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Definitions

Abnormal uterine bleeding: infrequent episodes, excessive flow, prolonged duration of menses or intermenstrual bleeding

Amenorrhea: no menses for at least 6 months (see separate section)

Dysfunctional Uterine Bleeding (DUB): without demonstrable organic cause

Intermenstrual bleeding: bleeding of variable amounts occurring between regular menstrual periods 

Menorrhagia:  prolonged (> 7 d) or excessive (> 80 ml) uterine bleeding occurring at regular intervals

Metrorrhagia:  uterine bleeding occurring at irregular, but frequent intervals, the amount being variable 

Menometrorrhagia:  prolonged uterine bleeding occurring at irregular intervals

Oligomenorrhea: scant or infrequent menses with intermenstrual intervals of at least 35 days (see “Amenorrhea”)

Polymenorrhea:  uterine bleeding occurring at regular intervals of less than 21 days

Abnormal uterine bleeding is outside of these parameters:

1. Normal cycle length is 21-35 days and bleeding that is more or less is associated with anovulation or an anatomic anomaly.

2. Menses length is between 2-7 days with a loss of 30-60 ml of blood containing 30-50% Hb.

3. The average age of menopause is 52 years.  

Abnormal uterine bleeding can be defined as uterine bleeding that:

1. occurs at an abnormal frequency

2. lasts for an abnormal length of time

3. is unusually heavy in a woman of reproductive age

The causes of abnormal uterine bleeding include:

1. reproductive tract disease:
· accidents of pregnancy:  threatened, incomplete, missed abortions; ectopic pregnancies, gestational trophoblastic disease

· genital tract lesions:  

a. malignant lesions: endometrial, cervical, vaginal, vulvar, oviduct, estrogen-producing ovarian cancer (granulosa-theca 


       cell tumors)

b. benign lesions: endometrial/cervical polyps, adenomyosis, submucosal myomas (fibroid)

· infections of the upper genital tract: endometritis

2. iatrogenic causes: IUD’s or other foreign body, oral and injectable steroids/hormones, psychotropics: breakthrough bleeding, anovulation

3. systemic disorders:  

· cirrhosis:  menorrhagia secondary to reduced capacity of the liver to metabolize estrogen leading to excessive free 


estradiol.

· adrenal disease:  altered hormonal production and metabolism

· hypothyroidism:  menorrhagia, intermenstrual bleeding

Low T4 causes an increase in TRH ( TRH acts as a prolactin releasing factor ( PRL inhibits the pulsatile secretion of GnRH by causing a drop in hypothalamic dopamine levels (a PRL secretory inhibitor).  Thus, galactorrhea may indicate long-standing hypothyroidism (VIP, serotonin agonists and oxytocin also stimulate release of prolactin)

· coagulopathies (more common in adolescents): menorrhagia

a Idiopathic thrombocytopenic purpura

b Von Willebrand’s disease (20% of adolescent girls):  increased bleeding time

c Leukemia

d Prothrombin deficiency

e Sepsis

4.    Dysfunctional uterine bleeding: (the most common cause of abnormal uterine bleeding)


 Diagnosed after all organic, systemic, and iatrogenic causes have been ruled out. Two main types: ovulatory and anovulatory. 

· Anovulatory: 

a. predominant cause of DUB in postmenarcheal and premenopausal years secondary to alterations in 



        neuroendocrinologic function

b. continuous estradiol production without corpus luteum formation and progesterone production 

c. abnormal bleeding caused by unopposed estrogenic stimulation of the endometrium

d. uniform sloughing of basalis layer does not occur, producing excessive uterine blood flow

·  Ovulatory: predominant cause of DUB after adolescence and before perimenopause

· Other causes:

a. Immature hypothalamic-pituitary-ovarian axis in the adolescent (20%)

b. Ovarian failure:


In the perimenopausal patient, menses interval lengthens with increased amount of blood loss due to prolonged 


follicular phase and possibly anovulation.  

c. Polycystic ovarian syndrome

d. Estrogen breakthrough bleeding

e. Estrogen withdrawal:  stress, perimenopause (50%)

f. Obesity

Evaluation of abnormal uterine bleeding

Clues from the History:

1. menstrual Hx: menstrual pattern, frequency, duration, amount of bleeding

2. age/phase of reproductive life of the patient

3. associated illnesses and medications

Pattern of Bleeding:  

· onset, frequency, duration and severity

· if cycles are regular with PMS Sx then the patient is likely ovulating.



