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A15197 1 : NMSUUSTEY (staging) YaeNsi5959lUnnu International Federation of Gynecology

wwamimsinsgialiauzsaiily (Ovarian cancer)

and Obstetrics (FIGO), 2018

Stage Definition
| Tumor confined to ovaries or fallopian tube(s)
IA Tumor limited to 1 ovary (capsule intact) or fallopian tube; no tumor on ovarian or fallopian
tube surface; no malignant cells in the ascites or peritoneal washings
1B Tumor limited to both ovaries (capsules intact) or fallopian tubes; no tumor on ovarian or
fallopian tube surface; no malignant cells in the ascites or peritoneal washings
IC Tumor limited to 1 or both ovaries or fallopian tubes, with any of the following:
IC1  Surgical spill
IC2  Capsule ruptured before surgery or tumor on ovarian or fallopian tube surface
IC3  Malignant cells in the ascites or peritoneal washings
Il Tumor involved 1 or both ovaries or fallopian tubes with pelvic extension (below pelvic
brim) or peritoneal cancer
1A Extension and/or implants on uterus and/or fallopian tubes and/or ovaries
1B Extension to other pelvic intraperitoneal tissues
I Tumor involved 1 or both ovaries or fallopian tubes, or primary peritoneal cancer, with
cytologically or histologically confirmed spread to the peritoneum outside the pelvis and/or
metastasis to the retroperitoneal lymph nodes
A Metastasis to the retroperitoneal lymph nodes with or without microscopic peritoneal
involvement beyond the pelvis
A1 Positive retroperitoneal lymph nodes only (cytologically or histologically proven):
AL(1)  Metastasis up to 10 mm in greatest dimension
A1(2) Metastasis more than 10 mm in greatest dimension
A2 Microscopic extrapelvic (above the pelvic brim) peritoneal involvement with or without
positive retroperitoneal lymph nodes
e Macroscopic peritoneal metastasis beyond the pelvis up to 2 cm in greatest dimension, with
or without metastasis to the retroperitoneal lymph nodes
||(@ Macroscopic peritoneal metastasis beyond the pelvis more than 2 cm in greatest dimension,
with or without metastasis to the retroperitoneal lymph nodes (includes extension of tumor
to capsule of liver and spleen without parenchymal involvement of either organ)
\% Distant metastasis excluding peritoneal metastases
VA Pleural effusion with positive cytology
VB Parenchymal metastases and metastases to extra-abdominal organs

(including inguinal lymph nodes and lymph nodes outside of the abdominal cavity)
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wwamamsinsgialiauz3aiily (Ovarian cancer)

A151971 2: wATanIsENARTuNSAMIuA surgical staging 1u;3’ﬂ’m17‘ima”a'jﬂL‘flumlﬁa%'a‘lﬂ
- yiwdaantviag (laparotomy) Tukua midline %39 laparoscopy
- dnilugesiios e peritoneal washings AsIaMIaINg
- Uszdiuituin peritoneum uavaiarludeiedlaerhetsaziden
- Y1HeR infracolic omentectomy

1 Y

- dudn (sampling) siaNMABIUTNAIUTINTIU WA para-aorta

q
[ (%
v a =

- AnTuLile (biopsy Waz/use resection) 3NNDU LHOWINA UaTUIUEEY @I9TIANINYD
NN

1 Y

- ?jmm%ul:ﬁa (sampling biopsies) 31AUILIAL peritoneum ﬁ@ﬂﬂa 3amﬁgﬂ%1ﬂiﬁﬂizﬁ’ﬂam,
bladder reflection, cul-de-sac, paracolic Wag pelvic sidewall ﬁgﬂaaﬁ’m

- Y1HER total abdominal hysterectomy 32uAU bilateral salpingo-oophorectomy (TAH.
BSO)*

- vei1dia appendectorny lunsdifiasdeidu mucinous tumors uienuiinisnszatsves
Tsn7ildRs

* fwengiiosdidedieansiiyns fnedanmisilidfiosinadier uay/vieiduuzdssalvvia

“low risk tumors” (epithelial cancers stage IA / ovarian low malignant potential (Borderline
Epithelial Ovarian Tumors), malignant germ cell tumors, malignant sex-cord stromal tumors)
91YINITHIRALUU conservative 3o fertility-sparing surgery; USO ImamﬁamqﬂLLaz%’qi"zjﬁ@Uﬂaﬁ
(liifeevin wedge biopsy) $ufiUN15911 comprehensive staging tALATMENARUIZEUNITUNINTZANY

v84l3A (staging laparotomy) Aumndumeutemuent Iy TAH.BSO
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wwamimsinsgialiauzsaiily (Ovarian cancer)

nduluansisy

(4 Y < o 1
n3snwEUlBaeiTesaly

1. upi5esdlvviinideyiia (Epithelial Ovarian Cancer)

#97150U169952991 BRCA1/2 somatic mutation Tugthefifinawe Sinenduduindunziedsls
mﬁmﬁaqﬂa (v1in serous #50 endometrioid adenocarcinoma) wag#iasuEINTIINT BRCAL/2 germ
line mutation isunsdllsy iRaseuatalirnudsmeaiusnssuvesei3eisly Inednisliduinw

