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1. Abnormal Uterine Bleeding

1.1. The Menstrual History 

The menstrual history is critical to the diagnosis of abnormal bleeding. The first day of the last menstrual periods should be determined. Age of onset of menses (menarche) is also obtained, and the patient should be asked to quantify whether she considers  her flow to be light, moderate, or heavy; some assessment of menstrual blood loss should be obtained if the patient states that her flow is heavy. The patient may be asked to estimate the total number of pads or tampons used during a menstrual period or to estimate the frequency with which they require changing. In addition, patients should be asked about any bleeding between periods, and an effort should be made to determine whether the bleeding, even if regular, is associated with ovulation. The latter can be assessed by inquiring about the presence of regular moliminal symptoms, including premenstrual breast tenderness, bloating, premenstrual syndrome, and dysmenorrhea. Unlike quantification of menstrual blood loss, self-reports of moliminal symptoms have been shown to be reliable indicators of ovulatory status. The complete absence of theses symptoms, as well as other cycle-specific symptoms (such midcycle ovulatory pain or mucous changes), should alert the physician to the possibility of anovulatory bleeding, which may increase the patient’s  risk for adverse outcomes, such as infertility or endometrial neoplasia. Every patient presenting with abnormal bleeding should be asked to keep a prospective menstrual calendar, noting whether there is no bleeding.

1.2. Classification of Bleeding Abnormalities

Abnormal uterine bleeding may be classified by its occurrence with either ovulatory or anovulatory cycles. Menorrhagia, or hypermenorrhea, is a form of ovulatory abnormal bleeding in which menstrual blood is excessive. By contrast, midcycle ovulatory bleeding may occur as part of the so-called mittelschmerz syndrome. Intermenstrual bleeding may be distinguished from midcycle ovulatory bleeding by its unpredictable timing and variable heaviness between episodes of regular menstrual bleeding of predictable interval and duration. Anovulatory bleeding is usually (but not always) suggested  by irregular or prolonged intervals between episodes of bleeding. Women are said to have oligomenorrhea when menses occur less frequently than every 40 days or when there are fewer than nine menses in a year. Although the definition of amenorrhea (the absence of menses) is arbitrary, it is generally considered as existing in individuals who have not had a menstrual period in 90 or more days at time of presentation. Amenorrhea is often described as primary if the patient has never had bleeding or secondary if she experienced cessation of bleeding following any previous episode of uterine bleeding. 

1.3. Menorrhagia

Menorrhagia has been defined as menstrual blood loss (MBL) exceeding 80ml, since it is at this level of blood loss that clinically significant reductions in mean hemoglobin and serum iron levels are observed.

1.3.1. Etiology

Multiple theories for increased MBL have been proposed, with recent focused on alterations in endometrial vascular hemostasis, which are mediated locally by various arachidonic acid metabolities. Several studies have demonstrated concentration of various prostaglandin’s.

Concurrently, several investigators have explored the possibility that increased fibrinolytic activity in the endometria. Several pathologic conditions must be considered in the evaluation of MBL, for example von Willbrand´s disease, infection disease as chronic endometritis, leiomyomas and intrauterine device.

1.3.2. Diagnosis

A history of prolonged heavy menses of more than 7 days´ duration with normal cycle interval suggest the diagnosis of menorrhagia.  A history of consistent moliminal symptoms should be present before the bleeding is assumed to be ovulatory. This distinction is important is important because regular but anovulatory cycles carry a greater risk of endometrial adenocarcinome. A history negative for previous bleeding diathesis has been shown to obviate the need for hematologic evaluation of clotting disorders. Historical and clinical stigmata of possible thyroid dysfunction, including heat and cold intolerance, diarrhea or constipation, tachycardia, and thyromegaly, should also be determined. Although the pelvic examination in women with menorrhagia is usually normal, bimanual  examination may reveal the presence of uterine fibroids or large cervical polyp. Documentation of ovulation is important in any case of presumed menorrhagia in which ovulation cannot be documented by the presence of consistent moliminal symptomatology. In these cases ovulation can be documented by basal body temperature charting or by midluteal progesterone determination. Alternatively, particularly in cases of suspected anovulatory bleeding, endometrial biopsy may be performed to rule out occult endometrial hyperplasia or neoplasia. This is especially important in high risk population, such as obese women, patients over the age of 35, or those with a prolonged history of anovulatory bleeding. In addition, a complete blood count is important in order to document possible concurrent anemia. Thyroid function studies, including thyroxine and thyroid-stimulating hormone (TSH) are indicated in many patient with clinical stigmata suggestive of possible thyroid dysfunction. Similarly, coagulation studies and a bleeding time determination may be indicated in patients with a history of bleeding following dental extraction or epistaxis and bruising.

