*Topic 4 : vulvar diseases
*Valver drsesses ENon-Neofltch -More common s Lichen .fcleroSus.—l_'

skin
Lichen simplex chronicus
condylomeaccumulation:. HPv iafechon(arh)
neoplsrhc-Lew ommen __, Dysplatia (vIn)
Vulver cancer:-$gamous cell carcinoma post csmmon,

1 : L;Cl‘en Sclerous - P°$+ menopaukil women , while plejue Pined out skcin (of valva)
msm:.-l-h:nmg, of epiclermu . dlsapperence of m{gm; ,{)clroﬂroplc qunem%n of Basal cells
sclerolic dermis {stroma), -5
pathosentsis- imcertian , autoimmune , § estrgyen
not pre-melignant by irelt —» olifPerentisl dx.

Q' Lic'\en Simrlex chronicus :- chronic (ﬁg}remvc Tnblemmatton) .
Ec.lmlcd. erm.. Leubloplakia (whifish plgyues) on the valva.

=
?i:

micro:. epithiel 'Hucl(eolrg, (mnlh»sﬂl:l]ferkem#oﬁs o atypra, mild - modnite odermis mf/chmm‘;n
No & predisposition e cancer ,meybe present al s of adiscent cancer —» Dx.

2. Conc{ylom«w (OOnJJloma acumingtum , ingsenihsl warlk):- low fisk Mpv (6,1)
marl(- Koilo?'hsls (perinuclear cytoplaimic vacewloizstion + nuclesr rleomorphum),almomi

Hd
shape of nucleus Surounded by Hslo (by virus Replcation) —Koliogyte (abnarmal Keratin
I::ncn‘ precarows by ibself , won't L::J do cancer & it a cencer. i A

« Neoplashic vulvar disesses __,vulvar infraepithial nesplam (VIN)-dysplaia by HPV.
mild —sin sthu—sinvaiive  (same. morpholayy & efiolayy).
L Tnvative cargnoms - Spamous cell Caranoma (mest Comman ).

* HPV:.s1D — o Ruk dypes ..anosendel warks (condyloma) (¢, 11)
Lot Ruk gﬁ; s.ill'}téaepl}hml o!yspknq’Q invarive cancers in all pech of yentel tracks.
Ly(18,18,us/3)) :- pesk sye of VIM 3¢y ,cancer usy —sLedensy perrod 1Sy .
&1 wleyrade info the hott yenome & express Lagge amount of viral profeins tuhich black
or incckv«#e’ fumor Suppresior yenes , Accumulstion o? wufchions & DNA demge —» melignanay.
£4 profein~

Ey rro}em:- o HPV Vaccine o

. in*raerlﬂieltd. neoplasia (TN) concepls:- TRsK HPv grclcal Jepenle on exfent of epithiel
involvement__,IN I :- mild dysplastc (Lower Hhird of Pull egithial thickness).

_‘-[N T:- Moqu}e Jjgrlq“q ( up o l’z - % of Rull erh‘bul 'H::ckneu).

| TN I severe olyplasta (Pull epithial Hhickness) .

L Same concept & similar morphelsy g foall Lower Jenthal #rack opyans.

* Vulvar dysplasia (v) AVINL— f‘.-.‘.;‘:t‘—’.::"; oy
. VviML dysplasia (Va) —» VaINS - g (S T '..‘;- 2
- cervical dysplatia (¢) »CTINE - A EY :

* CNI!e:-acnehc,‘»muno .envimﬁc&:,
(‘mmy, ﬂeU HPV) . Normal

Shape of ified sq
| epithelium in the epidermis |

bigger with higher N/C | Worst grade
_ratio than before. ]| = carcinoma in situ



Vulvar Squamous cell carcinoma SCC
there are two biologic forms:

1- Basaloid or poorly

differentiated SCC 2- Well-differentiated SCC
** most common ( 90%) *2* Less common
s relatively younger ** older women (60-70s).
% HPV-related (14/18) < Not HPV-related
** HPV lesions also in vagina <* Maybe found adjacent to lichen
and cervix. simplex or sclerosus
** Poorly differentiated cells <» well to moderately
e 3 B . - N
Responds better to treatment. diffcrentiated cells e “-: ’ ,m'" ‘ {
~ o8 - 3 ’ p ¢ |
.-J(;)'V‘ \;’ o i"%
% .\/‘ R, ' o
H % Normal ,,'! w_,wm,;k"_____m j i
* cervical Carcitoma: ysed 1o be fhe most Freguent cancer in women.