AURUENTTY (Genetic counseling) 33

l. m'i'%’ﬂ‘leﬂ‘tlgmgﬁ (Primary treatment)
1. gfUa8nsal Early disease (FIGO stage 1) #33nvIH"4n staging laparotomy 1138 laparoscopy
(57971 2)
1.1 lu Stage IA %30 IB Grade 1 lifinns$hwndfisnfiy
1.2 Tu Stage IA %38 IB Grade 2 fimmadenvesnisinw 2 ms fie ldfinssnediandia wie 1o
g AdUNUR (adjuvant platinum-based, chemotherapy, taxane/carboplatin preferred)
3-6 cycles
1.3 Tu Stage IA %38 1B Grade 3 %38 Stage IC Grade 1-3 e naftiUaiuduuieatuly
U9 1.2
Wil Ty Stage IC #ifinen3Ine1vin low-grade serous W3099in endometrioid grade 1
a’miﬁmaLﬁaﬂiumi%’ﬂmé”saaaﬂuuﬂdu aromatase inhibitors L% anastrozole, letrozole,
exemestane (category 2B)
2. §Unen3al Advanced disease (FIGO Stage Il, Ill, IV)
1.1 18997nvIHN6R cytoreductive surgery
1.1.1 lusefianunsanngnld optimal [maiimﬁmﬁaagj (residual disease)
uiazgadusguinas < 1.0 wudluns) Ieiaiividafiuin (adjuvant
platinum-based, chemotherapy, taxane/carboplatin preferred) 6-8 cycles
(52Ul 1)
112 lusrediriisalé suboptimal TgLasivndn platinum-based chemotherapy
3-6 cycles 9139 WA1504191 interval debulking surgery Laa3slieativntn
iy 80 4-6 cycles nasRaRanlesaln (targeted therapy***;
Bevacizumab) saufugnaiivhdn tneduly cycle i 2 ndswingn wazli
Bevacizumab 1 maintenance treatment luauasu 18-22 cycle (5267UTi 1)
12 lusefildnmsitedy mnwadivemeniluresior wiennneSinewestuilonn
n1sgudn wazUssiliugUlsuarinlianansayiinisidn cytoreductive surgery 1ol

Tigatiunda (neoadjuvant platinum-based chemotherapy) Safiunishvignsath
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wwamamsinsgialiauz3aiily (Ovarian cancer)

nduluanstsy

(targeted therapy***; Bevacizumab) 2-4 cycles sufienISHIAA cytoreductive
4 a o w [} [ 1 o Q‘ a a ¥

surgery LLaﬂ‘wmLﬂmmum’smmnmquﬂ’l (Bevacizumab) LuLuen 4-6 cycles a7

Tgjatsoaunsu 22 cycles (il Wmengjath 1 cycle MnouwazmarIfn)

“x Lilsumsussahludydemanuienid arunsaidnvielslusinimuaienuy Non-Protocol

VAEILAG) LLUUVI’Nﬂ’]i@JLLa%JﬂH’lLﬁﬂJLaN
1) 1u stage Il il complete response #ie first-line chemotherapy RsavgaealvUn
2) Iumiﬁﬂﬂwﬁ partial response %39 stable disease #io first-line chemotherapy 8191971501
e nadvingesiiuse (Suausmsisualaiiu 8-9 cycles) Ansumigasinsdid toxicities
3oil progression of disease %3ale maximum response
3) lu stage AV 7id complete response %39 partial response o first-line chemotherapy
W5l maintenance therapy suuseiainagla Bevacizumab wnneunseli fese
AzLoen
n. lLimeld Bevacizumab snnau Wa15euls maintenance therapy 728 PARP inhibitor
(Olaparib) 1uﬂdmﬁﬁ BRCA1/2 germ line %38 somatic mutation
2. LAYlA Bevacizumab 11neu W15l maintenance therapy Ay
. ﬂ&juﬁﬁ BRCA1/2 germ line #3® somatic mutation 14 Olaparib w38l
Bevacizumab 211U Olaparib
. mjuﬁhjmw %39 # BRCAL/2 wild-type 1% Bavacizumab $aufiu Olaparib
4) TunsalgfUaedl progression of disease i first-line chemotherapy #3135 lvigLATU"Un
second-line chemotherapy %3 Tn135nwuuUsEAUUsEABY (Supportive care)
II. nM33nedUae (salvage therapy) fdinsnauilughvaslsa (recurrence)
1. Tuseiifl complete remission waglsanduun (relapse) > 6 Waundmeagaiivitn
1.1 WAMSUINI6R secondary cytoreductive surgery waglwgnualiirun (platinum-based
chemotherapy) gnsiAxfiu first-line therapy 81315 lsIuuesaln (Bevacizumab)
1.2 fnsanligaiiunda first-line platinum-based chemotherapy gnsidsa1aRI 5
fugnsait (Bevacizumab) (sl 1)
nugmn: nassnwisigenaiinUnegaties 6 cycles adil complete 3o partial response
919791500119 PARP inhibitor (Olaparib) 9un119% progression of disease Lawwﬂuﬂﬂwﬁmw
WUFNTTUNU BRCAL, BRCA2 mutation
2. Tus1e7iil complete remission waglsAnduan (relapse) < 6 Ieundmgneaivdn fansan
Wgaiiunda second-line chemotherapy @1afansaubvisaufivengal (Bevacizumab) 3e

TinssavuuuyszAuUszaes (supportive care)
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wwamimsinsgialiauzsaiily (Ovarian cancer)

lIl. MssSnenuulseAuUszaaelagni1sIisedsne (Palliative radiation therapy)

dmsudUasueiesily FIGO Stage IV %38 sefifinsndududinuugnanunsnzats finsan
Tisadsnwldifeussmennmadutin densenvidaiduuna msnafenidaidouns n1sgaiuetensi
nans nsneviuldunds nmsgaduvasdensilug MiAnanfeunzis lnsdesiidsds ntswennsallse
wans§ny Hadhafssweansing anmenenie wasanuazmnlunAuaninyvestag el
windesidudlideyadsnanerafivamneiiolifihouazaseunsraunsadndulaldies Fsenaasld
external beam radiotherapy 39 brachytherapy Al lnefiansanlinissnwinlesed Iuﬂiajﬁialﬂﬁ

