= Q/ o)
uneNUSNAY

s v I~y '
ﬂmumsmﬂ'aasguwnmmtsﬂsﬂh

Snae yni’

Current status of ovarian cancer

Buhachat R.

Gynecologic Oncology Unit, Department of Obstetrics and Gynecology,

Faculty of Medicine, Prince of Songkla University, Songkhla, 90110, Thailand
Songkla Med J 2007;25(6):537-547

Abstract:

About 1,600 cases of ovarian cancer are diagnosed each year in Thailand. Advanced stage is the presenting symptom.
The overall 5-year survival is 26%. Nearly 5-10% of ovarian cancer cases are hereditary that need professional genetic
counseling. In high risk families genetic testing is required. CA125 and transvaginal ultrasonography are the screening
methods for this malignancy in the general population that are currently being investigated in the UKCTOCS research. The stage
and extension of disease are the predictable outcome after treatment. The most useful management is optimal cytoreductive
surgical staging especially conducted by trained gynecologic oncologist. Platinum and paclitaxel is the main chemotherapeutic
agent in adjuvant modality for high risk ovarian cancer. On-going research for better survival result in the treatment of ovarian
cancer includes less radical surgery to preserve fertility function, neoadjuvant chemotherapy followed by interval debulking and

intra-peritoneal chemotherapy.
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1. Site specific ovarian cancer

2. Breast and ovarian cancer syndromes

3. Hereditary non-polyposis colorectal cancer
(HNPCC)

aam’cjmm IO;ILLﬂl site specific ovarian cancer Wag

breast and ovarian cancer syndromes wuﬁﬂ31u§uﬁu§ﬁuﬁu
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1. Neoplasm derived from coelomic epithelium

2. Neoplasms derived from germ cells

3. Neoplasm derived from specialized gonadal stroma

4. Neoplasms derived from non-specific mesenchyme

5. Neoplasms metastatic to the ovary

Serous tumor

Mucinous tumor

Endometrioid tumor
Mesonephroid (clear cell) tumor
Brenner tumor

Undifferentiated carcinoma

Carcinosarcoma and mixed mesodermal tumor

Teratoma

Mature teratoma

Solid adult teratoma

Dermoid cyst

Struma ovarii

Malignant neoplasms secondarily arising from mature cystic teratoma
Immature teratoma (partially differentiated teratoma)
Dysgerminoma

Embryonal carcinoma

Endodermal sinus tumour

Choriocarcinoma

Gonadoblastoma

Granulosa-theca cell tumor
Granulosa tumor

Thecoma

Sertoli-Leydig tumours
Arrhenoblastoma

Sertoli tumour
Gynandroblastoma

Lipid cell tumor

Fibroma, haemangioma, leiomyoma, lipoma
Lymphoma

Sarcoma

Gastrointestinal tract (Krukenberg)
Breast
Endometrium

Cervix

a'quﬂa:uqmﬁm HNPCC iaanuiiaundmelugud
PUANMIBBNLZN DNA Tidevne loun hMLH 1 fu hMSH 2
sasiidufiadndnquililomaionsSeaananedia
Ussanausasas 12 ssdeiibenuluaaiifiagmisuasnn
903 2 nauusn wzdaindy low grade Manmalunguil

wusnhlvenamelunnd Nufuasnedudsenuiyuas
n155§am5mnm°lu‘[wswmgn (hysteroscopy) @IUMSHIGA
uagnuazaluaanfuunhlnhmudadu 2 nquusn
M30TIRIMEUHAUNGYEI BRCAL uaz BRCAZ 84
Uszznslnedaduiissmiadeivihlungandn g og ilasan



a 4
ANYIUAIUNIITANT
i 25 aUun 6 w.8.-5.A. 2550

540

< o S w9’
aounsadagiiacusSesaly
nNeNE YnIAIG

fidaymmamnlyneigamneadlalusnnandszme Ysznay
Augeanmanuiuiiaunfivesinn Jeluanmmidsianiy
BMINTINAANTBN

mMInIRanTaINzSsela

whenzdefladnnwuwwnaiaimansznezadlsn
nnum udmniulsesulosmly wmam@mnsonisng
Taviamslunulsalusszasusnla fnlvnamsinmnaiu
maamamlsaluszazusndsznauais msasamely
M3N£LEDAM tumor marker UALMTNTINATUFBIANNAGY
MN9BIARDN

