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GCIG £EE£ 2010&FFEHRES

1./ 22 48 1 A 11 B EXECUTIVE BOARD TELECONFERENCE Membership: ICORG A% EMA,F & (£ GICOM,
TRSGO, ¥iiHiE SGOG i, Brazil Thai/Lithuania/Romania % &4, Governance & Statutes:# ME#E DI EA
WE, R TOHHE topic I* Spring 2010 --- pharmacogenomics. Autumn 2010 -- Neo-adjuvant therapy (trial
designs and resources)& 3 %, 3 Uncommon Histologies (IJGC), Cervix Ca SOtS 2007, Ovarian Ca CTPM
(June 2009), Cervix Ca SOtS (June 2009). Cervix Cancer Research Network /N ##52, 4* Ovarian Cancer
Consensus Conference 6 8% 5E. Principles of Independence 5fii#. New Business: Incorporation &+,

2.GCIG HFRSMERW 20104 6 A 3-4 BV H B, 2 BAL, BER. #. AKX, 8. AF ites
GCIG E tive Board Meeting: Michelle Powers A% web 83, A£(C 125 & LI LA &4k, Membership : §#%8M
group | GCP FEEKBBREMEIIHT 2HEEEDRE ZER, SEHSRE— AlX Harmonization Comm.[Z8MT 5 =
&, Ireland, Mexico, COGI ¥ EL B2, Turkey, Shanghai, India, Georgia, Lithuania, Romania % &h 53T
2, REHS topic [£/3> % —/ —T® Ovarian Cancer Consensus Conference, GCIG Dl : F#E GCIG [EEM
HTEELED. SMAGKEOREEOEMICHED, HBEFEOREALEN, FABOIENEELL, GCIG B
THEARERET 5H. IGCS L EDEFEEACHTRT 2L EOBRENHY ., HELLTRVBBETHE ZREN,
GCIG Cervix Com: #47 % DEREKiRER DS-1+CDDP vs CDDP Phase3 study in Cervical cancer (IVB/Rec) & 254/360
FEHBHEHH YIEFR. @GOG 240 : Cisplatin + Paclitaxel vs Topotecan + Paclitaxel +/- Bevacizumab 450 fi
*BiEIZ#4T. @GOG 268 : Pelvic RT vs CCRT in Early Stage Cx Ca 480 il % B#EIZBith. @RTOG-0724 (ROG):
ChemoRT + adjuvant chemotherapy in high risk cervix cancer after hysterectomy REHETH ., LEF DR the
OUTBACK trial : A Phase III trial of adjuvant chemotherapy following chemo-radiation as primary treatment for
locally advanced cervical cancer compared to chemo-radiation alone CCRT+/-CT CCRT O TIERMITVELT+
4. CT & LT Carbo/Taxol % 338 4 ¥4V ILOEBMOEREERIET 5. 780 HIRR T QOL DFFMi£175. RE
BIREEERP, the SHAPE trial: Simple Hysterectomy And Pelvic node dissection in Early cervix cancer {E'J A
5 FEEAAIZIER4PLN vs B#i2#5+PLN 0 RCT TH# & QOL OB THHEFELREL. BREPDIZITS
LM HLEEER. neoadjuvant Phase 3 trial in LACC between weeklyTC+CCRT vs CCRT, CCRT £+457%4 DT
RT O#IZ CT 2475 HEEZEER. Ib2-Iva #] CxCa #RRIZ 730 % BE. LLEDHIZ RCT of Weekly vs 3-Weekly
CCRT in LACC ( CDDP 40mg/m? wk, CDDP 75mg/m? 3wks 500 fjl) , Neoadjuvant Chemotherapy followed by
Exenteration in Cervical Cancer. ACRIN6671-GOG0238 LACC&EmCa ~® CCRT Al LN EBRREICHT S
PET/CT Mm% At &Rl ¥ SHBRT EMNMR S iz,

Endometrial Cancer Com {23 : LYTEC : LYmphadenectomy Trial in EMCA BE&/\1 1) R 7 EH ($E#E (G3Em,
S,C) . HERM 128, EHMERME £/RIC TAH&BSO #17L\. LN 20 TEEALETS. TORERERF
M PFTET observation or brachytherapy % GOG249 (RT vs brachy+chemo). GOG268 (chemoRT + chemo vs
chemo), After 4 trial (chemo + RT vs chemo) . ENGOT EN2 EGCG Trial (chemo vs obs)’: EITiRY 2+ H5h, Th
ThOBTHPERELERE, Harm360HF D 7205 TLETEESET L 450 F/U, GOG-0238 RCT of Pelvic
Irradiation with or without Concurrent Weekly Cisplatin in Patients with Pelvic-only Recurrence of EMCA 22/164
4%, GOG-0248 RCT II of Temsirolimus vs Hormone+ Tem. in Advanced, Persistent, or Recurrent EMCA 43/84,
GOG-0249 RCT of Pelvic RT vs Vaginal Cuff Brachytherapy Followed by Paclitaxel/Carboplatin CT in Patients
with High Risk, Early EMCA 112/562, GOG-0258 RCT of cisplatin and tumor directed RT followed by TC vs TC
for optimally debulked advanced endometrial cancer 67/804, GOG-0261 RCT of Pacli/Carbo versus Ifosfamide Plus
Paclitaxel in Chemotherapy-Naive Patients with Newly Diagnosed Stage I-IV, Persistent or Recurrent
Carcinosarcoma 47/424, PORTECS/EN7 RT # pelvic radiation(48.6Gy) vs CMT (combined modality treatment)
#(CCRT(cisplatin 50mg/m2, 2 cycles)+CT paclil75+carboAUC5 4 cycles 179/500, After 4 CT (pacli175 3hr
+carboplatin AUC 5-6) 4 cycles Z®#I= RT (44Gy BA.L) vs CT (pacli/carbo) 2 cycles i&ANOD LR,

Ovarian Cancer Com. Closed trials : Surgery : EORTC55971 Upfront Surgery vs Neoadjuvant Chemotherapy (&
NEJM [Z$EFAGRE. AGO-OVAR-OP.2 DESKTOP II (% 412 fI B L& T . 4 F4E : Tarceva Trial EORTC
56041 (4 835 &8k, GOG218 £ ASCO2010PL#1 THRER S, RS 5 IHHIIAD arm THHWE, ICONT (&
1520 &%, ESMO/AGCS THETFE. HH : CARYPSO iBR(% JCO [ZHFI. AGO-OVAR-9 (Carbo Paclitaxel
+/- Gemcitabine) I& JCO #£F. SCOTROC4 X {Em$. HECTOR 550 fjl #£k# 7. Ongoing Trials : Ffi : AGO
— OVAR OP.3 (LION), Lymphadenectomy In Ovarian Neoplasms) (4 184/640 fl#§%. AGO-OVAR-OP.4 DESKTOP
III Cytoreductive surgery vs No surgery in platinum-sensitive recurrent EOC E4& 385 #5454 6 ABiA.
CHORUS (Chemotherapy orUpfront Surgery) A randomised trial to determine the impact of timing of surgery and
chemotherapy in newly diagnosed patients with advanced epithelial ovarian, primary peritoneal or fallopian tube

