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- Originates from epithelial tissue, the most common type MWEFEAEF 24T
- Endometrioid adenocarcinoma (>80%), Non-endometrioid carcinoma (~10%)

FENARRRIE (>80%). IEFENIRRRIE (L0%LLTF)
Sarcoma WHE

- Originates in muscle or connective tissue  FAA. fE S AN O FE

https://www.cancer.org/cancer/uterine-sarcoma/about/what-is-uterine-sarcoma.html



Clinical symptoms
S RAER

* Abnormal vaginal bleeding: the most common
warning sign, ~90% AIEHM: &HZLVELRK. $990%
— Any bleeding after menopause FEi#Z#% 0 H I

— Irregular or heavy vaginal bleeding in younger
women (before menopause) B#ERI)E. B% A%

— an opportunity for early diagnosis & treatment

BHRER - B RARODENT

* Pelvic pressure or discomfort &S #2 F 8 5. A~k B

— Indicative of uterine enlargement or extrauterine
disease spread FEDIERPHEEDFEN~DERERIE

« Asymptomatic: less than 5% fERAELND 5%




Tests for endometrial cancer
FEREORE

Trans-vaginal ultrasound

REEEER

Dilation and curettage (D&C)

RFR$ETE "



Endometriold adenocarcinoma
FANIERR IS e 1,

Histologic grading of endometrioid
carcinomas
- 3-step grading system
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Tests to look for cancer spread
BEOLNYZRANLEE

 To define disease extent and discover the other
combined conditions E@r‘b\b)tﬂﬂwﬁﬁr’éuﬂ/\é

\

— Pelvis CT or MR imaging:
* Depth of myometrial invasion
* Lymph node evaluation

H mﬂBCTbMR'
%Eﬁ%]g’\a)leﬁa) rx
U.// \End)n:l:ﬁﬁ

— Chest CT, PET/CT
— CA-125* fERCT-PET

— Mammography* <> E£4'574—



Risk factors 'JAUEF

* Prolonged exposure to the estrogen without adequate

opposition from the progesterone hormone

— external sources: prescribed estrogen or tamoxifen —
— internal sources: obesity HEXRETANA T o ~DORAREE

-TARAOSVEE|, AEFI T

- B
 Irregular menstrual cycles, and infertility due to ovulatory
dysfunction or polycystic ovarian syndrome
ARERIE. NEEETEICLLSTIE. ZEREINIEIRE
« Early onset of menses, late menopause, never giving
birth, as well as DM and hypertension
BU\DE. BV, HERERMNGLD . BRA. S ME
« Strong family history of endometrial or colon cancer
(Lynch syndrome)  F&E{KfE- KiakE DR EERiEE
() FIEIxEE)
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Screening
=5
Az

* In the absence of signs of abnormal
bleeding, there are no routine screening
tests for uterine cancer.

AREHMALGZITNIL., FEREIZEIGZEZ
(X750,




Prevention +h

 Regular exercise, eating a balanced plant-based diet
and maintaining a healthy weight
BETES. NSV ADRWVES TREMGAEZHE
« Chemoprevention with oral pill or IUD
EILOFERNEIERICES T
« 2~5% of endometrial cancer are familial
FEARED2-5%FREEIZHRIET S
— Lynch syndrome: family members with colon, endometrial, ovarian,
and other cancers )L FE (& : KIGfE. FEAE, IWRELE DREE
— Genetic counseling and even testing E{z#Hik. B FREE
— Screening: endometrial biopsy and pelvic ultrasound NIEHIRaES . B3

— Chemoprevention: oral pill =2 (Z L AF[H-FZOE L
— Prophylactic surgery: hysterectomy and oophorectomy

FMCXDFMH: FE2HHE. INREIER
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Lynch syndrome
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Figure 2: Pedigree of a family with Lynch syndrome (MSH2 mutation)
+=proven mutation carrier. -—=non-mutation carrier. CRC=colorectal cancer. Bladder=bladder cancer. End=endometrial cancer. Panc=pancreatic cancer.
Prostate=prostate cancer. Numbers after tumour type refer to age at diagnosis. Not all relatives chose to have genetic testing.