CcA125 i tumor-associated antigen ‘ﬁl‘W‘UsLu
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M CA125 faluge snnuNzdunansTnEINRamas
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RMI = U x M x CA125
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® Multiloculation

® Evidence of solid areas
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® Evidence of metastases

® Ascite

® Bilateral lesions

530U CA125 Anenuaaseiinsala s 3 AANAN
fuduen R Tagwminlgen RMI flinnam 200 aziienal
Tumsamanuuzdeialusasas 85 uasamuiwnssasas 97
Fslvansousngiheuzieiilaaannnnauilozasiily
wiailulsusdala

MIuUTzezaadlsn
mMsueszezyaeNzEs i damsindaasramely
FaanBInINAUNaMIATIABUEeMINENSAinenlaga1eBamy
The International Federation of Gynecology and Obstetrics
(FIGO) saudaslums1ai 2
msuusszazradlsalalunmsinuneniswennselse

AALFNS LU 3

MIHGA
mandalunsdeitlafiyaUszaaddnuitalylums
Fanenzse MsmuuaszazzatlsansSawasidumssnm
gﬂuvwfin Tﬂﬂﬁ"ﬂﬂLtgaﬂﬁw'wé’mﬁl,ﬂummgmwmms%’ﬂm
wrSafeladumamstndannnasluwinnasda (midline
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mimmmanuav‘sql‘mm 2 °ZTN§TJNﬂ‘U omentectomy msmm
weEeanmshmeamustainss NitethuzGieannnsame
Tnnitge Toamhlummenalmnaanaunsdslunamelud
‘llmﬂ‘ljllatlmfﬂ 1 HUANAS %ﬁt%f;lﬂ’iﬁ optimal cytoreduction
Wnwasnnann iRz Eann suboptimal cytoreduction
miwmninﬁiﬂwamzL%qﬁuﬁuﬂ%uﬂmtfauzﬁqﬁmﬁaazul'
Tusume wnndeUiinamsdemandundasgann ilu
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5191 2 ua9TEazuaInzt5959122a9 The International Federation of Gynecology and Obstetrics (FIGO)

Stage

Substage

I Growth confined to ovaries

Ia: Growth limited to one ovary, no ascites present containing malignant cells, no tumor on

external surface, capsule intact

Ib: Growth limited to both ovaries, no ascites present containing malignant cells, no tumor on

external surfaces, capsule intact

Ic: Tumor stage Ia or Ib but with tumor on the surface on one or both ovaries, or with capsule

ruptured, or with ascites present containing malignant cells or with positive peritoneal washings

II Growth involving one or both ovaries

IIa: Extension and/or metastases to uterus and/or fallopian tubes

IIb: Extension to other pelvic tissues

IIc: Tumor stage Ila or IIb but with tumor on surface of one or both ovaries, or with capsule

ruptured, or with ascites present containing malignant cells or with positive peritoneal washings

III Tumor involving peritoneal implants
outside pelvis and/or retroperitoneal or surfaces
inguinal nodes, superficial liver metastases,

small bowel or omentum negative

IIIa: Tumor grossly limited to the true pelvis with microscopic seedlings of abdominal peritoneal

IIIb: Tumor one or both ovaries, peritoneal implants no greater than 2 cm in diameter, nodes

