
Ovary

Ovarian Cysts

functional cysts (there is hormonal production)
- most common type

*
1

. follicle Cyst (follicular)
- follice does not beck open

-> Flid inside forms cyst on overy

-

if cyst is filled with blood and it optres
-> shock

* 2 - Corpus Iuterin Cysts
-

SCC doesn't dissolve
, opening of soc follice seals -> additional fluid develops inside

scc -> Cyst
-

Symptoms (opper as cyst gows) :

- abdominal blocking swelling - pelvic pain before/during inenstrual cycle

-

painful bowel movements
-

painful intercourse (dysparunic)
-

pain in lower back or thighs
-> breast tenderness

&
-

nausea vomiting
- Complications - most re benign and resolve on their own

-

doctor may detect cancerous cystic oucion inass dring routine examination Care)

-

Ovarian torsion -> lage Cyst-> overy twist/inove-> blood supply is cut

off-> damage or death to ovarian tissue

->

ruptred cyst-> intense point internal bleeding ,
it infection risk

,

life-threatening if intreated

Ovarian Neoplastic Tuinor

- 5th most common cancer in women
,

5th leading cause of cancer death in women

=

3 origins for primaryOvarian trinorsa

() multipotential surface (coelomic) epithelium (75 % of primary , indignant forms -> 90% ounion c)

(2) totipotential gerin cells *

C (3) multipotential sex chord/stroind cells

most comion malignant

less frequent ,
25 % ofOvarian T

,
10 % Ovarian Ca thin or origin

↳most e beign

~

-

Bitrati,i



-

pathogenesis (familial cases)us only 5-10 % are familial

-

Risk factors : nulliparity , family history ,
Oral contraceptivesh risk

=>

mutations in BRCA1 and BRCA2 genes
-> ↑ risk for both ovarian and beast cancers

-

pathogenesis (Sporadic cases) 8

* -

BRCA1 mutation -> 10 %

* -

P53 mutation -> 50% of all ovarian cancers

~

HER2/NeU overexpression
-> 35 %

-

K-RAS protein overexpression -> 30% (mostly mucinous cystadenocarcinoincs)
- Clinical correlation of all Ovarian trimors o

-

Clinical presentation :- pain - gastrointestinal implants - Frequency
-

Ascites -> Fibrinas + inalignant serous tumors

·

functioning ovaion tumors -> hormonal production of Estrogens or androgens
-

most asymptomatic until well advanced (+ metastasis)
~

30 % -> incidental discovery on routine gynecologic examination

* Surface Epithelial Tumors

* Types 8 -

· Benign lesions -> Cystodenoina, or Cystadenofibrina
·

malignant Tumors -> Cystadenocarcinoina ,
or Carcinoma (or both

-

Intermediate = Borderline = tumors of low malignant potential -> better prognosis than fully inalignant

Serous Tuinor (most frequent ouaian tumors)

-

60 % -> benign ,
15 % -> borderline

,
25 % -> malignant most common malignant oucion trious

-

Genetics : -- BRAF + -RAS -> borderline and low-grade

·

p53 + BRCA1 -> high-grade serous Carchonas

- Grossly : -- large , Spheical/ovaid cysts
- 25 % of benignoe bilateral

-

serose covering benign -> south + glistening - scosc of cocnona -> inegulary nodular

-

Cystic Spaces filled with clear serous fluid

-

papillary projections (more marked ininalignant)



-

morphology/types8-

1

. Benign : - lined by single layer of tall
,

ciliated or done shaped secretory columnar epithelial cells

-

pscminona bodies onlips of papillae

- large cystic ,
bilateral

,
filled with clear serons flid

- Smooth inner surface
- Frank Cochoma : -

cnaplasia of living cells - invasion of stroinc + Capsule

2. Borderline : -Wilder cytologic typia - little/no strand invasion

-

more complex architecture

-

might be associated with peritoneal implant

- intermediale prognosis (survival with peritoneal metastasis : 75 % )

-

Cystadenona -> papillary tumor growths

-> Cystadenocarcinoinc -> large bulky trimor mass

3. malignant :
- Anaplasia and stromal invasion

->

poor prognosis
-

inalignant spread through : - metastatic seeding
-

lymphatics to regional In (para-cortic)
,

distant is rae

2
Mucinous Quarian Tumor

·

mucin secreting cells

-

80 % -> benign ,
10 % -> borderline

,
10 % -> malignant (less likely bilaterall)

- large ,
multilocular

,
no seminona bodies found

-

prognosis depends on stage
*

->

Bilateral mucinous ca -> Signet-ring appearance ,
must be differentiated from metastatic adenocucnuna

in overies (Kukenberg tuinor) -> Ovarian masses

↳ metastasis of mucinous ca of GIT to overies
, may minic primary Ovarian

-

Pseudomyxoma peritonei -> implantation of mucinous tuinor cells in peritonevin + production of

copious circounts of mucin

-> caused by metastasis from GIT trinors (primarly appendix)
- Grossly : -Similar to serous but filled with mucin

