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5 R % — B(TypeD & F = W(Typell) &I 5 31

MR E # B 4R 85 =C54.0 ~ C54.1 ~ C54.3 ~ C54.8 ~ C54.9 Jo i 2.6 K # #fr=CS4.2(myometrium) « <

¥ — &) (TypeD)’ % A (TypelD)”
. . Zerous CaIcinoma MI-g44 1, 2460246 1)<

Endometrioid carcinomas? (ME3B0,8382-8383)7 Cloar cell carcmoma™ B30
Small cell carcinomas” MA-8041, 804537

MMucinous adenocarcinomas’ (ME4B0) Neurnendocrine carcinoma, A-32460
NO5<
Large cell nenrcendocrine L8013
carcing mags!

Adenosquamens eareinemas” | (M-E60)7 Undifferentisted/dedillerentinted | (M-8020)°
carcinomas®’

Endometrioid carcinoma with (QLESTO Mixed cell adenccarcinomas’ M-8320

squamous differentiation? Squamous cell carcinoma<? (M -3070-8072, 8076y
Adenocarcinoma with M-8574
nenrcendocrine differentiations’

Adenocarsinema, HOSE (4-3140) Carcinosarcomas (malignant mixed | (M-8950, 89807
Mtllerian tomer)<

B (ype0) FEABRGEHRASESEN 5 FM# + & 4Total hysterectomy, BE0, BPLND, PALND, omentectomy, washing
cytology<

Malignant mesenchymal (sarcoma)
+ Low-grade endometrial stromal sarcoma (ESS)

+ High-grade ESS

Malignant mesenchymal (sarcoma)
+ Low-grade endometrial stromal sarcoma (ESS)

or adenosarcoma
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+ Undifferentiated uterine sarcoma (UUS)
« Uterine leiomyosarcoma (uLMS)

+ High-grade ESS
« Undifferentiated uterine sarcoma (UUS)
« Uterine leiomyosarcoma (uLMS)

* Other sarcoma

[ EBT™F + 7 5 %% FIGO Stage
[IIA~IIIB )
BEYEY
EBRT +brachytherapy
TH/BSO and Surgical staging

[z EBE™ 3 F 75 &% FIGO Stage IITA~I1IB ]
GEPE
EBRT +brachytherapy
TH/BSO and Surgical staging 4-12 weeks post RT

[ #E g™+ 7 % 2 FIGO Stage
[ITA~IIIB ]
2 i
EBRT +brachytherapy + 2 £ {4755
Surgical resection,if rendered operable

[z EE™ 3+ ¢ 57 &% FIGO Stage IIIA~I1IB]
o ES

EBRT +brachytherapy + 2 £ 4755

Surgical resection,if rendered operable 412 weeks post RT
or

Definitive RT if inoperable

[z 7 f’*:]ﬁa"iFlGO Stage IlIC~IVB] % =

Abdominal/pelvic confined disease FIGO Stage

IIC~IVA
EBRT # brachytherapy + systemic therapy

AT £

Y

Abdominal/pelvic confined disease FIGO Stage

IIIC~IVA

(155 + ¥ *HptFIGO Stage IIIC~IVB] # =xinf (3)
#E L
Abdominal/pelvic confined disease FIGO Stage IIIC~IVA
EBRT £ brachytherapy * systemic therapy
AT £ “f 4 - 12 weeks post RT

E N i
Abdominal/pelvic confined disease FIGO Stage IIIC~IVA
Systemic therapy
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11 373 L7 A% 4 A2 BB
FRes8 T (KBNS R) B FE ek A — ¥R E RIS dE it ADJUVANT TREATMENT<
wStage 14, G1-2 and N
Work up+ .
no LV5land Age <60¢ | | BB o o
mStage 1A, G3 and Artional)e
—»| Age <60 and no LVST (Optional)
and no myometrial ‘
invasions Bk Vaginal®
kS brachytherapy<
&= B
3 Stage L4 G3ore! Work up+ Surgical® PR RE B e
jﬁ —» Stage IB Gl-2and® [ BEEKE Py restaginges | #iBhiEsR (PO
N Age =60 and no LVSI¢ (Cptional)s or biopsy<
g ——- rtfﬁfi “ﬁ:ﬁcié‘ﬁ(l)iﬁﬁgﬂ;@ L
Stage T4, G1-3 and ° Sursicall + If not surmcally restageds
% L’\?éIé‘ V\)’urk up*’' . r:srtilgcﬁ nf@ and s_ubstanual LVaLe
2 b»f Stage IB, Gl-2and [ BRBHE pathologice consider EBRT-
& LVSI¢ 4, confirmation=  hrachytherapy <’
% Stage IB, G3+ LVSIE of metastatice
Stage T+ disease inselects
ag patients< — é‘
; - R T L
s marw - agemree | ) WREE
Z 4 B 4 AR (O]
Atleast > stage A< |
s
* & nisk-factors age =60 y,grade 2 or 3, depth of invasien to cuter half, and LWV 3T+ hEEE
F RS AASH - Stage LA ~ Ol + P R TR ATREY
FEFHRERIEHLRERAN A TR AR EER L A RRE A PR
12 18 FEMNBRTCLETHRARES
o
Encourages
conception{with continuede
8T A lﬂ:ﬁj{j: surveillancelendometriale
8 3 - - sampling every §-12 monthse
(gijegi;iﬁﬁ ngizi:;:;‘:; and cnnsltllierrgilhntmanca(-‘
. 2 " - Progestinbased therapy <
AR SR TUD S FE e FEH if patientnot actively trying
HMEHBETEA SEGLHE R (FEmBE G tasae | 7| to conceive)e
18 AL F F PR HEHAE (preferred for 4 ﬁmﬁe
HARRERRL [ (Optional) | ‘{f;‘?;g‘;m)@ —| T trmse l
RS - YE +Megestrols E3I6EA B TH/BEO with Staging afte<|
ERE S AR (Optional) +Leupline+ *-t+ A Childbearing
EXg-2 2. Weight &ﬁﬁgﬁgg :%ﬁqplete of progressions
.y 7 A8 17 management: of disease one
M;?ﬁ’gj ng 3.andior FEITIE Endometrid samplings
kil e | BE AR 1o
)i A «Clucophage © Bkt Lo Ovwarian preservations
Ovarian preservation®’ may be consdereds
may be considered ine’ in select premenopassal
select patients< patentee
o B A
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h
v
13 1-9. High risk carcinoma- 4 3% B # ( serous adenocarcinoma)-’
o
o ADJUVANT TREATMENT<
: N —
o
1f Megative Washings:+'
o ‘aginal brachytherapy+’
o t systernic therapyhs
. (category 2B for systemic
« Suitabl f - 2 THBSO ande therapy) or Ohserves
o | muttable Lo Surgical Staging® | —y 1f Positive Washings. +
primary surgery< _+ Considers Systemic therapy and+*
- = maximal tumors vaginal brachytherapy+
Eapes ¢ debulking fore’ F——
( serous ! gross diseases Invasive :;:Beltin'll'i' e
adenccarcinoma) <) | SiagelAc L) + vaginal brachytherapys
<! Stage IB, 11+ ore!
< EBRT+
o + vaginal brachtherany
< »| Btage ILIVE| | Systemic therapye
o +EBRT«
o EBRT + vaginal brachytherapy<
o * brachytherapy< FHEE AT
. | -
o ot suttable ;syster:m TH
a s | for primary —>| Erapy
surgery Re-evaluate for
o resection andiort’
ke AR, EALPLAEAE R LN ERMRMERLARR(HAPIE) RTbaSW‘;ﬂ W E £
TESDONSE
o
1 4 1-9. High risk carcinoma- £ fw 87 (clear cell adenocarcinoma) «'
< ADJUVANT TREATMENT«'
o
—| No residuale Ohserves
< diseaser!
« If Negative Washings «'
Vaginal brachytherapy+'
< = TH/BSO and+ T systemic therapyh
+ Surgical Staging®' Moninvagve (ategory 2B for systemic
o - - Considers | Stage 14+ |—»f therapy) or Obhserve
Suitable fors! 'I;]"aleal f— If Positive Washings «'
! [ primary surgery<’ debulking Fors! - Systemnic therapy ands
o coutiang 1o wvaginal brachytherapy+
gross diseases
Frldk o o Invasive Systeric therapys
(clear cell o Stage LA+ + EBRT+
adenocarcmoma)(_‘%‘;b —> Stage B, 1< |—> + waginal brachytherapy+
’ or+
pan EBRT+
+ waginal brachytherapys'
o
Stage III, IV< Bystermnic therapy-
« > +FEBRT«
! EBRT- + vagiral brachytherapys’
“ ot suitable + brachytherapy+ AT
o = | for primary | » + systemic T e dE
! surgery s therapy '
o Re-evaluate for
o systemic therapys surgical®
resection andiors
< RT based on
FEGMEH BHLPNELTHELEANREALLRRE(HAPE responses P
Fa|
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1-9. High risk carcinoma-Carcinosarcomas’

Carcinosarcoma <

tttttttttyréryttttttttt

ADJUVANT TREATMENT+
Systernic therapy+
o THBSO ands + vaginal brachytherapy+
. Surgical Stagingt +EBRT+
| Suitable for+ = Considers
primary surgery< maxitnal tumors’
debulking fors! Systemnic therapy=
gross diseases’ Stage 1B, 1L, |, | +EBRT-
11, IV = vaginal brachytherapys’

EBRT+
£ brachytherapy® ‘% F R T it
TUterine-confined || ;systemm
erapy<
disease & pelvic” il Re-evaluate for surgical®
nodal

resection andfors
jET el systemic therapy RT based on responses’
on imaging ¢

L Mot suitable
for primary —- EYEL;’:\“TC(_A”‘“FY‘J
surgery Other metastatice et
disease :
Best supportive cares
A SRR T EACS AT AT LR LB ERRERRE(HAPIE) aEE+e

18

# |J Bf

19

111, F ¥ AR BHeH

A ‘J T Wh Used for Vter: C onfined Dy

Primary or Adjuvant Therapy (Stage I-TV)<

Chemoradiation Therapys’

Systemic Therapy

Preferred Regimens<
+ Cisplatin plus RT followed by carboplatin/paclitazel-
o

Cther Recommended Regimens-

(if cisplatin and carboplatin are unavailable)e
* Capecitabine/mitomycine-

* Gemcitabines

* Paclitazel

Preferred Regimenss
+ Carboplatin{or Cisplatin)/paclitaxel<’
+ Carboplatin/paclitazel fpembrolizumab (for stage 1I-IV tumors, except
for carcinosarcoma) (category 1)«
+ Carboplatin/paclitazel/dostarlimah -gxly (for stage III-1V tumors)y

1)«
+ Carboplatin/paclitazel/trasuzumah (for stage 11I/1V HER2 -positive
uierine Serous carcinomays
+» Carboplatin/paclitazel/trastuzumab (for stage 111/1V HER2 -positive
carcinosarcoma)s’

o

RECURRENT DISEASE<

First-Line Therapy for Recurrent Diseases

Second-Line or Subsequent Therapy+

Preferred Regimens+

« Carboplatinfor Cisplatin)paclitaxel{category 1 for
carcinosarcoma)s’

+Carboplatinipaclitazelfpembrolizumabiexcept for <
carcinosarcomal(category 1)+

+ Carboplatin/paclitaxel/dostarlimab-gzly (category 1)+
+Carboplatin{or Cisplatin)fpaclitaseltrastuzumabs
(for-stage TELA o recurrent HER 2-positive uterine serous
carcinoma and carcinosarcoma)c’

o

Ltier Recommended Regimens
+ Carboplatin/docetazels’

= Carboplatin/pachitazel/bevacizumab

o

Usefuil in Certain Circimsiancess

Other Recommended Regimens

rCarbeoplatinidecatanel

+ Cisplatin/doxorubicin®

+ Cisplatin/doxorubicin/paclhtaxel <
Carbeoplatinlpacl 1T ; e

+ Cisplatin'

+ Carboplatin®

+ Doxorubicin®

» Liposomal dozorubicin®

+ Paclitazel+

+ Albumin-beund paclitazel
* Topotecan+

+ Bevacizumab+

+ Temsirelimuss
+Cabozantinibs'

+ Docetaxellcategory 2B«
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20 (B iomarker-directed e : r prigr platinum-based fe) +{ + Ifosfamide {for carcinesarcoma)®
including neoadiuvarnt and adfivans)® + Ifosfamidel/paclitaxel (for carcinosarcoma)<’
sLenvatinib/pembrolizumablcategory 1) fo MMR -proficient

+ Cisplatin/ifosfamide (for carcinosarcoma)®

(MR mmmsy ST high [MST HY MR deficiants .
+ Pembrolizumab (for THWB -HALST-H/dWIME tumeors) Useficl in Cerdain Circumstances (Biomarker-directed therapy)®
* Dostarlimab-galy(for MST-HAMME tumors) « pMMR tumers
E Lenvatinib/pembrolizumab (category 1)
a + TMB-H gimors
Pembrolizumabe
« MSIHAMMR tumeorss

Pembrolizumabe!

