40-50 % of women undergone to this therapy regular ovulatory menstrual cycle and fertility are restored  
If clomiphen turnes to be ineffective surgical treatment is indicated (wedge resection or  
thermocauterization of ovaries).
In such category of patients often appears a necessity of  treatment of hyperplastic processes of endometrium.
For the normalization of endometrium structure , especially in women seeking for the possibility of pregnancy, clomiphene may be used with the purpose of ovulation stimulation, formation of yellow body and production of endogenic progesterone. Clomiphene therapy proved to be effective only after body weight decrease (10-15% of the weight before treatment). Thus hyperplastic endometrial processes therapy should be started with synthetical gestagen, norsteroids or combined estrogen-gestagen drugs, taking into consideration their contraindications.  
Oncological wedge resection of ovaries is also recommended to the women with recurrent or atypical hyperplasia of endometrium.
So, the therapy is targeted on normalization of the functioning of  the most important glands of inner secretion(pancreatic, adrenal, ovaarian) and disturbed metabolism by maximally using the effects of  dietary, pharmacological and surgical methods.
Post-delivery hypopituitairism(Sheehan's disease). This disease is known since the end of XIX century, but scientifically the connection between profuse delivery bleeding and the following hypofunction of frontal part of hypophisis  was grounded only in 1937 by  H. Sheehan. Till the middle of 80s about 1500 cases was described, but real number is unknown, as it may course in masked form, like a hypofunction of thyroid gland or even like a hypotonic vegetative-vascular dystonia. Sheehan's disease incidence  is 0,1%, but after profuse post-delivery or post-abortion hemorrhage  it rates  to 40%. Sheehan's disease develops in every 4th woman after delivery blood-loss to 800ml, in every 2nd -1000ml, and in 2/3 of women  if the blood-loss was up to 4000ml.
Патогенез. Синдром Шихана розвивається внаслідок некротичних  змін у гіпофізі, що виникають на фоні  спазму або внутрішньосудинного  згортання крові в судинах передньої частки гіпофіза після кровотеч або бактеріального шоку при пологах або при абортах. Сприяє розвитку  цих змін особливості кровопостачання гіпофіза, маса передньої частки якого під час вагітності збільшується в 2 рази, а також препарати ріжка, широко застосовувані при пологах і кровотечах. Частота гестозів під час вагітності в жінок із синдромом Шихана дозволяє вважати їх фактором, що привертає, тим більше що загальновідомо  факт нахилу до внутрішньосудинного згортання крові у вагітних з важкою формою гестозів. Крім того, після пологів має місце фізіологічне зниження виділення АКТГ, що також сприяє ішемії гіпофіза. Вважається, що клінічні прояви синдрому Шихана знаходяться в прямій  залежності від величини ураження гіпофіза. На думку багатьох клініцистів, виражена клінічна картина захворювання розвивається при поразці 80% тканини аденогіпофіза. Проте, були описані випадки, коли на розкритті було уражено близько 5 мм передньої частки гіпофіза, а при житті жінки клінічної симптоматики гіпопітуїтаризму не було. У той же час є повідомлення про хворих, у яких при житті була виражена картина післяпологового гіпопітуїтаризму, а на розтини  знаходили незначне ураження гіпофіза.