1. Palliative radiotherapy @1%5U unresectable primary tumor

2. Palliative radiotherapy @93u distant metastatic sites 11 bone, brain, spine, lymph

nodes, soft tissue hazdy 9

2. uzi5959liuiia Ovarian Low Malignant Potential, LMP (Borderline Epithelial Ovarian Tumors)
. nM35nwrUgugil (Primary treatment)
1. Tusedieiaanisiyns WAnsavieidn conservative surgery 33U comprehensive staging
1.1 Tu FIGO Stage IV #ililil invasive implants Mfin1ssnu iy
1.2 Tu FIGO Stage 1V il invasive implants Tnns$nwinilew epithelial ovarian cancer
2. Tuseghelidonisiiyns AsaviEndn complete staging surgery WagnasH6in
2.1 T FIGO Stage IV #ilfl invasive implants Liifins$nwdfissfia
2.2 T FIGO Stage IV #ifl invasive implants 1#ns§hwmilou epithelial ovarian cancer
||.ms%’nmp§ﬂw17;ﬁn'ﬁﬂé'uﬁ]wgwaﬂm (Recurrence)
fisainisnidadie debulk Tusefusnzay uasvdsingn
- Tusefilddl invasive implants ldfin1ssnefiuy

- Tusne9il invasive implants Tn1355nwmilou epithelial ovarian cancer

3. uzi5e59ldviia Carcinosarcoma (malignant mixed Mullerian tumor; MMMT)
. nM33nwUgugil (Primary treatment)

Adaelasunsinsin wavkUsszevvedlsa Ay FIGO staging, 2018 (151971 1) Wusieatuness
$yludindu wdin13veEngn (surgically staging /cytoreductive surgery ) éﬂaﬁnﬂiﬁﬂéﬁLLﬁi FIGO Stage
IV azdadlasusnadividadiandia (adjuvant chemotherapy) mﬁaumﬁﬁﬂﬂmﬁmﬁaqﬂa (Epithelial
Ovarian Cancer)

I. Masnundtaeiifimanduidughuasisn (Recurrence)
maguasnugithenduil (mslfeuativiin mssde) wilouusSeilaaindeyin (Epithelial

Ovarian Cancer)
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wwamamsinsgialiauz3aiily (Ovarian cancer)

dnsgnafivnUaiildsnedUeuzsedsluuin Epithelial Ovarian Cancer (EOC), Borderline

Epithelial Ovarian Tumors & Carcinosarcoma (malignant mixed Mullerian tumor; MMMT)

Qm‘ﬁ 1 Carboplatin/ Paclitaxel (52Ul 1) Qmﬁ' 1 Carboplatin

Qm‘ﬁ 2 Carboplatin/ Docetaxel*** (52Ul 1) qmﬁ 2 Paclitaxel

Qm‘ﬁ 3 Carboplatin/Paclitaxel/
Bevacizumab™* (s¢dufl 1)

Qm‘ﬁ 4 Cisplatin %39 Carboplatin/
Cyclophosphamide

Qm‘ﬁ 5 Cisplatin/ Paclitaxel

Qm‘ﬁ 6 Carboplatin

Qmﬁl 3 Gemcitabine

Qmﬁ' 4 Etoposide, oral

qmﬁ 5 Liposomal doxorubicin***
qmﬁ' 6 Cyclophosphamide

Qmﬁ' 7 Megestrol acetate, oral

qmﬁ 8 Bevacizumab***

Qm‘ﬁ 7 Carboplatin/Liposomal doxorubicin *** qmﬁ' 9 Olaparib***

o Lilasumsussgdntuda@envanuiand Jsenunsadnineglalusinimundteuuy Non-Protocol

4. uzi5959lduiin Malignant Ovarian Germ Cell Tumors
. nM33nwrUgugil (Primary treatment)
NAIAINAITYINIFR staging laparotomy %38 Laparoscopy (@11150910 fertility—sparing surgery
F7UAUNTYIN comprehensive staging Tuﬁﬂwﬁéfaﬂmiﬁqm) (M15197 2)
1. Tuseidu Dyseerminoma
1.1 FIGO Stage IA, 1B laifinns$nwnfisnfiy
1.2 FIGO Stage IC, IV lenafitrmdfissdiu (adjuvant chemotherapy) w3alisadsnw
TuUieunese
2. lusefdu Non-Dysgerminomatous tumors [Yolk sac tumor (Endodermal sinus tumor ;
EST), Embryonal tumor (ET), Immature teratoma (Im T)]
2.1 FIGO Stage IA, Gradel, Im T liifinnssnwiiundy
2.2 FIGO Stage IA, Grade 2, 3 %38 FIGO Stage IB, IC, IV, Im T Weadithimdfissfia (adjuvant
chemotherapy)
23 FIGO Stage IA, EST, ET Tenaiithin wisorafinrsanlildiinisshuniiufiulneanis

lunnuseTuan (pediatric or young adult)
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wwamimsinsgialiauzsaiily (Ovarian cancer)

2.4 FIGO Stage IB, IC, IV, EST, ET TenwafithTaiuiu (adjuvant chemotherapy)
I. ms%’ﬂmpﬁﬂfwﬁﬁmﬁﬂé'uL*Tluei?waﬂsﬂ (Recurrence)
1. forsaumiendalusiefinanisngaa (investigations) wuindifeu wagtumor markers aglu
g wazlienafivhdndionanedinendu malisnant germ cell tumor
2. finsalienaivadn second-line chemotherapy Tusedilinevausssesnaiiviin
first-line chemotherapy gnatAin Inewuin tumor markers oglusziugssioiilos Tusieiy

