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Sexually Transmitted Diseases
	
	Organism
	Clinical
	Images

	Gonorrhea
	Neisseria gonorrhea, gram – diplococcus
	Begins in Bartholin/vestibular/periurethral glands →can spread upward and cause acute salpingitis/PID

Tubal involvement can cause tubo-ovarian abcess → dense fibrous adhesions after healing
	

	Chlamydia
	Chlamydia trachomatis – obligate gram – intracellular
	Most common STD in wester world – often leads to PID w/ tubal occlusion, infertility, adhesions

Vaginally delivered babies can get conjunctivitis, can also cause trachoma 
	

	HSV II
	dsDNA intranuclear virus
	Vesicles on vulva, perineum, cervix, only 1/3 of infected have symptoms, 2/3 of those with recurrences

Neonatal infection can be fatal. Diagnose by cytology – multinuc. Giant cells, eosinophilic nuclear inclusions
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Multinucleated giant cells and eosinophilic inclusions

	Trichomonas
	Protozoan
	Purulent discharge and discomfort, with strawberry cervix. Easily ID’d in wet mounts
	

	Mycoplasma
	
	Vaginitis/cervicitis, may be related to spontaneous abortions
	


Non-sexually Transmitted Diseases
	
	Organism
	Clinical
	Images

	Actinomycosis
	A. israelii – gram + rod
	Associated with IUDs, tubo-ovarian abcesses and draining tracts/fistulas. Sulfur-granule resembling colonies
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Colonies in lumen of inflamed fallopian tube

	Candidiasis
	Candida Albicans
	Vulvovaginitis in 5-10% of pregnant women, 1-2% of non-pregnant women

Vulvar itching with curd-like exudate. Exacerbated by diabetes, pregnancy, oral contraceptives.
	


VULVA

	
	Clinical
	Treatment
	Images

	Bartholin Cyst
	Ducts draining the glands become obstructed, forming cysts

Those cysts may become infected (=bartholin abcess, often associated with N. gonorrhea)
	Excise cyst, or open permanently (marsupialize)
	

	Vulvar Vestibulitis
	Inflammation of surface mucosa and vestibular glands → chronic and recurrent pain

Get small ulcerations and extreme point tenderness
	Surgical removal of mucosa can be curative
	

	Non-neoplastic epithelial disorders
	Leukoplakia = white patch, associated with pruritis. Many things can present as this – must determine if it’s a premalignant intraep. Disorder
	
	

	1. Lichen Sclerosis
	Thin epidermis, no rete pegs, hyperkeratosis, homogenous hyalinized zone

Smooth white papules/plaques with parchment like appearance. 

Most common in post-menopausal women. 

Autoimmune? Can be ass. w/ other autoimmune disorders
	Cancer develops in 1-4% of these women with time
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Lichen Sclerosis                                   Lichen Simplex Chronicus

	2. Lichen Simplex 

     chronicus
	Hyperplastic thickening of epithelium, hyperkeratosis, white patch. 

Epithelium with increased mitotic activity, pronounced lymphocytic infiltrate. 

Caused by rubbing/scratching skin to relieve pruritis – many underlying causes
	No increased predispositions to cancer
	

	Neoplasms - Benign
	

	Papillary Hidradenoma
	Vulva contains modified appocrine glands, much like breast, so can get tumors with breast counterparts. 

Typically on labia majora – looks like intraductal papilloma, sharply circumscribed
	

	Condyloma Acuminatum
	HPV-induced raised squamus lesion, often multiple and often coalesce. 

Can be perianal, vulvar, perineal, vagina, and infrequently cervix. 

Histo: branching tree-like proliferation of squamus epithelium w/ fibrous stroma, koilocytosis

Mainly caused by HPV 6, 11. 
	Spontaneous regression – not pre-cancerous
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	Neoplasms – premalignant and malignant
	

	Carcinoma/VIN
	3% of female genital cancers, mostly in women over 65. 

85% of malignant tumors are SCCs. 

First group: VIN: white plaques, often multicentric, associated with HPV 16/18, may be multicentric. Can get spontaneous regression, but often progresses to invasive cancer

Second group: Ass. With p53/ NNED, worse prognosis than HPV type. 
	Metastatic risk ass. With size, depth and lymphatic involvement. 

