Women’s Health and The Reproductive System

Midterm Objectives/Lecture Notes

Introduction, November 11, 2002, Introduction, Daniel Barkus, DO, FACOOG, Presiding

-Get the textbook; it has received rave reviews

-Baseline: Age, Marital status, FDLMP, PMP, Gravidity and Parity, Last pap smear and results

-Prior menstrual period=PMP

-Menstural bleeding is meeding that follows ovulation

-FDLMP=past menstrual period

-“28, M, FDLMP=1/22/02, PMP=12/25/01, BCP=0…
Obstectrical shorthand: 
F-P-A-L: Full term pregnancies, pre-term, abortions, and living children

Gr=no of pregnancies

Full term >37 weeks

Pre term <37 but >20 weeks


Abortions < 20 weeks

Discussion of chief complaint follows, “Hidden agenda( the real reason”.

Abnormal vaginal bleeding: Location, Quality, Severity, Quantitiy, Setting, Aggravating/Alleviating, Associated symptoms

Quantification: Coin rating systems. Coins often used to estimate the size of clots. May also be compared to normal menses, HCT/HgB
Chronology: gradual vs. sudden, duration, and progression

Setting: Relationship to menses, contraception and sterilization, medications, IUCD, prior diagnosis. Consider last menses

Abnormal S/S
-Contact bleeding, bleeding tendencies like VWD
Localize pain to suprapubic low back pack pain, radiating with non radiating.
Painful menses:
-Relationship to menarache and progression

Setting:
Endocmetriosis:

Associated s/s:

-Excess prostaglandin release(associated with Pms) 
with GI s/s and PMS

Pelvic pain:
-Localized vs dull, sharp vs. dull, constant vs. intermittent

-Coitus, voiding, defecation

Classic signs of pregnancy: Feeling pregnant, prior exam or PG test, secondary signs of N/V, breast tenderness, urinary frequency, etc. 

PMH:
Collagen, STN, vaginitis, genital lesions, PID, endocrinopathies

PSHX: Diagnosis, why, result vs. expectations

PMHX: Other hosp, meds, allergies, high risk behavior, diethlysilbersterol ( a former medication; has adverse fetal effects)
Menstural hx:
Ask about date, symptoms and signs during menopause

TERMINOLOGY:


	MENORRHAGIA
	Menses regular acyclic bleeding

	METRORRHAGIA
	No discernable pattern

	Hyomnorrhea
	Small amount or decreased duration

	Polymenorrhea
	Cycling under 21 days

	Oligomenorrhea
	Infrequent bleeding

	Metromenorrhea
	Abnormal and breakthrough, combination


OBHX:
-Sequential dates/outcomes, birth weights, difficult vaginal delivery. Cesarean births, complications

-Complications: Chronic/recurrent UTI’s, incontinence

-Chronic vaginitis: Wetness, irritation, itching, and odor

GU and Sexual
-Sexually active, number of lifetime partners, pain, satisfaction, questions or problems

-Sexual abuse, patients tend to withhold, number of partners at present

-Age at first coitus; risk factor. STDs differentially affect the younger partners more

-Contraception: current method/duration, why were other methods d/c’d? Satisfaction? Complications? Etc. 

Lecture #2, Physical Examination, Daniel Barkus, DO, FACOOG, November 11, 2002

-Don’t ignore patient’s affect, put in for what its worth

-The need for a chaperone: tendency for women to think that they are immune, please have someone accompany female patients during genital exam

-Talk before you touch

-Breast disease: lump, spont nipple d/c, skin changes, breast pain

-Paget’s disease: orange peel appearing skin, underlying tumor

-Intraductal papilloma: most common cause of bloody/serous nipple discharge; also sign of carcinoma

-Purulent discharge: mastitis

-Axillary tail of Spence: breast tissue up into axilla
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-Key to breast exam is methodological approach. 

-Significant factor in patients level of comfort( time allocated to breast exam; practice to become efficiency

-Suspensory ligaments of cooper: they tend to dimple the breast when compromised by tumor

-Most breast cancers occur in the upper and outer quadrant. Next most common is around the nipple

-Palpate with flats of fingers, in a circular motion, at several depths. 

-Examine pubic hair pattern, should resemble a TRIANGLE

-CYST vs. ASCITES: Upper abdomen is flat, seldom have shifting dullness, tympanic flanks, dull anterior abdomen, tympanic epigastrum

-GENITAL EXAM: External genital structures, look for erythema, excoriation, discharge, pigmentation changes, edema, etc, chancre. 


-Depress floor of vagina with finger; tests vaginal support and muscle tone


-“Stripping urethra”( urethra mucosa will become infected with STDs. When the fingers are brought under the anterior vaginal wall,


pus will appear at meatus


-Test for bartholin’s cyst or abscess; palpation is near duct. If duct is infected, the duct will occlude


-Look for prolapsed urethral tissue.


-Clitoral hypertrophy, indicator of androgen excess
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-Slide shown of the cervical OS, cytological brushes used to obtain cells


-Uterus is at right angle to vagina, normally


-Adnexa “flop down in the back”

Bimanual pelvic exam: Feel with both hands; one in vagina, one over suprapubic region


-Uterus is usually anteverted and anteflexed


-Anteverted: fundus points forward


-Elevation of cervix with fingers, pushing down on fundus with abdominal hand


-All fingers are folded except those in vagina; extra fingers will inadvertently palpate the clitoris


-Bladder should be empty to achieve a good pelvic exam


-Check for  tumors, anomalies of shape, and mobility; absolute size of ovaries

For palpation of adnexa:

-Start laterally by the ASIS, sweep toward vaginal hand and repeat at other side

Rectouterine examiation:

-Finger in vagina/finger in rectum


-Axis anomalies might prevent palpation


-Good for retroverted and retroflexed

-Press over suprapubic area


-Space occupying lesions of the rectouterine pouch of Douglas

Dr. Laurel Gorman, PhD, Pharmacological Studies in Progesterone, November 12, 2002

Roles of estrogen and progesterone in female cycle:
-Divided into menstruation and 2 phases over 28 day period (ranges from 21-40 days in the average female)

-Mensturation is the drop in estrogen/progesterone levels result in necrosis of proliferated endometrium

-Follicular phase: estrogen predominates; promotes proliferation of new endometrium; increase cervical mucous production and cervical dilation

-Surge in LH/FSH between days 13-15 triggers ovulation

-Luteal phase: progesterone predominates: corpus luteum begins the secretory phase. Secretes progesterone. Maintains the endometrium, inhibits LH/FSH, decreases fertile mucous production, increases body temperature supports implantation. 

Perimenopause: 5-10 years prior to menopause


Menopause: Loss of estrogen and progesterone as  female reproductive cycles end. Levels of FSH/LH remain high due to loss of negative feedback. 

INITIAL:
Loss of menstrual periods and fertility ends; hot flashes and changes in body temperature; anxiety and irritability; fatigue; 


Cognitive problems, psychotic episodes (uncommon). May seek hormone replacement therapy.


LONG TERM: Osteoporosis (bone less)= a major concern. Also, memory disorders, changes in health risks. Neurological effects. Patients 


Susceptible to neurodegenerative effects. Concern if genetic susceptibility to Alzheimer’s, Parkinson’s, or Multiple Sclerosis

Hormone Therapy Decisional Factors:

-Risk of breast, ovarian, and endometrial cancers


-Combination of E and P will protect from ovarian/endometrial cancer risk


-Risk of breast cancer (Combination of E and P will NOT decrease Ca risk)


-Risk of MI/cardiovascular disease. Progestin is an androgen, keep this in mind


-Consider age/length of use


-Smokers have increased risk of coagulopathy.

Progesterone/Progestin:


-Often used in combo with estrogen to avoid the unopposed effects


-Keep androgenic effects in mind


-Contraception is a common use


-HRT: Avoids unopposed estrogen, ovarian suppression- inhibits gonadotropin, reduction of PMS


-Progesterone levels rise in second half of cycle

Adverse effects: HTN, androgenic effects, mild hypnotic and depressant effects, abnormal bleeding, plasma lipids, slight increased risk of atherosclerosis

-Alters glucose tolerance; ketogenesis possible

-Abnormal bleeding or spotting in between cycles

-Use with care in diabetics due to increased BGL


HORMONAL CONTRACEPTION
-Combination, estradiol and progestin, most commonly prescribed

-Progestin only, synthetic progesterone

-Post-coitus contraceptives (morning after contraceptives) 

Combination Oral Contraceptives (99%)
-Inhibit LH/FSH- block ovulation
Progestin only agents (96-98%)
-Inhibit ovulation, less effective, change cervical mucous (tends to decrease production; thick and gummy cervical mucous) 
Post-coitus contraceptives
-Prevent fertilized egg from implanting, short term and generally emergency use

To prescribe or not to prescribe?
-Highly effective contraception

-Age (younger) and health risks of patient

-Consider different preparations

-If one isn’t tolerated, try another

-Risk vs. benefit analysis

-Know general cases of indications for each( when to use mono vs. triphasic, etc. 

-Tend to give higher dose than with HRT, but giving it to younger women 

-Smokers: risk of CV disease and coagulopahy. Higher incidence of breast cancer in smokers, risk of CVA, thromboembolism

-What if a smoker is insistent? Perhaps recommend a progestin only

-What meds alter metabolism of estrogen? Proglitizone (the TZD)

-What meds alter enterohepatic circulation of estrogen? (antimicrobials, TCN, PCN)

-Estrogens can increase corticosteroid levels

-A ndrogenic properties factor in choice: 
Norgestrel-I (norplant) is most androgenic
Norgestrel (ovrette, minipril)

Norethindrone (aygestin)
Desogestrel (desogen)
Noregestimate


MONOPHASIC: Dose of estradiol and progestin. Same 21 days, 7 days sugar

BIPHASIC: Days 1-11= low dise. Estradiol / low dose progestin, days 12-21=low dose estradiol/higher dise progestin

TRIPHASIC: Dose of progestin increases every 7 days. Mimics cycle. Can start with extremely low dose of progestin. Triphasic is more, “natural.”

Common complaints: N/V/edema, headaches. Enhances growth, uterine fibroids, cholestatic jaundice, increase in risk/cervical Ca (slight). Serious concerns include the increased risk of venous thrombosis, PE, stroke.

Common complaints of Progestin related therapy: Weight gain, hirsutism, androgen related effects. Low androgenic pills include: Othrotricyclin (norgestimate). Moderate to severe effects include: decrease in HDL levels, hypertension… can occur in susceptible patient

Other considerations:
Glucose intolerance? Progestin related
Uterine fibroids? Monophasic norethidrone

Progestin only contraception:
Good candidates include a risk of thromboembolic disease, fibroids, migraine headacne. If patient can’t tolerate estrogen. Lactating women wanting birth control cannot take estrogen. Women with endometriosis. 

Androgens:
Steroid hormones with masculinizing effects
Major source is the testis of the male

Major androgens produced in the Leydig cells of the testes

	DRUG
	MECH
	KINETICS
	ACTION/ADVERSE SE

	Progesterone/Progestin

(Progesterone) 
	Often used in combo with estrogen to avoid unapposed effects. Keep androgenic effects in mind.

-Maintains endometrium
-Promotes implantation

-Inhibits FSH/LH release

-Inhibits gonadotropin
-Decreases mucous post fertilization
-Increase insulin, response to glucose

-Enlargement of breasts

STRESSED 5,000 times:
The goal of using progestin with estradiol is to avoid the effects of unopposed estrogen on endometrial lining. Limit build up to decrease risk of endometrial Ca. 
	Ineffective orally, short half life, inactivation during first pass metabolism 
	CAUTION/CONTRAINDICATIONS:
Diabetes or glucose intolerance
HTN/obesity
History of arteriosclerosis
Beneficial over estrogens for certain conditions

INDICATIONS:
Contraceptive birth control

May be used as monotherapy

HRT in menopause

Ovarian suppression

Reduction of PMS symptoms

	RU486

(Progesterone antagonist)
	Antagonist at progesterone receptor. Luteolytic properties= involutes the corpus luteum to prevent implantation. Affinity for glucocorticoid receptor.
	Extremely long half life

Used 2-4 days

High affinity for glucocorticoid receptor
	INDICATIONS: 
Termination of early pregnancy

May be used to tx Cushing’s ?

Emergency contraception
Tx endometriosis
ADVERSE RXN:
Pain, vomiting, heavy bleeding, under medical supervision

	Danazol

(Progesterone antagonist)
(Progesterone agonist)
	Weak progestational (partial agonist). Inhibits mid cycle surge in FSH/LH. Inhibits p450.
	
	INDICATIONS: 
Decrease gonadal function. 
Endometriosis

Fibrocystic breast disease

PCOD

ADVERSE:
Androgenization, weight gain, edema, hepatocellular damage.
CAUTIONS:
Pregnant or nursing mothers, liver disease

	Ethinyl Estradiol

Estrogen and morning after contraception
	Commonly used, used lowest dose possible. Negative feedback of gonadotropins, enhances proliferation of endometrium.  Inhibits surge of LH/FSH. 
Estrogen is produced in ovary in the follicular phase predominately in the form of estradiol. Therapeutic indications include: contraceptive birth control, hormone replacement, cysts, hypogonadism, PCOD.

Monotherapy with estrogen can be utilized in hysterectomy patients due to no risk of endometrial hyperplasia.
	30-50micrograms
Orally administered estradiol has hepatic effects, some undesirable due to enterohepatic circulation. 
Long half life; acts at steroid receptors. 
	INDICATIONS:
Contraception
Hypogonadism
Birth control, HRT

More necessary if overweight

Enhances proliferation of endometrial lining

Decreases LDL
Fluid retention, edema, weight gain

CAUTION IN:
Adolescents, DM, smokers, fibroids

	Tamoxifen
(Nolvadex)
Estrogen Antagonist
	Competitive partial agonist that inhibits estradiol actions at the estrogen receptor. Useful in conditions where high estrogen levels are a concern. 

Raloxifene (Evista): Similar to tamoxifen, but does NOT stimulate endometrium. Good for patients with hx of endometrial Ca.

Anastrazole (Arimidex): Inhibitor of aromatase; effective in tamoxifen resistance. 
	
	INDICATIONS:
Prevention of bone loss
Osteoporosis

SE:
N/V, hot flashes, endometrial Ca

	Clomiphene
(Clomid; seropene)
Partial estrogen agonist


	Partial agonist and weak antagonist. Increases secretion of gonadotropins and endogenous estradiol in human.
	Oral administration; each tx induces one ovulation
	INDICATIONS:
Stimulate ovulation in anovulatory women, due to disorders prior to menopause

ADVERSE EFFECTS:
Hot flashes

Increased incidence of multiple pregnancy 

H/A, constipation, decreased fertile cervical mucous, reversible hair loss

CAUTION:
Enlarged injuries



	ANDROGENS AND ANTAGONISTS

	Testosterone

(Androgen)
	-Developmental functions

-Anabolic functions

-Spermatogenesis

-Increase basal metabolism
	
	Hypogonadism

Growth stimulation

Gynecologic disorders

Anabolic agents (AIDS, HIV)
Osteoporosis

	Enzyme Inhibitors
(Ketoconazole)
	Inhibits p450 synthesis, blocks androgenic steroid synthesis. Displaces dihydrotestosterone and increases estradiol. 
	
	Testicular/prostate CA
Gynecomastia can be SE


	Finasteride

Others:
Flutamide

Bicalutamide

Spironolactone
	5a reductase inhibitor

Inhibits testosterone to DHT
DHT is the active metabolite of testosterone
	
	BPH, adjuvant therapy post radical prostatectomy, first stage of prostate CA

	Flutamide
Buclutamide
Spironolactone
	Flutamide: Tx prostate CA
Biculutamide: Prostate CA, greater potency. May be less toxic or for patients with liver dysfunction

Spironolactone: Tx hirsutism in women with PCOD. Competes with DHT for androgen receptors

	SOME CONTRACEPTIVES

	L-Norgestrel/Norplant
Progestin only contraception
	Transdermal implant that can last for 5-6 years. Breakthrough bleeding is a common side effect, weight gain may occur. Changes in plasma lipids may be a concern. Wait until 6 weeks post partum prior to using progesterone only contraception. Good for patients at risk for thromboembolic disease, fibroids, migraine H.A, hx mental illness

	Medroxyprogesterone/DepoProvera

Progestin only contraception
	IM= long acting, Q 3 months. Some women report fertility difficulties after using long acting preparations. Medroxyprogesterone less likely, per Dr. Gorman, to cause fertilitiy problems. Increase glucose tolerance with progestin agenst

	Ethinyl estradiol
Post coitus-mornign after contraception
	High dose tx for 5 days is sufficient to prevent pregnancy. 

