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Aletti GD, Dowdy SC, Gostout BS, et al. Aggressive surgical effort and improved survival in advanced-
stage ovarian cancer. Obstet Gynecol. 2006;107:77-85.




Olnicu veza patogenezes teorijas

Ovul Uci | a §athaksstal.,ilg78
Gonadotropo hormonu teorija (Crameletal., 1983)
Ol n o c ui hadizips€Shihet al.,2004)

Ektr ao weelsmeleb Millera vadu izcelsmes teorija
(Dubeatetal., 2008)




| olnlcu veza tips

ALUnprogrebUpggi d1 ismhamapHet Us,

transfor mUj ot i erso bl eagbvdaarbi dagritjeam
(Kuo et al., 2009)

ARak st ur 9 g a s-rasnBRAK c-érlj B2, SCTNNBL,
PTEN un Pl K3CA g Unossu p rbeest opbBgel

AMor f olpargstiaugst i dsefoms, enc Ut i
endomet ygiao 0gdgah snuginozas adenokarcinomas
(Kuo et al., 2009)
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Il olnilcu ve€za tips

AAgresovi, vdUlaggnhthsd t j Ushp at t §
i nt r ae palvada adendlarairsomas

ABi egi pbBunBRE&A1/ 2 gUnuyretimut Uc|i
ol nocu vUga t imuacr glast ur o gll
(Choetal., 2009; Landert al., 2008; Lyncletal., 2009)

AMor f ol ogids Kie r zeemdds ua s
endomet yi oédifb eadeackarcihonmas

A80% gadojumu no visiem olng




Olnicu veza riska faktori

A Gi memersa mn BR30i 4.0 (BRCAL/BRCA2; HNPCC 40%)
A Vecums
ANedzemdUj usi
ANeaugl 0ba
A2 pUt 0j B6Mi46MR&Rs di. st 0ti ar medi kament
A1l pUt ¢jkulnosmipfaltnRR)L.67
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AAgrona pirmU grltniecoba
A SmU § U g mutinozy adenokarcinomu RR 2.0)
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Olnicu veza riska
A HAT

A5 gadu toQrai RR%22r og
A 5 gadu estrogU n-p r 0 g e SIATRR110

faktori

Unu HAT
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AOsl|l aicgga |ietagamabeapadigs bigmijaa

A Endometrioze RR 1.30-1.66
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A Staru terapija
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Risku samazinosie faktori

Or Ul U kontracepcij a
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Salpingovarektomija

Histerektomija
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vUga sBBskE!
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skaitu 2 1.21 (1.10-1.32)
1 1.60 (1.43-1.79)
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10-14 gadi (11.16 gadi) 0.56 (0.50-0.62)
15unv ai r UKl18.3gad)i 0.42 (0.35-0.49)
Riska ] Lai ks kopg pUrtrRBRugkgansamazi n
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5 gadu or Ma z P& 10 gadiem 29%
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Olnicu veidojumu diferencialdiagnostika
ambulatoraja prakse




Olnicu veza simptomu indekss
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Olnicu veza simptomu indekss kombinacija ar olntcu veza
asocicto antiecenu CA123

Ol ngcu

simptomu mdekss_ + CAl125

! !

Jutogba un specifi skudh€mst oba un spe
75,41% un 54,69% 67,21% un 84,96%

Ol ngcu vUzis 1 n@l Aid8u vUzis
( Patiesi neg. 121
Papil di zmek!l Uj umPagdi3l2di zmekf




Onguvwh a si mpt omu i n d egiskaUprakddna n

Olnicu veza simptomu indekss (8 simptomi)

' '

Pozitivs Negativs
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Meklet iemeslu (simptomi,
visticamak, nav saistiti ar olnicu vezi)

$ ; ‘

Premenopauze =65 U/ml Premenopauze <65 U/ml
vai menopauzé =35 U/ml vai menopauzé <35 U/ml

Noteikt CA125 koncentraciju seruma

Ultrasonografija mazajam iegurnim




Malignitates riska indekss (RMI) —
«Zelta standarts»
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RMI1 (Jacobset al. 1990) 0 1 3 1 3
RMI2 (Tingulstad et al.,1996) 1 1 4 1 4

RMI4 (Yamamoto et al.,
2009*
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*RMI4 papildus reizthums ar audda iznlku: 1, ja < 7cm; 2, ja > 7cm




Zemiknes laukums
CA125- 0,878
RMI 160,852 &%

Cetru malignitates riska indeksu diagnostiskd precizitate
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European Journal of Obstetrics & Gynecology and Reproductive Biology 159 (2011) 422-425

Contents lists available at ScienceDirect

.5 European Journal of Obstetrics & Gynecology and e
¢ JCIN Reproductive Biology S soms

ELS

ol
ER journal homepage: www.elsevier.com/locate/ejogrb

External validation of the adapted Risk of Malignancy Index incorporating tumor
size in the preoperative evaluation of adnexal masses

Petronella AJ. van den Akker®*, Petra L.M. Zusterzeel?, Anette L. Aalders®, Marc P.LM. Snijders €,
Rahul AK. Samlal ¥, Jos H.A. Vollebergh ¢, Kirsten B. Kluivers?, Leon F.A.G. Massuger?