carcinoma # & 15 1T 550 Il H4E# L. #)E : dose-dense ICONS : An international three-stage randomised
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trial of dose-fractionated chemotherapy compared to standard three-weekly chemotherapy, following immediate
primary surgery or as part of delayed primary surgery, for women with newly diagnosed epithelial ovarian
cancer.3 £ T 1485 I B4E, MITO7 dd vs 3wks CT (QOL) 227/400 5 CIEFf. intraperitoneal JGOG iP trial : A
Randomized Phase II/III Trial of 3 Weekly Intraperitoneal versus Intravenous Carboplatin in Combination with
Intravenous Weekly Dose-Dense Paclitaxel for Newly Diagnosed Ovarian, Fallopian Tube and Primary Peritoneal
Cancer , NCIG CTG OV21 : Do EOC patients who have received neoadjuvant chemotherapy benefit from IP
therapy? NAC3-4 Y 7 JLIRICFM£TL). IVvsIP OB #1T 5. GOG262 EffH. Histoloy-specific JGOG3017
EAERa R ER (L 541/652 HITHE., %, (A, #H1SIM. mEOC/GOG241:A multicentre randomised factorial trial
comparing oxaliplatin + capecitabine, bevacizumab and carboplatin + paclitaxel in patients with previously
untreated mucinous Epithelial Ovarian Cancer H#E 332 fIBAARMIE. 4 F4#28 : AGO-OVAR-12 Carbo Paclitaxel
+/- BIBF 1120 (Vargatef) (& 146 / 1300 (2:1 random) CHE#ITH. AGO-OVAR 16 Pazopanib D#f % 752/900
T T F£ LhH. AURELIA: Bevacizumab plus chemotherapy vs chemotherapy alone in patients with platinum-
resistant EOC 110/332 f5| &#k. ICONG6 : A Randomised Trial of Concurrent Cediranib (with Platinum-based
Chemotherapy) and Maintenance Cediranib in Women with Platinum-Sensitive Relapsed Ovarian Cancer
150/2000 5. F$ MITOS8 LipDox vs CT cross-over in 6-12 m platinum-free interval OVCA 46/253 | &4%.
OVATyON R : Relapsed ovarian cancer with platinum-free interval (PFI) of 6-12 months #x{%IZ. PLD 30
mg/m2 + Carboplatin AUC 5 g4weeks 6 cycles & PLD 30 mg/m2 + Trabectedin 1.1 mg/m2 q3weeks 6 cycles
RCT T 588 lA'E 4. PARPi in BRCA relapsed ovarian cancer : International randomised phase III study of a
PARP inhibitor versus liposomal doxorubicin or topotecan for ovarian cancer patients relapsing following previous
platinum therapy and carrying a deleterious germline BRCAI or BRCAZ2 mutation PARPi & PLDH or topotecan
& LEBRET |
Translational Research WG 1. ¥#&iEHA (mEOC/GOG241) @ GCIG trial : TR IZB L =i A B OUNEED E
EH4EMEELADHN, SOP (Standard Operating Procedures)|IZDWT D & Y MM ERENBETH S, trial Tl
angiogenesis marker Z#&F T 5, FMIT// LBITLFELTND, ETL—TREDK S IBBRIKIZT To—
FTEDDON, SOHIRAPDETHS, 2. TRUEA—FRE : TRLE2—FEREVSINEEROBILICD
WTREHLTWS, ChERGSfA V=525 FART. $HIC GCIG trial b DEERY I IRA POLE2—%
15 PLESMIN—TLDEREEL>TITSERETHD. 3. ETHD clear cell trial : Zh(d GCIG/3017 D
TR trial TlXA LAY, Clear cell ® TR [ZIEFFIZFT o TS —2DH TH S, 150 B frozen sample & Y DNA, RNA %
#Hi L. CGH array, cDNA array 28Tt {EEFGERSRM ve TE. ETHAR (stage Ic vs IIlc), FENIEES B vs
EHEL, EHICEBERAvs LD ANEERHAFPETH D, thOEA S D clear cell D frozen tissue DIFHEAFTEELL 5
BALTWEERL, 4. FEEMNA trial : 2 FB O GCIG trial THY . BEIREF ST material AT,
Hypoxia/angiogenesi markers %R FETH5. B HBEERD RTOG cervical cancer trial T, BIZREI L
1= material ZAL\T. F#%(ZB8F % Expression profile ZHFXSFETHS. 5.TRIZHT 5 GCIG group DEY #
& : TRMEFENTLVS Clinical trial (PIII) D comprehensive list DEK Z{TLY. ZEERTHEBES 279 5. VR
% website (ST HMNERE P, REGHYA TOT AT v BT RAvaviFhv L, BELWOTL—T
AMBpALEN., HRERZENET S, 6. GCIG/AAFT—h—5KR5 bY—: Trial ITBAD/NAFI—h—&ELT
PARP, PI3 kinase £ A% F 54 %, International % trial IZ¥x / 2w 2/FQF 4 v +—h—%EHAND
DIFE L. $%0 GCIG B#E/ 1 I —A—HEOIREIT OV TEEMICHAL AT ZLENH B,
RARE tumor wg Ongoing Trial : GOG187: 5 2 #H84E& paclitaxel for ovarian stromal tumors : 11/2000 H 5 26/37
pts. Paclitaxel 175 mg/m2 1V q 21d BRRIEATEEHRESH Y. GOG239: F 2 M5B AZD6244 in women with
recurrent low-grade serous carcinoma of Ovary/peritoneum : 12/2007 H & 15t stage 27 ffl T T . 2nd stage 5/26/09
M5 1109 ST, BHEL, AZD6244 #BEH THRAETEHRLEH Y low-grade serous AR R, GOG261: % 248
5%8% Bevacizumab for recurrent sex-cord-stromal tumors of the ovary : 9/08 A\ > 1st stage & T 37 {4l
Bevacizumab 15 mg/kg IV q 21d . GOG264: % 2 $85E& SU 11248(sunitinib malate) in the treatment of persistent
or recurrent clear cell ovarian carcinoma : 36-43 pts A#SE4&. 4/10 , 5 Sunitinib 50 mg QD. GOG264: & 2 #HiRER
paclitaxel and carboplatin vs. bleomycin, etoposide, and cisplatin for newly diagnosed advanced stage and
recurrent chemonaive sex cord-stromal tumors of the ovary : 80-128 X% T 2-10 i 5 TC vs BEP {REME & L T,
GO0G241/ mEOC trial, RTMO0905: % 2 #H5{E& Dasatinib(Sprycef) in the treatment of vulvovaginal melanoma
harboring somatic alterations of c-kit : ECOG trial A3#£475 T Dasatinib 70mg bid. GOG0268: & 2 #HER
temsirolimus (CCI-779) in combination with carboplatin and paclitaxel followed by temsirolimus (CCI-779)
consolidation as first-line therapy in the treatment of stage III-IV clear cell carcinoma of the ovary % 0 1th® EFFE
E& & L T ANZGOG: £ 2 #856% ARomatase inhibitors in women with potentially hormone responsive
recurrent/metastatic Gynaecologic Neoplasms (PARAGoN), JGOG 8017 % &
GCIG Harmonization W G: \—EF A ¥—ar - F)I—TF Tk, EEOERRUVRLZLTIL—TRY o—I2BET 2
HEUOOEREFRO. BERLRARBEABICTSILOICBELLD A £7>TWN5, HIZHSEORE Y2 : Group
3
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Contacts & Summaries £ TDEMY )L— T OHBRERASOEE LORMYRHITONT, GCIG O HP [TAFL T
Update 5%, 9@ &Y. 7504 DHERY IL—THMA, Translational research Checklist #E D TR FAtHR
EXBCRESALITIAEZSBVBEEEOFLy 2 A FIZOWTRMN Sz, Informing Participants the
Study Results ~JL> 2 FEED 2008 4F Y 2 JLET 33 HIZ"At the conclusion of the study, patients entered into
the study are entitled to be informed about the outcome of the study and to share any benefits that result from it,
for example, access to interventions identified as beneficial in the study or to other appropriate care or benefits.” &
WSREAHY. REORENRRSN-, ECET. ENLSAARTREEREEZEEFITEZSME. MRCOLZ
—%PlE LTRIEHERET 5 LI/ 012, Sensitive Data NSGO Tl sensitive data DEL Y U \ASERIIZHRH] &
ATW3, Liho>T, HlZ1ESAE BEEIFECHELENE, BEOBRHHRESATLI0OT, HHRORLERE
PBRINEAETEFRERATELL, FAX TREFESAT, 1—Y— LTI A EEHSMEL TS WEB ¥
4k, RRT— KOs Shi=E A =)L ERERENETAIER 570, Common Data Elements (CDEs) NCI
ICE o THRENT. BEEEMEOBERRAEICONTEEHEEEE(CDE)ITOVWTHBENH o=, ChiZk
YREOEREHRICL, T—2REEH—LEEBETTRASESICLTVS, Ffz. CRFEEELAZITFTILR
ADERAMYZ TN B, CaDSR (Cancer Data Standards Repository) ® WEB R—L &Y Hryo 00— FAEETH 5.
CTC-AE Version 4.0 4.0/8— 3 VIZDWTREAH o1z, BHEARICEHEAT 5 MeDRA MG & 725 1= 790 AEEIL.
WEBHKT 3.0 A=Y 3V ETwEVTTHIELTMETHS, RKETIE. 1=& X version3.0 THIELI=EEBRTH> T
4 versiond.0 [RHEMSEET ST £ % NCIARHTE Y. GOG £BCHRAER I N —TERARAEL TS,
Group Specific Appendix ENHERBRIZSML LS £T oL, BEORRICELEVERBINH S, T0EE
I£. Group Specific Appendix 4R L THBE LTS, ZORABIZDNT, Table of Contents & LTEEORREE
LB &Il 7=, Survey of Group Policies S#NMENRIE. 7 TU-OER/AEAE, BEORY HL. €
=B YT DFEERE LTz, Current GCIG Studies &% )L— T THREEML TLVS GCIG HEIZDLT, TDiE
BRRAERE Shtz, JGOG M5 IE. JGOG3017 # & U AGO-0V16 DEBHRKRIZONTER L YHE LTz, RED
S—FAVHEY . BIN—TLELEL1BDAVNR—RN—FEFAE—2a VWGIZBMT D EABAL ST,
ChITERARRBEERET A LT, EENLHEBREERLLZSIATORETH 1,