1.3.3. Treatment

A logical initial choice is scheduled antiprostaglandin (prostaglandin synthetase inhibitor /PGSI/) therapy during the menstrual period. This drugs increase the tromboxane to prostacyclin ratio in menstrual blood and have been shown to decrease mean MBL by up to 50 percent.

Exogenous synthetic sex steroids have also been successfully used for treatment of menorrhagia. We used medroxyprogesteronacetate (Provera) for 10 to 14 days oral tablets, such as 5 to 30 mg. Similar success has been documented with oral contraceptives. The contraceptive effects, improvement in associated dysmenorrhea, and the wide margin of safety of low-dose oral contraceptive make these highly desirable choices for nonsmoking women.

1.4. Midcycle Ovulatory Bleeding

Up to 5 percent of patients presenting for evaluation of abnormal bleeding will complain of midcycle bleeding temporally associated with ovulation. The precise cause of this condition is unknown but may be related to the fall in circulating estradiol levels at the time of ovulation. The diagnosis of midcycle ovulatory bleeding is based upon a careful history and characteristic timing. Laboratory evaluation is usually not indicated exept when necessary to document ovulation.

Management of midcycle ovulatory bleeding and mittelschmerz usually consist of education and reassurance only. For patients experiencing significant self-limited pain, optimized antiprostaglandin therapy may be indicated. Alternatively, the symptoms can usually be suppressed by cycle suppression  therapy, such as oral contraceptives, which inhibits ovulation.

1.5. Intermenstrual Bleeding

Intermenstrual bleeding is differentiated from midcycle bleeding by its lack of predictable midcycle timing and self-limited duration. Patients with intermenstrual bleeding will usually describe regular ovulatory menses of normal interval and duration, which are associated with unpredictable episodes of bleeding of variable amount and duration.

1.5.1. Etiology

Classically, intermenstrual bleeding has been associated with structural abnormalities such as endocervical or endometrial polyps or leiomyomas, but infectious or inflammatory etiologies such as chronic endometritis have also been involved in some cases. Among the most commonly overlooked causes of intermenstrual bleeding are nonuterine sources, including neoplasms, trauma, or atrophy involving the vulvar, vaginal, or cervical epithelium. Similarly, gastroenterologic and urologic pathology, such as hemorrhoids, neoplasms, polyps, inflammatory and infectious diseases, and urinary calculi may all be mistaken for vaginal bleeding. Iatrogenic effects, including breakthrough bleeding associated with low-dose oral contraceptives, are also among the most common causes of intermenstrual bleeding.

1.5.2. Diagnosis

Consistent postcoital timing of bleeding should alert to clinician to possible occult vaginal, vulvar, or cervical lesions as the source of the bleeding. Physical examination should include a careful inspection of theses areas, as well of the perianal area, and the cervix should be inspected closely for evidence of friable eversion, chronic cervicitis, an endocervical polyp, or a malignancy.