Dostarlimab-gzly+

Avelumab+

Niveolumab+

+ HER2-positive mumors (IHC 3+ or 24}
Fam-trastuzumab deruzetans’

+ NTRX genefusion-positive tumors*

Larotrectinib+'

Entrectinib!

o
HORMONE THERAFY for Recurrent or Metastatic Endometrial Carcinoma+”
Preferved Regimenst Other Recommended Regimensa Usefiel In Cergain Circumstances
*Megestrolftamoxifen (alternating)s «Medroxyprogesterone b
+ Everclimusfletrozole—ferendomataaid acetateﬂ'taxpomfen(altematmg)e‘ ER -positive tumorss
histelogye ~Progestational agents® Letrozolefmbociclib

R o
o Medroxypro.ges.te.rone acetate ~ Megestrol Letrozolefabemaciclibe
L 1 ine el AUDVE +Aromatage inhibitors<
foa==sn=g

selectFertilitvspanngeasesy *Tamozifen+
& “Fulvestrant+’

a

21 Hormonal Therapy for Uterine-Limited Disease Not Suitable for Primary Surgery

or for Those Desiring Uterine Preservation for Fertility

Preferred Regimens Other Recommended Regimens

Levonorgestrel intrauterine
device(lUD)

*Progestational agents
Medroxyprogesterone acetate ~ Megestrol

30 22 FEEABARTEEFRAA §
e
PERIMARY
© DNITIAL CLINICAL < ADDITICNAL« TREATMENT
< FINDINGS« EVALTATION+ Low-grade
< Tumor mibally + Consider E35e
! fragmented re-explorationirere or ©
= .+, Ezpert ¢ or & sectiont Adenosarco
pathologic review Residual cervizs mas’
Diagnosed after and consider ore!
THor melecular testing® High- grade
supracervical . Imagings' Esse
hystersctomy +. Consider ER/* \ Resicual mbels Consider Gl ore!
(SCH) £ BE0< PR testng for + ovary s HM s
LME ES2 and o salpinga-oophorecto or+
' § my (USOYBRO = uLhMSe
o adenosarcomat’ especially if or Other
o low-grade EBS, sarcomase!
adenosarcoma or <
< ER-positive tumors
e
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Wl
—

Initial _clinical

findings<'

Disease <
limited to

Primary treatments

TH with en hloc resectiond BEOw
= Additional surgicale

utenise

Diagnosed by 1 Ezpertpathologic « Known ué@
biopsy ore || reviews Suspecteds
2. Imaginge Extrauterine<|
MyOMmEEHmI” | | 3 ER/ER diseage=
testing(Optional)«

}

Mot suitable fore

resection for intraoperatives
discovery of extravterine «
disease is individualized

TH with en bloc 4

> eSymptomes

resections

+ B3SO Ande
Resection of ¢
Metastatic focuss|

Consider surgical«
Resection based on & <

— ore

eEztent of dizeases
eResectability =

Mo surgical«]
resections

Systemic therapy*«

primary surgery<|

andfore
Palliative EBRT+=
+ brachytherapy«

* Systemic therapy & AL BRI R TR ARSI RASRE A PRI

Low-grade ES8«
or <
Adenosarcomas
ore
High- grade ES5¢

uss
or<!
Ulms«
or Other sarcomas®|

hEE

34

23 FEEBAKCAERAE

o

Surveillance:

Recurrencec

Therapy for relapse-

@Fhysical exam every <
34 o for 2y,¢
then every 6-12 mo <
@Chest xray annually=

@CTMRI as clinically «

indicateds
@Patient education <
regarding symptoms<

Local recurrence <

eVaginapelis«

ellegative chest ande
abdominalpelwic «

waginal recurrences

CTconfirming local «

¥ Isolated metastases<

* Disseminated diseases

Unresectables

ATHEAELY

ore

Sugical resection or otherlocal ablative therapy: <
Consider preoperative or postop erative Systemic therapy™

Consider preoperative or postoperative EBRT«

Systemic therapy™e
+ EBRT#

Ifresponse,«
consider surgeryt

+ ablative therapy< EBRT+
Systemic therapy™ £ palliative EBRT
ore’
Supportive cares
Mg ¢

Systemic therapy D EHLBAE LT R ELS LA R SRR 4RI
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24T EEHRAREE G AR
SYSTEMIC THERAPY FORUTERINE SARCOMA <
(Clinical trials strongly recommended)<’

Systemic Therapy<

HORMONE THERAPT+
(For Low-grade ESE or Hormone Eeceptor Positive (ER/PE) uL 13
or Adenosarcoma Without §0):<

First-Line Therapy+’

Freferred Regimenses

* Dozerubicin®

* Docetazel/gemcitabine

* Doxorubicindrabectedin (for LMS)1+
* Doxotubicinfifosfamides

* Doxotubicin/dacarbazines

o

Usefisl in Certain Circumstancest

* Biomarker-directed therapy<
HWTEE gene fusion-positive tumeorss
{ Larotrectinib’

{ Entrectinib’

T with ALK translocationt

{ Crizotinibs

{ Ceritinibe’

{ Brigatinib

{ Lorlatinibe

¢ Alectinibe

* PEComat’

Albumin-bound sirelimuss’
&

Freforred Regimenss+

* Aromatase inhibitors for low-grade ESS or adenosarcoma without
S0

o

Other recommended regimens:

# Medrozyprogesterone acetate (category 2B for ER/PR. positive
uLM3Z)

# Megestrol acetate (category 2B for ER/PR positive uLI)

* Aromatase inhibitors{ for ER/PE positive uLME)<

* GnEH analogs (category 2B for low-grade ESS and ER/PR positive
uLMS:rdenesareomaveithout0)

*Fulvestrants

Second-Line or Subsequent Therapy+’

Biomarker-Directed Systemic Therapy for Second-Line Treatments
» Pembrolizumab for TME-H tumors+
1 o b for NTEE : . ;
o
+Consider PARP inhibitors for BRCA 2-altered uL WS+
u Olaparibs
mEucaparib+
uliraparib+’
+ PEComa<
¢ Sirolimus<

{ Everolimus«

37

= i

ca

M el R

Preferred Regimens:

+ Trabectedin®

o

Other Recommended Remmens:
T - ook rpidac
I . -

* Gemcitabine/dacarbazines

* Gemcitabinefvinorelbines
& Dacarbazines’
* Gemcitabines
#* Epirubicin®
& Ifosfamides
* Liposomal dexorubicin®
* Paropanib(Votrient)+
#* Temozolomides!

ey
& Enbulin (category 2B)+

& Temsirolimuzs?
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Uterine Carcinomas and Carcinosarcoma

I

Confined to the uterine corpus and ovary 47 &' A+ ¢ f{oer i

IA

Disease limited to the endometrium OR non-aggressive histological type, i.e. low- grade endometroid, with invasion of less
than half of myometrium with no or focal lymphovascular space involvement (LVSI) OR good prognosis disease

AR SR A S %?hijﬁ'tt}ﬂﬁ—\éﬁi' 4o & (grade 1 fe2) S+ g PR > RJe < 1/2 vop K > R 2 WAIUKT & F E)° -
B LRI (S R B

IA1

Non -aggressive histological type limited to an endometrial polyp OR confined to the endometrium
RPEPHER - TR ETFPAORE NS F P

IA2

Non -aggressive histological types involving less than half of the myometrium with no or focal LVSI
PP BERE< /2 v K A ERIHT LR

IA3

Low-grade endometrioid carcinomas limited to the uterus and ovary <A %+ g p %k > BT+ g foir i ¥

IB

Non-aggressive histological types with invasion of half or more of the myometrium, and with no or focal LVSI
Lzl ke 1/2 vop Koo B R IVH T & R

IC

Aggressive histological typese limited to a polyp or confined to the endometrium &je 2o % » B LApE P & 5§ p ok ©

II

Invasion of cervical stroma without extrauterine extension OR with substantial LVSI OR aggressive histological types with
myometrial 1nvas10n;|§a WEPIFFHFATPr SR R R SRR ERAE e g R

ITA

Invasion of the cervical stroma of non-aggressive histological types -z e % > &p 2+ g FAFTH

I1B

Substantial LVSId of non-aggressive histological types -z = it 2% » % £ ek = o § i2)°

IIC

Aggressive histological typese with any myometrial involvement & j° 4 & 3 » & iz o 3vp § &5

III

Local and/or regional spread of the tumor of any histological subtype = = 2 % 2] 54 § & 144

IITA

Invasion of uterine serosa, adnexa, or both by direct extension or metastasis 544 # 4 iz )= 1 F0k ~ B EL -

IITA1

Spread to ovary or fallopian tube (except when meeting stage IA3 criteria) #h#c: & fefij = # (7 £ & la3 2 §)

IITA2

Involvement of uterine subserosa or spread through the uterine serosa #4c % + 7 %k 7 > & 53 ¢ 5050k it

I1IB

Metastasis or direct spread to the vagina and/or to the parametria or pelvic peritoneum ## & & E#Hici s ~fo/ 213§ 3
G A F 2R

I1IB1

Metastasis or direct spread to the vagina and/or the parametria #4 & 2 #4F4c 2 A ~ fo/2 3+ 7 3 2%

I11B2

Metastasis to the pelvic peritoneum ## 3 % 2 #2278 5%

111C

Metastasis to the pelvic or para-aortic lymph nodes or both ## & # 255~ A %3 = L& - ¥

2
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1HIC1

=4

Metastasis to the pelvic lymph nodes ## 1 % 2 v =

-

HICIi

Micrometastasis &g #cis i #

HIClii

Macrometastasis £ « #& #

11(6¥)

Metastasis to para-aortic lymph nodes up to the renal vessels, with or without metastasis to the pelvic lymph nodes ## 3 i
B R AT ET 0 3 ARG R 2T RES

IIIC2i | Micrometastasis & i+ #& #
IIIC2ii | Macrometastasis E + # #
v Spread to the bladder mucosa and/or intestinal mucosa and/or distance metastasis 43 "5 AL ~ o/ & % F 30 ~ fo/ & F g
w#
IVA Invasion of the bladder mucosa and/or the intestinal/bowel mucosa i jo % % 2k chdb i » fo/ & % F Zp9%
IVB Abdominal peritoneal metastasis beyond the pelvis & vz % 5k # 428 F 2 w3t
Ve Distant metastasis, including metastasis to any extra- or intra-abdominal lymph nodes above the renal vessels, lungs, liver,

brain, or bone# 4 # > & 3T i T F b S RN~ T U R A g R

AJCC Prognostic Stage Groups

T N M
Stage 1 T1 NO Mo
Stage TA Tla NO Mo
Stage IB T1b NO Mo
Stage 11 T2 NO Mo
Stage 111 T3 NO Mo
Stage IITA T3a NO Mo
Stage I11B T3b NO Mo
Stage I1IC1 T1-T3 N1/N1mi/Nla MO0
Stage I11C2 T1-T3 N2/N2mi/N2a MO0
Stage IVA T4 Any N Mo
Stage IVB Any T Any N M1
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PR D AP RT A
ﬁé#m%*ﬁ%mfwﬁ
M?@ K ’5‘? AT P T TN R R SR

R o
@>ﬂﬂfaéﬁpa 3 F R

ViEH edroxyprogesterone(400 600mg/D) ~ Levonorgestrel = Megestrol(160-320mg/D)%
= J F" -2

Popig B = 3-6 B " D&C l%ﬁﬁﬂ?ﬁ% e =
&ﬁﬁ%ﬁﬁ&2%@’ié*+%w%%*#$+iﬁﬂﬂ
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+EFp ”i’;ﬁl-‘)%ﬁ”i R
TH/BSO and lymph node assessment may be performed by any surgical route (eg, laparoscopic, robotic, vaginal,

abdominal), although the standard in those with apparent uterine-confined disease is to perform the procedure via a
minimally invasive approach.

