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Pak sevyHukKiB

« B 2012 p pak aeyHukis 6yno susasneHo
y 239,000 xiHoK

 3agpikcoraHo 152,000 cmepTteu Bia
pPaKy SYHUKIB

« 3% Bip BCiX pakiB y XiHOK, 8 micue 3a
4YacTOTOHO CMepTeu BifA PaKy Yy XKiHOK



 TTporHos 3anexuTtb Bia cTaaii xsopobu

* 5 piyHa suxusaemictb y CLLUA npu paky
a€yHuKiB cknapnae 45%



Percent of

ova-rian cancers Histology 5 year
in women RSR
age 20+
89.7 Surface epithelial-stromal tumor (Adenocarcinoma) 54.4
26.4 Papillary serous cystadenocarcinoma 21.0
I "Borderline” adenocarcinoma —
{underestimated b/t short data collection interval)
126 Adenocarcinoma, not otherwise specified 18.3
9.8 Endometrioid tumor 709
5.8 Serous cystadenocarcinoma 44.2
55 Papillary 21.0
42 Mucinous cystadenocarcinoma 77T
4.0 Clear-cell ovarian tumor 61.5
3.4 Mucinous adenocarcinoma 491
1.3 Cystadenocarcinoma 50.7
55 Carcinoma
41 Carcinoma not otherwise specified 268
11 Sex cord-stromal tumour 878
0.3 Other carcinomas, specified 37.3
1.7 Mullerian tumor 208
1.5 Germ cell tumor 91.0
08 Teratoma 891
05 Dysgerminoma 968
0.3 Other, specified 851
0.6 Mot otherwise specified 230
0.5 Epidermoid (Sguamous cell carcinoma) 51.3
0.2 Brenner tumor E7.9
0.2 Other, specified M7

Ovarian cancers are histologically and genetically divided into two types, Type | an
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Heski ¢paktu

Pusuk gpaxktopu

BiacyTHicTb nonoris (aiten)
(ropMmOHanbHI?)

CnaakogicTb (reHetuuHi- BRCA1, BRCA2)
pynu pusuky
CTapLi XIiHKU, aKi He HapoAXyBanu

/KiHKK, aki maroTb poauuis 1 i 2 cTyneHro 3
PAKOM MOJIOYHOI 3a5103U, SEYHUKIB, NPSMOI
KULKU, KULLKIBHUKA




3axXucHi Y“MHHUKU

* ITpUrHiYeHHa oBynAaLIT, 9Ka YIWKOAXYE
eniTenin S€eYHUKa i NPOBOKYE 3aNaneHHs:
nonoru, NpoTUsanIAHI NIrynKkuy,
roAyBaHHS

» TTepes'a3ka Tpy6, BuaaneHHs Tpyb,
BUAGSIEHHS MATKU CYTTEBO
(dramatically©) 3meHwyroTb pu3mk
BUHUKHEHHS paKa S€YHUKIB




AOPT, moxnueo, npusoaatb A0 36inbleHHs
NOrPAHUYHUX MNYXNUH AEYHUKIB

NikysaHHa HenniaHocTi, 8 Tomy uucni i OPT,
He CNPUUYUHAOTL 36iNblUEHHS YacTOTU PaKy
AEYHUKIB

CTTKS Ta eHaomeTpios? - 38’930k He AoBeAeHO




HiarHocTuka NyxnuH sevYHUKa

y34
bioximiuHi mapkepu




HiarHocTuka NyxnuH sevYHUKa

NIC

National Institute for
Health and Care Excellence

o NICE Pathways

Guidance

& Standards and indicators

© Evidence Services ~

Signin ¥

RMI -risk of malignancy index (RMI)

RMI = ultrasound score x menopausal
score x CA-125 level in U/ml

There are two methods o determine

and RMI 2. respectively, depending
Feature

Ultrasound abnormalities
« multilocular cyst 0
+ sohd areas 1
« bilateral lesions 3
« asciles
« Intra-abdominal metastases

1

Menopausal score

onwhatm

the ultrasc

ethod 1S used *

RMI 1

= no abnormality

one abnormality

two or more abnormalkties

premenopausal

3 = postmenopausal

CA-125 Quantity in U/mi
An RMI 2 of over 200 has been estimated to have a sensitivit
redictive ) f around 80% of ovarian cancer *~! RMI| 2

und score and mencpauss

0 = none

RMI 2

one abnormality

two or more abnormahtes

1=

premenopausal

= postmenopausal

Quantity in U/ml

) 80%, a specthcity

o A0 4 T
of 89 to 9%

s regarded as more sensitive than RMI 1

3l score, with the resultant RMI being called RMI

RMI>200

o and a posilive




Ultrasound Obstet Gynecol 2013; 41: 9-20 ﬂ
Published online in Wiley Online Library (wileyonlinelibrary.com). DO 10.1002/u0g.12323 ——