Harmonization Committee -- Statistical Section: 2010 £ 6 A 3 B. #&#<B7 % GCIG HAKHMSKE L HTTRH
HEhi-, GCIG ERKOHHRAMEHEENERIS OV TERKIRET o1z, ARBTRUTOEREICOLTHR
At ahi-, BRIEOTERES L UFRICONT : BAREBEEOHRKRBRICE T2ERTOARMES S UHEICD
WTERZEAL ST, GOGSRBN—EERTTERIN LI LR IEY VOBEICEEL TS EBbh
%, SAKICHEVTERABOBRIIOVTET Y VIR SA -, BFATEEREERLBROH2EEKED
timote, . HAAFIBEOSEIZE > TERABA S AN Y, RBORRICE > TERTRENRL S, F0
EEAMAO N, TEREZERE LTO PFS & 0S OBRIZONT : TEFMEHE L TPFS £ 0S D ESL 5 EER
FTREMIODVWTERZEMN G SNz, £EEN S PFS & 08 OFERICOVTHAGERMNH Shi-, K#EIL6 A
24-28 HI=hF 4 CEME 1 % GCIG 4th Ovarian Cancer Consensus Conference IZE W THBICKE SN HFETH
3, EEEIREAAD first-line BERIC 5T 2 MBRERA—R5 1 VERORE : LRIEIRHNAICET B first-line
HEAICBUWTEE LN, EENGR—ZS5 A VEBICOVWTHRIMThI =, 81O PSEORRMLERIZONT
YR Mok BREALEND E LIz, 512 CAI25 £4H U R MIBHINBENTHERLNZbEhiz. SRORKER
BICDOWT : §%. At/ avIcBVWTHERT ABRHBEIC OV TERAZDL Sz, Rare tumor ° biomarker 0
EEREOTHRHMEBLTHEVSBRNE SN, Fz QOL ORI ZEHRAL FEYIITOVWTREN G SN,

3. Clear Cell Carcinoma-Challenge & Change 6 A 24 B 20104 /329 —/3—

1. Epidemiology BAAEZIH L TR A— FHIZ. JGOG3014, GCIGHIGOG3017 Z EICDVWTEHB LT, 7 4
UAIZBELEARAD CCC A9 %THADICHERRAL 26%EB/DN. FERBEEDNHEETRLTELLLD
1. 5t CCC QEENE HEDOMNE EBMMRSBL Hot. AR TR 1) FERBIE GIRFaaL— HERE) O
AEIcEL. Bk - BETIE < TLRYICHERE TR ET SEANH DN, BRTEFEFTRLEVRELET
BEMICEEL. ER - A SEKICE Y FHICEANZERLNHD. T0OEH 0BULTY A ANHIEEKREL
FalL— FEERENS . HERNIZ CCCOEENE . 2) EHMERBELERRT 2BHIERKICLR
LT, 3) RIE - BlE - SRHEEOEMCAEICLY IR FASFYORBENS (Y, BRNICFERRE -
CCCHENRBBD, 4) BENERDENEN-E%% LTz, 2. Surgery(Michael Quinn) Takano BwxE%L<
3| L. complete surgery % B§T EEM 5B L1z, StageIIZ% systemic LNX 5B ENHION, ERER
BEMELE CETHEN EQEMAH 1=, JCO DERAXZEMAL B LTz, la, b [HEFENTRTHAH ENE
[2325% L1=F1&. 3.Pathology (Blake Gilks) IHC T CCC & HNF1{, ER|, WT1|T serous [ZZD/1%— E-
f= (i T#H %, Mixed CCC IZ Mixed SC, SC &/88—Uh TS, SC X EA A% (F CCC Tho=BHIEHL.
Central review £9 % = & T CCC OEEMNE 54 L LA B A At £ 58I L TL iz, morphology ZERY DA IHC
A EHTHOMNE NS BEEMSH 57, 4. Systemic oncology(Paul Hoskins) B#7 L LV Z &% L, Radiation Oncology
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(Gilllian) {E#FOEMMERE A X249 L B BESHRICTE TS & 288 L TUL =, 5. Genomic studies (David Bowtell)
BARADHRMZEIX 20q O amplification TH 27z, c-Met, HGF, STT3 pathway, IL6—pSTAT—JAK2—
STAT3—HIF O EE, pTHrR, hypercalcemia & MR, F7- sunitinib AR FENEL LTREHETHDHC L 25T
LTl =, 6. Molecular Pathology(le Ming Shih) 2 54 K®# , HNF-1beta, CDKN1A, HIF-1alpha, IL-6, STAT A%
EE, PIK3CA—AKT mTOR inhibitor A% R#M+ ZNF217, CCC [% type I tumor T#H 5, 7. CCC at base pair
resolution(David Huntsman) ARID1a () mutation study #5#A Tl %, 8. Model systems & new opportunity
(Michael Birrer) FLT11, HIF1 alpha pathway, SDH gene GOG Tl clear cell #4+ L T1F 5 AA L LY, Sutent @ in
vitro, in vivo DF—42 FH L., BEH THD Z L £5E L1z, 9. Testing new agents in subtypes of subutypes (Ted
Trimble NCI) CCC % 3 FiRRABETITINER, HLL protocol {ERL. DM LVA, Astrazenca H1% { DHKR
—hrELTCATWAHREDEEL TRMEMAEFELIZM L, 10. Abstract of Presentation SA with CCC % pure CCC
&I1358 5, environment factor [X{AIZ D/ ? stage I1d chemo & LA T UL\DM—la, Ib [Ek LAY, IclXEEIZLNC,
IL-6 & endometriosis, VEGF & immuno-response, CCC DEMEAMEXBAMEIZT S, CCCOHA K54 EY.
CCC MEZE} pathway,

4, FR% 22 48 6 HBREAA D consensus meeting  (HF 4 « 189 —/—(ZTBARE)

A1-1: What are the appropriate endpoints for different trials: (maint; upfront chemotherapy trials includi
molecular drugs)?