IIIc: Abdominal implants greater than 2 cm in diameter and/or positive retroperitoneal or inguinal

nodes

IV Growth involving one or both ovaries
with distant metastasis. Includes liver
parenchymal metastasis or pleural effusion

with positive cytology
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Stage Survival (%)
I 90
11 60-70
11T 15-35
v 5-14
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:JxL%Q%’qlﬂi::ﬂzqﬂamleiy%'um‘svhﬁm optimal cytoreduction
Tonsanas 96 daNsSvdImaEndatesn 1 wudiues
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masaadialauanarsdung uiilulawans Seagualud
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M99 secondary debulking surgery Lﬂumiﬂhﬁﬂ%é’ﬂ
Tumasnnlasisinaspuasuuaidainaglussniu
Taseamnzdwiugtheluinens oy mheiiimseauauas
aosiaiithiouaziiloseniivdasy Ussiiuumaenananso
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msluentaiitnialuazSesalussazusn (Chemotherapy of
early stage epithelial ovarian cancer)

Uszanasanas 20-25 gasgiheagluszezusn (FIGO
stage I-11) Famssndamwuaszazuaslsaduiladdaas
masnnuzieielaluscosusn TasfigaUssasananiiam
JadedssmasmaiuslugiheusSessasusn Tadede
sauaaslumsai 4

wiheusSeilussasuanaiio low risk idanimssan
Fafiszer 5 U snnnsaar 95 mnlasumsmdnees
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Low risk ® Well or moderated differentiation
e Intact capsule
® No tumor on external surface
® No ascites
® Negative peritoneal cytology
® No dense adhesion

® No extraovarian disease

High risk ® Poorly differentiation
® rupture capsule
® Tumor on external surface
® Ascites
® Positive peritoneal cytology
® Dense adhesion

® Extraovarian disease

sugtheuseiilassazusnsiio high risk Feiiloma
manduiiushgs Tesadewuladssasas 25-40 wnlulasy
masnaulaindia’ 1133 The Interational Collabo-
ration Ovarian Neoplasm (ICON 1) uaz11398 Adjuvant
Chemotherapy in Ovarian Neoplasm (ACTION) trial'® W&@4
Tifiudesanmssaniind 5 diaiusasas 7 lugtheusSe
%iluszazusnyiia high risk Hlasumsendauaslueniaiithiia
fsznaunie platinum

@ L | < @ ] v
mMssnwyUiensieselaszasusnaransoaslle
GRUHUNIN 1

m{h;mLﬂ§ﬂ1ﬁm°lumf§a%'ﬂ°ziizﬂzqnam (Chemotherapy
of advanced stage epithelial ovarian cancer)

Undiumnzdedalaidiu solid wmor fnpuaussdnn
aaeniaiihte H0i3defiiu meta-analysis® fhlasngu
The Advanced Ovarian Cancer Trialists tUSgutiauentadinie
$n5eMegasHil platinum AUGATHLNE platinum 9133ei
luzniinslzenngu txane Srluuwavans wunmnluen
##i platinum uaulsznaurhlvramssnunddy mssnm
weefilidefleaduaumeeniaiithdaiisndsnavaes
platinum

Tussaznmaen doemlunau taxane gnAUNULY
fmadeiidumanaaadlosfinguuisuisudnmlugihe
wzSennuInn laun GOG111 GOG132'™ uas OV10™
FawungiheuzdedilafissesUaanlsauazdnnmasaniio
fupenaany wnlagwithiaiifiaudsznauas plati-
num iU taxane iauFauiuiumslvengasiifiaws plat-
num WRERiUNMsAnE R nNaT AL 15U ICON3™ Alany
wangunmslvens 2 silaisanmsseadianmilenn
M3 platinum Gdien wananlasaguumeiaithiioidu
sy wazsansululszansmwdmSunzdesilysees
anmuzarmaunnedagiu lawn engu platinum AU
taxane MSANELN fimsnananamufeasennigns

Ve

g

Early stage epithelial ovarian cancer

~N

Surgical pathologic staging

Low risk patients

Observe

High risk patients

Platinum base (3-6 cycle)
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&1 carboplatin Lﬁuﬂﬂ,umﬂu platinum Aiinaznadies
UaBnNEN platinum auewmsy luwivaadssnslanie
mshangszuulszamaulas uadymaumumseauld
nFaurarlim msuneuuy hypersensitivity 138N
nadssnnmanalanazgnigiiag dau paclitaxel Felasaniy
Arlwieuus neads L'E‘iaqﬁaﬁmﬂa”mau M3LAA hyper-
sensitivity wazkarfseaaszuulstamalans Fuile
smfunaaAsnmsly platinum lvghsiuiews
unsnERuNEY Faumsly carboplatin 1Nz HaLREI luMS
Snwniadsiiilsagulasmmsluggeagy

milsniudusnnadivziedilassazgnay Gudos
Tumnsit 5

P N o o ° *q % S o '
MMM 5 waasenwaituanwuzin ulalunzsesaly

IBUSANAIN
Regimen Dose
Paclitaxel 175 mg/m2 by 3-hour infusion
Carboplatin AUC 5.0-6.0