-

prominent papillation ,
serosal penetration ,

solid creas -> malignancy



3 Endometrioid Tumors

-

solid or Cystic , develop as mess projecting from endometriolic oucian cyst wall filled with

chocolate-colored fluid
, usually inalignant

-

15-30 % -> have concomitant endometrial carcinoma of the encoinetwi

=

Mutations in PTEN Suppressor gene

* Gerin-Cell Tuinor

·

Teratoinas-> 20 % of Ovarian tuinors

·

majority of terctoinas of benign in Quanies Cinalignant in testies)

->

immature malignant variant is re (5-10 % )

Benign (incture) Cystic Teratonas

- full differentiation from totipotential grin cells into inatre tissues

~

all 3 gain cell layers : ectodein Charskin)
,
Endoder (glands) ,

mesodern (hone-cartilage)
-

young women (1-20 years) -> Owaian masses or incidentally found <X-ray)
-

Crossly : --Cyst filled with sebaceous section + hair
,

bone + cartilage , epithelium ,
or teeth

-

malignant -> 1 % - torsion -> 10-15 %

-

unilateral -> 90 % -

mostly incidental discovery
* -

Struc Ovarii -> composed entirely of matre thyroid tissue
,

unilateral brown

Ovarian masses
, hyperfunction -> Thyrotoxicosis

& Dysgeinnoma
- 211-3rd decades (young)
·

All malignant , only 3-> aggressive + spread

-

All radiosensitive -> 80% % are

-

unilateral
,

solid
, small-large , potato-like grey masses



* Sex Card Tumors Cost are benign)

Granulosa-thecal cell (5-10 % ovarian tumors)

-

postmenopausal ,
unilateral

-

morphology (iixtre of ) : -

(1) Cuboidal granulosa cells (mostly benign (malignant gravlosa -> 5-25 %)

(2) Spindled/plump (pid-laden thecal cells -> elaborate ↑ estrogen airouts ->

Prior endometrial/beast cancer

-> vaginal bleeding in case

2-Inecona-fibroma

- Benign ,
unilateral

,
solid gly

-

morphology : - - Fibrocytes - yellow Clipid-laden) pump thecal cells

-

most are hormonally inactive

A
- 40 % produce ascites + hydrothorax + Librina => Meig's Syndrome

3 Sertoli-leydig cell

· unilateral , small
, gey to yellow-brown ,

solid

-

Stimulate shis development ,
tubules/cards + plump pink setoli cells

-

inesculinizing or defeminising ~

rarely malignant

* Metastasis to Overy

Krukenberg tuinors

- Older ages ,
bilateral

-

solid
, grey-white mass (20cm

,
14s)

-

Anaplastic tumor cells in cards
, glands dispersed though fibrous background

-

incy be -> Signet-ing , mucin-secreting adenocarcinoma

-

Princy twinor : - GIT - Beast - Lung



Fallopian Tubes

Ectopic Pregnancy (implantation of futilized own outside uters) (1 %)
-

90 % -> fallopian tubes

~

Pedisposing factors -- tubal Obstruction (50 %) - trimors

-

PID - endometriosis - IUCD

-

50% % -> no anatomic cause demonstrated

-

Early in

-

normal early embryo development
-

formation of : Placental tissue
,

decidual changes ,
amniotic sac

· Later :-

*
-

placenta burrows through tubal wall > intratubal heimnatoina Chematosalpinx) + intraperitoneal henowhage
*

- ruptre of ectopic pregnancy > intense abdominal pain + Signs of caule abdomen > seven

hemorrhage + hypovolemic shock -> point surgical intervention (life scing)
- histological diagnosis+ confarination -> visualization of placental willi , embryo (rarely)
·

until uptre it is indistinguishable from normal pregnancy (amenorrhe + ↑ servin and wiry hcc)

- hCG -> Aries Stella reaction (50 % )
,

but there are no chorionic will in the uterus

-

Absence of ↑ hCG- does not exclude diagnosis (because poor attachment with placental necrosis is common)

2 Tubal malignancy
-

re
,

most common histological type -> Serous Carcinoma

-

T in BRCA mutations

- frequently spread to mentoin and pritoneal cality of time of presentation (advanced)

↳) due to access of fallopian tubes to peitoneal Cavity

- Diseases of pregnancy :-

(1) Ectopic pregnancy

(2) gestational
trophoblastic disease



Placenta

* Gestational Trophoblastic Tuinors

·

Divided into 3 categories : (1) Benign , complete , partial Hydalidi Form Moles (HM)