Lancet Oncol 2009;10:400-8
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Clinical diagnhosis of Lynch

syndrome (HNPCC): Limitations
) FREIREE(HNPCC)DEG R 2 K

l MMREEFIRE THEE
Genetic testing for MMR genes

Treatment, Surveillance, Counseling

Family history Suspicion: fggﬁigﬁﬁ%\géj
R IR FE Clinico-pathologic features
AC(+) MSI testing EEEHOMRIZE
AT HC for MMR &4t
2%7&5%7«.:—;— or E R FRE

AC, Amsterdam criteria; MSI, microsatellite instability; IHC, Immunohistochemistry; MMR, mismatch repair
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For women with a genetic predisposition for
Lynch syndrome, lifetime risk of endometrial
cancer is higher than that of colorectal cancer.
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Lancet Oncol 2009;10:400-8



Prophylactic surgery and screening
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Figure 1. Cumulative Incidence of Endometrial Cancer among Women
with the Lynch Syndrome Who Underwent Prophylactic Hysterectomy
and Those Who Did Not.

Hysterectomy and bilateral salpingo-
oophorectomy should be offered to women
who are known Lynch syndrome (LS) mutation
carriers and who have finished child bearing,

optimally at age 4045 years.

40-45BDHEZR A=V TIE

IXBFDELEFEEZFOLIEIC.
FE - mAlftEFEH e f
LTTHRETHD,

N Engl J Med 2006;354:261-9




Prophylactic surgery and screening
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Figure 1. Cumulative Incidence of Endometrial Cancer among Women
with the Lynch Syndrome Who Underwent Prophylactic Hysterectomy
and Those Who Did Not.

Screening for endometrial cancer (EC) and
ovarian cancer should be offered to women at
risk for or affected with LS by endometrial
biopsy and transvaginal ultrasound annually,
starting at age 30 to 35 years before undergoing

surgery or if surgery is deferred.

30-35m D) FIEIREEIZL D)
AODHAHAKMEIZ, FERRMAD
ZEREBERICEYUKE-INE
2:30)7(7')—:‘/’7‘%??5’*‘%'6%

N Engl J Med 2006;354:261-9




Incidence and mortality of

gynecologic malignancies in Japan
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Distribution of FIGO stage In

endometrial cancer in Japan
EITHC EDES

To) 64.8% 8.5% 18.9%  6.5% 1.2%
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I 1 11l m IV ™ Unknown

Clinical statistics of gynecologic cancers in Japan. J Gynecol Oncol 2017;28:e32
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Distribution of histological types in
endometrial cancer in Japan
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Distribution of treatment methods by surgical stages
for patients with endometrial cancer in 2014 in Japan

¥ EAHC LB A

Stage |, M ; Stage Il, [_]; Stage lll, [--] ; Stage IV, [_]

F iy
1.734 .
LA
FEfit TRIVEVEE
TET#R 1025
Vi T #R
e . =
RILVEVEE 32 g
02 ' RIE R
Df’],ﬁl 28 g 243 10 34227 H 57 72120 1 0 5 17 “izw,—l 14 2 728
Surgery Surgery Surgery Surge Radiation Radiation chemotherapy Others
(alone) radiation radiation chemotherapy (alone) chemotherapy hormonal
P . chemotherapy hormonal hormonal therapy
zgg ﬁ;g‘%i hormonal therapy e '%’% therapy it i,—“‘;ﬁ e
1. therapy ;r\)b:E*/ﬁ;’f

Annual Report of the Committee on Gynecologic Oncology, Japan Society of Obstetrics and Gynecology:
Patient Annual Report for 2014 and Treatment Annual Report for 2009. J Obstet Gynaecol Res 2017;43:1667-77
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Patient Annual Report for 2014 and Treatment Annual Report for 2009. J Obstet Gynaecol Res 2017;43:1667-77



Status of endometrial cancer in Korea
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Fig. 1. Age-standardized incidence curves of cervical, endometrial,

and ovarian cancer, the Korea Central Cancer Registry, 1999-2010.
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Fig. 2. Annual percent changes (APCs) in the incidences of cervical,
endometrial, and ovarian cancer according to age group, 1999-
2010. Data extraction was based on the definition of the International
Classification of Diseases, 10th edition {ICD-10): cervix (C53), endo-
metrium (C54.1), and ovary (C56). *P<0.05.