) Papanicolaok (pap) cervicel Smeer :- Screening fest Por HPV of ulerine cervix , tuseful Hest( 1992).
Swab is Yakim Fiom transidion zone of cervix (Spamoustendocervix)

s mat common dype:- Scc (I57) -peal Usy , 1y after CIN.

|y other types= a enocarcinoma & aJenor;qmw (207.) . neuroendocrine ( <5'/.) .

_yclineel Rspects —p cIN= +% by Lwer or Cone biopy

Cervical cancer stage is one of the

iWvagive cancer= Surgicel excision PReti bt S s Taclos
‘.a‘"‘ ‘m}“L ‘ w‘*k ’ ‘w e” Helpsdelemmemonahr:'a::ix:oxbldny
|, pre -invesive (CIN)- ool ==

_)Sf\fe I - QO 7-
|_yslge W:g2 7
_.dge ]_‘-l!: is'l.
|_yshege W= 107
_.,Rul:o"’keﬂa& C‘\GMO‘“\B!’G{# n angnceJ s}ye:.

CUT-AWAY VIEW

SPECULUM VIEW



W Topic - uterine pathology

* Endomelidis:- nflemmation of the endometcum , acube or chronic.
cawses- infection (PID) , miscarriase or dilivery, intauterine device (TveD) \
Siyns &symploms.. fever,abdominal pain,menstural abnarmalibies , infilkrify & echopic pregreny (daye ik
Ry:- removal. of caute ,anhibitics, V&C

* AJeMm 055 endomebrial dtoma,J\ant or belh emba“«l n Mymeklum
morph:.thiek uterine wall, enleged uberas.
Ebevlml Proms Sheatum  besalis —» no clinical BleeJ!y.
SIJM & gmﬂom:- menorrhgjm (tmendnd Bleally), Jmenorrlneq (pGMF«L) .c/uc fo enhgeJ
ulerus ,uterine contrackions are exwem‘-e) .

* Endomeririosts. endometrisl gland: & shroma aubside the uberus 4o 7 in reproductive .

signr gymphoms:- inferdilily .ectopic presrency, dysmenorchea, pelvic pain, pelvic mass Plled with
_’I::RI (chocolate cgs})a’und?oml:; :iralomge{l-n‘ﬁ’m —r¢yclic Bleeding . W

mulhfocal In pelvic:-m.c ovaries  Doysles, Lisaments, tubes, rectovaginel sephm . “%-

Somehimes dstent ghe-umbilcus, LN, Lungs. - s
- pathagenuts —— Reguryitation theogy (most accephed):- menstraal beckPlow throysh B £
(theroler) tubes & implantation.

s Melaplaghie theory- Endometrial differentiation of coelomic epithelium.

s Vascular/ Lymphatic. digeminetion= extrapelvic or inlranedel 1mplants.
__, Extrauterine stem /prosentbr cell:- stem from BM —sendometrral Histue (ichant).
| Conseguences:-Bibrosis ,sealing. of dubel Fimbircted ends & distortion of $he ovaries.

b (2of 3)> 1)endometrial lands 2) endomelrial stmma 3)Hemosidrin pigment.

« Endometrial kjfecplqs la :- tettrgzen relehve fo progertin —vexaygershed proliferation—smay cancer
Risk Fector.- obestly , DM, T, inkerhilily, tertrajen replacment , Ectrosen -secrehing. ovaricn tumors.
Sevirily Based on:-architectural crowJa'lg. & gylologic atypia — typica & Piypical (2, cancerrisk).

* Tumors of Endomelrtum

Benign endometrial pelypsi-sessie or pedunculated no Risk of cancer ,dilsled glends + smell musealsr
arteries + FibroHc Shroma.