1.5.3. Laboratory Evaluation

It should include documentation of ovulation if this is not clear from the history or menstrual calendar. Cervical cultures should be obtained, particularly in the case of mucopurulent cervicitis or grossly erythematous and friable cervix. Endometrial sampling may be indicated if initial screening test are negative and the intermenstrual bleeding persist in order to rule out endometrial neoplasia or endometritis. Finally, hysteroscopy may be indicated in cases in which evaluation suggest a uterine source and baseline evaluation is negative in order to discover possible structural source of the bleeding, such as an endometrial polyp. Transvaginal ultrasonography is excellent for detecting very small endometrial abnormalities too.

1.5.4. Treatment

Treatment of intermenstrual bleeding is directed at the specific cause if one is identified, for example cervical polypectomy, hysteroscopically removed endometrial polyps and submucous myomas. The chronic ednometritis  may benefit from a protracted (usually 14- to 21 day) course of a broad-spectrum antibiotic. By the oral contraception we must change the pill formulations.

1.6. Anovulatory Abnormal Bleeding

Anovulatory can be with short history, or chronic. We talk about dysfunctional uterine bleeding by abnormal uterine bleeding without a demonstrable genital or extragenital organic cause. 

1.6.1. Etiology

The pregnancy and the ectopic pregnancy can be most important causes of anovulatory bleeding and we must considered and ruled it in all women in reproductive age. Rare causes of abnormal anovulatory bleeding include androgen or estrogen producing ovarian tumor. There is often virilization or symptoms of hyperestrogenemia (breast tenderness, nausea, intractable bleeding). Syndrome polycystic ovary can be cause of bleeding. It is the chronic anovulation syndrome with the increased ovarian stromal production of androgens, in addition to giving rise to clinical stigmata of hyperandrogenemia (hirsutism, acne, obesity, occasionally virilization). There is sufficient to stimulate folliculogenesis but not sufficient ovulation. This patients have multiple crowded atretic unruptured follicle cyst in the ovary and they have the irregular menses and infertility. There is the high risk of endometrial neoplasia. The classic clinical triad of obesity, infertility, and hirsutism described by Stein and Leventhal.

1.6.2. Diagnosis

At first the menstrual history, than evidence of hyperandrogenemia, including acne, hirsutism, temporal balding, clitoromegaly and thyroid or adrenal dysfunction. In women, androgen stimulated hair is present in the midline, so special attention should be paid to the face, lower back, abdomen, and between the breasts. It is important that the clinician distinguish between hirsutism and hypertrichosis.

1.6.3. Laboratory Evaluation

We must begin with a urinary screen for beta-specific human chorionic gonadotropin (hCG). A baseline complete blood count (CBC) or hematocrit should also be obtained. FSH is not particularly helpful in the evaluation of abnormal bleeding. Serum androgens should be obtained by the women with Stein-Leventhal syndrome. Thyroid function studies, prolactin levels, or cortisol levels should be obtained if the patient exhibits clinical signs or symptoms of thyroid dysfunction, hyperprolactinemia, or adrenal dysfunction, respectively. By the patient over 35 years of age is indicated endometrial biopsy by the abnormal uterine bleeding. If the endometrial biopsy suggest the presence of atypical endometrial hyperplasia in order rule out an occult focus of adenocarcinoma, we must make the formal fractional D&C (dilatation and curretage). 

1.6.4. Treatment

By acute control we used the oral contraceptives to management of acute abnormal bleeding. The schema of treatment is monophasic OC with 35-50 EE four pills daily for 5 days, then two pills for 10 days and stop for 5-7 days (withdrawal menses). We can use the conjugated estrogens too: 2,5mg daily; double-dose every 48 hours until bleeding stops, continue for 21 days. We add MPA for last 7 days. Stop for 5-7 days (withdrawal menses).
If  bleeding is intractable or patient is unstable we used conjugated estrogen 25mg intravenously every 6 hours or dilatation and curettage (D&C) as is indicated clinically. 

By the chronic abnormal bleeding we used long-term management, for example oral contraceptives 1 pill daily for 21 days; off for 7 days, or estrogen - progestin combination conjugated estrogen 1,25-2,5 mg daily; plus MPA 5-20 mg on days 1 - 12 of calendar month. We can use continuous progestin management MPA 20-40 mg daily or depo-MPA 150-300 mg intramusculary every 2-3 months. The other method is cyclic progestin management MPA 10-20 mg for 12-14 days every 1-2 months.