-if intermenstrual or irregular bleeding, consider an organic cause



-if heavy bleeding, consider submucous fibroids, polyps, coagulopathies and systemic illness



-if break-through bleeding w/o PMS Sx, consider chronic anovulation or dysfunctional uterine bleeding

Age of the patient:

· In adolescents, chronic anovulation d/t immature hypothalamic-pituitary-ovarian axis is most commonly the cause (75%) followed by coagulopathies (20%) then other factors.

· sexual, reproductive Hx

· In perimenopausal patients, chronic anovulation is a common cause d/t decreased functioning ovarian follicles.



Rule out endometrial hyperplasia and endometrial cancer.

Medications and Illnesses:

· Rule out coagulopathies (easy bruisability), hirsutism (increased hair growth), prolactinomas (breast discharge), Cushing’s syndrome (rapid weight changes), thyroid disease, infections, liver disease

· Consider any previous gynecological disease

· Consider any drug given for treatment of hypertension, thyroid disease, adrenal disease, anti-coagulants or those that increase the hepatic metabolism of enzymes

The Physical Exam:

1. thyroid exam

2. evidence of hirsutism:  excessive midline hair above the lip, on the chin, between the breasts, below the umbilicus, on the upper inner thighs

3. evidence of bruising or bleeding

4. general body shape:  obesity can cause anovulation

5. striae and buffalo hump:  consider hypercortisolism

6. abdominal examination:  liver disease, abdominal masses

7. pelvic exam:  vaginal, cervical, bimanual

· benign or malignant lesions 

· enlargement of  ovaries and/ or uterus 
Laboratory Tests:

On all patients:

1. serum or urine (-hCG:  r/o pregnancy

2. CBC w/ differential:  r/o anemia, infection, preliminary screen for blood dyscrasia or thrombocytopenia

3. Serum ferritin/iron

4. PAP smear:  dysplasia or cancer

5. transvaginal ultrasoundography:  Dx of conditions w/in the endometrial cavity, uterine myometirum and ovaries

Other tests: 

1. TSH, T4, T3 levels

2. STD testing

3. Coagulation profile (especially in adolescent women and older women with systemic disease): bleeding time, PT, aPTT

4. basal body temperature to assess ovulation

5. luteal phase serum progesterone:  drawn 1 week before the expected next menses to confirm ovulation (>5 ng/ml).  If less, then chronic anovulation should be explored as the cause.

6. serum prolactin: indicated with galactorrhea or oligomenorrhea

7. FSH, testosterone, DHEAs and follicular phase 17-hydroxyprogesterone: ovarian or adrenal hypersecretion of androgens (hirsutism)

8. dexamethasone suppression test or 24 hr. urinary free cortisol:  Cushing’s syndrome

Imaging & other tests:

1. Saline-infused salpingograpy (SIS) or sonohysterography

2. Pelvic ultrasound with vaginal probe: screening technique utilized in women with ovulatory menorrhagia to determine if lesion is present in the endometrial cavity prior to hysteroscopy 

3. Hysteroscopy/laparoscopy: indicated when there is persistent bleeding and a diagnosis has not been made with more conservative techniques in all women with ovulatory menorrhagia

4. Endometrial biopsy (EMB): indicated in women > 35 w/ either menorrhagia or metrorrhagia to rule out endometrial hyperplasia or cancer.