Endometrial carcinoma:-mest common cascer in Female senifal dract, 8. 4,

T (endsmetrioid) - perimenopauiel wemen with eckraggen excess (mest common) .
Lsim:lu% endometrium, precancerous lesion = Aypical endomehrial hyperplasia (§1K euthss
Mutahion in DNA mismaich repair gene & PTEN., prosnosis depends on ;L;e.

(serous) :- older women with endomelrial alwphy , no Relation with Hyperplasia or hormenes.
Ls mutehion in P63 dumor Suppresior gene (cll ornone) , poor prasnosis dlepends on slve.(?t;kl.‘g,t)

o Tumors of the Myometcium

|y Lieomyoma [fibrotds:- Benign tumor of SM , mast common (30-507) .Eslcgen-JemJen} (sheinl abfer

menopaute , cieuntscrlbed , Firm gray-white maties with whorled cut surface

..LT'cchom:- intramural , Submuccosal ,Subx'ero:cl.. —— L

Ly cllineslly .- Hentorrage , cyshic. chense or clacification ,As mMatic ,menorrhayigolmaaing Sense , anemta

|, never tranfarm inlafwgm 4 m;}l)ple Lettons doesal} ft:{;:( of m«lljnqug. VA0

_yLieomyosarcoma.- malignent Counterpart of Leiomysma ,net Lrom preexisHay Licomyomas. Hemorchayic
necrotic ,infilteative borders.

oDx:- Coagulehive necroris, eyhleyic Plypia & mitshe achvily.

LyRecurrence & metastasts is common , Sy Surivel rate Uol .




¥ Topic 3:- ovarian & Fallopian +ube patholoyy .

* OVarian neoflashc Diseases:- 5+ mos} cancer & cancer death in womens. - | ‘=

_.pr:mai:- epithelium .germ cells, Sex cord /shromal cells ==l
—» Secondary.. metaslalic malignancies. =g

o Risk Fectors:- fullipartly ,family Wslogy C1e), OCPs —d Risk.

[4]¢ pithial ovarian Neoplasm:- malorily , 87, previowsly— coelomic. ep:,Recent —sFimibrted end Lep 3:i
L.Pa*('hg;enues spovadic:BRCA L €2, Po3 , HER2/NED over expremion , K-RAS (nuanour)
_l::(-‘cm frel:- BRCAL& 2 (& Breast).

"
|, Types:-Serous, mucinous , Endom etriold , clear cell ,Brenner (all 4ypes 58,%_ erling )
D)serous tumors:-Most Bresuent § most commen maliynent (4o7.).
_yjenttics _, Bordedine & {grade cardnoma:- BRAF B K-RAS. B2\Fs
|, Grade corcinoma:-Ps3 £ RRCAL Bt
| ,Benign (8s1)Cystic Lagge ,Pilled with serous good peasmonis, Sefous gshJemma
| single Layerst columner epi # cilia.
) psamumoma bodies - Lamimded calufied comcretion , dip of popillae,in all serous tumors.
|, Borderlie =Complex architecture ,mild qylolo‘)(c a’gpia,no stromal invasion, may have penl‘oml
0S7) implants (meleshssis) , recare or —» carcinoma , intermediate prognosis.

_ymelisnant @s7) -

i

low-grade serous carcinoma: = high-grade serous carcinoma:

arise from borderline - develop rapidly
lesions - many arise form fallopian

- progress slowly to become tube via serous tubal
N intraepithelial carcinoma,
rather than ovarian coelomic
- Differentiated morphology epithelium.

- mutations in KRAS ,BRAF - mutations in TP53

= Anaplasia of cells and invasion
of the stroma.

= prognosis poor, depends on
stage at the time of diagnosis.

T)mucinous ovarlan +umors:- mucin ~Seceeting cells , $ol. bengsn, lol. bosolerline, 17, m«lmn#
(cystedanocareinoma), Lagje & mulhiloculac 7no psammoma boides, Slaje — projnoss.