? Radboud University Nijmegen Medical Centre, Department of Obstetrics and Gynecology, Nifmegen, The Netherlands
® Rijnstate Hospital, Department of Obstetrics and Gynecology, Arnhem, The Netherlands

© Ganisius-Wilhelmina Hospital, Department of Obstetrics and Gynecology, Nijmegen, The Netherlands

9 Gelderse Vallei Hospital, Department of Obstetrics and Gynecology, Ede, The Netherlands

® Bernhoven Hospital, Department of Obstetrics and Gynecology, Oss, The Netherlands

Table 3
Performances of RMI-3 and RMI-4? at different cutoff levels.

Cutoff Sensitivity (%) Specificity (%) MPV*© (%) Accuracy (%)

RMI-3 RMI-2 RMI-3 RMI-3 RMI-3 RMI-3

100 350 81 BE 95 70
120 400 78 76 95 76
200 450 76 82 95 81
250 300 72 86 o4 &4
300 250 B8 87 a4 &4

* RMI =Risk of Malignancy Index.
B PPV =positive predictive value
“ MNPV =negative predictive value.




RMI robezvertibas - RCOG vadlinijas
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Kliniskais gadijums nr.1




(Neskaidras sapes vedera lejasdala no 28.junija)
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CA125 — 243 U/ml
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Mal i gni t lddekss= U xiMsxICA125

RMI= 1x3x234=/02

Ol ngcu adenokarci no




Klhiniskais gadijums nr.2




Nejausa atrade prof.vizites laika, 67 g.v., Menop.
no 47 g. Ve, P-1, Ab - 0, CA125 — 545 U/ml

ngas Austrumu KUS, LOC MI 0.4 Tis 0.2 3.5C
05/11/112 13:37:21 Abdomen

0~ Fru 5.0 MHz
- Gn 58
EIA o
Map CIOI0
. D 180cm
- DR 72
- FR 24 Hz
AO 100 %
5—
| se3s63 (224:2245)| P X I
_|Abdomen - .
10—

2L 1601 ¢

+-d 866¢c
L 000c

!
s . % Stenosis o Volume s Angle "5 RenalVolume =  ABRatio 3
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Mal i gni t lddekss= U xiMsxICA125

RMI= 1x3x545=1635

Ol ngcu adenokarci no




Klhiniskais gadijums nr.3




Sapes vedera lejasdala, vedera palielinasanas
apjoma no 2011.g. novembra; 81 g.v., Menopauze
no 46 g.v., P - 0, Ab — 0, CA125 - 1090 U/ml
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13111112 09:22:45 melmelen Abdomen

B
0" Fra 50MHz

Gn 58
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" Map CI0I0
D 220cm
DR 72
- FR 20 Hz
AO 100 %
=X
10=
(C) Angle
M (v) Renal Volume
™ () A/B Ratio
(.) Aorta Diameter
(/) Renal Length 2L 6.29cm
Worksheet 3L 3.82cm 20-
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--d 10.66 cm
.| L 0.00cm
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Mal i gni t lddekss= U xiMsxICA125

RMI = 3 x 3 x 1090 =6540

Ol ngcu adenokarci no
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Nejausa atrade prof.vizites laika, 63 g.v., Menop.
no 33 g.v.,P-2 Ab -3, CA125-12,71 U/ml

Printing  HDD.97% Free CINEREVIEW » oo | Rl
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56 g.v., M.P. 53 g.v., CA125 - 11,9 U/ml
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Mal i gni t lddekss= U xiMsxICA125

RMI= 1 x3x343,3=1029,9

Ol ngcu adenokarcino
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LOC SONOLINE G680 S : B 13:00:31 Tu 131172007 grrnarns

*13_11_2007_DB 07_46

GIN T : S o : b ;

Di=127mm

+

Mi10 TISO4 TiBO4 Tx 100%

lal}
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Kliniskais gadijjums nr.8




79 g.v., M.P. 46 g.v., Ca125 — 10,07 U/ml

24/09/07 11:46:14
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X M x CA125
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Citi biomarkieri olnicu audzeju
diferencialdiagnostika




HE4 robezkoncentracijas

Table 5

Comparison of the sensitivity, and specificity, utilizing different cutoffs for CA125, HE4,
and ROMA in women with EOC Pre = premenopausal, Post = postmenopausal,

Marker Current cutoffs Alternate cutoffs

CA125 35 U/mL for all : Pre: 200 U/mL
women 8% Post: 35 U/mL

Pre: 70 pmol/L : 70 pmol/L for all
Post: 140 pmol/L WOImen




Int J Gynecol Cancer. 2012 Jul, 22(6-1000-5. doi: 10.10971GC.0b013e318249base7.

Serum HE4 as a useful biomarker in discriminating ovarian cancer from benign pelvic disease.

Zheng H, Gao Y.

