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FYI

A kék csillaggal jelolt didk a
legfontosabbak, ezek tartalmdt a
szigorlaton tudni kell. Természetesen a
tobbi info is fontos (elsdsorban
jovendd ndgydgydszok és patologusok
szamara (-: )
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Temak
* A néi genitdlis traktus fertézései

* A vulva betegségei, fumorai

* A vagina betegségei, tumorai

+ A cervix betegségei, a MEHNYAKRAK



A néi genitdlis traktus fertézései

« Szexualis Uton szerzett

* Gonorrhea, trichomonas, chancroid, lymphogranuloma

vehereum, syphllls granuloma mgumale mycoplasma, egyéb
chlamydla okozta infekciok, HSV, HPV



Az also genitalis traktus fertdzései
A

 Herpes simplex N
« DNS virus
« HSV-1 oropharynx
« HSV-2 Cervix, vagina, vulva

 Tinetek: ldz, rossz kozérzet, me,gnagYob,bodo’r‘r nyirokcsomok, véros papu
majd vesiculak, ezek 6sszeolvadasabol fajdalmas fekely, purulens valadek

« Bor és mucosa lézidk gydgyuldsa 1-3 hét
* A virus a lumbosacralis ganglionokban persistdl
« Sziilés alatt az djszilott megfertézédhet

* Molluscum contagiosum
* Poxvirus
* Gyerekek bdrén barhol
* Felndttekben szexudlis dton terjed-genitdliak
 Behudzott kozepd, kupolaszer(i papula

lak,



Az also genitalis traktus fertdzései

Candida

. f(&yakor'i (normal vaginalis flora része-> kérosan elszaporodva—candidiasis) DM, terhesség, AB
ura

* Pruritus, tdré-szerd hiivelyvadladék
* Nem STD

Trichomonas vaginalis
* Flagellalt protozoon
« Sarga, habos folyds, hiivelyi discomfort, dysuria, dyspareunia
« Strawberry cervix - colposcopidval (tdg erek)
Gardnerella vaginalis
« Gram negative bacillus
* Bacterialis vaginosis f6 oka
« Attetszé, zoldes, kellemetlen szagl folyas
* Korasziilést indukdlhat

Ureaplasma urealiticum, mycoplasma hominis- vaginitis, cervicitis, chorioamnionitis
Chlamydia- cervicitis, de dltaldban inkdbb PID



Pelvic Inflammatory Disease (PID)-
Kismedencei gyulladds A

* A vulva és vagina érintett el6szor N

» Kismedencei fdajdalom, laz, hiivelyi folyds

* Neisseria gonorrheae-endocervicalis vagy Bartholin mirigy
esetleg a periurethralis mirigyek érintettek elészor, majd az
adnexamok (acut ur'ulens gyulladas Gram ne ClTIV dip ococcusok a

neutrop ||ekben ubo- OVClI"IC(lISG scessus osa inx, késobb
hegesedik, chronicus gyu ladas, hydrosal pm endometrium
alfalaban nem érintet

» Staphylococcusok, streptococcusak, egyéb- dltaldban abrasio,
gbortus utan- bacteriaemia, a gyulladds’'a mélyebb szoveteket’

erinti 8



VULVA



Bartholin cysta

* A Bartholin mirigy acut gyulladdsa abscessus képzddést okozhat
* A gyulladds okozta kivezetdcsé obstrukcid dltali cysta

* 3-5 cm atmérgjl lehet

* Belfelszinén laphdm vagy dtmeneti ham van

 Marsupializatio vagy resectio a terdpia
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Leukoplakia

* Klinikai fogalom

* Fehér plakkok, a ham megvastagoddsa

* Pruritus, hamlas

* Neoplasticus eredet(: VIN, Paget betegség, carcinoma

« Dermatosisok: chronicus dermatitis, psoriasis
* Lichen sclerosus et atrophicus



©WebPathology.com

Exophyticus terimék *

(Condyloma latum (syphilis)
Fibroepithelialis polyp
Laphdm papilloma)
Condyloma acuminatum
. L,ow risk HPV: HPV6, 11 -LSIL
* Altaldban t6bbszores
* Vulva, perineum, perianalis bér,
vagina, (cervix-csak ritkan)
* koilocytdk

R X
{ 5o
& X
S
Pl N
SAs A
; 2,' S
-l N

AdSLA o

Condylomata acuminata,
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Neoplasia- VIN (Vulvar In’rmepl’rhelual
Neoplasia)