Dysgerminoma 7ilinavuausssiogalvntn o1anansunlnsd@sne

5. uzi5e5ldviia Malignant Sex Cord-Stromal Tumors
. nM35nwUgugil (Primary treatment)
1. %a9INMIVIHNGR fertility—sparing surgery $31AUNNWN comprehensive staging 1urz§ﬂ38‘1‘7ll
ABaNTiyYns Tunsdiffu FIGO Stage 1A, 1B lifinnssnwnfisifiy
2. ¥8991NN1TYINA1IHIAA staging laparotomy %30 Laparoscopy
2.1 FIGO Stage IA, 1B liifins¥nuwidianfia
2.2 FIGO Stage |, Grade 3 %38 IC %38 FIGO Stage II-IV fiansauilieadivadadisniiu adjuvant
platinum-based chemotherapy 38 regimen Wenfuduildly germ cell tumor) 3ol
$985nw (radiation therapy)
I. ms¥nwdiaeiifinsnduidudivasisn (Recurrence)
1. fN1500WAAR secondary cytoreductive surgery Way/v%3e Trgaiivitn
2. Rsanlvsadsnw w3

3. TinsshwnuuyszAuUseaas (supportive care)
Qm&nLﬂﬁﬁ’lfl’ﬂﬁl‘l’l’%’ﬂiﬂﬁ:\fﬂ’uElﬁJ:L%ﬁﬂ‘l‘li ¥ Malignant Ovarian Germ Cell Tumors

qmﬁ 1 BEP  [Bleomycin/ Etoposide/ Cisplatin] (1)
gjm‘ﬁ 2 BEP  [Bleomycin/ Etoposide/ Cisplatin] (2)
qmﬁ 3 VBP  [Vinblastine/ Bleomycin/ Cisplatin]

gjm‘ﬁ 1 PE [Cisplatin or Carboplatin / Etoposide]
qmﬁ 2VIP  [Etoposide/ Ifosfamide/ Cisplatin or Carboplatin]
qmﬁ 3 Carboplatin/ Paclitaxel

gjm‘ﬁ a Paclitaxel
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uwwanamsinsgtaliauzi3asily (Ovarian cancer)

ndulumsTy
Protocol TunsdnearvawesnegUeusisesaly
Protocol 1 : Chemotherapy in Epithelial Ovarian Cancer (EOC), Borderline Epithelial Ovarian Tumors & Carcinosarcoma (malignant
mixed Mullerian tumor; MMMT)
Primary chemotherapy, Adjuvant chemotherapy & Neoadjuvant chemotherapy:
519:{ b ans AN e YUIAKALID I Dofe Day | Cycle 5qmum%§m
u (mg/m?®/day) (mg/m?)
1.1 | Carboplatin / q 21-28 days | Carboplatin AUC 5-6 mg/ml/min, IV Maximum total dose < 750 |1 3-8 |2,250-6,000
it Paclitaxel 175 mg/m?, IV 175 1 525-1,400
1.2 | Carboplatin / g 21 days Carboplatin AUC 5-6 mg/mU/min, IV over 1 hr Maximum total dose < 750 |1 6 4,500
FREIENCS Paclitaxel 80 mg/m? IV over 1 hr day 1, 8, 15 |80 3 1,440
2.1 | Cisplatin / q 21-28 days | Cisplatin 75-100 mg/m?, IV 75-100 1 6 450-600
RS pIa e Cyclophosphamide | 600 mg/m? IV 600 1 3,600
2.2 | Carboplatin / g 21-28 days | Carboplatin AUC 5-6 mg/ml/min, IV Maximum total dose < 750 |1 6 2,250-4,500
GidesniesiiEiples Cyclophosphamide | 600 mg/m? IV 600 1 1,800-3,600
3 Cisplatin / Paclitaxel | g 21-28 days | Cisplatin 75-100 mg/m’, IV 75-100 1 3-6 | 225-600
Paclitaxel 135 mg/m?, IV 135 1 405-810
4 Carboplatin g 28 days Carboplatin AUC 5-6 mg/ml/min, IV Maximum total dose < 750 |1 3-8 | 2,250-6,000

ansil 2.1, 2.2 MHlusefiliannsali Pactitaxel Tugns 1 1

ans 3 Mlusefilianansalst Carboplatin Tugns 1 161

ans?l 4 1Wlufgeeny videluseddl Performance status (ECOG score) laif
Dose = AUC (GFR + 25)

GFR = [(140 - age) x body wt. / 72 x Cr] x 0.85

18 Cr = mg/ml
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mixed Mullerian tumor; MMMT) Second-line chemotherapy:

uwwanemyinwgihioliau$essly (Ovarian cancer)

Protocol 2 : Chemotherapy in Epithelial Ovarian Cancer (EOC), Borderline Epithelial Ovarian Tumors & Carcinosarcoma (malignant

fduil an3 Aad Fien YUIALAZIS Y Doje Day | Cycle 5'114'314171‘1,61’1'259&
M (mg/m?*/day) (mg/m?)
1 Carboplatin g 28 days Carboplatin AUC 6 mg/mU/min, IV Maximum total dose 1 6 4,500
<750

2.1 Paclitaxel q 21-28 days | Paclitaxel 175-200 mg/mz, \Y 175-200 1 6 1,050-1,200
2.2 Paclitaxel q 28 days Paclitaxel 80 mg/m” IV day 1,8,15 80 3 6 1,440

3.1 Gemcitabine* q 21 days Gemcitabine 800-1,250 mg/m?, IV day 1,8 800-1,250 2 6 9,600-15,000
2362 Gemcitabine* q 28 days Gemcitabine 1,000 mg/m?, IV day 1,8,15 1,000 3 6 18,000