* In 2017, uterine cancer is estimated to comprise 2.5% (2,578) of all new female cancers.

« Uterine cancer has been definitively increasing (APC, 6.9% during 1999~2010), especially
in females <30 years old (APC, 11.2%) and in females =80 years old (APC, 9.5%).

« 2017 F, FEEILFTHEDKILEDFEDFIR.5% (2578 N)FLHSEHEFEN TS

B30 F K DEIELB0F LULDEH X IEIZH D TFEEITENL TS

Lim MC, et al. J Gynecol Oncol. 2013;24:298-302.
Jung KW, et al. Cancer Res Treat. 2017;49:306-12.
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Treatment option overview

* Five types of standard treatment are used:
S RIFEBE
o FiT

— Surgery

— Radiation therapy
— Chemotherapy
— Hormone therapy

— Biologic & immunotherapy agent

o WEHHRAE
o bR FEE
e RILEVBE

-« REEE

* New types of treatment are being tested in clinical trials
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Total hysterectomy

LLF =2

Radical hysterectomy

I
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https://www.cancer.gov/types/uterine/patient/endometrial-treatment-pdq; https://goo.gl/CYyB2M

Surgery i
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Total hysterectomy with
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tubes, ovaries,
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The FIGO stage of endometrial cancer
BEIREDFIGOE T 48

Stage 1A
55% (endometrium)
Stage 2

(myometrium)

4% Stage 3A
(ovary)

.' 0.3%
9% swage 4A |
(bladder or bowel)

790 stage4B '
S -
L 4

Stage 3C

1% stage 38 (lymph nodes)

(vagina)

J Obstet Gynaecol Res 2017;43:1667-77; http://teachmeobgyn.com/gynaecology/uterine/endometrial-cancer/#FIGO_Staging



Minimally invasive surgery
{EIZREEF T/ —

Japan Society of Gynecologic Oncology

FE ﬁ:;b%,éﬁﬁj: AR5 4220134/

BilESE P FI3EERNAD DL BN [N ?

O FENRERENGIBECREDNFEICREBLFESREEEZBEDELEFIE
SNARHFERE (1H) ([CWUTE, EAICKDEERSR FFiliOER
ZERCORBOLERIND (JL—FB) .

@ ETTFEHECTT DIEER TFMERHSNEWN (JL—FC2) .

« Laparoscopic surgery would be an option
for the anticipated stage | disease but not
In locally advanced stage disease.



Lymph node dissection

S
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The role of LN removal:
controversial

JOINEFREDESE:

FIEMORMA DD

Low-risk tumors (well
differentiated [Grade 1]
and <1/2 myometrial
invasion) do not require
full surgical staging.*

1EE')Z7r15'J('="\
. B RE /2K )
'C*(i')‘// \ETERF* X
WAETFLN,

Para-aortic
lymph node

— EREIARY >/ N\ER

—

Pelvic
lymph node
BHE) > \E

* FIGO Cancer Report 2015. Int J Gynaecol Obstet 2015;131 Suppl 2:S75; ** Stage IlIC



Lymph node dissection

S
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e |f lymph nod metastases
identified**, post-
operative adjuvant
therapy is needed.
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* FIGO Cancer Report 2015. Int J Gynaecol Obstet 2015;131 Suppl 2:S75; ** Stage IlIC



Potential Compllcatlons of LND

|) _// \O’E‘-ﬁ ;Blﬁ ( J:éA1 J"_ Lymph node dissection

Stage 1 Stage 2 Stage 3

I 97 W9

https://en.wikipedia.org/wiki/Lymphedema



KGOG 2014 KG,G

Korean Gynecologic Oncology Group

JOURNAL OF CLINICAL ONCOLOGY %E-I{z:%i& U Zgﬁqu) U -> / \O’E‘-ﬁ
BB EMRICRIET 5

Preoperative Identification of a Low-Risk Group for Lymph
Node Metastasis in Endometrial Cancer: A Korean
Gynecologic Oncology Group Study

Sokbom Kang, Woo Dae Kang, Hyun Hoon Chung, Dae Hoon Jeong, Sang-Soo Seo, Jong-Min Lee,
Jae-Kwan Lee, Jae Weon Kim, Seok-Mo Kim, Sang-Yoon Park, and Ki Tae Kim