« 2 f6 tipus
Klasszikus VIN

Kgrr'cibban Bowen-kdr, carcinoma in
situ

HR HPV-asszocidlt

6. évtized

Egyéb HPV asszocidlt betegség is
LSIL-HSIL

Basaloid laphdmrdk lehet beldle

lefer'enCIalT VIN

* Hosszan fenndllo lichen sclerosus vagy
epithelialis hyperplasia talajan

« 80-as éveikben jaré nék
« NEM HPV-asszocialt
« TP53 mutdcio szerepe? o

A basalis teriilet kifejezett atipidja
mellett megtartott kler'es a felszinen

Differencidlt VIN 1



Neoplasia- Vulva carcinoma *

* VIN -klasszikus (30%) vagy differencialt (70%)- talajan
kialakulé laphdmcarcinoma

» Inguinalis nyirokcsomdkba, kismedencei, paraaortikus
nyirokcsomokba ad dttétet

» Tavoli attétek: mdj, tiido6
* Vulvectomia, regionalis nyirokcsomék eltavolitdsa

* Ha a tumor 2 cm-nél nagyobb + nycsomé attétek- a prognosis
rossz



Mirigyham neoplasia- Extramammary
Paget kor

* Vorgs, hamlo és viszketd
terilet a nagyajkakon

* Nagy, vildgos, atipusos sejtek
a hamban

» Altaldban csak az epidermis
érintett (az eml P aget korral
szemben)
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A hively betegségei ritkak!!

. Fejl6dési rendellenességek
* Duplicatio- a kétoldali Miiller-csé elégtelen fiuziéja miatt
. Va?(mahs c1den05|sj embryonalis maradvdny: endocervicalis hdm -clear cell carcinoma

ulhat ki

* Gartner cystdk- mesonephricus maradvany

* Malignus tfumorok
* Laphdm carcinoma

HR HPV

* ritka
« Altaldban cervix cc is
* VaIN (SIL-ek) a prekurzor

« Embryonalis rhabdomyosarcoma (sarcoma botryoides)

gyerekek

» Szélofiirtszerd (botryoides) polypoid tumor mely elotiiremkedik a vagindbdl

Mikroszképos morfoldgia: jellegzetes cambium réteg: a tumorsejtek csoportokat alkotnak a
vagina hamja alatt

Localisan infiltrativ

17



A hively malignus fumorai 2

« Embryonalis
rhabdomyosarcoma (sarcoma

bo’rr'yo ides)
* gyerekek
« Sz6l6firtszerd (botryoides)
polypoid tumor mely 8 |
elétiuremkedik a vagindbdl B il
The American journal of case reports 2019
° Ml krOSZkOPOS mo r'fOlogla Recurrent Cervical Sarcoma Botryoides in a 3-Year-Old Female:

Approach in a Limited Resource Setting

jellegzetes cambium réteg: a
tumorsejtek csoportokat
alkotnak a vagina hdmja alat+t

« Localisan infiltrativ

Cambium layer (between small
' arrows)-tumor cell
~ ++ condensation below intact
= surface epithelium (large
.+ arrow)
i

_"‘ from the archives of AFIP
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CERVIX



Gyulladas

* A vagina és a cervix flora f6 alkotdja a lactobacillus (tejsav
termelés- pH4,5 alatt- H,0, termelés)

* Vérzés, szexudlis egyiittlét, AB kezelés- magasabb pH-
egyes kdrokozok tulnovekedése

« Gonococcus, Herpes simplex, Chlamydia, Mycoplasma



Endocervicalis polyp

* Exophyticus
* Vérzést okozhat-diff. dg!

* Fibrosus stroma, endocervicalis mirigyek, felszini erosio,
gyulladas

21
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Histopathology

Histopathology 2020, 76, 6—10. DOI: 10.1111/his.13992

REVIEW

The most important discoveries of the past 50 years in
gynaecological pathology

allle ] 3 2
Steven G Silverberg” & C Blake Gilks
]University of Maryland Medical System, Baltimore, MD, USA, and lDepartmenl of Pathology and Laboratory
Medicine, Vancouver General Hospital, Vancouver, BC, Canada

mDiscovery of the role of human
papillomavirus (HPV) in the aetiology of
carcinoma of the lower genital tract
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Harald zur Hausen '

HPV- egy kis torténelem...