4 Etoposide g 28 days Etoposide 50 mg/m?, PO day 1-21 50 21 6 6,300

5 Cyclophosphamide | g 21-28 days | Cyclophosphamide | Cyclophosphamide 600 mg/m?* IV 600 |6 3,600

* Gemcitabine TH.Ju subsequent line Tu Advanced ovarian cancer ﬁﬁa@iaaﬂuﬂﬁjm Taxane
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SFEER g e =
Lmeamﬁn‘maﬂwimmmia‘lm (Ovarian cancer)
| B

nauluansiy
Protocol 3 : Chemotherapy in Malignant Ovarian Germ Cell Tumors & Malignant Sex Cord-Stromal tumors First-line/Adjuvant
chemotherapy:
il ans AN e YUIALAZ IS LY Dose Day | Cycle Swauiitdson
v ; (mg/m’/day) Y| (mg/m?)
1 BEP (1) q 28 days Bleomycin 12-15 U/d, IV day 1,2,3 12-15 U 3 3-6 108-270 U
Etoposide 100 mg/m?, IV day 1-5 100 5 1,500-3,000
Cisplatin® 75-100 mg/m’, IV 75-100 1 225 - 600
2 BEP (2) q 7 days Bleomycin 10-20 U/d, IV dayl 10-20 U 1 12 120-240 U
q 28 days Etoposide 100 mg/m?, IV day 1-5 100 5 3-6 1,500-3,000
Cisplatin® 20 mg/m?, IV day 1-5 20 5 3-6 300-600
3 Carboplatin/ Paclitaxel” q 21-28 days Carboplatin | AUC 5-6 mg/mU/min, IV Maximum total dose< 750 1 6 4,500
Paclitaxel 175 mg/m’ IV 175 1 1,050
4 VBP g 21 days Vinblastine 12 mg/m?, IV 12 1 3-6 36-72
q 7 days Bleomycin 20 units/d, IV day1 20U 1 12 240 U
g 21 days Cisplatin® 20 mg/m’, IV day 1-5 20 5 3-6 300-600

e ¥luvensaiiilianunsald dsplatin ta Wiasanly carboplatin wnu

14U First line regimen dwsunzi3esaly vila Malignant Sex Cord-Stromal Tumors
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uwwanemyinwgihioliau$essly (Ovarian cancer)

Protocol 4 : Chemotherapy in Malignant Ovarian Germ Cell Tumors & Malignant Sex Cord-Stromal TumorsSecond-line chemotherapy:

fduil an3 Aad LTy YUIALAZI Y Do:e Day | Cycle %mum{iﬁm
v (mg/m?®/day) (mg/m?)

1.1 | PE g 28 days Cisplatin * 20 mg/m2 IV day 1-5 20 5 6 600
Etoposide 75-100 mg/m” IV day 1-5 75-100 5 2,250 - 3,000

1.2 | PE q 28 days Carboplatin AUC 5-6 mg/ml/min, IV Maximum total dose< 750 1 6 4,500
Etoposide 75-100 mg/m’ IV day 1-5 75-100 5 2,250 - 3,000

21 |VIP g 28 days Etoposide 75-100 mg/m’ IV day 1-5 75-100 5 6 2,250 - 3,000
[fosfamide 4 gm/m’ IV in 24 hrs 4,000 1 24,000
Mesna 4 gm/m” IV in 24 hrs day1,2 4,000 2 48,000
Cisplatin® 20 mg/m’ IV day 1-5 20 5 600

2.2 | VIP q 28 days Etoposide 75-100 mg/m2 IV day 1-5 75-100 5 6 2,250 - 3,000
Ifosfamide 4 gm/m’ IV in 24 hrs 4,000 1 24,000
Mesna 4 gm/m’ IV in 24 hrs day 1,2 4,000 2 48,000
Carboplatin AUC 5-6 mg/ml/min, IV Maximum total dose< 750 1 4,500

3 Carboplatin/ | g 21-28 days Carboplatin AUC 5-6 mg/ml/min, IV Maximum total dose< 750 1 6 4,500

Paclitaxel™ Paclitaxel 175 mg/m? IV 175 1 1,050
4 Paclitaxel q 21-28 days Paclitaxel 175 - 200 mg/m’ IV 175-200 1 6 1,050 - 1,200

e ¥luvansaliilianansald cisplatin laliarsanld carboplatin wnu

143U Second line regimen d@usunzisasala siia Malienant Ovarian Germ Cell Tumors
S S
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uwwanamsinsgtaliauzi3asily (Ovarian cancer)

NEUEN AEN

a9 v Y 2 ] =
EJ']VlI‘U‘{]E]\‘iﬂuLLagU'i'iWI']aqﬂqﬁﬂﬁu‘lﬁaqLT\]EJ‘L!

High emetic risk - Carboplatin AUC > 5

- Cisplatin >06 mg/m2

- Doxorubicin > 60 mg/m”

- Ifosfamide > 2 ¢/m’ per dose

- Cyclophosphamide >1,500 mg/m?

3-drug combination

- 5-HT3 Receptor antagonist*

- Olanzapine

- Dexamethasone

Add NK1 Receptor antagonist **

- AI5NWAT8UN 4 drug combination

Tunsaifidlels 3 drugs u&s Felnduldon3eu erade 2 Tuly

Moderate emetic risk - Carboplatin AUC < 5
- Doxorubicin < 60 mg/m?’
- Ifosfamide < 2 g/m?” per dose

- Weekly low dose cisplatin

- Cyclophosphamide < 1,500 mg/m’

2 or 3-drug combination
- 5-HT3 Receptor antagonist*
- Dexamethasone

- +/- Olanzapine

Low emetic risk - Docetaxel

- Liposomal doxorubicin
- Gemcitabine

- Paclitaxel

-5-FU

Single agent

- D2 Receptor antagonist or
- 5-HT3 Receptor antagonist
(ondansetron) or

- Dexamethasone

- HT3 Receptor antagonist: Ondansetron, Palonosetron

* 1 Jenld ondansetron Wugnvuiuusnney wndailmauldendeu grade 2 FuluRasuuasudu Palonosetron