Appropriate endpoints for clinical trials should reflect the achievement of clinical benefit which is defined as
improvement of one or more of the following subjective and objective endpoints: toxicity, time without symptoms,
patient reported outcomes (PRO), PFS, OS. In addition, cost effectiveness should be evaluated when feasible.

A1-2: What are the appropriate endpoints for different trials: (maint upfront chemotherapy trials including
molecular drugs)?

The recommended primary endpoints for future front line/maintenance clinical trials in ovarian cancer are:
Phase II Screening for activity PF'S, PFS at defined time point, or Response.

Phase III Early ovarian cancer - Recurrence free survival (note: recurrence = recurrent disease + deaths from any
cause). Advanced ovarian cancer - Both PFS and OS are important endpoints to understand the full impact of
any new treatment. Although overall survival is an important endpoint, progression free survival is most often
the preferred primary endpoint for trials because of the confounding effect of the post-recurrence/progression
therapy on overall survival. Each protocol should specify if PFS or OS is the preferred endpoint. Regardless of
which is selected, the study should be designed and powered for both PFS and OS when feasible. Maintenance
trials: These criteria should be applied to trials that include maintenance therapy.

A2: Are there any subgroups defined by tumor biology who need specific treatment options/trials?
Histopathology remains the gold standard to classify epithelial ovarian cancer subgroups; however, there is
emerging evidence to show different genetic and molecular profiles. Since there are different clinical behaviour
patterns for some of the histopathological subgroups, it is advised that separate trials are developed for the
subgroups listed helow: Clear cell carcinoma, Mucinous carcinoma, Low grade serous cancer. When trials for the
above are not available patients within these subgroups should be entered into ongoing phase III studies.

A3: In the 2004 GCIG recommend standard comparator arm still valid?

The standard arm must contain a taxane and a platinum agent administered for six cycles. The recommended
regimen is paclitaxel (175mg/m?2) and carboplatin (AUC 5-6) intravenously every 3 weeks. Acceptable additions or
variations in dose, schedule, and route of delivery should be supported by at least one clinical trial demonstrating
non-inferiority or superiority to a taxane/platinum.

A4: What is the role of modifying dose schedule, and delivery of chemotherapy?

Optimizing dose, schedule, and route of delivery of available agents is under ongoing study. The results of these
studies should clarify the eventual role of these approaches. Two specific approaches, the alteration of
dose/schedule and the use of intraperitoneal therapy, have been shown to be superior in at least one trial*. Dose-
dense weekly paclitaxel plus every three week carboplatin (JGOG 3016), Intraperitoneal chemotherapy as given in
GOG 172

Ab: What role does surgery play today?

Surgical staging should be mandatory and should be performed by a gynecologic oncologist.

The ultimate goal is cytoreduction to microscopic disease. There is evidence that reduction to < 1 cm macroscopic
disease is associated with some benefit. The term “optimal” cytoreduction should be reserved for those with no
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macroscopic residual disease. Documentation must be provided as to the level of cytoreduction (at least
microscopic vs. macroscopic). Delayed primary surgery following neoadjuvant chemotherapy is an option for
selected patients with stage ITIC and IV ovarian cancer as included in EORTC 55971.

B1 Molecular Prognostic and Predictive Factors: What should be the standards for clinical trials?

Current prognostic and predictive markers are not adequately validated or useful. Histotype specific biomarkers
are useful for subtype classification and should be included in histotype-specific clinical trials. Central pathology
review should be encouraged for these trials. The design of clinical trials should include the collection of biological
specimens to address important translational research questions. The collection of biological specimens at the time
of relapse and subsequent progression should be encouraged in order to allow comparison with primary samples.

B-2 What are the promising targets for future therapeutic approaches?

The most promising targets in clinical trials are angiogenesis and homologous recombination deficiency. To select
patients for trials investigating these targets, predictive biomarkers are required. Understanding mechanisms of
resistance is a priority. Other promising targets currently being studied based on ovarian cancer biology include:
PI3-Kinase and Ras/Raf pathways, Folate receptor, Immune targets/cytokines; Notch/hedgehog, IGF merit further
investigation. Targeted agents should be studied both as single agents and in combination based on appropriate
preclinical data.

B-3 Do We have Appropriate Methods for Evaluating Targeted Therapies?

Currently there is no other validated method than the standard methods for evaluating targeted therapies. In
order to evaluate targeted therapies, it is important to demonstrate an appropriate effect on the target in early
phase studies. Patient selection for clinical trials should be based on the known biology of target action and
appropriately validated. Criteria other than response (RECIST) are relevant and assessment of patient reported
outcomes, quality of life, and measurement of the duration of stable disease may provide valuable information
about efficacy. New trial designs such as randomised feasibility studies, or trials using a patient as their own
control should be used to evaluate novel agents. Ca-125 and functional imaging should be validated for use with
targeted agents.

B-4 Which Targeted Therapies could be regarded as part of a Control arm in Ovarian Cancer Clinical Trials?
Bevacizumab could be incorporated in the control arm of a randomised trial, as a consequence of the results of a
trial with bevacizumab that met its primary endpoint.

Future trials of targeted agents must include measures that better characterize meaningful outcomes for patients.
Eg. cost effectiveness, clinical benefit which includes toxicity and quality of life.

(Note: Further discussion on this point will occur in October 2010)

C1: What is the role of cytoreductive surgery for recurrent ovarian cancer?

Surgery may be appropriate in selected patients. As yet there is no level I evidence which demonstrates a survival
advantage associated with surgical cytoreduction for women with recurrent ovarian cancer. Randomised phase IIT
trials evaluating the role of surgery in recurrent ovarian cancer are a priority. Cytoreductive surgery for women
with recurrent ovarian cancer may be beneficial if it results in optimal cytoreduction as defined in A4.

C2: How to Define Distinct Patient Populations in need of specific therapeutic approaches?

Distinct patient populations for clinical trial enrolment may be considered by interval from last platinum therapy.
Fach trial will need to specify how they define the date of progression (Ca-125 alone, radiological, symptomatic)‘
The following subgroups should be considered:

Progression while receiving last line of platinum based therapy or within 4 weeks of last platinum dose
Progression-free interval since last line of platinum of < 6 months

Progression-free interval since last line of platinum of 6-12 months

Progression-free interval since last line of platinum of > 12months*

The PFI is defined from the last date of platinum dose until PD

Note :(Document whether patient had maintenance/ consolidation therapy — which agent and for how long. )
(Document histological type, molecular markers (such as BRCA), and surgery for recurrent disease.)

* For this group, a platinum-based combination therapy should be the control arm for randomized trials.

(C3: Should endpoints for trials with recurrent disease vary from those of first-line trials?

Phase I1I trials for patients with recurrent epithelial ovarian cancer (progression-free interval since last line of
platinum of >6 months from the last day of platinum dose until PD) should be large enough to detect clinically
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meaningful differences in both PF'S and OS. Trial design should consider scheduled interim analyses to monitor
for futility.

In phase II trials for recurrent disease standard endpoints such as response rate (RECIST or GCIG-defined CA
125 response) and PFS are appropriate. Additional endpoints may include symptom benefit and clinical benefit.
The choice of the primary endpoint needs to be fully justified with appropriate power calculations

Symptom control/ Quality of life (for early relapse) and overall survival (for late relapse) may be the preferred
primary endpoints although PFS should still be used in the assessment of new treatments. Future research should
include the development and validation of primary and secondary endpoints such as clinical benefit which
includes health-related quality of life, patient-reported outcomes of symptoms, time without symptoms or toxicity,
and additionally cost-effectiveness.