Improving strategies for diagnosing ovarian cancer:
a summary of the International Ovarian Tumor Analysis

(IOTA) studies

J. KAIJSER?, T. BOURNE* 11, L. VALENTINS, A. SAYASNEHT, C. VAN HOLSBEKE*{,
. VERGOTE?®, A. C. TESTA*#, D. FRANCHItt, B. VAN CALSTER*f and D. TIMMERMAN*{

*Department of Obstetrics and Gynecology, University Hospitals KU Leuven, Leuven, Belgium; t Department of Obstetrics and
Gynecology, Queen Charlotte’s & Chelsea Hospital, Imperial College, London, UK; $ Department of Development and Regeneration,

KU Leuven, Leuven, Belgium; §Department of Obstetrics and Gynecology, Skane University Hospital Malmo, Lund University, Malmo,
Sweden; YDepartment of Obstetrics and Gynecology, Zickenbuis Oost-Limburg, Genk, Belgium; * * Department of Obstetrics and
Gynecology, Universita Cattolica del Sacro Cuore, Rome, Italy; 11 Preventive Gynecology Unit, Division of Gynecology, European Institute
of Oncology, Milan, ltaly

KEYWORDS: biomarkers; decision support techniques; logistic models; ovarian neoplasms; ultrasonography

ABSTRACT BACKGROUND




-

w

WUY M ™ M o e e MUY e N =V

™ e e

TN e e Ty

IOTA 1
19992002

IOTA 1b
2002-2005

IOTA 2
2005-2007

IOTA 3
2009-2012

IOTA 4
2012-2013

IOTA 5
20122017

= Model development and internal validation (22 = 1066)
e Role of CA 125 in diagnosing ovarian cancer

e Temporal validation (72 = 507) of main IOTA approaches

(LR1, LLR2, simple rules)

= External validation of main IOTA models and dircer
comparison with RMI and established non-1OTA models
(72 = 997)

 Rolc of CA 125 in diagnosing ovarian cancer

= Assessment of second-stage tests (3D power Doppler,
INtravenous contrast, proteomics, new tumor markers)

e Performance of main JOTA approaches in the hands of

examiners with different levels of ultrasound experience
e Evaluation of impacr on referral patterns using ILR2

instead of RMI

= Long-term behavior of ovarian masses managed
expectantly

= Propose an evidence-based clinical management
protocol for all adnexal masses

———_——




Adnexal tumors

11

Table 1 Diagnostic performance of the main predictive models and rules for discrimination between benign and malignant adnexal masses

derived by the International Ovarian Tumor Analysis (IOTA) study and of the risk of malignancy index (RMI)

IOTA Sensitivity  Spectficity

Model or rules phase  Type of validation n (%) (%) LR+ LR- DOR AUC
LR1 (cut-off 10%) 1 Development data® 754 93 77 4.01 0.10 421 095
1 Internal (test set) 312 93 76 3.81 0.09 45.6 0.94

1b Temporal”’ 507 95 74 3.68 0.07 558 0.9

2 Temporal*+*’ 941 93 81 477 009 528 094

2 External®¥ 997 92 87 684 009 757 0.9

LR2 (cut-off 10%) 1 Development data’® 754 92 75 3.71 0.10 355 093
1 Internal (test set)2 312 89 73 3.36 015  23.1 0.92

Ib Temporal” 507 95 74 364 007 550 095

2 Temporal®*** 941 89 80 442 014 327 092

2 External™¥ 997 9 86 636 010 661 095

Simple rules with 1 Development data?? 1066 91 90 8.84 0.10 844  NA
subjective expert 1b Temporal* 507 92 90 9.08 0.09 106 N/A
assessment”® 2 Temporal” 941 92 93 1228 009 142  NA

2 External” 997 90 93 1263 011 120 NA

Subjective expert 1 N/A 1066 88 95 18.52 0.13 147 N/A
assessment 1b N/A 507 90 93 12.63 0.11 120 N/A

2 N/A 941 93 93 14.15 0.07 190 N/A

), N/A 997 87 92 11.00 0.14 807 NA

RMIT (cut-off 200) 2 External®® 997 67 95 12.7 0.34 36.8 0.91

*Results are shown for simple rules supplemented with subjective assessment of ultrasound findings when the rules did not apply. tMissing
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. Figure 3 Ultrasound features used in the International Ovarian
TTpocTti npasuna Tumor Analysis (I0TA) simple rules, ilhstrated by ultrasound
' maes, B1-RS, benign features; M1-M3, malignant features.




