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In this lecture we will take about Endometrial pathogenic

just to remind u
Endometrium: 
- is the inner membrane lining the uterus which go for thickening and then shedding during MC(Menstrual Cycle).
- consist of glands(epithelial origin) and stroma(mesenchymal origin…connective tissue)


First we will talk about the Endometrium pathology according to GLANDS

Endometrium Hyperplasia:
-Excess of gland no. in relation to the stroma
 either mild or great increase in gland's no.
-Age: generally any child bearing period
 about Menarche (ba3d l boloo3' b 2 years)
but especially at peri-menopause (50-55 years old)… 
-ladies who suffer from this hyperplasia tend to be obese but with exceptions 
-the main cause is Hyper-Estrinism ( increase in Estrogen either in its quantity or activity) according to :
1.Exogenous source : (from outside the body)
2.Endogenous source: (from the body) as from Ovarian tumor, non-ovulatory cycle ,poly cystic ovary ,granulosa theca tumor,…
Ovarian tumor-a) 
secrete estrogen

b)-Non-Ovulatory cycle
you know the first half of MC is govern by high estrogen level till the ovulation happen(release of the ovum)…
then the second half is governed by high progesterone and drop in estrogen level 
soo when there's no ovulation the estrogen complete to be high during all phases of the MC

c)-Poly cystic ovary
-the 2 ovaries are affected in teenage girls
- result in irregular MC or Non-Ovualtory cycle,,and other changes in genital tract and breast,,also hirsutism(abnormal hair distribution) and virility(malme7 thokoora)
-the treatment done by hormones to reverse femininity
 while in the past they tend to treat it by surgery by wedge resection from both ovaries…. so release of the ovum

d)-Granulosa Theca Tumor
sex cord stromal tumor….the ovum before maturation(pre-mortal follicle) is surround by( granulosa cells and 2 layers theca externa+theca enterna) until it become mature ovum
during maturation that pre-mortal follicle may result in granulosa theca tumor which will secrete estrogen.
But it may also just result in granulosa tumor or theca tumor,,,, (not both)
While in Exogenous sources 
as in ERT- Estrogen replacement therapy for ladies following menopause who suffer from loss of estrogen which result in red hot flushes, hyper-sweat, and aggressiveness soo when they have ERT by exogenous estrogen
it may result in endometrial hyperplasia in cases of:
 -very high estrogen amount
- or when the exogenous estrogen is different from endogenous one
* note: endometrium is a target tissue for estrogen so excess amount of estrogen will develop into abnormalities
Now the endometrium hyperplasia has 3 types :
1) Simple Cystic Hyperplasia (cystic with NO ATYPIA)
-Mild Increase gland/stroma ratio…but still close to normal no.
-Cystic dilation in proliferative Endometrium
-but if u look at nuclei and lining Epi you will NOT find Atypia nor abnormalities
-Very low potential of malignancies 1%
-the 1% when it's left with high estrogen may convert to complex then malignancy(it's very very rare)
2) Complex Adenomatus Hyperplasia with NO ATYPIA
-High gland/stroma ratio
-Crowded back to back glands with little stroma in between
-Irregularities and complexes….irregular mixed shaped glands rounded,square,elongated,very small,very large,branched
-but still the nuclei and lining Epi with NO Atypia
-low potential of malignancies
3) Complex Adenomatus with ATYPIA
-it's also called Atypical Endometrial Hyperplasia
-High gland/stroma ratio
-Crowded back to back glands with little stroma in between
-full of irregularities
- nuclei is large, atypical ,invented, angulated ,chromatin in clumps" hyperChromatic", and  become close to have mitosis…….so it has some features of malignancies 
-high potential of malignancies
*************************
Endometrium Adeno-Carcinoma

-Atypical hyperplasia might be a continuum of Adenocarcinoma
"they're continuum of the same process"
-Adenocarcinoma and Atypical Hyperplasia are the same thing but one is mild(hyperplasia) and the other is aggressive
-in test sample examination it's very difficult to decide if it's carcinoma or atypical hyperplasia as their treatment's different
-some drs. Say that if u can't differentiate between them then treat the case with chemotherapy as if it's Carcinoma,, but other drs. refuse that coz u r giving an aggressive toxic therapy and u r not sure
-in general carcinoma associated with more hyperEstrinism than hyperplasia
-related to a background of complex hyperplasia, Nulliparity(no pregnancy or max. 1 or 2 kids,mostly seen in rich people) ,infertility, non-ovulatory cycle ,ovarian tumors,ERT,single ladies
widely seen between religious sisters(rahebat)coz they stay single
higher incidence with obese ladies(have high estrogen) and hypertensive,D.M ones
-peri-menopausal peak
S&S:
for a pre-menopausal lady… Irregular vaginal bleeding
for a post-menopausal lady…Either Regular or Irregular vaginal bleeding, and it may associated with leucorrhea (liquid)


*General Rule:
-Any tumor within female genital tract at the begging has the tendency for direct spread to the rest tract as it spread on molarian duct,,,,then
 in carcinoma early spread by lymphatics-
-in  sarcoma early spread by hematogenesis(BV:blood vessels)

so Endometrium Carcinoma it's path is direct then lymphatic after that BV then it may go to liver,lung,bone,….
This's the path for Classical Endometrioid Adeno-Carcinoma

BUT…we have exceptions for this path as Papillary Serous and Clear Cell …. They're very aggressive
in papillary serous direct spread to peritoneum so we notice that the patient suffers from Ascites (accumulation of fluid and malignant cell in his peritoneum…..peritoneal effusion)
We can classify classical carcinoma into 3 grades according to histological examination

also we classify it into 4 stages: 
stage 1……confine to uterus
stage 2……reach to cervix
stage 3……reach to pelvis
stage 4……metastatic

when it discovered in stage 1,,,90% survive for 5 years or more
but if in stage 4,,,only 20% survive for 5 years or more
The most imp screening test is Vap Smear for Endometrial carcinoma and for cervix cancer also for papillary serous
The dr. shown us a table reflects that Endometrial carcinoma has a good no. of survival in comparison to ovarian cancer which has very high mortality coz it's very metastatic. 

Till here we talked about GLANDORAL pathogenesis (Epithelial origin)
_____________________________________________________

and now we will talk about STROMAL pathogenesis (mesenchymal origin.…CT between glands)

it has 2 types:
1)Stromal Nodule…….totally benign

2)Malignant…. by 2 subtypes:
a) Low grade stromal sarcoma also called (Endolymphatic Stromal Meiosis)
stay latent or silent in lymphatic then spread out
b) High grade stromal sarcoma
_______________________________________________

and now about GLANDOLAR+STROMAL pathogenesis
it has 3 types
1) Both of them are benign ( gland+stroma)
 - it's called AdenoFibroma…….totally BENIGN

2) Gland is benign while stroma is malignant or the opposite
- it's called AdenoSarcoma 

3) Both are Malignant gland+stroma
- it's called CarcinoSarcoma
-also it's called Mixed Malignant Mularian Tumor
*mularian duct…in female genital tract
-it's Homologous……both are malignant but Regular

ODD Case:
both are malignant-
the Epi is malignant and Regular-
-WHILE stroma malignant BUT ODD…Irregular
there's stromal metastatic toward bone,cartlige,or fibrous so you find OsteoSarcoma,ChondroSarcoma,or FibroSarcoma in Endometrium
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