	RU-486
Post coitus-morning after contraception
	Antagonist at the progesterone receptor. Luteolytic properties: Involutes the luteum to prevent implantation. Experimental use as morning after pill. 


Reminder:
Absolute contraindications for oral contraceptive therapy, per Beckman’s Obstetrics and Gynecology:
-Known or suspected breast cancer

-Undiagnosed vaginal bleeding

-thromboembolism/CVA
-Smokers over the age of 35 (some physicians consider this relative due to risk:benefit ratio)
-Hepatic neoplasia

-Congenital hyperlipidemia
Relative contraindications for OCP:
-HTN, diabetes, severe obesity, epilepsy, gallbladder disease, migraines
The Reproductive Cycle, Winston Alexis, MD, November 12, 2002, 10:00-11:00 am

-Let’s start with some non-controversial, global generalizations about the reproductive system:
-Make babies: men have testosterone pumping out everywhere

-Make sure to coax boyfriends into being monogamous

-Society says you just can’t deposit your sperm everywhere.

Sperm maturation: grows tail and gets an elongated head

-Semen is fibrinolytic

-Volume, shape, quantity is analyzed during diagnosis of male reproductive system

Some physiology from Lecture supplement #5, “The Menstural Cycle


-ESTROGEN EFFECTS:

As E2 increases, there is a preferential increase in LH and decrease in FSH

-PROGESTERONE EFFECTS:
Progesterone is stimulated byLH

-INHIBITORY EFFECTS:
Dopamine and endorphin inhibits the secretion of GnRH and thus FSH/LH
-STIMULATORY EFFECTS:
Norepinepherine stimulates GnRH


-Granulosa cells contain FSH receptors and the thecal cells contain LH receptors. 

-In early follicular phase, these cells are separated via membrane. 

-Androstendione diffuses through the basement membrane in the granulosa cells which have aromatase and convert A.dione to estrogen. 

MENSTURAL CYCLE DIFFERS FROM MENSTURAL FEEDBACK, Physiological Overview
-Overview of negative and positive feedback

-Overview of portal circulation concepts

-Emphasized that the liver and the pituitary are fed by portal systems

-Portal systems permit glucose storage and utilization by the liver; hypothalamic portal system permits direct secretion of hormones to the pituitary

-Hypothalamus(GnRH(FSH and LH release by pituitary(Cause ovarian follicle to begin development(LH causes same follicle to begin making estrogen

-Estrogen(Negatively feedback inhibits GnRH release

-FH/LSH functions in growth and maturation of follicle. Also causes production of ovarian hormones (FSH and LH) 
-Estrogen rises and kicks off a positive feedback system later in the cycle. 

-Positive feedback causes massive FSH/LH release to cause ovulation

-It is the mid-cycle surge of FSH and LH to cause ovulation

OOCYTE MATURATION
-Ovary amounts are fixed; at birth, only a small amount are available for fertilization as compared to sperm which are continually produced

-Maturation, therefore, begins intra-uterine

-Second meiotic division does not occur until post-fertilization

-Down’s syndrome: usually due to defective meiosis in the mother

-FSH binds to granulosa cells, produces precursor for formation of estrogen. Granulosa cells, by themselves, cannot form estrogen 

-LH must cause theca cell to produce necessary substrate (forms basis of two cell theory)

-LH/FSH therefore work together for proper hormone formation. Women cannot make estrogen without testosterone

-As soon as testosterone is produced, it is pushed into the cell to form estrogen 

-Progesterone only produced post-ovulation. Estrogen is produced in BOTH parts of the cycle

-Second part of cycle is called the LUTEAL phase. Major hormone in the luteal phase is progesterone/also referred to as secretory phase

-Ovaries and testes make steroidal hormones; follow same pathway. 

-Ovulation usually occurs within 14 days of cycle, the proliferative phase

-Second 14 days is the luteal, or secretory phase, dominant hormone is progesterone

SOME WORDS ABOUT BCP:
Shedding of uterine lining helps identify occurrences of pregnancy

If menstruation continues, pregnancy is highly unlikely
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KEY POINTS:
Two cell theory:
LH produces the precursor for the production of estrogen. The granulosa cells by themselves cannot form estrogen because they



Don’t have the proper substrate. LH causes the thecal cell to produce the substrates necessary for the formation of cholesterol and



Subsequently estrogen. FSH and LH work together to form the hormones. FSH by itself is responsible for follicular growth and



Maturation. 

Dysfunctional uterine bleeding: 
Disease associated with anovulation. Because progesterone isn’t formed, bleeding is not orderly. To prevent





The big, proliferative endometrium from massively hemorrhaging, administer progesterone.

November 13, 2002, Kenneth Johnson, DO, Contraceptives and Bleeding

Progestin only- do not secrete GnRH , FSH and LH not released, ovary becomes, “quiet” with progestin only pills.

Ovarian cancer: multiple ovulations from cyst inducing epithelial trauma.

When on combo estrogen/progestin only, over time, the progestin component gives positive feedback to the HT to inhibit GRH secretion. Therefore, no stimulation of anterior pituitary FSH. Endometrium is kept thin. This is the hypothesis behind the decrease in endometrial cancer. 

BCP keeps the endothelial lining thin

MYTHS:
-OCS do not increase weight (mild weight gain possible from fluid retention. If normal BMI and exercise, weight gain is unlikely) 
-OCS do not cause PMS (they decrease pain! Are a tx for PMD pain) 

-OCS do not inhibit fertility (might protect fertility, actually) 

-OCS do not cause cancer (decrease Ca risk)
-The longer you’ve been on the pill, the longer it takes to get pregnant? This is another myth. People should obtain pre-conceptual counseling .

-Folic acid: three months prior to conception; this will decrease neural tube defects and spina bifida 

TABLE OF Dr. Johnson’s BCP types:


	TYPE OF CONTRACEPTION
	METHOD
	KINETICS
	CLINICAL

	DepoProvera
	Hydroxyprogesterone. Useful for women who don’t plan to become pregnant for years. Progesterone decreases growth of endometrium, therefore BC decreases risk of endometrial cancer
	150 mg Q 3 months
	ADVERSE:
Amenoorhea
Don’t need to have a period

Weight gain
Hair loss
DISADVANTAGES:
Thromboembolic disease, MI, liver adenoma, nausea, breast tenderness, breakthrough bleeding and cost
CONTRAINDICATIONS:
-Thromboembolic disease hx
-Pregnancy

-Diagnosed breast CA
-Hepatic neoplasm
-Undiagnosed vaginal bleeding (danger of Ca that is undiagnosed)

	Norplant
	Implantable device, similar SE as depo-provera. Yearly failure rate is 0.8/100. Difficult to remove if patient changes mind
	
	

	Barrier method
	Physical barrier to contraception. 

May prevent STDs

Inconsistent use in men.
Female condoms often big/bulky
	Must remain in 6 hrs post-coitus

	UTI potential since spring of diaphgagm spring sits over cervix and can impinge the urethra. 

	IUD
	99.5 % effective

Contains progesterone

Good for 5 yrs
Inserted through cervix into uterine carvity, stays in uterus and inhibits sperm motility
	Usually can remain for 5 years
	Risks include:
Uterine perforation
Displacement
Great option if patients change mind about contraception
IUD’s do not CAUSE PID; they only contribute if patient has an infection. 

	Emergency contraception
	IUD’s, OCPs
YUZPE method: ovral 2 tabs PO now and 2 tabs 12 hours later
Plan B: 2 tabs of levonorgesterol, does not cause abortions. Works by preventing implantation
	Oral administration 
	May cause nausea

	Sterilization
	Must include discussion of the permanent nature of the procedure. Younger the patient, higher the regret. Suscessful reversal occurs only in 40 to 60 percent of patients

	Electrocautery
	Carry lowest failure rate. Significant increase in ectopic pregnancies, especially with bipolar approach. Mistakes also made by surgeon: round ligament looks life fallopian tube. 

	HULKA Clip
	Most readily reversible method, but associated with high rate of failure. Damages least amount of tube. 

	Falope Ring
	The ‘knuckle’of the tube, cuts off blood supply

	Pomeroy
	Failure rate is 1 in 500. Post partium tubal ligation. At level of umbilicus, cut hole in umbilicus , put tube out, put the knuckle in it, tie the suture around it and cut the tube off. 

	Vasectomy
	Safer, less expensive. Pregnancy post vasectomy on about 1% of cases. Need to wait until 6 weeks post procedure for sex. 


MORE IUDetail:
-Mirena is a progestin containing IUD. It prevents implantation via an inflammatory response and also thickens cervical mucous.

-Paraguard is a copper containing IUD. 

-Copper is toxic to sperm and interferes with glycogen metabolism. 

-Perform u/s. If uterus is < 6 cm or > 9 cm, reject IUD implantation

-Advantages include: long term use, high efficacy, no associated metabolic effects, high continuation rate

-Disadvantages include: Health care professional required for insertion, periodic replacement required, 5 yrs for Mirena,

-Adverse effects include: pregnancy, bleeding, and cramping, infection risk, ectopic ?
-Absolute contraindications: pregnancy, undiagnosed vaginal bleeding, high risk behavior, recurrent PID, current PID

-Relative contraindications: meorrhagia, dysmenorrhea, distorted uterine cavity, nulligravidity, compromised immune system

DEPO PROVERA:
-Good method for younger women, not pill compliant

-150 mg Hydroxyprogesterone q 3 months

-Delayed ovulation post d/c average 9 months

-Side effects are amenorrhea, weight gain, hair loss

-Long half life

-Good for patients who don’t want a pill; will stay in system for a long time

-Progestins down regulate growth of endothelium, may also prevent endometrial Ca

Disadvantages: cost, breakthrough bleeding, amenorrhea, breast tenderness, thromboembolism**, MI
Contraindications: Pregnancy, thromboembolic disease, known breast Ca, hepatic neoplasm, undiagnosed abnormal bleeding

NORPLANT
-Implantable for 5 years

-Similar side effects as Depo Provera

-Best if combined with spermicide

-UTI potential

-Condom: STD protection, inconsistent use by men

IUD overview:
-Mirena 5 year (new)
Emergency Contraception
-IUD, OCP

-Yuzpe method=ovral 2 tabs PO now and 2 tabs 12 hours later

-May cause nausea

-PreVen contains pregnancy test

-Plan B two tablets of levonorgestrel

STERILIZATION
-Offers highly effective birth control without continuing expense

-I is the frequent method of controlling fertility used in the US
-One million procedures performed annually

METHODS
-Electrocautery (unipolar or bipolar) carry lowest failure rate

-Hulka clip: most readily reversed method, but greatest failure rate

-Falope ring, “knuckle”of tube

-Pomery failure rate is 1 in 500 procedures

NEW FRONTEIRS
-NuVa ring

-Lunelle: once a month pill for contraception

-Super glue plugs

-Pull for men

SUMMARY:
Many mathoeds available

No perfect method

Barrier methods have higher failure rates but protect against STD
The IUD is back to stay

Patient education/counseling is essential

Kathleen Khin,MBBS, MD, DCP, Diseases of the Vulva, Cervix, November 13, 2002, 10:00am-12:00 am

	DISEASE
	MORPH/PATH
	S/S
	CLINICAL

	Bartholin’s Cysts
	Develop as a result of obstruction of ducts of Bartholin’s glands. Located at introitus. Lined by transitional epithelium, intracystic pressure is increased, epithelium is flattened
	Firm swelling
	Obstruction caused by repeated episodes of inflammation usually by G/C infections

	Lichen Sclerosis
	Unknown cause, not malignant. Occurs mainly in middle aged women

Mononuclear cell infiltration

Fibrosis

Hyalinization
	Pain, itching
Hyperkeratosis
Crinkly appearance
	Ivory papules or macules that coalesce into crinkly atrophic plaques

	Hyperplastic dystrophy

(Sqamous hyperplasia) 
	Acanthosis: thick and hyperplastic epithelium.

Thick keratin layer and leukocytic infiltration of dermis. Since benign or malignant lesions can present as leukoplakia. 
	Hyperkeratosis
	Biopsy all such lesions



	Condyloma Acumunatum
	STD benign tumors with wart-like verrucous appearance.
HPV implicated as a cause, mostly types 6 and 11. 
Lesions frequently multiple.

Microscopically, there is a finger like proliferation of stratified squamous epithelium supported by fibrous stroma. Acanthosis, parakeratosis, hyperkeratosis, and vacuolation. 
	Acanthosis
Hyperkeratosis
Koilocytosis: perinuclear vacuolation
	Multiple wart-like lesions, may involve perineal, vulvar, and perianal regions. 

Foci of epithelial dysplasia or carcinoma in situ may be present

Low risk HPV’s assoc with condylomas 

	Vulvar Dysplasia

(VIN) 
	Vulvar intraepithelial neoplasia, appearing with increased frequency in women under 40. Atypia of epithelial cells, increased mitosis, or anaplasia. 
HPV types 16 and 18 is found in 80 to 90% of VIN and may play a causal role

	Mucosal lesions
Multicentric mucosal lesions
	Mild dysplastic changes (VIN I)
Moderate dysplastic change (VIN II)
Severe dysplastic change (VIN III)
Vin III=Carcinoma insitu=Bowen’s disease
Progression of in situ carcinoma to invasive carcinoma occurs in about 5% of cases, especially in the elderly and immunosuppressed

	Invasive vulvar carcinoma

(Mostly squamous cell) 
	3% of all female genital cancers
-83% squamous cell carcinoma, remainder are basal cell Ca, melanomas, or adenocarcinomas
	Begins as small areas of epithelial thickening that resembles leukoplakia
Progresses to form firm, indurated exophytic tumors or ulcerated lesions
	Tumors can infiltrate locally and tend to metastasize at an early age

	Staging of invasive carcinoma:
	0= in situ

1=tumor 2cm or less in diameter, confined to vulva

2=tumor greater than 2cm, confined to vulva

3= tumor of any size extending to urethra, vagina, perineum, or anus. Lymph nodes obviously involved but mobile.

4=tumor invading bladder, rectum, or bone. Any fixed nodules or distant mets

	Verrucous Carcinoma
	Exophytic or fungating growth, usually large, malignant lesion
Specal type of extremely well differentiated squamous cell carcinoma. 
Resembles condyloma acuminatum, but local invasion present with associated leukoplakia. 
No distant metastasis. 
Malignant tumor

	Paget’s disease, 
Extramammary
	Rare tumor appearing as a crusted, demarcated map-like disease area on labia majora. 

Microscopic picture= presence of large anaplastic tumor cells lying singly or in small clusters. 

	Erythematous appearance, visible on labia

	Vulvar lesions more frequently confined to epidermis of skin and adjacent hair follicles
There is NO underlying carcinoma, as opposed to Paget’s disease of the breast

Very rarely are there tumors of adnexa or sweat glands
Poor prognosis

	Malignant melanoma
	5% of all vulvar cancers, peak incidence in the sixth or seventh decade
	
	Highly aggressive tumor, capable of widespread mets and is associated with low overall survival

	Vaginal adenosis
	Ectopic cervical glands, girls, young females

Prenatal exposure to DES
Glands lined by tall, cuboidal or columnar epithelium

Cervical glands in vagina
	Asymptomatic
	Complications include infections, malignant transformation into clear cell adenocarcinoma.

(See metastatic lesions) 

	Gartner’s duct cysts
	Fluid filled cysts found on lateral walls of vagina, derived from Wolffian duct 
	1 to 2 cm in diameter, lined by cuboidal or columnar epithelium
	Relatively common

	Fibroepithelial polyp
	Polypoid rubbery lesions composed of connective tissue and covered by mucosa
	Rare lesions, usually single, less than 1 cm in diameter
	In children, these lesions may be confused with embryonal rhabdomyosarcoma

	MALIGNANT LESIONS

	Squamous cell carinoma

Posterior wall 
	95% of all vaginal carcinomas, most patients over 50 years old. Peak between 60 and 70 years old 
Tumor occurs in posterior wall, at cervical junction. 

