Integrated Outline of

Lecture 07 (02-27 PA; Kurman) - Endometrium and Myometrium
Lecture 23 (03-05 PP; Vlahos) - Endometriosis

Normal histology omitted [see also Year 1/organsystems/Lec 52]

ECTOPIC ENDOMETRIAL TISSUE

Adenomyosis:  endometrial tissue in the myometrium


- Typically in pre or perimenopausal women w/ abnormal bleeding and dysmenorrhea


- Uterus usually enlarged; confirm w/ transvaginal US or MRI

Endometriosis:  endometrial tissue outside of uterus


Clinical



- Most common in < 25 y/o, especially those with chronic pelvic pain and infertility

- Sx: depends on location but includes pelvic pain, back pain, dysmenorrhea, dyspareunia, abnormal bleeding, infertility

- Signs: nodules on pelvic exam (nonspecific), laproscopic signs (“mulberry” nodules, “chocolate cyst”, adhesions, and “powder burns” depending on age of lesion)


- Malignant transformation is rare, but ( risk of endometrial and clear cell ovarian cancer

Pathophysiology



- Endometriosis requires estrogen




Thus, rarely occurs before menarche and regresses after menopause




Also can grow and bleed in response to estrogen



- Pathogenesis theories




1.  Retrograde menstrual flow, explains endometriosis in pelvic areas




2.  Peritoneal metaplasia: eg in pelvic lymph nodes, bowel, bladder




3.  Direct implantation




4.  Lymphatic or hematogenous spread, explains extrapelvic endometriosis


- Factors favoring endometriosis: ( endometrial cells, adhesion molecules, TMPs (metalloproteases), growth factors, TNF(

- Factors that defend against endometriosis: peritoneal fluid, coelomic epithelium, macrophages and T cells (destroys endometriotic tissue), cytokines



- Tends to form adhesions and damage adjacent healthy tissue



- Infertility due to abnormalities of ovulation, fertilization, egg transport, or implantation


- Pain due to adhesions limiting visceral mobility, sensitization by inflammatory agents, and fibrotic nerve entrapment


Histology


Ectopic endometrial glands and stroma, hemorrhage, hemosiderin-laden M(

Treatment


Rx pain



- NSAIDs: for analgesia but not highly effective




- Progestins & OCPs: decidualize and shed endometrial tissue




- GnRH agonists: suppress E2 production causing endometrial atrophy

- Danazol: androgen that inhibits gonadotropin release, but side effects of acne, hirsuitism, and deep voice


- Others: aromatase inhibitors (anastrozole, letrozole), immunomodulation (levamisol, loxoribine)


Rx infertility


- Conservative laparoscopic surgery to excise endometriosis and preserve repro function, but does not affect pain



- In vitro fertilization


Definitive treatment



- Surgery to remove ovaries +/- hysterectomy, but you induce early menopause


- Radical surgery: for severe adhesions, debulk and possibly remove parts of other affected organs
ENDOMETRIAL AND MYOMETRIAL NEOPLASMS
Endometrial carcinoma


Type I: related to unopposed estrogen


Precursor is endometrial hyperplasia




- Histology: hyperplasia ( cytologic atypia ( complexity (glandular crowding)




- Rx: progestins if in reproductive years, or hysterectomy



Malignant form is most commonly endometrioid endometrial carcinoma



- Presents with anovulatory bleeding


- Histology: glands resembling proliferative endometrium, if penetrates myometrium, may metastasize through lymphatics




- Rx hysterectomy, radiation, chemotherapy




- Prognosis is based on TNM stage; stage I has good prognosis



- Associated with PTEN and K-ras mutations, and with HNPCC

Type II:  non-estrogen related



Precursor



- Endometrial intraepithelial carcinoma (EIC)


Malignant form is most commonly serous clear cell carcinoma



- Presents in slightly older women, usually disseminated




- Histology: papillary, high grade nuclei, often myometrial invasion



- Rx surgery and chemotherapy



- Poor prognosis, since this is an aggressive cancer




- Associated with p53 mutations

Mesenchymal tumors

Leiomyoma (aka “myoma” or “fibroid”)


- Most common tumor of female genital tract, usually in women > 30 y/o

- Presents with bleeding or mass effect symptoms (eg altered bowel and bladder fxn), may resemble pregnancy


- Histology: interlacing bundles of smooth muscle


- Rx myomectomy or GnRH agonist (tumor is estrogen dependent)

Leiomyosarcoma


- Malignant counterpart of leiomyoma; rare but aggressive



- Histology: resembles leiomyoma but necrotic, invasive, ( mitosis, cytologic atypia

Gestational trophoblastic disease


Hydatidiform mole


- Abnormal placenta with swollen chorionic villi, due to abnormal fertilization karyotype


- Histology: trophoblast hyperplasia, hydropic (edema) swelling of villi



- Rx suction curettage, monitor hCG, chemotherapy if persistent

- Complete mole assoc w/ choriocarcinoma and lacks a fetus, whereas partial mole is not assoc w/ malignancy and may have a fetus; invasive mole is another entity

Choriocarcinoma


- Histology: central necrosis and hemorrhage, resembles trophoblast (contains syncytiotrophoblasts and cytotrophoblasts)


- Metastasizes by hematogenous route



- Rx chemotherapy with excellent prognosis