Germ cell +umorr
L, Types:-d 1549 erminoma (oayonis) , Embryenal , yol sec , choriocarcinema , Tetoma (mos# con

T)Benyyn (mature) cyshic +eraboma ~Ftipotential germ cell From mehure. Histues of oll Hhree germ il lyer
15-201. ovarain’, inclelentally , Qo1 unilateral ,immetere is mre  torsion (167. =17 — M odormind

* Clinteal corr e'&‘lm Por all ovarien dumors:. mw'fcln :oﬁﬂtoiﬂeﬂiml. complic.nlk,(lﬂnag ffe;uem’
|, Asciles:. fibcome & melisnent serous. e [
> Punchioniy overian umors :- Esteagen & andrgren.
Tx:- Sugery + chemo + Radio
[:owlc.mc:- no} geed , o Screening method / m«l‘canm\g —lale

aaaaaaaaaaaaaaaaaaaaaa ge.

Rupture:

mmmmmmmmmmmmmmmmmmmmmmmmmmm

*Edoplc Peesrency - implandation of Perhilized ovum owlade. ulens 907, ia bollapian Hub
L, predisposins Fackofs - +ubal obstruction (Sol.) , PID,fumors, endomeriosis, TUCD. 5o/, —>no factor.

*TMIMI. MAl() nancies:- most Commol) S Serous (otljlt\ of ¢ Jm‘e)
L, Serous +ubal intraepithial carcinoma. (STIC):-Fimbrated end , TPS3 (1,7) ,} with BRCA—s$pread +o
omentum & perttoneal cavily ot the lime of presentation.



kTopic U:Trophoblarhe disesses

°)-@)

’ hjc' alidiform mole:- abnormal Jeshl:oncL processes,result From abnormal Ferhilization .

Feature

| complete mole:- emply eyg+ 2 spermatozea /diploid cperm —» diplotd podernal gene
no embryogenisis < never contains Petal parks (ubxx or Ubyy). [z
|_ypartial mole:- normal €49 +2 spermatozea/diplod sperm —Tvi ploiJ |

eqry embgyo Pormation XMJ antanlan Fetal pael, chortonic villi, (4, Y’g) 0
_.Motph)w:-snow Storm, dilaked chronte villi (3rape UKe), covered lg aiyrlml. cherlonl

Complete

¢ epi.

Partial Mole

Karyotype

Trophoblast
proliferation
Atypia

Serum hCG
hCG in tissue

Behavior

46.XX (46.XY)

Villous edema

circumferential
Often present

I

Triploid (69.XXY)

yegr

Less elevated

=

2% choriocarcinoma Rare

horiocarcinoma

_sincidence - 1/2000 . Asian, BeFore meternal aye go & abter o, 1HCG Qabs of fekel perks.
L > prg)nom—mx\dc :- 80-907.-s1o recurrance , Lo7. — invave mole (myometaum) , 2).schsriocse
Qe

ol:- Retler prosnosis  JRisi of chorfocarcinoma.

b Cho rfocarcinoma .-.ajremw Ms

et Fumor arise From 9estahional. chrsionte epi or joneJr.

4/30.000 ,As516& Mrics, <20 , Sks, 6ol.— Complele mole , 257 ~abortion , rest — normal .

clinically - Blody ,Brownith dischesye EtHa | Hernorrl»vic. ,Necroft mases jn myomérmm
chrionle. villi”are not Permed ; tumors is composed of anaphitic eylotrophoblert & Syneditorspk

pro‘)nom - —-.Blo«‘-otuvg (sol) ,wajine Beain,Liver, l(to\ngy, , Uncommon lgmﬂwhc . jooJ Chems.



*beic 5:- Breast cancer

'ReJardlets of symploms ___,The cawie is benjgnin >Qo/. of cases. =
|, Lielthood of meignancy increares withge.
(nipple dischepge & palpable masses). ‘ = O
__, U57. have gymploms , other 851 |y screenp. .. -

° Mammanphc Screeniny:
elee! early nonpalpeble aymphmedic breast cancer Before meturkasis zic:)‘ (1S7. 4o LN) (s— 2-2em)
The sensitiviy & specificty with age - tPibrows n age (radiodence)—» Pafly ackpore 1n 4epe (Radiolucent.
Pram Us -s58 Jearly mammegrms , <kod 55 if Hey choose .