High risk HPV may be etiologically associated with SQ cell Ca. 
	Plaque like lesions
Progression into fungating mass
	May spread by direct extension to cervix, bladder, rectum

May form fistulas
Lymphatic spread may occur to regional lymph nodes 
Hematogenous spread in later cases
SQ cell Ca may  develop  some years after cervical or vulvar CA and are associated with in situ or invasive vaginal carcinoma

	Clear cell adenocarcinoma

Anterior wall
A=anterior
	Associated with DES exposure again
Develops from underlying vaginal adenosis, seen in extremely young females

Anterior wall, occurs in upper wall of vagina

Tumors composed of glands lined by vacuolated, glycogen containing clear cells. 
Large cells with abundant and clear cytoplasm 
	Lesions on anterior/upper vaginal wall


	Careful follow up is important
Early detection and surgical tx with irradiation have eradicated DES related tumors in 80% of cases

Disease of DES exposure? 

	Embryonal Rhabdomyosarcoma

(bad grapes)
	Very rare, age <5

Tumor appears as confluent polypoid masses resembling a bunch of grapes. Mass protrudes from vagina.

Composed of poorly differentiated small spindle and round cells with oval nuclei
	
	Highly malignant tumor, presence of striations on special stain 

	CERVICAL PATHOLOGY 

	Cervicitis
	Acute: associated with trauma at partuition. Neutrophilic infiltration

Chronic: reddening, swelling, and granular around margins of external cervical os. Mononuclear cell infiltrate. Inflammatory stenosis of glands(cystic dilatation called Nabothian cysts. Squamous metaplasia may occur. If lymphoid follicles are seen, it is called follicular cervicitis. 

	Endocervcal Polyp
	Most common cervical growth, present with vaginal bleeding or discharge. 
	Single 3 cm mass

Mass is smooth and lobulated
Composed of edematous connective tissue stroma with dilated glands
	Squamous metaplasia with varying degrees

	Microglandular endocervical hyperplasia
	Asymptomatic lesions caused by progesterone stimulation.
Occurs during pregnancy and post partum period and in women taking oral contraceptives. 
Closely packed proliferating glands and may be confused with a well-differentiated adenocarcinoma
	Benign lesion and no reported cases of malignant transformation 

	Leiomyoma
	May bleeding or prolapse into endocervical canal and lead to uterine contractions and pain. 



	Intraepithelial and 

invasive squamous cell carcinoma
	Positive epidemiologic relationship exists between Ca cervix and the following factors:
1. early age at first intercourse

2. multiple sexual partners

3. high risk male sexual partners (promiscuity, former wife with cervical CA, hx of penile condylomas)
4. Low socioeconomic status

5. Multipartity
Epidemiology of cervical Ca strongly suggest sexual transmission of an oncogenic agent, probably a virus, from male to female

HPV and HSV implicated, high risk types

High risk types: 16, 18, 31, 33, 35, 39


	Small number of women infected with HPV develop CIN. 

80% of early dysplastic lesions demonstrate features of HPV invasion.
HPV DNA identified within cultured cell lines of cervical CA and in lymph node metastases of patients with cervical CA

	Cervical intraepithelial neoplasia 
	Cervical pre-cancer may exist in noninvasive stage as long as 20 years

Classified according to histological appearance. 
CIN1 is mild dysplasia and CIN III is severe dysplasia

This cancer begins at squamo-columnar junction. 
	CIN1-Koilocytic atypia in superficial epithelium

CIN2: atypical cells in lower of epithelium, altered N/C ration, abnormal mitosis, loss of polarity
CIN3: Carcinoma in situ(progressive loss of differentiation, involvement of more layers, total replacement of atypical cells. No gross abnormality, diagnosis suspected on basis of pap smear and colposcopy
	Associated with high risk HPV

CIN almost always begins at squamocolumnar junction.

CIN associated with abnormal PAP smears

May regress spontaneously or progress into SQ cell CA

	Microinvasive Squamous Cell Carcinoma
	Early stage in the spectrum of cervical cancer, characterized by minimal invasion of stroma by neoplastic cells. Stage is followed by invasive cancer.  This is a natural progression from cervical intraepithelial neoplasia. 

	Invasive Cervical Carcinoma
	Peak incidence of 40-45 years. 

Exophytic and fungating mass, ulcerative and infiltrative. 

65% large cell non-keratinizing, moderately well differentiated
25% is large cell keratinizing.
Least common is small cell carcinoma
	Vaginal bleeding after intercourse or post-deuching

Paracervical, hypogastric, external iliac lymphadenopathy
	Spread by direct extension and lymphatics. 
Hematogenous spread is rare. 
Direct spread leads to ureteral compression, hydroureter, hydronephrosis, fistula formation

Progression into renal failure

Prognosis: Overall 5 year survival rate for all tumors combined is 60%.

Stage IV prognosis is 10 to 15%

	Cervical Ca staging
	Stage 0
	Cancinoma in situ

	
	Stage I-cervix
	Confined to cervix

	
	Stage IA-cervix

Stage IB
	Preclinical Ca, diagnosed only by microscopy. Microinvasive carcinoma. Stromal invasion less than 5mm in depth

Histologicall invasive Ca greater than 5 mm in depth

	
	Stage II-beyond cervix
	Ca extends beyond cervix but not onto pelvic wall. Ca involves vagina but not lower third. 

	
	Stage III-pelvis
	Ca extends to pelvic wall or lower third of vagina

	
	Stage IV-beyond pelvis
	Ca extended beyond pelvis or has involved mucosa of bladder or rectum. Includes those with distant metastasis. 

	Adenocarcinoma of Endocervical lands
	10% of cervival malignant tumors. 
Age at presentation is 56 years
Tends to occur in nulliparous women

	Fungating mass
Vaginal bleeding
	5 year survival at approx 50%
Spread similar to squamous cell Ca of cervix

	Adenosquamous Carcinoma


	Mixed glandular and squamous patterns
Probably arises from reserve cells in basal layers of endocervical epithelium. 
	
	Less favorable prognosis than squamous cell Ca or similar stage


	DISORDERS AND PATHOLOGY OF THE UTERUS

	Congenital lesions
	Partial or complete failure of fusion of Mullerian ducts, may lead to infertility
	

	Inflammation, Acute endometritis
	Uncommon, usually follows abortion, delivery, or instrumentation.
Cutterae: diagnostic and curative as it removes causal agent

	Inflammation, Chronic
	Nonspecific. Associated with IUD use, PID. Retained products of conception after abortion of delivery. Result of spread from Chlamidyal infection or chronically inflamed fallopian tube. 
	Bleeding
Pain

Infertility

	Tuberculous endometritis
	Associated with tuberculous salpingitis and may cause infertility.
	

	Actinomycoses
	Sometimes seen in women after prolonged insertion of IUD. 
	

	Adenomyosis
	Presence of endomerial glands and stroma within myometrium.  Affects parous women of reproductive age, regresses after menopause. 
Uterus is enlarged because of smooth muscle hypertrophy.

Microscopic: endometrial glands and stroma buried between muscle bundles
	DDx made in hysterectomy specimens only when endometrial glands and stroma are identified at least 3 mm beneath endometrium
	

	Endometriosis
	Presence of endometral glands and stroma OUTSIDE myometrium
Ovaries are most common site, followed by uterine ligaments, and rectovaginal septum, pelvic peritoneum, laparotomy scars.
May also occur in distant areas like lungs and pleura.
Affects reproductive age women

THREE THEORIES OF SPREAD: 

REGURGITATION: Menstural backflow through fallopian tubes and implantation on pelvic organs
METAPLASTIC: endometrial differentiation coelomic epithelium

LYMPHO-HEMATOGENOUS DISSEMINATION: Explains endometriosis in distant sites
Genetic, hormonal and immune factors factor in disease
MORPH: Foci of endometrium respond to menstrual stimuli, resulting in cyclical bleeding(blood filled cavities in affected tissues. Early lesions in ovary are 1-5 mm red-blue bodies. With repeated hemorrhage, they enlarge and become cystic and their lumen fill with blood (Chocolate cysts) usually 3 to 5 mm in diameter. Fibrosis in later stages.
	Severe dysmenorrhea (most common)
Pelvic pain

Dysparenuria

Pain when shitting

Infertility is the primary complaint in 30-40% of patients


	Functional Menstural Disorders
	Abnormal bleeding occurs in absence of organic lesions of endometrium or uterus. May be due to anovulatory cycles.
Excess and prolonged estrogenic stimulation

Organic lesions must be excluded before diagnosing dysfunctional bleeding
	Exclude:
Carcinoma
Hyperplasia

Polyps
Endometritis

Complications of ectopic pregnancy
Complications of PID
	Excessive bleeding during menstrual periods (menorrhagia)

Excessive bleeding between periods (metrorrhagia)



	Anovulatory bleeding
	Most common form of dysfunctional uterine bleeding, especially during adolescent and climateric period. 
Anovulatory cycle: prolonged and excessive action of estrogen, no progestational phase that follows ovulation.
Cause unknown
	May be result of:
-Endocrine disorder

-Functioning ovarian tumor

-Polycystic ovaries

-Chronic systemic disease states
	Endometrium shows proliferative phase with mild degrees of hyperplasia
-mitotic activity

-increase in gland size



	Endometrial hyperplasia
	Proliferative disorder consisting of hyperplasia of endometrial glands resulting in abnormal bleedings. Has malignant potential, may progress to carcinoma. 
Increased risk of developing Ca correlates with cellular atypia. 

23% of women with atypical hyperplasia may progress to carcinoma

-Usually occurson or around the time of menopause. 
-Associated with abnormal/excessive uterine bleeding
	Abnormal bleeding

	-Found in patients with hyperestrogenism
-May result from prolonged administration of estrogenic substances

SIMPLE: Most common. Dilated glands of varying size lined by columnar epithelium which may be stratified.
COMPLEX: Moderate or adenomatous hyperplasia without atypia. Increase in size and number of glands; hyperplastic lining epithelium

ATYPICAL: Complex or adenomatous hyperplasia with atypia. Mild, moderate, or severe. 

	Benign Endometrial Polyp
	Occur at time of menopause

Composed of endometrial glands and stroma, may be sessile or pedunculated
	Bleeding
	Rare malignant change
May become necrotic at tips

	Leiomyoma (myoma, fibroid)
	Most common tumor in women; arise at a young age. 
More common in African Americans

Originate from uterine muscle, hormone dependent. May increase in size during pregnancy or in women using oral BCP. 

Firm, white, whorled, encapsulated round or oval tumors, single or multiple. Range from 1mm to 30 cm in size. Subserosal and submucosal tumors may become pedunculated. 
-Composed of interlacing bundles of smooth muscle cells of uniform size and shape. 
	No S/Sx until 30-40 yrs
	May regress post menopause

Degenerative changes commn: 
Hyaline, cystic, mucoid degenerations

May cause profuse bleeding during pregnancy

Urinary frequency from pressure on bladder
Myomas in pregnancy: 

-Spontaneous Ab

-Fetal melpresentation

-Uterine inertia

-Post partum hemorrhage


	Endometrial Carcinoma
	-7% of all invasive Ca of women

-Occur post menopausally

-Affect 55-65 year olds

-Probably influenced by UNOPPOSED ESTROGEN stimulation as in prolonged anovulatory cycles.; leads to endometrial hyperplasia (the precursor)

-Increased incidence in women with functional ovarian tumors and Stein-Leventhal Syndrome. 
-Increased incidence with prolonged estrogen tx

MACRO: Polypoid tumor, localized but can be diffusely infiltrating. 
MICRO: 85% adenocarcinomas, may be well differentiated 

-10-20% contain foci of squamous differentiation called adenoacanthoma

-Rare types include: papillary serous Ca, Secretory Ca
	Vaginal bleeding, irregular

Histologic examination of tissue yields DDx
	Late stages: Hematogenous spread to lungs, liver, bone, and other organs

Extension through myometrium may cause spread to broad ligament and regional lymph nodes. 

-Higher frrquency associated with HTN, DM, infertility

-Prognosis depends on extent of tumor. 

-Average 5 yr survival is 65%



	Mesenchymal tumors
	Mixed malignant mesodermal (mullerian) tumor. Derived from mullerian stromal cysts. Consists of malignant glandular and stromal elements. Hx of previous radiation in many patients; occurs in post menopausal women. 

5 yr survival is 25%

	Leiomyosarcoma
	Uncommon, bulky tumor of uterine wall.

Shows pleiomorphism and atypical cellular features of malignancy

Prognosis depends upon size and extent of lesion.


Sample questions:
1.Bartholin cyst is a congenital Wolffian duct cyst?


Gartner’s duct cysts are derived from the Wolffian duct; Bartholin cysts come from the gland and develop from mucoid obstruction at the vaginal introitus. 

Cysts present as a firm swelling in labium major. 
 
2.Microscopic appearances of lichen sclerosis include?

Thin, atrophic epithelium. Perivascular cuffing by mononuclear cells. Subepithelial fibrosis. 

3.Licehn sclerosis occurs mainly in older women?
Mainly in middle aged women
4.Koilocytes and koilocyte atypia is seen in?
Condyloma acumanatum. Acanthosis, parakeratosis, hyperkeratosis and perinuclear vacuolization of epithelial cells. Focal dysplasia as well. 

5.CIN III is also known as:

A malignant lesion, carcinoma in situ of the cervix
6.Verrucous Ca is associated with widespread mets?
Local invasion with no distant mets; large fungating tumor
7.Microscopic feature of paget’s disease of the vulve consists of?

Presence of large, anaplastic tumor cells lying singly or in small clusters

8.Lesion in the vulva associated with in utero exposure to DES?


Clear cell carcinoma, lesion in the vulva is=vaginal adenosis

9.Clear cell adenocarcinoma of the vagina occurs in women exposed to WHAT and occurs in WHAT age group?

Occurs with exposure to DES and usually found in middle aged (40-45yr old) women
10. Malignant tumor that occurs in vagina in young children in? 
Rhabdomyosarcoma

11. Carcinoma of the cervix is the major cause of death in the US?

Uhm, that would be false
12.. CIN III consists of severe dyplasia involving all layers of the epithelium?

True
13. Risk factors for carcinoma of the cervix?
14. Renal failure may occur as complication of cervical Ca? (True-hydroureter and hydronephrosis)
15. Prognosis of Ca cervix depends upon the staging ?

Vulvitis and Vaginitis, a Primer for Infections/Inflammations

-Vulvo vaginal disease is among the 10 leading disorders seen by primary care docs

-Consider vulvitis as a manifestation of systemic disease

VULVITIS:
-Intertrigo: an inflammatory eruption in body folds brought about by the opposition of moist surfaces


-predisposing factors include obesity, occlusive clothing, perspiration


-Often secondary infection with candida and bacteria


-Not thick or itchy


-Tx secondary invaders and rule out fungus and yeast


-Local measures like corn starch, improved hygiene, elimination of tight clothing


-Hydrocortisone ointment

FOLLICULITIS/FURNUNCULOSIS:

-Folliculitis= superficial bacterial infection of the hair follicles and nearby sebaceous glands


-Furunculosis=large infected abscess of hair follicle


-Treatment involves dicloxacillin and hibiclens

PARASITIC DISEASE:

-Considered STDS although may be transmitted via fomites


-Patients may self diagnose crabs


-Pruritis of mons is the most common complaint with pubic lice


-Scabies produces characteristic lesions in sides and webs of fingers/pediculosis is limited to the hairy areas


-Treat both with gamma benzene haxachoride (Kwell! Plus washing bedding and clothes

HIDRADENITIS AND FOX-FORDYCE DISEASE

-H. suppurative is a chronic disease.


-Results from sweat gland obstruction. Subsequent apocrine gland infection ensues


-May affect vulva and axilla


-Recurrent abscesses may coalesce and form sinus tracts. Vulva may be turned into scar tissue


-Tx consists of unroofing the sinus tracts and perhaps surgical intervention


-FOX-FORDYCE:


-Disease of reproductive age women. Apocrine glands get plugged with keratin forming tiny flesh colored papules and presenting with intense


pruritis.  Apocrine secretions leak through the ducts


-Symptoms are inversely related to his estrogen level


-SECONDARY ALLERGIC VULVITIS:

-Non specific and reddened area of the vulva with itching and burning


-History of deoderant spray, synthetic underwear, perfumed soap, toilet tissue


-Tx is removal of offending agents, topical medication. 

VAGINITIS:

-Often misdiagnosed


-Normal discharge is white, odorless, non homogenous, pools in posterior fornix. PH is 3.5-4.2

-Physiologic discharge reveals superficial epithelial cells, lactobacilli, and occasional WBCs


-Addition of KOH produces NO odor


-Pathologic complaints ofen involve wetness, irritation, itching, odor, dysparenunia


-Diagnostic mircorscopic evaluation is the only reliable way to make the ddx. Hx must include medications, associated s/s, recurrent medical and self tx


-Review of systems and ofcus on PID/UTI/ GI and GU questions


-Examine the external genitalia for excoriations, ulcerations, specific lesions. 