Prognosis better for HPV type
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VIN                                     Vulvar carcinoma                       carcinoma - micro

	Extramammary Paget disease
	Pruritic, red, crusted, sharply demarcated, maplike area, mainly on labia majora. 

Can also have  palpable submucosal tumor. Cells contain MPS – stain + with PAS
Usually confined to epidermis and appendages
	Prone to recurrence, poor prognosis if associated with invasive carcinoma
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	Malignant Melanoma
	Relatively rare, less than 5% of vulvar cancers
	High mortality if invasive

Poor prognosis
	[image: image12.emf]


VAGINA
	
	Clinical
	Treatment/Other
	Images

	VIN/SCC
	Extrememly uncommon to have primary tumor of vag. Most are ass. with HPV
	Risk factors: previous carcinoma of cervix/vulva
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Vag – clear cell carcinoma                         Embryonal rhabdomosarcoma – gross and micro

	Adenocarcinoma
	Rare, but associated with use of DES during pregnancy. 

Clear cell carcinoma
	Vaginal adenosis = precursor
	

	Embryonal Rhabdomyosarcoma
	Uncommon, occurs in infants…grape-like mass filling vagina. 

Locally invasive, may obstruct urinary tract
	Surgery/chemo
	


CERVIX

~Transformation Zone – SCJ, which is area where precancerous lesions most commonly develop

	
	Clinical
	Treatment/Other
	Images

	Acute/Chronic Cervicitis
	Glycogen of shed squams provides substrate for endogenous aerobes/anaerobes

Bacteria→pH drop→squamus metaplasia→ covers crypt openings →Nabothian cysts/inflammation
	Common and often subclinical
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Cervix – transformation zone          Cervicitis (acute or chronic)
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Endocervical polyps                       PAP smear – neoplasia
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CIN                                                     Squamus cell carcinoma

	Endocervical Polyps
	Innocuous, occur in 2-5% of adult women, measure up to 5 cm. 

May cause spot bleeding. Micro = inflamed mucous secreting glands
	Excision is curative
	

	Intraepithelial and invasive squamus neoplasia
	High risk HPV types: 16, 18, 31, 35 – viral oncogenes cause cell cycle dysreg. and up-regulation of p16INK4. 
	PAP smear has helped detection

Cocarcinogens very important

Vaccine!
	

	Cervical Intraepithelial Neoplasia
	May exist in non-invasive stage as long as 20 yrs. and may spontaneously regress. 
	Clear cut: colposcopy, punch biopsy, then pap smear follow-up for CIN1 and cryotherapy, LEEP, cone biopsy for CIN2 and 3. 

Uncertain: HPV testing, then either colposcopy (+) or follow-up (-)
	

	SCC
	40-50 yrs for invasive cancer, 30 yr. for high-grade precancerous lesion

Grossly fungating, ulcerating or infiltrative

95% are large cells with prominent keratin production. 

10% are adenocarcinomas – ass. w/ HPV 18 in oder age group. 
	Prognosis depends on stage – death often due to local invasion rather than mets. 

Treat: hysterectomy, radiation if advanced. 
	


UTERUS - ENDOMETRIUM
	
	Clinical
	Treatment/other
	Images

	Acute endometritis
	Bacterial infection with PMNs, typically secondary to abortion/delivery/instrumentation
	Removal of retained gestational tissue
	

	Pyometra
	Pus in endometrial cavity, ass w/ cervical stenosis
	
	

	Chronic endomet.
	Ass w/ PID, esp. in GC, IUD. Fibrosis w/ mononuclear inflammatory rxn. 
	Plasma cells required for dx.
	

	DUB
	Functional causes:

1. Anovulatory cycles – no progesterone phase, common in young and old

2. Inadequate luteal phase – premature c.l regression→infertility. 

3. Contraceptive induced - ↑progesterone↓ estrogen, get small atrophic glands. 

4. Menopause – atrophic endometrium causes bleeding
	
	

	Adenomyosis
	Endometrial glands/stroma in myometrium, can be confused with leiomyomas

Seen in parous females of reproductive age, regresses after menopause
	Sx: menorrhagia, dysmenorrheal, pelvic pain
	

	Endometriosis
	Endometrial glands outside of uterus, typically ovary, tubes, uterine serosa, ligaments.

Can rarely involve LN, lungs, heart, vagina, vulva

Disease of reproductive aged women, regresses after menopause. 

