Diseases of the Uterine Corpus
Uterine corpus consists of the myometrium and endometrium.  It derives from mesoderm.
The endometrium has glandular (epithelial) and stromal cells.  It has a basalis layer and a 
menstrually-cycling functionalis layer.
Normal Menstrual Cycle
First 14 days is the “proliferative” or “follicular” phase.  Estrogen from the developing follicle 
stimulates endometrial growth.  Early in the proliferative phase the functionalis layer has 
tubular glands.  Later in the proliferative phase the glands become corkscrew shaped.

The spiral arteries are narrow and inconspicuous.

Around day 14, the ovum has already been discharged and the Graafian follicle becomes the 
corpus luteum.  It secretes progesterone, which converts endometrium from proliferative 
to secretory phase.  Glands corkscrew even more and develop prominent vacuoles.
Without conception and hCG production, the granulosa and thecal cells of the corpus luteum 
degenerate.  Progesterone falls and menses commence.
Leiomyoma  (“Fibroids”)
Fibroids are a benign smooth muscle tumor.  Growth is enhanced by estrogen.

Often asymptomatic, but may be symptomatic due to sheer bulk.

Leiomyosarcoma is the metastatic version.  Extremely rare, but highly aggressive and lethal.

Endometriosis
Presence of endometrium outside the uterus (ovaries, fallopian tubes, peritoneum).    
Regresses after menopause.  Three hypotheses of pathogenesis:
1. Foci of menstrual endometrium are regurgitated through fallopian tubes (“retrograde menstruation”)
2. Dissemination of endometrium by lymphatic and hematogenous spread
3. Metaplasia of peritoneal structures into endometrium

Endometriosis is often asymptomatic.  May cause dysmenorrhea if implanted on uterosacral 
ligaments.  Infertility is a problem.  May cause pelvic pain by bleeding during periods!
If it involves the ovaries, they may enlarge and become purplish (“mulberry nodules”).  If ovaries 
become cystic and fill with blood, this is a “chocolate cyst” or “endometrioma.”  
Endometriomas cause fibrous adhesions and scarring.
If it involves the peritoneum, endometrial areas can develop hemosiderosis (“powder burns”).
Adenomyosis is the presence of endometrial glands or stroma in the myometrium.  This is common.  
May cause uterine bleeding or dysmenorrhea.
Endometrial Hyperplasia
**This is the most common endometrial adenocarcinoma and is caused by excess estrogen.  Excess estrogen (from HRT or granulosa cell tumors) causes an exaggerated proliferative phase.
Treated with progesterone or hysterectomy.
Simple hyperplasia has no signs of cellular atypia and minimal glandular complexity.
Atypical hyperplasia has cellular atypia.  It is “complex atypical hyperplasia” if there is glandular 
complexity and crowding.  These often progress to adenocarcinoma.

Endometrioid Endometrial Carcinoma  (EEC)
This is the most common endometrial cancer.  Usually preceded by endometrial hyperplasia.

EEC is usually well-differentiated with minimal invasion.  Has Grades 1-3, with Grade 1 being a 
tumor of well-differentiated glands, and Grade 3 being a poorly differentiated solid tumor.

EEC may sometimes contain squamous cells.  These are Grade 3, and have solid sheets of 
squamous epithelium.  Poor prognosis.
Metastasis to the pelvis will occur via lymphatics.  Must be treated with hysterectomy.

May be caused by PTEN gene inactivation or Ras activation.

**Estrogenic stimulation of the endometrium contributes to pathogenesis EEC.

**EEC usually presents in post-menopausal women who complain of abnormal vaginal bleeding.
**The 5-year survival rate for Stage I EEC tumors is 95%.  Excellent prognosis.
Serous Endometrial Carcinoma  (SEC)
**SEC is not associated with excess estrogen and is not preceded by endometrial hyperplasia.
Much worse prognosis than EEC, and frequent relapse.  Often deeply infiltrates the myometrium.
Cells are very atypical.  These are always high-grade tumors, and are very invasive.
**Usually caused by p53 mutations.
	EEC
	SEC

	Excellent prognosis
	Bad prognosis

	Estrogen related
	Not estrogen related

	Endometrial hyperplasia
	No endometrial hyperplasia

	Exophytic, non-invasive, well-circumscribed
	Invasive, high-grade

	Ras mutation
	p53 mutation


(Raymond removed an image of the ovarian cycle: LH and FSH levels, follicle development, estrogen and progesterone levels, and endometrial thickness.)

Gestational Trophoblastic Disease
Complete Hydatidiform Mole
Abnormal placenta with swollen villi resembling bunches of grapes.  There is no embryo.

Results from an ovum in which all maternal chromosomes are lost.  A single 23X sperm fertilizes 
the ovum, then doubles.  All 46XX chromosomes are paternal.  This is lethal to the embryo.

Patients present in 2nd trimester with excessive uterine enlargement and bleeding, or even vaginal 
passage of grape-like villi.

Very common in Asians and in women who have had one before.

Pathology shows “hydropic change” with swollen villi and hyperplastic trophoblast.

Complete hydatidiform mole may develop into choriocarcinoma.
Serum hCG is very elevated.

Partial Hydatidiform Mole
Results from fertilization of a normal ovum by two sets of paternal chromosomes.  
These are often 69XXY.  There is often a fetus with the partial mole.
Some chorionic villi are normal, others show the hydropic change.

Partial hydatidiform mole rarely develops into choriocarcinoma.

Choriocarcinoma
A malignant tumor derived from trophoblast.  50% come from complete hydatidiform moles.
There are no villi at all!  By definition, if there are villi it is hydatidiform mole, not choriocarcinoma.
The tumor is a hemorrhagic nodule with central necrosis, because the choriocarcinoma has no 
intrinsic blood supply (as all other cancers do).  So only the outer rim of the tumor is viable.  

The tumor recapitulates endovascular trophoblastic migration, with syncytiotrophoblasts around 
cores of cytotrophoblasts.  Highly destructive, infiltrative growth.
Serum hCG is mildly elevated, but hCG is extremely high inside tumor cells.
Choriocarcinoma metastasizes hematogenously, yet has a very good prognosis with chemotherapy.