CONCLUSION:
Using MR imaging and serum CA-125 as criteria resulted in the accurate
identification of a low-risk group for lymph node metastasis among patients

with endometrial cancer. e =RE<1/2

* MR imaging )~ ) &
MRIECAL25D BAIFEIZK BRI R « Myometrial invasion < 50% Egéiﬁl?&ﬂgttb

DYy ﬁ’g’ﬁiﬁ%@’ﬁaﬁ%@ fiTRTIZ  « No suspicious lymph node involvement
SVVEETHMIT S5 ENTES * No extension of disease beyond corpus

* CA-125<35IU/ml

www.ncbi.nlm.nih.gov/pubmed/22412131
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A low-risk group for lymph node metastasis is accurately identified by Korean
gynecologic oncology group criteria in two Japanese cohorts with endometrial cancer’®

The KGOG low-risk criteria accurately identified a low-risk group for LN metz
with acceptable false negativity regardless of diverse clinical settings.

KGOGIEJR VB £ L IR D EICBRGL. SLMEE THTRINIE R V8
DY INEEERERETED

Hokkaido University Hospital Hokkaido Cancer Center
N =233 N =273

Excluded (N = 96) Excluded (N = 91)

No lymphadenectomy = 75 No lymphadenectomy =75

Sarcoma = 21 Sarcoma = 24
No MRI = 15
No CA125 =12
Unknown = 13

Cohort A Cohort B
N=137 N =182




JCOG 1412 JCOG

Japan Clinical Oncology Group

Randomized phase lll trial to confirm survival effect of para-
aortic lymphadenectomy for patients with endometrial cancer
(SEPAL-P3) FEAREOEXRBAR) D /N\EEBFIZLS
3% By 4B 4 S e o Z A o fp Eok
ObjECtiVe; $ﬁ$/\0)55/ = uHﬂT%)%3$E nit:%ﬁ

To prospectively investigate the survival effect of para-aortic
lymph node dissection in endometrial cancer.

R " HOKKAIDO UNIVERSITY L.
w.» Graduate School of Medicine

Primary endpoint; i" Schoo! of Medicine
Overall survival Professor Hidemichi Watari

Secondary endpoints;

Progression-free survival, surgical factors(operation time, blood loss,
transfusion), adverse events related to surgery, chemotherapy-related
adverse events, recurrent sites/patterns



JCOG

Pathologically confirmed endometrial cancer

Japan Clinical Oncology Group

REFHICFEREEZH SN TS

Primary registration: preoperative stage IB to lIC1

operation l ATl I BEAMSIICLES

Secondary registration: intra-operative randomization

FEEHE. DI F A XL
i B R AR VI B
. FEEHE.

=g AV

FAH+BSO+PLX

TAH+BSO+PLX+PALX

Low-risk; NFT, Intermediate/High: TC

IEYRY SBILAKEL v

!

h~FJ)RY :TCEX

Follow-up

AT EEUIRR.
B /\Ed
ERENAR') >/ \ED

E5

TAH, total abdominal hysterectomy; BSO, bilateral salpingo-oophorectomy; PLX, pelvis lymph node dissection;
PALX, para-aortic ~; NRF, no further treatment; TC, paclitaxel & carboplatin



Bilateral oophorectomy before age 45 years

Survival (%)

IS assoclated

with increased mortality

45 j% 2R ji 0D Tl 4B 4+F

Ear UIBRM LT HR OB H&E

Survival patterns after oophorectomy in premenopausal > W
women: a population-based cohort study

Walter A Rocca, Brandon R Grossardt, Mariza de Andrade, George D Malkasian, L Joseph Melton [l

A <45years B 45-50years C >50 years
. H ﬂ
80 _ R\—|\I_|_\-I_ |
co Hazard ratio (95% CI) i
—— Referent 1.67 (1.16~2.40)
Oophorectomy
40 — — _
20 — — —
0 I I | | | | | I |
0 10 20 30 0 10 20 30 0 10 20 30

Time after oophorectomy (years)

Time after oophorectomy (years) Time after oophorectomy (years)

Rocca et al. Lancet 2006;7:821-8.