* Rigoni-Stern (1842) veronai orvos (1760-1839 koz6tt) halotti
bizonyitvanyokat tanulmanyozott, megdllapitotta hogy a méhnyakrdk a
hazas vagy 6zvegy asszonyok és pr'os’rl’rual‘rak kozott gyakori, a sziiz
lednyok és apdcak kozott alig fordul eld

- 1983. HPV 16 DNS kimutatdsa méhnyak laphdm carcinomdban- Harald zur
Hausen, 25 évvel késobb, 2008-ban Nobel dij

https://www.nobelprize.org/prizes/medicine/2008/hausen/lecture/

« 2006-6ta védooltas


https://www.nobelprize.org/prizes/medicine/2008/hausen/lecture/

A HPV s‘rrukTur'aJa

E EZ TATA P97

Doorbar J Clin Sci 2006; 110 525-41

. Kiilsé lipidburokkal nem rendelkezé DNS
virus

» Capsid (korbeveszi a genomot)- 72
capsomer

* Capsomer: 5 L1 protein (pentamer)
* (360 L1 protein és 12 L2protein in toto)

» Circulapis kettds-szald DNs-8000
basispar-8 gén

Long coding r'e%on (LCR) vagy_ Non-

co ma region- €2 protein ko 6dési
helyek!

* Korai (Early) genek E1E2 E4EDE6ET

* Késdi (Late) gének: L1(major capsid
r?o‘(r)él(n aLeZ) memgr cczlp(5|c§1 JporngFn)l

25
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A HPV fertozés prevalencidja a kilonb6z6
életkori csoportok szerint

o * A fiatal lanyok 50%-a HPV
- fertozott 4 évvel a

‘ szexudlis élet megkezdését

Prevalane (%)
-t N N W W
M@ © u ©o o

-
o

4

kévetoen
20-24 25-29 30-34 35-39 4044 4549 50-54 5559 60-64
Age group (years)

o

Front. Microbiol., 28 November 2018
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A fertézések 50%-a 8 hénap alatt A HPV ferto Zés fo lyama'ra

felszamolddik

A ferjr6zé§ek 90%-a 2 év alatt
felszamoladik

Produktiv infectio (a virus azon
képessége, hogy ,,IeanY'_' virusokat
generdl): A viruson belila
génexpresszio szigoruan szabdlyozott,
ahoggl a fert6zott sejt a felszin felé

hala

Perzisztdlo infectio- rdk kialakuldsdhoz
vezethet

Transzformdld infectio- a virus genom

beépul a azdaserj’r genomjaba, E6 és E
hatasdrakontrolldlatlan sejtproliferdci
jon létre



HPV- Produktiv és transzformalo infectio
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Demis| _—— — ——_ e i e P Qo
‘ [

’
< o
#
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€2 Normal nuclei Ganes 05 E6  E1 2Host

29



Transzformdld infectiotdl a carcinogenesisig

» A virus genom beépiilése a gazdasejt genomjaba az E2
protein mikodését akaddlyozza

« (Az E2 protein szabalyozza (csokken’rl) az E6 ées E7
atirdsat), igy funkcidzavara az E6 és E7 onkoproteinek
megvdltozott expresszidjdhoz vezet

* E6 és E7- immortalizdl jak a gazdasejtet

« E5 - az immunrendszer elkerilése

30



A HPV foglyul ejti a sejtciklust, elimindlja az
6roket (a genom drét, a p53-t), mikozben
elbdjik az immunrendszer eldl!

31




GROWTH INHIBITORS GROWTH FACTORS

(TGF-B, p53, others) (EGF, PDGF)
CDK Inhibitors Activate
p16 ((NK4a) .,
* A retinoblastoma (RB)- a 1
SeJTCikIUS egyik fon.l-os Hypophos:horylated Hyperphosphorylated
szabadlyozojanak megkotese és — ]

inaktivalasa @ o O%Q

» Gdtolja a p21 és p27 (cyclin kinase \

Histone Histone !

inhibitorok) miikodését tr:;g;gy;-z;@ﬂ:cemase

* Mindez a sejtciklus

.

progresszi¢jahoz és a DNS o)
hibajavitas elégtelenségehez BT "aton
vezet Role of RB: in G0 and 61 binds to and inactivates E2F family of

transcription factors that mediate the transcription of genes
responsible for S-phase progression. During late G1 RB is

phosphorilated by CDKs and hyperphosphorilated RB releases
E2F



E

 Serkenti a p53 ubiquitin-
dependens proteosomalis
degradatiojat

* A telomerase expressio
upregulacidjdhoz vezet-
immortalizatio

lonizing radiation
Carcinogens

/ Mutagens \

72 &
@ %
Q
£

Normal cell Cell with
(p53 normal) mutations or
loss of p53

Oncogenic Stress l
Hypoxia DNA damage DNA damage
v
p53 a‘ccumulates and p53-dependent genes
binds to DNA not activated E6
l No cell No DNA
Transcription dependent and cycle arrest £9palrNo
independent effects on targets senescense

| Mutant cells
v v v Expansion

S p21 GADD45 and
SnRscente (CDK inhibitor) | | (DNA repair) @ additional
y Mmutations

apoptosis gene
G1 arrest e po}
|
I |
Success‘lful repair Repair fails Genomic
= instability
@ %

