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Outline

Incidence during’Covid-19

Minimally invasivé surgery

Adjuvant therapy foradvanced stage disease
2" line treatment for récusrent disease

Targeting Her2/neu
Molecular classification of FIGO staging 2023
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簡報者
簡報註解
Cx + ov + ut= 1310 + 1793 + 3181= 6284
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The impact of the Covid-19 pandemic on the
stage of eAidometrial cancer at diagnosis

Willamette Valley Cancer Center billing records
(serves a populatioh of at least 1 million people).
Covering the greatetqast of Southern Oregon
and the edge of Northefit California.

Between January 1, 2018, and April 30, 2022
Pandemic cut-off: March 1, 2020:.

Gynecologic Oncology Reports 47 (2023) 101191



The impact of the Covid-19 pandemic on the stage
of J}S?metrial cancer at diagnosis
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Incidence:

ge Cohort Study in Japan

Impact of%zJ 9 on Gynecological Cancer

N .
15,000 @Ometrial cancer
10,000 «?0
5,000 6) ‘
, M ... <}

I I 11 Total
= 2018 = 2019 #2020

#Japanese Society of Obstetricians and Gynecologic Oncology registry dW

Int J Clin Oncol. 2024 Jan;29(1):72-77


簡報者
簡報註解
Japanese Society of Obstetricians and Gynecologic Oncology registry database
N? but cx cancer:  7740 in 2021


Stage distribution before and after Covid-19 in TCVGH
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Laparoscopy versus laparotomy for the
management-of early stage endometrial cancer —
Meta-analysis for OS

9 RCTs, N= 4339
-IGO stage (1988): 70% of I-11A
Hysterectomy +/- PLND

Laparoscopy: less blooddoss, earlier
discharge, increase QoL

Cochrane Database Syst Rev. 2018 Oct 31



Laparoscopy versus laparotomy for the
manageml;: of early stage endometrial cancer -
ta-analysis for PFS

Laparosca @ otomy Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Tota I Weight IV, Random, 95% Cl IV, Random, 95% CI

Janda 2017 017 03 407 ﬂﬂ 152%  1.19[066,2.13] .

Malzoni 2009 054 05 81 4 5%  058[0.22, 155

Tozzi 2005 056 057 63 : 1.75[0.57, 5.35)

Walker 2012 013 014 1682 a0 1.14[0.87,1.50] ——

Zullo 2009 0.34 052 40 3% 40[0.51,3.89)

Total (95% CI) 2273 1437 100.0 1.14[0.90, 1.43] il

Heterogeneity: Tau®= 0.00; Chi*= 2.55, df= 4 (P = 0.64); F= 0% n?z u?s ; 5 é

Testfor overall effect 2=1.09 (P = 0.27) Favours laparoscopy Favours laparotomy

o

Cochrane Database Syst Rev. 2018 Oct 31



gemdy
management’
Laparosco@ﬂu
Total

Study or Subgroup _log[Hazard Ratio]

SE

copy versus laparotomy for the
f early stage endometrial cancer -

a-analysis for OS

Janda 2017 0.08
Lu 2013 0.36
Malzoni 2009 -0.59
Tozzi 2005 0.45
Walker 2012 0
Zullo 2009 0.32

Total (95% CI)

Heterogeneity: Tau®= 0.00; Chi*= 287, df=5(P=0.72); F=0%

Testfor overall effect 2= 042 (P = 0.68)

0.27
0.44
0.59
0.46
0.1
0.56

Hazard Ratio Hazard Ratio
| Weight IV,Random, 95% Cl IV, Random, 95% CI
407 122%  1.08[0.64,1.84] R
151 % 1.43[0.61,3.40]
81 ﬁ 0.55[017,1.76)
53 5 1,57 [0.64, 2.06]
920 1692 0[0.81,1.24] = B
40 38 2. /38 [0.46, 4.13]
1662 2331 100.0%

Cochrane Database Syst Rev. 2018 Oct 31

1.04/0.86,.1.25] ?
- } 1 i i
0.2 0.5 1 2 b
O Favours laparoscopy Favours laparotomy



Long-term outcome of minimally invasive staging
surgery for c¢limical stage | endometrial cancer: A
single institute/experience in Taiwan

Clinical stage 1 éndometrial cancer from
2009 to 2020 in TQYGH

665 cases: 412 MIS, 2634aparotomy

Favor MIS: operation time, blood loss,
hospital stay

Median F/U: 82.6 months

J Chin Med Assoc. 2024 Jan 1;87(1):79-87
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outcome of minimally invasive staging
linical stage | endometrial cancer: A
> experience in Taiwan

Long-ter

surgery
single in

y 4 N
Path %I pal%g’uaters

Laparotomy
/\ MIS (n = 412) (n = 253) p
Uterus size, g, median (10R) 125 (90.0-200.0) 150 (100.0- <0.001
250.0)
Pelvic lymphadenectomy casag, n 390 (94.7) 236 (93.3) 0.462
Para-aortic lymphadenectomy caes, n (%) 136 (33) 191 (75.5) =<0.00001
Pelvic LN retrieved (n), median {IGR) .@(12.3-24.0) 17.0(13.0-25.8) 0.612
PA LN retrieved (n), median (I0R) (6-14.0) 6 (4.0-10.0) 0.852
Pathology stagea
1A, n (%) 170 (B7.2) <0.001
1B, n (%) 60 (23.7) 0.004
2, n (%) 7(2.8) 0114
3. n (%) 13 11 (4.4) 0.28
4, n (%) 1 ] 0.052
Histology 0.002
Endometrioid, n (%) 400 (97.1) 06 (81.4) <0.001
Grada
1,n (%) 184 (46.0) 62 (3.
2,n (%) 197 (49.2) 10¢7(49.0)
3,n (%) 19 (4.8) 43720.9)
Type Il carcinoma, n (%) 12 (2.9) A7 (18%
Serous carcinoma, n (%) 11 (2.6) 41 (16.2)
Clear cell carcinoma, n (%) 1{0.2) 6(2.4)
MMA
Preserved, n (%) 126 (75.9) 42 (77.8)
Loss, n (%) 40 (24.1) 12(22.2)
Lvsl 0.091
Negative, n (%) 332 (B0.6) 189 (74.7)
Positive, n (%) 80 (19.4) 64 (25.3)

J Chin Med Assoc. 2024 Jan 1;87(1):79-87


簡報者
簡報註解
Final stage 2-4: 4.4%
Type II: 7.7%


Long-ter
surgery
single Iin

Comparison of related literature in Taiw

outcome of minimally invasive staging

linical stage | endometrial cancer: A

experience in Taiwan

Lu TF, long-term outcome of
MIS surgery for clinical stage
| endometrial cancer: a single
institute experience in Taiwan

Lee C-L, long-term survival " Chig mmparlng robotic Chu LH, comparison of the
outcome of laparoscopic s I laparoscopy and laparoscopic versus conventional
Author staging surgery for endometrial Iaparo amy for endometrial cancer open method for surgical staging
and title cancer in Taiwanese experience* management: rt study® of endometrial carcinoma™
Study design  Retrospective cohort. Retrospective co Retrospective cohort.
Single arm. Double arm. Double arm.
Clinical stage I. Clinical stage |A to |IIC Clinical stage | and tumor mass of

Patient number 105 patients.
MIS Laparoscopic: 105 patients.

S-yPFSrate  MIS: 93.39%

365 patients.
Laparoscopic: 150 patients.
Hobotic: 86 patients.
Robotic: 98.8%
Laparoscopic: 91.3%
Laparotomy: 88.4%

<2cm.
151 patients.
apa scnpu: 70 patients.

by0Srate  MIS: 98.05% Robotic: 98.8% MIS: 98.
Laparoscopic: 98% Laparotomy: 97.5%
Laparotomy: 94.6%

J Chin Med Assoc. 2024 Jan 1;87(1):79-87

A4

Retrospective cohort.
Double arm.
Clinical stage 1.

G665 patients.

Laparoscopic: 395 patients.
Robatic: 17 patients.