¥ - A(Type D2 % = | (Typel) 83 & &
RERFIE BE %ot =C54.0 ~ C54.1 ~ C54.3 ~ C54.8 ~ C54.9 Ir*f 2.6 R F % i==C54.2(myometrium)

¥ — Al(Type I) ¥ = A1(Typell)
Serous carcinoma (M-8441, 8460-8461)
Endometrioid carcinoma (M8380,8382-8383) Clear cell carcinoma (M-8310)
Small cell carcinoma (M-8041, 8045)
Mucinous adenocarcinoma (M8480) Neuroendocrine carcinoma, (M-8246)
NOS
Large cell neuroendocrine (M-8013)
. carcinomas
Adenosquamous carcinoma | (M-8560) Undifferentiated/dedifferentiated | (M-8020)
carcinomas
Endometrioi_d carcipoma with (M-8570) Mixed cell adenocarcinoma (M-8323)
squamous differentiation Squamous cell carcinoma (M-8070-8072, 8076)
Adenocarcinoma with (M-8574)
Adenocarcinoma. NOS (M-8140) neuroendocrine differentiation
' Carcinosarcomas (malignant mixed | (M-8950, 8980)
Mullerian tumor)

%= 3 (typell) + 7 P "l A deX = 2 ¥ = > ¢ 3 Total hysterectomy, BSO, BPLND, PALND, omentectomy, washing
cytology
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Ao Ry

H ek (1)

: > _>
FIGO Stage I~1l (A2 Bl =)
Pure ‘rﬁ-"‘—\‘gﬁ—rq}; "‘:K‘/é-}%‘ (2)
» endometrioid > TR ER > (FL 2 ] _ ) —
carcinoma FIGO Stage IIIA~11IB e
Malignant aee 2 IV
epith%lial | B3 + % pd fetiel G) |
(carcinoma) —»| FIGO Stage I1IC~1VB (i AZR )
High-risk .
—»| endometrial Jj{f”i% J’I'\:@'F,-(serous —> I ARR] - —>
Carcinoma adenocarcinoma)
histolo 7
&y p| *m¥ g (clear cell ”
. > ﬁi%] ~
adenocarcinoma) —>
Malignant mesenchymal y Undifferentiated/
(sarcoma) Dedifferentiated —>| AR —
+ Low-grade endometrial carcinoma
stromal sarcoma (ESS)
or adenosarcoma P B E MR e o 1o ] L
S | — = > e i >
* High-grade ESS (carcinosarcomz) A
+ Undifferentiated uterine
sarcoma (UUS) 03y BEE BT
« Uterine leiomyosarcoma P96 % [F]—
(uLMYS) o AL
* Other sarcoma
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1-5. F % RSk ic Rk
[ s &L g FIGO Stage I-1] 7 = indfr (1)
Total Bilateral o| 2 RE
Zhe= )\
‘ hysterectomy SLN i‘h w0
LR | and bilateral identified Grade 1-2, less than or equal e
£ jF " salpingo-oop to 50% invasion and tumor K (P10)
diameter less than or equal
horectomy Unable to P to2 cm | >
(TH/ BSQ) identify or - with/without lymph node
B }]% 7= and surgical map t‘ dissection
TR staging bilateral [ | : : :
=
3 SLN i@ Grade 1-2, greater than 50% 3,11(:;31 ngsilgznséag ne
FIGO o invasion or Tumor diameter para-g orfic node
reater than 2 cm with an .
Stage ¥ ignvasion or Grade 3 and i ls)ailmpllnfgr(omental ]
I~11 non- endometroid cell type noc;lise}r; d(())me trioid
(papillary serous, clear cell, cell type)
F R A E g (R PR carcinosarcoma) P
w3 R Y -
‘i;f' 7& z % iRl /8 b LR R EEEGiA Hp 2 g AL
1B 51 P Py trt (,J_
’ AR T )
BEEEY
4T > A AR
- EBRT and/or brachytherapy (preferred)
_> -;‘i:\ jé':‘ I Or . . .
£ Consider hormone(including
progestin IUD) therapy in select patients
A2 =
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3R HL IR

[ E BT 5 F ¢ 5 RRFIGO Stage NA~INB] & =< icf (2) 0o A 2

Pl iag (pl0)
TH or radical hysterectomy
(RH) and BSO and surgical
Staging
9o %L A
p ¥ LA i ;A n
Rt & & R || EEieRen)
TR
Z=EFIGO .
Stage TH/BSO and (/7‘.1 2 B+ - )
”| tbrachytherapy 4-12 weeks post RT
Surgical resection,if
rendered operable4—12
EBRT \c/)vreeks post RT
—»| +brachyth > L .
N I;Cj/}jr+ era}gy Definitive RT if
- —e inoperable
—> | wE E [
OP if
- operable(EBRT
S E R ERR ¢ > + brachytherapy >
if still inoperable) AL =

b R R S NS LE SR S i %/r}é‘ e R B LB R 2 (GRR PS)
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1-5. 3 7 ] OER2 ioR

(i 5 + % ¢ f HFIGO Stage IC~IVB] 7 =ik (3)

v Abdominal/pelvic TH/BSO + surgical o e ,
V] confined disease staging/debulking L RES S
R FIGO Stage 11IC~IVA (consider preoperative BY sk (P10)
chemotherapy)
e
T et R A3 * Systemic therapy
FIGO Stage IVB ™ and/or EBRT —>
and/or SBRT
Wi 4 * Consider palliative TH/BSO
+ 7 ¢}
Tk > i B
d T e
FIGO Abdominal/pelvic EBRT LA (RAZH )
Stage & confined disease | * brachyt-herapy - e ",’f -
IiC~1vB 3 FIGO Stage I1IC~IVA + systemic therapy 4-12 weeks
N ;1 A' post RT
Vica S o th
ystemic therapy
AT
~ vz P#"" 7
i Fe P R A —»| Systemic therapy p| L
FIGO Stage IVB and/or RT >
based on
response
T A7 B

KRB R B ISR R R iR SRR & LR R GEL PIS)
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1-6. 3+ g PR ZEL AP B2 H ok

FIGO Stage

Histologic
Grade

Adjuvant Treatment

IA

Gl, G2

Observation preferred
or
Consider vaginal brachytherapy if lymphovascular space invasion (LVSI)and/or age >60 y

G3

Vaginal brachytherapy preferred

or

Consider observation if no myoinvasion

or

Consider EBRT if either age >70 y or LVSI (category 2B)

IB

Gl

Vaginal brachytherapy preferred
or
Consider observation if age <60 y and no LVSI

G2

Vaginal brachytherapy preferred

or

Consider EBRT if =60 y and/or LVSI

or

Consider observation if age <60 y and no LVSI

G3

RT (EBRT and/or vaginal brachytherapy) + systemic therapy (category 2B for systemic therapy)

II

G1~G3

EBRT (preferred) and/or vaginal brachytherapy
+ systemic therapy (category 2B for systemic therapy)

-1V

Systemic therapy
+ EBRT
+ vaginal brachytherapy

10
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PR AL (N FR) T T g S — EERIE R T TR ADJUVANT TREATMENT
mStage [A, G1-2 and Work up
no LVSI and Age <60 P Bk - PR
mStage A, G3 and (Optional) "
» Age <60 and no LVSI p
and no myometrial i
invasion e > Vaginal
7 brachytherapy
:d Stage IA G3 or Work up N Surgical OB S B A H 2
e — Stage IB G1-2 and > B ER L B . restaginge —T #es s R (P10)
N Age >60 and no LVSI (Optional) L5 — [ ”| orbiopsy
ii L >R ek (L) ARR S
7 Stage 1A, G1-3 and — Surgically * [f not surgi_cally restaged
: LVSI Work up — restage or and substantial LVSI,
N B’ ¢ H
g » Stage IB, G1-2 and BiFws pathologic consider EBRT
e LVSI L, Bt | confirmation + brachytherapy
i Stage IB, G3 = LVSI gf metas_tatif
Stage II isease inselect
age patients —>
—> B - RELY I RS R
s > 2_ 4 B4 55 % (P10)
At least > stage IIIA -
_’ >
AR R T

* * risk-factors age >60 y,grade 2 or 3, depth of invasion to outer half, and LVSI

* 1 E #3458 ~ Stage IA ~ Gl

’ 5F§;?Z*7“/’f

LR =RLY S NP SEY SRl U Bl Sl L S EY SR R SN At

11
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1-83 7 AR ET 2

T+ F el
ZaTE MR
(grade 1)

s AT R
l‘f;',xfl A F 3 F\ i

- & )

4 T Ao 4 /Jf%ﬁ

- k-
4 At

oy 1

e AR
Fhi R R
(Optional)

© ATl
(Optional)

3 3 WA 5]

A 4

L3 #ck
*Medroxy-
progesterone
*Levonorgestrel
IUD (preferred
for fertility
preservation)
*Megestrol
*Leupline
2. Weight
management
3.and/or [FIfHE
459
*Glucophage

12
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| B!

&R e

Encourage

conception(with continued
surveillance/endometrial
sampling every 6-12 months
and consider maintenance
Progestinbased therapy

if patient not actively trying
to conceive)

A

-+t - B

o3 Ml

!

