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Gynaecological Procedures

* Gynaecological exam * Endometrial Biopsy
o Pipelle
* Pap-Smear > D&C

> Fractionel Curettage

* Transvaginal USG (tvUSG)

* Intra-uterine Device Implamentation
* Colposcopy

* Bartholine Cysts
* Cervical Punch Biopsy d

*  Vulvar Biops
* Endocervical Curettage Psy

° H'
* LEEP-LLETZ Isterescopy

* Laparosco
* Conization P Py
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Gynaecological Exam
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FEMALE EXTERNAL GENITALIA
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* MASSES

* DISCHARGE / BLEEDING
* RASH / VESICLES
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Vulvar Biopsies
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VULVAR BIOPSIES
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Cervical Smear and Biopsies
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Pap-Smear
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Colposcopy

 Vagen
 Vulva
« Cervix
« Abnormal Smear
« Normal, ASC-US, LSIL, HSIL, AGC
- HPV 16/18
« Other HPV (+) Abnormal Smear

« Colposcopic biopsy results
« Normal, CIN 1-2-3, Cancer
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Colposcopy
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Abnormal Colposcopy

Aceto-White Epithelium

%3 or %5 Acetic Acid
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Abnormal Colposcopy

Lugol (-)
Schiller (+)

Punctuation
Mosaicism
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Cervical Punch Biopsy

W CERVICAL "PURCH" BEOPSY:
Small tasue samples are taken from
1 the serviy and sxamingd for dissase of

Colposcope
luminates
the cervix

Biopsy forceps are wsed to
sample the cervi
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Endocervical Curettage (ECC)
T__jﬂﬂsrynas

Indications

* Lesions extending
into ECC

* AGC

* Abnormal Uterine
Bleeding
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LEEP: Local Electro-Surgical Excision Procedure or
LLETZ: Large Loop Excision of the Transtion Zone
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Conization
(Cold Knife/ Co2 Laser/ Laser Diathermy/ LEEP)

Cone Biopay (Conlzation} of the Cervix

Indications

 ECC(+)

e Cytologic Abnormality not
consistent with tissue
diagnosis

* Unsatisfactory colposcopy

* Microinvasion on biopsy R/O
invasive cancers

e Adenocarcinoma in situ
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Conization by LEEP
(Cold Knife/ Co2 Laser/ Laser Diathermy/ LEEP)

Loop electrosurgical excision
procedure (LEEP) "top hat" cervical
conization procedure

transverse (upper row) and coronal
(lower row) views,

A. Excision of ectocervical portion of
lesion.

B. Appearance of cervix following
ectocervical excision. C. Excision of
endocervlcal portion of lesion,

D. Appearance of cervix upon
procedure completion.

25* European Congress
on Gynaecological Oncology
March 7-10, 2024 | Barcelona, Spai

¢ | ESGQ

Eumpean Society o
cological Oncology




Endometrial Biopsies
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Endometrial Biopsy Indications

- Abnormal Bleeding

- Bleedings with High Risk Factors
- Post-Menapousal Bleeding

- Tamoxifen Users Bleeding

« Endometrial Thickness Increase
« Postmenapousal >4-5 mm

Pre-menapousal : No Consensus
» 4-5 / 10/ 16 mm

« Cancer Screening (HNPCC)

 Follow up of Endometrial Hyperlasia

« Evaluation of uterine response to hormone therapy

- Abnormal Pap-smear with atypical cells favoring endometrial origion
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Endometrial Biopsy Types

 Dilitation and Curettage (D&C): Sharp Curettage

* Fractionel Curettage (D&C + ECC)

« Pipelle Biopsy with Karman Aspirator (Suction Curettage)
« Hysteroscopic Biopsy

Endometrial Sampling
Type

D&C > %90
Aspiration Biopsy %90 ~
Pipelle Biopsy %83-97
Hysteroscopic Biops %98 ~ 254 E C
y P psy ( ESGQ =l urozign Igngorle;;
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Dilatation & Curettage (D&C): Sharp
Curettage

Teneculum
Weighted Speculum,
Sim Speculum (Vaginal Retractor)

Histerometer (Sims Uterine Sound)
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Dilatation & Curettage (D&C):
Sharp Curettage
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Karman or Pipelle Aspiration Biopsy

FIGURE 43-16.8 Removal of uterine
contents.