MIS: 95.9%

Laparotomy: B8.6%

MIS: 99.4%
Laparotomy: 94.9%

15


簡報者
簡報註解
TCVGH: robotic 4%
北醫 median f/u 1.5 yrs.
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簡報者
簡報註解
Taiwan:  2018-2020. LSC= 1020, robotic: 229 cases, open 1781 cases


Rob

otic
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Survival outcomes,of robotic-assisted laparoscopy versus conventional
laparoscopy anddaparotomy for endometrial cancer: A systematic review
and meta-analysis

< V4

21 trials, all retrospective cohort studies

N= 164,999, 776624mrobotic, 32826 in
laparoscopy, 54511 IRflaparotomy

Stage I-IV

Gynecol Oncol. 2023 Jul;174:55-67 18



Survival outcorgzof robotic-assisted laparoscopy versus conventional

laparoscopy an
and meta-analysi

>
Qﬁ

Study

Slavcho T. Tomow, 2022
Pluvio J. Coronado, 2022
Peter A. Argenta, 2022

Emanuele Perrone, 2021 -0.357 0.2105

Giacomo Corrado, 2021 —-0.051 0.3603
Laura M. Chambers, 2019 -0.211 0.2675
Alexandra H. Freeman, 2015 0.191 0.1858

Joel Cardenas—-Goicoechea, 2013 0.049 0.2775

Fixed effect model
Heterogeneity: I° = 43%, t° = 0.0386, p = 0.09

Gynecol Oncol. 2023 Jul;174:55-67

~0.174 0_245?' -
0.344 0.116 4

Hazard Ratio

I -

0.5

>-I_
r-—

| |
1 2

fotomy for endometrial cancer: A systematic review

PFS: Robotic vs. LSC

HR  95% CI

0.848 [0.290; 2.480]
0.840 [0.519; 1.358]
1.410 [1.122; 1.773]
0.700 [0.463; 1.058]
0.950 [0.469: 1.925]
0.810 [0.479; 1.368]
1.210 [0.841; 1.741]
1.050 [0.610; 1.809]

1.9%
9.3%
40.9%
12.6%
4.3%
7.8%
16.1%
7.2%

1.096 [0.947; 1.269] 100.0%

&

Weigﬁt |
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Survival outcomes of robotic-assisted laparoscopy versus conventional

laparoscopy a
and meta-analysi

Study

Slavcho T. Tomov, 2022
Pluvio J. Coronado, 2022
Kristin Bixel, 2022

Peter A. Argenta, 2022
Emanuele Perrone, 2021
Giacomo Corrado, 2021
Christer Borgfeldt, 2021
Siv Lykke Jergensen, 2018
Laura M. Chambers, 2019
Jason D. Wright, 2016

Alexandra H. Freeman, 2015
Joel Cardenas—Goicoechea, 2013 -0.211 0.3536

Fixed effect model

Heterogeneity: 1° = 12%, t° = 0.0035, p = 0.33

Gynecol Oncol. 2023 Jul;174:55-67

rotomy for endometrial cancer: A systematic review

")QO OS Robotic vs. LSC

seTE Hazard Ratio HR 95% CI Weight

,344[3 - 1 0.816 [0.416; 1.601] 0.4%

0.590 [0.321: 1.084] 0.5%
0.956 [0.914; 1.000] 89.2%
1.390 [1.058: 1.826] 2.4%
0.900 [0.540; 1.500] 0.7%
0.860 [0.419; 1.765] 0.3%
0.973 [0.702; 1.348] 1.7%
0.838 [0.596: 1.178] 1.6%
1.280 [0.633:2.590] 0.4%
0.970 [0.688; 1.367] 1.5%
1.210 [0.784; 1.868] 1.0%
0.810 [0.405; 1.620] 0.4%

-0.151 0.3670
-0.027 0.1664
-0.177 0.1738
0.247 0.3596
-0.030 0.1750
0.191 0.2217

0.962 [0.922; 1.004] 100.0%

20



Survival outcomes of robotic-assisted laparoscopy versus conventional
laparoscopy an@lirotomy for endometrial cancer: A systematic review

and meta-analysi

0’/»

Comparison lndlcamr

RALS vs CLS 0S
RFS
DS5
RALS vs LT 05
RFS5
DSS

0.441 (0.298- 0% 0%

HR (95% CI) P Egger's test
( P
0. 922 1.004) 12%  0.13 0.90
1.29&) 43% =224  0.06
1 48 3,.10?) 84% - -
0682( O\ U?) 63% —179 0.10
0.793 (0. 5 20% 1.03 0.33

Gynecol Oncol. 2023 Jul;174:55-67

7O
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Survival outcomes of robotic-assisted laparoscopy versus conventional

laparoscopy anddaparotomy for endometrial cancer: A systematic review

and meta-analysiS
y XDFS: Robotic vs. Laparotomy

A4 ~
Study TE seJE Hazard Ratio HR 95% CI Weight
Slavcho T. Tomov, 2022 0.305 0.2931 —t 1.357 [0.764; 2.410] 11.5%
Massoud Shoraka, 2022  0.570 0.7358 ' 1.768 [0.418;7.478]) 1.8%
Pluvio J. Coronado, 2022 -0.616 0.1935 —— 0.540 [0.370; 0.789] 26.3%
Kyung Jin Eoh, 2021 0.030 0.3130 8 3 1.030 [0.558; 1.902] 10.0%
Anna Lindfors, 2020 -0.400 0.2869 -—-Ii—-'- 0.670 [0.382; 1.176] 12.0%
Nidhi Nayyar, 2019 -0.612 0.4840 - 0.542 [0.210; 1.399] 4.2%
Tilley Jenkins Vogel, 2014 -0.274 0.3773 —_— 0.760 [0.363; 1.992] 6.9%
Andres A. Roma MD, 2015 0.223 0.5148 1= 1.250 [0.456; 3.428) 3.7%
Hyo K. Park, 2015 -0.128 0.2098 - 0.880 [0.583; 1.328] 22.4%
Pluvio J. Coronado, 2012 -0.400 0.8920 I 0.670 [0.117;3.849] 1.2%
Fixed effect model <] 0.793 [0.653; 0.964] 100.0%

Heterogeneity: I° = 20%, t° = 0.0263, p = 0.26 ! J J '
02 05 1 2 5

Gynecol Oncol. 2023 Jul;174:55-67



Survival outcomes of robotic-assisted laparoscopy versus conventional
laparoscopy anddaparotomy for endometrial cancer: A systematic review

and meta-analysi$

Study

Slavcho T. Tomov, 2022
Massoud Shoraka, 2022
Pluvio J. Coronado, 2022
Kristin Bixel, 2022

Kyung Jin Eoh, 2021
Kyung Jin Eoh, 2021
Christer Borgfeldt, 2021
Anna Lindfors, 2020

Nidhi Nayyar, 2019

Siv Lykke Jergensen, 2018
Tilley Jenkins Vogel, 2014
Hyo K. Park, 2015

Pluvio J. Coronado, 2012

Random effects model

'Heterogeneity: 1% = 63%, ©° = 0.0363, p<001 !

S Robotic vs. laparotomy

N\
TE/ seFE

-0.506 04628
0.693 0.5350
-0.821 0.2098
-0.200 0.0146
-1.197 0.3448
—-0.083 0.3943
-0.113 0.0906
-0.528 03277
-0.420 0.4754
-0.531 0.1308
-0.139 0.4654
-0.416 0.2780
-0.462 0.9974

Gynecol Oncol. 2023 Jul;174:55-67

Hazard Ratio

2

|

-\o|p

’»-+l*l+

0.1

10

HR 95% ClI

0.603 [0.438; 0.830]
2.000 [0.701: 5.707]
0.440 [0.292; 0.664]
0.819 [0.796: 0.843]
0.302 [0.154: 0.594]
0.920 [0.425: 1.992]
0.893 [0.748; 1.066]
0.590 [0.310; 1.121]
0.657 [0.259: 1.668]
0.588 [0.455: 0.760]
0.870 [0.349: 2.166]
0.660 [0.383: 1.138]
0.630 [0.089; 4.450]

Weight

11.7%
2.3%
9.1%

20.1%
4.7%
3.8%

16.5%
9.1%
2.8%

13.7%
2.9%
6.5%
0.7%

0.682 {0.576; 0.807] 100.0%
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Comparative Effectiveness of Robotic Versus
Laparoscopic
Hystére¢tomy for Endometrial Cancer

Population-based’analysis, 2,464 women
41.7%LSC, 58.3% rohotic

all complication rate: 9:8%Ws, 8.1% (NS)
intraop complications: OR,“068 (NS)
surgical site complications: OR, 149 (NS)
prolonged hospitalization: OR 0.85 (NS)
medical complications: OR 0.64 (NS)
Mean cost: $8,996 vs. $10,618

J Clin Oncol. 2012 Mar 10;30(8):783-91
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Minimally invasiv?urgery versus open surgery in high-risk histologic|
endometrial canc lents: A meta-analysis

Nine studie@r trospective, one
prospective). T

MIS N= 8877, op W5751

High risk: grade 3 en@etrioid, serous,
CCC, carcinosarcoma O

Stage I-IV O
<&

Gynecol Oncol. 2022 Aug;166(2):236-244 26



PFS

ics for each study Hazard ratio and 95% CI

per

it Z-Value p-Value
Fader AN et al. 2012 . 7 0223 0823
Feuer GA, etal. 2014 1471  0.367 5.?0.544 0.586
Pant A, et al. 2014 0966 0.387 2. ¢75 0.940
Vogel TJ, etal. 2015 0760 0.363 1.59 ;
Fader AN, et al. 2016 0929 0619 1.393 .
Favero G, et al. 2016 0792 0262 2397 04
Koskas M et a. 2016 1139 0698 1.859 0520