1.7. Surgical Management of Abnormal Uterine Bleeding

1.7.1. Dilatation and Curretage

It is indicated for diagnosis purposes in patients in whom endometrial sampling is necessary and office endometrial biopsy is not feasible or has been nondiagnostic.

1.7.2. Endometrial Ablation

Current methods of endometrial ablation utilize electrical loop excision, or laser ablation. This procedure may be very useful in women who are so ill that they are poor candidates for hysterectomy.

1.7.3. Myomectomy

Myomectomy is the removal of one or more uterine leiomyomas while preserving the uterus and endometrial cavity. It is typically offered to women desiring to conserve their fertility who have intractable symptoms that have failed conservative management. The most common indication for myomectomy is menorrhagia, followed by pelvic pain or pressure and infertility.

1.7.4. Hysterectomy

About indication and confirmation of indication talk the table of American College of Obstetricians and Gynecologist: Preoperative criteria for hysterectomy for abnormal uterine bleeding.

Procedure: Hysterectomy, abdominal or vaginal.

Indication: Abnormal uterine bleeding in women of reproductive age

Confirmation of indication:
1. History

1.1. Excessive uterine bleeding

1.1.1. Bleeding for more than 8 days during more than a single cycle

1.1.2. Profuse bleeding requiring additional protection

1.2. No history of bleeding diathesis or use of medications that may cause bleeding

1.3. Negative effect on patient´s quality of life

2.  Failure to find on physical examination uterine or cervical pathology that would cause abnormal bleeding.

3. Laboratory data

3.1. No finding of endometrial neoplasia

3.2. No malignancy found in cytologic studies of cervix

4. No finding of endometrial polyps (by DC, hysteroscopy, or hysterogram)

Actions prior to procedure:

1. Consider patient’s medical and psychologic risk concerning hysterectomy

2. Determine that attempted hormone treatment (estrogen-progesteron)was not successful

Contraindication: Desire to maintain fertility.

2. Amenorrhea

2.1. Definition

Amenorrhea may be defined as the absence of menstruation for 3 or more month in women with past menses (designated secondary amenorrhea) or the absence of menarche (i.e., the onset of menses) by the age of 16 years in girls who have never menstruated (termed primary amenorrhea). The term postpill amenorrhea is often used to refer to women who do not menstruate within 3 month of discontinuing oral contraceptives. The absence of menstruation is physiologic in prepubertal girls, during pregnancy and lactation, and following the menopause.

2.2. Etiology

a) Anatomic abnormalities of the genital tract that prevent or obstruct menstrual bleeding include developmental anomalies (e.g., transverse vaginal septum), intrauterine adhesions (Asherman syndrome), or cervical obstruction (stenosis).

b) Ovarian failure, which is characterized by markedly elevated levels of FHS, includes those disorders in which the ovaries are devoid of oocystes or will not respond appropriately to FSH.

c) Chronic anovulation is present in variety of disorders in which the ovaries contain appropriate numbers of oocytes but the affected women fail to ovulate. This group accounts for the largest number of patients and includes individuals with hypothalamic and/or pituitary dysfunction, adrenal and thyroid disorders, and inappropriate steroid feedback such as occurs in PCO, (described above).

2.3. Diagnosis

The most important assessment of the amenoreic patients is careful history and a thorough physical examination. Patient should be questioned about dietary and exercise habits, life-style, psychologic problems, family history of amenorrhea etc. Evidence of increased androgen secretion, including hirsutism, acne, temporal balding, deepening of the voice should be sought. Any evidence of decreased estrogen. including hot flashes, night sweats, dyspareunia due to decreased vaginal secretion should be defined. Although the entire physical examination is important, special attention should be directed toward evaluating body dimensions and habitus, the extent and distribution of androgen-stimulated body hair, breast development and the external and internal genitalia, with emphasis on evidence of exposure to androgens and estrogens in appropriate quantities, and patency of the genital outflow tract.