TABLE 1. Serum HE4 and CA125 levels in patients with different benign pelvic diseases

Diagnosis

n (“/n)

HE4 (pmol/L)

Median

Range

CA125 (U/mL)

Median

Range

All benign diseases
Mature teratoma
Ovarian endometriosis

126 (100)
33 (26.2)
21 (16.7)

39.0
34.0
38.0

5.0-543.0
5.0-55.0
16.0-62.0

18.2
14.9
51.0

3.4-2067.0
3.4-606.0
12.2-440.3

PID

Thecoma/fibroma
Leiomyoma

Mucinous cystadenoma
Simple cyst

Serous cystadenoma
Other benign disease

17 (13.5)
11 (8.7)
11 (8.7)
10 (7.9)
8 (6.4)
6 (4.8)
9 (7.1)

37.5
47.9
37.5
79.0
279
62

6.0-384.0
27.0-543.0
20.0-52.0
26.0-248.0

8.0-41.0
25.0-140.0
10.0-49.0

88.7
24.7
15.0
39.0
12.7
19.9

6.0-2067.0
5.8-641.0
5.0-39.6
11.2-172.4
7.2-65.5
0.2-488.6
6.2-62.7




Contents lists available at SciVerse ScienceDirect

Gynecologic Oncology

journal hemepage: www.elsevier.com/locate/ygyno

The use of HE4 in the prediction of ovarian cancer in Asian women with a pelvic mass

Karen K.L. Chan #*, Chi-An Chen ®, Joo-Hyun Nam €, Kazunori Ochiai ¢, Sarikapan Wilailak ¢,

Aw-Tar Choon ', Subathra Sabaratnam £, Sudarshan Hebbar ™', Jaganathan Sickan ",
Beth A. Schodin ", Walfrido W. Sumpaico

Table 1

Geographical distribution, histological types and distribution of disease for pre- and
postmenopausal women.

Mumber of women

Bemgn

Area

Hong Kong 21

Japan 7

Korea

Tarnwvan 11

Thailand

Philippines 37
Total
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CA125 0.89 (0.85 -0.93)

HE4 0.93 (0.89 0.97)

ROMA 0.95 (0.91 -0.99)

0.2 0.4 0.8 0.8
False positive rate (1 -Specificity)




ROMA - risk of ovarian malignancy algorithm

ROMA algoritmam: (n=531)

PremenopauzU
Pl=l 12. 0+2. 38* LN(HE4) +0. 06 2

MenopauzU
Pl =1 8. 09 + 1 .)00432tLN(CALE)

Risks=exp(Pl)/[1+exp(PI)]
Premenopada®U1l
MenopauzU % S 7 . 7

, , : , , : : , : . A novel
multiple markerbioassay utilizing HE4and CA125for the predictionof ovarian cancerin patientswith a pelvic mass
2009 Jan;112(1):466



http://www.ncbi.nlm.nih.gov/pubmed?term=Moore RG[Author]&cauthor=true&cauthor_uid=18851871
http://www.ncbi.nlm.nih.gov/pubmed?term=Moore RG[Author]&cauthor=true&cauthor_uid=18851871
http://www.ncbi.nlm.nih.gov/pubmed?term=Moore RG[Author]&cauthor=true&cauthor_uid=18851871
http://www.ncbi.nlm.nih.gov/pubmed?term=McMeekin DS[Author]&cauthor=true&cauthor_uid=18851871
http://www.ncbi.nlm.nih.gov/pubmed?term=McMeekin DS[Author]&cauthor=true&cauthor_uid=18851871
http://www.ncbi.nlm.nih.gov/pubmed?term=McMeekin DS[Author]&cauthor=true&cauthor_uid=18851871
http://www.ncbi.nlm.nih.gov/pubmed?term=Brown AK[Author]&cauthor=true&cauthor_uid=18851871
http://www.ncbi.nlm.nih.gov/pubmed?term=Brown AK[Author]&cauthor=true&cauthor_uid=18851871
http://www.ncbi.nlm.nih.gov/pubmed?term=Brown AK[Author]&cauthor=true&cauthor_uid=18851871
http://www.ncbi.nlm.nih.gov/pubmed?term=DiSilvestro P[Author]&cauthor=true&cauthor_uid=18851871
http://www.ncbi.nlm.nih.gov/pubmed?term=DiSilvestro P[Author]&cauthor=true&cauthor_uid=18851871
http://www.ncbi.nlm.nih.gov/pubmed?term=DiSilvestro P[Author]&cauthor=true&cauthor_uid=18851871
http://www.ncbi.nlm.nih.gov/pubmed?term=Miller MC[Author]&cauthor=true&cauthor_uid=18851871
http://www.ncbi.nlm.nih.gov/pubmed?term=Allard WJ[Author]&cauthor=true&cauthor_uid=18851871
http://www.ncbi.nlm.nih.gov/pubmed?term=Allard WJ[Author]&cauthor=true&cauthor_uid=18851871
http://www.ncbi.nlm.nih.gov/pubmed?term=Allard WJ[Author]&cauthor=true&cauthor_uid=18851871
http://www.ncbi.nlm.nih.gov/pubmed?term=Gajewski W[Author]&cauthor=true&cauthor_uid=18851871
http://www.ncbi.nlm.nih.gov/pubmed?term=Gajewski W[Author]&cauthor=true&cauthor_uid=18851871
http://www.ncbi.nlm.nih.gov/pubmed?term=Gajewski W[Author]&cauthor=true&cauthor_uid=18851871
http://www.ncbi.nlm.nih.gov/pubmed?term=Kurman R[Author]&cauthor=true&cauthor_uid=18851871
http://www.ncbi.nlm.nih.gov/pubmed?term=Kurman R[Author]&cauthor=true&cauthor_uid=18851871
http://www.ncbi.nlm.nih.gov/pubmed?term=Kurman R[Author]&cauthor=true&cauthor_uid=18851871
http://www.ncbi.nlm.nih.gov/pubmed?term=Bast RC Jr[Author]&cauthor=true&cauthor_uid=18851871
http://www.ncbi.nlm.nih.gov/pubmed?term=Bast RC Jr[Author]&cauthor=true&cauthor_uid=18851871
http://www.ncbi.nlm.nih.gov/pubmed?term=Bast RC Jr[Author]&cauthor=true&cauthor_uid=18851871
http://www.ncbi.nlm.nih.gov/pubmed?term=Bast RC Jr[Author]&cauthor=true&cauthor_uid=18851871
http://www.ncbi.nlm.nih.gov/pubmed?term=Skates SJ[Author]&cauthor=true&cauthor_uid=18851871