Normal cells Apoptosis Malignant tumor

(Modified from Robbins Pathology)

Through the normal action of p53 the
cell cycle is halted->DNA repair or
apoptosis follows
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EH === az immunrendszer elkerilése

* Az immunrendszer elkerilése: az E5 oncogén-az antigén
prezentacié megvdltoztatdasdval és egyes gyulladasos
dtvonalak atprogramozdsaval (j, gyulladdsellenes
mikrokornyezetet teremt
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VITUSES @’3) « Chronicus infectio

Ravict * Nincs szisztémds hatdsa
How Human Papillomavirus Replication and * Csak ritkdn 6li meg a
Immune Evasion Strategies Take Advantage of the gazdaszervezetet

Host DNA Damage RepairMachinery * Antigen prezentdciét és az adaptiv

. V4 V4 .
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immunrendszer elkeriilése
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elisabetta.trento@ifo.gov.it (E.T.); giovanna.dagosto@ifo.gov.it (G.D.); ilaria.cavallo90@gmail.com (1.C.);
martina.pontone@ifo.gov.it (M.P.); fulvia.pimpinelli@ifo.gov.it (EP.); fabrizio.ensoli@ifo.gov.it (FE.)

= HPV Unit, Department of Gynaecologic Oncology, National Cancer Institute Regina Elena, IRCCS, IFO,
Via Elio Chianesi 53, 00144 Rome, Italy; luciano.mariani@ifo.gov.it

*  Correspondence: valentina.bordignon@ifo.gov.it; Tel.: +39-06-5266-5245; Fax: +39-06-5266-6812

Received: 13 November 2017; Accepted: 16 December 2017; Published: 19 December 2017

35



Cervix uteri

Source: Globocan 2018

Number of new cases in 2018, both sexes, all ages

Number of deaths in 2018, both sexes, all ages

Lung
20093 B76 (11.6%)

Breast
2 088 849 (11.6%)

Other cancers
7 753 946 (42.9%) Colorectum

1849 518 (10.2%)

Prostate
1276106 (7.1%)
Stomach
1033 701 (5.7%)

Oesophagus Liver
572034 (3.2%) 241 080 (4.7%)

Cervix uteri
569 847 (3.2%)

Total: 18 078 957 cases

Other cancers
3422 417 (34.7%)

Prostate
358 929 (3.6%)

Pancreas
432 242 (4.4%)

Lung
1761 007 (17.8%)

Colorectum
880 792 (B.9%)
Stomach
782 685 (7.9%)
Liver
781 631 (7.9%)
Desophagus Breast
508 585 (5.2%) 626 679 (6.4%)

Total: 2 555 027 deaths
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Incidence, both sexes Mortality, both sexes

Oceania Oceania
(0.43%) (0.41%)
Morth MNarth
America America
(2.7%) (1.9%)
LAC* | Europe
(9.9%) (8.3%)
: Asia
Asia
ELII"G'FIE LAC* 54.1%
(10.7%) (55.3%) (9.19%) { }
Africa Africa
(20.9%) (26.2%)
Population Number Population Number
] Asia 315 346 e Asia 168 411
] Africa 119 284 ] Africa 81 687
[ Europe 61072 [ *| atin America and the Caribbean 28 318
[ *Latin America and the Caribbean 56 187 [ Europe 25 B29
I Morth America 15 502 ] North America 5 852
Oceania 2 456 Oceania 1268
Total 569 847 Total 311 365

The Global Cancer Observatory - All Rights Reserved, March, 2019,



A MEHNYAKRAK KIEMELT GLOBALIS EGESZSEGUGYI PROBLEMAI

Age standardized (World) incidence rates, cervix uteri, all ages
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A MEHNYAKRAK KIEMELT GLOBALIS EGESZSEGUGYI PROBLEMA!

Age standardized (World) mortality rates, cervix uteri, all ages
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A cervical cancer-free future: First-ever

global commitment to eliminate a cancer
17 November 2020 News release, WHO

To eliminate cervical cancer as a public health problem, all
countries must reach and maintain an incidence rate of fewer
than 4 new cases of cervical cancer per 100 000 women per
year. Achieving that goal rests on three key pillars and their
corresponding targets:

Vaccination: 90% of girls fully vaccinated with the HPV vaccine
by the age of 15 years;

Screening: 70% of women screened using a high-performance
test by the age of 35 years, and again by the age of 45 years;
Treatment: 90% of women with pre-cancer treated and 90% of
women with invasive cancer managed.

Each country should meet the 90-70-90 targets by 2030 to get
on the path towards eliminating cervical cancer by the end of
this century.