Monterossi G, etal. 2017 0443 0278 0.705 -3.435
0.860 0.707 1.046 -1.508 0.13

Gynecol Oncol. 2022 Aug;166(2):236-244



OS
i

Study name istics for each study Hazard ratio and 95% Cl
ratlo ZValue p-Value

Fader AN, et d. 2012 1.323 0509 06M

Feuer GA, etal. 2014 1323 0 229 7 66 313 0755

Vogel TJ, etd. 2015 0870 0350 0.765

Fader AN et d. 2016 1051 0.736 1 502 0.784

Favero G, et d. 2016 1000 0375 2664 . ? Q00

Koskas M, etal. 2016 0951 0560 1615 -0.18 @

Monterossi G, etal. 2017 0201 0.080 0507 -3.401 ' . i
00

Nasioudis D,etd. 2020 085 0.778 0928 -3.622 0.
08% 078 0930 -3660 00

Gynecol Oncol. 2022 Aug;166(2):236-244



Subgroup analyses comparing recurrence @nally invasive surgery and open surgery. P F S

Number of stu IS'patients (n) OPS patients (n) HR (95% CI) for recurrence Pvalue Study heterogeneity

P Pvalue, Cochran Q

Stage v

Clinically early stage 5 706 532 0.79 (0.55-1.15) 0.22 54% 0.07

All stage 3 180 358 1.04 (0.70-1.54) 0.85 0% 0.59
Histology

PS, CC 4 260 0.58 (0.41-0.83) 0.003 22% 0.28
Type of MIS

RS 3 113 0.91 (0.53-1.54) 0.72 0% 0.70

LS 2 327 0.91 (0.62-1.33) 0.63 0% 0.79

Subgroup analyses comparing mortality between minimally invasive surgery and open s ?
Number of studies MIS patients (n) OPS patients (95% CI) for mortality Pvalue Study heterogeneity
P Pvalue, Cochran Q
v

Stage

Clinically early stage 5 8650 5360 0.27 65% 0.02

All stage 3 180 358 0.83 0% 0.92
Histology

PS, CC 4 260 422 0.64 (0.27-1 0.31 62% 0.05
Type of MIS

RS 2 66 244 0.95 (0.42-2. 0.90 0% 0.68

LS 2 327 165 1.05 (0.75-1.46) /\Q]D 0% 0.93

Gynecol Oncol. 2022 Aug;166(2):236-244



Minimally Invasive Compared With Open
Surgery‘in’High-Risk Endometrial Cancer

A Systematic Réviewsand Meta-analysis

14 studies, all retrospective, N= 2,332+542
from Mayo

Gr. 3 endometrioid, sérous, CCC, mixed,
carcinosarcoma

Early and late stage

Obstet Gynecol. 2023 Jan 1;141(1):59-68 30



Charactg-nstlcs of Studies
Type of Sample !f/@e\(y)

Fo]]ow:up

BMI (kg/m?) (mo) .
NOS Conversion |

Study Surgery Size (n) MeanéSD/eiedlan P Mean=SD Median P Score Mean Median Rate (%)

Fader LPT 191 66;9%1 .22 31.9x8.5 54 9 44 9.9
et al! MIS 192 65.4=x11.4 30171

Feuer LPT 15 66.4x8.0 vy 32.8x7.0 27 9 19.9 0
et al?® MIS 17 67.3%x8.9 29.9x=7.1 27.1

Vogel LPT 229 NA NR 7 31 NR
et al's MIS 49

Gao and LPT 81 58.26=x0.99 53042 <.01 9 45 0
Zhang®® MIS 81 56.05x=0.96 +0.38

Favero LPT 36 71.1x9.8 .06 v 8 47 0
et al?” MIS 53 65.9%6.9 38

Koskas LPT 114 66.0 7 69 5.3
et al*? MIS 114 66.8 51

Fader LPT 129 69.4 27. 9 60 34.3
et al'? MIS 274

Monterossi LPT 142 69 73 .83 8 60 2.1
et al*? MIS 141 67

Lakhi LPT 37 68 .80 0
et al®! MIS 22 71 28.4

Eltabbakh2® LPT 11 61.1%x13.3 T7 33.6x10.0 27 6

MIS 9 62.0*x12.9 28.8x7.1 48
| Pant et al*? LPT 33 65.9 41 30.9 3.03
63.7 30.6

MIS

47

Obstet Gynecol. 2023 Jan 1;141(1):59-68
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PFS

Study

Feuer A et al

Gao H et al
Favero G et al
Koskas M et al
Fader AN et al
Monterossi G et al
Lakhi N et al
Etabbakh GH et al
Pant A et al

Fader AN et al
Vogel TJ et al
Kyrgiou M et al
Coronado PJ et al
Perrone AM et al
Mayo Clinic

Random Effect

0.20
0.25
-0.19
0.07
0.04
-0.65
-0.01
-0.09
0.10
0.03
-0.22
-0.33
-0.99
-1.47
-0.31

0.3169
0.8752
0.9547
1.1956
0.1719

Heterogeneity: 12 = 20%, t° = 0.0096, p = 0.23

Obstet Gynecol. 2023 Jan 1;141(1):59-68
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95%-Cl Weight

Wi
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m:-n—x.hm.hmmwmﬂmmm
PprOoOBRUON®

MNOWWHRONO A =2WoO ~
_LNMAA_LNN_\.C;_:._\_;

0.
0.
0.
0.
0.
0.
0.
0.
0.
0.
0.
0.
0.
0.
0.
0.

o w
NOOOW—=N~0O N

1.0%
1.7%
6.2%
10.7%
14.9%
7.1%
4.1%
1.0%
2.1%
36.2%
3.6%
0.5%
0.4%
0.3%
10.1%

[0.82; 1.05] 100.0%
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PFS In e;rly and Iate stage

Study

Fader AN et al
Perrone AM et al
Vogel TJ et al
Kyrgiou M et al
Coronado PJ et al
Mayo Clinic

Random Effect
Heterogeneity: I° = 0%, > =0, p = 0.96

Study Log RR Se LogRR
Fader AN et al 0.04 0.1213
Perrone AM et al -0.69 1.6423
Mayo Clinic -0.29 0.1768

Random Effect
Heterogeneity: I* = 21%, 1 = 0.0119, p = 0.28

Obstet Gynecol. 2023 Jan 1;141(1):59-68

95%-Cl Weight
6;1.34] 57.3%

5.55 1.3%
;4.96] 3.5%

767] 1.0%
3;1.85] 20.3%

0.62; 1.20] 100.0%

[0.5

[002

0.41;2.09] 16.6%
[0.15

[0.01;

[0.4

RR 95%-Cl Weight
1.04 [0.82; 1.32] 61.5%

0.50 [0.02; 12.50] 0.6%
0.75 [0.53; 1.06] 37.9%

0.92 [0.71; 1.18] 100.0%

01 051 2 1
favors MIS favors Open
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OS

Study

Fader AN et al
Feuer A et al
Gao H et al
Favero G et al
Koskas M et al
Fader AN et al

Monterossi et al

Lakhi et al

Etabbakh GH et al

Pant A et al
Vogel TJ et al
Kyrgiou M et al

Coronado PJ et al.
Perrone AM et al

Mayo Clinic

Random Effect
Heterogeneity: /2 = 31%, t° = 0.0304, p = 0.12

“

-0.52
0.20
0.05

-0.60
0.70

-1.75

-0.69

-0.12
0.06

-0.69

-2.53

-0.09

D:O
0.29

Se Log RR
.0988

Obstet Gynecol. 2023 Jan 1;141(1):59-68

Risk Ratio
-]

0.1
favors MIS favors O
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0.51 2

0
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95%-Cl Weight
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21.7% |
1.2% |

4.3%

3.5% |
12.5% |

16.5%
8.9%
2.7%
0.4%
2.7%
5.1%
2.5%
0.9%
0.9%

16.2%

0.92 [0.77; 1.11] 100.0%

34



Study

OSin ea;l)/ and late stag

‘? RR Se Log RR Risk Ratio RR  95%-Cl Weight

Fader AN et al 0.2421 1.08 [0.67;1.73] 45.7%
Vogel TJ et al 0.5146 : 0.92 [0.34;2.52] 15.1%
Kyrgiou M et al 0.9070 ' 0.66 [0.11;3.90] 5.4%
Perrone AM et al 2.3 W10 ————— 0.10 [0.01;0.85] 3.8%
Mayo Clinic -0.22 8 0.80 [0.42;1.54] 30.1%
Random Effecg 0.86 [0.56; 1.31] 100.0%
Heterogeneity: I“ = 18%, t° = 0.0431, p =0.30
A 0512 10
ors MIS favors Open
Study Log RR Se Log RR RR 95%-Cl Weight
Fader AN et al 0.03 0.1377 1.04 [0.79; 1.36] 42.6%
Lakhi N et al -0.04 0.5660 0.96 [0.32;291] 3.0%
Perrone AM et al -0.51 0.5164 0.60 [0.22;165] 3.6%
Kyrgiou M et al 0.41 0.3368 ] 1.51 [0.78;2.92] 8.4%
Coronado PJ et al -3.22 1.9390 0.04 [0.00;1.78] 0.3%
Mayo Clinic -0.02 0.1387 0.98 [0.75;1.28] 42.1%
Random Effect 1.01\]0.83; 1.23] 100.0%

Heterogeneity: I° = 6%, t° = 0.0041, p =0.38 | T ‘
0.001 01 1 10 1000
favors MIS favors Open