FIGURE 43-16.7 Suction cannula move-
ment during curettage. |
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Hysteroscopy (H/S)

Hysteroscopic Devices

— Diagnostic
—Rigid or Flexible

—Resectoscope

25Eng

ESGQ Ig |o Igy




Hysteroscopy (H/S)

« Hysteroscopy= Hysteroscope + Light source + Uterine distention
medium+ Video camera system. Most hysteroscopes consists of a 3- to 4-
mm-diameter endoscope surrounded by an outer sheath.

 Diagnostic hysteroscopes offer a small diameter, which provides an
adequate endometrial cavity view yet requires minimal if any cervical
dilatation.

« Operative hysteroscopes have sheaths that increase the overall diameter
and necessitate cervical dilation in most cases. Thus, cases requiring
operative hysteroscopes are best managed under general or regional
anesthesia in the operating room for patient comfort and safety.
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Hysteroscopy is a minimally invasive procedure that allows
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Resectoscope

— Consists of inner and outer sheaths.

— The inner sheath houses a 3- to 4-mm-diameter endoscope and a channel for fuid medium inflow.

— The 8- to 10-mm outer sheath contains an electrosurgical resection loop and allows fluid egress from
the uterus through a series of small holes near the sheath's distal end.

— By means of a spring mechanism the resection loop can be extended and than retracted to shave off
contacted tissues. Through ist central cannula, larger instruments that are energy based for tissue
resection can be passed such as roller bar, vaporising electrodes (unipolar, bipolar, laser), hot scalpel
and motorized morcellator.
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FIGURE 41-38 Distention medium flow through resectoscol




Ovarian Biopsies
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LAPAROSCOPY

Laparoscoepic Prooesdoamne

Left
ovary

VU Cancel
tissue




LAPAROSCOPY
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FUTURE

* LIQUID BIOPSIES

* ERA PerMed-CytoMARK PROJECT

25* European Congress
on Gynaecological Onc ology
March 7-10, 2024 | Barcelona, Spai

ESGO

Gynaecological Oncology




LIQUID BIOPSIES
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Liquid biopsies

ctNA
CTCa (circulating Exosomes
(circulating tun:qr
tumor cells) st
acids)
Cancer cells released ctDNA (circulating tumor Small membrane-derived
from primary tumor mass DNA). miRNAs, mRNA, & vesicles (40—-100 nm)
into the bloodstream long non-coding RNA contain various molecules such
as signal proteins. microRNAs,
MmMRNAs, lipids, and exoDNA.
[ CTC ] ctNA. mainly ctDNA ] Exosome vesicle, exoDNA,
miRNA, and IncRNA

Samples: blood, serum/plasma, urine, CSF, saliva

Uterine Aspirates ES;G;Q
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ervical Cancer Detection and Prognosis

Tabla 1 Sudes using ooll-Foa DNA as a bormarkar for tha debechon of canacal canoar
Tanged Scnmsithvity  Speciicity
WO Sy ) Sampia (] P
1 FPOFTRMENARES T HEVDNA Flaama 1200 100
=t al™
2 M'lgsld- HEV DA Flasma B30 BH33

Stngo 16 and B Har ot af (Z01ET

Tian ot al T

1 WaGi pIoT 10 DTy
and fhrs e
during tha

Al bassing, & The e
of treaiment and doring
tolow-Lp vesits: ot 6, 12
and T8 momdi=

Al bassine [befons

reaimand), doys 7, 21 and
35 ournng CHAT @nd than
2,8 12 18 and 24 mons

Ealom ono, when
posEibeG, durng tharapy

with cenAcal
cancay,
13 = HPW Bafora AT fwiss 1], during
e AT [aspocilly beforg
cmophanymx piaiad brackyTempy, vk T, and
cancat, 3 roihe aSor T et )
5 -oontrois
21 femada,
20 maig
rooplasy, GoPCA, dopist dgisl PCA; HPY, husan pepilioranines; NGE, Nt gonarnSon Sequenoing
Chmin rasction; QFCH, quanitnive PCH; AT-gFCR, reverss mnsorphion PR BOC, oed
Cenvicl Careed.