- NK1 Receptor antagonist: Aprepitant, Netupitant

** izl NK1 Receptor antagonist tunsaifiilerUaeldsu 3 drugs combination wagUledsiiennisedey grade 2 uly

- D2 Receptor antagonist: Metoclopramide, Domperidone
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gns gasi AR VWIS LY VUL LY Day
High emetic risk 1 g 28- 12 days Olanzapine 5-10mg PO =7
Ondansetron 8 mg IV 1
Dexamethasone 10-12 mg PO/IV 1
Dexamethasone 8 mg PO 2-4
Moderate emetic risk 1 g 21-28 days Ondansetron 8 mg IV 1
Dexamethasone 12 mg PO/IV 1
Ondansetron 16 mg PO 2-3
Low emetic risk 1 g 21-28 days Ondansetron 8 mg IV 1
2 q 21-28 days Metoclopramide 10 mg IV 1
3 q 21-28 days Metoclopramide 10 mg PO tid 1
Or Domperidone

o o 14 14 =
[
1Y)

1. insangnsenaiividniteginnudsesnisaiuldonisu Tegngule
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uwwanamsinsgtaliauzi3asily (Ovarian cancer)

LNALIINISNAITUN

nslienszduliadonyn

n1stasiunuulgugil
(primary prophylaxis)

- lasuriadivrdnffinanuideaiin febrile neutropenia > 20%
%30

o o

PN = = a . . Al vo = A
- FUieilanudeuin febrile neutropenia filasugiaiividniiing

13

doafin febrile neutropenia 10-20% waznsinwitodaguszasd
curative Tnefitadeondoioldil

« 978 > 65 U

- nglasuaiivntnunionisanssed

» Bone marrow involvement

» Recent surgery

« Poor renal, liver function

« Cardiovascular disease

mndunsinudie palliation msfiansananvuinenadivivadiendn
Bosnsiin febrile neutropenia 11nN3LY primary prophylaxis Iu‘lqﬂ
318

- Filgrastim 5 mcg/kg SC OD lneEumaalsnaivivn

- Pegfilgrastim 6 mg SC single dose/cycle TniBumas

1-3 U UNUSTEY nadir

Tenadvrdn 13 ladldfuenlndu weekly regimen

(Pegfilgrastim 1Hugnillaiagludaydeman)

n1stasiunuuyRgnil
(secondary

prophylaxis)

Fureiitmsnemsinviilomeniauas

AUreLAEnTE febrile neutropenia 31nN15lvieN
LPIUIURTOUND U

mndunsdhwdle palliation msinsananvuineaiivhvn
\iendnideenisiin febrile neutropenia fiow wavld
secondary prophylaxis dlodanain febrile neutropenia

AMUPBIUSUARTUINYTHE

Filgrastim 5 mcg/kg SC OD TneBumdalvenaiivngn

1-3 U UWUIZYE nadir

Pegfilgrastim 6 mg SC single dose/

cycle WnaBundslienaiivhin 1 5u

T4 fueilidu weekly regimen
(Pegfilgrastim uf]umﬁ“lajagﬂuﬁmﬁmwé'n)
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Tadeiidashunfarsantunisdenlienseduidiadanun

1. Treatment intent (curative vs. palliative)

2. Chemotherapy regimen

3. Patient risk factors (age, comorbidity, organ function WHudu)

El’]ﬂi%éjﬂLﬁﬂLﬁ@ﬂﬂﬂ’J Granulocyte colony-stimulating factor (GCSF)

uwwanemyinwgihioliau$essly (Ovarian cancer)

o/

° =
RN

Lk}
Y

=
AU

A8

acf) v
YUIAAZAS 1Y

Day Cycle

1 GCSF prophylaxis (Short acting)

g 21 days

Filerastim

5 mcg/kg SC OD
( 03mcg/day)

¥2-12 | Until stop CMT

* {1500 GCSF Wuszeziian 3-10 Ju

Protocol 8 : Palliative care drug in Ovarian Cancer

A gns Life expectancy e YUIAUAZIS 1

1.1 dyspnea Year to Months, Months to Weeks Morphine 2.5-10 mg PO g 2hr PRN
Morphine 1-3 mg IV g 2hr PRN
Lorazepam 0.25-1 mg PO g dhr PRN

1.2 | dyspnea Weeks to Days Morphine 2.5-10 mg PO g 2hr PRN
Morphine 1-3 mg IV g 2hr PRN
Lorazepam 0.25-1 mg PO g 4hr PRN

2.1 anorexia Year to Months, Months to Weeks Mirtazapine 7.5-30 mg PO HS
Metoclopramide 5-10 mg PO QID AC HS
Megestrol acetate 200-600 mg PO OD
Olanzapine 5 mg PO OD
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uwwanamsinsgtaliauzi3asily (Ovarian cancer)

Aol gns Life expectancy 291 YUALAZID I
2.2 anorexia Weeks to Days Megestrol acetate 400-800 mg PO OD
Olanzapine 5 mg PO OD
Dexamethasone 3-4 mg PO OD
Mirtazapine 7.5-30 mg PO HS
3 Nausea, vomiting Year to Months, Months to Weeks, Weeks to Metoclopramide 5-10 mg PO QID AC HS
Days Dexamethasone 4-8 mg PO BID-TID
Omeprazole 20 mg PO OD
Haloperidol 0.5 mg PO TID
Olanzapine 5 mg PO OD
Ondansetron 8 mg PO g8hr
Lorazepam 0.5-1 mg PO gdhr PRN
4 constipation Year to Months, Months to Weeks, Weeks to Bisacodyl 10-15 mg PO TID
Days Bisacodyl 10 mg PR BID
lactulose 30 mL PO BID-QID
MOM 30-60mL PO BID
5 diarrhea Year to Months, Months to Weeks Loperamide 4 mg PO the 2mg PO
Dexamethasone 4-8 mg PO BID-TID

hyoscyamine

0.125 mg PO/SL gdhr PRN

atropine

0.5-1me SC/IM/IV/SL gd-6hr PRN

Octreotide

100-200mcg SC g 8hr
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uwwanemyinwgihioliau$essly (Ovarian cancer)