Obstet Gynecol. 2023 Jan 1;141(1):59-68






Intrauterine manipulator during hysterectomy for |
endomet ncer: a systematic review and |
meta-anal oncologic outcomes

14studies: 2 RCT, etrospective, N= 5,019

Underwent total la copic or robotic
hysterectomy for en rial cancer

85% stage IA/IB, endom @85—97%

<&

Am J Obstet Gynecol. 2024 Feb;230(2):185-198



Forest plot for recurrence-free survival

A: 14 trials, B> RCTs
4 >

A Manjpulator Withqut Manipulator Hazard Ratio for Recurrence Hazard Ratio for Recurrence
Study or Subgroup  log[Hazard Ratio for Recurrence] SE Total Total Weight IV, Random, 95% Cl Year IV, Random, 95% C|
Lee et al. 1.37 0.82 55 55 6.4% 3.94[0.79, 19.63] 2013 —
Tinelli et al. 1.57 0.89 55 55 5.5% 4.811[0.84, 27.51] 2016
Uccella et al. 0.24 0.19 579 372 45.2% 1.27[0.88, 1.84] 2017 T
Padilla-Iserte et al. 0.54 0.27 1730 882 33.4% 1.72[1.01, 2.91] 2021 — i
Gueli Alletti et al. -0.45 0.65 78 76 9.6% 0.64 [0.18, 2.28] 2021 L
Total (95% CI) 2497 1450 100.0% 1.52 [0.99, 2.33] >
i Tand — . it = - — i = I | | |
Heterogeneity: Tau® = 0.07; Chi* = 5.76, df = 4 (P = 0.22); I’ = 31% bo1 01 ) 1o 100

Test for overall effect: Z = 1.93 (P = 0.05) Favours [Manipulator] Favours [No Manipulator]

B Manipulator Without Manipulator Hazard Ratio for Recurrence Hazard Ratio for Recurrence
Study or Subgroup  log[Hazard Ratio for Recurrence] SE Total Total Weight IV, Randof, 95% Cl Year IV, Random, 95% Cl

Lee et al. 1.37 0.82 55 55 46.2% 3.94710.79, 19,63] 2013 —
Gueli Alletti et al. -0.45 0.65 78 76 53.8% 0.64 [0.18/2.28\2021 —

Total (95% ClI) 133 131 100.0% 1.48 [0x25, 8.76) —*—

Heterogeneity: Tau? = 1.11; Chi* = 3.03,df = 1 (P = 0.08); I’ = 67% f T {

| |
S B 081 0.1 1 10 100
Test for overall effect: Z = 0.43 (P = 0.67) Favours [Manipulator] Favours [No Manipulator]

Am J Obstet Gynecol. 2024 Feb;230(2):185-198 38



Forest pld}af'or overall survival

Manipula ithout Manipulator Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Total /NKTnlal Weight 1V, Random, 95% Cl Year IV, Random, 95% Cl !
Uccella et al. -0.28 0.27 579 \/ 2 41.9%  0.76[0.45,1.28] 2017 —
Gueli Alletti et al. -0.06 141 78 3.1%  0.94[0.06, 14.93] 2021
Padilla-Iserte et al. 0.34 0.19 1731 8 5.0%  140[0.97,2.04] 2021 LB
Total (95% Cl) 2388 13 1,07 [0.65, 1.76] ?
Heterogeneity: Tau’ = 0.08; Chi* = 3.55,df = 2 (P = 0.17); " = 44% I ; | ; I
Test for overall effect: 2 = 0.27 (P = 0.79) 0.01 0. : 10 100
estioroveraferiect. £=15 e Favours [Manipulator] Favours [No Manipulator]
39
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Forest plot for peritoneal cytology
status with.ys. without IUM

Manipulator  Without Manipulatof Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight\M-H, Random, 95% Cl Year M-H, Random, 95% CI
Krizova et al. 5 40 4 161\, 25.2% 5.61[1.43,21.95] 2011 L
Lee et al. 4 55 1 55 13.1% 4,24 [0.46, 39.17] 2013 =
Raji et al. 1 18 6 59 13.4% 0.52 [0.06, 4.63] 2014 n
Tinelli et al. 2 55 3 55  17.4% 0.65900.10, 4.08] 2016 &
Seifi et al. 9 59 6 45  30.9% 1.1740.38, 3.57] 2019 L I—
Total (95% CI) 227 375 100.0% 1.66'0.67,4.16} -l
Total events 21 20

g 2 . 2 2 | 1 I ]
Heterogeneity: Tau® = 0.38; Chi* = 6.22,df = 4 (P = 0.18); I = 36% ol 01 ] 10 100

Test for overall effect: Z = 1.09 (P = 0.28)

Am J Obstet Gynecol. 2024 Feb;230(2):185-198

Favours [Manipulator] Favours [No Manipulator]
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Forest plot lymphovascular space invasion

A

Manipulator

Without Manipulator

0Odds Ratio

Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Lee et al. 7 55 5 55 9.2% 1.46 [0.43, 4.91] 2013

Raji et al. 7 18 5 59  8.5% 6.87 [1.84, 25.68] 2014

Tinelli et al. 3 55 2 55 5.8% 1.53 [0.25, 9.53] 2016 o
Mitideri et al. 8 24 33 64 A1.0% 0.47[0.18, 1.25] 2017 —
Uccella et al. 35 270 21 202 1h3% 1.28 [0.72, 2.28] 2017 — T
Seifi et al. 6 59 9 45 9.9% 0.45[0.15, 1.38] 2019 - =
Padilla-Iserte et al. 379 1756 102 905, 16°5% 2.17[1.71, 2.74] 2021 -
Gueli Alletti et al. 15 78 18 76 V12.7% 0.77 [0.35, 1.66] 2021 —T
Hudec et al. 10 87 18 83 12.1% 0.47 [0.20, 1.09] 2022 —

Total (95% CI) 2402 1544 100.0% 1477{0.64, 1.90]

Total events 470 213

Heterogeneity: Tau® = 0.45; Chi® = 34.24, df = 8 (P < 0.0001); I> = 77%

Test for overall effect: Z = 0.36 (P = 0.72)

B Manipulator

0.01

0.1 1 10 100

Favours [Manipulator] Favours [No Manipulator]

Without Manipulator Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl/ Year M-H, Random, 95% CI
Lee et al. 7 55 5 55 28.8% 1.46 [0.43, 4.91]1 \2013 -
Gueli Alletti et al. 15 78 18 76 71.2% 0.77 [0.35, 1.66] 2021 ——
Total (95% CI) 133 131 100.0% 0.92 [0.48, 1.77] -
Total events 22 23

o 2 _ - Chi? = - - S12 = d } |
Heterogeneity: Tau® = 0.00; Chi* = 0.77,df =1 (P = 0.38); I’ = 0% 0.01 o1 b 10 100

Test for overall effect: Z = 0.24 (P = 0.81)

Am J Obstet Gynecol. 2024 Feb;230(2):185-198

Févours [Manipulator]“ Favours [No Manipulator]
N /
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Sentinel LNf%sy in high-risk histology




Sentinellymph node

SLN algorithm; Ukrastaging during frozen
section

Systemic LN dissectiomif (+) or failed (may
reinjection)

Cervical injection with ICG highest detection
rate

SLN mapping: decreased op and pest-op
morbidity, op time, lymphedemad

Isolated PA node mets: 0.8%—5%.

43


簡報者
簡報註解
 A positive sentinel lymph node was found in 14% of patients. In 37% of these, this was detected only by ultrastaging. Using more ultrastaging slides did not result in a higher detection rate. Bread-loaf slicing led to a higher detection rate compared with longitudinal slicing (mean detection rates 53% and 33%, respectively).
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UItrasta@g lymph node processing
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Sentinel Iyzn}Ph node biopsy in high-grade

endometri ncer: a systematic review and meta-
analysis of ance characteristics
Clinical stag
Gr. 3 endometrioid, serous, clear cell,
carcinosarcoma, d,
undifferentiated, d entlated and
high-grade not other ecified

Cervical injection of ICG
At least BPLND as standard

O

Am-J Obstet Gynecol. 2021 Oct;225(4):367 43



Sentinel lymph node biopsy in high-grade
endome#&jancer: a systematic review and meta-
analysis 0 rmance characteristics

16 prospective@ les, N= 429

Detection rates: 4% bilaterally

Node positivity rate:26%

Sensitivity: 92%, FN: 8@

V:97%
Conclusion: SLN accuratelydetect lymph
node metastases! Me?? O

Am J Obstet Gynecol. 2021 Oct:225(4):367 a6
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Radical h@rectomy for stage 11?