Often endometrium is functional

Cystic endometriosis → chocolate cysts, due to repeated hemorrhage. 
	Sx: dysmenorrhea, dysparunia, infertility

Dx: glands, stroma, hemosiderin

Theories: regurgitation, metaplasia, vascular/ lymphatic dissemination
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	Endometrial Hyperplasia
	Increased gland: stroma ratio, often with excess of estrogen compared to progesterone

Seen with anovulation, menopause, polycystic ovaries, obesity, high estrogen

PTEN suppressor gene dysfunction → ↑ estrogen sensitivity. Inactive in 63% EH, 50-80% of carcinomas, 43% of postmenopausal women 
	Dx: based on microscopy alone

Simple non-atypical – low progression rate

Complex atypical – 25% risk of carcinoma, type 1

Tx: hormonal (progestin), hysterectomy
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	TUMORS
	
	
	

	Endometrial polyp
	Common, usu solitary and sessile, if large, project through os. 

Common after menopause, ass. w/ abnormalities on 6p21
	Sx: abnormal bleeding. 

Tamoxifen = increased risk
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Endometrial Polyp
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Endometroit adenocarcinoma                     Serous carcinoma

	Endometrial adenocarcinoma
	Most common cancer of female genital tract, most common btw. 55-65, rarely under 40. 

Type 1 (80%) – arise from EH, ass w/ menopausal age grouop, low grade, good prog. PTEN mutations
Endometroid + villoglandular subtypes

Type 2 (20%) – older women, high grade, deep invasion, poor prog., p53 mut
Serous and clear cell types

Path – infiltrative or exophytic, if well-diff, usually endometroid. 
	Risk fx: obesity, DM, HTN, infertility, estrogen RT

Often show inactive PTEN

Staging:

1 – uterus – 90% 5 yr survival

2 – involves cervix – 30-50% 5 yr. survival

3 – extends outside uterus, but not true pelvis

4 – mets and outside true pelvis – 20% 5 yr survival

Sx: irregular heavy bleeding, uterine enlargement
	

	Carcinosarcoma/ MMMT
	Malignant epithelial and stromal cells, may be related to radiation

Large, bulky, polypoid growth pattern
	MMMT – heterologous elements

Very poor survival
	


UTERUS – MYOMETRIUM
	
	Clinical
	Tx/ Other
	Images

	Leiomyoma
	Most common uterine tumor, found in 30-50% of reproductive aged women

↑ risk of spont. abortions, most regress after menopause

More common in AAs than whites

Can be intramural, submucosal, subserosal

Well defined, pink, whorled, firm. 
	May enlarge during pregnancy

Monoclonal – 40% w/ chrom. Abnormality

Sx: bleeding, dragging sensation when large
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	Leiomyosarcoma
	Do not arise from pre-existing leiomyomas

Highly malignant, high recurrence rate

Large, bulky, infiltrate uterine wall. Areas of necrosis and hemorrhage. 
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PLACENTA
	
	Clinical
	Tx/ Other
	Images

	Placenta Accreta
	Abnormal adherence to wall due to absent decidua basalis. 

Delivery, then placenta fails to separate, may get hemorrhage or uterine rupture
	Placenta percreta = severe form, villi penetrate full thickness of myometrium
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Placenta Accreta

	Placenta Previa
	Placental implantation close to/overlying the cervix
	
	

	Abruptio Placenta
	Premature separation – can present as retroplacental hematoma, 
	Can be complication of pre-eclampsia
	

	Toxemia of preg. 
	HTN + proteinuria + edema, can lead to seizures/DIC

3rd trimester, more common in primiparas

Preeclampsia → IUGR
	May be due to shallow implantation, incomplete transformation of maternal – placental vessels, leading to placental ischemia + release of vasoactive substances. 
	


Infections – can be ascending or hematogenous

~Ascending = bacteria = GBS, e. coli, etc, cause chorioamionitis, funisitis (= umbilical cord inflammation) – may play role in cerebral palsy via cytokines. 

~Hematogenous = virus = TORCH, typically cause villitis. 
[image: image30.emf]
Acute chorioamnitis
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	Hydatidiform Mole
	Cystic swelling of chorionic vill + variable trophoblastic proliferation
	May precede choriocarcinoma
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CHM
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PHM

	Complete
	All chorionic villi are involved, looks like bunch of grapes. 