5. Dilation and curettage (D & C): uterine polyps or submucous myomas (fails to diagnose up to 25% of the anatomic lesions of the uterus). Indicated in patients with neg. endometrial biopsy but at risk for endometrial hyperplasia or cancer.

6. Hysterosalpingography

Treatment and Long-term Management of Abnormal Uterine Bleeding:
· General plan for menorrhagia:

· address any anatomic lesion, illness or medication that is a causative agent.

· for hormonal imbalances, assess:

a. degree of anemia and symptomology

b. the degree of bleeding:  acute, semi-acute or chronic bleed (assess for anemia)

c. age of the patient

· Promote PG-E1, PG-E3 through diet and EFA supplementation

· Soy lengthens the first half of the cycle (45 mg isoflavones (2.5 days)

· Flax seed lengthens the second half of the cycle

· Anti-inflammatories: bromelain, bioflavonoids, ginger

· Vitamin C: 2-3 g qd

· Vitamin K: clotting factors

· B vitamins (especially B6): aid in metabolism of estrogen

· Bioflavonoids (anti-estrogen effect on the uterus by blocking receptor sites): 1 g bid  

· Natural progesterone 

a. cream: 1/4-1/2 tsp bid d 15-26 of menstrual cycle

b. OMP:  100-400 mg qd

· Vitamin A decreases enzyme activity and hormones; women with menorrhagia may be low in vit. A (60,000 IU qd x 3 m)

· Ginger: alternates prostaglandin ratios

· Vitex agnus castus:  normalize and regulate the menstrual cycle : 215 mg qd

a. The most important botanical in the treatment of DUB.  

b. Stimulates ovulation via HPAO axis

c. Acts primarily on hypothalamus and pituitary to increase secretion of LH and weakly inhibits FSH secretion.  

d. Studies support use in cystic hyperplasia of endometrium, oligomenorrhea, polymenorrhea, menorrhagia and  


infertility. 

e. In regard to hyperplasia use it to prevent recurrence or in conjunction with progesterone cream for simple 

hyperplasia (do not use it alone)

· Astringent herbs (with or without tannins): Capeslla, Geranium, Achillea, greater periwinkle, Alchemilla, 


beth root, Equisetum 

· Uterine tonics:  life root, blue cohosh, helonias, squaw vine, raspberry, dong quai (irregular, not excessive, bleeding

· Sample treatment plan:

a. SLOW FLOW: ii tid

b. Vitamin A: 50,000-60,000 IU qd

c. Bioflavonoids: 1,000 mg qd-bid

d. Progesterone cream: 1/2 tsp bid d 15-26 of cycle 

· Fibroids:  bleed heavily every month or too long or spotting; if chronic and heavy (soaks a pad q hr x 5 hrs then reg for 5 days)

· See above general plan

· Homeopathic calc phos 6x  4 tabs bid

· Progesterone cream:  (to oppose estrogen): 2 weeks on (ovulation to period), 2 weeks off or 3 weeks on, 1 week off

· Endometritis:  

· General plan

· Antibiotics

· Vag Pack suppositories

· Endometrial hyperplasia

· No atypia: OMP regimen, followed by maintenance with vitex after normal biopsy

· Atypia:  MPA regimen and/or surgery, followed by maintenance with vitex after normal biopsy

· Endometrial Polyps:  

· General plan 

· Possibly surgery

· DUB: 

· general plan

· OMP: 200-400 mg qd x 10-14 d

· High-dose estradiol: followed by OMP

· Perimenopausal DUB:  not enough progesterone is being produced to oppose estrogen (irregular ovulation)

· Same as above

· Semi-acute bleeding:  

· General plan 

· cold application to pelvic area

· rest with elevated feet

· cinnamon essential oil:  1-5 gtt q 3-5 hr

· botanicals: erigeron, capsella, secale, achillea, cinnamomum, senecio, sabina; combination tincture: 20 gtt q 2h x 24-48 h  or Slow Flow ii q 2 hrs or iii q 3-4 h for 24-48 hrs.  