Impact of Radical Hysterectomy Versus Simple Hysterectomy
on Survival ofdPatients with Stage 2 Endometrial Cancer:
A Meta-analysiS

10 retrospectivedcohort studies, N= 2866
No RCT

Ann Surg Oncol. 2019 Sep;26(9):2933-2942 48



Prog ress%free survival

Study %

1D HR(95% C1) Weight !
Cohn (2007) 0.79 (0.13,4.77) 12.72

Leminen (1995) 0.71 (0.32, 1.55) 66.30

Takano (2013) 0.86 (0.21,3.47) 20,98

Overall (I-squared = 0.0%, p = 0.971) 0.75 (0.39, 1.42) 100.00

Favours RH F:@

Ann Surg Oncol. 2019 Sep;26(9):2933-2942
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簡報者
簡報註解
Not significant even considering R/T


Overal

vival

&

Study ‘o
D HR (95%CI) Weight
AN\

Avyhan (2004) < /> + : 0.68 (0.16, 3.05) 2.59
Boente (1993) NV I 0.75(0.21, 2.97) 3.20
Cohn (2007) - 0.15 (0,02, 1.00) 1.47
Cornelison® (1999) 068 (0.29, 1.56) 7.94
Comelison®** (1999) 087 (057, 129 3371
Fu (2018) + : 061 (0.17, 2.28) 3.34

|
Orezzoli (2009) + : 0.21 (0.06, 0.80) 3.35
Phelippeau (2016) —— 1.22 (0.80, 1.84) 32.42
Sartori (2001) - 0.98 (0.30, 3.23) 398

|
Takano (2013) } - L76 (0.76, 4.07) 7.99
Overall (I-squared = 33.7%, p = 0.138) ¢ 0.92 (0.72, 1.16) 100.00

Favours RH

Favours SH

N\

Ann Surg Oncol. 2019 Sep;26(9):2933-2942
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Role of RH in stage |l

To obtain negative margins

Primary cervical cancer or stage Il EM
cancer cannot bedetermined

51



Strategies on surgeries

MIS equal oncology outcomes in low- and
high-risk histolegy; stages

Robotic: similar PFSfQS, complications
compare to LSC

Manipulator safe, tubal'acclusion before
Insertion

Accurate sentinel LN biopsy inLclipical stage |,
even high-risk histology?
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YN Guidelines Version 1.2024

etrial Carcinoma
INITIAL ADDITIONAL PRIMARY TREATMENT

CLINICAL WORKUP

FINDINGS No evidence Primary Treatment
(Endometrioid of extrauterine| —— |(Disease limited to the
Histology)? isea uterus) (ENDO-1)
|: -
Suitable L‘:gﬁge ,,Jemﬁ:ﬁgﬁ Adjuvant treatment for
for primary (consider preoﬁerative — | surgically staged®:
surgery chemotherapyh) » Stage llI-IV (ENDO-6)

+ EBRT®
« Consider . S*stemic therapy” + vaginal brachytherapy®

Suspected CA-125 Distant
extrauterine| — | * Imaging as metastases
disease clinically

indicated'

Re-evaluate for
surgical resection

Locoregional 4-12 weeks post RT

disease
Not suitable
for primary
SUFQEWb Re-evaluate for
}urgical resection
Distant metastases ——» Systemic therapy and/or RTY
based on

response




PORTEC 3;@

IA endometrioid G3 with LVSI
|B endometricid G3
Il or 1l endometricid
111l with serous or clear cell

e

I-IV any histology
I-11l with serous or clear cell with positive
washings

Int J Gynecol Cancer. 2023 Sep 4;33(9):1408-1418

-

External beam radiation therapy
(48.6Gy in 1.87Gy fractions, 5x/week)

5-year FFS: 76.5% in CRT vs 69.1% in RT

isplatin 50mg/m?2 with i

beam radiation therapy

.87Gy fractions, 5x/week)
+

in AUC 5 and

m? x4 cycles

Carboplatin A and
paclitaxel 175mg /m? x6 cyc

Cisplatin 50mg/m? with
External beam radiotherapy
(45Gy in 1.8 Gy fractions, Sx/week)
+

Carboplatin AUC 5-6 and
paclitaxel 175mg /m? x6 cycles

GOG 258 study Schema

5-year OS 81.4% in CRT vs 76.1% in RT,
HR 0.70, 95% CI 0.51-0.97

HR 0.70, 95% Cl 0.52-0.94

B AN EEE NN AR REERREENEEEEEEEEEEY,

5-year RFS 59% in CRT vs 58% in CT
HR 0.90, 90% CI 0.74-1.10

sssnnnnnnnant

-
A RN AR AR AN A AR AR R
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The ASCO Post

GOG 258 Final Results: No Improvement in |
Survival by Ad Radiotherapy to

Chemotherapy In anced Endometrial

Cancer %

By Caroline Helwick

May 25, 2023

1. 813 patients, 75% stage [lIC1 or [lIC2
2. F/U 112 months, OS (HR=1.05; 95% ClI, 0.82-1.34)

56



Sequential Chemotherapy and Radiotherapy in the
Sandwich d for Advanced Endometrial Cancer
Aﬁl Meta-Analysis
Study No. of \(tdge Pathological Treatment 3-Year 3-Year NOS
Study Type Patients ase Type Regimens PFS 0S Star
Lan et al Retrospective 25 11— h/ '+ other  “*Sandwich’” protocol with 62.4% 81.8% 5/9
(2013)"3 unclear detail
Einstein et al Prospective 14 [r-1v 3 cycles of paclitaxel and NA 50% 6/9
(2012)" carboplatin + radiotherapy
+ 3 cycles of chemotherapy
Geller et al Retrospective 39 [1-1v UPSC + othep cles of docetaxel and 71% NA 5/9
(2011)" types
Secord et al. Retrospective 45 r-1v UPSC + other 69% 88% 6/9
(2009)'° types
Lupe et al. Prospective 43 [1-1v UPSC + other a NA 68% 6/9
(2009)"7 types < iother.
+ 2 cycles™\ot cthrapy
3-yea S=68%, OS=75%

Medicine (Baltimore). 2015 Apr;94(16):e672
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Comparing the survival rates of patients with stage IlIC endometrial
cancer undergoing sandwich therapy to those undergoing sequential
chemotherapy/@and radiotherapy: a meta-analysis

5 retrospective trials, N= 800

Sandwich: supefior5-year OS

Sandwich: superior34sear OS for non-
endometrioid histology, not statistical
significant

Toxicities: similar.

Clin Transl Oncol. 2023 Dec 11.
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A Multi-Institutional Analysis of Adjuvant
Chemotherapy and Radiation Sequence in
Women With Stage IIIC Endometrial Cancer

—~Z_ N

Entire cohor @? chemo  Coneuwrrent Sandwich Upfront RT  Chemo-brachy
"V

n = 636 Z‘J;_f n=113 n= 170 n= 34 n= 717 P value

Histology
Endometnond 451 (665%) 18 6450) B8 (78%) 104 (61%) 25 (73.5%) 47 (61%) 025
Nonendometriond 235 (34%) 105 ( S (225) 66 (39%) 9 (26.5%) 30 (39%)

Clear cell Ca 23 (3.4%) )

Serous Ca 130 (19.3%)

Mixed Ca T0 (10.3%) a

Mucin Ca 5 (0.7%) 6)

Squamous cell Ca 10(0.15)
FIGO stage
1HIC1 439 {645%) 191 (65%) 76 (67%) (63.5%) 22 (65%) 42 (54.5%) -
1ncz 247 (36%) 101 (35%) 37 (34%) 62 ( 12 (35%) 35 (45.5%)
Radiation treatment
EBRT 191 (28%) 45 (15%) 43 (3I8%) a0 (3850) 0 = [N}
BT Q4 (14%) 14 (5%) 0 1 (0.6%) o) T7 (1005%)
Both . 401 (58%) 233 (79%) T0 (62%) 9 (46.4%4 6% 0
Median no. of 6 (5-6) 6 (5-0) 4 (4-6) 6 (6-6) (4-6) 6 (B-6) NS

chemotherapy

cycles (IQR)

v

Int J Radiat Oncol Biol Phys. 2021 Aug 1;110(5):1423-1431


簡報者
簡報註解
13 medical centers in US by radiation oncology



A Multi-Institutional Analysis of Adjuvant

Ch% erapy and Radiation Sequence in
Wom /%Stage ITIC Endometrial Cancer

1.00 Treatment
=+ upfront chemo
=+ concurrent
—+ sandwich
0.75 —+ upfront RT
= ~+ chemo-brachy
=
m
0
£
= J
=
2
: >
=
LA
25

100 150 200
months

Int J Radiat Oncol Biol Phys. 2021 Aug 1;110(5):1423-1431

60


簡報者
簡報註解
13 medical centers in US by radiation oncology


Outcomes of “sandwich” chemoradiotherapy

compared wi

1.0
®
.E UB-“__‘LID‘—’ L—u—u—
=
7}
@ 06
e
[ IR
c
.2 0.4-1
E -IICT alone P F S
5 ~Msandwich
=]
£ 0271 p=o0.200
0.0 T T T T 1
0 12 24 36 48 60
Maonth

Front Oncol. 2022 Sep 23:12:946113

Local Recurrence Survival

C/T alone for the adjuvant treatment of
metrial cancer
q

FIGO stage Il %
B

O

C
v 1.0
] 4 S DB-“:I‘_H_j\ﬁ
>
g
0.6 @ 067
)
[}
-IIICT alone \/{6(: E -ICT alone d |Sta|
Nsandwich g -Msandwich
°Z1  p=0.031 </ *#1 p=o032
0.0 T T T T 1 0.0 T T T T 1
0 12 24 36 48 60 0 12 24 36 48 60
Manth O ’ Month
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Outcomes of “sandwich” chemoradiotherapy
compared with,C/T alone for the adjuvant treatment of

FIGO stage |l %metrial cancer
A
S S
N

1.0 LI 1
0.8 S oe-
= =
I
2 067 %
=
@A
g 0.4 OS ‘g < -FI@T alone
4 -ICT alone @ sandwich DSS
~Msandwich ® p A
021 p=o0.007 o 1
0.0 T T T T 1 0.0 A
0 12 24 36 48 60 0

1 I
12 W
Mo

Front Oncol. 2022 Sep 23:12:946113
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SYSTEMIC THERAPY FOR ENDOMETRIAL CARCINOMA

Primaty or Adjuvant Therapy (Stage |-IV)

Chemoradiation Therapy

Systemic Therapy

Preferred Regimens
» Cisplatin plus RT followed by -::arl:u::'platm:’i::alc:l|t,su'ua.-l1 z

Other Recommended Regimens?