IlliSILAJK(:PI www.AJOG.org

ONCOLOGY

Comparison of a novel multiple marker assay vs the Risk
of Malignancy Index for the prediction of epithelial
ovarian cancer in patients with a pelvic mass

Richard G. Moore, MD; Moune Jabre-Raughley, MD; Amy K. Brown, MD; Katina M. Robison, MD; M. Craig Miller, BS;
W. Jeffery Allard, PhD; Robert J. Kurman, MD; Robert C. Bast, MD; Steven ]. Skates, PhD

TABLE 1
Pathology distribution for all cases with imaging scores

Pathology Premenopausal, n Postmenopausal, n All patients, n
Benign 180 132 312

- P
LMP 16 6 22
Total 212] 245 457

Moore. Comparison of a novel multiple marker assay vs the RMI Am ] Obstet Gynecol 2010.




ROMA pret RMI 1.modeli

TABLE 4
Comparison of the receiver operating characteristic-area under curve
for Risk of Ovarian Malignancy Algorithm and Risk of Malignancy Index

n (%) ROC-AUC (95% CI)

Group Benign Cancer ROMA RMI

P value
0015

Benlgn Vs EOC Elnd LMP 312 (68) 145 ['32'3 91 3% [HE 2—94 4] B4 4% [?9 H—BH H} :

Benign vs stagel WEU[:  312(79) 123 (8)  953% :93(}9? 5 8% (62. 591, )

Bemgn us stagel || Enc '"'"""""""""""'31E[gm HDJ 90 g% :35?-95 D! ?52% [6?0—85 5}

0001
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CA125 + HE4 + USS (HE4 + RMI)




vUga diagnostisko
neat kar9ggi no audzUj a

Ze ml Q k iPeret RMI 4
laukums (AUC- 0,911)

—— CA125+HEA+U+M 0,939 (0,019 0,031
—— HEA+TU+M 0,930 (0,020 0,577
CAL1Z5+U+M 0,902 (0,024 0,500

—=—ROMA 0,875 (0,028 0,419

| I |
0.4 0.6
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Di agnosti sko testu
agronu olndcu vUga

~Zeml 0knes | aukums

0,766 —— HE4+CA125+U+M
0,737 — RMI3

0,720

0,700 - -- HE4+U+M
0,637 ——CAI2S+U+M
0,621 --- FOMA

I J I
0.4 0.6 0,8
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Diagnostisko testu $<diluc$dU2|01kldJULmrasv

vUga biomar gi er upUtzpjUumas marupwg
58pacientes Naundabqglem o |
271 paciente a r ol ndgcu a

Zemliknes laukums 95% TI
(AUC)

—o—Cal25 U/ml 0,78 0.71-0,85
-+ o=+ HE4 pmol/ 0,86 0,80-0,93
- ===RMI 3 0,84 0,77-0.91
- sm - HE44U+M 0.88 0,83-0,94

cccoiticoce HE4+C A 125+U+M 0,87 0.80-0,93
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Diagnostiskais tests CA125+HE4+U+M !
ADani sh Pel vicpdasas gkropjUe

74paci entes ar Naundabggiem oln
77 pacientes ar dabdl@bidgmem ol

Zeml 0knes | auku

Latvijas 1®839ul U
DUni jas p®p5®l Uc|

1 - specifiskums
—— Latvijas populacija — Danijas populacija
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Kongresi | Fonds | Kalkulators | Arstnieciba | Publikacijas un PEtijumi | Honsult3cijas

Olnicu v&Za riska aprékinasanas kalkulators

Indikaciias kalkulatora zmantosanal rezulfiaty interpretaaia. fasit vairak >

\ards:
Uzvards:
Personas kods:

Ja paciente ir premenopauzg, ievadiet 1; Ja menopauzg, ievadiet 3

Ievadiet CA125 koncentraciju, kas noteikta seruma, U/mil

Ievadiet HE4 koncentraciju, kas noteikta seruma, pmaol/|

Ievadiet ultrasonografisko skaitli:

1, ja nav pazimju, kas norada uz olnicu veidojuma malignitati

1, ja ir viena pazime, kas norada uz olnicu veidojuma malignitati

3, ja ir divas vai vairak pazimes, kas norada uz olnicu veidojuma malignitati

Ultrasonografiskas pazimes, kas norada uz olnicu veidojuma malignitati:
-Veidojums ar vairakam kameram

-Veidojums ar sablivejumu

-Ascits

-Abpus&ji veidojumi

-Metastazes

-

Diagnostiskajam testam piemit 95% olnicu vEZa diagnostiska jutiba pie 75% specifiskuma.