No embryo/fetus – caused by sperm providing entire diploid karyotype. 
	↑↑ HCG, 80% benign, 10% become invasive, 2-3% transform to choriocarcinoma
	

	Partial
	Only involves some villi and embryonic tissue is usually present

Karyotype = 69XXY
	HCG and hPL elevated

Risk: young, old, asian
	

	Invasive mole
	May cause perforation of uterine wall. Molar tissue often found in vessels
	
	

	Choriocarcinoma
	Highly aggressive malignant tumor of trophoblast, more common in Asia/Africa

50% post-CHM, 25% post-spont abortion, 25% after term delivery. 

DO NOT arise in PHM

Chorionic villi are NEVER PRESENT

Cell types: cytotrophoblast, syncytiotrophoblast
	Sx: bloody discharge, increased HCG

Gross: hemhorragic, necrotic uterine mass

Occasionally present as metastatic mass
	

	Placental site trophoblastic tumor
	Least common trophoblastic disease

Composed of extravillous trophoblast

No chorionic ville
	Typically benign, produce hPL, which can be used to monitor course
	


Fallopian Tubes

	
	Clinical
	Tx/Other
	Images

	Acute Salpingitis
	Usually due to ascending infection by e. coli, GC, Chlamydia etc. 

Usually polymicrobial
	Previous damage predisposes

GC causes pyosalpinx
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	Chronic Salpingitis
	Often from repeated bouts of acute – can be subclinical like with chlamydia
	Comp: infertility, ectopic preg, hydrosalpinx
	

	Salpingitis isthmica nodosa
	Isthmus of tube with diverticula of epithelium into muscular wall , get nodularity of tube. 
	Comp: infertility, ectopic pregnancy
	

	Ectopic pregnancy
	Often occur in middle/distal thirds of fallopian tubes. 

50% due to impeded fertilized ovum (mucous, abnormal tube motility)

Trophoblast permeates wall → intratubal hemorrhage → localized distension of tube

Mimics normal pregnancy until rupture (produce HCG)

Rupture can cause intense pain, shock, death, usually occurs around 12 weeks (later and more severe if closer to uterus, earlier if in isthmus, longer in ampulla)
	Other possible sites: ovary, abdominal cavity

Micro: villi and fetal tissue

Embryo can die and be absorbed
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Villi in tubal wall

	Tumors
	Most common = metastatic from ovary/uterus

Primary is rare, with ¼ being bilateral, seen in 50-60 yr old women
	Primary – silent and asymptomatic, so poor prog. 
	


OVARY
	
	Clinical
	Tx/Other
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Ovarian cyst

	Cysts
	Follicle cysts and luteal cysts, can cause menstrual irregularities. 
	Comp: intra-peritoneal rupture, hemorrhage. 
	

	Polycysitic ovary syndrome
	Obesity + hirsutism + amenorrhea/oligomenorrhea

Very common cause of infertility

Enlarged ovaries w cystic subcortical follicles, prominent theca, absent corpora lutea.
	Often have endometrial hyperplasia or carcinoma

↑androgen, ↑LH ↓FSH
	


Ovarian Neoplasms – 
~ 80% are benign and occur in young women, 20% malignant and in older women

~Higher mortality rate than all other genital cancers combined due to late detection

~Diverse cell type pathology: multipotential surface epithelial cells (90% of total), totipotential germ cells, multipotential sex-cord stromal cells

~Pathology: trisomy 12, overexpression of myc, c-erb, her2-neu. P53 + Li-Fraumeni. BRCA

~Familial Ovarian Cancer

· 1.4% lifetime risk

· Family history greatly increases this risk – aut dom inheritance

· If ovarian + breast cancer or breast cancer before 40, over 50% have BRCA 1 or 2. 

· BRCA1 – risk increases with each pregnancy 

· Oral contraceptives decrease risk. 