RLp =ikl
Ovarian preservation
may be considered in
select patients

TH/BSO with Staging afte
Childbearing

complete or progression
of disease on

Endometrial sampling

L Ry

Ovarian preservation

may be considered

in select premenopausal
patients

i A2 =
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1-9. High risk carcinoma- 5]tn’§ A Hﬁl-‘)%( serous adenocarcinoma)

ADJUVANT TREATMENT
Observe
No residual |~
> disease
If Negative Washings:
Vaginal brachytherapy
T systemic therapyh
Noninvasive (category 2B for systemic
. ——} —’
. TH/BSO aI_ld Stage IA therapy) or Observe
> Sqltable for _ 5 Surgical Staging | If Positive Washings:
primary surgery « Consider Systemic therapy and
maximal tumor vaginal brachytherapy
5}]55 ek B;j‘{:}% debulking for S i
; t t
(‘serous gross disease Invasive ;EBGETIC erapy
adeIIOCElI'Canl’l’la) ” — > Stage IA —> + Vaginal brachytherapy
Stage IB, II or
EBRT
+ vaginal brachytherapy
5| Stage I, IV || Systemic therapy
+ EBRT
EBRT + vaginal brachytherapy
T brachytherapy T 3T £ jiFeh
. + i —> | = M
Not suitable th:/;temlc TS
_y» | for primary —> Py
surgery : Re-evaluate for
Ly | systemic therapy » surgical
resection and/or
LETSEEE R R AEE ER A £ R il LR T CEA K1 based on A -
response

13
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1-9. High risk carcinoma- % »*2 % (clear cell adenocarcinoma)

ADJUVANT TREATMENT
—| No residual »| Observe
disease
If Negative Washings:
Vaginal brachytherapy
« TH/BSO and + systemic therapyh
SuégicaldStaging Noninvasive | | E}(iatego;y 2]%£or systemic
. « Consider —> erapy) or Observe
Suitable for maximal tumor Stage IA If Positive Washings:
primary surgery ' debulkine f —> Systemic therapy and
cbu 1.ng or vaginal brachytherapy
—— gross disease
T Ty Invasive Systemic therapy
(clear cell Stage 1A + EBRT
adenocarcinoma) > — Stage 1B, 1 » =+ vaginal brachytherapy
or
EBRT
+ vaginal brachytherapy
Stage III, IV Systemic therapy
— | +EBRT
| EBRT + vaginal brachytherapy
Not suitable + brachytherapy — LATEE R+ pin
—> | for primary | + systemic GRTRES
surgery therapy
Re-evaluate for
|| systemic therapy »| surgical
resection and/or
RT based on
ADEPLR R L EISRAFE ok N e sk & B 2 (G2 P.18) response o AR~

14
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1-9. High risk carcinoma -Undifferentiated/dedifferentiated carcinoma

ADJUVANT TREATMENT

+ TH/BSO and Surgical _
Staging Systemic therapy
Suitable for . Consider maximal + EBRT1b -
: —> —» | =+ vaginal brachytherapy
primaty surgety tumor debulking for
gross disease
Undifferentiated/d
edifferentiated -
carcinoma -
Systemic therapy Re-evaluate for surgical
Not suitable for +EBRT » resection and/or
| primary surgery +vaginal RT based on response
brachytherapy
K2 PPN R R AT ESRARE ek S RSk & LB R (B PI8) AR R4

15



1-9. High risk carcinoma -Carcinosarcoma
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Carcinosarcoma

Chung Shan Medical University Hospital

3 3 WA 5]

L E R ALY SR AREE SEE

v

LA
" F

Suitable for
primary surgery

« TH/BSO and
Surgical Staging
+ Consider

maximal tumor
debulking for
gross disease

Clinical Guideline 2024 version 14.0

Uterine-confined
disease + pelvic
nodal
involvement

on imaging

Not suitable
for primary
surgery

Other metastatic
disease

o B R LR B A R 2 (FER P.AB)

/'

16

Best supportive care

ADJUVANT TREATMENT
Stage TA ., Systemic therapy
—> + vaginal brachytherapy
+EBRT
Systemic therapy
Stage IB, II, |—p| + EBRT
IIL, IV + vaginal brachytherapy
EBRT
+ brachytherapy |__,| & ATF 5 £ jiren® s |-
+ systemic
therapy )
Re-evaluate for surgical
<vstemic thera — 3| resection and/or
y Py RT based on response
Systemic therapy
* EBRT
—»| or

o A2 )
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1-10. 8250 » L B2 8 Ak

B R RBEES TER R BReR

Locoregional recurrence
(Negative for distant metastases

IS | -
$aEE 36 B >

‘ ; - > on radiologic imaging) L | RREEISFpLT
VIEY - Z 0208
F6B Y EL- &
2.5 E 6 B -
EG I i SRR IR
= -& - :'7( ESI=DEYN
/[’h‘ 7‘/\ = i, /%
3. H.’g%ﬂ Xflcfﬁﬁ : + %ikf‘]']f}%‘ ﬁ/é—_iyu{f%)i_ﬁ\,g gfﬁf; LIS r.%_"p ‘bl—fi
£l1E- % - jp ST NP NG SV 3 Q==
e e > - » or Ablative therapy R P
4. F HREARE P %5 or %2 Eing R
VA PT ETR ’
5.CA125is% w3 =
Ok E o BEX
i BFAT S
If progression,
vy Best supportive
> 3: - R »| Systemic therapy | care
R ANLREA + palliative EBRT g

LSS IAEY-BE SUE SR E 501 4 SR E 5 SR SR Y P C N NL) D
(N A -
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CLINICAL PRESENTATION THERAPY FOR RELAPSE ADDITIONAL THERAPY
EBRT EBRT
+ brachytherapy - | £ brachytherapy
+ systemic therapy Disease » | + systemic therapy
confined to
No prior RT or vagina or
Locoregional to site of > paravaginal
recurrence recurrence Surgical exploration / soft tissue EBRT
* Negative + resection + IORT Pelvic lymph »| + systemic therapy
for distant (category 3 for node
metastases Previous —> IORT)
on radiologic brachytherapy Locoregional
imaging only disease
Prior EBRT
to site of . .
recurrence Surglcall exploration
. + resection £ JORT
Previous
EBRT (category 3 for
IORT)
and/or Systemic
Systemic therapy Microscopic | | therapy
=+ palliative EBRT residual + EBRT
or disease
Brachytherapy Ly Upper .
+ systemic therapy abdominal/
peritoneal Gross upper
abdominal . pl6
residual
disease

18
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1-11. F g P %oz > P 0%

Primary or Adjuvant Therapy (Stage I-1V)

Chemoradiation Therapy

Systemic Therapy

Preferred Regimens
* Cisplatin plus RT followed by carboplatin/paclitaxel

Other Recommended Regimens

(if cisplatin and carboplatin are unavailable)
* Capecitabine/mitomycin

» Gemcitabine

* Paclitaxel

Preferred Regimens

* Carboplatin(or Cisplatin)/paclitaxel

* Carboplatin/paclitaxel/pembrolizumab (for stage I11-1V tumors, except
for carcinosarcoma) (category 1)

» Carboplatin/paclitaxel/dostarlimab-gxly (for stage I11-1V tumors)
(category 1)

* Carboplatin/paclitaxel/trastuzumab (for stage 111/V HER2-positive
uterine serous carcinoma)

» Carboplatin/paclitaxel/trastuzumab (for stage I1I/IV HER2-positive
carcinosarcoma)

RECURRENT DISEASE

First-Line Therapy for Recurrent Disease

Second-Line or Subsequent Therapy

Preferred Regimens

« Carboplatin(or Cisplatin)/paclitaxel(category 1 for
carcinosarcoma)
«Carboplatin/paclitaxel/pembrolizumab(except for
carcinosarcoma)(category 1)

* Carboplatin/paclitaxel/dostarlimab-gxly (category 1)

«Carboplatin(or Cisplatin)/paclitaxel/trastuzumab
(for-HER2-positive uterine serous carcinoma and carcinosarcoma)

Other Recommended Regimens
* Carboplatin/docetaxel

* Carboplatin/paclitaxel/bevacizumab

Useful in Certain Circumstances
(Biomarker-directed therapy: after prior platinum-based therapy
including neoadjuvant and adjuvant)

Other Recommended Regimens
« Cisplatin/doxorubicin

« Cisplatin/doxorubicin/paclitaxel
« Cisplatin

« Carboplatin

« Doxorubicin

» Liposomal doxorubicin

* Paclitaxel

* Albumin-bound paclitaxel

* Topotecan

* Bevacizumab

» Temsirolimus

«Cabozantinib

* Docetaxel(category 2B)

« Ifosfamide (for carcinosarcoma)

« Ifosfamide/paclitaxel (for carcinosarcoma)

19
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*Lenvatinib/pembrolizumab(category 1) fo MMR-proficient - Cisplatin/ifosfamide (for carcinosarcoma)

(pPMMR) tumors

 Pembrolizumab(for TMB-H/MSI-H/dMMR tumors)

* Dostarlimab-gxly(for MSI-H/dMMR tumors) Useful in Certain Circumstances (Biomarker-directed therapy)
* PMMR tumors

Lenvatinib/pembrolizumab (category 1)
e TMB-H tumors

Pembrolizumab

* MSI-H/dMMR tumors
Pembrolizumab

Dostarlimab-gxly

Avelumab

Nivolumab

* HER2-positive tumors (IHC 3+ or 2+)
Fam-trastuzumab deruxetan

* NTRK gene fusion-positive tumors
Larotrectinib

Entrectinib

HORMONE THERAPY for Recurrent or Metastatic Endometrial Carcinoma

Preferred Regimens Other Recommended Regimens Useful In Certain Circumstances

*Megestrol/tamoxifen (alternating) *Medroxyprogesterone

« Everolimus/letrozole acetate/tamoxifen(alternating) ER-positive tumors
*Progestational agents Letrozole/ribociclib

Medroxyprogesterone acetate - Megestrol
*Aromatase inhibitors

Letrozole/abemaciclib

eTamoxifen

*Fulvestrant

20
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Hormonal Therapy for Uterine-Limited Disease Not Suitable for Primary Surgery or for Those Desiring Uterine Preservation

for Fertility

Preferred Regimens Other Recommended Regimens

Levonorgestrel intrauterine device(1UD) *Progestational agents

Medroxyprogesterone acetate ~ Megestrol

Adjuvant chemotherapy

Paclitaxel+Cisplatin

Paclitaxel (135/175)mg/m2 1v d1

Cisplatin 75mg/m?2 iv dl

g3w x 6wks cycles

Homesley HD, Filiaci V, Gibbons SK, et al. A randomized phase Il trial in advanced endometrial carcinoma of surgery and volume directed radiation
followed by cisplatin and doxorubicin with or without paclitaxel: A Gynecologic Oncology Group study. Gynecol Oncol 2009;112:543-552.

Paclitaxel+Carboplatin

Paclitaxel (135/175)mg/m2 iv dl
Carboplatin AUC (4-6) iv dl

q3w x 6wks cycles

Miller D, Filiaci V, Fleming G, et al. Randomized phase Il noninferiority trial of first line chemotherapy for metastatic or recurrent endometrial
carcinoma: a Gynecologic Oncology Group study [abstract]. Gynecol Oncol 2012;125:771.

Doxorubicin +Cisplatin

Doxorubicin 50mg/m? iv dil
Cisplatin 75mg/m? iv dl
q3w x 6 cycles

Homesley HD, Filiaci V, Gibbons SK, et al. A randomized phase Il trial in advanced endometrial carcinoma of surgery and volume directed radiation
followed by cisplatin and doxorubicin with or without paclitaxel: A Gynecologic Oncology Group study. Gynecol Oncol 2009;112:543-552.

Doxorubicin +Carboplatin

Doxorubicin 50mg/m?iv dl
Carboplatin AUC (4-6) iv dl

21




- . "
Chung Shan Medical University Hospital -+ ? ‘fﬂ )%/p%‘ J}'Ej 7 I Clinical Guideline 2024 version 14.0

\ q3'w X 6 cycles \
Homesley HD, Filiaci V, Gibbons SK, et al. A randomized phase lll trial in advanced endometrial carcinoma of surgery and volume directed radiation
followed by cisplatin and doxorubicin with or without paclitaxel: A Gynecologic Oncology Group study. Gynecol Oncol 2009;112:543-552.

Cisplatin+Ifosfamide

Cisplatin 50-100mg/m? iv dl
Ifostamide 3-5g/m?iv dl
q3w x 6 cycles

Howard D. Homesley, Virginia Filiaci, Maurie Markman, et al. Phase IIl Trial of Ifosfamide With or Without Paclitaxel in Advanced Uterine
Carcinosarcoma: A Gynecologic Oncology Group Study.JCO February 10, 2007 vol. 25 no. 5 526-531

Carboplatin+Ifosfamide

Carboplatin AUC (4-6) iv dl
Ifosfamide 3-5g/m? v dl
q3w x 6 cycles

A. Pawinskil, a, e, S. Tumolob, G. Hoeselc, A. Cervantesd, et al. Cyclophosphamide or ifosfamide in patients with advanced and/or recurrent
endometrial carcinoma: a randomized phase Il study of the EORTC Gynecological Cancer Cooperative Group.European Journal of Obstetrics &
Gynecology and Reproductive Biology Volume 86, Issue 2, October 1999, Pages 179-183

Cisplatin + doxorubicin +paclitaxel (Taxol)

Doxorubicin 45mg/m2 1V + cisplatin 50mg/m?2 iv dl
Paclitaxel 160mg/m2 3-hr iv d2
Filgrastim Smcg/kg SC.Repeat cycle every 3 weeks for max 7 cycles. d3-12
Maximum BSA of 2.0 was used for calculations.