* clinical presentetions
_, pain (maskalgia or mashodynia) :-mes} omman o7. Benjyn (tuith e melppnancy), Related o menses (gpelic
edema & swelling), Localized due 4o ruphured cyst or physical traune.
|, inflammalion-Rore, cautes edema § enthema, caused by Tnfection (Breastfeedny) . mintic of inflammaty
Breast cancer (—sobstruction of LN —> edema).
_>Ni"|e Jlsd\agg N:- Small ;tm)l:‘b & bilatersl
mily (aqlqc{-onbeu) 2= $proLachin (adenoma, 1%, 0CH, +ricyclic AaMcpreml-,me{yUoP*).
Bloody or sereus- Larye duct papillenta , preyrency (Rapid nuth & Remodiling).
Spontanesus,unilaternl , bloody dischagye —s Pconcern Pac melignangy.
Ealpable mases (2-3cm) a8 Bemy ,Rezmres evalation (cash, Bbroadenoma ,invasive carcinoma).
ignecomastia (eles) :- tstroma & epilhial cells , imbalance belween errssen & andrysen .

—'
L,
* Stomal. neoplams —p Intralobular:- Fibroaclenoma & phyllodes .Bipharic (stromal —CF —sepithnl alt
E’[v\‘eﬂ,obular rMonopharic —yother sites:. Lipomas & angiossrcoma/
E Brest - pseudoangiomatous shromaL hyperpleste8 Herioms
Pibroadenoma :-mes} common begn, 20-30 , discrele /olitegy ,movable (4-locm) R
Ly esbiasen achivily - enlepe in Lele cycle Epresrengy , rejren & caleify abler menspawre. S

FIBROADEN

eEN e i
”
1N g
3
n

[2] Phy llodes tumor:- Lcommen, net From preexishing Bbroadenoma , i decade.
Leaf UKe cleft & slit-nodules of frol:ﬁercgtg stoma covered by epithelum
Adassification o Bentn (bo-787) - rare recurance B no melustasize. Bl

| Bocderline(ts-252):- Hisher rirk of Local recurmnt , JRisk of metas

__y maliynant (#-207):- 3o]. recurrence , 91 dislont metastasis.

* Benign epithil Lerions

|, nonproliferative changes (Fibracylre):- o]. cancer, mosteamman , 1) cyst (mc):- apocrine medeplesia—s Ruphe

2)Pibrosts  3) Adenofis:-#n of acine/Lobule .

|, proliferatve without alypia - polyclonal hyperplaria, x1.5-2 —1Risk of cancer, not }nee precurtors.

| epithiol hyperplesia:-

L Scleroting adenosis:-

(s complex Sclerssiny Letion:-

|, pepilloma.-

L yprolfershive with alypia (Precancers):- monoclonal i -S— cancer in Both breest.

|—atypical Lobulsr hyperplasia (ALH) - retembles Lobular carcinoma in sihu (LCIS).

| alypical ductal hyperplasia (ADH).- refembles duclal carcinoma in situ(DeLs).

-,
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*beic & :- Breast cancer - 2

. Efia'cmmo’vy most common non-sKin mlgmng of wemen.
Ean most commeon of cancer death on women (4st —Luty carcinoma).
tincidence & mordalidy:. tscreening & fuse of hormonel repiacment therapy.

e Risk Fat{'ors._.k‘,e 2After 30, 57 75eyrs.

__,Gender:- 47 men.

|, Family Nitory--mulliple affected Firsh.deyree relatives —veady - onset breest cancer-

|, Geographic Paclor- tAmiricad Erope (diet , reproductive patterns,Breastfeeding prackies & adephion)
> Race /Ethniciky:- tEuropen descent , Hispanic & Abricsn American —» Younger age & Sayyressive.
_,Repr.dudiveiﬂogs. ®estrogen exposure (nullipaty ,no muedzg,:m prejrency >35yes).
__ Tonizing Radiation:- chest Rediation Q’oun; aje only <Soyrs).