· Path – serous histology most common, survival seems better in BRCA cancers than others. 
· BRCA1 typically diagnosed earlier (54) than BRCA2 (62)

· Detection – surgery and chemo can attain complete response, but high relapse rates

· Risk factors: ovarian cancer syndrome, HNPCC, obesity, high fat, low fiber diet, high lactose consumption

· Risk reducing factors: Oral contraceptives, tubal ligation, prophylactic surgery

· Screening – pelvic, biomarkers (CA125 and 4)

SURFACE EPITHELIAL TUMORS

~Cystadenoma = benign

~Borderline = low malignant potential, usually serous or mucinous, indolent growth pattern, good prognosis
~Malignant = Commonly bilateral, spread by surface seeding, contiguous growth, lymphatic invasion
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	Serous
	Most frequent, often dx. Btw. 30-40 yrs

Often cystic, especially if benign (large, spherical, cystic)

Serous cystadenoma = most common benign surface epithelial tumor

Serous carcinoma = most common malignant tumor

SBT – lined by multiple layers of atypical cells. Can penetrate ovarian capsule and spread into peritoneal cavity

Serous carcinoma – often more solid than cystic, spread like SBT, distant mets uncommon
	Higher risk in nulliparous females

Bilateral – 20% benign, 33% borderline, 66% mal. 

Benign histo: single layer of columnar cells

Psamomma bodies often present


	

	Mucinous
	80% benign, 10% borderline, 10% malignant, can become huge, very rarely bilateral

Benign – lines by single layer of cells

MBT – nuclear stratification, pleomorphism, mitotic activity

Carcinomas – often solid, marked stratification, stromal invasion
	Rarely papillary

Carcinoma survival better than serous
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Borderline and benign mucinous tumors

	Pseudomyxoma peritonei
	MBTs can rarely be associated with enlarged abdomen, and entire peritoneal cavity filled with gelatinous material. Can lead to GI obstruction and death. 
	Probably the primary tumor is in the appendix
	

	Endometrioid
	20% of all ovarian tumors, most are malignant. 

Composed of tubular glands, bilateral in 30%

15% coexist with endometriosis
	Solid or cystic
	

	Brenner
	Uncommon, usually solitary and solid. 

Nest of transitional epithelium (coffee bean nuclei) surrounded by stroma
	Usually benign, often found incidentally
	

	Clear cell
	Glycogen containing, often associated w/ ovarian endometriosis
	Malignant – poor prognosis
	


SEX CORD-STROMAL TUMORS – tumor of sertoli/granulosa cells
	
	Clinical
	Tx/Other
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	Granulosa cell tumor
	Unilateral, mostly post-menopausal

Large, partly solid partly cystic w/ focal hemorrhage. 

Release estrogen
	Adult type resemble call-exner bodies

Low grade, good prognosis

Follow up with inhibin levels
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Granulosa cell tumor

	Thecoma/fibroma
	Benign and unilateral

Fibromas associated w/ Meig’s Syndrome, Basal Cell Nevus Syndrome
Fibromas are hormonally inactive, thecomas secrete estrogen
	Gross – solid, round, hard, gray. 

Thecoma – yellow from lipid

Spindle shaped CT cells
	

	Sertoli – Leydig tumor
	All ages, but usually young women, analog to testicular tumor. 

Unilateral, rarely recur. 
	Low grade, malignant

virilization
	


GERM CELL TUMORS – 15-20% of all ovarian tumors, most common in kids, rare after menopause. Highly aggressive
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	Dysgerminoma
	Young patients, usually unilateral, large cells w/ glycogen,  lymphocytic infiltrate, 
	Low grade malignant, highly radio/chemosensitive
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Mature cystic teratoma

	Teratoma
	Mature cystic – benign, most common germ cell tumor. 20-30 yr age group. 
	Comp: torsion, malignancy, 
	

	Teratoma
	Immature – Found in early life, kids and teens. 

Malignant – solid and bulky, areas of cyst formation and necrosis. 
	Dx: finding of immature tissue w/in tumor
	

	Teratoma
	Specialized – rare, contain elements not expected in ovarian tumor
	Rarely malignant. May cause endocrine disorders
	

	Yolk Sac tumor
	Highly malignant, rare, found in 10-30 yr old females. 
	Secrete AFP and a1-AT

Histo: Schiller-Duval body
	

	Embryonal carcinoma
	Rare, highly malignant. Usually in women under 30, 25% prepubertal. 

Unilateral, with primitive, poorly diff. cells
	May secrete HCG or AFP. 
	


Metastatic tumors to ovary – most common primary sites: breast, stomach, colon, other genital organs.

Krukenberg tumors: mucin forming. Usually mets from GI tract. 