2.4. Laboratory Evaluation

The human chorionic gonadotropin testing is warranted to rule out pregnancy or gestational trophoblastic disease. FSH, PRL and TSH is indicated in all amenorrheic women. Increased TSH is characteristic of primary hypothyroidism. If the prolactin concentrations are repeatedly elevated in an amenorrheic woman, radiographic evaluation of the sella turcica is indicated to rule out a pituitary adenoma or the empty sella syndrome. Increased FSH levels (generally more than 30 mIU/ml) indicate ovarian failure or insensitivity. When the physician suspect from autoimmune endocrine disorders he must measure thyroid antibodies, calcium, phosphorus, urinary cortisol, fasting glucose, sedimentation rate, antinucelar antibodies, complete blood count with differential, rheumatoid factor, total serum protein and albumin. Serial measurement of basal LH, FSH and estradiol concentration on more than one occasion may help to determine if any functional oocytes remain in the ovary. (viable oocytes probably do remain - estradiol level is ever greater than 50pg/ml or the LH/FSH ratio is ever greater than 1,0). Similarly, cervical sounding (probing), endometrial biopsy, hysterosalpingography, ultrasonography or hysteroscopy may be indicated in patient with no withdrawal bleeding following appropriate estrogen and progesterone administration in order to rule out cervical stenosis or endometrial adhesions (Asherman syndrome).

Associated urinary tract and skeletal anomalies are present in 15 to 49 percent of females with vaginal agenesis or vaginal septum (for example renal agenesis).

2.5. Treatment

Abnormalities of the genital outflow tract generally require surgery if a normal uterus is present; otherwise, retrograde menstruation may result in intra-abdominal endometriosis. If the amenorrhea is judged to be caused  by stress or emotional problems, spontaneous recovery is to be expected if the problem can be removed or alleviated by the passage of time. If it is caused by some underlying disease or nutritional deficiency this must be treated or removed. If no cause and the patient wants periods and contraception, the combined OC pill may be given. If the wishes to conceive, induction of ovulation can be produced by clomid, gonadotrophins or pulsatile GnRH. A polycystic ovary syndrome may be treated by laser drilling or wedge resection of the ovaries. The high prolactin level can be reduced with dopamine agonist, bromocriptine. The dose has to be varied according to the prolactin level and his treatment should be employed only in units that have the facilities for hormone assays. The dose is increased very cautiously, starting at 2,5 mg daily.

In summary, provided the uterus is present, primary amenorrhea can be treated with hormones to induce menstruation. With secondary amenorrhea, the ability to induce menstruation will depend on the state of the endometrium and the hypothalamic-pituitary-ovary axis. The latter can be influenced by drug therapy. Conception in both cases can only occur if there ovarian tissue with primary ovarian follicles.

3. Dysmenorrhea

3.1. Definition

Although menstruation is often painless, many women suffer from discomfort or pain in association with periods at some time during their reproductive life. It is very useful to classify dysmenorrhea  to two groups:

a) dysmenorrhea due to evident pelvic disease

b) dysmenorrhea without evident pelvic disease

3.2. Dysmenorrhea caused by pelvic disease

Apart from the discovery of abnormal physical sings of endometriosis or pelvic inflammatory disease on examination, two features suggest that there may be underlying pelvic disease. First, the symptoms may appear after some years of painless menstruation, and secondly, there may be other symptoms of pelvic disease, such menorrhagia, dyspareunia or infertility. An acute colicky pain may occur if a fibromyomatous polyp is being extruded through the cervix, and in some women an intrauterine contraceptive device will cause colicky dysmenorrhea. Dysmenorrhea caused by pelvic disease is best treated according to the cause.