Sourcs: https.//www.who.int/news/item/17-11-2020-a-cervical-cancer-free-future-first-ever-global-commitment-to-eliminate-a-cancer



A

« Tobb, mint 200 HPV
» 14 tipus high risk (oncogen) 7/\(
* High risk (oncogen) HPV- vulva, vagina, cervix, penis, anus,

tonsilla és oropharynx laphamrdkokban

* LEGFONTOSABBAK: HPV 16 és 18

» Egyéb high risk HPV: 31, 33, 35, 39, 45, 51, 52, 56, 58, 59,
(66 és 68)

« Co-carcinogenek:
« Tobb szex partner
* Fiatal életkor a nemi élet kezdetén
 Tobb sziilés
« Immunsuppressio, HIV koinfectio
* Oralis anticoncipiensek
* Dohdnyzds



A

Cervicalis intraepithelialis neoplasia "B

« CIN I: enyhe dysplasia

« CIN II : kozepes-foku dysplasia
+ CIN III: sdlyos dysplasia CINI CINII CINIIT

LSIL SIL

2 osztatld rendszerben

LSIL: low-grade squamous
intraepithélial lesion

HSIL: hi%h-gmde,squamous
intraepithelial lesion

(|Lower Anogenital Squamous
erminology - LAST project)
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LSIL

* 80% high-risk HPV (HPV 16) dltal okozott

* Produktiv HPV infectio

* 60% regresszio

* 30% persistal

* 10% progresszio: HSIL alakul ki (de nem régton rak)



HSIL

* 100% high-risk HPV
asszocialt

* Transformald infectio,

* 30% regresszio

* 60% persistal

* 10% progresszio: rdk alakul

& - A

ki (39Yéb kaTOI‘OkTéI IS ' ‘ F 3:;3' #
fliggoen nehany honap-10 ev HSIL/CINIII
C(IC(TT) A Semmelweis Egyetem II. sz. Patoldgiai

Intézetének archivumabdl
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Szabdlyos
TRENSZLF

High-grade dysplasia- HS

A sejtek orientdcidja elvész

Basalis sejtsor sejtjeire
emlékeztetd sejtek

Nagy sejtmagok
(N/C ratio megnovekszik)
Hyperchromasia
Nucleolusok
Mitézisok a hamban magasan
is
Emelkedett mitdézisszam
Elvétve bizarr sejtek
Polymorphismus




WHO Classification of Tumours of
Female Reproductive Organs

Edited by Robert J. Kurman, Maria Luisa Carcangiu, C. Simon Herrington, Robert H. Young

0
1975 1980 1985

Cervical Cancer
™ Denmark ® Norway

™ Finland Sweden

1990 1995 2000 2005 2010

WHO Classification of tumours of the uterine cervixa®

Epithelial tumours
Squamous cell tumours and precursors
Sqguamous intraepithelial lesions

Ofther epithelial tumours

Low-grade squamous intraepithelial lesion 8077/0
Squamous cell carcinoma, NOS 8070/3
Keratinizing 8071/3
Non-keratinizing 8072/3
Papillary 8052/3
Basaloid 8083/3
Warty 8051/3
Verrucous 8051/3
Squamotransitional 8120/3
Lymphoepithelioma-like 8082/3
Benign squamous cell lesions
Squamous metaplasia
Condyloma acuminatum
Squamous papilloma 8052/0
Transitional metaplasia
[Glandular tumours and precursors
Adenocarcinoma in situ 8140/2
Adenocarcinoma 8140/3
Endocervical adenocarcinoma, usual type  8140/3
Mucinous carcinoma, NOS 8480/3
Gastric type 8482/3
Intestinal type 8144/3
Signet-ring cell type 8490/3
Villoglandular carcinoma 8263/3
Endometrioid carcinoma 8380/3
Clear cell carcinoma 8310/3
Serous carcinoma 8441/3
Mesonephric carcinoma 9110/3
Adenocarcinoma admixed with
neuroendocrine carcinoma 8574/3

Benign glandular tumours and tumour-like lesions
Endocervical polyp

Mullerian papilloma

Nabothian cyst

Tunnel clusters

Microglandular hyperplasia

Lobular endocervical glandular hyperplasia
Diffuse laminar endocervical hyperplasia
Mesonephric remnants and hyperplasia
Arias Stella reaction