(if cisplatin and carboplatin are unavailable)
» Capecitabine/mitomycin?

» Gemcitabine?

» Paclitaxel>®

Preferred Regimens

s Carhoplatlnfpaclltaxel

-’CarhoplatmfpaclltaxeI!pembn::-llzumab (for stage lll-1V tumors, except for

inosarcoma) (category 1)0.<:d:8

' atlnfpaclltaxelfdustarl|mab gxly (for stage llI-1V tumors)
( Nc deld

+Ca uplatlnfpaclltaxeIftrastuzumah (for stage [I/IV HER2-positive uterine
serois caréinoma)d:10

: CarboptatlnfpachtaxeIftrastuzumah (for stage lII/IV HER2-positive
carcinosarcoma)df310

NCCN Guidelines Version 1.2024
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Immunother?y + C/T in first line advanced/recurrence

43, dMMR

¥ s

™ I =d
3 '
- € 0.9
90
§ @ a 0.8 Paclitaxel-carboplatin HR 0.30
= =] g o pembrolizumab P<0.0001
B 70 Dostarlimab group = %
@ 60 ‘g 0.6+ L—.
‘g 50 g o5
c 40+ g 0.4+
s a
B 304 Placebo group 5 034
g 90 £ 524 Paclitaxel-carboplatin+
g - * B placebo
& 104 ] 0.1+
0 ' ' 15.7 (95% CI, 7.2— 'é
T T T T T T T T T T T T T T T a 0.0 T T T T T T
0 2 4 5 8 10 12 14 16 18 20 22 24 26 28 30 32 0 6 12 18 24 10 16

Months since Randomization

Atezolizumab

100+

(4

HR 0.36
P<0.005 |

— Placebo
4 — Avelumab HR 0.46
P<0.015

Progression Free Survival
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Progression-free Survival (%)

Progression-free survival (%)

Immunotherapy + C/T in first line advanced/recurrence

pMMR

':§ 1.0+
E 0.9 d
g °% HR 0.54
- 7
m T P<0.0001
60+ 2 06
3 g 0.3+ Paclitaxel-carboplatin+
i g 0.4+ embrolizumab
30+ 5 03
20+ £ o2
o 18.8 (95% Cl, 1 "é 0.1 Paclitaxel-carboplatin+
o T T T T T T T T T T T T T g 0.0 placebo
. i I 1 I I
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 : T 5 £ - 5

Months since Randomizati
ontns since Randomization Months

100 —— Placebo 1004

Atezolizumab

—— Avelumab o0+ — Placebo
751 : iz
50
25
0 T T T T T T T | 1 I: '
0 6 12 18 24 30 36 42 48 o ﬁ V 1 24 10 36 2 8




GOG- 309}KEYNOTE B21

Z agel Stage 2
=
Key eligibility criteria: 38 / izumab 200 mg IV O
1

» Newly diagnosed endometrial é = | Pembrolizumab 400 mg QW

carcinoma or carcinosarcoma |3 (6 cycles)
+ High Risk* \_ Y,
» No prior therapy including 11 e Placebo IV N\

XRT or neo-adjuvant (Q3W, 6 infusions) Placebo QW
. - 3 N = 6 cycles

Curative intent TH/BSO +/- LN Garbopltin (AUC 5 o 6) (6 cycles)

sampling/dissection Paclitaxel 175 mg/m?
+ No residual disease - (Q3W, 4 or 6 cycles) - /

[ Radiotherapy (+/- Cisphatif) after
completion of chemotherapy
4 N

* High Risk: Stratification factor

+ FIGO (2009) Surgical Stage | or Il with myometrial invasion +  MMR status (if pd en further stratification by:

of non-endometrioid histology + Stage (I/1l vs [IIHVA
o of any histology with known aberrant p53 expression or p53 mutation + Planned radiation (EBR hemo-EBRT vs no EBRT)
+ FIGO (2009) Surgical Stage Il or IVA of any histology « Histology (non-endonte g’endometrioid)
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LEAP-001: yyhase 3 in endometrial cancer

Key eligibility criteria: Carboplatin and
Stage lll, Stage IV or recurrent Paclitaxel
endometrial carcinoma N=360
Measurable disease or radiographically
apparent disease
May have received prior chemotherapy
only if adjuvant/neoadjuvant therapy
and/or administered concurrently with inib and
radiation
ECOG PS O or 1 lizymab

=360
AU
A AAN

/

Stratification factors:
*  MMR status (pMMR v dMMR), if pMMRR:
* Measurable disease (yes or no)
* ECOG(0vs1)
¢ Prior chemotherapy and/or chemoradiation (yes or no)

9




I]/ Phase 3 KEYNOTE C93:
First-Line Peiibrolizumab vs Chemotherapy in dMMR!

"%

\Qﬁ

/ . ‘ P \ Pembrolizumab
« Histologically confirmed ¢ Di tus 400 mg IV Q6W
stage lIl/IV recurrent EC (ne o
including carcinosarcoma e
+ ECOG PS 0/1 il &
* No prior systemic - Histology b N = 350 Paclitaxel
. iihl\irl\ir?{y (endometrioid 175 mg/m? IV Q3W
\ -/ \ nonendometrioid / Ca rbo.;alatin
AUC 6 IV Q3W

O Primary endpoints: PFS, OS
« Secondary endpoints: ORR,
e;z DOR
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Improved Progression-Free Survival Associated with

Tumor-Infilfrating Lymphocytes in High-Grade
Endometrial“Cancer

TCVGH 2017-2022

Pathology reviewTofTILS, N= 237
dMMR= 23%

HG: Gr. 3 endometrioid, serous, CCC
TILs may be a potential prognostic marker

J Clin Med. 2023 Jan 11;12(2):603
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Improved Progression-Free Survival Associated with

Tumor-Infi
Endometria er
10+ e, —— VO
2 ¥ Log Rank p=0.733
z
f i ——— TILs (+)
E 0.4- i
E
5 o Low grade
0.0

|
500

Follow-up (days)

J Clin Med. 2023 Jan 11;12(2):603
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Randomized Phase Il Trial of Carboplatin-Paclitaxel
Compared with Carboplatin-Paclitaxel-Trastuzumab in
Advanced’(Stage IllI-1V) or Recurrent Uterine Serous
at Overexpress Her2/Neu

0@ pdated Overall Survival Analysis (N=41+20)

PFS vs. Trastuzumab, all eligible subje PFS vs. Trastuzumab, advanced USPC
With number of subjects at risk With number of subjecls at risk
bE * Censor 1.0
:)’ 1
\ HR =0.436,
a L 90% Cl, 0.229-0.830;

- b o8 One-sided P=0.015

90% Cl, 0.279-0.765;
One-sided P=0.0050

04 E
4

Proportion progression-free

* Censored

a
0.0
21 16
4] 1

No " 5
Y';: gz 1€:a : f z ;‘ :, : Yes |2 r s 2 0
0 12 24 36 48 60 72 84 36 48 60 72
Months since on-treatment date Months since on-treatment date
Trastuzumab No Yes TQMO No Yos

J Clin Oncol. 2018 Jul 10;36(20):2044-2051
Clin Cancer Res. 2020 Aug 1;26(15):3928-3935
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Randomized Phase Il Trial of Carboplatin-Paclitaxel

Comp
Adv

1.0

08
HR =0.581,
» 90% Cl, 0.339-0.994;
2 08 One-sided P=0.046
g
T
o
g 04
o
02
0.0
No |28 23 15 6 5 5 4
Yes 30 28 10 4 4 0
0 12 24 36 48 60 72

Months from on-treatment date

No

Trastuzumab Yes

J Clin Oncol. 2018 Jul 10;36(20):2044-2051

Clin Cancer Res. 2020 Aug 1;26(15):3928-3935

d with Carboplatin-Paclitaxel-Trastuzumab in

Overall survival vs. Trastuzumab, advanced USPC

With number of subjects at risk

. = Censored
0.8 HR =0.492,
90% Cl, 0.249-0.974;
a One-sided P=0.041
=
2 0
2
a.
0.0 v 4 a
No "'(-I 11: / u: 'j l. 4 1
] 12 O 36 48 60 72 B84
Month on-treatment date
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SYSTEMIC THERAPY FOR ENDOMETRIAL CARCINOMA

Primary or Adjuvant Therapy (Stage I-IV)

Chemoradiation Therapy

Systemic Therapy

Preferred Regimens
» Cisplatin plus RT followed by c:arbn:JpIaltan’;:aac:I|tau<e.'l12

Other Recommended Regimens®

(if cisplatin and cmplatln are unavailable)
» Capecitabine/mitomycin?