TTpocTi npasuna

HobposkicHi - akwo woHavumeHwe 1
pobposkicHa puca i BIACYTHI 3N09KiCHI

3noskicHa - woHaumeHwe 1 3noskicHa
i BiACYTHi AO6posaKicHI
He Bu3HaueHi - BecTU, 9K NOTeHUiIUHO

3M109KICHI - eKcnepTHa OUIHKa Y
cneuianioBaHOMYy 3aKnaAi

77% nyxnuH
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JNerki pucu

Y Bunaakax, Ae «nerki pucu» mornu 6ytm
3aCTOCOBAGHI

Yytnueicte -98%, cneuugivHictb 97%

SKWo € oAHa i3 Nerkux puc - BUCTABNSETHLCS

AiarHos

Ikwo xoaHOI pucu Hemae, abo € Aekinbka -

HeBU3HaYeHa NyXSuHaG

3acToCcoBYOTbCA NPOCTI Npasuna




biomapkepu

Ca 125

He noxpalye eqpeKkTUBHICTb AiarHOCTUKK
(subopy Mix NO6POAKICHICTIO i 3NOAKICHICTHO)
PisHUTbCa Mix 2-4 cTagiasmu paky s€YHUKIiB Ta
nobposakicHumu nyxnuHamu (oxkpim abecuecy Ta
eHaomeTpiomu). [Ona scix iHWUX TUNiB NyXnuH
- 3HA4YeHHsa CYTTEBO HAKNAAAQHOTHLCA.

TTpu nopisHaHHI 3 Y3 3a «npocTumu
npasunamu» IOTA i ekcneptHum Y3[] - ripwa
AiarHocTUKa

Moxe 3 ycnixom BUKOpPUCTOBYBATUCA AN
NicNAaonepaTUBHOro cTeXxeHHA 3a NAUi€EHTKORO




He4 - Human epididymus
secretory protein 4

* Moore RG et al.,6ynecol Oncol 2008
KombiHauis ABOX mapkepiB CyTTEBO
NOKpallye pe3ynbTaTtu AiarHOCTUKU

« ROMA (risk of malignancy algorithm):
kombiHauia Ca 125 i He4 Ta
meHonay3a/HemeHonay3a - CNeuugidHiCcTb
75%.

* Van Gorp et al. 2012 Bukopucrosyroum
IOTA npasuna ta/a6o excneptHa Y3[ -
Kpauwi pe3ynbTaty Hix ROMA
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OxapaKkTepu3yBaTu S€YHUKOBUU YTBIp, AK
1. NobposkicHui

2 . 3noskicHUU

3. TTorpaHuyHuu

4 . TTepBUHHO - iHBA3UBHUU

5. MeTtacTtatuyHUUA




Cy6'exTuBHA OUiHKA ekcnepTa Y3-
AiarHocTa

be3cymHisHO Aoﬁpogxicnq Subjective assessment
Ckopiwe 3a Bce, aobposkicHa  Certainly benign
MabyTb, a06pOosKicHa Probably benign
MabyTb, 3n109KiCHa Uncertain, benign
Cropilue 3a BCe, 3M0AKiCHa Uncertain, malignant

; ! Probably malignant
be3cymHiBHO 3n0skicHa R f
Certainly malignant



Diagnosis (n (%))

Total
Center Benign Primary invasive Borderline Metastatic invasive n (%))
External validation (new centers) 742 (74.4) 187 (18.8) 42 (4.2) 26 (2.6) 997 (100)
Genk, Belgium 173 (87) 21 5 1 200
Lublin, Poland 101 (66) 45 3 5 154
Cagliari, Italy 134 (87) 13 3 4 154
Bologna, Italy 124 (92) 6 3 2 135
Milan (B), Italy 41 (44) 36 10 7 94
Prague, Czech Republic 39 (43) 35 15 1 90
Beijing, China 57 (78) 12 1 3 73
Lund, Sweden 31(82) 4 1 2 38
Milan (C), Italy 17 (81) 3 1 0 21
Udine, Italy 10 (59) 6 0 1 17
Ontario, Canada 11 (92) 1 0 0 12
Naples (B), Italy 4 (44) S 0 0 9
Temporal validation (old centers) 654 (69.5) 186 (19.8) 69 (7.3) 32 (3.4) 941 (100)
Leuven, Belgium 155 (62) 60 24 13 252
Monza, Italy 199 (79) 31 17 4 251
Malmé, Sweden 110 (80) 21 6 0 137
Rome, Italy 54 (44) 49 11 8 122
London, UK 40 (62) 13 9 3 65
Naples (A), Italy 51 (80) 8 2 3 64
Milan (A), Italy 45 (90) 4 0 1 50
Total 1396 (72.0) 373 (19.2) 111 (5.7) 58 (3.0) 1938 (100)

Percentages are calculated per row.