_ others:- postmenopausal obesity or hormone replacment ,aleohol,mammzographic densify.

. fﬂt“)@enes;s genikics .- 4) BRCA122 (>551). 2)NERy amplification. 3)TPs3: pTEN.
EHormmLs- Estrogen Related.

envionmental central (Suhreohr)
. morrholoy —Location “Yuprer outer o 1 have Bilateral printary dumtorr or
upper inef Lower outer seguential Lesions in same breart.

Lower infler

4] Neninvasive -confined by BM & donlt iavade into stroma or Lymphovascular channeks.
|, Lobular carcinoma in sitw (LeIs)

|, malignant clonal prolferation of cells within Lobules § ducts.

_scell gtow in discohesive Pachion (acpuired Lots of tumor supressive adherion potein E-cadherin).
|_yLobular —s proliferation takes an apperance resembling. Lobules.

_»Ductal carcinoma in-situ (DeIs)
m};nanl' cloml proliferation of epithelial cells within ducks & Lobules.
wide variety of hibolesic apperance~ Solid,comedo, cibriform ,pogillagy,micropapillery.

[@invagsive (inFiltrting ) Brest cancer
Ly classification (Recephons):-Estrojen (R) , progesterone (PR), Human epidermal growth Fackor 2R (HeR2 /neu).
| ER positive (HER2 nigedive) - 4o/
_HER2 pesbive(EP posikive or neyetive):- 20/
|, Triple ngyehive 10/

1) invasive duckel carcinomas- Jo-80/.,

|, other name=non otherwise specifed.
—»precancerous Lesion:- DCTS. el
| clinically:- mammographic density or Hard , palpalbe icreyular mass. 550 e .‘
|, Receplor profile -ER,PR® , HERL ©




I)‘mvasive Lobular cardnoma:-4s-15
precancerous Lesion:- ¥z LCIS. Sasrainy
clinically:- mullicentric & bilaterol (4-2:1), palpsble masses or mamnageaphic. dens:ibies. €5 s
Hisho - cell invade stroma individually 2 obfen algneo‘ in single-File . :
recef*lor pmﬁ:”e »ERPR@® .RNER2 rare or® .

) carcinoma with medullary Peatures:. 57
icro :-Lagye anaplashie. cells +pushing, well-circumscribed bocder +pronouced Lymphocyhic. infiflrate.
No precancerous Lesion R S
tFreguency in women with BRCAL mutadions .
feceptor profile = Triple niyetive . o

llacouoid (mucinouf) carclnoema - Rare .
N a““!y:- $oft 4 gela-lmous.

—» micro:- abundant guantibies of extracellular mucin -dissecls into shroma
__ytecephor proRle-ER@ , HERZ © .

VMibdar carcnoma. < R
__, ¢ linically:- ircegular mammegraphic dencibres i (&

|_ymicro:- well Formed tubules +grade nuclei N

|, Lymph node metusteses:- Rare

|—» presnasis:- excellent.

__pRecepto profile- ER[E , HER2O.

* (?em"ures of invasive cancers.
|, Pixxation :-adherent 4o the pectoral muscles or deep Fascia of chest wall.
E:R&radun /dimpling - of ckin or nipple, adherence +o overlging skin.
peau J’omye (orange peel): involvement of Lymphetic pathuey— lgmrhealem & skin become thickened &
exagjereted around Hairfollicles.

* Spread of Bceast cancer * Screening
|, throygh Lymphatics & hematesenous channels. ,::rnammgrqphz
|t Bone,Luny,sKeleton,Liver, adrensL —» Brain ,spleen § pituitacy. MRI.
Ly melastases may appear many years atter therapeutic conlral of primag Lesion.

* projnosis

|, Tumor staje » invative or in sHu.

|, Histologic grade |, tumor Size.

—puiﬂ'o,gic type of carcinoma. LN ijnvolved & its numder.
|y Lymphovascular invasion. —» Distant metastases.
_yestrojen/pragesterone receplor expression.

_yoverexpression of HERy -to predict responce 4o a monoclonal antibedy Herceplin againstgene prduct.