Note: Early relapse = progression-free interval since last line of platinum of <6 months from the last day of
platinum dose until PD. Late relapse = progression-free interval since last line of platinum of >6 months from the
last day of platinum dose until PD.

C4:Is CA 125 progression alone sufficient for entry/eligibility into clinical trials?

Asymptomatic patients who meet GCIG definition of CA125 progression (without radiological or clinical evidence
of recurrence) could be eligible for specific clinical trials. There is evidence that treating patients with
asymptomatic CA-125 increase does not improve overall survival.
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Evaluation of Parametrial Spread in

Endometrial Carcinoma

Yoh Watanabe, up, prp, Takao Satou, mp, Pip, Hidekatsu Nakai, mp, Prp, Tomomaro Etoh, mp,
Kensaku Dote, mp, Pip, Nahoko Fujinami, P, and Hiroshi Hoshiai, MD, PhD

OBJECTIVE: To evaluate the detailed clinicopathologic
characteristics of parametrial spread in uterine endome-
trial cancer.

METHODS: We retrospectively identified 334 individuals
with uterine endometrial cancer who had undergone
radical hysterectomy between 1988 and 2007. Parame-
trial spread was determined by histopathological analysis
of surgically resected specimens.

RESULTS: Twenty-eight (8.4%) individuals had his-
topathologically confirmed parametrial spread, and lym-
phatic or blood vessel invasion (22 cases) was the most
frequently observed type of parametrial spread; direct
invasion to parametrial connective tissue (five cases) or
cardinal lymph node metastasis (four cases) were less
frequently observed. Parametrial spread occurred not
only in individuals with cervical involvement but also in
individuals with more than half myometrial invasion,
retroperitoneal (pelwc, paraaortic, or both), lymph node
m is, ovarian is, positive peritoneal cytol-
ogy results, and lymphovascular space invasion. Twenty-
six individuals (92.9%) with parametrial spread showed
more than one of these histopathological factors (median
number of factors 3, range 1-6); the other two individuals
had lymphovascular space invasion alone. In 10 individ-
uals with parametrial spread (35.7%), the condition re-
curred during the median follow-up period of 49 months,
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and initial recurrence was observed in the lung in six
individuals (60.0%). Although the long-term prognosis for
those with parametrial spread was significantly poorer
than that of those without parametrial spread, both
among all individuals (P<.001) and among individuals
with International Federation of Gynecology and Obstet-
rics stage 1l (P<.05), multivariate analysis showed that
parametrial spread was not an independent prognostic
factor for uterine endometrial cancer.

CONCLUSION: Parametrial spread cannot be predicted
by cervical involvement alone but may be predicted by
various lymphovascular space invasion-related his-
topathologic factors. Further, parametrial spread may not
be an independent prognostic factor in individuals with
uterine endometrial cancer.

(Obstet Gynecol 2010;116:1027-34)

LEVEL OF EVIDENCE: Il

arametrial spread in uterine endometrial cancer

has been thought to be predicted by cervical
involvement; therefore, both the National Compre-
hensive Cancer Network Practice Guidelines in On-
cology (version 2, 2009)" and the Endometrial Cancer
Treatment Guidelines of Japan Society of Gyneco-
logic Oncology? recommend radical hysterectomy
when the individuals show uterine endometrial can-
cer with cervical involvement. However, a recent
survey among members of the Japanese Gynecologic
Oncology Group regarding the status of surgical
treatment procedures for endometrial cancer® has
revealed that 35.5% of the member institutions of the
Japanese Gynecologic Oncology Group performed
only simple total hysterectomy, and 70.5% never
performed radical hysterectomy in the cases of endo-
metrial cancer. Although detailed investigation of the
clinicopathologic characteristics of parametrial spread
in uterine endometrial cancer should be performed to
safely omit radical hysterectomy, only four studies on
parametrial spread in uterine endometrial cancer
have been found in the English literature.*” More-
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over, the actual incidence and detailed clinicopatho-
logic characteristics of uterine endometrial cancer
with parametrial spread are still unknown, because
the previous studies had assessed only individuals
with International Federation of Gynecology and
Obstetrics (FIGO) stage II disease or included indi-
viduals who were treated using modified radical
hysterectomy. Therefore, although recent studies
have reported that minimally invasive surgeries, such
as laparoscopic surgery, can be safely performed in
gynecologic malignancies, especially in individuals
with uterine endometrial cancers,®!! radical hysterec-
tomy should still be performed as a standard surgery
in individuals with uterine endometrial cancer with
cervical involvement.

In this regard, we were able to examine the
detailed characteristics of parametrial spread in
individuals with uterine endometrial cancer be~
cause we have been routinely performing pelvic
nerve-sparing radical hysterectomy'>!® as a stan-
dard surgical procedure for individuals with endo-
metrial cancer, except those with endometrioid
adenocarcinoma without myometrial invasion,

Table 1. Clinicopathologic Characteristics of
Patients (N=334)

Characteristic Patients
Age (y) 57 (27-81)
No. of pregnancies 2(0-12)
No. of deliveries 2(0-7)
Histologic subtypes
" Endometrioid adenocarcinoma 308 (92.2)
Adenoaquamous carcinoma 12 (3.6)
Adenoacanthoma 9(2.7)
Serous or mucinous adenocarcinoma 5(1.5)
Histologic grade
Grade 1 226 (67.1)
Grade 2 72 (21.6)
Grade 3 36 (10.7)
FIGO (1989) stage
Stage 1 224 (67.1)
1A 10
1B 155
1c 59
Stage 2 16 (4.8)
Stage 3 94 (28.1)
3A 41
3B 2
3C 51
Adjuvant therapy
None 161 (48.2)
Chemotherapy 140 (41.9)
Radiation therapy 23 (6.9)
Chemotherapy plus radiation therapy 10 (3.0)

FIGO, International Federation of Gynecology and Obstetrics.
Data are median (range), n (%), or n.
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aged older than 80 years, uncontrollable complica-
tions such as diabetes mellitus or cardiac disease,
peritoneal macroscopic tumor spread, or stage IV
disease. We performed a retrospective study to
evaluate the clinicopathologic characteristics and
histopathological predictive factors of parametrial
spread in individuals with uterine endometrial can-
cer who were treated using radical hysterectomy. -

MATERIALS AND METHODS

We used clinical records to retrospectively review
334 individuals with endometrial cancer who were
treated by pelvic nerve-sparing radical hysterec-
tomy at Kinki University Hospital from January
1988 to December 2007. Further, histopathologic
specimens of surgically resected tissues were inde-
pendently rediagnosed by two pathologists who
were completely blinded to the clinical information
of the individuals. For accurate diagnosis, we had
obtained routine histopathologic specimens of
parametrial spread by performing the following
procedures when the individuals underwent radical
hysterectomy: bilateral parametrial tissues were
removed immediately after radical hysterectomy

Table 2. Histopathologic Characteristics of

Patients

Characteristic Patients
Parametrial spread

Negative 306 (91.6)

Positive 28 (8.4)
Depth of myometrial invasion

None 9(2.7)

50% or more 206 (61.7)

Less than 50% 119 (35.6)
Pelvic lymph node metastasis

Negative 291 (87.1)

Positive 43 (12.9)
Paraaortic lymph node metastasis

Negative 154 (46.1)

Positive 16 (4.8)

Not performed 164 (49.1)
Ovarian metastasis

Negative 317 (94.9)

Positive 16 (4.8)

Not performed 1(0.3)
Cervical involvement

Negative 285 (85.3)

Positive 49 (14.7)
Peritoneal cytology

Negative 278 (83.2)

Positive 56 (16.8)
Lymphovascular space invasion

Negative 217 (65.0)

Positive 117 (35.0)

Data are n (%).
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and fixed separately; and paraffin-embedded spec-
imens of the surgically resected parametrial tissues
were used to prepare three to five serial histopatho-
logical sections stained with hematoxylin and eosin.