All (n =1938) Premenopausal Postmenopausal Old centers New centers
Histological diagnosis (n (%)) (n=1197) (n=741) (n=941) (n =997)
Benign 1396 (72.0) 1014 (84.8) 382 (51.5) 654 (69.5) 742 (74.4)
Endometrioma 400 (20.6) 382 (31.9) 18 (2.4) 192 (20.4) 208 (20.9)
Serous cystadenoma 236 (12.2) 103 (8.6) 133 (17.9) 126 (13.4) 110 (11.0)
Teratoma 226 (11.7) 195 (16.3) 31(4.2) 96 (10.2) 130 (13.0)
Mucinous cystadenoma 138 (7.1) 70 (5.9) 68(9.2) 68 (7.2) 70 (7.0)
Simple cyst + parasalpingeal cyst 131 (6.8) 85(7.1) 46 (6.2) 56 (6.0) 75 (7.5)
Fibroma 86 (4.4) 30 (2.5) 56 (7.5) 44 (4.7) 42 (4.2)
Functional cyst 77 (4.0) 68 (5.7) 9(1.2) 27 (2.9) 50(5.0)
Hydrosalpinx + salpingitis 49 (2.5) 47 (3.9) 2 (0.3) 22 (2.3) 27 (2.7)
Abscess 24 (1.2) 17 (1.4) 7 (0.9) 8 (0.9) 16 (1.6)
Rare benign 18 (0.9) 8(0.7) 10(1.3) 11 (1.2) 7(0.7)
Peritoneal pseudocyst 11 (0.6) 9 (0.8) 2{0.3) 4(0.4) 7 (0.7)
Malignant 542 (28.0) 182 (15.2) 360 (48.5) 287 (30.5) 255(25.6)
Primary invasive 373 (19.2) 101 (8.4) 272 (36.7) 186 (19.8) 187 (18.8)
Stage | 70 (3.6) 23(1.9) 47 (6.3) 32(3.4) 38(3.8)
Stage 11 30 (1.6) 7 (0.6) 23 (3.1) 12 (1.3) 18 (1.8)
Stage 111 202 (10.4) 41(3.4) 161 (21.7) 105 (11.2) 97 (9.7)
Stage IV 30 (1.6) 8 (0.7) 22 (3.0) 14 (1.5) 16 (1.6)
Rare primary invasive 41 (2.1) 22 (1.8) 19 (2.6) 23 (2.4) 18 (1.8)
Borderline 111 (5.7) 62 (5.2) 49 (6.6) 69 (7.3) 42 (4.2)
Stage | 99 (5.1) 52 (4.3) 47 (6.3) 63 (6.7) 36 (3.6)
Stage 11 3(0.2) 2(0.2) 1(0.1) 1(0.1) 2(0.2)
Stage IlI 8 (0.4) 7 (0.6) 1(0.1) 4(0.4) 4(0.4)
Stage IV 1(0.1) 1(0.1) 0 1(0.1) 0
Metastatic 58 (3.0) 19 (1.6) 39 (5.3) 32(3.4) 26 (2.6)




Table 3 Demographic, clinical and ultrasound characteristics of the study population

Variable

External validation (new centers)

Temporal validation (old centers)

Benign (n = 742)

Malignant (n = 2535)

Benign (n = 654)

Malignant (n = 287)

Age (years, median)
Nulliparous
Personal history of ovarian cancer
Current use of hormonal therapy
Pain art ultrasound examination
Largest diameter of lesion (mm, median)
Solid component

Present

Largest diameter (mm) if present (median)
Ascites
Papillations

Present

Present, with blood flow
Irregular cyst walls
Acoustic shadows
Purely solid tumor
Subjective assessment

Certainly benign

Probably benign

Uncertain, benign

Uncertain, malignant

Probably malignant

Certainly malignant

40
47.3
0.4
12.0
241
58

27.2
24
1.2

10.0
1.1

26.6

19.1
7.6

72.9
17.3
1.9
3.0
4.3
0.7

56
22.0
3.5
6.3
11.0
82

94.9
51.5
32.6

31.4
20.4
65.1
5.9
37.7

3.9
735
1.2
2.8
25.9
58.8

41
45.9
1.2
13.5
14.5
64

29.8
26
1.5

11.8
23
213
15.3
9.3

61.6
28.3
3.5
2.9
2.8
0.9

57
30.0
4.5
7.3
11.5

89

89.9
54
29.6

38.0
25.1
63.8
4.2

36.9

2.8
2.8
1.4
8.0
30.0
55.0

Data are expressed as % unless otherwise indicated.