AUC: area under curve

msluseiithialunzGeslaiinduiivan
masnwuzdesilaiinduidug yaUssaenny i
msguamm'ﬁﬁpjﬂmﬂsmg msvUssfuamsiiiazulvy
Tosdsasnamniiaiiaionly ndamsdnwuailnisses
msuasalsafinuiy
nsdimsnaudumiinuiawzmsiiindupes CA125
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Recurrent ovarian cancer

Asymptomatic or non measurable

disease

Symptomatic or measurable disease

Observe or hormonal treatment

Platinum sensitive

(recurrence > 6 mo after Platinum)

Platinum refractory

(recurrence < 6 mo after Platinum)

Carboplatin/paclitaxel or Carboplatin/

gemcitabine

Clinical trial with Topotecan/weekly paclitaxel

/Liposomal doxorubicin/Gemcitabine

a i o < v 'a o 3
WHUANN 2 LLﬂGNLE‘HTYVNﬂ']iiﬂ‘l&l’l&lﬁlﬁﬂiﬂ‘l?l‘"ﬂa‘Ulﬁu‘ﬁ’l

U

senuiiiunmsmessudalisuiisursimsiven
withianelugemadasawizendia platinum iy
asalsznaundnnaniemsnauauasiiawansluyie
dlna ifinmsnesasSosudisumsly cisplatin 1
waaadaatumslnmeluremas® nunisanmssendin
Tosmdsdiuisasaz 20 lunguiilammeluramas
uaiilasnnuamnadssiineesipuusauiundionlumsly
gnaiithdamelugemasdaluduiiunswansuaslyfuiin
PNFNTUNZISIBIEN3FBLNSNIBBNISUSINANSINY
seez 6 11GOG172 lsznaumegihe 429 Me s
Selusvasd 3 Awumsindacissenlursinsisanuad
wunngugiheilasusiaiitiameluremasiidonms
seatinemnmgheiilasummasaidaanui 16 dau
dunnzunsngaufiiuluainerad lunauii lasuen
wiithdameluzemeiinnnn ase@aumsluenssnm
mnuamnnuazlasuenluesumuimuwalinnn
uannmMasziin quality of life 7 1 Tuasa 2 nawdlaeadiy

A oI uiTEi SuTINenui Wunsine
Faddsuiisulumslueadiivelugsan sawusi®
Tuussmamdsenonn 8 au maumqmjﬂaﬂ 1,819 T8
nauiilasusniaiitndalugamasiisanmsmeuasni
fisveznaUasalsmnunnasedann uANUAITLNINZaY
yaeanlainndu esi nsunsngauresaizi i sy
mslafuanas FeaenasiimaisaiauSulseneasdan
msluendnasly

nnanng vy g ludagdueensununmslne
withtamelugamadlonad lunenivzSaunds lureawmas
¥ a < o o Y og ‘g ¥ Y
noulsinesdn q vafadnaurealudivlaweeaslanad
gaau whemzdenlueaiiniamelugamasasidugihe
AlASUMIENANAUYFDLHDIDNNVNAUBEN 1 BUANAT
o Y ' A Ao I o
vsauaanMil Hfuuwnananalunsia catheter LazADE

unymmniaizunsnzauliazu

a3l

S W ' & et @ ' <

5954 ly tﬁuusmvmammmsmﬂg\ﬂunqumm
= ¥ ) . < @ v ' <

Wwngmenu gheazsssluaulsasnwuuwnaialse
ananllannum iasnndilafinsnnadansasiitine
Usznauivamaihasgiheilawnziulse wanssnwm