Pathogenesis.  Sheehan's syndrome develops as a result of necrotic changes in hypophisis, which follow the revulsion, intravascular  coagulation in the frontal part of hypophysis or bacterial shock in delivery or abortion.  Specifics of hypothalamus blood supply, the weight of frontal part of which during pregnancy becomes 2 times larger, as well as 
belladonna  preparations widely used in the process of labor and hemorrhages   contribute to these changes. The frequency of gestosis in woman with Sheehan;s disease in pregnancy period  makes it possible to think that they are the factor The frequency of gestosis in the period of pregnancy in women with Sheehan’s syndrome,which is the gestosis-predisposing factor, as a tendency to intravascular coagulation in pregnant with severe form of gestosis is well-known.  Furthermore, the fact  that  physiological decrease of ACTH discharge occurs after pregnancy, also contributes to hypophisis ischemia. Clinical manifestations of  Sheehan’s disease  directly depend on the level of hypophysis injury level. A lot of clinicists consider a marked disease to  develop if 80% of adenohypophysis tissue is damaged. But in several cases post-mortem examination showed about 5mm of hypophysis frontal part to be damaged, but there was no clinical symptomatology while alive.  In addition there is an information about patients which had marked post-delivery pituitairism, and  post-mortem examination showed only  slight injury of hypophysis.
  Repetitive labors are considered to cause Sheehan;s disease (the interval not less then 2 years).
    Clinical picture. It may be characterized by various level of endocrine glands hypofunction – first of all of that of thyroid, renal and sex.  There are such forms of  Sheehan’s disease, depending on the  insufficiency of hypophyseal  tropic  hormones:
1) global form – with clinical manifestations  of TTH, gonadotrophin, АКТГ. The course of the disease  may be slight or severe;
2) partial form – with gonadotropic, thyreotropic, adrenocorticotropic  function insufficiency;
3) combined  gonadotropic and  thyreotropic function  insufficiency; combined thyreotropic and  adrenocorticotropic.  

Kalinichenko and сo-authors(1987)consider three forms of syndrome  necessary to be distinguished: light, average and severe. Light form is characterizes by headache, rapid fatigability, chill, tendency to hypotension. In such patients the function of thyroid gland and glucocorticoid function of adrenal gland are dicreased. Average form is characterized by  depression of ovarian hormonal (oligimenorrhea, anovulatory infertility) and thyroid gland (pastosity, tendency to hydrops, brittle nails, xerodermia, fatigability, hypotension with tendency to loss of consciousness, it should be added that various combinations of these symptoms are possible)function. Severe form is characterized by the symptoms of hypophiseal total hypofunction with the marked insufficiency of gonadortophin(persistent amenorrhea, hypotrophy of genitals and mammary glands), thyreotropic hormone(myxedema, loss of hair, hypomnesia),  ACTH (hypotension, adynamia, fatigability, hyperpygmentation of skin). In this form the weight usually decreases, and in other it increases because of pastosity and tendecy to hydrops caused by hypofunction of thyroid gland. A hardly treated by common terapeutic methods  anemia is also characterized for Sheehan’s disease.  
Diagnosis. The basic point of diagnosing is characteristic anamnesis and connection of the disease onset with a bleeding or septic shock  in the delivery or abortion process. V. Serov and co-authors(1984) consider that breast engorgement after delivery and agalactia are  the characteristic signs. In hormonal analyses different stages of decrease of tropic hormones are observed, so the level of peripheral hormones is increased, so  is increased the level of peripheral  hormones in blood. There also occurs hypoglycemia and hypoglycemic type of sugar curve in glucose loading. The level of urine 17 – КС is decreased.
Differentiated diagnosis is differentiated  with nervous anorexia, hypophyseal tumor, 
Addison's disease, myxedema. Characteristic  anamnesis of patients – bleeding or septic shock - helps a lot  in making  the diagnisis.
Treatment. Substitutive therapy, glucocorticoid  and thyrotropic drugs in clinical implications of the hypofunction  of the same glands are prescribed. There exists an opinion, that it is better to use cortisone and prednisolone then dexasone and dexamethasone, as the last ones have a marked anticorticotropic  property, in such a way  inhibiting the production of ACTH by hypophysis, which has  already been decreased.  Prednisolone is recommended twice a day in 5mg doses during 2-3- weeks, one  course of treatment per 2-3 months, with regard to the clinical picture. In amenorrhea or olygomenorrhea cyclic hormonotherapy is recommended to women before 40. After  40 androgens are used, due to their anabolic effect: methyltestosterone  in once a day in 5mg, one  course of treatment per 2-3 months;  androgens are quite effective in anti-pelade  therapy. Such anabolic drugs as retabolil,  methylandrostenediol and etc. turned to be effective. B, E, РР -group vitamines; biostimulators – aloe, Fibs (20-30 intramuscular injections) are necessary. Nutrition must be complete, with no protein deficiency. Anemia oriented iron drugs controlled by the blood analysis  are indicated.