Indikacijas HE4 noteiksanai seruma

A Augstsoper Umskspasskuss!|l i mob

APareczam_as t e hnekspgdrms g
apjomaoper Uci j u

A Aizdomas par endometriozi




Biomarkieru individuala precizitate
pacientes ar ol ngcu Vv
paci entes ar | abdabi ¢

~ OO
~ W

AUC
0,380
0,865
0,747
0,744
ApoAl 0,673
BIMG 0,647
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Ultrasound Obstet Gynecol 2010; 36: 226-234
Published online 19 July 2010 in Wiley InterScience (www.interscience.wiley.com). DOI: 10.1002/uog.7636

Ovarian cancer prediction in adnexal masses using
ultrasound-based logistic regression models: a temporal
and external validation study by the IOTA group

Diagnosis (n (%))
Total
Center Benign Primary invasive Borderline Metastatic invasive m (%))

I3

External validation (new centers) 742 (74.4) 187 (18.8) 42 (4.2)
Genk, Belgium 173 (87) 21 5
Lublin, Poland 101 (66) 45 3
Cagliari, Italy 134 (87) 13 3
Bologna, Italy 124 (92) 6 3
Milan (B), Italy 41 (44) 36 10
Prague, Czech Republic 39 (43) 35 15
Beijing, China 57 (78) 12
Lund, Sweden 31 (82) 4
Milan (C), Ttaly 17 (81)

Udine, Italy 10 (59)
Ontario, Canada 11 (92)
Naples (B), Italy 4 (44)

Temporal validation (old centers) 654 (69.3) 186 (19.8) 69 (7.3)
Leuven, Belgium 155 (62) 60 24
Monza, Ttaly 199 (79) 31 17
Malmd, Sweden 110 (80) 21 6
Rome, Italy 54 (44) 49 11
London, UK 40 (62) 13 9
Naples (A), Italy 51 (80) 8 2
Milan (A), Italy 45 (90) 4 0

Total 1396 (72.0) 373(19.2) 111 (5.7)

(2.6) 997 (100)
200
154
154
135
94
90
73
38
21
17
12
9

941 (100)
252
251
137
122
65
64
50

1938 (100)
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Percentages are calculated per row.




|IOTA petijums - LR1 un LR2

LR1 7T (12 parametri)

A Vecums
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ASol 0dUs
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LR1 un LR2 modelu parbaude neatkarigas
paraugkopas (n =997)
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DOI: 10.1111/j.1471-0528.2012.03297 .x Gynaecological oncology

www.bjog.org

Triaging women with ovarian masses for

surgery: observational diagnostic study to
compare RCOG guidelines with an International
Ovarian Tumour Analysis (IOTA) group protocol

B Van Calster,®® D Timmerman,®< L Valentin,® A McIndoe,® S Ghaem-Maghami,®
AC Testa,” | Vergote,“? T Bourne®®

Ol ngcu vUga risks pUc RC

RMI Zems ri sks < 25 Vi dUj s
2% 21% 5%

LR2 Zems ri sks < 0.05 VidUjs
5% 5-25% > 25%




Table 1. Pathological tumour diagnosis stratified by recruitment centre

Recruitment centre Benign Borderline Invasive
n (%) n (%) n (%)
Summary

Oncology referral centres 731 (63) 91 (8) 343 (29)
Referral centres for ultrasonography 220 (88) 5(2) 24 (10)

General hospitals 445 (85) 15 (3) 64 (12)
Total 1396 (72) 111 (6) 431 (22)

Table 6. Classification of tumours by the RCOG and IOTA protocols in all women and in various subgroups

Percentage of all Percentage Percentage of Percentage of Percentage of
tumours classified of benign tumours benign tumours invasive tumours invasive tumours
as moderate risk classified as low risk classified as high risk classified as low risk classified as high risk

All women (n = 1938)
RCOG 314
I0TA 17.8




Olnicu veza arstesana

CT PCl operUcifCasoresivmp@tr ¥caj a:
FGS Peritoneja skalojumi A Vi d [@patatomija

FKS Peritoneja biopsijas A Tot bistemektomija ar
Biopsija -ai zdomogUs vietRkedUkNi em
Duglasa dob. - diafragmu kupoli, A DeomentizUcij a
punkcija - labais un kreisais flangs A Zarnu rezekcija

-i e gur A aeritendjs u A Splenektomija
-ol ngcu projek%\ilgas vi etas - .-

_ I ankreasd i s tdJd NUasss
-u r Q n pperifphes

A rezekcija
- Duglasa dob.peritonejs
i egur Pamaowhm A Limfadenektomija
A Aknu rezekcija
A Par i edritdiejd/ pleiras/
diafragmas rezekcija




Peritonealais veza indekss

Audzeja izmeri
LS-0 Nav audzeja
LS-1 <0.5¢m
LS-2 0.5-5.0cm
LS-3 =5.0cm

Kwvadrants

: Centralais

: Labais augggjais

: Epigastrijs

: Kreisais augsejais

: Kreisais flangs -
: Kreisais apaksgjais
: Iegurnis

: Labais apaksejais

: Labais flangs

9: Jejunum proks.dala
10: Jejunum dist.dala
11:Ileum proks.dala

12: Ileum dist.dala

00 -1 OVl W= O

Peritonealais veza indekss PCI




Limfadenektomija
Ucij as
s stadijUs stadijas precizUgan
s

cioteduktijaij U s

TABLE 1. Lymph node involvement FIGO stage |-l ovarian cancer; a literature review

Authors n Stage 1 Stage 11

Benedetti Panici et al’ (1993) 37 5/35 (14.2%) 0/2 (0%)
Baoicchi et al® (1998) 8 4/18 (22.2%