-Pelvic exams necessary to r/o cervix as source of s/s. 

TABLE OF TYPICAL INFECTION CHARACTERISTICS:
Remember to rule out co-infection with Chlamydia and Gonorrhea


	STD/Disease
	PATH
	S/S
	TX

	Trichonomiasis
	T. vaginalis
Protozoan infection

STD
	Intense irritation

Frothy gray green d/c

Strawberry cervix
pH >5.5

Numerous WBCs on wet prep

Flagella seen


	Metronidazole
250 mg TID x7

2G single dose
500 mg BID x5

Tx partners!
Caution against combining etoh and metrondiazole. 

Screen for GC and chlamydia

	Candidiasis
	Second most common vaginal infection

Most from c. albicans

RISK FACTORS INCLUDE:
immune suppression

DM
OCP
Corticosteroids
Excess dairy products
	PH 4.5 or less
Wet prep unremarkable
KOH wet mount dissolves epithelial and blood cells leaving hyphae

	Topical imidazoles
Tx of partners usually not needed

Oral tx is:
Diflucan 150 mg weekly
Tx recurrence:
Discontinue OCP?
Extend tx duration ?


	Bacterial Vaginosis
	Most prevalent cause of vaginitis in childbearing age females

H. vaginalis, non specific vaginitis, gardnerella thought to be implicated.

Current theory:

Noraml h202 producing lactobacillus replaced by anaerobes and Garderella without inflammatory response. Catabolic enzymes raise pH, producing fishy odor
	50% asymptomatic
Odor, especially post coital
Clue cels

Discharge: profuse, non irritating like a cup of milk

PH > 4.5

Mobiluncus demonstrated
	Metronidazole 500 mg BID
Clindamycin 2% qHS

Tx partners


November 14, 2002, Kenneth Johnson, DO, Pelvic Inflammatory Disease

-Microorganisms colonizing the endocervix ascending the endometrium and fallopian tube

-Clinical Dx of upper genital tract inflammation

-Mild or subtle symptoms

-Some carriers of G/C essentially asymptomatic

-Routine screening may pick up subtle infection

-Complications: Abscess, infertility, sx

CLINICAL CRITERIA:

1. Abd tenderness with or without rebound

2. Adnexal tenderness

3. Cervical motion tenderness
PLUS one or more of the following:

1. Gram stain + for gram negative, intracellular diplococci

2. Elevated temp, > 38 degrees C

3. WBC > 10,000

4. Pus on culdocentesis or laparoscopy

5. Pelvic abscess on bimanual examination or sonogram

DDX:
Ovarian cyst, tubo-ovarian abscess, PID


HOSPITALIZATION CRITERIA INCLUDE:
-Nulliparity (protect fertility), peritonitis, pregnancy, IUD, previous treatment failure, TOA

-Preterm labor associated with mortality of fetus

-IUDs don’t increase risk of PID unless occult infection present

-IUD may function, as a wick for the ascending bacteria
-TOAs may require surgery

-Unreliable patients, alchoholics, IVDA, teenager, concurrent HIV also necessitates hospitalization

TX Outpatient:
Cefoxitin 2g IM plus probenecid oral

Ceftriaxone 250 mg IM plus Doxy 100 mg PO x 14 days

Tx Inpatient:
Cefoxitin IV q6h

Cefotetan 2g IV q12h plus 100 mg Doxy IV po or q12 hrs continue doxy for 14 days


Clindamycin 900 mg IV q8h

Gentamycin 2mg/kg IV loading dose….followed by maintenance dose of 1.5 mg/kg q8h

Morbidity/mortality from STDs and PID are high, prevention is a key, advocate safe sex and accurate diagnosis

PELVIC INFLAMMATORY DISEASES, Background information and Tx, Kenneth Johnson, DO, November 14th, 2002 9:00-10:00

-HPV commonly found in 60-80% of women during routing PAP schmear examination

-Cervical dysplasia is often noted; is a pre-cancerous lesion

-PID is an STD that affects you and me that ascends the endometrium and makes you pee (ascends into fallopian tubes and causes infertility)
-Gonorrhea and Chlamydia often implicated in cases of PID
-Risk factors for PID include


-Multiple sexual partners


-previous STDS


-men and women of reproductive age

-CLINICAL FEATURES

-“Pus ball,”high fever, + G/C cultures, U/S revealing an abscess

-STDS in General

-30% increase in number or reported cases of syphilis in the US


-Transfusions can increase risk of Hep B/C, and HIV infection

-HISTORY AND PHYSICAL

-Obtain thorough sexual history. Ascertain sexual habits, hx of abnormal PAP smears, hx of unprotected sex, homosexual behavior, sex with 


quadrupeds

SOME FEATURES OF THE OH SO PLEASURABLE STD’s:


	DISEASE
	BACKGROUND
	CLINICAL
	TX

	Herpes Genitalis
	-Office visits have increased 10 fold

-85% genital herpes come from HSV2

-90% of herpes cases in US are HSV1
	-Classic vesicular lesions


-Prodromal phase of mild paresthesia and burning for 2-5 days

-Dysruria and urinary retention

-Malaise, low grade fever, and adenopathy

DDX:
Hx prodrome, s/s, confirm with culture. Cytology shows the multinucleated giant cells
	-Acyclovir 200 mg 5x/day

-Acyclovir 400 mg TID
-Famvir 250 mg TID
-Pregnant patients with active herpes, perform a C section

	N. Gonorrhoeae
	-Gram negative intracellular diplococci

-Incidence, you guessed it, is on the rise

-Increase risk of ectopic pregnancy if infection ascends to the tubes
	PID
Pelvic pain

Infertility in 15% post single infection

Cervical motion tenderness

Purulent cervical discharge
Thayer-Martin agar culture
	Ceftriaxone 125 mg IM
Cefixime 400 mg single dose

Ciprofloxacin 500 mg single dose

“Three C’s”
-If TOA ruptures, then surgical drainage and hospitalization may be required

	Syphilis
	Incidence increasing

-Treponema palladium


	DDX via RPR, ART, VDRL

Confirm with FTA-ABS
	Benzathine Pen G 2.4 mill units IM
Benzathine Pen G 2.4 mill units IM weekly for 3 weeks if unknown duration or latent infection

NEUROSYPHILIS

Aqueous Pen G 3-4 mill units IV q4h 10-14 dayse

	C. Trachomatis
	Intracellular parasite
	Cervicitis

Acute urethritis

Salpingitis

PID

Chronic pelvic pain

Infertility

Fitz-High-Cutis Syndrome: perihepatitis, pelvic pain (chronic), and infertility
	Zithromax 1g PO
Doxy 100 mg PO BID x7

“Just give a gram for the clam!”

	HPV
	The real epidemic (Dr. J did not discuss the more elusive, “fake epidemic”

-DNA virus found in 2-4 % of women

-Types 16-18 associated with high risk

-Types 6-7 are low risk 
	Infection with HPV associated with vaginal and penile warts

Abnormal PAP smear
	Chemical (acetic acid)
Laser ablation

Imiquinod (immune system modifier; cream given 3x week. Resolution seen 14-16 weeks later. 

Podofilox

	HIV
	-RNA retrovirus

-Top 5 causes of death in reproductive age women

-1 in 300 people infected worldwide
	You know this

I don’t have to tell you this

This is so very important

Please make a note
	HAART
Highly Active Anti Retroviral Therapy consisting of at least 3 drugs

-Protease inhibitor

-RT inhibitor x2


Dr. Daniael Barkus, DO, FACOOG, November 15, 2002, Urinary Incontinence

	Rectocele
	Difficulty to pass stool, resistance at the anal sphincter greater than resistanceof the posterior vaginal wall. Dysparenuria. Difficulty in emptying rectum. Constipation. 

	Enterocele
	Loop of bowel comes into normally empty space. Bidigital exam used to diagnose. Problems with sphincter, not necessarily the posterior wall

	Cystocele
	Not necessarily equated with urinary incontinence. Urinary retention causes frequent UTI. 


-Procidentia: second and third degree characteristics clearly spelled out, procidentia means prolapse

-Cystocele: bladder herniating into vaginar

-Rectocele: Part of rectum protruding into vagina

-Cant just separate the labia/vagina and diagnose cysto vs. rectocele

-Urethrocele with moderate cystocele: bladder is herniated in vagina with associated loss of urethral support 

-Rectocele s/s: Difficulty in passing stool; resistance of the sphincter greater than resistance of posterior vaginal wall, difficulty with intercourse

-Enterocele: protrusion of intestinal contents

-ANTEVERSION / ANTEFLEXION: Fundus is rotated anteriorly on the cervix and fundus is flexed anteriorly on the cervix

-RETROVERSION: 
Retrodisplacement in which uterus is rotated backwards on an imaginary transverse axis between cervix and corpus

-RETROFLEXION: 
Bending backwards of corpus on the cervix

-Secondary (aquired)


-Secondary to cul de sac or adnexal pathology


-Symptoms present due to the underlying pathology, not due to anatomical position of the uterus


-If sx is performed for underlying pathology, uterine mobilization and fixation may be valid, but never as a primary procedure

-Uterus position is maintained by:

-ROUND ligaments:
full fundus forward


-UTEROSACRAL LIGAMENTS:
hold cervix up


-MUSCLE of pelvic floor

-Damage to the round or uterosacral ligaments can cause procidentia

-3 separate outflow tracts (vagina, uterus, rectum) make the female anatomy more prone to procidentia

-PELVIC RELAXATION/UTERINE PROLAPSE


-GRADE 1:
Cervix remains in vagina


-GRADE 2:
Cervix at introitus


-GRADE 3:
Cervix through introitus


-GRADE 4:
Entire uterus through introitus

-Disorders are described according to organ primarily affected or displaced, ie: cystocele, urethrocele

-Cystocele does not necessarily equate with urinary incontinence. , may cause recurrent UTI

-If finger is in vagina and in rectum, you can pick up herniation of bowel loop

-Vagina can also prolapse through labia

-Surgical tx is vaginal hysterectomy; much easier to repair the pelvic floor at the time

-“The is no more distressing lesion than urinary incontinence- a constant dribbling of the repulsive urine soaking the clothes which cling wet and cold to the thighs making the patient offensive to herself and her family and ostracizing her from society”- Howard A. Kelly, MD, Fascist pig

VAGINAL INCONTINENCE
-Dribbling whilst playing tennis

-Not a s/s which patients readily disclose

-Do you leak when you hold your grandchildren? 

-Urgency vs. stress incontinence

-Urge incontinence more common in post menoposal women

STRESS INCONTINENCE:
-Loss of small amount of urine with changes in abdominal pressure like coughing, laughing, running, etc

-Causes include defective function of urethral sphincter, funneling of vesical neck, flattening of urethrocervical angle, post op

-Bladder neck is intra-abdominal 

-Surgically indicated. Involves an increase in intra abdominal pressure

-Involuntary loss, usually in spurts

URGE INCONTINENENCE:
-Loss of urine, ofen complete emptying with sudden urge to void

-Frequency, dysuria, and hematuria

-Causes include: cystitis, urethritis, trigonitis, stones, diverticula, contracted bladder, vesical neoplasms

]-Dertrussor contracts, people are rushing around due to sudden urge

-Usually loss of larger amounts of urine, urethral sphincter cannot overcome

-Medical treatment effective

TOTAL INCONTINENCE
-Continually wet

-Results from abnormal opening like fistula or rupture of bladder wall

-this patient is continually soaked

OVERFLOW OF PARADOXICAL INTONTINENCE
-A neurogenic bladder

-Patients completely unaware of what is happening in their bladder

-Due to neuro injury or compromise, patients cannot tell that bladder wall is distended

-Symptoms include nocturla, distended bladder, and large residuals

-Causes include obstruction of bladder outlet, tumir, psychiatric, infrasegmental neurogenic lesions

DIAGNOSIS

-Place q tip in introitus and ask patient to bear down 
-When a normal patient valsalvas, the angle of increase of the qrip is less than 20 degrees due to normal anatomy

-Angle is greater with urge incontinence due to dropped bladder position

TREATMENT:
-Stress incontinence: surgery

-Surgical procedures re-support the bladder neck

-Urge incontinence: medication

-Not required to know details of operations

-Intrinsic sphincter deficiency associated with stress incontinence

-Injection of bovine collagen possible for people with stress incontinence as well

MEDICATIONS AVAILABLE:
-Normal mechanism of voiding, the dertrussor is under parasympathetic control (parasympathetic, pee!) 

-Mechanisms that causes the sphincter to contract is under sympathetic control (sympathetic, store!)

-Anticholinergics: parasympatholytics, will cause urinary retention, interfere with parasympathetic impulse

SOME MEDICATION MNEMONICS:
-Detrussor is under parasympathetic control, “P”lets you pee

-Sphincer is under sympathetic control, “s”is for store

-Anticholinergics are parasympatholytic drugs and will tend to cause urinary retention

-Oxybutynin/Detrol: used to treat incontinence, may cause dry mouth, patient’s don’t like

-Drugs that relax the bladder are anticholinergics, they mediate sympathetic tone and thus inhibit detrussor contraction.

-Atropine, hyoscyamine, propantheline (pro-banthine)

-Drugs that contract the vesical neck are andrenergics; they mediate sympathetic tone

-PPA, ephedrine, and imipramine are sympathomimetics 

-When sphincter is contracted (+++sympathetic tone), the voiding will be inhibited

TX OPTIONS:
-Pessaries: devices which help support pelvic floor and associated structures. Useful in patients medically unfit for surgery


-require periodic removal for cleaning, either by patient or physician


-can produce vaginal irritation


-may not be retained in severe states

-Estrogen replacement therapy

-Surgical therapy

Winston Bliss, MD, The Rotation Director over at Broward General, Suck up to Him, November 15, 2002, 10:00 am-11:00 am

ENDOMETRIOSIS:
-Benign growth of tissue similar to that lining uterus in sites other than cavity of uterus

-Hormonally sensitive, behaves like endometrium

-External/internal forms aka adenomyosis

-Cystic collection of endometriatic fluid

-2% of women have endometriosis, s/sx and etiology do not always match up

-Predominantely affects women of reproductive age; post menopausal women do not have active endometrium

EPIDEMIOLOGY:
-Familial tendency

-OCP protective

-Regresses post menopause

-25% of infertile women

-Less common in women who are parous

-OCP shuts down ovaries, amount of estrogens and progestins in OCPs are minimal, will probably offer protective effect

CLINICAL PRESENTATION:
-Pain, dysmenorrhea, infertility, ovarian cysts, distrurbances of adj. Pelvic organs, menstrual disorders

-Distant spread and potential for malignant change

-Dyspareunia

-Endometrial tissue outside of uterus, can occur in bowel, bladder, nose, etc. Hemoptysis may occur if endometrial tissue occurs in lung

-Often causes scarring, progression to obstruction of large, small bowel, hydronephrosis, etc.

ETIOLOGY:
What the hell, we don’t know.. believe that it is multifactorial

-Retrograde menstruation


-Sampson 1920’s


-Sites


-Animal evidence, obstructed menses

-Peritoneal metaplasia


-Meyer and Ivanoff, high local steroid content


-Peritoneal lining contains large amounts of pleuripotent stem cells which can differentiate into anything; de novo differentiation may result in


endometriosis

-Hematogenous / lymphatic spread

-Immune system, genetic

PATHOLOGY:
-Endometrial epithelium, endometrial glands, endometrial stroma, and hemorrhage

COMMON SITES:
-Uterosacral ligaments, pouch of Douglas, ovarian fossae, ovaries, uterocervical pouch, rectovaginal, vagina, vulva, intestines, etc.