Patients with severe form of Sheechan’s disease are ultimately treated in endocrinological dispensary. The prophylaxis of the disease includes professional therapeutical management of pregnant with gestosis, timely therapy,  professional labor management with the bleeding prevention, and finally adequate resuscitation in labor bleedings, abortions and septic shock.
Premenstrual syndrome (PMS). It is a complicated complex of symptoms, occuring in premenstrual days and is performed in form of   CNS malfunctioning, caused by 
exo- or endogenic  factors secondary to gained or inherited lability of hypothalamo-hypophyseal-ovarian system. Usually the PMS symptoms develop 2-3 days before menses and pass just after menses onset or on its first days.
PMS frequency ranges differently in different age periods. At the age of 19-20 this symdrom occurs nearly in 20% of patients, after 30 its grows up to 47%, and after 40-49 in women with regular menstruations – up to 55%. 
It is more common in women of intellectual work.
Pathogenesis.  
A great number of grounding theories ( hormonal, “hydrointoxication”, psychosomatic dysfunction) reflect the fact that it is difficult and poorly studied.
PMS classification
Classification after ICD-І0
N94 – pain and other conditions, connected with female genitals and menstrual cycle, premenstrual syndrome
PMS classification by clinical complex of symptoms and clinical manifestations of premenstrual dysfunction
-premenstrual syndrome
- genuine premenstrual syndrome
-premenstrual  dysphoretic dysfunctions
- premenstrual magnification
Classification by the stage of severity:
-light – development of 3-4 symptoms 2-10 days before menstruation with 1-2 brightly marked:
-severe form – 5-12 symptoms, 3-14 days before, with 2-5 brightly marked
 Classification by stages of development of PMS
- compensated stage- PMS symptoms development  in luteine phase of menstrual cycle and their neutralizing after menstruation onset without progressing with  time;
- subcompensated stage – the course of the disease is worsened with time, symptoms develop till the end of menstruation;
- decompensated stage – severe course – PMS clinics still persists after the end of menstruation, the spans between  patient’s normal condition and symptoms become shorter.
PMS clinics.  
PMS is a complicated complex of symptoms, characterized by various psychopathologic, vegeto-vascular and endocrine metabolic dysfunctions, developing in the lutein phase of MC.
Depending on the symptoms prevailing in the clinical picture four main forms of PMS are distinguished: neuropsychic, hydroptic, cephalic, critical. Although such definition is nominal  to some extent, anyway in the clinical practice it is quite important both for short characteristics of PMS specific symptoms  and for  therapeutic correction  management.
In most cases symptoms develop in the second phase of menstrual cycle, 7-10 days before menstrual bleeding.
Syndrome has several names:
-Premenstrual tension (PMT);
- Premenstrual syndrome (PMS);
- Premenstrual tension syndrome(PMTS);
- Cyclic syndrome (CS).
Cyclic syndrome is the most exact definition, as it is known the  complex of symptoms characteristic for premenstrual syndrome  may replace cyclic course in women with irregular menstruations, as well as in the prepubertal, postmenopause period and in patients with  
inborn or post hysterectomic ametria. But  the term PMS is the most widespread both in native and foreign literature.