Suzuki et al® (2000) 47 5/47 (1 0‘6%_}

Sakuragi et al'® (2000) 4/78 (5.1%) 5/16 (31.3%)

Cass et al'' (2001) ' 14/69 (20.2%)

Morice et al'? (2003) 17/85 (20%) 6/15 (40%)
Negishi et al'® (2004) 5 8/123 (6.5%) 11/27 (40.7%)
Takeshima et al'* (2005) 3 20/156 (12.8%) 18/37 (48.6%)
Maggioni et al'® (2006) 38 29/138 (22%)

Harter et al'® (2007) ) 3/48 (6%) 5/21 (24%)
Total . 109/797 (13.7%) 45/118 (38.1%)




Int J Gynecol Cancer. 2010 Oct;2007)-1142-7.

Lymph node sampling and taking of blind biopsies are important elements of the surgical staging of early ovarian

cancer.
Timmers PJ, Zwinderman K, Coens C, Vergote |, Trimbos JB.

Department of Gynecology and Chstetrics, Maasstad Hospital, Rotterdam, the Methedands. TimmersPi@Maasstadziekenhuis.nl

A EORTC ACTION Trial, (n=448)

APacientes ar ol nocu iWAYzan daogmioznlltsa ss
nol1990 1 2000

A224gi rurgi ska terapija

A224¢i r ur gi s k adjutaeta gagpmijjat etr api | a

ATur pmUkaj U anal 0zU iekNautas tikai

135 (224) pacientes

g .

75 pacientes (Grupa A) 46 pacientes (Grupa B) 14 pacientes (Grupa C)
Opti mUIi not e Bezlimfadenektomijas Bez biopsij Un
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Aletti GD, Dowdy SC, Gostout BS, et al. Aggressive surgical effort and improved survival in advanced-
stage ovarian cancer. Obstet Gynecol. 2006;107:77-85.
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World J Gastroenterol. 2012 May 7;18(17):2061-6. doi: 10.37438/wjg.v18.117 2061
Experience after 100 patients treated with cytoreductive surgery and hyperthermic intraperitoneal chemotherapy.

Kdnigsrainer |, Zieker D, Glatzle J, Lauk ©, Klimek J, Symons S, Briicher B, Beckerd 5, Konigsrainer A.

Department of Surgery. University of Tibingen, Hoppe-Seyler-Strasse 3, D-72076 Tubingen, Germany.

ingmar_koenigsrainen@med.uni-tuebingen._de

A n=150s ec Q g i
A(50 i

retro

Tumor type
Colon
Rectal
Appendiceal

Ovarian

Psendomyxoma

Stomach

Mesothelioma

Other

Ekbtjgbﬂapatatp)muasslalku pIagUs au
pervaionamdizMasti thrfiijlaa r Uci j as d

piad Uje ai 54 (1776)gadis

A 26
A24 pacienti emrazekdijd at ova z
A 66 % 50 nomi
AVidUj ai s op8BUAi107&) minl ai ks
A Vi d UpPCai7$1-39)

A 89% pacientiem sasniegta citoredukcija (CC0/CC1)

A Vi dUj ai s h olaiks 18 (2105) didhasi | a s

pacientiem neti ka

no ra novUroga




PielietotU ter

HIPEC type Small bowel resection

Mitomvein C Omental resection

Cisplatin Cholecystectomy
Mitomycin C and Cisplatin Hysterectomy

Other Ovarectomy,adnexectomy

Parietal peritonectomy
P : Splenectomy

Gastrectomy

_ Atypical liver resection
Ileo-coecal resection :

. Pancreatic resection
Colonic resection

Anterior rectal resection Removal of part of the diaphragm

Right hemicolectomy Tumor resection in the abdominal wall 1

Sigmoideal resection Ureteral resection 1




Tvpes of complication n (%)

Cardiac 1(1)
Pneumonia 51(3)
Sepsis 3(03)
Thrombembolic 9 (9)
Postoperative bleeding 2 (2)

Ureter injury 3(3)

Overall survival

Wound infection 21 (21)

Leukopenia 20 (29)
Anastomotic leakage 8 of 130 (5.8)

Compariment syndrome 1(1)

Transient paresthesia in the legs 1(1) ! !
Pancreatic fistula 0 1500 2000

Reoperation due to complication 21 (21)

89% pacientiem sasniegta citoredukcija (CC0O/CC1)

CCOinav makroskopiska atlieku audzUj a;




Kimijterapija
ACi k|1 of o/Cfi ssmd dast 0 n s

ACisplatgha un Paklitaksela k o mb ii stehddrts i@ 1996.g. (GOG #111)

APlatp nppr epar Ut i ir akt ogvUkGe@G#p32)epar U

AKarboplatgis/Paklitaksels n a v s I(norkirtfeddxity trial) par
Cisplatgwu/Paklitakselu,p at e f €3OG &ib&un AGO OVAR-3)

AKarboplatmull?aklitakselu var aizvietot ar Docetaksela/Karboplatgna
kombi nUci ju ne mdSCOTROE) ef ekti vitUt.

ATregU preparUta pievienogana neuzl
(GOG #182)




Neoadjuvanta kimijterapija vai primara
citoredukcija?

Eur J Cancer. 2011 Sep;47 Suppl 3:588-92. doi: 10.1016/50959-3049{11)70152-6.