Al gns Life expectancy 291 YUALAZID I
6 Malignant bowel obstruc- | Year to Months, Months to Weeks, Weeks to Metoclopramide 5-10 mg PO QID AC HS
tion Days Dexamethasone 4-12 mg IV OD
hyoscyamine 0.125 mg PO/ODT/SL gdh PRN
glycopyrrolate 0.2-0.4 mg IV g4h PRN
Octreotide 100-300 mcg SC BID-TID, 10-40
mcg/h SC/IV
7 Delirium Year to Months, Months to Weeks, Weeks to Haloperidol 0.5-2 mg PO BID/TID
Days Haloperidol 0.5-2 mg IV q1-4h PRN

Risperidone 0.5-2 mg PO BID
Olanzapine 5-20 mg PO OD
Lorazepam 0.5-2 mg SC/IV gdh

chlorpromazine

25-100 mg PO/PR HS

IUONNNISVOSUANUSNNSENSISTUEY | 53

nsrulsAuzISulugtney U w.A. 2566

nauluansisy



uwwanamsinsgtaliauzi3asily (Ovarian cancer)

arauil gns Life expectancy 291 YUALAZID I
8 Sleep/wake disturbance Year to Months, Months to Weeks, Weeks to Trazodone 25-100 mg PO
Days Olanzapine 5 mg PO OD

Zolpidem 5 mg PO
Mirtazapine 7.5-30 mg PO HS
Chlorpromazine 25-50 mg PO
Quetiapine 12.5-25 mg PO
Lorazepam 0.5-1 mg PO
Caffeine 100-200 mg PO g 6 h
Methylphenidate 2.5-20 mg PO BID

Dextroamphetamine

2.5-10 mg PO BID

Modafinil

100-400 mg PO

Ropinirole

0.25 mg PO HS

Pramipexole

0.125 mg PO HS
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uwwanemyinwgihioliau$essly (Ovarian cancer)

arauil gns Life expectancy 291 YUALAZID I
9 pain Mild pain Acetaminophen 500 mg g 4-6 h

(Pain score=1-3) Ibuprofen 400 mg q 6-8 h
Naproxen 275mg g 12h

Moderate pain Codeine 15-30 mg g 4 h (MAX 360me/day)

(Pain score=4-6) Tramadol 50-100mg g 6-8 h
Oxycodone 10mgq12h
Morphine IR 10 mg g1/2-1 h

Morphine Syr

2mg/mL g 30 min

MST

10, 30, 60 mg g 2-4 h

Severe pain
(Pain score=7-10)

Morphine IR

10 mg g1/2-1 h

Morphine Syr

2mg/mL g 30 min

MST

10, 30, 60 mg g 2-4 h

Fentanyl

12, 25, 50 mcg/h g72 h
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Lmeamﬁﬂm;jﬂarﬂsmwﬁaﬂmmgﬂ (Cervical cancer)

Gynecologic Tract: Key Markers

ER/PR [nuclear]

ER/PR expression is highest in endometrioid CA (>90% of cases) and is lower in serous CA (50%
of cases). HPV-related cervical adenoCAs are negative, which may be used to differentiate

cervical from endometrial primary.

WT1 [nuclear]

WT1 (Wilms tumor 1 protein) is expressed in serous CA of the ovary and is a good marker
for the ovary as a source of a CA of unknown primary. Note that WT1 is also a marker of
mesothelial cells and mesotheliomas. Other markers may be needed to distinguish WT1+ serious
CA (Claudin-4/PAX8+) vs mesothelioma (Claudin-4/PAX8-). **Some peritoneal mesotheliomas
can be PAX8-positivel

PAX8 [nuclear]

Pan-Mullerian (endometrial, ovarian, and endocervical) marker. Also expressed in renal and
thyroid CAs. Useful in the differential of ER/PR positive tumors, e.g., breast (PAX8-) vs. GYN
tract (PAX8+).

p53 [nuclear]

p53 is a tumor suppressor protein. The wild-type (i.e., normal) staining pattern is scattered
variable, often weak nuclear positivity (look at surrounding normal tissue). Abnormal pattern of
staining may be one of the following: (1) diffuse and strong nuclear staining (due to defective
protein degradation of mutated p53); (2) complete loss of staining (“Null” phenotype, need
internal controll); (3) cytoplasmic staining with variable nuclear staining. Abnormal staining
pattern usually (though not 100%) indicates underlying mutation and is seen in high-grade
serous CA of the ovary and endometrium, serous tubal intraepithelial carcinoma (STIC), and

a subset of high-grade endometrioid CAs.

p16 [nuclear and cytoplasmic]

In the GYN tract p16 is used in two different settings: One use of pl6 is as a surrogate marker
of HPV infection (as in other organs). As such, pl6 is used to distinguish HSIL (p16+) from
atypical squamous metaplasia (p16-), as well as HPV-associated cervical adenoCA (p16+) from
endometrioid CA (p16- or focal). LSILs have only weak and/or focal p16, which can aid in

distinguishing them from HSIL.
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Second use of pl6 is unrelated to HPV. Analogously to p53, diffuse overexpression of pl16
is a feature of high-grade serous CA (p16 strong, diffuse) and may be used in the DDx from

endometrioid CA (p16 negative or focal).