Endocervicosis

Endometriosis

Tuboendometrioid metaplasia

Ectopic prostate tissue

Adenosquamous carcinoma 8560/3
Glassy cell carcinoma 8015/3
Adenoid basal carcinoma 8098/3
Adenoid cystic carcinoma 8200/3
Undifferentiated carcinoma 8020/3
Neuroendocrine tumours
Low-grade neuroendocrine tumour
Carcinoid tumour 8240/3
Atypical carcinoid tumour 8249/3
High-grade neuroendocrine carcinoma
Small cell neuroendocrine carcinoma 8041/3
Large cell neuroendocrine carcinoma 8013/3
Mesenchymal tumours and tumour-like lesions
Benign
Leiomyoma 8890/0
Rhabdomyoma 8905/0
Others
Malignant
Leiomyosarcoma 8890/3
Rhabdomyosarcoma 8910/3
Alveolar soft-part sarcoma 9581/3
Angiosarcoma 9120/3
Malignant peripheral nerve sheath tumour 9540/3
Other sarcomas
Liposarcoma 8850/3
Undifferentiated endocervical sarcoma 8805/3
Ewing sarcoma 9364/3
Tumour-like lesions
Postoperative spindle-cell nodule
Lymphoma-like lesion
Mixed epithelial and mesenchymal tumours
Adenomyoma 8932/0
Adenosarcoma 8933/3
Carcinosarcoma 8980/3
Melanocytic tumours
Blue naevus 8780/0
Malignant melanoma 8720/3

Germ cell tumours
Yolk sac tumour

Lymphoid and myeloid tumours
Lymphomas
Myeloid neoplasms

Secondary tumours

# The morphology codes are from the International Classification of Diseases for Oncology (ICD-O) {575A}. Behaviour is coded /0 for benign
tumours, /1 for unspecified, borderline or uncertain behaviour, /2 for carcinoma in situ and grade |l intraepithelial neoplasia and /3 for

malignant tumours; ® The classification is modified from the previous WHO classification of tumours {1906A}, taking into accolitt changes in
our understanding of these lesions; *These new codes were approved by the IARC/WHO Committee for ICD-O in 2013.




Méhnyakrak b _ ¢

» 70-80% laphdmrak (precursor: HSIL)

* 15-25% adenocarcinoma (precursor: ALS-adenocarcinoma in
situ)

* 5%: neuroendocrine cc, adenosquamosus cc ill. egyéb

» Atlagéletkor 45 év
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A

A méhnyak lapham carcinomdja b _ ¢

* Csaknem 100%-ban high risk HPV asszocidlt

« WHO szubtipusok és grade a beteg kezelése szempont jabdl nem
erdekes

gfon’rosabb a stadium (korai invaziv tumorok pontos mérése a
roszkopban |

Gyanu jelek:
« Kéros citoldgia
 Vérzés (intermenstrualis v. postcoitalis)
* Hdgydti obstructio
* Lymphoedema

« Ezek a nok altalaban nem vesznek részt a sz(irésben
Pr'o%rjosus stadiumtdl figg (Stage Ia 95%, mig Stage III és IV <50% a
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V 4 °
Terapia
» Stddium fiiggd
« Conisatio vagy hysterectomia

» Wertheim-m{tét: radicalis hysterectomia nyirokcsomeé
disszekcioval

* Sugdrkezelés, ha a tumor 4cm-nél nagyobb

« Exenteratio



A betegség lefolydsa b _ ¢

. Altaldban lokdlisan infiltrdl

» Paracervicalis ldgyrészek, higyhdlyag, ureterek (obstructio,
uremia), vagina, rectum felé propagatio

* LVI, nyirokcsomo dttétek

» Tavoli attétek- mdj, tiidé, csont
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Méhnyak laphdm carcinoma. A Semmelweis Egyetem IT.
sz. Patoldgiai Intézetének archivumadbdl
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Endocervicalis adenocarcinoma b _ ¢

* Méhnyakrdk esetek 20-25%-a
* HR HPV18 féleg
* Precursor: adenocarcinoma in situ (AIS)

* Leggyakoribb (80-90%): Szokvdnyos tipust endocervicalis
adenocarcinoma

* Egyes tipusok nem HPV asszocidltak pl. Gastricus tipusd
mucinosus carcinoma
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Méhnyak adenocarcinoma. A Semmelweis Egyetem II.
sz. Patolégiai Intézetének archivumadbdl
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Endocervicalis adenocarcinoma in situ, N

NECRENL L A Z RN X e G
szokvdnyos tipus HR HPV asszocialt szokvanyos tipu

endocervicalis adenocarcinoma



Neuroendocrin tumorok (NET)

e Ritka (2 o/o)

* Low grade pl. carcinoid
Tumor

* High grade: Kissejtes
neuroendocrin carcinoma
(leggyakoribb forma)

Kissejtes neuroendocrin carcinoma - cervix



PREVENCIO- Sz(irés



A cytolégiai alapu mehnyakrakszires
kialakuldsa

* George N. Papanicolau ,New cancer diagnosis” 1928.
« Ugyanakkor Aurel Babes Bukarestben