Recurrence Free Survival (%)

Preservation of ovary
IR DBTE

« Microscopic ovarian involvement occurred in 0.8% of patients.!

« DIEADIREMERAIERRIL170.8%

1.00
0.8 - :
0.95 :
4 ® :
0.6 2 B R +
g 0.90
w
04 - §
0.85 -
024
----- Oophorectomy S I?;Zr;?vrz(t:il:r:n ’
—— Preservation
P-value = 0.462
G | | | P-value = 0.7:12 0.80 I : : :
0 50 100 150 200
0 50 100 150 200

) Follow-Up Time (months)
Follow-Up Time (months)

1 Gynecol Oncol 2015;138:532-35. 2 Gynecol Oncol 2013;131:289-93 30/50



Preservation of ovary
DB TF

« Ovarian preservation does not appear to be associated with an adverse
outcomes of premenopausal women with early-stage endometrial

Recurrence Free Survival (%)

cancer.?
B 3 = 29— 2 %81 = F=
o NERFIIRABRDIMPHEREFRICEZEZSZG0L
1.00
0.8 +
0.95 :
0.6 - g +I-|-H-H--H++ .................. =5
(B 0.90
0.4 4 §
0.85
1 - e
—— Preservation
e P-value = 0.742 0.80 R
: I 1 1 1
I | I 1
0 50 100 150 200 0 50 100 150 200

) Follow-Up Time (months)
Follow-Up Time (months)

1 Gynecol Oncol 2015;138:532-35. 2 Gynecol Oncol 2013;131:289-93 30/50



Preservation of uterus

FED@F

Eligible criteria @&in&%

1.

2.
3.
4

Younger than 40 years-old 40m A
Who want fertility sparing strongly L& REFE

e

Informed consent, signed voluntarily BEXHZRE

Histology: endometrioid ZEAEEGT
adenocarcinoma, Grade 1 differentiation

Clinically confined to endometrium -
No evidence of myometrial invasion and
extrauterine spread in pelvic MR image

RENFERIRIZEERL TS
— MRITH B REHOCFB N ERETIRHALN



HORMONAL THERAPY if)L-

= RE

MR IMAGING

ENDOMETRIOID ENDOMETRIAL CANCER, CT1ANOMO, G1

l FENIRFEEGL. cT1aNOMO

Medroxyprogesterone acetate (MPA) 500mg*

MPA (& fi 8 #{k7RJLE>)500mg | 3 months 3+

Dilatation and curettage

FERNIREE

= n70% @

No pro

gression

y

s | Progression | 153

A

y

MPA

500mg

Surgical removal

of the uterus

| 3 months

Dilatation and curettage**

* 2~ 3 cycles

FERNIREE

FEEHH

** Complete response — maintenance therapy



Adjuvant Treatment
TR MDIENNEE
« Radiation, chemotherapy, hormone therapy,

Immunotherapy or molecularly targeted
treatments IBETHR . BB RILEVEIEK.
RIERE. 7 FENEE

« Applied or not according to the risk of recurrence

— Low BRIV E
— Intermediate, (high intermediate) BEVR
- thyRY

~ High -&URY



I . IEADiT#RIaE
Postoperative treatment; stage |, Il

No further treatment Enn:gsEsL
B Grades 1, 2 lesion without myometrial invasion
FhE =B ZFH7EL Gradel 2,

Radiation therapy ju&t4gE%

B Vaginal vault irradiation (brachytherapy): favored
- Grade 3 or lympho-vascular space invasion in stage |

B External beam radiation  fZREREE ST
&\ B8 Bt - Grade3F=I[IARERIEZFS 1 HA

Radiation reduces vaginal or pelvic recurrence

but has not improved overall survival (cure).
RETIREUAILE - SHRNBREZETSELIN, £EFEE
WELGEN DT,




Adjuvant radiation according to

clinico-pathologic risk factors
fir & AR EE D EIG (X ERIRREBFHGEURAVEF
+ Adverse risk factors yzsmE=*

—Age i

— Histologic type, grade ##% . H1bE

— Positive lymph-vascular space invasion

— Tumor size [EE D K= RE(mE-') >/ \E)IREE

— Depth of invasion #EEFH0FES

— Lower uterine segment involvement

FERTEICTELRE




Distribution of treatment methods by surgical stages
for patients with endometrial cancer in 2014 in Japan