1.NCCN Clinical Practice Guidelines in Oncology™. Uterine Neoplasms.v 2.2012. Available at:

http://www.nccn.org/professionals/physician_gls/pdf/uterine.pdf. Accessed February 24, 2012.
2.Fleming, GF, Brunetto VL, Cella D, et al. Phase lll trial of doxorubicin plus cisplatin with or without paclitaxel plus filgrastim in advanced endometrial
carcinoma: a Gynecologic Oncology Group Study. J Clin Oncol. 2004;22:2159 - 2166.

Ifosfamide (Ifex) + paclitaxel

Paclitaxel 135mg/m2 administered as a 3-hr iv dl
Ifosfamide 1.6g/m2/day iv (1.2g/m2/day if patient received prior radiation).  d1-3
Repeat cycle every 3 weeks for 8 cycles.

1.NCCN Clinical Practice Guidelines in Oncology™. Uterine Neoplasms.v 2.2012. Available at:
http://www.nccn.org/professionals/physician_gls/pdf/uterine.pdf. Accessed February 24, 2012.
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http://www.sciencedirect.com/science/journal/03012115/86/2

- . "
Chung Shan Medical University Hospital -+ ? ‘fﬂ )%/p%‘ J}'Ej 7 I Clinical Guideline 2024 version 14.0

Zﬁomesley HD, Filiaci V, Markman M, et al. Phase Ill trial of ifosfamide with or without paclitaxel in advanced uterine carcinosarcoma:a Gynecologic
Oncology Group study. J Clin Oncol.2007;25:526 - 531.

Bevacizumab (Avastin)+/-Chemotherapy

Bevacizumab 7.5- 15mg/kg iv dl

Repeat cycle every 3 weeks

1.NCCN Clinical Practice Guidelines in Oncology™. Uterine Neoplasms.v 2.2012. Available at:

http://www.nccn.org/professionals/physician_gls/pdf/uterine.pdf. Accessed February 24, 2012.
2.Aghajanian C, Sill MW, Darcy KM, et al. Phase I trial of bevacizumab in recurrent or persistent endometrial cancer: a Gynecologic Oncology Group
study. J Clin Oncol. 2011;29(16): 2259 - 22665.

Doxorubicin liposome

Doxorubicin liposome (25-45)mg/ m* iv dl

q3w

Pujade-Lauraine E, Wagner U, Aavall-Lundqvist E, et al. Pegylated liposomal doxorubicin and carboplatin compared with paclitaxel and
carboplatin for patients with platinum-sensitive ovarian cancer in late relapse. J Clin Oncol 2010;28:3323-3329.

Taxol+Lipo-dox

paclitaxel 135-175mg/m2 v di
Doxorubicin liposome (25-45)mg/ m* iv

dl

q3w

Pujade-Lauraine E, Wagner U, Aavall-Lundgvist E, et al. Pegylated liposomal doxorubicin and carboplatin compared with paclitaxel and carboplatin for patients
with platinum-sensitive ovarian cancer in late relapse. J Clin Oncol 2010;28:3323-3329.

Cisplatin+Lipo-dox

Cisplatin 75-100 mg/m? iv di
Doxorubicin liposome (25-45)mg/ m* iv d1
q3w

Pujade-Lauraine E, Wagner U, Aavall-Lundgvist E, et al. Pegylated liposomal doxorubicin and carboplatin compared with paclitaxel and carboplatin for patients
with platinum-sensitive ovarian cancer in late relapse. J Clin Oncol 2010;28:3323-3329.

Carboplatin+Lipo-dox

Carboplatin AUC (4-6) iv dl
Doxorubicin liposome (25-45)mg/ m* iv d1
qQ3w
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Pu]vade-Lauraine E, Wagner U, Aavall-Lundgvist E, et al. Pegylated liposomal doxorubicin and carboplatin compared with paclitaxel and carboplatin for patients
with platinum-sensitive ovarian cancer in late relapse. J Clin Oncol 2010;28:3323-3329.

Hormonal therapy
Megestrol
Megestrol 40-160 mg /d

QD x 6months
1.Fiorica JV, Brunetto VL, Hanjani P, et al. Phase Il trial of alternating courses of megestrol acetate and tamoxifen in advanced

endometrial carcinoma: a Gynecologic Oncology Group study. Gynecol Oncol 2004;92:10-14. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/14751131.

2.Pandya KJ, Yeap BY, Weiner LM, et al. Megestrol and tamoxifen in patients with advanced endometrial cancer: an Eastern Cooperative Oncology
Group Study (E4882). Am J Clin Oncol 2001;24:43-46.Available at: http://www.ncbi.nlm.nih.gov/pubmed/11232948.

Medroxyprogesterone
Medroxyprogesterone 400-800 mg /d
QD x 6months

1.Whitney CW, Brunetto VL, Zaino RJ, et al. Phase II study of medroxyprogesterone acetate plus tamoxifen in advanced endometrial
carcinoma: a Gynecologic Oncology Group study. Gynecol Oncol 2004;92:4-9. Available at:http://www.ncbi.nlm.nih.gov/pubmed/14751130.
2.Thigpen JT, Brady MF, Alvarez RD, et al. Oral medroxyprogesterone acetate in the treatment of advanced or recurrent

endometrial carcinoma: a dose-response study by the Gynecologic Oncology Group. J Clin Oncol 1999;17:1736-1744. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/10561210.

Levonorgestrel IUD

\ Levonorgestrel IUD Intrauterine Devise x1
Baker J, Obermair A, Gebski V, Janda M. Efficacy of oral or intrauterine device-delivered progestin in patients with complex endometrial hyperplasia with atypia or
early endometrial adenocarcinoma: a meta-analysis and systematic review of the literature. Gynecol Oncol 2012;125:263-270. Available
at:http://www.ncbi.nlm.nih.gov/pubmed/22196499.

Leupline

Leupline 375mg IM
qm x 6months

1.A.R. Jeyarajah, M.D.C.J. Gallagher, M.D., Ph.D.P.R. Blake, M.D,et al.Long-Term Follow-up of Gonadotrophin-Releasing Hormone Analog Treatment for
Recurrent Endometrial Cancer. Gynecologic Oncology Volume 63, Issue 1, October 1996, Pages 47 - 52

2. Tirso Pérez-Medina, M.D.José¢ Bajo, M.D.Gonzalo Folgueira, M.D.,et al. Atypical Endometrial Hyperplasia Treatment with Progestogens and
Gonadotropin-Releasing Hormone Analogues: Long-Term Follow-up. Gynecologic Oncology Volume 73, Issue 2, May 1999, Pages 299 - 304
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1-12. 3 7 P k2 SR
® Adjuvant treatment

B Whole pelvic irradiation: total 45-55Gy
B VBT boost: HDR 4-6Gy x 2-3 Fractions
B VBT alone: HDR 4-6 Gy x 6-8 Fractions
B Consider dose escalation to gross disease
IVBT : intravaginal brachytherapy

HDR(high dose rate)
® Definitive

B Whole pelvic irradiation: total 45-60Gy + HDR ICBT 4-6 Gy * 5-6 Fractions
ICBT : intracavitary brachytherapy

* Prefer 3D CRT , IMRT, or IGRT(optional)

*If gross disease in the lymph node(+) - Target dose for nodes can range from 54 to 66 Gy
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2-1.4 ¥f (Leiomyosarcoma and Endometrial Stromal Sarcoma)

TNM FIGO 4 #f Primary Tumor

Categories

TX Primary tumor cannot be assessed

T0 No evidence of primary tumor

T1 I Tumor limited to the uterus

Tla IA Tumor 5 cm or less in greatest dimension

T1b IB Tumor more than 5 cm

T2 II Tumor extends beyond the uterus, within the pelvis

T2a ITA Tumor involves adnexa

T2b IIB Tumor involves other pelvic tissues

T3 III Tumor infiltrates abdominal tissues

T3a [ITA One site

T3b I11B More than one site

N1 IIC Regional lymph node metastasis

T4 IVA Tumor invades bladder or rectum

M1 IVB Distant metastasis(excluding adexa, pelvic and abdominal tissue)
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CaIeNgg/ll’ieS FIGO 4 ¥y Regional Lymph Nodes
NX Regional lymph nodes cannot be assessed
NO No regional lymph node metastasis
NO(i+) Isolated tumor cells in regional lymph node(s) no greater than 0.2 mm
N1 IIC Regional lymph node metastasis
TNM FIGO 4 #f Distant Metastasis
Categories
MO No distant metastasis
MI1 IVB Distant metastasis (excluding adnexa, pelvic, and abdominal tissues)
AJCC 8th T N M
Stage | T1 NO MO
Stage IA Tla NO MO
Stage 1B T1b NO MO
Stage II T2 NO MO
Stage IITA T3a NO MO
Stage I1IB T3b NO MO
Stage IIIC T1-3 N1 MO
Stage IVA T4 ANY MO
Stage IVB ANY ANY M1
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Uterine Sarcoma

TNM FIGO 4 ¥y Primary Tumor

Categories

TX Primary tumor cannot be assessed

T0 No evidence of primary tumor

T1 | Tumor limited to the uterus

Tla IA Tumor limited to the endometrium/endocervix

T1b IB Tumor invades less than or equal to half myometrial invasion

Tlc IC Tumor invades more than half myometrial invasion

T2 II Tumor extends beyond the uterus, within the pelvis

T2a ITIA Tumor involves adnexa

T2b 1B Tumor involves other pelvic tissues

T3 111 Tumor infiltrates abdominal tissues

T3a 1A One site

T3b I11B More than one site

N1 IIIC Regional lymph node metastasis

T4 IVA Tumor invades bladder or rectum

M1l IVB Distant metastasis (excluding adnexa, pelvic, and abdominal tissues)
CaIeNg(';’r'ieS FIGO A # Regional Lymph Nodes

NX Regional lymph nodes cannot be assessed

NO No regional lymph node metastasis

NO@i+) Isolated tumor cells in regional lymph node(s) no greater than 0.2 mm
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N1 IIC Regional lymph node metastasis
TNM FIGO 4 ¥y Distant Metastasis
Categories
MO No distant metastasis
MI IVB Distant metastasis (excluding adnexa, pelvic, and abdominal tissues)
AJCC 8th T N M
Stage [ TI NO MO
Stage IA Tla NO MO
Stage 1B T1b NO MO
Stage IC Tlc NO MO
Stage II T2 NO MO
Stage I1IA T3a NO MO
Stage I11B T3b NO MO
Stage ITIC T1-3 N1 MO
Stage IVA T4 ANY MO
Stage IVB ANY ANY M1
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INITIAL CLINICAL

FINDINGS

ADDITIONAL
EVALUATION

Diagnosed after
TH or
supracervical
hysterectomy
(SCH) + BSO

+ Expert
pathologic review
and consider
molecular testing

Imaging

Consider ER/
PR testing for
LMS, ESS, and
adenosarcoma

3 WA d 5]

Tumor initially
fragmented

or

Residual cervix

<

Residual tube/
ovary

30
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PRIMARY
TREATMENT

Consider
re-exploration/rere
section

Consider completion
salpingo-oophorecto

—*| my (USO)/BSO

especially if
low-grade ESS,
adenosarcoma or
ER-positive tumor

Low-grade
ESS

or
Adenosarco
ma

or

High- grade
ESS

or

uus

or

uLMS

or Other
sarcomas
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Initial clinical findings Primary treatment
Di TH with en bloc resection+ BSO
lini'stiisfo + Additional surgical
utlerus "| resection for intraoperative "| Low-grade ESS
discovery of extrauterine or
4 disease is individualized Adenosarcoma
or
TH with en bloc High- grade ESS
. . Surgical || resection — or
1 . '
Di db 1.Expert pathologic Known or g:::éizrrlsg;%;aon : resection + BSO.And UusS
1§gnose M | review Suspected s oSvmptoms Resection of or
1opsy or "| 2.Imaging Extrauterine | | Ey P fdi Metastatic focus Ulms
myomectomy 3. ER/PR disease eExtent o disease or Other sarcomas
testing(Optional) *Resectability No surgical
resection
A 4 J'
. Systemic therapy*
Mot sultable for > and/or > SURVEILLANCE
primary surgety Palliative EBRT
* brachytherapy
AL R