  Any system and organ  of womens’ organism may dysfunction in premenstrual days. But the most common symptoms are:
-Tension, hydrosis and pain in mammary glands;
-Headaches;
-Dizziness;
-Body weight decrease;
-Abdominal discomfort: abdominal distention, diarrhea, comstipation;
-Thirst;
- Nausea, vomiting;
-  Change of appetite: hunger for alcohol, spicy food, sweets;
- Pains throughout the body or in limbs, back, joints, lumbar region;
- Hyperesthesia of different parts of the body;
- Lethargy;
- Sleeplessness;
- Depression;
- Exhaustion;
- Agression.   
As a rule all the symptoms progress up till the onset of menstruation and stop with the beginning of bleeding or few hours before it. When classifying the symptoms by  disorder of function of certain system the next symptoms may be distinguished:
Psychological dysfunction;
· Frequent changes of mood;
· Irritability;
· Inability to concentrate;
· Loss and deterioration of memory;
· Unfriendliness and aggression;
· Fatigue;
· Lethargy;
· Sleeplessness;
· Fear;
· Melancholy;
· Reasonless crying or laugh;
· Suicidal thoughts;
· Libido change.
Neurological symptoms:
· Headaches, migraine;
· Dizziness;
· Lurch;
· Hypersthesia;
· Dysmenorrhea;
· Asthma;
· Rhinitis;
· Increase or development of cerebral seizures;
-      Electric encephalogram shows increased irritability.
Dermatologic symptoms:
· Acne;
· Hives;
· Fever;
· Pruritus;
· Pigmentation of face and trunk;
· Dryness or abnormally fatty skin of face and scull;
· Pain in bones, joints, back;
· Anemia of muscles;
· Symptoms of arthritis  - pains, edemae;
Gastrointestinal  symptoms:
· Deterioration of appetite, even bulimia and anorexia;
· Hypogeusia
· Nausea, vomiting;
· Abdominal distention;
· Evacuation disorders
Renal symptoms:
· Acummulation of liquid as a  result of renal dysfunction;
· Change of urine amount
Anti PMS treatment includes:
Medicated and non-medicated therapy:
Non-medicated therapy:
- work and rest regimen normalization;
- dosed physical  activity;
- psychotherapy;
- physiotherapy, massage;
Dietary pattern normalization:
The principles of healthful and dietary meals in PMS:
1. Controlled daily caloric intake - 1200 -1500 kilocalories:
30 % proteins;
20 % -fats;
50 % -carbohydrates
2. Dietary regimen: meals in small  portions, 5-6 times per 24 hours. This regimen lets fat tissue metabolism be normalized and prevent the decrease the amount of blood sugar level.
3. The next products must be excluded:
- salt, tinned foods, frozen fruits and vegetables, strong cheese, smoked meats, 
pickled products, chips ets.;
- simple carbohydrate;
-  
saturated fatty acids, animal fats;
- alcohol, which reduces vitamins and minerals   reserves and disturbs carbohydrate metabolism in organism;
- tea, coffee, cacao, cola -  coffeincontaining products, that may cause anxiety, irritation, tension in mammary glands.
4. It is useful to include such products to the diet:
А, В, С, Е group vitamins (for every day intake)
-vitamin А-І0-15mg;
- vitamin групи В -25 -50 mg; (without Вб vitamin);
- vitamin ~ -50 -150 mg;
- vitamin Е -100 -600 mg;
- vitamin С -100 mg;
- vitamin D -100 mg;
-calcium  100 -150 mg;
-magnium -200 -300 mg;
- 
zinc -25 mg;
- 
chrome -100 mg;
- Mg, К, Са- macroelements, which take part in the nervous system regulation (including CNS), in water-electrolytic balance maintenance  and in processes of microrelaxation;
-Zn, Си, Se microelements, acting as antioxidants;
- polyunsaturated fatty asidscontainrd in olive, sunflower, peanut oils, pout liver, unsalted roe;
- juices, carrot and lemon first of all;
-herbal teas.
Drug therapy of PMS is differentiate and is carried out depending on the level of severity and disease course. The groups of  drugs are enumerated  in order of prescription recommended to apply.
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