-Extrapelvic sites include: abdominal wall, omentum, pleura, pulmonary

SYMPTOMS PAIN:
-Pain, secondary dysmenorrhea, deep pain, pain on defecation, acute abdomen

-Infertility, premenstrual spotting, asymptomatic

SIGNS:
-Often minimal signs, ovarian cyst, fixed retroverted uterus, nodules in pouch of Douglas, masses  recto-vaginal septum

INVESTIGATIONS:

-Usually unhelpful

-Ultrasound for ovarian cysts

-CA125 elevated in severe cases

-Sigmoidoscopy: Ba enema if severe bowel disease

-Ultrasound if ureteric obstruction

DDX:

-Must include PID, IBS, fibroids, adenomyosis, acute abdomen, bowel tumors, Crohn’s disease, diverticular disease
-Laparoscopy is mainstay, has a powderburn appearance, various clinical appearance:
-Burnt matchhead, powder burns, vascular flares, stellate scars, chocolate cysts

DIFFERENTIAL DIAGNOSIS: 
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-Chronic PID, IBS, adenomyosis, fibroids, ovarian tumors, acute abdomen, bowel tumors, diverticular disease

CLASSIFICATION SYSTEM:
-American Fertility Society Score

-Scores different sites by depth, size, adhesions

-Good for comparison,. But the degree of abnormality does not always correlate with clinical presentation

-Classificaton has to do with how much endometriosis is present and where it occurs

MEDICAL TREATMENT:
-No effect on fertility, effective symptoms relief with NSAIDS

-OCP: Continuous, high estrogen doses to affect benefit

-Progesterone: Medroxyprogesterone acetate (provera) 10mg tds, Depo MPA, Dydrogesterone 10 mg BD

-Androgen therapy: Danazol 200 mg tds

-GnRH analogs: Luprolide, 3.6 mg SC monthly, with or without add-back therapy

-Surgery is more definitive treatment
SURGICAL TX:
-More effective when attempting to tx infertility

-May be complex, conservative tx


-laparoscopic ablation, excision


-ovarian cysts


-nodules


-presacral neurectomy


-bowel surgery

-Some people recommend radial pelvic clearance of lesions

Dr. Winston Bliss Moves on to Chronic Pelvic Pain and Premenstural Syndrome, November 15, 2002, 11:00-12:00 pm

***Courtesy of Sarah Newburn: Giving women progesterone over a long period of time mimics pregnancy and keeps the endometrium thin; beneficial treatment in women with endometriosis. 

OVERVIEW:
-Pelvic pain is the most common GYN complaint

-Most frustration complaints for GYNs is to eval/tx

-Pathology not commonly found

-Severe pain sometimes prevents normal activity

-Often requires medication for management

-Reasons for pain w/o pathology


-Disease process is early in its development


-Pain associated with vascular disorders


-Pain perhaps due to non GYN causes, psychogenic

-Dysmenorrhea: Painful menstruation. 


-Primary has no organic etiology


-Secondary has an identifiable organic etiology (endometriosis, fibroid, etc) 


-Membranous: rare, but involves passage of entire endometrial cast. May take a long time for expulsion. Equivalent to woman having


miscarriage. 

-Premenstural syndrome:

-Spectrum of somatic disorders occurring prior to onset of menses

-Chronic pelvic pain:

-Duration of pain > 6 months! Emphasized

PATHOGENESIS OF DYSMENORRHEA: 
               -PRIMARY=prostaglandin A2, elevated prostaglandins in response to progesterone production that occurs at menses)

-Elevated concentrations of prostaglandins A2 alpha in response to progesterone may cause dysmenorrhea. 


-Secondary causes may include endometriosis/adenomyosis, PID, cervical stenosis, leiomyomata, GYN Ca, Non GYN causes


-Cervical stenosis may lead to retrograde menstruation and perhaps endometriosis? 
               -GYN carcinoma and renal/GI/psych are also secondary causes of dysmenorrhea
PRESENTATION OF DYSMENORRHEA:

-Pain, with menses, in the lower pelvic region. Associated with N/V, diarrhea, headache, may be relieved with heat. Recurrent/crampy pain

DYSMENORRHEA EVALUATION:

-When does the pain occur? 

-How long does the pain last? 

-What do you do about the pain?

-Does OCP improve s/s? 


-Is pain worsening over time? 

DYSMENORRHEA EXAMINATION:

-No specific abnormalities, perhaps generalized pelvic discomfort. Perform pelvic U/S to rule out specific pathology.

DYSMENORRHEA TX:

-NSAIDS, ASA
-
-Narcotic substances, Oral contraceptives, surgery for severe cases


-Put ovaries to sleep with OCPs to decrease hormone formation

-Surgery may be indicated for secondary dysmenorrhea; patients negative in their evaluation for dysmenorrhea probably do not need sx

CHRONIC PELVIC PAIN DEFINITION:

-Pain localized to the pelvics, present for > 6 months, pain unrelated to menstrual cycle, usually severe enough to disrupt activities


-To reiterate: chronic pelvic pain should cause pelvic pain, not brain pain


-If you do indeed have pelvic pain in the brain, its probably endometriosis rather than chronic pelvic pain proper

CHRONIC PELVIC PAIN FINDINGS:

-Etiology possibly not organic. 


-GYN: Fibroids, endometriosis


-NONGYN: GI, GU, other organs in pelvis


-Psych: Depression and PTSS

-Pain maybe out of proportion to the disease

CHRONIC PELVIC PAIN DIAGNOSIS:

-HX, PE, U/S, GI eval, Urinary eval, Psych, Laparoscopy

CHRONIC PELVIC PAIN:

-Analgesics, (avoid narcotics), biofeedback, acupuncture, TENS, surgery as a last resort, craniosacral therapy

-BAAATS: biofeedback, analgesics, antidepressants, acupuncture, transcutaneous, surgery

-Surgery may be curative / helpful for adenomyosis

PMS


-A complex of symptoms that occur in a predictable cyclical relationship to the menses


-Edema, bloating, edema, weight gain, bitchiness (per Student doctor Harkness) 

-Pelvic pain, breast tenderness, mood swings, H/A

-I cant even hug someone without my boobies hurting!- Student doctor Harkness


-What about random fits of crying? –Student doctor Miller


-Sorta like having your guts ripped out!- Student doctor David Miller, speaking from vicarious experience


-Whining, dominating behavior


-Affects 90% of women to some degree

PMS FINDINGS:

-Symptoms must occur in second half of cycle


-Must be symptom free period of at least 7 days in first half of the cycle


-Symptoms must be severe enough to require medical tx


-Symptoms must occur in 3 consecutive cycles

ETIOLOGY OF PMS:

-Reasons are unknown, but perhaps there is an estrogen/progesterone imbalance


-Excess or abnormal prostaglantin activity


-Excess aldosterone, hypoglycemia


-Hyperprolactinemia (booby pain)


-Psychogenic factors

PREMENSTURAL SYNDROME/ DDX: 


-History- pain diary


-Physical , pelvic ultrasound


-GI evaluation


-Psychiatric evaluation


-Diagnostic laparoscopy

PREMENSTURAL SYNDROME, TX:
-Vitamins and minerals, dietary changes, exercise, personal coping strategies, natural substances for sedation and diuresis, GnRH agonist, Progesterone

-Crap, just take out the uterus

-Take obecalp once a day (placebogen!) 
-Antidepressants
-Sprironolactone: inhibitor of aldosterone

Amenorrhea and Dysfunctional Uterine Bleeding, Michael D. Graubert, MD, November 18, 2002

AMENORRHEA: (AMEN) 
Primary:
no hx of menses by 16 y/o

Secondary: Absence of menses for three cycles, or 6 months or no menstruation in a previously cycling women

Average onset of menses is under 12.

Menses can start as early as 9 y/o and be classified as, “normal”
DYSFUNCTIONAL UTERINE BLEEDING: (DUB)
Excessive uterine bleeding with no demonstrable organic cause, not anatomic

It is usually due to endocrine abnormalities

Cannot be postmenopause, rule out pregnancy in all reproductive age patients

DUB is not from fibroids, not from polyps, etc. Caused by hormonal abnormalities. 

DUB is always, always endocrine in nature
Several regulators of the reproductive axis, where does amenorrhea begin?  

HYPOTHALAMIC DYSFUNCTION:
-Weight loss, stress, hypogonadism

-Anxiety. The GnRH pulse generator is extremely responsive to the environment

-GnRH pulse generator lives here, a set of neurons that release GnRH in pulsatile fashion.

-GnRH goes down stalk into AP into the cells called gonadotrophs

-Gonadotrophs release FSH/LH

ANTERIOR PITUITARY:
-Hyperprolactinemia

-Stalk transection (rare, but other dysfunctions might show up besides amenorrhea) 

-TRH is also prolactin releasing factor

OVULATORY DYSFUNCTION:
Polycystic ovarian syndrome (PCO) 

Premature ovarian failure- no more egg supply left. No more eggs=no more estrogen. ( Recall that estrogen is made from eggs. If menopause onset prior to age 35, it is called PO. 

Other

UTERUS:
Asherman’s syndrome: If someone has had a D/C of the uterus, scar tissue might block up uterus and cause ovarian failure

Mullerian anomalies (Webs, blockages, anatomic causes) 

Outflow tract 

PRIMARY AMENORRHEA 
16 y/o girl without a period, do a pelvic. Look for vagina, look for uterus.

Not usually very common

DDx includes Turner’s syndrome, testicular feminization, agenesis of the vagina and the uterus

SECONDARY AMENORRHEA in DETAIL
-Lets look at the adults again

-If the adult woman does not have period, 95% of the time is caused by PCOS

-PCOS: most common hormonal abnormality, 15% of all reproductive age women have it

-Don’t forget to rule out pregnancy

-Hypothalamic amenorrhea is the next most common cause. Stress induced amenorrhea, approx 2% of reproductive age women

-Thyroid problems and prolactin disorders, also consider hypoestrogenic and euestrogenic states (major differential category). Does the women have estrogen? 
-Hypoestrogenic women who are young may never develop massive bone mass

-Euestrogenic state is PCO.

Secondary amenorrhea in hyperestrogenic patients:
-Most common cause of amenorrhea in women 

-A disease in adolesence, patients are BORN with it. Patients typically obese

-Associated with chronic hyperandrogenism

-Multiple follicula cysts of the ovary, arrested in development

-Sensitive hair follicles causing excessive hair growth and acne, etc.

-Patients may be insulin resistant.

-Patients are non ovulatory, no progesterone.

-The hypothalamus GnRH pulse generator is low, depressed, for some reason. Not functioning correctly. High levels of LH, low levels FSH
-Abnormal gonadotropins are responsible for the hirsutism, etc. 

-Thick endometrium, at risk for endometrial cancer 

-Metabolic syndrome X: HTN, obesity, insulin resistant…..

Secondary amenorrhea in hypoestrogenic patients:
-Anxious and thin females.

-Consider athlete, eadting disorder, patient will have a low FSH

-At risk for osteoporosis

-Hypothalamic GnRH generator is shut down 

-At what level will stress/anxiety cause the hypothalamus to shut down? 

-Dopamine is an inhibitory neurotransmitter-
-Level is dependent on dopamine levels. Stress causes rise in Dopamine levels. GnRH goes down, gonadotropins go down, end up with no lining

-GnRH pulse generator is not working, no estrogen. NOT AT RISK FOR ENDOMETRIAL CA. Big risk for osteoporosis

-No estrogen, growth plates don’t fuse, etc. 

Secondary amenorrhea in hypoestrogenic patients: Hyperprolactinemia

-PRL under complete inhibitory control of dopamine

-Dopamine, recall is the PIF

-Prolactin is the only hormone elevated when the theoretical pituitary stalk is severed (under dopaminergic control) 

-Elevation of PRL from lactotrophs in anterior pituitary

-33% of women with hyperPRLemia will have galactorrhea

-H/A, visual changes

-Benign: Pregnancy, sleep, exercise, nipple stimulation

-Pathologic: Tumor, psychotropic drugs, primary hypothyroidism

-Drugs: Neuroleptics / dopamine antagonists

-Normal level of PRL is under 30 ng/mL

-MRI is standard of care, obtain visual field examination

-Prolactin autonomously secreted at a high level? Dopamine will try to shut this down! Dopamine levels elevate and will therefore shut down the GnRH pulse generator. These patients have essential hypothalamic amenorrhea

-Elevated prolactin levels(low FSH/LH(low estrogen(no lining

-Common causes of PRL: tumor, psychotropic drugs, primary hypothyroidism 

-Common board question: Patients on psychotropics (women) will often lose their periods because of dopamine levels that go DOWN and allow for elevation of PRL levels

-CASE STUDY: Women comes to office. Has milk production, nipple dischage. She has a smidge elevation of prolactin. Appears that she might have an AP tumor. Order an MRI to look for micro/maroadenoma. Is there a tumor in the brain? 30 different isoforms of PRL are present. Every assay that is ordered can come back with different levels. PRLs are complicated assays. Don’t be fooled by the number. 

-TX PRL SECRETING TUMOR: Can use transphenoidal approach; prolactinomas are exquisitely sensitive to drugs. Dopamine agonists tend to decrease PRL levels and might shrink tumor
Secondary amenorrhea in hypoestrogenic patients: Premature ovarian failure
-Hypoestrogenic patients, similar to hypothalamic amenorrhea patients. Problem is in the ovarian compartment.

-FSH and LH will actually be elevated, but no estrogen produced. 

-No eggs!!!! At risk for osteoporosis

-Check the karyotype. Turner’s syndrome or turner’s mosaicism

Workup for secondary amenorrhea:
25 y/o women walks into the office, has lost period. Normal work up consists of:

-Pregnacy test. R/O anyway, do the urine BHcG

-Provera challenge test: Provera 10 mg PO for 5-10 days this will test the axis

-The runner or stressed out patient will have no estrogen on board.

-The patient with PCO will have estrogen on board

-The provera challenge test will confirm the suspicion. 

-In a woman with no endometral lining, nothing will happen when provera is administered

-In a woman with thick endometrial lining (PCO), the period will occur after administration of Provera.

-No ovulation, no progesterone. Progesterone admin exogenously will cause a full menstrual period. 


-Negative provera withdrawal occurs in patients with no endometrial lining or HT amenorrhea.

-Negative provera withdrawal also may occur with outflow tract syndrome, or Asherman’s. 

-If you want to make sure that there is no uterine scar tissue, give estrogen and progesterone. If they bleed , it is HT amenorrhea. 

-HT amenorrhea possible due to increased stress, athleticism

-Are periods always irregular? Did they improve with the pill? This woman has PCO!
-Order TSH, PRL level. TSH is ordered because thyroid dysfunction will cause irregular menses. 

-Thyroid also under dopamine control, no detail. Know that thyroid dysfunction causes amenorrhea

-Low FSH=hypothalamic, high FSH=menopause

DYSFUNCTIONAL UTERINE BLEEDING (DUB) 
-Implies chronic anovulation or an anovulatory cycle

-Cannot be anatomic due to a polyp or fibroid
-Bleeding may be extremely heavy, requiring hospitalizaton or transfusion

-Treated with PROVERA! Progesterone will stabilize uterine lining

-Oral contraceptives: progestin predominates over estrogen

-If someone is hemorrhaging from DUB in the ER, give them progesterone!
-Estrogen peaks day prior to ovulation

-Post ovulation, progesterone rises and stabilizes lining,.

-Progesterone levels fall, lining sloughs off. Progesterone withdrawal bleding. 

-In patients with no progesterone, the lining will become so thick that the lining will continuously slough off. Called estrogen breakthrough bleeding

-Progesterone will stop the hemorrhage. 

TX secondary amenorrhea:
-Elevated Prolactin/Prolactinoma
-Bromocriptne (the dopamine agonist) This is an old drug, will inhibit PRL levels. Carbagoline is the newer drug/ tx hyper PRL

-Transphenoidal surgery: last choice. Scooping out the prolactinoma

-Treat medically first, birth control pulls

HYPOTHALAMIC AMENORRHEA TX:

-Birth control pulls (this patient needs to be on the pill because she needs estrogen!)

-Consider DEXA scan, measure bone density

-Counseling and psychotherapy

HYPOTHYROIDISM
-Replace hormones

POLYCYSTIC OVARIAN SYNDROME / CHRONIC ANOVULATION

-Birth control pills

-Provera withdrawal monthly

-Recall withdrawal monthly

-Diet/exercise

 -Only women who ovulate will have a PERIOD, only women who have estrogen on board for 14 days will grow their lining……

Michael Graubert, MD, Talks about Hairy Women HIRSUTISM AND VIRILIZATION

Androgens in the female

-Precursor of estrogen

-Drives female libido. Androgens turn into estrogens in the female

-Common clinical signs of hyperandrogenism include: hirsutism and acne

-Hair follicle is extremely androgen sensitive

-LANUGO: Fetal and baby hair

-VELLOUS HAIR: Downy hair of prepuberty hair

-TERMINAL HAIR: Coarse hair found in adults

-HIRSUTISM implies the transformation of vellus to terminal hair

-Sexual hair responds to sex steroids. Androgens convert a hair follocue into a terminal follicle

-Testosterone is converted into DHT via 5a reductase, whew, how about that

-DHT is the thing that converts a hair follicle into a terminal hair follicle

-Acne is a hair follicle converted into androgens…. (testosterone producing machine!)