Ao o £ o & ' <
N AEUNUSTEzYa9l3AAILALINN WAZAUIATBINZLIY
MERAINNNITAANED  N595 laszazusnwinlasy
mMIuamaINzSIeansrauazlag e UANN aIuHEN
284 platinum NN IINIIIAATINUITNIMIBYNL 90 §IU

< ! U v < o ° <
TunzSeszazanain ManaaRinguszaiativaiasise
aanlwaNniign ummuaamsluanaithinaiia carbo-
platin U paclitaxel 30 6 A5 TRGINUAATIMIASULTUT

[ = < [ 3 L4 @ S A
N MSnwInIainzSInauiugh anlszaaAnsinwnLiie

Usuissaaunmidinlnaau



- @
AYIIUAIUNINTFT

< o s wv!'
amumsmﬂ'ﬁuwawztsqsﬂw

ilii 25 atiuil 6 w.e.-5.0. 2550 546 Y YMIZIG
tanNd15819a4 10. van der Burg ME, van Lent M, Buyse M, Kobierska A,
1. Sriplung H, Sontipong S, Martin N, Wiangnon S, Colombo N, Favalli G, et al. The effect of debulking

Vootiprux V, Cheirsilpa A, et al. Cancer in Thailand.
Vol I, 1995-1997. In: Ministry of public health,
Ministry of University Affairs, National Cancer Institute

Report. Bangkok: Medicine Publisher 2004:1-161.

. Sant M, Aareleid T, Berrino F, Bielska Lasota M, Carli

PM, Faivre J, et al. EUROCARE-3: survival of cancer
patients diagnosed 1990-94 results and commentary.

Ann Oncol 2003;14 (Suppl 5):v61-v118.

. Prat J, Ribe A, Gallardo A. Hereditary ovarian cancer.

Hum Pathol 2005;36:861-70.

. van Nagell JR Jr, DePriest PD, Reedy MB, Gallion HH,

Ueland FR, Pavlik EJ, et al. The efficacy of transvaginal
sonographic screening in asymptomatic women at risk

for ovarian cancer. Gynecol Oncol 2000;77:350-6.

. Jacobs I, Davies AP, Bridges J, Stabile I, Fay T, Lower A,

et al. Prevalence screening for ovarian cancer in post-
menopausal women by CA125 measurement and ultra-

sonography. BMJ 1993;306:1030-4.

. Jacobs I, Oram D, Fairbanks J, Turner J, Frost C,

Grudzinskas JG. A risk of malignancy index incorpo-
rating CA125, ultrasound and menopausal status for the
accurate preoperative diagnosis of ovarian cancer. BrJ

Obstet Gynaecol 1990;97:922-9.

. Bristow RE, Tomacruz RS, Armstrong DK, Trimble EL,

Montz FJ. Survival effect of maximal cytoreductive
surgery for advanced ovarian carcinoma during the
platinum era; a meta-analysis. J Clin Oncol 2002;20:

1248-59.

. Ozols RF, Bundy BN, Greer BE, Fowler JM, Clarke-

Pearson D, Burger RA, et al. Phase III trial of carboplatin
and palclitaxel compared with cisplatin and paclitaxel in
patients with optimally resected stage III ovarian cancer:
a gynaecologic oncology group study. J Clin Oncol

2003;21:3194-200.

. Giede KC, Kieser K, Dodge J, Rosen B. Who should

operate on patients with ovarian cancer? An evidence

based review. Gynecol Oncol 2005;99:447-61.

11.

12.

13.

14.

15.

16.

17.

surgery after induction chemotherapy on the prognosis in
advanced epithelial ovarian cancer: Gynecological Cancer
Cooperative Group of the European Organisation for
Research and Treatment of Cancer. N Engl J Med 1995;
332:629-34.

Rose PG, Nerenstone S, Brady MF, Clarke-Pearson D,
Olt G, Rubin SC, et al. Secondary surgical cytoreduction
for advanced ovarian carcinoma. N Engl J Med 2004;
351:2489-917.