» Gemcitabine

+ Paclitaxel>®

Preferred Regimens

' Carhoplatlnfpaclltaxel

+ Carboplatin/ paclltaxelfpembrohzumab (for stage IlI-IV tumors, except for
carcinosarcoma) (category 1)2:¢

» Carboplatin/paclitaxel/dostarlimab-gxly (for stage lll-IV tumors)
(category 1)ed.ed

+ Carboplafin/paclitaxel/trastuzumab (for stage IIl/IV HER2-positive uterine
serous carcingma)?f910

' CarhopIatlnfpachtaxemrastuzumab (for stage IIIV HER2-positive
carcinosarcoma) 910

NCCN Guidelines Version 1.2024
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SYSTEMIC THERAPY FOR ENDOMETRIAL CARCINOMA

Primary or Adjuvant Therapy (Stage |-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

. Carboplatinfpaclitaxel

“ Carboplatin/paclitaxel/pem brollzumab (for stage llI-IV tumors, except for
cargino$arcoma) (category 1)b-c.d.8

. Carhop[aﬂnfpaclltaxelfdostarI|mab gxly (for stage llI-IV tumors)
(categdry 1]¢-d-82

. CarhopIatlnfpaclnaxelftrastuzumab (for stage IIlI/IV HER2-positive uterine
serous cargindgma)®f:9.1

. Carhoplatln aclit em\astuzumab (for stage IlIl/IV HER2-positive
carcinosarcoma)d:9.1

NCCN Guidelines Version 1.2024
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Trastuzumab-deruxtecan

@ lysosome

o

DNA damage and il
apoptotic cell
death

78


簡報者
簡報註解
5.4 mg/m2, 75W/100 mg, = 22.5W/q3w


HER2 IHC 3+ and 2+ prevalence

6-17%58 13-39%58

Cervical

8-18%'C

2-5%1.10

Ovarian



Efficacy and Safety of Trastuzumab Deruxtecan in Patients
With HER2-Expressing Solid Tumors: Primary Results From
the DESTINY @moroz Phase Il Trial

100 3 <)

Confirmed ORR (%)

b
40
Endometrial Cervical Ovarian

J Clin Oncol. 2024 Jan 1;42(1):47-58



Efficacy and Safety of Trastuzumab Deruxtecan in Patients
With HER2-Expressing Solid Tumors: Primary Results From
the DESTINY-PanTumor02 Phase Il Trial

N o BY A

MEdian'§FS in months (958% CI

Median PFS in months (86% CI)

1.0 4 —— Cervical cancer: IHC 3+ NR {3.8-NR)

1.0 ==t Endometrishcancer: [HC 3+ NR (7.3-NR)
'.:E:‘ —=— Endometsfal cancer: IHC 2+ 8.5 (4.6-15.1) 'E“_ 0.8 - Cerv?c:al DDDDDD IHC 2+ 48 '.2'_"'5'?:'
£ 0.8 - ——NEndofletrial cancar-Total 11.1 17.1-NR) = - === Cervical cancer: Total 7.0 (4.2-11.1}
= =]
Z 06 A 2 o6
g 3
=2 04 2 044
w2 o
& o0z 2 02
1 1 1 1 1 1 I 1 1 1 I ’ T T T I I 1 1 1 1
0 3 1] 9 12 15 18 21 24 27 30 33 ’ 0 3 B g 12 15 18 21 24 27

Time Since First Dose (months)

J Clin Oncol. 2024 Jan 1;42(1):47-58

PFS (probability)

1.0

0.8 o

0.6

0.4

0.2 o

Time Since First Dose (months)

&/ \

Medigf PFS in months (95% CIi
== (Oyfrian canceryHC 3+ 12.5 (3.1-NR)
—a— Ohvarian canger: IHG 2+ 4.1 {2.3-12.6)

=—+— (varianancer: Total 5.9 (4.0-8.3)

Time Since First Dose (months) N
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Efficacy and Safety of Trastuzumab Deruxtecan in Patients
With HER2-Expressing Solid Tumors: Primary Results From
the DESTINY-PanTumor02 Phase Il Trial

0.8

0.6 -

0.4 o

0S (probability)

0.2 o

NV / \

—a— Endometrial cancer: IHC 3+ 26.0 [1B.2-NR}
=—— Endometrial cancer: IHC 2+ 16.4 (B.0-NR)

=—— Endometrial cancer: Total 26.0 {12.8-NR)

Median 05 in months (86% CI) — a

Median OS in months (85% Cl}

] 3 6 9 12 15 18 21 24 27

Time Since First Dose (maonths)

0a -

06 -

04

0S (probability)

0.2

N

1.0 H —=— Cervical cancer: IHC 3+ NR (3.0-NR}
—_ —— Cervical cancer: IHC 2+ 11.5 (5.1-NR)
Z 08 —— Cervical cancer: Total 13,6 (11.1-NR)
=
m 0.5
0
=]
S 04 -
w2
i o 02 o
I I ' T T T T T T T T T T T
30 38 ‘ o 3 & 9 12 15 18 21 24 27 30 33
Time Since First Dose (months)
r'é 7

Meadiag OF ipfmonths i05% CI
=——s— Owarian céncer: IHC 3+ 0.0 T B-NR}
=——e— Owarian cancer: IHCA+ 13.0 (4.73¢1.9)
=—+— Owarian cancer: Ngtal 13.2 (B.0A7.7)

J Clin Oncol. 2024 Jan 1;42(1):47-58
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- Primary endpoints
Lenvatinib *PFS by BICR

Key eligibility criJ
r ent

* Advanced, metasta

endometrial cancer 20 mg PO QD

. . + *Overall survival
Mea.surabk_a disease by Bermbrolzumakt

* 1 Prior platinum-based CT? 200 mg IV Q3W

Secondary endpoints
*ORR

Treat until progression or > *HRQoL

* ECOG PS 0-1
* Tissue available for MMR testing

Stratification factors unacceptable toxicity «Pharmacokinetics
MMR status (pMMR vs dMMR) and " - « Safety
i i ithi . oxorubicin
furthe.r stratification within pMMR by: 60 ma/m? IV Q3We
* Region (R1: Europe, USA, Canada, or Key exploratory
Australia, New Zealand, and Israel, vs Paclitaxel endpoint
R2: rest of the world) 80 mo/m:2 IV QW . )
« ECOG PS (0 vs 1) (3 weeks on/1 week off) Duration of response

* Prior history of pelvic radiation (Y vs N)

aPatients may have received up to 2 prior platinum-based CT regimens if 1 is given in the neoadjuvant'qr adjdvant treatment setting. "Maximum of 35
doses. ®Maximum cumulative dose of 500 mg/m2.

BICR, blinded independent central review; ECOG PS, Eastern Cooperative Oncology Group performance status;
intravenous; PFS, progression-free survival; pMMR, mismatch repair-proficient; ORR, objective response rate; £0,

RQoL, health-related quality of life; IV,
by mouth); QD, once daily;

Q3W, every 3 weeks; QW, once weekly. ;
SGO : VIRTUAL ANNUAL MEETING ~ < sGo P

2021 ON WOMEN’S CANCER’ Society of Gynecologic Oncology
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Lenvatinib plus Pembrolizumab

for ced Endometrial Cancer
100 - O Median Progression-free Survival (95% Cl)
mo
90+ Lenvatinib + Pembrolizumab 10.7 (5.6-NR)
80 Chemotherapy 3.7 (3.1-4.4)
E 70 Hazard ratio for disease progression or death
[ | 5% CI): 0.36 (0.23-0.57)
2 60
= L
g 504 I
LL 1
s T
2 304 & i
¢ b
S 20 | dMMR
= L TR o
104 | | vV |/>
D | [ [
0 3 G

N Engl J Med. 2022 Feb 3;386(5):437-448

T T T | | |
12 15 ‘18\/ 2 24 27
Time in Months
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Lenvatinib plus Pembrolizumab
for ced Endometrial Cancer

Overall Survival (%)
T

Median Overall Survival (95% CI)
mo

Lenvatinib + Pembrolizumab NR (NR—NR)
Chemotherapy 8.6 (5.5-12.9)

Hazard ratio for death
(95% CI): 0.37 (0.22-0.62)
P<0.001

g% At H

@5

40—
%07 dMMR
20
104
D T T T

N Engl J Med. 2022 Feb 3;386(5):437-448

T T T 4 T T T
12 156 18 2 24 27
Time in Months
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Lenvatinib plus Pembrolizumab
for ced Endometrial Cancer