(2) Invasive mole

(3) Choriocarcinoincs (Chorioca) ~> highly malignant
*

-

all elaborate hCG (detected in blood + urine
,

used for pregnancy diagnosis) at Liters

higher than of found during pregnancy (liters progressively is from HM-> invasive mole -> chorioco)
*

-> fall/ise hCG in blood/wine -> monitor treatment effectiveness

↳>
judging hCG is more important tha anctonic segegation to study response to therapy

· Hydatidiform Mole (HM) : Complete and partial
-

grape-like structure (Swoken
, cystically dilated chorionic villi-> coved by varying counts of

normal to highlyatypical chorionic epithelium)
-

due to abnormal contribution of paternal chromosomes in gestation

* 1- Complete HM

-

einty egg fertilized by 2 Sperinatora or diploid Sperm

·

diplaid Koyotype (46
,

XX or 46
, Xy (less conmon)) -> entirely paternal genes

*
-

does not permit embryogenesis -> neve contains fetal parts

- All Chronic Willi are abnormal + Chorionic epithelial cells ce diploid + all chromosomes re paternal

-> mole -117 hydropic swelling of chorionic will
,

loose edematous + my comatos string

(2) absence ofVilli Vascularization

(3) prolifiction of Cytorophoblast + Synaghiotrophoblast of chorionic epithelium

-

monitoring post-curettage blood + winoy B-subunit of LCG concentrations > detection

of incomplete removal ,
or more oinnious completion => Chemotherapy (curclive)

* 2-Partial HM

· normal egg
fertilized by 2 Sperinatoza or diploid Sperm

~

triploid Kayotype (69
,

XY) -> preponderance of paternal genes
-

compatible with early embryo formation -> Contains fetal parts ,
some normal chorionic

Willi ( + always triploid having 2 sets of paternal chromosoines)



* *

CompleteHePortal
He

a triplad)-

mole :-(1) Some villi ->> villous edeins Kryotype
46

,
xX

(diploid)

Villous All Willi
, noblood vessels All Willi

,
no blood vesthe

edein a in will;

(2) Hocal + slight trophoblastic proliferation Trophoblast Present Absent

Proliferation

Atypic Elevated less elevated
(3) irregular scalloped margin

hCG in + + + + +

issue

progress to
2 % rare

Chorico CC

uteine massive less

bleeding

- evidence of an embryo or fetus (sometimes fully formed fetus
, normally appearing except for tripkid)

-> incidence (US + resten countries) -> 1/1000 pregnancies (higher in asion countries)

-> most comion before 20 and after 40 years old

-

history of HM increase risk in subsequent pregnancies
->

usually discovered in 12-14 weeks of pregnancy

↳ Early diagnosic can be done by i

(1) ultrasound -> absence of fetal parts or fetal heart sounds

(2) detecting hCG T in Maternal blood

- Crossly :- - early -> normal sized uters

·

fully developed HM-> large utine carity filled with delicate
,

friable mass

of thin-walled translucent Cystic structures

-

prognosis :--80-90 % -> do not ear after through crettage

-

10 % ofComplete HH-> invasive

-

2-3 % of Complete HM ->
give rise to Chorio c

-

partial HH-> realy give rise to Chorio c

2 Invasive mole

-

Complete HM that ae locally invasive but do not metastasize

*
·

retains hydropic villi-> may embolize to distant organs (ae not theietastasis
,

and

regress spontaneously
->

inicroscopically : - - typical hypeblastic Cytotrophoblast + syncytrophoblast prolifection

-

deep penetration of utline wall -- ... uptre , hemorrhage

-

local spread to broad ligament or Vagina may occur

*
- difficult to fully remove by Crettage (due to depth ofiyonetrium invasion)

↳ servin nea enciest-> equies further chemotherapy -> Curative



3 Choriocarcinoma (Choriocc)
*

-

very aggressive , malignant ,
more Common in Asian + African Countries (X15 fold)

-

trises from : (1) gestational chorionic epithelin (inoe frequent > better chemotherapy response
- Or - *

(2) totipotential cells within gonads > poor response to chemotherapy

> difference in prognosis may be due to presence of paternal antigens on

placental Chorioca but not on gonadal lesions (patend antigens help chemo)
~

risk-> before 20 + After 40 years old

-

50 % fromComplete HM 25 % after abortion 25 % during normal pregnancy

-

discoved by appearance of : (1) bloody uteine discharge

(2)↑ B-hCG in blood + wine

(3) absence of marked uterine emlargement
*

- Crossly : -- hemorrhagic ,
necrotic moss

-

primary lesion may self-destructs -> inetastasis tells the story

·

invades imyonetrivin + into BV
, lymphatic invasion is uncommon

*
- Clinical Case &

-

microscopically :-- Chorionic will not formed (neve seen)
· serve bleeding
·

metastasis to long ,
live

,

-

Composed of Cytotrophoblast + syncytiotrophoblast
bone

-

· ↑ B - LCC When discovered -> widely disseminated via blood
· thecc-Lutin Cysts in

overy
↳)most often to lugs (50 % )