Pelvic lymph node dissection was performed in
all cases, and the pelvic lymph node dissection in-
cluded the common iliac, external iliac, internal iliac,
obturator, supra-inguinal, sacral, and cardinal lymph
nodes. Paraaortic lymph node (paraaortic lymph
node) dissection was selectively performed in the
cases in which preoperative magnetic resonance im-
aging or intraoperative macroscopic findings indi-
cated more than 50% myometrial invasion and the
cases in which pelvic lymph node or paraaortic
lymph node swelling was diagnosed by preoperative
computed tomography, magnetic resonance imaging,
or intraoperative direct palpation. Paraaortic lymph
node dissection was performed in the region inferior
to the inferior mesenteric artery, up to the renal
artery, or both of these.

Furthermore, postoperative adjuvant therapy was
indicated in the individuals, except for those with
International Federation of Gynecology and Obstet-
rics (1988) stage Ia disease or stage Ib disease without
lymphovascular space invasion.

A standardized computer software package was
used for statistical analysis. We used X test and
considered P<.05 as statistically significant. Further,
we used the logistic regression test (stepwise, back-
ward selection, conditional method) for multivariate
analysis. This study was approved as a retrospective
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study by Ethical Committee of Kinki University Fac-
ulty of Medicine.

RESULTS
The clinicopathologic characteristics of the 334 indi-
viduals are shown in Table 1. All individuals under-
went pelvic nerve-sparing radical hysterectomy, pel-
vic lymph node dissection, and analysis of peritoneal
cytology. Paraaortic lymph node dissection was per-
formed in 170 (50.9%) individuals, and one individual
did not undergo oophorectomy. The histological
subtype, histological grade, depth of myometrial
invasion, presence of cervical involvement,
parametrial spread, and lymphovascular space in-
vasion were determined in all the individuals. On
the basis of the histopathological analysis, 308
(92.2%) individuals had endometrioid adenocarci-
noma diagnosed; among these, 226 (67.7%) cases
were grade 1, 72 were grade 2, and 36 were grade 3.
On the basis of FIGO surgical staging, 224 cases
(67.1%) were stage 1, 16 were stage 2, and 94 were
stage 3. Postoperative adjuvant therapies were per-
formed in 173 (51.8%) cases, and adjuvant chemo-
therapy was the most frequently performed treatment.
Table 2 shows the histopathologic characteristics
of the patients. Parametrial spread was observed in 28
(8.4%) individuals. Further, myometrial invasion, pel-
vic lymph node metastasis, ovarian metastasis, cervi-
cal involvement, positive peritoneal cytology results,
and lymphovascular space invasion were observed in
317 (94.9%), 40 (12.0%), 21 (6.4%), 46 (14.1%), 54

Fig. 1. Histopathologic form of
parametrial spread. A. Lympho-
vascular invasion. Adenocarinoma
v cells are seen in lymphovascular
< space of parametrial tissue. Hema-
toxylin and eosin (H&E) stain (orig-
inal magnification X50). B. Direct
invasion to parametrial connective
tissue. Adenocarcinoma cells are
seen in parametrial connective tis-
sue (H&E stain, original magnifica-
tion X50). C. Metastasis to cardinal
lymph node. Metastatic adenocarci-
noma cells are seen in lymph node
of parametrial tissue (H&E stain,
original magnification X50).
Watanabe. Parametrial Spread in
Endometrial Cancer. Obstet Gynecol
2010.
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(16.6%), and 110 (33.7%) individuals, respectively.
Although paraaortic lymph node dissection was per-
formed in 170 individuals, paraaortic lymph node
metastasis was observed in only 16 (4.8%) individuals.

On the basis of histopathological assessments,
parametrial spread was classified into lymphatic and
blood vessel involvement (Fig. 1A), direct invasion to
parametrial connective tissue (Fig. 1B), and cardinal
lymph node metastasis (Fig. 1C), and these forms of
parametrial spread were observed in 22 cases (78.6%),
five cases, and four cases, respectively.

Table 3 shows the correlation between his-
topathologic factors and parametrial spread in the 28
individuals with parametrial spread. Parametrial

spread was significantly correlated with FIGO stage

III, more than 50% myometrial invasion, retroperito-
neal lymph node metastasis, ovarian metastasis, cer-
vical involvement, positive peritoneal cytology re-
sults, and lymphovascular space invasion, whereas

Table 3. Clinicopathologic Characteristics of
Patients With Parametrial Spread

Characteristic Patients
FIGO (1988) stage (%)
Stage | 8/224 (3.6)
Stage II 0/16 (0.0)
Stage 11l 20/94 (21.3)*
Histologic grade
Grade 1 15/226 (6.6)
Gradé 2 9/72 (12.5)
Grade 3 4/36 (11.1)
Depth of myometrial invasion
None 0/9 (0.0)
50% or less 9/206 (4.4)
More than 50% 19/119 (16.0)

Pelvic lymph node metastasis

Negative 14/291 (4.8)

Positive 14/43 (32.6)*
Paraaortic lymph node metastasis

Negative 18/154 (11.7)

Positive 5/16 (31.3)*
Ovarian metastasis

Negative 22/317 (6.9)

Positive 6/16 (37.5)*
Cervical involvement

Negative 18/285 (6.3)

Positive 10/49 (20.4)*
Peritoneal cytology

Negative 15/278 (5.4)

Positive 13/56 (23.2)*
Lymphovascular space invasion

Negative 0/217 (0.0)

Positive 28/117 (23.9)*

FIGO, International Federation of Gynecology and Obstetrics.
Data are n (%).

* P<.001.

* P<.01.
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parametrial spread did not show any significant cor-
relation with the histologic grade.

Figure 2 shows the detailed histopathologic char-
acteristics of individuals with parametrial spread. The
frequencies of each histopathologic factor in individ-
uals with parametrial spread were as follows: tumor
with grade 2 or higher, 35.7% (13 cases); more than
50% myometrial invasion, 67.9% (19 cases); pelvic
lymph node or paraaortic lymph node metastasis,
50.0% (14 cases); ovarian metastasis, 17.9% (five
cases); cervical involvement, 39.3% (11 cases); posi-
tive peritoneal cytology, 39.3% (11 cases); and lym-
phovascular space invasion, 100% (28 cases). Twenty-
six individuals (92.9%) had multiple histopathologic
factors; the median number of histopathologic factors
was three (range 1-6). Two individuals (cases 4 and
26) had only lymphovascular space invasion. One
individual (case 17) showed direct invasion to
parametrial tissue and cardinal lymph node metasta-
sis and one individual (case 25) showed direct inva-
sion to parametrial tissue, cardinal lymph node me-
tastasis, and lymphatic and blood vessel involvement.
‘We observed seven parametrial spread-positive cases
even among individuals with stage I. Although four
cases had more than 50% myometrial invasion and
lymphovascular space invasion, the other three cases
showed only lymphovascular space invasion. Further-
more, in the histopathological analysis, none of the
individuals with stage I showed the direct-invasion
form of parametrial spread.

The outcomes are as follows: 26 individuals
died because of disease progression, 13 died be-
cause of another cause, and four were alive with
recurrent disease. The outcomes of patients with
parametrial spread during the median follow-up
period of 49 months (range 6-216 months) are
shown in Table 4. All the individuals with parame-
trial spread received postoperative adjuvant ther-
apy and 10 (35.7%) individuals showed recurrence.
The most frequent site of recurrence was the lung
(six individuals), and the median time to progres-
sion was 7 months (range 2-42 months). Long-term
prognosis of parametrial spread by Kaplan-Meier
analysis is shown in Figure 3. Individuals with
parametrial spread had significantly poorer prog-
noses, among both all individuals (Fig. 3A; P<.001)
and individuals with FIGO stage III (Fig. 3B,
P<.05). However, multivariate analysis showed
that, although individual age and pelvic lymph
node metastasis -predicted outcome, parametrial
spread was not an independent prognostic factor in
individuals with uterine endometrial cancer who
had undergone radical hysterectomy (Table 5).
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Histopathologic factors

Histopathologic type of parametrial spread
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Fig. 2. Detailed characteristics of individuals with parametrial spread. Filled circles, present; open circles, absent.
Watanabe. Parametrial Spread in Endometrial Cancer. Obstet Gynecol 2010.