BucHoBKkU

On external validation we showed that the IOTA logistic
regression models can predict the presence of ovarian
malignancy in women with an adnexal mass and that
the performance of the models is equivalent to subjective
assessment by gynecologists and radiologists specialized
in gynecological ultrasound examinations and who have
a special interest in adnexal tumors. This is the first
prospective study to externally validate the performance
of IOTA logistic regression models to distinguish between
benign and malignant adnexal masses. The simpler model
containing six variables (LR2) performed almost as well
as the model containing 12 variables (LR1). This is
encouraging because a model with a small number of
variables is likely to be more user-friendly.

1. LR1 Tta LR2 3aaTHi NnporHosyeatu HAsBHICTb 3/109KiCHOIO yTBOpeHHS
TAK CAMO, sk cneuianictu

2. LR1 ta LR2 mamxe ogHAKOBO yCRilWHO NPOrHO3YyrOTb HASABHICTb
3/108KICHOIO YTBOpPEHHS
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["pPGHUYHI NYXNUHU A€YHUKIB

* 15% BCiX NyXnUH 9€4YHUKa
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Borderline epithelial tumors of the ovary

William R Hart"*
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The concept and terminology of borderline epithelial tumors of the ovary have been controversial for over a
century, in spite of the acceptance of a borderline category in almost all current classifications of ovarian
tumors. Typically, borderline tumors are noninvasive neoplasms that have nuclear abnormalities and mitotic
activity intermediate between benign and malignant tumors of similar cell type. Borderline tumors of all surface
epithelial cell types have been studied. The most common and best understood are serous borderline tumors



The concept of borderline epithelial tumors of the
ovary has faced controversy for over a century. In
1898, Hermann Johannes Pfannenstiel illustrated
and described papillary ovarian cystadenomas with
‘clinical features that stand on the border of
malignancy’.' Similarly, Carl Abel in 1901 described
proliferating papillary cystadenomas ‘on the border
line (sic) between benign and malignant growths'*

Howard Taylor introduced the term ‘semi-malig-
nant’ tumor in 1929° and with his colleague
Munnell delineated a ‘borderline’ category for a
subset of serous cystadenocarcinomas in their
historically important report on the clinical beha-
vior of ovarian cancers.? The features of mucinous

1898 p TTgpaHHeHwWTINL
onucas NaninapHy
LUUCTAACHOMY SIEYHUKQ,
KNiHIYHI XapaKkTepucTUuku

aKkoi 6ynu Ha mexi mix
3N10AKICHICTHO i
npobposkicHoicTro



Heski ¢paktu

diate state of epithelial tumours of the ovary called ‘borderline tumours’. Neither the oncological behaviour of this intermediate group of
tumours nor the histological changes of the cells of the ovarian epithelium meet the specific criteria of benignity or malignancy. In 1973, the
International Federation of Gynaecology and Obstetrics (FIGO) gave this group of ovarian tumours a ‘low malignant potential’ [1], and since
then the World Health Oraanization WHOY has called them horderline ovarian tumaours (BOTs 121

1973 p FIGO BusHauuna Ui NyXnuHU, 9K NyXAUHU <«3 HU3bKOO

3N108KiCHICTHO»
CO3 (WHO) Haseana ix rpaHUMHUMU NyXNIUHAaMu sevHuka (BOT -

borderline ovarian tumours)

They are tumours that usually occur during the third to fourth decade of women’s lives and are diagnosed as being limited to the ovary in
80% of cases. Because of this, their biological-oncological behaviour is very good, with an overall survival rate of ten years for 90% of those
in the initial stages [3] and 60—70% of those in the advanced stages [4, 5].