, Vagina (30-40 %)
,

brain
,

Line
, Kidneys

> Uterus Chonio Ca

- Can be 100 % cred by Chemotherapy
,

even with speed beyond pelvis and regina

↳ some cases gove birth to healthy infants after



Breast

Breast Disease

* Clinical presentation

-

underlying cause > 90 % -> benign (liklihood of malignancy increases with age)
-

mostaggressive trinos re in the young age group

-

women with Cancer : 45 % Symptomatic
·

palpable moss >> pain> nipple discharge > inflaminatory changes
·

screening test (show reinciner of Signs)
-

Mammographic screening :

-

detects early , non-palpable , osymptomatic beast cancer metastasis

-

invasive carcinoma sized delected at 1 cm
,

where only 15 % of cases have

metastasized to regional lymph nodes

-

sensitivity and specificity increases with age

↳) due to placement of the fibrous
,

radiodense bisse (young women) with

fatty ,
radiolucent tissue (older women)

pain
-

Cyclic -> diffuse
, premenstrual eceinc+ swelling

=

non-cyclic -> localized
, uptued Cyst or physical travine or infection

*
All painful cances are benign

2 Inflamination

- edematous + erythinators breast

-

mostly due to infections (during katation + beast feeding)
-

mimic inflammatory breast cancer

3 Palpable mosses (95 % -> benign)
-

all require evaluation
,

detected when 2. 3 cin in size

-

common lesions : - Cysts-Fibroadenoinas - invasive Carchonas



4 Nipple Discharge
-

milky discharge (Galactowhea)

↳ prolactin levels (pituitary ademoina)
, hypothyroidism ,

endocine anovulatory synctoies ,

OCPs
, tricyclic anti-depressants , methyldopa , Phenolthiczines

*

Bloody or serous discharge

↳ - bloody are most commonly due to introductal papilloma (large duct papilloincs + cysts)
·

During pregnancy -> due to rapid growth + emodeling of best

*
-

spontanous ,
unilateral bloody discharge -> concen for indignancy

5 Gynecomastic
-

only common breast symptom in inales effects)
-

imbalance between estrogens and androgens (estrogen stimulate
, androgens counteract

Congenital Anomalies

-

some women have sufficient irregularity of normal beast -> seek clinical attention

Supernumerary nipples beast

->

along embryonic bidge (milk line
, especiallyaxilla)

-

subject to some diseases that affect the definitive breast

&

Congenital Inversion of the Nipple

-

normal
, present since childhood

-

Similar changes inay be produced by breast Cancer

* 3 Galactocele

-

painful , Cystic dilation of obstructive duct that arises during lactation

-

may uptre -> local inflammatory reaction + Librosis

↳ may arouse suspicion of breast cancer



Inflaminatory Lesions

-

rore
,

caused by infection
,

autoimmune disease
,

or foreign body-typeeactions

*
·

clinically : -- erything - pain -

pain - focal tendness

·

most infectious agent > Staphylococcus aureus

↳
enters zia fissues in nipple during first weeks of breastfeeding> lactational abscesses

-if untreated > tissue necrosis > fistula tracks Opening onto skin

- treatment :(1) antibiotics (3) Continued expression of milk

(2) Surgical incision + drainage(rarely)
·

possibility of Symptoms being caused by inflaminatoryCarcinoina
↳

> because inflaminatory diseases are rare

* Inflamination of the breast (none involved with↑ risk of Cancer)

-

uncommon
, during caule stages -> pain+ tenderness in involved creas

Acute Tastitis

- bacteria access to breast through ducts (when there is inspissation of sections)
-

develop during early weeks of lactation, or from forms of deinctivis involving the nipple
*

-

Staphylococcal infections : - Single or multiple abscesses

small
,

if large -> heal with scaning
*

-

Streptococcal infections :
-

Spread through entire beast

~

pain , swelling ,
tenderness

,
head by resolution

&
Marinary Duct Ectasia (peri-ductal or plasina cell mastitis)

-

non-bacterial
,

Chronic inflamination of breast

-

Associated with :

(1) inspiration of breast secretion in main excretory ducts

(2) ductal dilation + rupture -> inflaminatory changes in swoundinglissue
-

uncommon condition
, usually 40s + 50s who have children



* -

Grossly :- hissue firmness - thick
, Cheesy Secretions

-

dilated rope-like ducts

*

Histopathology :- dilated ducts
,
filled with : granular debris + WBCs Clipid-laden incrophages)