% Systemic therapy © & 5 i* sk & F ok S iRk & LB K2 (GRRL P32)

4

31



Chung Shan Medical University Hospital

\ 4

2-2.F F BHE B A FRE AR

Pathologic findings
/Histologic grade

3 3 WA S

Adjuvant treatment

Low-grade

Endometrial Stromal sarcoma
(ESS)

or

Adenosarcoma without
Sarcomatous over growth (SO)

Adenosarcoma with SO

A 4

Stage |

Stagell ~ III ~ IVA
— IVB

\ 4

BSO (preferred)

or

Observe,especially if
menopausal or prior BSO

Clinical Guideline 2024 version 14.0

4@

Stagell ~ III ~ IVA

" IVB

v

BSO

* anti-estrogen hormone
therapy

T EBRT(palliative for Stage
IVB)

(category 2B for EBRT for
Stage II. II1. IVA)

A\ 4

BSO (preferred)

or

Observe,especially if
menopausal or prior BSO

BSO

Consider systemic therapy
(recommended

for residual measurable disease)

* EBRT (palliative for Stage IVB)
(category 2B for EBRT for Stage II,
111, IVA)

32
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Pathologic findings
/Histologic grade

Chung Shan Medical University Hospital

- High-grade ESS
- UUS
- uLMS

> Stage I

A

Stage II -
11

\4

Stage
TVA

3 3 WA S

Adjuvant treatment

Observe

Clinical Guideline 2024 version 14.0

Consider observation if
completely resected with
negative margins
Or Systemic therapy*
and/or

EBRT

A 4

A 4

Stage
TVR

A 4

Systemic therapy*

and/or
EBRT

A 4

SURVEILLANCE

\ 4

\ 4

Systemic therapy* + palliative EBRT

% Systemic therapy @ & 5 I E ok & FE 5ok & thde o & L £ B2 (GEL P32)
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Surveillance

Recurrence

@Physical exam every
3-4 mo for 2y,
then every 6-12 mo
@ Chest x-ray annually
@ CTMRI as clinically
indicated
@Patient education
regarding symptoms

A 4

Local recurrence -

e Vagina/pelvis

eNegative chest and
abdominalpelvic
CT,confirming local
vaginal recurrence

3 3 WA S

Clinical Guideline 2024 version 14.0

% Systemic therapy © & 5 * Eio R & oK ke sk & LB E(GEL P32)

\ 4

Isolated metastases

A 4

Therapy for relapse
> AT E AT

Sugical resection or other local ablative therapy:
. . . . *
Consider preoperative or postoperative Systemic therapy

\ 4

Disseminated disease

A 4

Resectable >  or
Consider preoperative or postoperative EBRT
. *

_| Systemic therapy If response,

Unresectable "| £ EBRT consider surgery+
T ablative therapy EBRT
Systemic therapy* * palliative EBRT
™ or
Supportive care
oA
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2-3. 3 7 BEF BLAH A

Recurrence Therapy for relapse

Surgical exploration
+ resection

For residual disease:

4
v

"| No prior RT + IORT _ » Consider EBRT =+ brachytherapy
Consider preoperative + systemic therapy
EBRT, _

* systemic therapy

Radiologically
isolated

vaginal/ pelvic EBRT
recurrence >

T brachytherapy
*

systemic therapy*

Surgical exploration + resection+ IORT + systemic therapy™
or

Systemic therapy™

or

Selected re-irradiation with EBRT and/or brachytherapy

—  Prior RT ’

A7 B T
% Systemic therapy : & 5 “ E ok & A e R S5 Rk & LB B2 (GEL P32)
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SYSTEMIC THERAPY FOR UTERINE SARCOMA

(Clinical trials strongly recommended)

Systemic Therapy

HORMONE THERAPY
(For Low-grade ESS or Hormone Receptor Positive (ER/PR) uLMS or

Adenosarcoma Without SO):

First-Line Therapy

Preferred Regimens:
% Doxorubicin

% Docetaxel/gemcitabine

% Doxorubicin/trabectedin (for LMS)1
* Doxorubicin/ifosfamide

* Doxorubicin/dacarbazine

Useful in Certain Circumstances
* Biomarker-directed therapy
NTRK gene fusion-positive tumors
¢ Larotrectinib

¢ Entrectinib

IMT with ALK translocation

¢ Crizotinib

¢ Ceritinib

¢ Brigatinib

¢ Lorlatinib

O Alectinib

* PEComa

Albumin-bound sirolimus

Preferred Regimens:
% Aromatase inhibitors for low-grade ESS or adenosarcoma without SO

Other recommended regimens:
% Medroxyprogesterone acetate (category 2B for ER/PR positive uLMS)

% Megestrol acetate (category 2B for ER/PR positive uLMS)

% Aromatase inhibitors( for ER/PR positive uLMS)

* GnRH analogs (category 2B for low-grade ESS and ER/PR positive uLMS)
* Fulvestrant

Second-Line or Subsequent Therapy

Biomarker-Directed Systemic Therapy for Second-Line Treatment
* Pembrolizumab for TMB-H tumors

«Consider PARP inhibitors for BRCA2-altered uLMS

mOlaparib

mRucaparib

mNiraparib

* PEComa

O Sirolimus

O Everolimus

() Temsirolimus
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v

Preferred Regimens

* Trabectedin

Other Recommended Regimens:
% Gemcitabine/dacarbazine

* Gemcitabine/vinorelbine
% Dacarbazine

* Gemcitabine

% Epirubicin

* Ifosfamide

* Liposomal doxorubicin
* Pazopanib(Votrient)

* Temozolomide

* Eribulin (category 2B)

Adjuvant chemotherapy
Epirubicin+Cisplatin
Epirubicin 60mg/m2 1iv dl
Cisplatin 60mg/m2 iv dl
g3w x 6wks cycles

Lissonil, A. Gabrielel, G. Gorga2, et al. Cisplatin-, epirubicin- and aclitaxel-containing chemotherapy in uterine adenocarcinoma.A4nn
Oncol (1997) 8 (10): 969-972

Epirubicin+Carboplatin

Epirubicin 60mg/m2 iv dl
Carboplatin AUC (4-6) iv dl

g3w x 6wks cycles

F. Calero, E. Asins-Codonerb, J. Jimenoc,et al. Epirubicin in advanced endometrial adenocarcinoma: a phase II study of the grupo
ginecologico Espaiiol para el tratamiento oncologico (GGETO).European Journal of Cancer and Clinical Oncology, Volume 27, Issue 7,
July 1991, Pages 864—866
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Paclitaxel+Cisplatin

Paclitaxel (135/175)mg/m2 1v d1
Cisplatin 75-100mg/m2  iv dl

g3w x 6wks cycles

Homesley HD, Filiaci V, Gibbons SK, et al. A randomized phase Il trial in advanced endometrial carcinoma of surgery and volume directed radiation
followed by cisplatin and doxorubicin with or without paclitaxel: A Gynecologic Oncology Group study. Gynecol Oncol 2009;112:543-552.

Paclitaxel+Carboplatin

Paclitaxel (135/175)mg/m2 iv dl
Carboplatin AUC (4-6) iv dl

g3w x 6wks cycles

Miller D, Filiaci V, Fleming G, et al. Randomized phase Il noninferiority trial of first line chemotherapy for metastatic or recurrent endometrial
carcinoma: a Gynecologic Oncology Group study [abstract]. Gynecol Oncol 2012;125:771.

Doxorubicin +Cisplatin

Doxorubicin 50mg/m? iv d1
Cisplatin 75-100mg/m? iv d1
q3w x 6 cycles

Homesley HD, Filiaci V, Gibbons SK, et al. A randomized phase Il trial in advanced endometrial carcinoma of surgery and volume directed radiation
followed by cisplatin and doxorubicin with or without paclitaxel: A Gynecologic Oncology Group study. Gynecol Oncol 2009;112:543-552.

Doxorubicin +Carboplatin

Doxorubicin 50mg/m?iv d1
Carboplatin AUC (4-6) iv dl
g3w x 6 cycles

Homesley HD, Filiaci V, Gibbons SK, et al. A randomized phase Il trial in advanced endometrial carcinoma of surgery and volume directed radiation
followed by cisplatin and doxorubicin with or without paclitaxel: A Gynecologic Oncology Group study. Gynecol Oncol 2009;112:543-552.

Cisplatin+Ifosfamide

Cisplatin 50-100mg/m?iv d1
Ifosfamide 3-5g/m? iv dl
q3w x 6 cycles

Howard D. Homesley, Virginia Filiaci, Maurie Markman, et al. Phase IIl Trial of Ifosfamide With or Without Paclitaxel in Advanced Uterine
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Cévrcinosarcoma: A Gynecologic Oncology Group Study.JCO February 10, 2007 vol. 25 no. 5 526-531

carboplatin+Ifosfamide

Carboplatin AUC (4-6) iv dl
Ifosfamide 3-5g/m?iv d1
q3w x 6 cycles

A. Pawinskil, a, e, S. Tumolob, G. Hoeselc, A. Cervantesd, et al. Cyclophosphamide or ifosfamide in patients with advanced and/or recurrent
endometrial carcinoma: a randomized phase Il study of the EORTC Gynecological Cancer Cooperative Group.European Journal of Obstetrics &
Gynecology and Reproductive Biology Volume 86, Issue 2, October 1999, Pages 179-183

Doxorubicin (Adriamycin)

Doxorubicin 75mg/m? iv bolus. d1
Repeat cycle every 31 days OR
60mg/m’>~70mg/m? iv typically dosed every 3 weeks.

1.NCCN Clinical Practice Guidelines in Oncology™. Uterine Neoplasms.v 2.2012. Available at:
http://www.nccn.org/professionals/physician_gls/pdf/uterine.pdf. Accessed February 24, 2012.
2. Sarcoma Meta-analysis Collaboration (SMAC). Cochrane Database Syst Rev. 2000;4:CD001419.

Gemcitabine (Gemzar) +docetaxel (Taxotere) +granulocyte-colony-stimulating factor (G-CSF)

Gemcitabine 900mg/m2 iv over 90 min(p % ), dl
Docetaxel 100mg/m2 iv over 60 min, ds8
G-CSF 150mcg/m2 SC(p %) d9-15
OR Pegfilgrastim 6mg SC. d9 or d10

Repeat cycle every 3 weeks until disease progression or toxicity occurs.
NOTE: Patients with prior pelvic irradiation received Gemcitabine 675mg/m?2 iv
and Docetaxel 75mg/m?2 iv

1.NCCN Clinical Practice Guidelines in Oncology™. Uterine Neoplasms.v 2.2012. Available at:

http://www.nccn.org/professionals/physician_gls/pdf/uterine.pdf. Accessed February 24, 2012.
2.Hensley ML, Blessing JA, Mannel R, Rose PG. Fixed-dose rate gemcitabine plus docetaxel as first-line therapy for metastatic uterine
leiomyosarcoma: a Gynecologic Oncology Group phase Il trial. Gynecol Oncol. 2008;109:329 - 34.

Gemcitabine

Gemcitabine 1,000mg/m2 iv. (p %) dl1,8,15

Repeat cycle every 4 weeks.

1.NCCN Clinical Practice Guidelines in Oncology™. Uterine Neoplasms.v 2.2012. Available at:
http://www.nccn.org/professionals/physician_gls/pdf/uterine.pdf. Accessed February 24, 2012.
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Zfook KY, Sandler A, Blessing JA, Lucci JA 3rd, Rose PG; Gynecologic Oncology Group (GOG) Study. Phase Il trial of gemcitabine as second-line
chemotherapy of uterine leiomyosarcoma: a Gynecologic Oncology Group (GOG) Study. Gynecol Oncol. 2004;92:644 - 647.