O Median
p MMR Progression-free

100

90
5 Survival
2 80 (95% Cl)
3 . 70— ) mo
wn
.2 604 N Lenvatinib+ 6.6 (5.6-7.4)
S8 Lenvatinib+ Pembrolizumab
< & pembrolizumab Chemotherapy 3.8 (3.6-5.0)
".6 E 40_
E 30
g 20- Chemotherapy Hazard ratio for progression
o 104 or death, 0.60 (95% ClI, 0.50-0.72)

<0.001

[} | |
0 3 6 9 12 15 18 21 24 27
Month

N Engl J Med. 2022 Feb 3;386(5):437-448 87



Lenvatinib plus Pembrolizumab
for ced Endometrial Cancer

< > Median
p|V||V|R Overall
Survival
(95% Cl)
inib+ mo
izumab Lenvatinib+ 17.4 (14.2-19.9)
Pembrolizumab

100
90+
80+
70+

Percent of Patients Who Were Alive

60

50

40 Chemotherapy 12.0 (10.8-13.3)
304 Chemoth Hazard ratio for death,

. emotnerapy 0.68 (95% Cl, 0.56-0.84)

207 P<0.001

10+

Month O

N Engl J Med. 2022 Feb 3:386(5):437-448 58



SYSTEMIC THERAPY FOR RECURRENCE

RECURRENT DISEASEN

First-Line Therapy for Recurrent Diseasel

Second-Line or Subsequent Therapy

Preferred

» Carboplatin/paclitaxel (category 1 for carcinosarcoma]"’?

* Carboplatin/paclitaxel/pembrolizumab\(eXcept for garcinosarcoma)
(category 1)P.c:d:8

. Carboplatin!paclitaxelfdostarlimab-gxly (categbry 1};‘3":'-'3rg

+ Carboplatin/paclitaxel/trastuzumab®9
(for HER2-positive uterine serous carcinoma)®1?

s Carboplatin/paclitaxelitrastuzumabd9
(for HER2-positive carcinosarcoma)t!

Other Recommended Regimens
* Carboplatin/docetaxel
. Carl:lc;pla!:ina’pac:Iita)(elafbev.aran::izumabd"“-“’12

Useful in Certain Circumstances
(Biomarker-directed therapy: after prior platinum-based therapy
including neoadjuvant and adjuvant)
* MMR-proficient (pMMR) tumors
» Lenvatinib/pembrolizumab (category 1]"’13
+ TMB-H tumors"
» Pembrolizumab®14
+ MSI-H/dMMR tumors®
» Pembrolizumab®1?
» Dostarlimab-gxly®:’!

Other Recommended Regimens

« Cisplatin/doxorubicin1?

« Cisplatin/doxorubicin/paclitaxelP-14

* Cisplatin

+ Carboplatin

+ Doxorubicin

* Liposomal doxorubicin

+ Paclitaxel

+ Albumin-bound paclitaxeld

* Topotecan

+» Bevacizumab™"1?

* Jemsirolimus

# Cabozantinib

* Docetaxel (category 2B)

* [fosfamide (for carcinosarcoma)

s lfosfapfide/paclitaxel (for carcinc:sarc::::ma]21
+ Cisplatin/ifosfamide (for carcinosarcoma)

Usefulin Ceftain Circumstances

(Biomarker-directed’'therapy)

* pMMR tumors

n}?roliz@\ab (category 1)&13
n,

» Pembrolizum
+ MSI-H/dMMR tumors®

» Pembrolizumab®1?

» Dostarlimab-gxly®16

» Avelumab®

» Nivolumab®22
+« HER2-positive tumors (IHC 3+ or 2+

» Fam-trastuzumab deruxtecan-nxki
* NTRK gene fusion-positive tumors

» Larotrectinib

» Entrectinib

3

NCCN Guidelines version 1.2024
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Applicability of the concept of “platinum sensitivity” to recurrent
endometrial ¢ Q‘;}The SGSG-012/GOTIC-004/Intergroup study

Response Mwﬁee interval (months)
PHS@/;f_:PFHm 12<PA<24 24 <PH
Complete response 7

? 17 24
Partial response 9 0" 24 19
8 8

Stable disease 11 18

Progression disease 35 19 14 10
Not evaluable 2 3 4 5
Total b4 65 o7 66
Overall response (%) 25 38 ( 61> 65

N 7

5. Y%

Gynecol Oncol. 2013 Dec;131(3):567-73



簡報者
簡報註解
From Japan


Applicability of the concept of “platinum sensitivity” to recurrent
endometrial ¢ %The SGSG-012/GOTIC-004/Intergroup study

v 4 A I
PFI ian PF | I
~ PFIL N Nedi : mﬂ%ﬂl\ P ; PFI A N | Median "gfwﬁss% [} P |
L PFI <6 63 32(93.43 ) PFl<6 64 1.3 (7.9-17.5) ‘
6<=PFI<12 |64 60M44-73) / — 6 <=PFl<12 [65] 14.8(115-195) _ |
12 <= PFl <24 | 67 7.8 (5.8%10, ? 12 <= PFl <24 |67 27.8(166-) A0
PFI>=24 |66 13.4(102-%0.0 66|  43.0(274-74.7)

=

B

2

g

£ 0.50/

=

=

a

" b

i &

02 0.25
PFl=&
& <= PL
4

Gynecol Oncol. 2013 Dec;131(3):567-73 o


簡報者
簡報註解
From Japan


FIGO staging
2023

2023 Figo Stage

Defining Criteria

non-aggressive histological type limited to the endometrium or an

A1 endometrial polyp
non-aggressive histological type involving <50% myometrium, with
1A2
no/focal LVSI
3/\ low-grade EEC limited to the uterus and ovary

POLEmut EC, confined to the uterine corpus or with cervical extension, regardless
of LVSI or histological type

n&y focal LVSI

v Naggressive histological type involving =50% myometrium, and with

Ic aggressive histological type limited to the endometrium or an
ndometyial polyp

IIA non- eSsive histological type with invasion of the cervical stroma
IIB no e histological type with substantial LVSI
Iic aggress cal type with any myometrial infiltration
IO~ p53abn EC, e uterine corpus fm'h_f: any J'H\l;’ol'_rfﬁ’“'fri‘f_ infiltration, with
ph3abn or without cervic ":W regardless of LVSI or histological type
IIIA1 spread to ovary o f%pian h)e (except if it meets the Stage IA3 criteria)
A2 involvement of uteriNuB;\{rosa / serosa
I1IB1 metastasis or direct s preavd to ﬂy(agiNnd Jor the parametria
IIB2 metastasis to the pelvic perito@m
1IC1 metastasis to the pelvic lymph nM )/\)
(micrometastasis = I[IIC1i/macrometastasig’= IIICNi
metastasis to para-aortic lymph nodes upnto the génal vessels, with or
Iicz2 without metastasis to the pelvic lymph no
(micrometastasis = I1IC2i /macrometastasis = IIIC2i /\
VA invasion of the bladder mucosa and/or the 1ntest1&muc
IVB abdominal peritoneal metastasis beyond the pelvis A4
e distant metastasis, including metastasis to any extra- or intra-abdominal 9 2

lymph nodes above the renal vessels, lungs, liver, brain or bone




P53abn fyr each histotype (N=3769)

Histotype A Total p53abn (n (%))
Endometrioid endomvet® 2515 130 (5.2)
carcinoma grades 1-2

Endometrioid endometrial 4 199 (22.1)
carcinoma grade 3 a

Serous endometrial carcinoma 6) 22 113 (92.6)

Clear cell carcinoma @ 23 (37.7)

Carcinosarcoma 1 O (85.4)
6

Total 3769 )/1\(1 6.2)

N

Int J Gynecol Cancer. 2021 Jun;31(6):907-913
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Ramdom-Forest Algorithm Classification

20 = Copy-Mumber High Group [CNM)

== Copy-number Low Group [CML)

= Mircsatellite Instability Group (MSI)

= POLE mutated Group [MOLE) Log-Ronk p = 0.004

0 T T T T 1
1] 20 40 =] 80 100
Months

Nature 497, 67—-73 (2013)

EA

“Ferest Algorithm Classification
opy-Numbser High Group [CNH)

Copy-n Low Group (CNL)
= nigeatellite Inyability Grougp (MSI)
—_ muts roup [POLE) Log-Rank p = 0.030
L] T T 1 | '
1] .El]v &0 BO 100
nths
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P53abn

Most aggressiye molecular type

PORTEC 3(stage I/1l 55%): p53abn in serous vs. other
histology, 5-yr OS:'5Z¢7 vs. 50.7%

PORTEC-3: PFS CCRT+{ 4 xs. R/T= 59 vs. 36%
Effect of I/0O: modest

5-15% BRCAmMut

GOG-86P: improve PFS, OS when,add Bevacizumab
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Take home messages

A perfect surgery make first successful step.

PTx6 and CCRT+PTx4 e€quaPefficacy, less toxicity.

Role of sandwich still not fadeaway

Adding I/0 to frontline C/T increase PFS, (OS?) in advanced stage
Add Herceptin to PT improve OS inMMMT and serous

PT re-treat same efficacy with pembro/lénva in PFI > 6M
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