· anti-inflammatories:  curcumin, ginger, feverfew

· adjunctive supplements: 

a. Vitamin A: 50,000 IU qd

b. Bioflavonoids: 1,000 mg tid

c. Vitamin C: 2,000 mg tid

· Natural hormones

a. OMP: 200-400 mg x 7-12 d

b. Bleeding should stop after 48 h

c. If bleeding starts after discontinuation of OMP at d 12, proceed to cyclic regimen (OMP 200 mg 12d q m)

d. As improves, switch to progesterone cream: 1/4-1/2 tsp 12 d q m 

· Acute bleeding: 1 pad q h  

· Same as above

· Natural hormones: Estrogen stops bleeding the most quickly

a. Estradiol: 2mg q 4 h x 24 h 

b. Evaluate at 12 and 24 h 

c. If improved, then 2mg q d x 7-10 d followed by OMP 200 mg x 7-12 d

Avoid estrogens in endometrial hyperplasia, uterine fibroids, endometrial polyps

If no improvement, patient needs to go the hospital.

Endometrial hyperplasia

With HRT, bleeding is iatrogenic, so bleeding w/o HRT is considered abnormal. If HRT consists of estrogen alone, annual biopsies of the endometrium are indicated due to the increased incidence of hyperplasia at one year (20%) and three years (33%).  Women on estrogen only usually do not bleed irregularly initially, but do so with continuation of treatment (usually as spotting or light bleeding)

Women at risk for endometrial hyperplasia and endometrial cancer are:

· >35 perimenopausal, no bleeding for 9 months, friable uterus d/t lack of estrogen

· obese women 
· >30 with along-term Hx suggestive of oligoovulation or anovulation with exposure to unopposed estrogen, uterus 

      becomes too thick without progesterone.  

· postmenopausal women not taking ERT and postmenopausal women who are current users of ERT who have

      breakthrough bleeding on the days when estrogen is taken



***Withdrawal bleeding in postmenopausal women using cyclic ERT is not a risk factor for endometrial hyperplasia.***

1. basic features:  abnormally high, prolonged level of estrogenic stimulation with diminution or absence of progesterone activity 

a. occurs w/ menopause or anovulation

b. with abnormal bleeding (excessive or spotting)

c. increased endometrial volume (i.e., mass)

d. maybe related to endometrial carcinoma

	
	Hyperplasia without cytologic atypia
	Endometrial Intraepithelial Neoplasia 

(Hyperplasia with cytologic atypia)

	Onset
	
	

	Incidence
	
	
	

	Sn/Sx
	Simple:

-irregularity in gland shape:  dilated

-increased stroma 
-no atypia 

-cysts with cuboidal epithelium ( "swiss-cheese" pattern when severe 

-usually evolves into cystic atrophy 


	Complex:  

( number and size of glands:  irregular size  

  and shape

-thickened endometrium with polyps

-glands “bud” into stroma

-more mitosis than in mild form

-some stratified epithelium w/o typical dysplasia
	-severe packing of cells

-obvious dysplasia/ atypia

	Differentiation
	-2 Divisions

Simple:  without structural alterations of glands

Complex:  complex gland configurations

-less glands, diffuse presentation, resembles normal proliferative tissue
	-more glands, focal presentation, well differentiated, resembles adenocarcinoma

	Progression
	The metabolic prerequisite of simple hyperplasia is prolonged estrogenic stimulation  of the endometrium unopposed by progestogenic inhibition.  This leads to an anovulatory persistent proliferative type of endometrium then to simple hyperplasia.

· respond to porgestational agents

· seldom progress to invasion and about 80% regress when treated with progestins
	Atypia develops in fields of atrophy in women w/o clinical and metabolic evidence of hyperestrogenism.  