Primary surgery or neoadjuvant chemotherapy followed by interval debulking surgery in advanced ovarian

cancer.

Vergote |, Amant F, Kristensen G, Ehlen T, Reed NS, Casado A

University Hospitals Leuven, Leuven, Belgiwm.

AN =670
A NIC un IV stadija
A 74.5% metastkiskieveidojumi >5 cm un61.6% >10 cm

Printha citoredukcijammd 6 kursiKarbd Taksols
VAI
3 kursiKarbad' Taxols mmp Citoredukcijommsp 3 kursiKarbad Taksols




EORTC-GCG/NCIC Clinical Trials Group study -
neoadjuvanta kimijterapija pret primaru citoredukciju
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Indikacijas neoadjuvantai kimijterapijai ar
sekojosu citoredukciju

~

Leuvenk r i t Ur i j i pacientUm ar ol
(50% paciengu)

. Tumours larger than 2 cm around the superior mesenteric artery or behind the porta hepatis, or

2. Intrahepatic (multiple) metastases or extraabdominal metastases (excluding resectable inguinal or supraclavicular lymph nodes)

larger than 2 cm, or

. Poor general condition {e.g. =80 years) making a “maximal surgical effort” to no residual tumour impossible, or

4. Extensive serosal invasion (e.g. plaques) of the intestines necessitating bowel resections of =1.5m.

. Patients who cannot be (easily) debulked to no residual tumour (e.g. more than 1 bowel resection, expected operative time more
than 4 hours, poor general condition, ... )




Intraperitoneala vai intravenoza
Kimijterapija?
AVUsturiski infe |

A EPIC
A HIPEC (90 min 4242.5 °C)

A HIPEC plus




HIPEC dzlivildzes

navr edzama atl i-edu
redzams aasdmmUj-s-1<
2.5mm - 2.5 cm g
>2.5Ccm ——3

Years from HIPEC Surge

Helm CW, Richard SD, Pan J, Bartlett D, Goodman MD, Hoefer R, Lentz SS, Levine EA, Loggie BW, Metzinger DS, Miller
B, Parker L, Spellman JE, Sugarbaker PH, Edwards RP, Rai SN.
Int J Gynecol Cancer. 2010 Jan;20(1):61-9
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Kimijterapijas izraisitas komplikacijas
ALei k opléums3j0a 103/ml, Neu > 1.5 x 103/ml)
ATr omboci (>1p0Wmx 10B/®@l)

A Kritums parasti 7.-14.d i e n U
AAnUm(Cji & p I/Kaa romap)l apt beh k@rsa

ASIi kta dIl g &raniseteomOadasetroqs)
AAl | opaxck §car ubniTakgpls)s pUc 3 nedUNUmMm
ANefrot okGsiiscpiltelMeenh s ot ) ek s Ut s
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Personalizeta terapija

Caris Target Now Select

Focused biomarker analysis for standard, tumour specific therapeutic associations?

(J Breast 4 Colorectal

Sequencing:
BRAF

KRAS

NRAS

EGFR PIK3CA

ERCC1 RFLP:
EREG ALK
Sequencing: TOPO1
BRAF 15
KRAS
PIK3CA

PTEN

RT-PCR:
AREG

FISH or
CISH:
HER2
TOP2A

RFLP:
ALK

TNot all tests will result in a therapeutic association.

J Melanoma

MGMT
PTEN
SPARCM
SPARCp

RT-PCR:
ERBB3
ERCC1
TUBB3

Sequencing:
BRAF

cKIT

GNA1

mielanon

GNAQ et

mielaniorn
NRAS
PIK3CA

Mutational
Analysis
by PCR:
BRAF

[ NSCLC

cMET

EGFR {H-scome)

PTEN
TLE3

FISH or
CISH
ALK
cMET
HER2

RFLP:
ALK
EGFR

BRCA1

EGFR

ERCC1

RRM1

TS
Sequencing:
BRAF

EGFR

KRAS

PIK3CA

Ovarian Surface

4 Epithelial

IHC: RT-PCR:
cMET BRCA1
ER ERBB3
HER2 ERCC1
PR RRM1
PTEN TOPO1
TLE3 TOP2A
TS

Sequencing:
PIK3CA




Olnicu veza recidivs

Citoredukcija
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Olnicu veza jutibas definicijas uz platina
preparatiem

0 3 6 12 18 24
— MUneg
Refrak t Ur s

G

Nejltog®aNUji jutdgsiutogs

PUc RECI ST kritUrijiem




Rustin kriteriji atbildes reakcijai uz
Kimijterapiju
AAtbil des reakcija, ja CA125 50%nc

vai vairUk no izejogUs koncentrU

ADrogkst izmantot, ja sUkotnUjU CA
augst Uka par nor mu

AApstiprinogai anal gzei pUc 28 di
va i zemUk a i

A CA125 nosaka
Ak2ianedUNas terapijas |aik0
Alk2-3mUnegus novUroganas | ai kU
A Nevar izmantot, ja
AterapijU0 saaddmagas

Amani pul Uci jas pleiras vai vUdera da
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RECIST kritériji

A Measurable lesions - 010 mm ar CT vai MRI

A Non-measurable lesionsi vi si pUr Uj i e

A Targetlesionsi | 0dz 5 vi enU ioglglniVe vai 10
Al zejas datu fiksUgana (mUr Umi em u
A Complete Response (CR):i zzi1d visi I|ielUkie

A Partial Response (PR):I i el Oko veidoj umu sur
par vismaz 30%

A Stable Disease (SD):Nav pieti ekama samazi n
bet nav ar Q@ progresijas (PD)

A Progressive Disease (PD):1 i el Uko veidojumu p
2000no0 kopUjo veidojumu summas Vvali '




Tumor. 2010 May-Jun;96(3):411-6.
Cytoreductive surgery and perioperative intraperitoneal chemotherapy in recurrent ovarian cancer.