FHIETHIC LD BB

Stage |, M ; Stage Il, [_]; Stage lll, [--] ; Stage IV, [_]

F iy
RETI [=a =353
RILEDBE
1025 ﬁ&%ﬁ”ﬁ?ﬁ
. (=235~

FAiT
TS #R

(| R=a8<95 A 1., R ILE S g
176222 RILEVBE ) ~ AT 198
17128 28 s 243 10 34227 = 57 72120 1 0517 B o9 142728
Surgery Surgery Surgery Surge Radiation Radiation chemotherapy Others
(alone) radiation radiation chemotherapy (alone) chemotherapy hormonal
chemotherapy hormonal hormonal therapy

%:— ﬂ-‘i' %:— T’ﬁ hormonal therapy ji& %‘f %Ji therapy 1 t r=h gﬁ ;‘i
B REHR e LT

Annual Report of the Committee on Gynecologic Oncology, Japan Society of Obstetrics and Gynecology:
Patient Annual Report for 2014 and Treatment Annual Report for 2009. J Obstet Gynaecol Res 2017;43:1667-77



. VEAD i % 549
Postoperative treatment; stage lll, IV

Chemotherapy {p= 5%

B Mainstay of treatment &M FEEE5
B paclitaxel and carboplatin 7 7/Z¥ L

P ORI kTS 7o
Chemotherapy in combination with radiation

1B PR SRS R OD 5 A

Hormonal therapy; for palliative treatment
B Progestin #\)L:Eyjﬁ‘/s : EE(:%*Djﬁﬁ&LT

: « JOTAFU(EFRILEY)
B Tamoxifen . BEXL TS

B Aromatase inhibitors . 7ov4—+EE#E




Follow-up care
JAB—7 w7
Purpose: look for signs of cancer recurrence or
treatment side effects
BH: BEORKECBEDEERZHADT=8H
Visit plan: every 3 months, flexible depends mostly on
what stage your cancer was
BlEfEfE: 3y A&, EICHETHIICKYIRE
What to do: symptoms, pelvic examination
2% IR, NE2
— Routine Pap, CA-125, imaging test: little value
- EHDHMAEEZ . CAL25, BIRRZRITHFEYA N TAEL

If recurrence suspected: imaging test, CA-125, and/or

biopsy
BENFON-5E ERIRE. CAL25, @A RTITO




Survivorship care plan

JBEEDTHhLEFRTEET SHL

Get to and stay at a healthy weight  gi& _ )

RIAE DM

Adopt a physically active lifestyle {(k#&jmd 4£:EFEE
Eat a healthy diet, with an emphasis on plant foods

Limit alcohol to no more than 1 drink per day &

R E’]f&ﬁ—

yit

>

BEZ1IB1METIZTS

Second cancer
— Colon and breast cancers are most often seen
— Surveillance according to local guideline

2 R
- K. ?LF-#\J:«F%?‘%)
- BEOHARSA VIR TEE

40/50



Advances in Uterine Cancer

Four distinct molecular subtypes
Wﬁ;’éﬁid)’f/L\/\G N8

POLE MsI Copy-number Copy-number

ultramutated hypermutated low, MSS high, serous-like 100

Mutation load

80

Somatic copy number
alterations load

Histology Endometrioid Endometrioid Endometrioid Serous and 60
endometrioid 1 1
L L I
Grade OC . OO M (- |

4071 Log-rank p=0-02

PI3K alterations

Progression-free survival (%)

—— POLE (ultramutated)

. 20—
KRAS mutation —— MSI (hypermutated)
—— Copy-number low (endometrioid)
TP53 mutation 35% 5% 19 >90% —— Copy-number high (serous-like)
0 T T T T T
Prognosis Excellent Intermediate Intermediate Poor 0 20 40 60 go 100

Months

Lancet 2016; 387: 1094-108



Integrated molecular classification of endometrial cancer
FEABEOH MY/ LT

Clinicopathological
features
Age, stage, grade, LVSI

Preoperative

Low grade Surgery Urgency and extent
High grade

Stage Il
Low risk
Intermediate risk

High risk } Adjuvant treatment VBT/ EBT/ chemotherapy/ none
Stage lll-IV

Surveillance 3 months/ 6 months/ annual/discharge

R t di Checkpoint inhibitors/ small molecules/ PARPi/
pedfiensdieease Targeted therapy hormonal treatment/ mTOR inhibition