-Bacteria get trapped into semun plug and causes acne

-Cyclic phases in hair growth: Anagen: the growing phase

-Catagen: rapid involution phase

-Telogen: quiescent phase

-Hair follicle therefore serves as a marker for hyperandrogenism in women. Asian women, though, have less 5a reductase and less hair follicles

Clinical Hyperandrogenism

-CLINICAL SIGNS OF EXCESS: Hirsutism, acne, chronic condition, long term symptoms, think chronic metabolic disorder (PCOS, adrenal hypergonadism)
-CLINICAL SIGNS OF VIRILIZATION: Clitoromegaly, temporal balding, deepening of the voice, increased muscle mass, decreased breast size, Ovarian tumor?
Ovarian Hyperandrogenism (not testable)

-Hyperthecosis: similar to PCOS, increased stromal compartment

-Androgen secreting tumors

POLYCYSTIC OVARIAN SYNDROME
-Classic triad is oligomenorrhea, obesity, hirsutism

-Clinical hyperandrogenism, acne

-Elevated adrenal androgens (DHEAS, testosterone)
-US in PCO looks like multiple small follicles arrested in development

-Approx 50% insulin resistant, at risk for endometrial 

-LAB DATA: 
LH:FSH ratio of 2:1, LH will be markedly elevated

-Mildly elevated testosterone

-Mildly elevated DHEAS
-Decreased levels of sex hormone binding globulin

-Insulin resistance

-Effective hyperestrogenism, elevated estrone

-Estrogen made in fat cells, also made in the follicles. Peak estrogen comes from dominant follicle

-If you’re not ovulating, there are lots of non-functioning follicles secreting estrogen. DON’T measure estrogen levels in patients with PCO. Relative elevaton in estrogen. But.. no dominant follicule

-PCO works in the following manner( OVARY is not the cause of PCO. The ovary is an innocent bystander of the metabolic disorder. Ovaries are arrested in development. 

-High LH and low FSH in PCO syndrome. Patients are hyperestrogenic. Estrogen inhibits FSH. 
-One theory: estrogen from the body goes into the AP and the low level basal estrogen might inhibit FSH. 

-High levels of LH in the ovarian follicle and increases androgen production. I

Andrenal Hypernadrogenism

-Most common is 21 hydroxylase deficiency

TX of androgen excess

-Birth control pill

-Decrease serum androgens, birthcontrol pulls

-Dexamethasone, adrenal hyperandrogenism

-Block peripheral conversion of androgens

-Sprinonolactone, Propecia
-Cosmess (depilatory, electrolysis) 
CONTRAINDICATIONS: 35 and over patients who smoke

-Drug to inhibit DHT production: spironolactone

-TREATMENT OF PCOS
-BCP
-Monthly provera withdrawal

-Reverse insulin resistance

-Weight loss, diet, glucophage

-Managle longer term risk factors

-Fertility treatment

-Meds causing PRL elevation: psychotics

UNDERSTANDING INFERTILITY, the third hour, probably not testable material, the back to back picture show

-The cool picture show

-Couple can  be evaluated after 6 months in high risk conditions

-Female >35

-Irregular menses

-Recurrent pregnancy loss

-History of infection 

-Normal fecundity: in one month, 25% of couples will become pregnant if having unprotected sex

-Fertility is common in women and men. IMPORTANT TO KNOW! 
-Generally, fertility is found equially in both members of the party

-OVULATORY/EGG FACTOR: Anovulation/PCOS, endocrinopathies, age

-TUBAL AND PELVIC FACTOR: Tubal adhesions/PID, endometriosis

-“Don’t wait to long! Over the age of 35, it gets much more difficult to get pregnant”

-Women are born with the egg supply; men get to make eggs daily 

-PRECONCEPTUAL COUNSELING / INFERTILITY EVALUATION
-Recurrent pregnancy loss, genetic diseases like Tay Sachs, CF

-Folate to prevent neural tube defects

-Medical disorders

-Stop smoking!

-Rubella is dangerous to the fetus

-Ovulatory dysfunction, age > 35

-History, serum P, urine LH, BBT’s

-TSH, PRL

-Day 3 FSH, clomiphene challenge test(will predict egg quality. Lower FSH is better egg quality. Ovarian follicles are recruited in days 2,3,4. 

-The week before your period, do you get breast tenderness,bloating, mood changes? (likely ovulation

-Tubal disease, history of PID,STD, history of endometriosis, history of prior surgery / adhesions, serum Chlamydial IgG, laparoscopy

INFERTILITY IN MEN
-Varicocele, idiopathic, obstruction, unusual problems

-Most common is the varicocele  (testicular varicocele veins) 

-Left testicular vein drains into the renal vain, increased pressure

-Unusual is immunologic, ejaculatory, testicular failure, genetic

INFERTILITY WORKUP

-Hx and obstetric profile, get the thyroid and prolactin levels out of the way

-Perform HSG (fluoro with contrast)

-Semen analysis, U/S, laparoscopy, hysteroscopy, PCT (post coital test)

-Endometrial biopsy, not helpful

THE FUN STUFF- TREATMENT
-General fecundability of general population is approx 25%. Medical and sx treatment is possible

-Laparoscopy to burn away endometriosis 

-Hormonal therapy, sperm processing

-Boost the eggs: ovulation induction with clomophene, controlled ovarian hyperstimulation, donor egg

-Boosting the sperm: intrauterine insemination, donor sperm

-Clomiphene citrate: used for anovulatory women

-Gonadotropin with intrauterine insemination, small change of twins

Abnormalities of Fetal Development, Renee B. Alexis, MD, November 19, 2002

PUBERTY:
-Transition from childhood to adulthood

-Major determinant of timing is genetics

-Requires about 4.5 years

-Adult pubic hair 13.5-16 yrs olf

-Adult breaskt 12.5-15 yrs old

ADRENARCHE:
Pubarche: elevation of breast mound and npple

PUBERTY CAUSES?
-Summary involves HPO suppressed early in infancy

-Intrinsic inhibition

-At age 10-11, loss of sensitivity of 

-Rise in FSH and LH increased eastradiol production
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-Androgens are then produced (DHEAS) with pubic hair growth (Adrenarche)
-Estradiol increases production of growth hormone which in turn increases IGF-1

-At midpuberty there is sufficient production of estrogen

-HPO axis is suppressed early in infancy

-Intrinsic inhibition of CNS GnRH secretion

PUBERTY:
-Additional factors that influence timing of puberty

-Body fat (16-24%) often required

-Adequate sleep

-Optic exposure to sunlight

-Geographic location

ABNORMALITIES IN PUBERTAL DEVELOPMENT
-Delayed maturation, incomplete maturation, primary amenorrhea, precocious puberty

DELAYED MATURATION

-Absence of sexual maturation

-By 17 is unlikely to be physiologic delay

-By 13 y/o if no breast budding, endocrinological evaluation is warranted

-Initial evalation is measurement of FSH and LH

-Hypergonadotropic hypogonadism (Gonadotrophs are elevated)

-Hypogonadotropic hypogonadism (Gonadotrophs are low in addition to estrogen levels) 

-Eugonadism

HYPERGONADOTROPIC HYPOGONADISM
-Ovarian failure

-Elevated FSH and LH with absent or diminished estrogen levels

-Most common cause is Turner’s Syndrome (Absent X)
-Partial deletions of long arm, mosaicism

-Treatment is estrogen replacement

-Mosaicism: 2 distinct cell lines in one person. For example, there will be XO in ovaries but XX in the rest of the body. Blood chromosomes will therefore be normal 

HYPOGONADOTROPIC HYPOGONADISM
-Hypothalamic dysfunction

-Low levels of FSH and LH as well as low estrogen levels

-Kallmann’s syndrome- amenorrhea and anosmia, pituitary tumors, hyperprolactinemia

-Physiologic delay

-Treatment varies on cause

EUGONADISM
-Normal development of sexual maturation but delayed menses

-Normal FSH, LH and estrogen levels

-Mullerian duct abnormalities

-Imperforate hymen

-Absent uterus

-Anovulation, polycystic ovaries, adrenal disease, and adrenal hyperplasia

PRECOCIOUS PUBERTY
-Initiation of sexual maturation, 3.0 SD below mean

-Maturation develops in normal sequence 

-Main problems are social stigmata and diminished ultimate height

-Two main categories: GnRH dependent (complete/True), GnRH (incomplete pseudo) 

GnRH dependent  form:
- most common form and is idiopathic. No known cause. Normal Fsh, Lh, and sex steroid levels

-Central abnormality (inflammation, degenerative changes, neoplasms)

-More common under the age of 4. Fluctuating estrogen levels are low FSH and LH

GnRH independent form (pseudo/incomplete)
-usually due to estrogen secreting tumor, granulosa cell tumor

-McCune/Albright Syndrome:
café au laut spots

cyst of skull and long bones

adrenocortical neoplasms

fibrous dysplasia

DDX of PRECOCIOUS PUBERTY:
-Main goal is to diagnose and treat life threatening etiologies

-Document tanner and height stages

-Determine bone age repeated q 6 months

-Proper lab tests can help rule in or out diagnoses

-R/O diseases of the CNS with scans/optho/neuro examination

MANAGEMENT OF PRECOCIOUS PUBERTY:
-Tx depends on cause; patients and families need counseling

-For GnRH dependent: goal is to reduce gonadotropins and circulating sex steroids

-GnRH analogues often started as soon as possible and continued until median age of puberty

-McCune Albright Syndrome: Testolactone(aromatase inhibitor


-also known as GnRH independent form of precocious puberty


-Testolactone decreases te amount of androgens

FOCUS ON THE FOLLOWING: 

What are the influencing factors that affect sexual maturation? 

Recall exercise and body fat components

What is most common cause of precocious puberty? 

Kenneth Johnson, DO, Preachin’ about Menopause Objectives, November 19, 2002

-OBJECTIVES:
Describe physiologic changes in the HPO axis

Describe s/s associated with hypoestrogenism

Describe the long term changes associated with hypoestrogenism

…like suicide, depression, misery.

-Avg menopausal onset is 51.2 years of age

-Bone loss, osteoporosis, bone is exquisitely estrogen sensitive

-Osteoblasts and clasts

MENOPAUSE: 
Cessation of menses following loss of ovarian activity

US Women greater than 45 years old, 50 million freaking women!
HRT will be a component of assessment/mgmt of menopause

Brain contains beta receptors that are estrogen sensitive

Vagina will dry and tear up later in life; PAP smears will hurt

Can you imagine? After six years of holding hands and playing croquet? The husband comes in with an erection? 

OK-> Heres evidence based medicine. Andrew Taylor still flung his banner to the breeze in 1894. He went into a cabin and masturbated. He directly myofascially released himself. He then realized that he could change stuff by manipulating fascia. Interestingly enough, Dr. Johnson states that Dr. Still allows him to preach about contemporary evidence based medicine. 

Women’s heath initiative scared women and practitioners away from HRT; actually confirmed safety profile

Drug showed that estrogen use was safer than previously thought

Menopause is the transition of reproductive to non reproductive state

Absence of period for 12 months in age-appropriate patient

Surgical removal of ovaries

If serum FSH >40ng/dl, woman is not at risk for pregnancy. 
SURGICAL CONSEQUENCES:
Hysterectomy: No effect on menopause, ovaries still producing

Oophrectomy: removal of ovaries, sudden and complete loss of estrogen

ESTROGEN:
Maintains vaginal and genital tissues

Maintains bone strength

Begins reproductive cycle

Maintains continence mechanism

Women develop bone up until age 30.

COMMON SYMPTOMS:
Hot flashes, vaginal thinning and shrinking, vaginal and bladder infections

OSTEOPOROSIS:
Bone thinning post age thirty.

Diseases associated with major morbidity and mortality

Risk factors for osteoporosis:
Small size or thin frame, fair skinned or asian ancestry, family hx of osteoporosis, had a surgical menopause, taking thyroid medication, diet low in Ca, physical inactivity, taking cortisone, current or past cigarette smoking,
LONG TERM:
Hip, wrist, spine fx, Dowager’s hump

MANAGING:
Stress reduction, alcohol, frequent sexual intercourse in an estrogenized vagina, calcium rich diet, weight bearing exercise

First 3-6 yrs post menopause are critical

Get Ca2+ and estrogen on board, most bone loss occurs in this period

Benefits of HRT: reduction of s/s, reduction of osteoporosis, prescribed for more than 50 years, 31K published studies

HRT does require a careful physician/patient visit and determination

Estrogen deprivation increases C/V events, vasocontriction

Contain estrogen supplement with progesterone component (will prevent endometrial cancer!)
RALOXIFENE: Selective estrogen receptor modulator (SERM). Not associated with increase in breast CA. Acts like estrogen in its lipid effect profile.
Colon Ca: WHI confirmed 50% reduction in colon cancer in patients who take estrogen for at least 5 yrs.

CONTRAINDICATIONS:
Underdiagnosed vaginal bleeding

Estrogen sensitive cancers

Thromboembolic disease

OTHER:
Interestingly enough, women who have breast Ca and are on HRT have a 50% reduction in mortality

Probably attributed to womrn seeing their doctors moreoften

M. Aung Khin, MBBS, MD, PhD, MRCP, FRCP, Pathology of Ovarian Tumor, November 20, 2002, 9:00 am

Tumors of surface epithelium, germ cell tissue, and stroma

	DISEASE
	PATH
	S/S
	CLINICAL

	Follicular cysts
Non neoplastic
	Origination in graafian follicles, 1-8 cm in diameter. Clear, serous fluid. Rarely increased production of estrogen stimulates endometrial hyperplasia
	Hyperplasia
Pain
	Little clinical significance per Dr. Khin

Cysts may rupture if enlarge and cause hemorrhage

DDX from acute appendicitis

	Luteal Cysts

Non neoplastic
	Formed due to sealing of corpus hemorrhagicum, lined by bright yellow luteal tissue. 
	Endometrial hyperplasia
	Rupture may cause pain

	Polycystic Ovaries 
Stein Leventhal Syndrome
	Bilateral polycystic ovries

Disorder primarily of endocrine origin

Excessive secetion of luteinizing hormone releasing factor(increased pituitary gonadotropins

Ovaries are enlarged, studded with subcortical cysts, oyster ovaries( string of pearls
	Amenorrhea

Anovulation

Hirsutism

Obesity

Excessive androgen synthesis
	Endometrial hyperplasia

Increases estrogens
Increased LH
Increased androgen

Common cause of infertility

	AN OVARIAN TUMOR TABLE

Endometrial cancer most common
Ovarian cancer much more lethal; most dangerous cancer in female genital tract

	
	SFC EPITHELIUM
	GERM CELL
	SEX CORD STROMA

	All tumors
	65-70%
	15-20%
	5-10%

	Malignant
	90%
	5%
	3%

	Tumors
	Serous tumors

Mucinous
Endometroid
Clear Cell

Brenner
	Teratoma
Dysgerminoma
Yolk Sac Tumor

Choriocarcinoma
Totipotent tumors
	Fibroma
Granulosa-theca

Sertoli-Leydig

	Ovarian Tumors, in general
	Fifth most common Ca in females in the US, 50% of dealths from cancer of female genital tract
Age of onset is 20-45 (benign)
40-65 (malignant)

Risk factors include:
Family hx

Nulliparity
Gonadal dysgenesis

	Malignant tumors usually spread outside ovary by time of ddx

Abdominal pain

Distention

Urinary frequency, dysuria, GIT
Constipation
Ascites 

Vaginal bleeding


	Some tumors are hormonally active

	TUMORS OF SURFACE EPITHELIUM 


	Most common; serous approx 40%
Mucinous 10% of all malignant ovarian tumors

Most are cystic
	Intermediate tumors exist
	Indicators of malignancy include

-Multiloculation

-Solid areas
-Papillary projections in cystic spaces

-Cytologic pleomorphism
-Atypia

	Serous cystadenoma
(Surface epithelium tumor)
	60% of serous tumors

Usually large ovoid cysts, may be large

Filled with yellow clear fluid
Serosal and inner linings are smooth
Lined by a single layer of cuboid epithelium, without mitoses, pleomorphism, or necrosis

	Serous cystadenocarcinoma

(Surface epithelium tumor)
	25%, bilateral in 2/3 of cases

Shows surface nodularity, penetration of capsule, large solid masses, papillary projections in multilocular spaces with areas of hemorrhage and necrosis. 
Invasion of stroma and capsule. Tumor cells show atypia and usual features of malignancy. 
Pleuristratified epithelium sometimes calcified PSAMMOMA bodies
	
	Benign: oophrectomy usually curative

Borderline: 10 yr survival is  75%

Malignant: 10 yr survival is 10-20%

	Mucinous Cystadenoma
	80% of mucinous tumors

Mostly unilateral

Large masses reported

Sticky gelatinous material

Cysts linted by tall comlumnar epithelium. 