Essfone ano =5er




Endometrial Cancer: Early Detection, Therapy
Response and Prognostic

Table 1. Summary of studies charackerzmyg corculatmg bromarkess bo momtbor BC.

Biomarker

Stage

Clinical Significanice

Type of
Sinple

HE4 and CA135

Early stages
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Serum
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Diagnostic, prognostic,
poiential application o
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Early and
advanced stages

Progmostic,
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Thssae,
Serum

WES, ddPCRE

Localized and
advanced stages

Dhisee nser enemitoringg

ddPCE

Localized and
advanced stages

e ase momitoring

NG5

Localized
stages

s ase momitoring

ddPCE

Liocalized stages
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Advanced sages

Therapy mesponse
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Ovarian Cancer: Early detection and follow-u
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Cell free DNA (cfDNA)-Endometrial
Cancer

* Changes in circulating cell-free DNA (cfDNA) levels have been associated with cancer development
and progression.

* Arecent study found higher levels of total cell-free DNA (cfDNA) and mitochondrial cell-free DNA
(ctmtDNA) in the blood of patients with endometrial cancer compared to non-cancerous conditions.
The increase was notably more significant in cases of high-grade endometrial cancer.
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Cell free DNA (cfDNA)-Endometrial Cancer

e ctDNA can better predict how well a treatment is working compared to standard
blood tests and imaging scans.

* ctDNA levels can provide effective prediction on survival.
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Circulating Tumour Cells (CTCs),
Endometrial Cancer

* The ENITEC (European Network for Individualized Treatment in EC) Consortium described
a study with 22% (n= 32) CTC-positive high-risk EC patients.

* CTCs in the blood might be of help to determine the potential risk of recurrence and assess
prognosis in endometrial cancer patients, but their use in clinical settings is still limited and
inconclusive.
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Cell free DNA (cfDNA)-Cervical Cancer

* The majority of cervical cancers are linked to high-risk HPV infections. Detecting HPV
DNA in the blood can predict the possibility of cervical cancer metastasis within a year.

* However, the main issue was that the PCR technology in the early 2000s was not sufficient
to detect minor variations and low copy numbers, rendering it ineffective.

* In recent years, with the advent of methods like Droplet Digital PCR (ddPCR), the
specificity of the assay has reached 100%, with a sensitivity of around 90%.

PIK3CA, ZFHX3,
)(:)()0()( Mutation KMT2C and KMT2D
CH, CH,
Human R /J . CADM1, CDH1, CDH13, DAPK,
/ )(J;\/f ji.«)n, Methylation MGMT, MEGS3 and SIM1
cfDNA )(j()(j()( HPV sequence HPV E7, L1

Plasma
CH; CH,

Viral
)(J#)(Jj )( HPV methylation HPV L1, E6, E7

PBMC

—
I mm  miRNA (free & EV bound)
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Cell free DNA (cfDNA)-Cervical Cancer

* The Cancer Genome Atlas (TCGA) Research Network published one of the most extensive
studies in cervical cancer in 2017.

 Identified previously unreported significantly mutated genes and other factors that make
these tumors good targets for immunotherapy and targeted therapy based on their genetic
profiles.

* Several studies have indicated that lower levels of circulating cell-free DNA (¢cfDNA) in
patients are associated with a favorable response to treatment in various types of cancers.

* Conversely, higher levels of cfDNA typically signify a poor response to treatment and a
lower progression-free survival (PFS) rate.

Diagnosis
S ———
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Cell free DNA (cfDNA)-Ovarian Cancer

* The findings suggest that circulating tumor cells (CTCs) can play a crucial role in early
diagnosis, prognostic prediction, and treatment guidance for ovarian cancer (OC).