Y 80% Bunaakie NyxnuHa obmexeHa S€YHUKAMU
BuxusaHHa (5p) npu paHHix cTtagiax - 90% (100%), npwu
nowwupeHux nyxnuHax - 60-70% (90%)




Table 1. FIGD staging of borderline ovarian tumours.,

Stage

Tumaour limited to the ovary

la

Tumour limited to an ovary, absence of malignant cells in ascites,
intact capsule without tumour extension on the ovarian surface

Ib

Tumour limited to both ovaries, absence of malignant cells in ascites,
intact capsule without tumour extension on the ovarian surface

Ic®

Presence of tumour cells in ascites or pentoneal lavage, presence of
tumour on the ovarian surface of one or both ovaries, broken capsule

Condition of one or both ovaries with pelvic extension

lla

Extension andfor in utero metastasis andfor fallopian tubes

It

Extension to other pelvic fissues

lc*

[la or Ik with the presence of tumour cells in ascites or peritoneal
lavage, presence of tumour an the ovarian surface of one or hoth
avaries, broken capsule

The tumour compromises one or both ovanes with histologically
confirmed peritoneal implants outside of the pelvis andfor positive
pelvic lymph nodes. Superficial hepatic metastasis corresponds with
stage lll. The tumaour is limited to the true pelvis but with histologically
confirmed malignant extension in the small intestine or the omentum

Ila

Tumour limited to the pelvis with negative nodes, positive peritoneal
implants, or extension to the small intestine or the mesentery

111}

Condition of one or baoth ovaries with histologically confirmed implants,
positive peritoneal metastasis, no more than 2 cm in diameter, and the
nodes are negative

lc

Peritoneal metastasis beyond the pelvis = 2 cm in diameter and/or
positive regional lymph nodes

v

Condition of one or both ovaries with distant metastases. Positive
pleural effusion. Metastasis of the hepatic parenchyma

*To assess the impact in the diagnosis of stages Ic or lic, it would help to know if
the rupture of the capsule was spontaneous or caused by the surgeon and if the
source of the malignant cells detected was in the peritoneal lavage or ascites.




Within the next decade, a few large series of
ovarian borderline or proliferative epithelial tumors
were published.” " The World Health Organization
(WHO) applied the designation ‘tumor of borderline
malignancy’ and added the synonym ‘carcinoma of
low malignant potential’ (LMP) in their 1973
classification of ovarian tumors.’ According to the
WHO definition, a borderline epithelial tumor lacks
obvious invasion of the stroma and has mitotic
activity and nuclear abnormalities intermediate
between clearly benign and unquestionably malig-
nant tumors of a similar cell. Within the following

The absence of obvious stromal invasion is a

principal diagnostic criterion for borderline tumors.

BiacyTHicTb aBHOI iHBAG3IT B
CTPOMY



Heski gpaktu

in the 20th century. For instance, a recent review of
early-stage ovarian carcinomas from 1980 through
2000 at a leading cancer center resulted in reclassi-
fication of 29% of the cases as borderline tumors.=*
As a result, patients with Stage I borderline tumors
often received adjuvant chemotherapy or radiation
therapy, sometimes resulting in death due to therapy
rather than the tumor.




Borderline ovarian tumors
WR Hart

Figure 3 Papillary serous borderline tumor with hierarchical

Figure 1 Papillary serous borderline tumor, entirely intracystic. branchi_ng. Fib.rous papillae. are covered by proliferating ‘13Pit}_“31i‘_il
Exuberant polypoid and papillary tumor protrudes from interior cells with tufting and exfoliated cell clusters. Stromal invasion is

of cyst wall. absent.



Figure 2 Papillary serous borderline tumor. Unilateral tumor with
prominent surface exophytic component. Small serosal tumor
implants are present on uterus and contralateral adnexa.

Figure 4 Papillary serous borderline tumor. Higher magnification
of proliferating epithelial cells with low-grade nuclear atypia
forming small tufts. Many of the cells have eosinophilic
cytoplasm.



MikpoiHBa3ia B CTpOMY

Figure 9 Serous borderline tumor with focal stromal microinva-
sion. Small clusters of eosinophilic epithelial cells with a
psammoma body within nonvascular spaces are adjacent to a
cyst lined by epithelial cells with similar cytologic features.




IMNNaHTU HeiHBA3UBHI

Figure 10 Peritoneal noninvasive epithelial implant of serous
borderline tumor. The implant is plastered on the peritoneal
surface. Focal desmoplasia is also present.

Figure 13 Higher magnification of desmoplastic noninvasive
implant of serous borderline tumor seen in Figure 11. Small
groups of tumor cells are embedded in inflamed connective
tissue.

Figure 11 Noninvasive desmoplastic implant of serous borderline
tumor is loosely adherent to the subjacent peritoneum. Most of
the implant consists of cellular fibrous connective tissue. The horderline tumor extending between lobules of adherent adipose

neoplastic cells are not easily seen at this magnification. tissue, causing difficulty in determining whether the implant is
invasive,

Figure 12 Omentum with a desmoplastic implant of serous




ImnnaHTu iHea3ueHi (14%

Figure 14 Omentum with a clearly invasive desmoplastic
implant of serous borderline tumor. Only a small amount of
residual adipose tissue remains.