-

destroyed duct epithelium lining
-

prominence of lymphocytic + plasina cell infiltration

&
- leads to induration of breast substance or etraction of skin/nipple mimicking changes

caused by beast carer (ince significant)

3 Traviatic Fat necrosis

-

uncommon , produces mass mimicking breast cancer

-

most report some antecedent travinc to breast

-Crossly : - Shoply localized
,

Small (12cm)
,

tender

-

Histopathology : - focus of necrotic fat cells surrounded by neutrophils + lipid-laden macrophages

-

later -> enclosed by fibrous tissue + mononuclear leukocytes
-

eventually
-> focus eplaced by scar hissue

,
or debis becomes cystic ,

ar

surrounded by scar

- Calcifications

Fibrocystic Changes (Disease)

-

very common
, ranges from innocuous to patterns associated withI risk of Cancer

-

most -> little clinical significance

->

some (strinal fibrosis + incrocysts ,
marocysts) -> produce palpable lumps (distinguished from cancer by

FNA
,

or biopsy + histologic evaluation)

- Small minority -> fas of epithelial hyperplasia (clinically important)
-

range of changes in consequence of exaggeration + distortion of cyclic breast changes that occur

normally inmenstrual cycle

- Estrogenic therapy + OCPs -> do not ↑ incidence of these alterations

2 OCPs maythe risk

- FNA
> Fine

needle aspiration



Benign Epithelial lesions

-

mostly incidental
,

detected bymammography
-

3 groups :

1

. Non-proliferative changes (not associated with risk for Cancer)

2 prolificative disease without atypic (polyclonal hyperplasia ,
X 1 . 5-2 fold ↑ cause isk)

3 prolificative disease with atypic (monoclonal
, precancers ,

X4-5 Fold ↑ cance risk in both beast)

Non-proliferative breast changes (fibrocystic changes)
- common

,
3 principal morphologic changes :

(1) Cystic change + apocine metaplasia (multifocal
,

bilateral)

(2) Fibrosis (3) Adenosis

-

Histopathology :- Small -> multilayered cuboidal to columnar epithelium

-

large -> flattened or totally atrophic

-

lined by large polygonal cells
, gramular eosinophilic cytoplasin

-

Apocrine metaplasic (small round deeply choindic nuclei) -> benign

-

stroinc soundingcyst-> Compressed fibrous hissue

-

Stromal lymphocytic infiltuation (common

2 Prolifictive Disease without Atypic
-

varying degrees of epithelial cell protifiction
-

Sinal ↑ in risk of carcinoinc of breast

-

not clonal

·

predictors of risk
, unlikely to be true precursors of Coenoina

* 1 - Epithelial Hyperplasia
~

multilayed , filling duct + acini
,
↑ Myoepithelial cells, no epithelial typic

~

duct comen filled with hetrogeneous population

-

I regular slit-like fenestrations at the periphery



* 2- Sclerosing Adenosis

- back to back
,

cells in contact with one mother (adenosis)

-

stromal sclosing fibrosis -> compress + distort poliferating epithelium
-

overgrowth of fibrous bissue -> Compress ductal + acini lumina -> solid chords of cells

↳ patter difficult to distinguish histologically from invasive sainhous cance

-

Clini-> Swirling pattern
-

epithelium double-layers + myoepithelial elements -> benign
~

associated with only minimally ↑ cancer isk

* 3- Ductal Papillomatosis
-

multiple small papillary projections into ductal linen

-

layers of introductal epithelial prolifiction -> hyperplasia

3 Prolifictive Disease with typia
-

Clonal prolifictions ,
associated with moderately ↑ carcinona risk

-

include :

(1) A typical Cobular hyperplasia (ALH) -> resembles lobular Corchoing in Situ (LCIS)

(2) A typical ductal hyperplasia (ADH) -> resembles ductal Carcinoinc in Situ (DCIS)

-

Atypical hyperplasia
↳ hyperplastic cells -> monomorphic + complex architectural patterns (changes approaching

DCIS -> Atypical)
-

Difficult to define/distinguish : (1) epithelial hyperplasics with/without atypic

(2) A typical hyperplasia and Carcinona in Situ

- IHC (aid in differential diagnosis of challenging beast epithelial lesions)

-

p63 -> inyoepithelial cells

·

K5/6-> benign / inalignant epithelial cells



* Non-invasive In-site Carcinoina

-

Include in

(1) DCIS -> distorts lobules into duct like spaces

(2) LCIS (better prognosis) -> expands involved lobules

↳ Both -> arise from cells in terminal duct -> give rise to lobules

-> confined by Bi
,

do not invade strona and lymphovascular channels

Lobular Carcinoma in Situ (LCIS)
·

malignancy of secretory tubules of beast
,

rare than DCIS

~

inalignant clonal prolifiction of cells within lobules

-

grow in discohesive fashion -> cquired loss of E-cadherin Ctrinor Suppressive adhesion)