3.3. Dysmenorrhea without evident pelvic disease

This type of dysmenorrhea is usually occurs in girls or young women. The pain is spasmodic or colicky in nature, usually starting on the first day of the period. It may last for several hours or continue throughout the first and second day. Not infrequently the menstrual flow is scanty at first, and the pain often becomes easier when the flow is properly established. The acute colicky pain may be followed by a dull ache. Nausea and vomiting, and occasionally diarrhoea may occur, and sometimes headache and fainting. 

Examination usually reveals no general local abnormality. The patient is physically healthy, although she may be somewhat tense. A vaginal examination, or if the hymen is intact a rectal examination, must always be made to exclude unexpected pelvic pathology. In nearly every case the genital tract is normal.

The pain is usually due to the spasm of uterine muscle, which is sufficiently intense to cause ischaemia. The cause of the muscle spasm is not certain, and several factors have been discussed.

Organic stricture of the cervix is exceedingly rare, dilatation of the cervix is sometimes practised but seldom effects a permanent cure. Dysmenorrhea occurs only when ovulation has occurred (the women with OC are painless). It is probable that necrosis of the endometrium is caused by prostaglandin’s PGF2 alpha , and this is also causes spasm of the myometrium. The endometrial content of PGF2 alpha increases under the influence of progesterone in the second half of the cycle. Dysmenorrhea is often described as psychosomatic, because of the lack of recognizable pelvic pathology, it is wrong to state that all theses patients are neurotic. The majority of patients are entirely free from any fear or phobia.

3.4. Treatment

Attention should be paid to the women’s general health. It will help to tell her, after examination, that she is normal and to explain that menstruation is a healthy normal function. During the attack of severe pain many patients take a hot bath and then relax in bed with a hot water bottle. Analgesic drugs such as aspirin, codeine should be prescribed. Indomethacin inhibit the production of prostaglandin’s in the endometrium and diminish myometrial contraction. The most effective medical treatment is to suppress ovulation with combined oral contraceptive pill. Hormonal treatment is unsuitable for a patient who wishes to become pregnant (who wishes conceive). The endometriomatous lesions must be treatment by laparoscopy.

4. Premenstrual Tension

4.1. Symptoms

The premenstrual tension syndrome is separate entity from painful periods. It mostly occurs in women over 30 years of age. It is characterized by premenstrual discomfort in the lower abdomen and back, and in the breasts. It is often described as a bloated feeling of distension or pelvic engorgement, which precedes the period by the week or 10 days. Sometimes the onset of the menstrual flow brings relief. It is accompanies by varying degrees of irritability, depression and other emotional disturbances, and not infrequently by headache. Some women may notice a deterioration in their concentration, and it is said that there is relationship between violent ant antisocial behaviour and this condition. Examination performance may be affected at this time. Patient may show a gain of weight of 1 kg or more in the latter part of menstrual cycle due to salt and water retention. The retention of fluid is partly due to ovarian steroids, but there is also an increased output of antidiuretic hormone from the posterior pituitary gland.

4.2. Treatment

The exploration of emotional and work-related stress often allows the woman to reveal her problems and to compensate accordingly. Reassurance and simple psychotherapy will help, but it also may be necessary to treat the symptoms with various drug. Some women obtain relief with diuretics. Progesterone help some women taken ether orally or rectally (Duphaston 10mg daily from day 15-25, cyclogest 200mg suppositories daily from day 15-25). Estrogen have been used to suppress ovulation on the basis that cyclical ovarian activity is for the symptoms of premenstrual tension. We can use transdermal estradiol patches in a strength that can vary from 50-200 mikrog every 3 days. Oral contraceptive pill may also be of benefit because they suppress ovulation. Prostaglandin synthetase inhibitors may improve fatigue, headaches, general aches and pains and general mood symptoms. We used Ibuprofen three time a day 200mg starting 12 day before the menstruation and 400mg three time a day during the menstruation. Danazol which suppress gonadotropin secretion and abolishes cyclical ovarian function may be help. The dose varies between 200-400mg a day. Bromcriptine (2,5-5 mg a day) may be tried if the mastalgia is a problem.