» 1940-18l a Cornell négyégydszati részlegen minden nének af
kellett eshie a cytoldgiai mintavetelen, a mintat maga
Papanicolau vizsgalta meg

- 1950-es évek kozepetdl exfoliativ cytolégiai szlirés az USA-
ban-érezhetden csokkend mortalitds

« 2001. The Bethesda Classification
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ThjnPrepe rhml’rcp® ThinPrcp® ThinI’rcpe ThinPn:p0 ThinPrcp’">

ThinPrep® ThinPrep® = ThinPrep® ThinPrep®

el P

Slide = Slide = Shide = Slide ¢ Slide = Slide = Slide = Slide = Slide = Slide =

SuperFrost SuperFrost SuperFrost SuperFrost

Folyadék alapu cytologia (Liquid based cytology)

Monolayer vagy near monolayer computer assisztdlt
képanalizishez

Tormelékek, vér, exudatum filtracidval eltavolitdsra
kerdl

ThinPrep® (Hologic), SurePath®(BD Diagnostics)

Table 10 TBS 2014 Classification (Nayar and Wilbur 2015)

Specimen type:
Indicate conventional smear (Pap smear) versus liquid-based preparation versus other

Specimen adequacy:

Satisfactory for evaluation
Unsatisfactory for evaluation (specify reason)

General categorization (optional)

Negative for intraepithelial lesion or malignancy

Other: See interpreiation/result ) .

Epithelial cell abnormality: See interpretation/result (specify “squamous” or “glandular” as appropriate)
Interpretation/result

Negative for intraepithelial lesion or malignancy

Nonneoplastic findings (optional to report)
Nonneoplastic cellular variations

Reactive cellular changes

Glandular cells status posthysterectomy
Organisms

Other
Endometrial cells (in a women > 45 yrs of age)

Epithelial cell abnormalities

Squamous cell

ASC

— Of undetermined significance (ASC-US)
— Cannot exclude HSIL (ASC-H)

LSIL (encompassing: HPV/milddysplasia/CINI1)

HSIL (encompassing: moderate and severe dysplasia, CIS: CIN 2 and CIN 3)

Squamous cell carcinoma

Glandular cell
Atypical

— Endocervical cells (NOS or specify in comments)

— Endometrial cells (NOS or specify in comments)

— Glandular cells (NOS or specify in comments)
Atypical o

— Endocervical cells, favor neqplastic
— Glandular cells, favor neoplastic
Endocervical AIS
Adenocarcinoma
— Endocervical

— Endometrial
— Extrauterine

— Not otherwise specified (NOS)
Other malignant neoplasms: (specify)

Adjunctive testing:

Provide a brief description of the test method(s) and report the result so that it is easily understood by the clinician
Computer-assisted interpretation of cervical cytology

If case examined by an automated device, specify device, and result
Educational notes and comments appended to cytology reports (optional)

The Bethesda System 2014






HPV teszt

* nagy teljesitményl molekularis vizsgalatok
* Indikadcidk: 1. elsédleges sziirés 2. ,test of cure” (terdpia

hatékonysdganak ellenérzése) 3. Tr'lage bizonytalan vagy low grade
cytologiai eltérések esetén

» Sokfele biospecimenen (mintan) lehetséges: liquid based cytologiai minta,
klinikus altal vett konvenciondlis minta, self-taken minta (for hard-to-
reach women), vizelet

* Magasabb szenzitivitds, de alacsonyabb specificitds, mint a cytolégiai
mintdké



HPV Biomarkerek

Type of biomarker

HPV DNA testing

HPV RNA testing

HPV protein testing

Cellular biomarkers

Epigenetic biomarkers

Test/Technique

Hybrid capture 2 (Qiagen) detects 13 high-risk HPVs
Cervista HPV HR (Hologic) detects 14 high-risk HPVs
Cervista HPV 16/18 (Hologic)

Cobas 4800 HPV (Roche diagnostics)

APITMA (Gen-Probe) and OncoTect (IncellDX)

PreTect HPV-Proofer (Norchip) and NucliSENS EasyQ
(bioMerieux)

OncoE6 (Arbor Vita Corporation)
Cytoactiv assay (cytoimmune diagnostics)

P16/K1-67 immunocytochemistry assay

ProExCTM assay (Becton-Dickinson)

Fluorescence in situ hybridization (FISH) and multiplex
ligation-dependent probe amplification (MLPA)

Differential methylation hybridization (DMH)

Restriction landmark genomic scanning (RLGS)
Demethylating agent expression microarray

Remarks

Detects 13 high-risk HPVs

Detects 14 high-risk HPVs

Specifically identifies HPV 16 and 18

Targets 14 high-risk HPVs

Based on reverse transcriptase and PCR technique. Can detect E6 and E7
mMRNA from 14 and 13 high-risk HPA serotypes, respectively