Gemcitabine+Carboplatin

Gemcitabine 1,000mg/m2 iv.(p ) dl1,8,15
Carboplatin AUC(4-6) v dl

Repeat cycle every 4 weeks.

1.NCCN Clinical Practice Guidelines in Oncology™. Uterine Neoplasms.v 2.2012. Available at:
http://www.ncen.org/professionals/physician_gls/pdf/uterine.pdf. Accessed February 24, 2012.

2.Look KY, Sandler A, Blessing JA, Lucci JA 3rd, Rose PG; Gynecologic Oncology Group (GOG) Study. Phase I trial of gemcitabine
as second-line chemotherapy of uterine leiomyosarcoma: a Gynecologic Oncology Group (GOG) Study. Gynecol Oncol. 2004;92:644—
647.

Doxorubicin liposome

Doxorubicin liposome (25-45)mg/ m* iv dl

q3w

Pujade-Lauraine E, Wagner U, Aavall-Lundqvist E, et al. Pegylated liposomal doxorubicin and carboplatin compared with paclitaxel and
carboplatin for patients with platinum-sensitive ovarian cancer in late relapse. J Clin Oncol 2010;28:3323-3329.

Taxol+Lipo-dox

paclitaxel 135-175mg/m2  iv di
Doxorubicin liposome (25-45)mg/ m? iv dl
q3w

Pujade-Lauraine E, Wagner U, Aavall-Lundqvist E, et al. Pegylated liposomal doxorubicin and carboplatin compared with paclitaxel and carboplatin for patients
with platinum-sensitive ovarian cancer in late relapse. J Clin Oncol 2010;28:3323-3329.

Cisplatin+Lipo-dox

Cisplatin 75-100 mg/m? iv di
Doxorubicin liposome (25-45)mg/ m* iv d1
q3w

Pujade-Lauraine E, Wagner U, Aavall-Lundgvist E, et al. Pegylated liposomal doxorubicin and carboplatin compared with paclitaxel and carboplatin for patients
with platinum-sensitive ovarian cancer in late relapse. J Clin Oncol 2010;28:3323-3329.

Carboplatin+Lipo-dox
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Carboplatin AUC (4-6) iv d1
Doxorubicin liposome (25-45)mg/ m? iv d1
q3w

Pujade-Lauraine E, Wagner U, Aavall-Lundgvist E, et al. Pegylated liposomal doxorubicin and carboplatin compared with paclitaxel and carboplatin for patients
with platinum-sensitive ovarian cancer in late relapse. J Clin Oncol 2010;28:3323-3329.

Pazopanib(Votrient)

Pazopanib(\Votrient) 800mg po

QD

Veli Sunar , Vakkas Korkmaz , Serkan Akin, et al.Efficacy of Pazopanib in patients with metastatic uterine sarcoma: A multi-institutional study.JBUON 2019; 24(6):
2327-2332

= EiRER

1. Definition

Complete hydatidiform mole. It arises from the fertilisation of an empty ovum lacking maternal genes. ! The
sperm then duplicates, making a diploid number of chromosomes which are therefore entirely male in origin and
thus no embryonic tissue is present. ! The overgrowth of the placenta is benign but can metastasise if left
untreated. >

Partial hydatidiform moles differ in that the ovum retains its maternal genes, which results in a triploid
chromosomal pattern after the addition of duplicated sperm to the normal ovum. ! In this case a foetus may be
present but survival after 8 weeks is unlikely due to its abnormal genetic make-up. 2

Invasive moles occur as a result of local invasion of the myometrium by a complete or partial mole. * In the
spectrum of malignant potential they are intermediate between hydatidiform moles and choriocarcinomas. *

Choriocarcinoma is a rare and overtly malignant condition both clinically and histologically. ? It occurs when
chorionic cells become malignant and metastasise to other parts of the body. > A choriocarcinoma can therefore
arise subsequent to a molar pregnancy, or follow an otherwise normal pregnancy or miscarriage. '~
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PSTT are the least common form of GTD, comprising less than 2% of all cases. >° They arise from the
non-villous trophoblast and are diploid in nature. ? In contrast to the other GTDs, it is characterised by a late
presentation (months to years) of symptoms caused by a prior pregnancy, miscarriage or hydatidiform mole. 2

The secretion of human Chorionic Gonadotrophin (hCG) is characteristic of all GTDs and is therefore used as
part of their diagnosis, treatment and follow up. 2

. Treatment and follow-up:

2.1.Partial and complete mole

For complete and partial molar pregnancies suction evacuation (with dilation) is recommended. ? An ultrasound
scan should be performed prior to evacuation, to confirm the diagnosis, assess for the possible presence of a
foetus and ensure absence of theca lutein cysts. >* Other preoperative evaluations include complete history,
examination, measurement of baselines serum hCG level, chest x-ray, full blood count, coagulation profile and
liver, renal and thyroid function tests. 2° If excessive bleeding occurs after a complete evacuation, a single dose of
oxytocin can be administered. *
Surveillance with serial serum hCG determinations commences within 48 hours following evacuation to obtain a
baseline serum hCG level. 2 Thereafter this is performed weekly until the hCG level returns to normal.
If the serum hCG level returns to normal within 8 weeks post-evacuation, monitoring of serum hCG levels can be
stopped at 6 months. > However, if they do not monitoring stops 6 months after the first normal value following
normalisation. >* After normalisation of the serum hCG levels, monitoring continues through urine hCG
measurements monthly. >
Following a molar evacuation, patients should avoid pregnancy until after the completion of the surveillance
period. ? Pregnancy naturally increases serum hCG levels, which could be perceived as abnormal and ultimately
means that the hCG levels can no longer be used to monitor the patient. 2 Although, the oral contraceptive pill
(and Hormone Replacement therapy) cannot be used until normal hCG values are obtained, thus other methods of
contraception should be in place. >’
Complete mole frequently proceeds to invasive disease with 8-20% of patients requiring chemotherapy, whereas
Partial mole rarely becomes malignant, with only 0.5% of patients requiring chemotherapy. >* A rise in the hCG
level during surveillance can be used to detect this and patients should be treated with the appropriate
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v . {
chemotherapy as outlined below. 2

2.2.Indications for chemotherapy

The treatment of women with GTD is undertaken in conjunction with Charing Cross Hospital. Chemotherapy
cycles are administered by them and therefore the assessment of whether or not a patient requires chemotherapy
is decided using their guidelines 2.

Brain, liver, GI mets or lung mets >2cm on CXR

Histological evidence of choriocarcinoma

Heavy PV bleeding or Gl/intraperitoneal bleeding

Pulmonary, vulval or vaginal mets unless the hCG level is falling
Rising hCG in two consecutive serum samples

hCG > 20,000 IU/L more than 4 weeks after evacuation

hCG plateau in 3 consecutive serum samples

Raised hCG level 6 months after evacuation (even if falling)

N wWDE

Any one of these findings would be considered an indication for chemotherapy, however further assessments are
carried out by Charing Cross Hospital.

2.3.FIGO Indications for chemotherapy treatment >’

1. hCG plateau of 4 values +/- 10% over a 3 week period
2. hCG increase of >10% of three values over a 2 week period
3. Persistence of hCG for more than 6 months after molar evacuation.
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4. Staging for chemotherapy

Human chorionic gonadotrophin (hCG) is a hormone that is predominantly produced by syncytiotrophoblast cells.
1.2 The measurement of hCG allows for an estimation of the number of proliferating cells. ? This forms the basis
of disease risk assessment in patients with GTD, and allows for the monitoring of subsequent responses to
treatment. 2

There is now a revised 2000 FIGO prognostic score table >’
determine the risk category of individual patients.

which has parameters that allow clinicians to

Scores 0 1 2 4
Age <40 =40
Antecedent pregnancy Mole Abortion Term .

Months from index pregnancy <4 4-6 7-13 >13
Pre-Treatment hCG <1,000 | 1,000-10,000 10,000-100,000 >100,000
Largest Tumour Size . 3-Scm =5cm

Site of mets Lung | Spleen, kidney Gastro-Intestinal Brain, Liver
Number of Mets . 1-4 5-8 >8
Previous chemotherapy . . Single agent Two or more drug

According to FIGO 2002, if the patient scores between 0-6 they are considered to be in the low risk category and
initial treatment will involve a single chemotherapeutic agent. >* However if their score is greater than 7, then the
treatment regime will involve multi-agent combinations of chemotherapy. **
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5. Treatment
5.1.Low risk disease management

The standard treatment of low risk GTD is Methotrexate administered intra-muscularly, with oral Folinic Acid
rescue. >° The first course of treatment is administered in hospital to minimise complications which may arise due
to the rapid shrinkage of the tumour. ? Cycles subsequent to this are administered at home. 2

The treatment is generally well tolerated without major toxicity. > Common side effects include pleural
inflammation, mucositis, and asymptomatic elevation of liver function tests. >’ Alopecia, nausea and
myelosuppression are possible but extremely rare. >°

To minimise the risk of development of CNS disease in patients with lung metastasis, CNS prophylaxis with
intra-thecal Methotrexate (12.5mg) is also added, and administered at 2 week intervals on 3 occasions. >’
Treatment is continued for 6 weeks after the normalisation of hCG levels. ° However, if patients have an
inadequate response to Methotrexate therapy (as shown by an hCG plateau or rise), the treatment is switched to
second line therapy using single agent Actinomycin D or EMA/CO combination chemotherapy (consisting of

Etoposide, Methotrexate, Actinomycin D, Cyclophosphamide and Vincristine), if the hCG level is above 300iu/L.
2,9

5.2.High risk disease management

EMA/CO chemotherapy has shown a cure rate of 86% for high risk patients. >!° This intense treatment combines
5 chemotherapy agents delivered in 2 cycles one week apart (see appendix 8.2 for full details). >!° This appears to
be the most effective approach to this rapidly proliferating malignancy. ? In patients with cerebral metastasis at
the time of diagnosis of GTD (4%), treatment may also include surgical resection if the disease is superficial, and
higher doses of chemotherapy may be implemented to enhance penetration into the CNS. 1!

G-CSF (Granylocyte-Colony Stimulating Factor) support is frequently helpful as these drugs can be fairly
myelosuppressive. >!! Life threatening toxicity is rare and the majority of patients tolerate treatment without any
major problems.
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Treatment 1s continued for 6 weeks after the normalisation of hCG levels, although the dose of Etoposide may be
reduced after the hCG levels normalise to minimise the risk of developing secondary malignancies. If patients
develop resistance to the EMA/CO treatment regime (17%), a change to a second line drug treatment is required.
The general replacement is EP/EMA (consisting of Etoposide-Cisplatin and
Etoposide-Methotrexate-Actinomycin D) which, combined with surgery to defined drug resistant areas of the
uterus, produces a cure rate of 90% in this minority of patients.