Cytoplasm of cells vacuolated, filled with mucin

Atypia and mitoses present

Cellular anaplastic areas of malignancy

May give rise to pseudomyxoma peritonei

	Mucinous cystadenocarcinoma
	10%
Tumors exhibit large solid masses
Multiloculated
Intracystic papillary structures
Invasion fo capsule

Necrosis

Hemorrhage

Cellular anaplastic features of malignancy

May give rise to pseudomyxoma peritonei

	Pseudomyxoma Peritonei
	Caused by 2-5% of ovarian mucinous tumors

Both benign and malignant

Peritoneal cavity filled with multiple tumor implants of mucinous tumor implants found on serosal surfaces of abdominal viscera. 
Extensive adhesions

CAN OCCUR FROM BENIGN AND MALIGNANT TUMORS of ovary and other sites like the appendix
	Extensive adhesions

Jelly belly syndrome
	Borderline: 70% 10 yr survival

Malignant: 35% 10 yr survival

	EndomeTROID carcinoma
	20% of all ovarian cancer

Mean age 53

Most are malignant

Called endometroid because of presence of tubular glands resembling endometrial glands. 
May be associated with endometriosis

Usually not associated with tumors of the ovary; glandular appearance

May be associated with endometrial carcinoma

Multilocular cystic structures with solid areas and papillary processes

Bilateral 40%

	Brenner’s Tumor
	Usually benign unilateral solid tumors

1-30 cm. Approx 2% of tumors

Occasionally encountered in mucinous cystadenomas

Dense fibrous tissue stroma

Mostly transitional cells, mucin secreting columnar cyst, glandular spaces, and microcysts
	Incidental findings
	Prognosis usually excellent (ie benign tumor following oophrectomy) 

	GERM CELL TUMORS IN GENERAL
These are very interesting, very important

Some are extremely malignant

Represent approx 20% of all ovarian tumors

Most, however, are benign
Totipotent

Mature=> cystic teratoma, differentiation

Immature=>germinoma, no differentiation

	Teratoma


	Peak incidence of 20-30

Majority are cystic and usually called dermoid cyst

Fibrous wall lined by skin and its andexae and cavity contains cheesy sebaceous material mixed with hair, nerve tissue, cartilage

Bilateral 10%
Current parthenogenetic theory suggests( derived from primordial germ cell, the ovum.

Cell rests present in the body; mostly in the midline

	Malignant teratoma
	Immature, mean age 18

Malignant tumor derived from embryonic tissues and contain elements from more than one germ layer. 
Solid mass with areas of hemorrhage and necrosis
Prognosis depending on stage
Immature teratomas are largely unadulterated

	Monodermal teratoma
	Differentiates along line of single germ layer

Composed only of mature thyroid tissue: struma ovarii which may be functional

Ovarian carcinoid tumor: develops from intestinal epithelium of a teratoma, may cause carcinoid syndrome
	S/S depending on functioning cells
	Hyperthyroidism

Carcinoid syndrome



	Dysgerminoma
	Malignant germ cell tumor

Relatively uncommon

Mostly in age 20-30

50% of malignant GCTs

Dysgerminoma is an ovarian counterpart of seminoma of testis. 

Unilateral, solid, yellow white, fleshy large mass, histologically composed of sheets of large vesicular cells with clear cytoplasm. Patchy lymphocytic infiltrate. 
Syncytial cells may be present and produce HCG.

	Endodermal Sinus Tumor

(Yolk Sac Tumor)
	Highly malignant tumor of primitive yolk sac cells. Second most common GCT.

Tumor of children/young women. Perhaps derived from embyonal carcinoma

Large mass with extensive necrosis and hemorrhages; microscopically displays papillary projections

Schiller-Duval bodies: commonly present, these are glomeruloid structures with central core surrounded by germ cells. 

AFP may be a marker in these cancers
	Tumor grows rapidly

Highly malignant

Prognosis is extremely poor



	Choriocarcinoma
	Highly malignant, highly fatal, rare tumor of ovary arising from placental tissue derived from teratogenous germ cells. May be gestational origin in women of reproductive age

Unilateral, solid, highly hemorrhagic tumor usually combined with other GCTs

Admixture of malignant cytotrophoblasts and syncytiotrophoblasts. High levels of HCG.
	Precocious sexual development in young girls

Menstural irregularities

Rapid breast enlargment


	HCG useful for diagnosis
+ pregnancy tests

Serial determinations important for follow up

Ugly tumor with wide metastasis


Other GCTs are extremely rare

	OVARIAN STROMAL TUMORS

Composed of a variety of cells: granulosa, thecal, and luteal cells

Those from sex cords may differentiate along masculine lines

5-10% of ovarian cells

	Thecoma

(Fecal-oma according to Matt Thomas)
	Benign, unilateral, solid, small to large masses

Sheets of polygonal cells and plump spindle cells reembling theca lutein cells

Tumor cells elaborate estrogen
	Precocious pubery in young girls

Menorrhagia
	Endometrial hyperplasia

Cystic disease of breasts and endometrial carcinoma in adult women

Tumors combined with granulosa cells: Granuloma-theca cell tumors

	Granulosa Cell Tumor
	Any age, majority occurs in post menopausal women

Unilateral, solid or cystic encapsulated masses

Yellow wth areas of hemorrhage and necrosis
Sheets or cords of small polygonal cells

Call Exner bodies: small grandlike structures filled with acidophilic material 
	Feminization
Virilization


	Endometrial hyperplasia

Emdometrial carcinoma

Generally good prognosis

Poor prognostic factors:
Age over 40

Late stage of tumor

Bilaterality

Histologic presence of atypia, mitosis

	Fibroma
	Relatively uncommon

Any age, majority over 50

Unilateral, lobulated, small, glistening, hard, gray-white encapsulated masses
	Pain
Pelvic mass

	Meigs’ Syndrome Triad of fibroma, ascites, hydrothorax usually of right side.

	Sertoli Leydig Cell Tumor
	Androblastoma/arrhenoblastoma

All ages, peak 20-30

Unilateral, grey white solid tumor

Tubules of sertoli/leydig cells
	Masculinization
Defeminization

Amenorrhea

Sterility

Loss of hair

Breast atrophy
	Virilization syndrome if severe

-Voice changes

-Male distribution of hair

-Hirsutism

-Clitoral hypertrophy

	Metastatic tumors
	3 groups of primary cancer contribute to secondaries to the ovaries

1. Carcinoma of pelvis/other organs

2. Carcinomas of upper GIT including stomach, bilary tract, and pancreas

3. Carcinoma breast

KRUKENBERG TUMOR: Massive bilateral ovarian enlargement due to metastatic tumor deposits. Predominantely from stomach adenocarcinoma. 

Histology shows signet ring mucin-filled malignant cells in ovaries

	Other stromal tumors
	Rare

Stromal luteoma: hormone producing tumor

Pregnancy luteoma: virilization in pregnant women, female infants born to these patients

Lipid cell tumor: indeterminate luteoma or Leydig cell tumor

Gonadoblastoma: rare tumor of germ cells and stroma derivatives, seen in individuals with indeterminate gonads and abnormal genitalia. Seen in hermaphrodites


Dr. Daniel Barkus, DO, FACOOG, Vulvar Disease and Neoplasia, November 20, 2002

-Gross appearance rarely tells the whole story

-Biopsy required for diagnosis

-Lesions occur, for the most part, in patients of single years. Many patients reluctant to discuss

-Colposcope: low power serial magnifier; permits the physician to view structures under high power post ascetic acid tx

-Areas are asceto-white become extremely evident( lend themselves to biopsy

-Keyes punch: cookie cutter punch biopsy instrument

-LICHEN SIMPLEX CHRONICUS: Rash that itches. It is a vulva irritated by any number of things Patient scratches the region and causes localized inflammation. Etiology unknown but new types of pads, hygiene, may cause diffuse redness. Patches of hyperpigmentation. 

	DISEASE
	PATH
	TX/CLINICAL

	Lichen Simplex Chronicus
	An itch that rashes

Chronic scratching perhaps due to irritation

Hyperkeratosis can occur

If it does not get better in 3 months, biopsy the lesion

Vulvar pruritis and burning
	Chronic itching and pruritus

Steroids- may cause preexisting candidiasis to bloom

1-2% hydrocortisone

Biopsy if no improvement in 6 months



	Lichen planus
	3 P’s
Purple
Papules
Plaques
-Vulvar areas will appear erosive, expand into vagina, adhesions may form. 
-Vulvar pruritis, burning, insertional
	1-2% hydrocortisone

Lidex

	Vulvar psoriasis
	Silvery lesion 

Associated with extra-vulvar psoriasis
	

	Seborrheic dermatitis
	Not specified 
	Steroid cream

	Vestibular adenitis
	Insertional dyspareunia

Cotton tipped applicator tipped placed in introitus reveals point tenderness. 


	Interferon injections



	Inclusion cyst

Benign Lesion
	Seen at vaginal end of episiotomy suture closure



	Cyst of canal of nuck

Benign
	Cyst that forms within sheath of the round ligament, bulge usually seen in the inguinal area, confused with hernia

	Lipoma

Benign
	Fat mass

	Fibroma

Benign
	Masses that grow to large sizes 
Fibromas are hard to the touch
	Sometimes surgical removal

	Hidradenoma

Benign
	Tumor of a vulvar sweat gland, construed as CA.

	Urethral Cranucle

Benign 
	Cherry red mass at the meatus. 
Occurs secondary to atrophy of the vaginal mucose causing the urethral lining to retract. Protrusion of mucosa occurs

	Squamous Cell hyperplasia
	Appear keratinized wih nonspecific pinkish white lesions on labia. Clitoris appears normal. Differentiate from CA.

Common in post menopausal women
	Biopsy

	Lichen Sclerosis
	White atrophic dermatitis, parchement or cigarette paper look.

Ecchymosis due to scratching

Blunted vaginal architecture

Figure 8 distribution where white areas encircle the vulva and the anus
	Biopsy

	VIN
	Can ID with gross inspection or using colposcopy with aceptic acid

Remember stages VIN I to VIN III

VIN III is full thickness


	Skinning vulvectomy- innovative procedure that actually spares some of the unaffected tissue compared to radical vulvectomy

Excellent post op recovery

BIOPSY

	Paget’s disease
	Extensive intraepithelial disease

Demarkated, erythematous, areas of hyperkeratosis
	Poor px

	Melanoma
	Recall the ABCD approach

Asymmetry, border, color, diameter
	Biopsy

Sx removal

	Vulvar CA
	90% is squamous cell carcinoma

Most common CC is pruritus

Bleeding? Suspicious for CA
Basal cell CA will give the lesion a distinct, chewed up lesion called a rodent ulcer

LYMPHATIC SPREAD! Each side is drained by bilateral LN in a sequential, ascending manner

-Superficial LN(deep inguinal LN(deep femoral LN(external iliac
	Radical vulvectomy

Patients will have 90% cure rate if LNs are not involved

If you treat a lesion and it doesn’t get better, biopsy it!



	Vaginal disease
	Vaginal CA is rare, result of metastatic spread usually

The areas of the vaginal mucosa that the speculum bills cover are the areas where vaginal CA lesions commonly form. Rotate the speculum!

HX critical, look for exposure to DES
	Biopsy


Dr. Kenneth Johnson, Adolescent Gynecology, November 20, 2002

-Some key points emphasized in lecture

-Always at some point, see patient without mother. Never see mother without patient.

-Emphasize trust/confidentiality in initial exam; a consultation room may  be appropriate for an initial interview

-Mom may be in examination room but no patient contact

-Rules for examination


-maintain eye contact


-communicate constantly


-always  use a friendly chaperone


-incorporate teaching into the breast examination


-ID cervix by absence of rugae


-Do not show patient speculum prior to examination

-Birth rate for US is 5x higher than other developed country

-Teens should be provided with contraception upon request

-OCP can decrease the risk of PID by 50%

MAJOR POINTERS per lecture supplement:
-Discuss emergency contraception

-Low dose pills are best!

-Don’t hold patients hostage to pelvic exam as a prerequisite for obtaining birth control

Dr. Daniel Barkus, Sexual Assault, November 20, 2002 0800-0900 Supplemental Material Included

-Classic definition: Unlawful carnal knowledge of a female without her consent. 


-Conset cant be given by someone who is underage or mentally impaired


-Carnal knowledge means penetration of vagina


-Lack of consent implient when force/fear are utilized


-Current definition: non consensual physical contact of a person by another persons including any acts in which a consensual


intrusion, performed upon a person against his or her will by one or more male or female perpetrators, or where victim is 


forced to perform sexual acts upon the perpetrator(s). 

-Rape is a crime of violence and control, not just sexual. 

-Huge increase in crimes occring in victims over age of 60

-Rape determined by court and not physician

-Role of physician:

-Collect evidence, treat injuries, prevent STDs, counsel and give emotional support, does not include the diagnosis of rape

-Consent must be signed by adult patient and a witness must include permission for:

-complete h and p, collection of specimens, photographing of documents and injuries by a police photographer


-Medical / dx/ preventive treatment


-Patient has right to refuse any or all examination

SPECIAL CAUTIONS:

-Collect evidence even if patient reluctant t report rape


-Save clothing


-Preserve evidence (cover stains, store in paper- not plastic)


-Preserve evidence

-Do not make ddx of rape, use term alleged sexual assault in written documents

-Don’t use legal terms on chart, try injuries consistent with the use of force

-Avoid anything that’s not part of your diagnosis in your report because it is guaranteed to end up in court

-Components of physician physical: nature of the assault, number of assailant, use of restraints, use of drugs or alcohol, loss of consciousness

-IMPORTANT QUESTIONS:


-Did you know the man? 



(helps predict reason)



(avoid using the phrase unknown man when you mean name is not known)


-Drugs/alcohol?


-Intercourse


-Did they threaten you, etc? 



-Climax. Ask patient pertinent information about sexual assault.


-Remember the routine GYN questions like sx, STD, allergies, gravidity

EXAMINATION TIPS (in bold)

-Pay attention to detail, wear gloves at all times, moisten speculum with water, investigate vaginal bleeding early,


-Utilize forensic terminology like: laceration, abrasion, incision, avulsion

SPECULUM SIZE

-NASAL: Pediatric and pre teen


-SMALL PEDERSON: Virginial young adult, like a duck bill, narrowed, too short for adulta


-MEDIUM PEDERSON: Adult nulliparous female


-MEDIUM GRAVES: Adult parous female


-Remember to moisten the speculum with water. Look for erythema, lacerations, and tampons

LABORATORY STUDIES

-Idea is that secretion of a major blood group antigen is found in about 80% of the population, so you want to ID any secretors. 





If  patient identified as non-secretor, then an antigen found has to be from the perpetrator. 

MAINTAIN CHAIN OF CUSTODY:

-Specimens should be obtained by a physician in presence of witness

VAGINAL IRRITATION

-To look for evidence of when intercourse actually took place


-Saline irrigation to pick up and measure acid phosphatase to determine from the semen in the vagina the approximate time of the assault


-For example, an acid phosphatase > 138 confirms coitus less than 24 hours before specimen

ANTIMICROBIAL PROPHYLAXIS:
Doxycycline:
300 mg PO, 100 mg BIDx3

Gonorrhoea and chlamydia
Erythromycin
1.5 g PO stat, 500 mg q6h for 7
Gonorrhoea and Chlamydia
Azithromycin
2g PO stat, single dose

G and C

Ceftriaxone
250 mg IM, 2g IM


Single dose therapy for Gonorrhoea
RAPE TRAUMA SYNDROME:
Special form of acute stress reaction to a life threatening situation, a form of post traumatic stress disorder


-patient is subdued, numb, volatile, express anxiety over potential consequences, cognitive dysfunction


-Acute, middle, and late reorganization phases

Winston Bliss, Does the Bullwinkle, Covers three hours in, you guessed it the time remaining! Cervical neoplasia

-Both the most common malignancy in females as well as the leading cause of death from malignancy prior to 1940

-Difficult to detect, improved post pap-schmear

-Second in frequency and sixth in motality because of:


-identifiable precursor lesion (cervical intraepithelial neoplasia)


-inexpenive, non invasive screening


-simple and effective tx for precusor lesions (cryo/laser/conization)


-colposcopy for follow up

-S/S: NONE! Vaginal bleeding

-ACOG guidelines: annually from the time of first intercourse or a 18 yoa. 2-3 years if 3 consequtive PAPs are normal

-Abnormal pap: annual pap

-CIN: preinvasive cerevical lesion characterized by loss of epithelial differentiation. Takes 20 yrs to go from normal PAP to cervical cancer. Variety of classification

-CIN III=carcinoma in situ
-Classification systems based on histology and cytology. Cells are scraped from the cervix itself and then subsequently fixed. 