Rely on nucleic acid sequence-based amplification (NAS-BA) and are able to
detect E6/E7 transcripts from HPV 16, 18, 31, 33, and 45

Detects E6 protein encoded by HPV 16, 18, and 45

Measures loss of expression of L1 which has been identified as a potential
marker of progressive lesions

p16 is a CDK-l while K1-67 is a proliferation antigen expressed in the G2 and M
phases of the cell cycle. They are co-expressed in dysplastic lesions and
constitute a highly sensitive and specific test for CIN 2 or worse lesions

Recognizes minichromosome maintenance protein 2 and topoisomerase |l a,
which are expressed in cells with abnormal S-phases such as HPV-infected
cells with increased E6/E7 synthesis.

Can be used to detect gain of chromosomes 3qg and 5p which carry the TERC
and TERT genes

Allows identification of SOX1, NKX6-1, PAX1, WX1, and LMXIA genes that are
often methylated in cervical cancer and precancerous lesions

Detection of methylated NOL4 and LHFPL4 genes
|dentifies methylation of SPARC and TFP2 genes
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Néhany alapelv a sziirésben...

« Sz(irés 21 éves kortol

- 30 éves kor utan ha HPV negativ és a citoldgia is negativ 5
évente elég a szlrés

* Negativ citoldgia, de HR HPV pozitiv, 6-12 havonta kontroll
* Ha koros citoldgia -colposcopia, ecetsav teszt, biopszia

* Ha a biopszia eredménye LSIL-kovetés
* Ha a biopszia HSIL-t mutat-conisatio

: : Loop conisatum
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Méhnyakradk sz

rogram
ram [CytologyMAHPY tasting)
nd quality assurance

Data accessed on 31 Dec 2016.

7”7 V{4

(iroprogramok a vildgban

www.hpvcenter.net

65



Prevencio-vedooltas

« Quadrivalens vakcina: Gardasil® (HPV 6, 11, 16, and 18)

* The L1 capsid proteint élesztésejtekben termeltetik
(Saccharomyces cerevisiae)

« 9-26 éves férfiak és nék
3 oltas: O, 2, és 6 hénap milva
- Bivalens vakcina: Cervarix® (HPV 16 és 18)
« 3 dozis (0, 1 és 6 hénap) 10-16 éves lanyoknak és néknek

 Nonavalens vakcina: Gardasil 9© (HPV 16, 18, 31, 33, 45, 52,
és 58) valamint (HPV 6, 11) A

« Védelem a méhnyakrakot okozé HPV fertdzések 70-90%-aval
szemben
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HPV elleni oltaskampdny a vilagban

Data accessed on 31 Dee 2016.
www.hpvcenter.net
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6vo védooltasa - Nanopatch™

Contents lists available at ScienceDirect

Vaccine: X

FI SEVIER journal homepage: www.elsevier.com/locate/jvacx

=
\/accinee

Immune response and reactogenicity of an unadjuvanted intradermally
delivered human papillomavirus vaccine using a first generation

Nanopatch™ in rhesus macaques: An exploratory, pre-clinical feasibility
assessment

Brian K. Meyer **, Mark A.F. Kendall ***', Donna M. Williams *, Andrew J. Bett *, Sheri Dubey °,
Renee C. Gentzel “, Danilo Casimiro “*, Angus Forster “, Holly Corbett ™, Michael Crichton ",

S. Ben Baker ", Robert K. Evans *“, Akhilesh Bhambhani*

* New Technofogies, Vaccane Drug Product Development, Voccine Process Research and Devefopment, MRL, Merck & Co, Inc., 770 Sumneytown Pike, West Pomne. PA 19486, USA
¥ Defivery of Drugs and Cenes Croup (07C?). Austrahan Institute for Bwoengineering and Nanotechnofogy, The Universaty of Queenskmd, Brisbane, Queensiond QLD 4072, Austrafia

“ Vaxxas Pry Led Translotional Research Institute, 37 Kent Street, Bnsbane, QLD 4102, Austrafin
“Infectious Disease and Voccwnes, MRL. Merck & Co, Inc, 770 Sumncyrown Prke, West Pount, PA 19486, USA
* Movement Disorders and Translation, MRL, Merck & Co., Inc, 770 Sumneytown Pike, West Point, PA 19486, USA

https://www.youtube.com/watch?v=BGRy5VU

-LfI

NANOPATCH

Cross section of 2 S Rt = A R
the nanopatch == 'lo

Projections '
‘ " Outermost
layer of the
epidermis,
Immune cells (consisting
of dead

cells)

Dermis Epidermis
(inner layer (outer
of skin) layer

of skin)
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