1. Pragmatic assays
2. Combining molecular features with traditional clinico-pathologic parameters
3. Moreinfo on how to utilize this molecular classification to direct patient care

J Pathol 2018; 244: 538-549



PORTEC-4a: Randomised Phase lll Trial of molecular profile-based
versus standard recommendations for adjuvant radiotherapy for women
with early stage endometrial cancer

aook byl oL Ongoing Trials — status update

D'GOG PORTEC-4a

Dutch Gy n.u‘“nlugu al Oncology Group
DUTCH
CANCER
SOCIETY

GYNECOLOGIC

ANCER INTERGROUP

» Molecular integrated vs standard indications for adjuvant treatment:

/72/A§j\1:ﬁ' "C“ﬁj\ H'T: E¥ Endometrial carcinoma

EPERD 7 FE TR U
G %;J- JE {[i- fd:’-) 7‘—__ £¥ D Surgery and pathology diagnosis
Ing $§J§ FIGO 2009 + high intermediat: :isk

Stage IA (with invasion), any age and grade 3 (with or without LVSI)
Stage IB, grade 1-2 and age > 60

Stage IB, grade 1-2 and LVSI+

Stage IB, grade 3 without LVSI

Stage Il (microscopic), grade 1

-

Randomisation




PORTEC-4a: Randomised Phase lll Trial of molecular profile-based
versus standard recommendations for adjuvant radiotherapy for women
with early stage endometrial cancer

Randomisation

Individual treatment 2 <::> 1 Standard treatment
recommendation based on recommendation based on
molecular pathology analysis clinicopathological factors
Favourable Observation (~55%) Vaginal brachytherapy

Intermediate Vaginal brachytherapy (~40%)

Unfavourable | gxternal beam radiation therapy (~5%)

T/ LR ITHITT=E

LR DS B THi I
'Efl" %Tj‘%f[ﬁ- 7:;9 7": '_I: D Follow-up and Quality of Life

LEER

% Molecular studies
to classify Favorable,

Intermediate, and Unfavorable risk group




Advances in Uterine Cancer

Recent progress
B VT 0D Eh B
« Lenvatinib + pembrolizumab combination
(Anti-angiogenics + immune checkpoint inhibitor)
LUNFZJ(MEFHFEREE) + R JON)YIYT (REFIVIRA U NEEE)
« Patients with advanced and/or metastatic cancer #t/7HE &

« Non-microsatellite instability high (MSI-H)/proficient
mismatch repair ‘ s
RAAYTISAARREMN. (MS) BN EWERATYFEEETFINEEE

* Progressed after at least one prior systemic therapy
WIEKEBIL DAV U EDRIABEEDHDHE

Keynote 146 @ ASCO 2018
~48% objective response rate, not dependent on MSI or PD-L1 status

~48% NEFNE , MSIOPDLIN B EIZIKFEE T His/MNLT-



Advances in Uterine Cancer

Keynote 775 study scheme

Patients

Advanced / inoperable,
recurrent, or metastatic
endometrial carcinoma

PD after prior platinum-based
chemotherapy

Only 1 prior line of platinum-
based chemotherapy unless
adj / neoadj with = 12m DFI

ECOG 0-1
N =780

Carcinosarcoma excluded

5

Doxorubicin or

Paclitaxel
PFS

oS

Pembrolizumab + Lenvatinib

Stratification:

« MMR status

« ECOG
* Region

PS

* PriorRT

Treat until PD or
prohibitive toxicity

BHE - FEREICHT AL
RA 2 MEEZREDER]

NE#5

R ETLBR



Outline

1. General aspect
— Symptoms, diagnosis, screening, prevention
— Incidence, genetics

2. Treatment
— Surgery
— Lymph node dissection issue
— Preservation of ovary, uterus
— Adjuvant treatment & follow-up
— Recent advances
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Thank you.
HYUMESITETVET,

Eriko Aotani Patient-Caregiver Symposium — Kyoto, Japan -- September 13, 2018