DISCUSSION

Individuals with uterine endometrial cancer with cer-
vical involvement have been undergoing radical hys-
terectomy for sufficient excision of the vaginal wall
and the effective cardinal ligament to prevent vaginal
stump and parametrial recurrences.!*!” Furthermore,
several studies'®? have reported the superiority of
radical hysterectomy in the treatment of FIGO stage
II uterine endometrial cancer with cervical involve-
ment. However, the detailed clinicopathologic fea-
tures of parametrial spread in uterine endometrial
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cancer were still unknown. Parametrial spread was
predicted only by cervical involvement, and radical
hysterectomy should be performed only for uterine
endometrial cancer with cervical involvement. On
the basis of the results of these previous studies, the
understanding of parametrial spread in uterine endo-
metrial cancer can be summarized. First, parametrial
spread in uterine endometrial cancer occurs as a
result of causes similar to those of uterine cervical
adenocarcinoma with endometrial invasion. Second,
radical hysterectomy should be performed only for
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Table 4. Outcomes of Patients with Parametrial
Spread (N=28)

Characteristic Patients
Follow-up period (mo) 49 (6-216)
Adjuvant therapy
Chemotherapy 24
Radiation therapy 3
Chemotherapy and radiation 5°
therapy
Disease status
Recurrent 10
Disease-free 18
Recurrent site
Pelvic cavity 3
Abdominal cavity 1
Lung 6
Outcome : !
Disease-free survival 18
Alive with disease 0
Died by disease progression 10
Time to progression (mo) 7 (2-42)

Data are median (range) or n.

FIGO stage IT because parametrial spread is predicted
by cervical involvement. Third, parametrial spread is
not observed in individuals with FIGO stage I disease.
However, our present study has revealed that al-
though parametrial spread was associated with cervi-
cal involvement in 21.3% of the individuals, none of
the individuals with stage IT had parametrial spread.
Furthermore, although parametrial spread occurred
even in stage I, histopathologic assessments in these

Table 5. Prognostic Factors of Subjected Cases

95%

Clinicopathologic Odds Confidence
Factors P Ratio Interval
Age (older than 65 .032 6.231 1.171-33.165

compared with

65 or younger)
Pelvic lymph node .033 3.736 1.109-12.589

metastasis '
Peritoneal cytology 148 2.469 0.726-8.396
Ovarian metastasis .067 3.739 0.912-15.336
PRMS 233 2177 0.607-7.808

PRMS, parametrial spread.
Value was calculated by logistic regression test.

individuals revealed lymphovascular space invasion
or cardinal lymph node metastasis.

Table 6 summarizes the results of four previous
retrospective studies,*” including our present study -
on parametrial spread in uterine endometrial cancer.
Interestingly, although the reported frequency of cer-
vical involvement ranged from 39.3% to 75.0%, the
dominant histopathologic type of parametrial spread
was not direct invasion but lymphatic involvement or
lymph node metastasis. Moreover, Gadducci et al®®
studied individuals with FIGO stage I-II endometri-
oid type of uterine endometrial cancer and showed
that lymphovascular space invasion and outer one-
third myometrial invasion were independent predic-
tive variables for the risk of distant hematogenous
failure.

Survival (%)

— Negative parametrial spread (n=306)
= = Positive parametrial spread (n=28)
P<.001

A Months

0 24 48 72 96 120 144 168 192 216 240 264 288 312 336

g
=g Fig. 3. Long-term prognosis for individ-
2 — ) - uals with parametrial spread. A. Prog-
(% gg Negﬁtlve paramet.nal spread (n=74) nosis in all individuals. B. Prognosis of
pos = — Positive parametrial spread (n=20) individuals with Intenational Federa-
10 P<.05 tion of Gynecology and Obstetrics
0+ (FIGO) stage Il disease.

B Months
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Table 6. Characteristics of Parametrial Spread in Endometrial Cancer

Frequency of

No. of Clinical Stage |
Patients Subjected Surgical Frequency in PRMS Histopathologic
Studied Patient Procedures of PRMS Patients Type of PRMS
91 Clinical stage I, Il MRH 12/91 (13.2%) 9/12 (75.0%) Direct invasion 5 (41.7%)
RH LvsI 7 (58.3%)
24 Clinical stage Il RH 2/24 (8.3%) 2/2 (100%) Direct invasion 2 (100%)
268 Clinical stage -l MRH 16/269 (5.9%) 10/16 (62.5%) Direct invasion 13 (81.3%)*
RH LVSI 7 (43.8%)
CLNM 3 (18.8%)
133 Clinical stage Il RH 10/71 (14.1%) 0/41 (0.0%) Not described
334% Clinical stage -1l RH 28/334 (8.4%) 11/28 (39.3%) Direct invasion 5 (17.9%)"
LVSI 22 (78.6%)
CLNM 4 (14.3%)

MRH, modified radical hysterectomy; RH, radical hysterectomy; LVSI, lymphovascular space invasion; CLNM, cardinal lymph node

metastasis.
* Five cases of LVSI and two cases of CLNM.
* One case of both LSVI and CLNM and one case of CLNM.
* Our present study.

These results suggest that parametrial spread in
uterine endometrial cancer may occur because of
different processes associated with uterine cervical
cancer. These results also elucidated why parametrial
spread was a prognostic factor in univariate analysis
but did not show any significant correlation in multi-
variable analysis. Moreover, radical hysterectomy for
stage IT uterine endometrial cancer may not improve
individual prognosis if parametrial spread in uterine
endometrial cancer is a type of multiple spread
caused by disease progression. Therefore, parametrial
spread in uterine endometrial cancer would be pre-
dicted not by cervical involvement but by clinical
factors related to lymphovascular space invasion,
which is known as a predictive factor of tumor spread
and prognosis for uterine endometrial cancer,”**
such as deep myometrial invasion. Furthermore,
parametrial spread was observed only in endometri-
oid histology in the present study. In this regard,
additional studies are required to determine the cor-
relation between histologic subtypes and parametrial
spread in uterine endometrial cancer, because only
7.8% of the individuals showed nonendometrioid
histology in our study. However, previous studies
have reported that the histological type is not a
significant predictive factor of parametrial spread* in
uterine endometrial cancer.

Although several previous studies®! have re-
ported that radical hysterectomy improved the prog-
nosis for uterine endometrial cancer with positive
parametrial spread (surgical stage II), the accuracy of
preoperative examination to determine cervical in-
volvement has remained within 29.6%% to 45%.%
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Therefore, the majority of individuals with clinical
stage II uterine endometrial cancer have undergone
surgical overtreatment.

Our results imply that radical hysterectomy
should not be performed for individuals with cervical
involvement alone, except when the preoperative
inner pelvic examination shows obvious parametrial
invasion. However, parametrial lymph node dissec-
tion should be considered if parametrial lymph node
swelling or deep myometrial invasion is suspected by
preoperative magnetic resonance imaging findings.
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Purpose
The objective of this study was to assess clinical outcomes and fertility in patients treated
conservatively for unilateral stage | invasive epithelial ovarian cancer (EOC).

Patients and Methods

A multi-institutional retrospective investigation was undertaken to identify patients with unilateral
stage | EOC treated with fertility-sparing surgery. Favorable histology was defined as grade 1 or
grade 2 adenocarcinoma, excluding clear cell histology.