-fail to respond to adequately progestational agents

-has only a 20% response rate and 20-33% 

develop invasive adenocarcinoma of the endometrium

	
	not premalignant
	a premalignant lesion
	premalignant, even carcinoma in situ 

	
	1% progress to cancer
	3% progress to cancer
	25% progress to cancer

	Diagnosis
	Endometrial biopsy is the gold standard

Ultrasound:  also evaluates for fibroids

D&C

	Conventional Treatment
	Conventional Progestin Tx:  Provera 10 mg MPA (medroxy progesterone acetate) for 10-14 days of norethidrone 5 mg for 10-mg.  
	Intermittent or continuous progestins (same doses as complex)

Consider biopsy within 2 months.  


	To induce fertility:  temporary prgestational suppression

postmenopausal:  Hysterectomy



	Naturopathic Treatment
	

	
	200mg bid of oral micronized progesterone for 12-14 days.
	Do not use oral micronized progesterone
	Provera bid or Megace 40 mg qd with repeated sampling and hysterectomy if the patient has completed childbearing


Carcinoma of the Uterus / Endometrial Cancer

	Onset
	- peak at 55 to 65 (rarely <40), older women, 85% after menopause(vs. ovarian, cervical:  40-50)

-  about 7% of all invasive cancers in female

-  more common than cervical or ovarian cancer

~ 34,000 cases of endometrial /yr (3000 deaths)  

  ~ 13,000 cases of cervical cancer each/yr (7500 deaths)

U.S. ~ 80% present stage I w/90% 5yr survival

	Sn/Sx
	(1)
asymptomatic for a long time

(2)
irregular vaginal bleeding and leukorrhea

(3)
tumor may appear at external os (Pap smear) but, diagnosis is by curettage and histology

-metastasis to lungs, liver and bone

	Differenti-ation
	Two groups of endometrial cancer:

prolonged estrogen stimulation and hyperplasia
compare w/ endometrial hyperplasia:

i.  both conditions are linked w/ obesity and anovulaory cycles

ii.
women w/ ovarian extrogen-secreteing tumors have a higher risk of endometrial cancer (thecal cell tumors); rare in women w/o ovaries

iii.
endometiral cancer is extremely rare in women w/ ovarian agenesis

iv.  DES, ERT is assoc. w/  ( risk 

v.    in postmenopausal  women there is greater synthesis of estrogens in body fats from adrenal and ovarian androgen precursors ( menopause and obesity do not mix.  Adrneal disorders also

  -well differentiated, mimics normal endometrial glands,   

  favorable prognosis 

2.  less commonly assoc. w/  hyperplasia, acquired at a later age

    -poorly differntiated, pooroer prognosis
most are adenocarcinomas (85%)

Grades  (compare to cervical cancer)

grade 1:  well differentiated, recognizable gandulare patterns; 20% endometiroid  

grade 2:  moderately differentiated:  well formed glands w/ solid sheets of malignant cells

grade 3:  poorly differentiated:  solid sheeos of cells w/ barely recognizable glands, greater 

degree ofnuclear atypia and mitotic acitivity

-includes papillary serous and  clear cell carcinomas always 

	Progression
	stage 1:  both confined to the cervix

stage 2:  both in upper 1/3 of vaginal body and cervix

stage 3:  
c- outisde of cervix and in the pelvic wall

v-  outside the cervix but not in the pelvic wall 

stage 4:  both the same ( malignant dissemination outside of pelvis and in bladder or rectum

(3)
fungating          (4)
infiltrative

(5)
polypoid 

	Incidence
	risk factors:

(a) women over 45, peaks between 55 and 69

(b) obesity (50% weigh over 180 lbs)

(c) diabetes

(d) hypertension (over 50% of patients)

(e) infertility and history of anovulatory cycles (  history of (  estrogen, endometrial hyperplasia

(f) post menopausal or perimenopausal abnormal uterine 

bleeding