* Early-stage OC shows limited sensitivity and specificity in cfDNA analyses

*  With the accumulation of data , liquid biopsy can use to help treat and follow-up of ovarian
cancer.

* However, they still need to do more research and use the same methods for all patients

Peripheral Blood
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Circulating Exosomes/miRNAs
(micro RNA)

* Nanoparticle size structures called extracellular vesicles, which contain proteins, lipids, and
DNA/RNAs and play a role in cell-to-cell communication, are considered as alternative forms of
liquid biopsy.

* Not only do they appear in cancer cells, but they can also transfer tiny regulatory RNAs to cells called
endometrial fibroblasts

* Plasma miR-99a/miR-199b resulted in 88% sensitivity and 93% specificity. (Good diagnostic
potential).
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Circulating Exosomes/miRNAs

* Evidence suggests that microRNAs increase more significantly in patients with
gynecologic cancer compared to those with benign diseases and healthy controls.

* Great potential of miRNA signatures in liquid biopsies as valuable information in
Gynecologic cancer.

Circulating microRNA in biological fluids

MiRNA is found: (B5% of i by
E> v = Cell free - Bound to RNA binding proteins e SO
> _— - Contained in exosomes (MD: et
b~ 1Y * Intracellular - RBCs, WBCs etc e
& 0% * 5,89
sy ,“'-3} '-“Ié
\_/ %%
L S N Brain diseases

_ fi-»e)a' Diagnostic indicator of disease
- e o

S MY WS
& Aé“.‘;i >SEDS 3 == Heart disease
i' :‘?‘ !-; -\t ’;’ "oy o8 Cancer @ SG zskh European congress
( C/ . " on Gynaecological Oncology
3 BT March 7-10, 2024 | Barcelona, Spain

e 3 PregRanEy Infectious diseases ean Society ol
QB 3 ecological Oncology

Cortez, M. A et al., Nat. Rev. Clin. Onco. (2011) Renal disease




C N N C N

RESPONSE TO THERAPY AS
IDENTIFICATION OF NEW BI%VI\TI_I%R'I:‘E:ISGﬁS;I(;EIgTFED VALUABLE TOOLS TO IMPROVE
MOLECULER TARGET TREATMENT OF ADVANCED
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UTERINE ASPIRATES

* Pap brush, showed 81% (95% CI, 76—
84%) of EC

Tao brush and endocervical sampling
with a Pap brush,

improved detection rate of 93% (95% CI,
87-97%) patients with endometrial
cancer
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ERA PerMed-CYTOMARK PROJECT

This funded project aims is to advance the development of a non-invasive, objective, and
personalised diagnostic tool of endometrial cancer using cervical fluid protein biomarkers and
clinical data.

SELF-EVALUATION QUESTIONNAIRESTAI Form Y-1

Please ide the

Name, Date. s

Age, Gender (Circie) M F T.

DIRECTIONS: %, ;@
”

A number of statements which people have used to describe themseives are given bolow. L

right nomw, that is. at this moment. There are no right or wrong ")7 %C,
answers. Do 100 much time on any one statement but give the answer which % /3

6.1 feel upset .........

7.1 am presently worrying over possible

8.1 feel satisfied ...........

9.1 foel fIghtened .............cocuumriieasnisssssssscsienns .

10. 1101 COMTOMADIR .....c..voerreaisssreasssssesss s esssamsa s saes s s sm s ss s snsss e s s s sam st s e nas

11. 1 feel self.
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12. 1 feel nervous ......

13.1amjittery ...........

14. | feel indecisive............ issonsasn

15. 1 am relaxed .......

16, 11001 CONMBNE .......ouceniisiassssssssssessssssssssssssasassssssassrsssasssanssans
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19.1 feel steady.....
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20. | feel pleasant,
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ERA PerMed-CYTOMARK PROJECT

Cervical Sampling: Clinical data of Stakeholder's
cervical fluids patients perspectives
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