*
expand (not distort) -> preservation of underlying architecture

-

asymptomatic ,
incidental finding

-

management -

~

monitoring rather than excision

*
BRCA1/BRCA2 -> Bilateral prophylactic mostectory

2 Ductal Carcinoma in Situ (DCIS)
*

- most common type of non-invasive beast malignancy
-

inalignancy of ductal tissue
,

contained within BM
,

20-30 % without treatment -> invasive

-

when invasive-> xillary nodal metastasis

-

inalignant clonal prolifiction of cells within ducts

-

variety of histologic presentations

- Solid
,

Comedo
,

Cribiforin
, papillary, micropopillary

↳
high Ki67 protein -> prolifiction

- from low to high nuclear grade (pleomorphic)
-

extensive central necrosis (toothpaste like necrotic tissue

-

Associated with calcifications -> destruction of beasttissue



-

imagement -

-

excellent prognosis (97 % long-term survival after mastectoring)
*

-

localized DCIS -> Complete wide excision

*
- widespread multifocal DCIS-> Complete moslecting

- adjacent invasive CA becomes invasive if untreated (13 cases)

* Relationship of Fibrocystic Changes to Breast Cancer

·

minimal /no t risk for cancer : - Fibrosis - micoscopic/incroscopic cysts -

apocine metaplasia

mild hyperplasia Librdenoma

~

Slight risk for Cance (X1. 5-2) : -

hyperplasia without typia-duald papillinatosis

-

sclerosing adenosis

-

Significant risk for cancer (x5) : - DAH-LAH (Bilateral + multiple)
- Family history (ex : BRCA 1/BRICA2) -> ↑ isk in all categories (ex : x10 in atypical hyperplasia)

-
lumors Lesions

Fibroadenoma (FA)

#
most comion benign trinor of the breast

↑ estrogen activity -> development
·

may enlarge inienstural cycle + during pregnancy ,
or regress + calcify after menopause

*
-

young women (3rd decade)

#
- Clinically : - solid

,
discrete

, freely movable module (Breast mouse)

-Crossly : -firm
,

uniform white cut-section

- Histopathology : -- Loose fibroblastic strona containing duct-like epithetal lined spaces

-

intact + well defined BM

- Ductal lumens :

· Pericanalicular FA Copen
,

round-oval
, regular)

-

or--Intracalicular FA (compressed by extensive polifiction , sits/irregular star shaped)



- Whatever the size
, theyae easily shelled out

-

on manogram
-> appears denser than surroundingtissue (does not contain adipose tissue)

-

never become malignant ,
but may have LCIS or Atypic arround it

X+
- FRAs prolification in both

-

Phyllodes Tumor

stroinal and -

less common , arise from peiductal stroma
glandular elements

- Phyllodes Tumo

↳ prolifiction only in

-

most -> benign , grow to large/massive size

*
stroinal elements

·

lobulated + cystic-> leaf like tumors

- infiltrative margin

-> malignant or

-

some -> ↑ stronal cellularity , anaplasia , high mitotic activity , ropid size
,

invasion
Borderline

- well-circuinscribed -

most -> remain localized
,

cred by excision
Margin

-> Benign -

malignant Phyllodes (Cystosarcoina phyllodes) -> may ear
,

but mostly encic localized

-

most malignant cases (15 %) -> distant metastasis

3 Intraductal Papilloina
-

benign papillary trinor growth within duct
, solitary,

-

Clinically : - Serows bloody nipple discharge

-presence of sinall subeolar mass

-

nipple retraction

- Grossly : -Solitary ,
< I in

, Branching popilice within dilated duct or cyst
-

firm
,

lobulated pale-yellow

-

granular surface
,

farms raspberry-like nodule

*
-

Histopathology : - double-layered (epithelial layer covering myoepithelial laye)
-

solitary papilloina
-> benign multiple papilloincs -> become malignant

*
-

papillary carcinoma must be excluded

↳ - locks myoepithelial component
-

monotonus ductal epithelium or severe cytological typia



Breast Cancer

*
-

presence of
- Divided into2 main groups :

Myoepithelial element

in Driphery of duct (1) Carcinoina - arise from epithelial component
-> DCIS

- Or-

-

inajaity of breast cancers
LCIS

(2) Sarcoma -

arise broi Stromal (CT) component
-

rare

-

include : Phyllodes T and Angioswcona

-

world-wideT incidence

↳ earlier delection

↳
social changes (delayed childbeeing ,

fewer pregnances ,
reduced beastfeeding ,

lock

of access to ophinal health care)

-

most common non-skin malignancy in women

- 2nd most common cause of cancer deaths in women after long Cance

->

> 95 % of breast malignancies of Adenocarcinona Cawise from drats)