5.3.Management of PSTT

Prognosis for these patients is dependent upon the time of presentation after the antecedent pregnancy, but data
from Charing Cross hospital showed a 100% cure rate for those presenting within 4 years of the antecedent
pregnancy (later presentation carries a poorer prognosis). %12

These tumours are characterised by resistance to the conventional chemotherapy used in the treatment of GTD, so
a hysterectomy should be considered early in the course of treatment as a curative measure. >* For patients with
disseminated disease, EP/EMA chemotherapy is recommended, which can be stopped 6-8 weeks after
normalisation of the hCG levels. % Following this, hysterectomy is still also recommended. 2
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6. Follow-up

6.1.Post-chemotherapy follow up

Patients are reviewed 6 weeks after the completion of chemotherapy and the following inquiries should be
undertaken, as stated by Charing Cross Hospital 2 :

« Recheck the sites of original disease

« Doppler US of pelvis

o CXR or CT/MRI if abnormal at presentation

« Advise on the need for contraception for 12 months
« Advise re avoidance of excess sunlight exposure

« Outline the risk of relapse

All patients have routine hCG marker follow-up for life. 2

6.2.Post treatment hCG follow-up as stated by Charing Cross Hospital >

Year 1 — 2-weekly serum and urine hCG for 1 — 6 months
2 weekly urine hCG for 7-12 months

Year 2 — 4 weekly urine hCG

Year 3 — 8 weekly urine hCG

Year 4 — 3-monthly urine hCG

Year 5 —  4-monthly urine hCG

Year 6 — life — 6-monthly urine hCG

Note: hCG levels should also be taken 6 weeks after the delivery of any future pregnancy. '

Women should be advised not to conceive until the hCG level has been normal for six months. (level C).
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GTD Chemotherapy Protocol [Primary]
GTD-Low risk Methotrexate-FA

MTX Img/kg IM d1,3,57
Folinic acid 0.1mg/kg IM d2,4,6,8
qow

1.McNeish IA, Strickland S, Holden L, Rustin GJ, Foskett M, Seckl MJ, Newlands ES. Low-risk persistent gestational trophoblastic disease: outcome
after initial treatment with low-dose methotrexate and folinic acid from 1992 to 2000. J Clin Oncol. 2002 Apr 1;20(7):1838-44

2.Newlands ES, Bagshawe KD, Begent RH, Rustin GJ, Holden L. Results with the EMA/CO (etoposide, methotrexate, actinomycin D,
cyclophosphamide, vincristine) regimen in high risk gestational trophoblastic tumours, 1979 to 1989. Br J Obstet Gynaecol. 1991 Jun;98(6):550-7.

GTD-Low risk Actinomycin-D

Actinomycin-D 1.25 mg/m2 iv dl

q2w

Newlands ES, Bagshawe KD, Begent RH, Rustin GJ, Holden L. Results with the EMA/CO (etoposide, methotrexate, actinomycin D,
cyclophosphamide, vincristine) regimen in high risk gestational trophoblastic tumours, 1979 to 1989. Br J Obstet Gynaecol. 1991 Jun;98(6):550-7.

GTD-High EMA/CO

Etoposide 100 mg/m2 dl
Actinomycin-D 0.5 mg dl
MTX 100mg/m2 iv push dl
MTX 200mg/m?2 1v 12hrs dl
Etoposide 100 mg/m2 d2
Actinomycin-D 0.5 mg d2
Folinic acid 15 mg P.O q12h*4 d2
Cyclophophamide 60 d8

Newlands ES, Bagshawe KD, Begent RH, Rustin GJ, Holden L. Results with the EMA/CO (etoposide, methotrexate, actinomycin D,
cyclophosphamide, vincristine) regimen in high risk gestational trophoblastic tumours, 1979 to 1989. Br J Obstet Gynaecol. 1991 Jun;98(6):550-7.
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GTD Chemotherapy Protocol [Resistant]
GTD-Resistant EMA/PE

Etoposide 100 mg/m2 dl
Actinomycin-D 0.5 mg dl
MTX 100mg/m2 iv push dl
MTX 200mg/m2 iv 12hrs dil
Etoposide 100 mg/m2 d2
Actinomycin-D 0.5 mg d2
Folinic acid 15 mg P.O q12h*4 d2
Cisplatin 75~80 mg d8

1.Newlands ES, Bagshawe KD, Begent RH, Rustin GJ, Holden L. Results with the EMA/CO (etoposide, methotrexate, actinomycin D,
cyclophosphamide, vincristine) regimen in high risk gestational trophoblastic tumours, 1979 to 1989. Br J Obstet Gynaecol. 1991 Jun;98(6):550-7.

2. Randall ME, Filiaci VL, Muss H, et al. Randomized phase Il trial of whole-abdominal irradiation versus doxorubicin and cisplatin

chemotherapy in advanced endometrial carcinoma: a Gynecologic Oncology Group Study. J Clin Oncol 2006;24:36-44. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16330675
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1. Federation Internationale de Gynecogie et d'Obstetrique Reprinted from the International Journal of Gynecology
and Obstetrics, Vol 28, Cancer Committee to the General Assembly of FIGO, Annual Report on the Results of
Treatment in Gynecological Cancer, pp. 189-190, 1989; FIGO staging for corpus cancer. Br J Obstet Gynaecol
99(5): 440, 1992. FIGO staging classifications and clinical practice guidelines in the management of
gynecologic cancers. Int J Gynecol Obstet70(2000):229-237.

2. Standards, Options and Recommendations. Clinical practice guidelines for cancer care from the French National
Federation of Cancer (FNCLCC). Cancer of the endometrium, British Journal of Cancer 2001; 84(Suppl 2):31-36.

3. Guidelines for referrals, The Society of Gynecologic Oncologists, Gynecologic Oncology 78, S1-S13 (2000).

4. Jemal A, Murray T, Samuels A, et al. Cancer Statistics, 2003. CA Cancer J Clin 2003;53:5-26.
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5. Mariani A, Webb MJ, Galli L, et al. Potential therapeutic role of para-aortic lymphadenectomy in node-positive
endometrial cancer. Gynecol Oncol. 2000 Mar;76(3):348-356.

6. Karnik Lee N, Wu H, Cheung MK, et al. The impact of lymphadenectomy in women with endometrioid uterine
cancer: A study of 39,396 women. Journal of Clinical Oncology, 2006 ASCO Annual Meeting Proceedings Part 1.
Vol 24, No. 18S (June 20 Supplement), 2006: 5000.

7. Walker JL, Piedmonte M, Spirtos N et al. Surgical staging of uterine cancer:Randomized phase III trial of
laparoscopy vs laparotomy -- A Gynecologic Oncology Group Study (GOG): Preliminary results. Journal of
Clinical Oncology, 2006 ASCO Annual Meeting Proceedings Part 1. Vol 24, No.18S (June 20 Supplement),
2006:5010 .

8. Cirisano FD Jr, Robboy SJ, Dodge RK, et al. The outcome of stage I-II clinically and surgically staged papillary
serous and clear cell endometrial cancers when compared with endometrioid carcinoma, Gynecol Oncol. 2000
Apr; 77(1):55-65.

9. Gehrig PA, Groben PA, Fowler WC Jr, et al. Noninvasive papillary serous carcinoma of the endometrium, Obstet
Gynecol. 2001 Jan; 97(1):153-157.

10. Keys HM, Roberts JA, Brunetto VL, et al. A phase III trial of surgery with or without adjunctive
external pelvic radiation therapy in intermediate risk endometrial adenocarcinoma: a Gynecologic Oncology
Group study. Gynecol Oncol 2004; 92:744-751.

11. Lee CM, Szabo A, Shrieve DC, et al. Frequency and effect of adjuvant radiation therapy among
women with stage I endometrial adenocarcinoma. JAMA 2006; 295:389-397.

12. Koh WJ, Tran AB, Douglas JG, et al. Radiation therapy in endometrial cancer. Best Pract Res Clin
Obstet Gynaecol. 2001; 15:417-432.

13. Randall ME, Brunetto G, Muss H, et al. Whole abdominal radiotherapy versus combination
doxorubicin-cisplatin chemotherapy in advanced endometrial carcinoma:a randomized phase III trial of the
gynecologic oncology group. Program and abstracts of the 39th Annual Meeting of the American Society of
Clinical Oncology;May 31-June 3, 2003; Chicago, Illinois. Abstract 3.

14. Watkins-Bruner D, Barsevick A, Tian C, et al. Quality of life trade-off to incremental gain in survival
on gynecologic oncology group (GOG) protocol 122: whole abdominal irradiation (WAI) vs.
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doxorubicin-platinum (AP) chemotherapy in advanced endo-metrial cancer. Program and abstracts of the 39th
Annual Meeting of the American Society of Clinical Oncology; May 31-June 3, 2003; Chicago, Illinois. Abstract
1803.

15. Randall ME, Filiaci VL, Muss H, et al. Randomized phase III trial of whole-abdominal irradiation
versus doxorubicin and Cisplatin chemotherapy in advanced endometrial carcinoma: A Gynecologic Oncology
Group Study. J Clin Oncol 2006; 24:36-44.

16. Creutzberg CL, van Putten WL, Koper PC, et al. Surgery and postoperative radiotherapy versus
surgery alone for patients with stage-1 endometrial carcinoma:multicentre randomised trial. PORTEC Study
Group. Post Operative Radiation Therapy in Endometrial Carcinoma. Lancet 355 (9213): 1404-1411, 2000.

17, Creutzberg CL, van Putten WL, Koper PC, et al. PORTEC Study Group. Survival after relapse in
patients with endometrial cancer: results from a randomized trial. Gynecol Oncol. 2003 May; 89(2):201-209.
18. Creutzberg CL, van Putten WL, Warlam-Rodenhuis CC, et al. Outcome of high-risk stage IC, grade

3,compared with stage I endometrial carcinoma patients: the Postoperative Radiation Therapy in Endometrial
Carcinoma Trial. J Clin Oncol 2004;22:1234-1241.

19. Barakat RR, Bevers MW, Gershenson DM, et al. Memorial Sloan-Kettering Cancer Center & MD
Anderson Cancer Center, Handbook of Gynecologic Oncology, 2nd edition, 2002.

20. Thigpen JT, Brady MF, Homesley H, et al. Phase III trial of doxorubicin with or without cisplatin in
advanced endometrial carcinoma: a Gynecologic Oncology Group study. J Clin Oncol. 2004; 22:3902-3908.

21. Gallion HH, Brunetto VL, Cibull M, et al. Randomized Phase III trial of standard timed doxorubicin
plus cisplatin versus circadian timed doxorubicin plus cisplatin in Stage III and IV or recurrent endometrial
carcinoma: a Gynecologic Oncology Group study. J Clin Oncol. 2003; 21:3808-3813.

22. Fleming GF, Filiaci VL, Bentley R, et al. Phase III randomized trial of doxorubicin t cisplatin versus
doxorubicin t 24-hour paclitaxel t filgrastim in endometrial carcinoma: a Gynecologic Oncology Group study.
Ann Oncol. 2004; 15: 1173-1178.

23. Fleming GF, Brunetto VL, Cella D, et al. Thigpen JT, Brady MF, Homesley H, et al. Phase III trial of
doxorubicin with or without cisplatin in advanced endometrial carcinoma: a Gynecologic Oncology Group study.
J Clin Oncol. 2004; 22:3902-3908.
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24, Jemal A, Siegel R, Ward E, et al. Cancer statistics, 2008. CA Cancer J Clin 2008;58(2):71-96. Epub
2008 Feb 20.
25. Ueda SM, Kapp DS, Cheung MK, et al. Trends in demographic and clinical characteristics in

women diagnosed with corpus cancer and their potential impact on the increasing number of deaths. Am J Obstet
Gynecol 2008;198:218.e1-6.

26. Benedet JL, Bender H, Jones H 3rd, et al. FIGO staging classifications and clinical practice guidelines
in the management of gynecologic cancers. FIGO Committee on Gynecologic Oncology. Int J Gynaecol Obstet
2000;70:209-262.

217. American College of Obstetricians and Gynecologists. ACOG practice bulletin, clinical management
guidelines for obstetrician-gynecologists, number 65, August 2005: management of endometrial cancer. Obstet
Gynecol 2005;106:413-425.

28. Mariani A, Dowdy SC, Cliby WA, et al. Prospective assessment of lymphatic dissemination in
endometrial cancer: a paradigm shift in surgical staging. Gynecol Oncol 2008;109(1):11-18. Epub 2008 Mar 4.

29. Chan JK, Wu H, Cheung MK, et al. The outcomes of 27,063 women with unstaged endometrioid
uterine cancer. Gynecol Oncol 2007;106(2):282-288.

30. Chan JK, Kapp DS. Role of complete lymphadenectomy in endometrioid uterine cancer. Lancet Oncol
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