Tentes A&, Korakianitis O35, Kakolyris S, Kyzirdis D, Weliovits D, Karagiozoglou C, Sgouridou E, Moustakas K.
Department of Surgery, Didimotichon General Hospital, Greece. atentes@did-hosp.gr

A 29 pacientes

A 2000 i 2008 gads
ACC1 58.6%

AIPT 75.9%

AKompl i kiQ&el% a
AMi r sit H4boa ol —‘1
ARe c i 1d48.8%

AVi dUj U dzmWn

Proportion survival

20 40 60 80 100
Time (months)
Figure 1 - Overall 5-year survival rate in patients with recurrent ovar-

AS g a d U d y4 @]Uln ian cancer.
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Figure 2 - Five-year survival rate and extent of peritoneal spread.
Continuous line, patients with a PCl <13. Dotted line, patients with
a PCl >13 (P = 0.0356).
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Figure 3 - Five-year survival rate and completeness of cytoreduction.
Continuous line, CC-0 surgery. Dotted line, incomplete cytoreduction

(P = 0.0007).




Ann Oncol. 2012 Oct:23{10):2605-12. Epub 2012 Aug 21.

The impact of second to sixth line therapy on survival of relapsed ovarian cancer after primary taxane/platinum-
based therapy.

Hanker LC, Loibl 5, Burchardi M, Pfisterer J, Meier W, Fujade-Lauraine E, Ray-Coguard |, Sehouli J, Harter P, du Bois A; AGD and GINECO study group.
Department of Gynecology and Chbstetrics, Johann Wolfgang Goethe-University, Frankfurt, Germany. hanker@med uni-frankfurt.de

‘ MUnegi
VidUjais PFS

PUc 1 102 c(i9.6-0v7 .  17.6 (16.4-18.6)

PUc 2. r6elc i50d0)a  11.3(10.4-12.9)

PUc 3. r5éc i4BH2)a 8.9 (7.8-9.9)

PUc 4 rdeglc i(3d7@.9)a 6.2 (5.1-7.7)

PUc 5 rde ¢ i(3dD&.\t)a 5.0 (3.8-10.4)

BiegUkUs 2. wun 3. kUrtas pgogemiajrtUerua
satur oga k(o33 ME%)iuptao p ot €nkWIB,L23.6%)

Terapeitiska nozogme I r tikal Pl r ma,j

Jut Qba pret plat ona cipredikcfganeai & @r @
prognostiski (PFS) faktori
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Robezvarianta audzeji

ATkaie pi t e laiudiziUg m e m

AGar Uka dzovildze
A5 gadu dzovildze 97%
Al0 gadu dzovildze 89%

AMor f ol ogi s ki
ASerozi
AMucinozi

Oper Uci j aispiaepNaouumsa ma
GOomi jterapija tikali

Konsegy
atsevig




Skrinings

JAMA. 2011 Jun & 305(22):2295-303. doi: 10.1001jama.2011.766.

Effect of screening on ovarian cancer mortality: the Prostate, Lung, Colorectal and Ovarian (PLCO) Cancer
Screening Randomized Controlled Trial.
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A 78,216 sievietes 55-74 g.v.

A 39,1057 katru gadu (CA125 - 6 gadus, USS 4 gadus)

A 39,111-bezs kr gni nga

ANovUr oganagadil ai ks

APrimUr i ezumt st §ba no olndcu vUga

ASekundUr i e |rneyzcuihctddiitgians k r ¢ riizmgd s ¢ t
kompl i kUci j as




PLCO petijjums

AOl nguclz 218s i e v i(sktr m ¢ n g)@ret 176
(nov Ur o0 g an afKR 21 (iNrp98%, 0.99-1.48)

AMi r st Q@ ba n allddienmdies (sk v @Jrjdamn ) mret 100
(nov Ur 0 g a n a &R JI8 (Th95%, 0.82-1.71)

A3285si evi et Um viltus po2OBOXGH wsu rtgd
mani pul Uci j as

A163si evi et Um vi smaz vienE%nopi et

ASeci nUjwimsn | asikc gdognsir BAl85k oncent r U
nogtel kganu serumU _un USS nesam
vUga sal gdzinUjumU ar siewietU




UKTOCS Pilotpetijums

ASi evi et es mehgagquaacumd n o
AKontroles( n=1097 7) ugnpas(ht0858)i n g a
A 3 gadus noteica CA125

AlJa paaugstinUta CA#®25 koncen
ANos kr ogmirrugpeas 29 operUja (6 o

A7 gadu novUroganas pekrrigamrugial
un 20 novUroganas grupU

ASkr gngirnugpal gar Uka3s dniegazi hiikeose)




UKTOCS petijums

a1 22 G383 szevietes

p U

i - .
ur gi skas mani j

Olndgcu vUzis

e i et U

2005. gpBtd®j ums tika pUrtraukts
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