* Classification System

Depending on hormone receptors

- 3 major groups in

(1) ER
,
PR (+)

,
HER2 () -> good prognosis (1) ER positive CHER2 negative ,

50-65 % )
(2) ER

,
PR C)

, HER2 (+ ) -> aggressive ,
but targeted

therapy available

(3) Triple Negative -> very poor prognosis
(2) HER2 positive (ER positive/negative ,

10-20 %)

(3) Triple Negative (ER ,
PR

,
HERL negative ,

10-20 %)

& Relies on Gene expression profiling
*

Best prognosis

- Divides Beast Cancer into 4 Major Groups &

(1) Luminal A

(2) Luminal B (1) Luminal A (2) Luminal B
(3) HER2-enriched

(4) Triple negative

-

low-grade -higher-grade
V

Worst prognosis -ER-positive
, HER2-negative

-

ER-positive
, HER2-negative

-

↓ K: GT
-

↑ Ki67
,

Progestone negative
- Ki GT

↳) protein that controlles

Proliferation
> presence in ↑ amounts

is not a good indicator



(3) HER2-enriched (H) Triple-Negative/Basal-like
-

Our expess HER2
-

ER/PR/HER2- negative

- ER/DR-negative
-

more common in -

*
- Successfully treated with

- BRCA 1/2 mutations

targeted thepy
·

younge
- Black

* Risk factors

Age
- rere in under 15

,
incidence after 30

-> > / -> Older than 50
,

5 % -> younger than 60

2 Gender 3 Family History

- F > M (only 1 % in male) - ↑ isk with multipleaffected

first-degree relatives

Geographic Factors

-

higher in America and Europe than in Asia and Africa

-

immigration from low incidence to high incidence -> acquire rates of

new hone countries

↳) diet
, eproductive patterns , breastfeeding patterns a thought to be involved

5 Race Ethnicity
- ↑ Europe ->> ↑ FR-positive incidence

-

Hispania + African Antican -> develope at
younger ages + thot aggressive

6 Reproductive History
-

Early age of menarche
, nulliparity , absence of beast feeding ,

older pregnancy

- ↑ isk (due to exposu of epithelial beast cells to estrogenic shiukion)



7lonizing Radiation - Chest rediction (especially during developing breast)

8 Other :
- postmenopausal obesity

-

inemographic density
-

post menopausal hormonereplacement therapy
-

alcohol

* Pathogenesis

Genetic factors
- BRCA 1 BRCA 2 (both alleles defected -> Cancer)

↳ ↳
ER-positive triple-negative

- P53 (ey role in controlling cell division and death) (godian of genome)
↳) mutation -> Cancer cells grow and speed

-

HER2 gene emplification (HER2-> receptor tyrosine kinase promoting cell prolifection + inhibits apoptosis)

2-highly prolifective cancers

-

poor prognosis (past) , nowadays -> improved prognosis with targeted theraputic agents

2 Hormonal factors
-

Estrogensre important hormonal factors (stimulate Cfs promotingtunor growth)
↳)

estrogen eceptors regulate other gues-> Some of important for trimor growth

-

drives prolifiction from precursor -> fully indignant + metastatic Carcinoma

-

estrogen antagonists -> reduce development of ER-positive career in high-risk women

->
mainstays in treatment of established ER-positive trimors

* Morphology

-

Upper outer quadrant (50 %)
-

Central portion (20 % )

-> lower outer quadrant (10 %) - Upper inner quadrant (10 %) - come inner quadrant (10 %)
- 4 % -> bilateral primary T

,
or sequential lesion in some beast (multicenterity)



Breast Carcinoma

Non-invasive

-

confined to BM
,

do not invade stroine or lymphovascular chanels

DCIS..... 2 LCIS .....

Invasive (infiltrating)

· Invasive Ductal Carcinona (70-80 %)
+X -

Arrise from milk duct Cremain within drat-> in situ break out ducts -> invasive
- Invasive Ductal

-> Cohesive Cluster precancerous lesion -> DCIS
of cells

- Invasive lobular ↳) ductal carcinomo produces desioplastic espence ->replaces normal fat -> Mammographic denities
-> Discohesive due to

-

loss of Eccherin mamography density : - hard
, palpable , inegular moss

* nipple retraction & xction to chest wall -> Advanced
- Any Breast Cancer

test must include all 8

* Receptor profile : (1) ER-positive (50-60%) (3) ER
, HER2-negative (15 %)

: (2) HER2-positive (20 %) (4) E-cadherin positive
-

-

HER
2 Invasive lobular Carcinona (10-15 % )

-Arise from milk producing lobule

-

Decaceous lesion -> LCIS

-

10-20 % -> Multicentric + bilateral

-

Clinically : - palpable masses or mainmographic densities

-

Single (CD) small cells in linear pattern (targetaid appearance) -> nucces stroma
,