Napsin A [cytoplasmic], HNF-1B [nuclear]
In the GYN tract, Napsin A and HNF—lB are used to identify clear cell CA (ovarian and
endometrial) and are of particular utility in distinguishing this entity from high-grade (FIGO grade 3,

nuclear grade 3) endometrioid CA and/or serous CA, which are negative for these markers.

Immunoprofiles in Gynecologic Tract
(all carcinomas of GYN tract are CK7+ and CK20-)

Diagnosis Immunoprofiles
Uterus, endometrioid PAX8+, ER+/PR+(>90%), p16 (negative or patchy), p53 abnormal
carcinoma pattern in subset of grade 3

Uterus, serous carcinoma PAX8+, ER/PR (50%+), p53 (diffuse — in nearly every cell or
null — completely absent), p16 diffuse/

strong+, very high Ki67.

Unlike ovarian serous CA, WT1 usually (-) in serous CA of

endometrial origin.

Ovary, serous carcinoma PAX8+, WT1+, ER/PR (50%+), p53 abnormal pattern in high-grade
ones.
[vs. breast ca: ER/PR+ but PAX8-, WT1-, GCDFP-15 (2/3+)] and

[vs. mesothelioma: WT1+ but PAX8- (but not always!), calretinin+]

Ovary, mucinous PAX8+ (~50%, often weak and patchy), CK7+, CK20+/-, CDX2+/-

neoplasms [if PAX8 is negative, distinction from Gl tract metastasis depends a
lot on other parameters rather than

IHC, such as size, unilateral vs bilateral and surface involvement,

etc.]

Ovarian or endometrial, PAX8+, ER/PR/WT1 usually-, p53 wild type, HNF-lB+, Napsin A+

clear cell carcinoma
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Ovary, sex cord-stromal
tumors (granulosa cell
tumor, Sertoli/Leydig cell
tumors, Thecoma,

Fibroma)

Inhibin+, calretinin+, SF1+, FOXL2+, Melan-A (A103) + (steroid cell
tumors), CD10+

Epithelial markers: CK usually (=) but can be positive, EMA consis-
tently (-). Therefore, EMA is used

more often than CK to exclude epithelial tumors.

Cervix, adenocarcinoma

pl6+ (diffuse), ER/PR-negative or weak

Cervix, neuroendocrine

Chromogranin A, synaptophysin, CD56, NSE

Endometriosis

PAX8+, ER/PR+ (both glands and stroma), CD10+ (stroma)

Ovarian Germ Cell Tumors

SALLA | PLAP | C-kit OCT4 | D2-40 Cam 5.2, EMA others
(CD117) AE1/AE3
Dysgerminoma + + + + + —/F+ -
(dot-like)
Embryonal + + - + -/+ + - CD30+,
carcinoma SOX2+
Yolk sac tumor + + - - - + - AFP+ (not
specific,
Glpican3+
Choriocarcinoma +/- +/- - - - + + GATA3+,
(50%) | BHCG +

IUONWNISVOSUANUSNISANSISTUEY | 58
nsulsAu:ISulugtney U w.A. 2566



Lmeamﬁﬂmpjﬂaﬂsﬂuxﬁamﬂmgﬂ (Cervical cancer)

nduluansisy

Reference:

1. Comin CE, Saieva C, Messerini L. h-caldesmon, calretinin, estrogen receptor, and Ber-EP4:
a useful combination of immunohistochemical markers for differentiating epithelioid
peritoneal mesothelioma from serous papillary carcinoma of the ovary. Am J Surg Pathol.
2007 Aug;31(8):1139-48. doi: 10.1097/PAS.0b013e318033e7a8. PMID: 17667535.

2. Nofech-Mozes S, Khalifa MA, Ismiil N, Saad RS, Hanna WM, Covens A, Ghorab Z.
Immunophenotyping of serous carcinoma of the female genital tract. Mod Pathol. 2008 Sep;21(9):
1147-55. doi: 10.1038/modpathol.2008.108. Epub 2008 Jun 20. PMID: 18567994.

3. Ordonez NG. Value of immunohistochemistry in distinguishing peritoneal mesothelioma from
serous carcinoma of the ovary and peritoneum: a review and update. Adv Anat Pathol. 2006
Jan;13(1):16-25. doi: 10.1097/01.pap.0000201832.15591.1d. PMID: 16462153.

4. Conlon N, Silva A, Guerra E, Jelinic P, Schlappe BA, Olvera N, Mueller JJ, Tornos C, Jungbluth
AA, Young RH, Oliva E. Loss of SMARCA4 expression is both sensitive and specific for the
diagnosis of small cell carcinoma of ovary, hypercalcemic type. The American journal of
surgical pathology. 2016 Mar;40(3):395. doi: 10.1097/PAS.0000000000000558

5. Baker PM, Oliva E. Immunohistochemistry as a tool in the differential diagnosis of ovarian
tumors: an update. Int J Gynecol Pathol. 2005 Jan;24(1):39-55. PMID: 15626916.cite

6. Zhao C, Vinh TN, McManus K, Dabbs D, Barner R, Vang R. Identification of the most sensitive
and robust immunohistochemical markers in different categories of ovarian sex cord-stromal
tumors. Am J Surg Pathol. 2009 Mar;33(3):354-66. doi: 10.1097/PAS.0b013e318188373d. PMID:
19033865.

7. Lax SF, Pizer ES, Ronnett BM, Kurman RJ. Clear cell carcinoma of the endometrium is
characterized by a distinctive profile of p53, Ki-67, estrogen, and progesterone receptor
expression. Hum Pathol. 1998 Jun;29(6):551-8. doi: 10.1016/50046-8177(98)80002-6. PMID:
9635673.

IUONWNISVOSUANUSNISANSISTUEY | 59
nsulsAuzISulugtned U w.A. 2566