Results X
A total of 211 patients (stage IA, n = 126; stage IC, n = 85) were identified from 30 institutions.

" Median duration of follow-up was 78 months. Five-year overall survival and recurrence-free

survival were 100% and 97.8% for stage |A and favorable histology (n = 108), 100% and 100%
for stage |A and clear cell histology (n = 15}, 100% and 33.3% for stage IA and grade 3 (n = 3),
96.9% and 92.1% for stage IC and favorable histology (n = 67), 93.3% and 66.0% for stage IC and
clear cell histology (n = 15), and-66.7% and 66.7% for stage IC and grade 3 (n = 3). Forty-five
(563.6%) of 84 patients who were nulliparous at fertility-sparing surgery and married at the time of
investigation gave birth to 56 healthy children.

Conclusion

Our data confirm that fertility-sparing surgery is a safe treatment for stage IA patients with
favorable histology and suggest that stage IA patients with clear cell histology and stage IC
patients with favorable histology can be candidates for fertility-sparing surgery followed by

adjuvant chemotherapy.

J Clin Oncol 28:1727-1732. © 2010 by American Society of Clinical Oncology

INTRODUCTION

The standard surgical treatment for early-stage
epithelial ovarian cancer (EOC) is total hysterec-
tomy plus bilateral salpingo-oophorectomy with
peritoneal and lymph-node -sampling. Fertility-
sparing surgery that includes unilateral salpingo-
oophorectomy and optimal surgical staging is an
option available to young women with stage I EOC.
However, the recommended indications for such
treatment remain controversial.

Fertility-sparing surgery for reproductive-age
patients with invasive EOC has been adopted for
stage IA and non-clear cell histology grade 1 (G1)/
grade 2 (G2) according to the 2007 guidelines of the
American College of Obstetrics and Gynecology
(ACOG)* and for unilateral stage I tumor without
dense adhesions showing favorable. histology (ie,
non-clear cell histology G1/2) according to the 2008

guidelines of the European Society for Medical On-
cology (ESMO).? In Japan, fertility-sparing surgery
has been recommended for patients with stage IA
tumor or unilateral stage IC tumor on the basis of
intraoperative capsule rupture [IC(b)] and favor-
able histology, according to the 2004 guidelines®
and the 2007 guidelines* of the Japan Society of
Gynecologic Oncology (JSGO). EOC with clear cell
or grade 3 (G3) histology and with bilateral ovarian
involvement has been excluded from indications for
fertility-sparing surgery in all three guidelines. The
recommendations regarding fertility-sparing sur-
gery for unilpteral and stage IC EOC differ widely
among these guidelines, although those for unilat-
eral and stage IA BOC with favorable histology are
common to all three guidelines.

The number of published studies concerning
fertility-sparing surgery in young EOC patients who
wish to preserve the possibility of pregnancy is
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limited,*** and each study included fewer than 60 patients, too small
a population to allow consensus regarding recommendations for pa-
tient selection for fertility-sparing surgery in stage I EOC. This study
attempted to determine selection criteria for fertility-sparing surgery
in stageI EOC patients on the basis of clinical outcomes for more than
200 stage I EOC patients who underwent fertility-sparing surgery.

Patients
Between 1985 and 2004, patients w1th stage I invasive EOC who under-
‘went fertility-sparing surgery in 30 insti bel g to the Gynecol,

Cancer Study Group of the Japan Clinical Oncology Group or who were
referred to these hospitals immediately after fertility-sparing surgery per-
formed elsewhere were enrolled onto this study. Patients were eligible if they
had stage I, G1, G2, or G3 EOG; if they were treated using fertility-sparing
surgery (conservation of the uterus and contralateral ovary and fallopian
tube); and if they were = 40 years of age at the time of fertility-sparing surgery.
Four patients (stage IB, n = 2; stage IC, n = 2) who showed microscopic
metastases in biopsy specimens from the opposite ovary were excluded from
this study because of the small number of patients and the insufficient dura-
tions of follow-up.

Reassessment of histologic cell type and tumor differentiation was
performed in each institution according the WHO criteria before enroll-
ment onto t.he p:esent study Hutoluglc dxfferenmman was defined as G1,
well di d; G2 d; or G3, poorly di iated.
Staging was determined according to the International Federation of Gynecol-
ogy and Obstetrics (FIGO) classification (1987). In this study, stage IC patients
were classified irito three subgroups: stage IC(b), intraoperative capsule rup-
ture with negative peritoneal cytology; IC(a), preoperative capsule rupture
and/or tumor on ovarian surface with negative peritoneal cytology; and
IC(1/2), malignant cells in ascites or peritoneal washings. Institutional
review board approval was obtained from each institution before initiating
this investigation.

Factors-for Analysis

Mucinous, serous, ioid, and mixed ep adenocarcinoma
were dlassified by histologic grade (G1, G2, or G3). Clear cell histology was not
graded in this study.-We defined G1/2 non-clear cell adenocarcinoma as
showing favorable histology.

Stage IA or IC patients with unilateral ovarian invol were divided
into six subgroups to determine patient selection for fertility-sparing surgery,
as follows: stage IA and favorable histology, stage IA and clear cell histology,
stage IA and G3, stage IC and favorable histology, stage IC and clear cell
histology, or stage IC and G3.

We defined lethal recurrence (LR) as recurrence showing lesions
outside the remaining ovary, because a considerable number of previous
reports'® have suggested that patients with recurrence exclusively within:
the remaining ovary show much better prognosis following salvage surgery
compared with patients displaying other patterns of recurrence. Outcomes
for patients were analyzed using overall survival (OS), recurrence-free
survival (RFS), and lethal recurrence—free survival (LRES). We also inves-
tigated reproductive outcomes after fertility-sparing surgery in patients
who provided the information.

PR

Statistical Analysis
Statistical analysis of data was performed using the JMP Statistics pack-
age (SAS Institute, Cary, NC). Two-sided probability values were calculated
throu.ghout and considered to be significant at the level of P < .05. Survival
were d using Kaplan-Mei thods. Diffe between
groups were tested using log-rank testing.
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Patient Characteristics
A total of 211 patients with unilateral stage I EOC (stage IA,
n = 126; stage IC, n = 85) were entered onto the study. Table 1

izes the main ch: istics of patients and tumors. Mean
patient age was 29 years (range, 14 to 40 years). Median duration of
follow-up after excluding patients who died was 78 months from
initial fertility-sparing surgery (range, 3 to 270 months).

Surgical Treatments

Of the 211 patients, 23 (10.9%) patients underwent restaging
laparotomy because of inadequate staging or cytoreduction at initial
surgery. Nine of the 23 patients underwent unilateral ovarian cys-
tecomy at initial surgery (laparoscopy, n = 4; laparotomy, n = 5) and
unilateral salpingo-oophorectomy at restaging laparotorny. As a re-
sult, 205 patients underwent unilateral salpingo-oophorectomy. The

Table 1. Patient Characteristics (N = 211)

Characteristic . No. o

o

Parity

Parous 26 12.3

Nulliparous 185 87.7

ell type

Mucinous 126 59.7
Serous R 27 12.8
Endometrioid 27 128
Clear cell 30 14.2
Mixed epithelial 1 0.5

G1 96 473
G2 13 6.2
G3 3 1.4
Clear cell 15 7.4
Ic
G1 85 30.8
G2 - 2 0.9
G3 3 1.4
Clear cell 15 71

Ahbrevlahuns G(1/2/3), non-clear cell hlstology grade (1/2/3); FIGO Interna-
tional Fe tion of G and Ol 5 IC(b), i capsule
rupture with negative peritoneal cytology; IC(a), preoperative capsule ruptured
and/or tumor on ovarian surface. with negative peritoneal cytology, IC(1/2),
malignant cells in ascites or peritoneal washings.
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