Figure 15 Higher magnification of omental invasive desmoplastic
implant of serous borderline tumor. The neoplastic epithelial
structures are more prominent and have complex architectural
patterns with cribriform-like arrangements. Some are within clear
spaces.
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Fertility conservation Radical surgery

Unilateral adnexectomy
Unilateral cystectomy

Cytology Hysterectomy

. Omentectomy and double
Unilateral adnexectomy + Peri | biopsi q

lateral cvstectomy * eritoneal biopsies adnexectomy
contrala ¥ Y Appendectomy**

*Bilateral lesions
**Mucinous histology

In contrast, the diagnosis may also be made at the time of the removal of a seemingly benign ovarian cyst. In that case, the dilemma is
whether the patient should or should not be re-operated on, with the objective of completing the surgical staging and of making a careful
inspection of the entire abdominal and pelvic cavity, to detect the presence of possible peritoneal implants. According to the data from the

literature, this must be done mainly in the serous subtypes [33]. However, the majority of authors recommend this routinely, regardless of
the histological subtype of the BOT [34, 35].



36epexeHHa penpoAyKTUBHOI
PYHKLIT

Conservative fertility treatment

Conservative fertility treatment, which consists of removing the entire disease but preserving the uterus and at least a part of an ovary, is
especially important in women with BOT since nearly 30% of women are diagnosed before 40 years old, and many of them have not even
met their expectations for reproduction [8, 9]. The conservative treatment with BOT consists of doing peritoneal cytology, infracolic oment-
ectomy, peritoneal biopsies, and appendectomy in the case of mucinous BOTs (Figure 1).

Conservative surgery has been extensively evaluated in recent years. After analysing more than 2000 published cases, conservative fertil-
ity surgery is associated with a major risk of recurrence of the disease but has no impact on the overall survival rate [48-50].

The radicalism of conservative surgery, either ovarian cystectomy or unilateral oophorectomy, must be based on the extension of the disease
and the presence of factors associated with a bad prognostic advising against conservative treatment [11]. These include the presence of
microinvasion, a micropapillary pattem, and invasive peritoneal implants [51]. In confrast, based on the data from the literature, there do not
seem to be contraindications for the use of drugs for ovaran stimulation in case of getting future pregnancies following the diagnosis and
treatment of the disease [52, 53].

36epiratodi onepauii NOB'a3aHi i3 36iNblweHHAM pU3UKY
peuuauByBaHHA XBOpobu
AJ1E He BnnuBAlOTL Ha piBeHb BUXUBAHHA NALIEHTIB
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Ex-vivo oocyte retrieval for fertility preservation

Human M. Fatemi, M.D., Ph.D." Dimitra Kyrou, M.D..* Majedah AL-Azemi, M.D.." Dominique Stoop, M.D."
Philippe De Sutter, M.D..® Claire Bourgain, M.D., Ph.D.,* and Paul Devroey, M.D., Ph.D.*

* Depantment of Reproductive Medicine, * Depantment of Gynecology and Oncology. and © Depantment of Pathology, Academic
Hospital at the Dutch-speakmg Brussels Free University, Brussels, Belgium

Objective: To report a novel fertility preservation strategy in a woman with recurrent serous borderline ovarian
tumor in the conserved ovary involving ex-vivo retrieval of in vivo matured oocytes and subsequent embryo
cryopreservation.

Design: Case report.

Setting: Tertiary infertility care unit.

Patient(s): A27-year-old woman presented for follow-up visit with a history of borderline serous adenocarcinoma
treated conservatively with left oophorectomy and fertility-sparing laparoscopic staging. Ultrasound scan revealed
a recurrent disease in the right ovary.

Intervention(s): Ex-vivo retrieval of mature oocytes after ovarian stimulation.

Main Outcome Measure(s): Fertility preservation.

Result(s): The patient underwent ovarian stimulation followed by a laparotomy and oophorectomy on the day of
oocyte retrieval. A puncture of the follicles was performed in the operating theatre with a maximum ischemia time
of 14 minutes. Eleven mature oocytes were aspirating, resulting in seven zygotes for cryopreservation.
Conclusion(s): Mature oocytes can be successfully retrieved ex-vivo from the oophorectomy specimen after
a controlled ovarian hyperstimulation (COH) protocol. This method provides a possible strategy for fertility
preservation in patients with recurrent ovarian cancer without the risk of cancer cells spillage associated with
the standard transvaginal oocyte retrieval. (Fertil Steril® 2011:95:1787.e15-e17. ©2011 by American Society
for Reproductive Medicine.)
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MeTtacTatuuHi NyxXauHU




Ultrasound features of solid
and “rare” subtypes of
ovarian tumors

A. Testa, Italy




Epidemiology

Metastasis in the ovaries is not a rare event since 5-20%
of ovarian malignancies represents a secondary
localization of primary tumor from another site.