Panici PB, Maggioni A, Hacker N, Landoni F, Ackermann
S, Campagqnutta E, et al. Systematic aortic and pelvic
lymphadenectomy versus resection of bulky nodes only
in optimally debulked advanced ovarian cancer: a rando-
mized clinical trial. J Natl Cancer Inst 2005;97:560-6.
Vergote I, De Brabanter J, Fyles A, Bertelsen K, Einhorn
N, Sevelda P, et al. Prognostic importance of degree of
differentiation and cyst rupture in stage I invasive epithe-
lial ovarian carcinoma. Lancet 2001;357:176-82.
Young RC, Pecorelli S. Management of early ovarian
cancer. Semin Oncol 1998;25:335-9.

Trimbos JB, Parmar M, Vergote I, Guthrie D, Bolis G.
Colombo N, et al. European organization for research
and treatment of cancer collaborators—adjuvant chemo-
therapy in ovarian neoplasm. International collaborative
ovarian neoplasm trial 1 and adjuvant chemotherapy in
Ovarian Neoplasm trial: two parallel randomised phase
IIT trials of adjuvant chemotherapy in patients with early-
stage ovarian carcinoma. J Natl Cancer Inst 2003;95:
105-12.

Advanced Ovarian Cancer Trialists Group. Chemotherapy
for advanced ovarian cancer. Cochrane Database Syst Rev
2000;2:CD001418.

McGuire WP, Hoskins WJ, Brady MF, Kucera PR,
Partridge EE, Look KY, et al. Cyclophosphamide and
cisplatin compared with paclitaxel and cisplatin in patients
with stage III and stage IV ovarian cancer. N Engl J Med
1996;334:1-6.



Songkla Med J
Vol. 25 No. 6 Nov.-Dec. 2007

547

Current status of ovarian cancer

Buhachat R.

18.

19.

20.

Muggia FM, Braly PS, Brady MF, Sutton G, Niemann
TH, Lentz SL, et al. Phase III randomized study of cisplatin
versus paclitaxel versus cisplatin and paclitaxel in patients
with suboptimal stage III or IV ovarian cancer: a gyneco-
logic oncology group study. J Clin Oncol 2000;18:106-
15.

Piccart MJ, Bertelsen K, James K, Cassidy J, Mangioni
C, Simonsen E, et al. Randomized intergroup trial of
cisplatin—paclitaxel versus cisplatin—cyclophosphamide in
women with advanced epithelial ovarian cancer: three-
year results. J Natl Cancer Inst 2000;92:699-708.
International Collaborative Ovarian Neoplasm Group.
Paclitaxel plus carboplatin versus standard chemotherapy
with either single—-agent carboplatin or cyclophosphamide,
doxorubicin, and cisplatin in women with ovarian cancer:
the ICON 3 randomised trial. Lancet 2002;360:505-

15.

21.

22.

23.

24.

Parmar MK, Ledermann JA, Colombo N, du Bois A,
Delaloye JF. Paclitaxel plus platinum-based chemotherapy
versus conventional platinum-based chemotherapy in
women with relapsed ovarian cancer: the ICON 4/AGO-
OVAR-2.2 trial. Lancet 2003;361:2099-106.
Main C, Bojke L, Griffin S, Norman G, Barbieri M,
Mather L, et al. Topotecan, pegylated liposomal doxo-
rubicin hydrochloride and paclitaxel for second-line or
subsequent treatment of advanced ovarian cancer: a syste-
matic review and economic evaluation. Health Technol
Assess 2006;10:1-148.

Alberts DS, Liu PY, Hannigan EV, O'Toole R, Williams
SD, Young JA, et al. I ntraperitoneal cisplatin plus intra-
venous cyclophosphamide versus intravenous cisplatin plus
intrsvenous cyclophosphamide for stage III ovarian cancer.
N Eng J Med 1996;335:1950-5.

Jaaback K, Johnson N. Intraperitoneal chemotherapy for
the initial management of primary epithelial ovarian cancer.

Cochrane Database Syst Rev 2006;25:CD005340.