TDLU
, adipose lisse

-

eccentrically placed round nuclei
,

occasional introcytoplasinic vacules

- cells individually invade Strong
,

allined as single-file
*

- Receptor profile - (1) express hormone receptors ,
but HERL Overexpression -> ree/absent

(2) loss of E-cadherin (specific biomarker)

- metastasis (unique) > CSF
,

Serosal Surfaces
,

bone Marrow
, Ovary ,

uters



3 Carcinoina with medullary features (5 %)

-

Triple-negative , Receptor profile 8 (1) lock hormone eceptor

(2) do not overexpress HER2/NEU
·

precancerous lesion -> absent
,
↑ frequency in BRCA 1 mutations

-

grow as round masses -> difficult to destinguish from benign tumors

4 Colloid Mucinous Carchona Croe)

-

incoscopically 8 - produces abundant extracellular mucin -> dissects into surrounding strom

- Grossly: - soft
, gelatinous

- Receptor profile : (1) ER-positive12) HER2-negative (3) PR-positive

-5 lubular Carcinoma (10 %)

-

Clinically 8- irregular incinimographic densities

-inicroscopically :--well-formed tubules-low-grade nuclei - Angulated glands
~

LN metastasis -> roe
,

excellent prognosis
*

-

Mistaken for Benign Schosing lesions

I schosing adenosis Clibrocystic disease) - ducts / glands swounded by Librosis
,

some

·positeiE of ducts are indistinguishable froin tubules
,

double layers , p63 + (preservation of

inyoepithelial elements)

6 Inflaminatory Carchona (worst types -> involvement of deinal lymphatics)
-Clinically--enlarged ,

Swollen
, erythinators > blockage of deria lymphatic spaces by a cells

> sometimes misdiagnosed as ecznatous disease

·

poorly differentiated
, diffusely invasive

·

true inflamination -> minimal absent

·

most have distant metastasis
, poor prognosis

-

minics Surface of Wage peel (peaud'orage)



Spread of Breast Cancer

-

lymphatic and hematogenous channels

- Favored metastasis : - bone - Skeleton-live-adrenals

C-brain-spleen-pituitary) my less common

-

metastasis may appear years after theropolic control of primary lesion

> screening programs (1) incimographic screening (2) MRI

- LN metastasis (50 % ) -> palpable masses
,

< 15 % found byiainmogaphy
*

- outter/centrally located
-> first to exillary rodes inner -> LN along internal inommary arties

↳) Supracloricular LN involved after exillary /internal incmmoy ,
sometimes primary site of speed is skipped

- Distant dissemination follows
,

metastatic involvement of any organ/hissue
- often discoved as solitary , painless ,

fixed incss
,

2-3 cim
,

regional (N involvement > 50 %

*Prognosis prognostic factors

- depends on biological features (molecular + Histologic) and extent of Spread (stage)

A-lumor Stage
-

Invasive Carcinoinc in site -> better prognosis -> in sity

-

Distant metastasis-> bad prognosis (stage 4) (Cue is unlikely)
-

LN metastasis -> depends on involved LN (Axillay IN most important in absence of distant

inetastasis in invasive carcinoma) (Biopsy is necessary)

>
10 yea survival rate -> no LN involvement - 70-80 %

-> 1-3 LN involved -> 35-40 %

->>10 IN involved > 10-15 %

·

Size -> Best : Stage 1 (< 2cm)
,

↑ risk of axillary LN involvement with ↑ in size

-

locally advanced disease > Better than distant
, invading into skin/ Skeletal Muscle ce difficult

to treat Surgically and ae usually large

-

lymphovascular invasion >
poor prognosic factor

>Strongly associated with LN metastasis



-

Molecular subtype -> Luminal A < Luminal B < HERL-enriched Triple-negative (worst)

-

Special histologic types -> Scival rate of (tubular
, mucinous

,
lobular , popillary ,

admaid cysticl

is greater than of no special subtype

-> metaplastic carcinoma/micro-papillary cocinona -> power prognosis

- Histologic grade -> All invasive carcrona -> nuclear grade ,
tubule farination

, initotic rate

- prolificlive rate (measured by mitotic counts)

↳ ↑ prolificline -> poore prognosis (incy have better chemotherapy espance)

Hormone Receptors

(1) ER/PR - 80 % ER + PR positive -> respond to hormonal therapy
-

40 % ER or PR positive ->> ER-positive -> less likely to espand toChemotherapy
- failure to express either -> < 10 % likelihood for horional thropy espance

but more likely to respond to chemothropy

(2) HER2 -

Overexpression -> poor survival

-

FISHTEST -> Positive HER2 - targeted theopy (take herceptin)

* Staging