Most (50-90%) metastases in the ovaries originate from
the gastrointestinal tract or the breast.

5-20% 9€YHUKOBUX 3M0AKICHUX YTBOpeHb € BTOPUHHUMM
50-90% noxoaatb 3 KULWKOBO-LWIMYHKOBOrO TPAKTy Ta
MOSOYHUX 3aJ103




Tunu NyxnuH

BaraTokamepHi WinbHi NyXauHU

baratokamepHi NyxXnuHU 3 WINLHUM i KiCTO3HUM
KOMMNOHEeHTamMu

TTyxnuHa KpykeH6epra

AeobiuHi nyxnuHu

Macroscopic appearance

Macroscopic appearance




HauposnoscropxeHiwi tunm
MeTACTATUYHUX NYXJIUH
Y3/surnaa nyxnuHu




Microscopic appearance -2-

Krukenberg tumors are traditionally defined as composed of mucin-

filled signet-ring cells associated with a striking proliferation of

cellular non-neoplastic ovarian stroma.

The most common primary tumors in Krukenberg tumors are

carcinoma of the stomach large intestine, appendix and breast




TTyxnuHa KpykeH6epra
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Imaging in gynecological disease (1): ultrasound features of
metastases in the ovaries differ depending on the origin of
the primary tumor
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Results: symptoms and diagnosis

-In 29 (43%) of the 67 patients, the ovarian mass
was detected at a planned follow-up visit because of
previous diagnosis of a malignancy, and 17 (59%) of
these patients were asymptomatic.

- In 38 (57%) patients, the pelvic mass was detected
before the primary tumorwas diagnosed, and 21
(55%) of these patients were symptomatic (bleating
In 16 patients and pelvic pain in five patients).




Results: CA 125

CA 125 was available in 43 patients, and 33
(77%) had a value greater than 35 U/mL
(median 87, range 14 - 1648).

Results: ascites and bilaterality

- The ovarian masses were associated with

the presence of ascites in 39% of the cases.
b

- At surgery 36 (54%) patients were found to
have bilateral ovarian lesions.







He xapaxtepHa cTpyKTypa

Pancreatic carcinoma (unilateral ovarian lesion)
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“Lead vessel”

... a main penpheral vessel which penetrates into
the central part of the ovarian mass in a tree-

shaped morphology
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TTyxnuHa KpykeHbepra.
CanbHUK.

Krukenberg tumor




PiakicHi Bunaaku

Melanoma



THWUU 9eYHUK

Melanoma




OpHobiuHa nyxnuHa. TlauieHTka Ha cnocTepexeHHi
nicna nikysaHHa neukosy. TlposeaeHo 6ioncito.
Bussuscsa mertacras
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After chemotherapy

After chemotherapy

Nimpoma



OpHobivHa nyxnuHa. Fibpoma? seuvHuka. Jlikysanaco 3
npuesoAy KapuuHOMU nereHb.
Nanapockonia. BuaaneHo nyxnuHy.



Ovarian metatstasis from lung carcinoma

Ultrasonographic appearance of metastatic
non-gynecological pelvic tumors
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Colo-rectal
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Breast cancer




Ultrasonographic appearance of metastatic
non-gvinecological pelvic tumors

IS HIERONVA PINBAVONA

Bihary tract Krukenberg Lymphoma




BucHosku

XapakTtepHo:
1. OsobiuHicTb
2. WinbHa HeoaHopiaHa b6yaoea

3. BupasHe cyauHHe pycno (aepeBo -
NPOHUKAIOMa CyAUHA)

He xapaktepHo:
1. TTaninapHi pospoctaHHa (ane moxnusi)

2. Cnigu Healy\il-lel-lo'l' AEYHUKOBOT TKAHUHU
(ane moxnuei n)

Baxnueo : aHamHe3s ( oHkonoria)lll




ocological tumors

g primary ovarian cancer

Fischerova Daniela

Gynecological Oncology Center
pepartment of Obstetrics and Gynecology
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n adequate histological

» Tru-Cut biopsy allows a ]
sample for timely initiation of an appropriate

treatment (Fischerova, Cibula et al. Int J Gynecol
Cancer 2008)(Zikan, Fischerova et al. Ultrasound Obstet

Gynecol 2010).
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