-PAP smears are based upon cytologic abnormality. The CIN system utilizes histology. 

-PAP Smear: developed in 1943, screening for preinvasive cervical cancer. May also screen for other occult malignancies. False negative rate of 20%

-Most important place of cervical lesions is at the squamo-columnar junction (meeting of columnar and squamous epithelium, at start of ectocervix)

-The transformation zone is where many preinvasive lesions are found

PAP TECHNIQUE
-Perform the bimanual pelvic examination

-Place spec to visualize entire cervix without use of lubricants

-Obtain scraping of endocervix with Q tip or cytobrush, smear slide

CIN NOMENCLATURE:
-Progresses to CIN III, carcinoma in situ, where you get dysplasia and loss of differentiation
BETHESDA SYSTEM:
Class I : Normal 
Class II: ASCUS
Class III: Low or high grade

Class IV: CIS
Class V: Invasive cancer

-Adequacy of specimen, descriptive diagnosism benign cellular changes, infection, etc

-Will mention epithelial cell abnormalities like: ASCUS, low grade SIL, squamous cell carcinoma, etc

-Glandular cell abnormalities, benign endometrial cells, AGUS, endocervical adenocarcimona

-Most cervical cancer is squamous cell but adenocarcinoma may account for 5%

MANAGEMENT OF ABNORMAL PAP:
-Inflammatory/reactive process? Treat and repear PAP in 3-4 months

-ASCUS: Based on hx of previous PAP smears


-no hx? Repeat PAP in 3- months


-Recent hx, colposcopy

-LGSIL (Low grade lesions) 


-Repeat PAP in 3-4 months


-60% may regress to normal spontaneously. As a general rule, most people go directly to colposcopy


-Go directly to colposcopy with biopsy and endocervical curretage (ECC( you want cells) 


-Be sure to biopsy worst area. Do not miss the lesion! 


-Cryotherapy (freeze area with nitrogen or C02 gas; you hope that all abnormal cells with slough off  and then regrow normal tissue) 


-If patient is immunosuppressed (HIV, heart transplant), they rapidly progress to cervical carcinoma within 6 years

-HGSIL

-Colposcopy with biopsy

-LEEP (Large biopsy) 

-Laser ablation
-Problem with laser ablation is that you cannot obtain cells post diagnosis- they are obliterated!!! 

-Squamous Cell Carcinoma


-Colposcopy with biopsy, ECC, LEEP


-Radical hysterectopy

-AGUS (Atypical glandular cells of undetermined significance) 

-Endometrial biopsy, ECC

-ADENOCARCINOMA


-Endometrial biopsy


-Hysterectomy

COLPOSCOPY:

-Diagnostic test for neoplasms of the lower genital tract


-Visual detection of abnormality to help select area of biopsy


-Classified as satisfactory or unsatisfactory


-Satisfactory= physician can see the entire transformation zone/squamocolumnar junction


-Microscopic magnification of surface of genital tissue


-Abnormalities include:



-abnormal appearing cervix



-aceto-white changes



-vascular abnormalities



-punctations, mosaics, atypical blood vessels



-mosaics represent a high degree of abnormality than simple punctations

HPV:


-Recall high and low risk lesions


-Koilocytosis: vacuolization of cell cytoplasm


-Bethesda system: LGSIL


-Over 70 different types. 


-6 and 11 are associated with condyloma acuminata


-ASCUS pap smear? Do a test for HPV.If positive, recommend colposcopy


TREATMENT:

-Cryotherapy, LEEP


-Laser vaporization- normal tissue with regenerate


-Hysterectomy as a last choice

CERVICAL CANCER

-Mean age 45-50


-Caucasians 15/100,000


-14,000 new cases diagnosed each year


RISK FACTORS

-Early sexual intercourse, multiple partners, male sex partners with multiple sex partners, smoking, HPV/HIV infection, immunosuppression, fmhx

CLINICAL PRESENTATION

-Abnormal vaginal bleeding, discharge, post coital bleeding, prolonged menses, pelvic pain, difficulty voiding, hematuria, leg edema (late)

DDX OF CERVICAL CA:

-PAP smear, remember false negative


-Exophytic fungating mass


-Endophytic mass, ulcerative necrotic lesion


-Pathological diagnosis: cervical biopsy/ECC showing invasion of the basement membrane


-If you see an abnormal cervix, BIOPSY the lesion. DO not just repeat the PAP!

EVALUATION

-PE, CXR, intravenous pyelogram, cystoscopy, blood chemistry, barium enema/sigmoidoscopy, LEEP, ECC

MANAGEMENT:

-Surgery and radiation is the mainstay therapy dependent on the stage


-Presence of CA cells in the lymph nodes indicate need for further therapy


-Chemo, RT, etc.


-For stage Ia, surgery is recommended


-From Ib down, radiation is key component

“NO!” –DR BLISS

ENDOMETRIAL CANCER AND HYPERPLASIA

-Overview: endometrial Ca is the most common gynecological cencer in the US


-Most common worldwide is cervical cancer


-Most cases occur in menopausal women


-Incidence increased over the last 50 years (longer life expectancy, improved diagnostic tests)


-In normal endometrium, endometrial proliferation occurs during the first half of the cycle in response to estrogens


-Abnormal endometrium  has crowding and abnormal proliferation, glands with altered histological structure

ENDOMETRIAL HYPERPLASIA


-Occurs from unopposed estrogen


-Estrogen secreting tumor? Ovulation?


-Exogenous from hormone replacement therapy


-Takes 6 months or longer for unopposed estrogen exposure 

VARIATIONS:


-Cystic glandular hyperplasia


-Adenomatous hyperplasia


-Atypical adenomatous hyperplasia

CURRENT CLASSIFICATION:

-Simple, complex, atypical

SIMPLE HYPERPLASIA:

-Least significant, excessive proliferation of both stroma and glands with variation in size, cystic dilation of glands, 5% progression to carcinoma

COMPLEX HYPERPLASIA:

-Abnormal proliferation of glandular elements giving the endometrium a crowded look. Glands become more bizarre in appearance, 15% progress to 


Carcinoma

ATYPICAL HYPERPLASIA:

Primarily proliferation of the glands that exhibit cytologic atypia, disordered maturation. Considered to be CIS of the endometrium

DIAGNOSIS



-Clinical suspicion, pap smear, AGUS, ultrasound, spotting in post menopausal women, endometrial biopsy, hysterectomy and D&C

-Spotting in the post-menopausal woman needs to have full work up to r/o endometrial CA

MANAGEMENT:

-Simple or complex without atypia: progesterone replacement


-Atypical hyperplasia: 



-medical management involves D and C followed by depo medroxyprogesterone acetate



-D and C followed by Megace (progesterone analogue) 



-Once atypia is present, thorough evaluation is mandated. 



-Resample endometrium post medical therapy and annually


Surgical:



-Hysterectomy

Winston Bliss flies through endometrial polyps and lesions, November 21, 2002


ENDOMETRIAL POLYPS: 

-Exam demonstrating a prolapsing uterine mass

-Use ultrasound to diagnose

-Sonohystoram, hysteroscopy

-Treatment involves resection

ENDOMETRIAL CARCINOMA
-Risk factors: unopposed estrogen, menopause, obesity, nulliparity, DM, PCOS, estrogen secreting ovarian tumor

-Grade 1 to 3. Grade 3 is undifferentiated

-The higher the grade, the more aggressive the tumor

-Broken through basement membrane with glandular atypia. Grade 1, glandular tissues are still visible. As grades progress, architecture is disrupted

-Dianosis: clinical suspicion, pap smear, endometrial biopsy, ultrasound, fractional D and C, ultrasound < 5 mm of thickness= no cancer

-US >9 mm is at risk for endometrial carcinoma

 -Spread via local invasion, invasion of the myometrium, extension to the serosa, cervical cancal, and lymphatics

-Invades the adnexa, drains to the para-aortic lymph nodes. 
-Vascular spread to distant organs

-Staging system: detailed, I to IV. Broken up into ABCs

-Stage I is a tumor limited to endometriuml, stage IVB is cancer with distant metastasis. 
PROGNOSTIC FACTORS:
-The tumor grade, over and above staging, is most important

-Stage, patient age

-Pathologic sybtype

-Adenosquamous is less favorable

-Myometrial invasion: second most important. 

ENDOMETRIAL CA TREATMENT:
-Total abdominal hyst (abdominal to evaluate lymph nodes, etc)

-Bilateral salpingo-oophrectomy

-Peritoneal washings

-Exploration of the abdomen

-High dose progestin therapy

-External beam radiation therapy

-Sample other sentinel and neighboring nodes

-Chemotherapy for salvage therapy (Adriamycin and cisplatin) 
-Chemotherapy is mainstay for OVARIAN and VULVAR cancer

THE TAKE HOME MESSAGES: (Emphasis added per Student Dr. Elizabeth Harkness) 

**High dose progesterone tx of choice for low grade lesion or endometrial hyperplasia

**Etiology for endometrial hyperplasia is unopposed estrogen
**Most important diagnostic feature for carcinoma is the HISTOLOGICAL grade

**TOC for high grade endometrial carcinoma is RADIATION

OVARIAN AND ADNEXAL DISEASE

-Ovarian cysts are normal during the reproductive years

-Ovarian cysts are abnormal during the menopause

-During the premenarchal and menopausal period the ovaries should not be palpable

-During the reproductive years, ovaries are palpable is 50% of the time

-In menstruating women, ovaries may be palpable due to enlarged  volume

-25% of tumors in the menopausal woman is malignanty

-During the reproductive years, only 10% of ovarian tumors are malignant

-Benign neoplasms are more common than malignancies for all ages

-Many tumors detected on ROUTINE exam (annual pelvic)

-No single good screening test for ovarian cancer (unless you walk around with a laparoscope and inject yourself with CO2) 

-Derivation of ovarian neoplasm: varied, may be ectodermal/mesodermal/germ cells/etc.

BENIGN DISORDERS
-Functional cyst, benign epithelial cell neoplasms, benign germ cell

FUNCTIONAL CYST:
-Ovary, persistent follicular cyst occurs due to faolure of ovulation

-May produce pain, symptoms are mild to moderate unilateral lower abd pain, alteration of menses

-DDX is on exam/ultrasound, incidental finding during sx

-No specific tx, may use observation and OCPs

-Cystectomy for extremely large cysts in a reproductive age woman

-Exam reveals unilateral tender mass or fullness

CORPUS LUTEUM CYST
-May or may not cause pain

-Cause of late menses

-Causes bleeding, missed periods, pain

-Slightly larger than normal, resolves spontaneously

-May rupture and cause pain mimicking an acute abdomen

-R/O ectopic/appendicitis

-TX may be observation, combo tx with OCPs, cystectomy if large. Cyst may bleed into itself.

-US will help differentiate simple vs. complex cyst

BENIGN EPITHELIAL CELL NEOPLASMS:
-Serous cystadenoma
-most common type of epithelial cell tumor

-70% of benign tumors, may be bilateral

-larger than functional cyst

-may cause increase in abdominal girth

-Prone to torse

-May occur in any age group. DDx on exam, u/s, multiloculated and large cystic lesion. Negative Ca-125, normal abdominopelvic CT

-Ca-125 is a marker for ovarian cancer, will help rule out ca as cause of s/s

-Treatment is cystectomy with large cyst. Abdominal hysterectomy, especially in older women

MUCINOUS CYST
-Glandular cystic tissue with large amount of columnar epithelium

-85% benign and 5% bilateral

-May become enormous, filling the entire pelvis and abdomen

-Ultrasound shows a multiloculated cyst with septations

-Tx is TAH/BSO

ENDOMETROID
-Most are endometriomas, cysts lined with well differentiaed endometrial glands

BRENNER’s
-Uncommon, rare, not discussed

BENIGN GERM CELL
-Teratomas

-Lots of varied tissue combined into one lesion. Consists of three embryological layers

-Most common element in the teratoma is hair and sebum (ectodermal tissue)

-Rarely malignant. 

-Tx is cystectomy or unilateral oophrectomy

BENIGN GONADAL STROMAL CELL NEOPLASM
-Fibroids in the ovaries, derived from sex cords or stroma of developing gonads

-Granulosa-thecal cell tumors that secrete estrogens

-Sertoli-leydig cell tumors that produce androgens

-Nonfunctional fibromas, Mieg’s syndrome: ascites, hydrothorax, with a large fibroma


MALIGNANCIES OF THE OVARY
-Fifth most common cancer, 3rd most common GYN cancer (GYN)

-Late detection, early metastasis, no early warning signs, no good screening test

-Most common GYN cancer cause of death

-Endometrial is #1, Cervical is #2 most common, ovary is 3rd most common GYN cancer

-BRCA1 gene associated with ovarian cancer in only 5%

-Most common in the 5 or 6th decade in life

-Nulliparity, frequent ovulation increases risk

-Long term suppression of ovulation decreases risk of epithelial ovarian CA
-Most malignant tumors are histologically similar to the benign counterpart

-OCPs decrease risk of ovarian cancer by approx 50% when on them for life. Longer OCP, greater the beneficial effect

MALIGNANT OVARIAN NEOPLASMS

-Asymptomatic when confined to the ovary

-Pain, abdominal swelling or ascites usually represent advanced stages of disease

-Tumors may be hormone producing as well 

DDX:
-History and physical, pelvic examination, look for irregular, solid, and fixed masses. 

-Perform CT, obtain baseline bloodwork. 

-CBC, LFTs, Ca-125, AFP, hCG, CEA

-Mammograms, CXR

-Obtain testosterone and estradiol levels

STAGING SYSTEM
-Stage I=limited to the ovaries. A= one ovary, and so on. C=may be on 1 or 2 ovaries, but tumor is on outer capsule

-Stage II=pelvic extension. A= involvement of uterus or tubes, B involvement of other pelvic organs, C=tumor on sfc of ovary, capsule rupture, malignant ascites

-Stage III=peritoneal implant outside of pelvis. 

-Stage IV=distant metastasis, malignant pleural effusion, liver parenchymal metastasis

MALIGNANT EPI CELL

-90% of all ovarian neoplasms. May be serous, mucinous, endometroid, etc. Malinant brenner’s

-50% of all ovarian tumord are serous. Half derived from benign serous tumors

-Bilateral in 50%

-May be associated with pseudo-myxedematous peritoneii. May be extremely large

ENDOMETRIOD
-Second most common type of endometrial malignancy

-Histological features similar to its benign correlate

-May arise in association with a primary endometrial carcinoma

-10% found in association with endometriosis

GERM CELL 
-Less than 5% of all malignancies

-Dysgerminoma is the most common germ cell tumor and is radiosensitive

MALIGNANT GONADAL  CELL
MALIGNANT OVARIAN, MISCELLANEOUS
-Lymphoma, malignant mesodermal carcinoma, metastatic to the ovaries, infiltrating mucinous tumors

-Krukenberg tumor is a met from the stomach
Final notes/pearls:
-Endometrial cancer spreads via direct/hematogenous

-Endometrial CA is most common, cervical has decreased due to staging/screening

-Cervical CA high rate of cure

-Endometrial CA is primarily managed via surgical excision; many GYN advise sampling of para aortic lymph nodes

-Endometriosis is the presence of endometrial glands in the uterus? T
-Whch is the most common type of endometrial hyperplasia? Simple/cystic/mild

-3 types of endometrial hyperplasia? Simple complex and atypical

-Predisposing factors for endometrial carcinoma? Diabetes, nulliparity, HTN, infertility

-Degenerative changes seen in leiomyoma are hyaline, cystic, and mild

-Distinction between leiomyoma and leiomyosarcoma is based on the # of mitotic figures/phpf

-Most common site for endometriosis? Ovaries

-

This is not a dude








Breast simulators available for your osteopathic palpatory pleasure





Common sites of endometriosis





Hydroureter from endometriosis
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