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64 W& BARE
XEF2AE AIEMSREEMZER, fEHRARZZZ L, RIERSFIREIC CFERNIRIEEZ1EHE
SAKFRlE COFEAEREZ (CC, 2BAfEJE(endometrioid carcinoma) Grade 3
2. BEEMRITI(E, FEMSBICREREIERE 7508, frE=REE1/2El EEEnz.
SHEPRIBEADZEBEENONIZ. &EFCT CIEBESHIRERERE (T o e, B8R
> ) Gl CEEBRERZRSOIE. U EMSFinEit & Fkr, FimmlEDR SR Tz,
XTF4H  [OAFEfEi+ mAlESRtIRtT+ 8280 > ) \EiEE

filoi% TR 2 \
- Histology : Endometrioid carcinoma - U )NERME (LVSI) : D
- Grade : G3 - =82 > ) \ENEnts © 2/201E
- JESE 1 4.5 cm - FBEREIARD > ) \EiEsFS © 1R L
- FAlEi=E : 50 %LU £ - fEKHHREEZ © PEE
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P : B

<FBABH>
5 £ :156.0cm, {KE : 48.0kg
ARERMEE : 1.49 m (Du Bois X))
B 2 )b (FERESE)
JE 4 1 )IgH
XixNERk « 28 (88r%, [EE)
*x (62r%, =8, RE)
Rz (33r%, BHE, RIBATER)
RE (G1rx, KB, BFE)
ok ox—F>

<EERE>

mimE (+) , BEESE (-) ,
wEm (=) , &AE (-)
WRE (+) , COPD (-)

<BHAEE>
DAL (NYHA 1, Z7-B)

<BHFFRRE>
Performance Status (ECOG) = 0

<BHER-7LIF—FE>
BIVERRE : 3L

DDA : 2L
BUH : BB

| 1 36.4°C, il : 75[@l/57, A RU
M= : 138/82 mmHg B 18U
[=E=L) Z O R
<K > <fERPEHFI>

ho7HIVAF>4mg 1T1IXEAEE
£YJ00-)L1.25mg 1T1xEAE#E
<[ERAPHTUX >

FIIN (Ea—FT1—HBA4IA%t) BHEER]
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<M - E{LFRE>

HAmmEk(x10/3/uL)
GFERER(x 107 3/pL)
JRImBk(x10°6/uL)
AEJTOE™ V(g /dL)
/)R (% 10~ 4/puL)
#845>)\J(g/dL)
7)LT=>(g/dL)

LDH(IU/L)

<IDIEEE BARE >

5.6 e UE ¥(mg/dL)
3.2 AST (IU/L)
4.5 ALT (IU/L)
12.5 ALP (IU/L)
23.8 PrERZEZR(mg/dL)
7.3 HVPFZY (mg/dL)
4.5 CRP(mg/dL)
200 PERFINME (mg/dL)

EZEFRHEER 1 59%

0.5

20

17

95

12.3

0.88

<0.01

95

Na(mEq/L)
K(mEg/L)
HBs-Ag
HBs-Ab
HBc-Ab

HbA1c(%)

143

4.1

6.2
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- Grade : G3
- FEEE : 4.5 cm - BREIARD > ) \ENEREE : 712U
- S : 50 % E - RE/KHHRREZ : P24

B8V INEINDERRE A i A
MC2 A FFREOR. BREN)
DRER - BREEIC EXEDIRY >/ VED
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F=EE 1/2 SEEEERE 3 -
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Histology : Endometrioid carcinoma - > )UEEHE (LVSI) @ D
- B8 > ) \Ei#fS : 2/201E

I : 50 = T2N1MO TIIC1Hj y

BARERARIERFS K. BESA ETTRIEDTZHDFEENA - FEAEDNA - IBESABEN A RS2 E30R, R, p82-84, 2023
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WREOBET 1(M) ITEFTALANILA 5E3286% (19/22.A)
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WEDOBRET 2(M) ITEFT>XALANILB &E382% (18/22.N)

MBRIROEHFITIDIEEFEWRE UTe KRIERCTE UTC, GOG12251 5k,
GOG184:1 iR, 1GOG2033:t5%, € L CA AU TIThNICE MABREEN HD. N
S4DDGEREER TS U T U T=Cochrane Library® X5 773U S X DFEEN
04 (CHERNTE.COFTHRERS YU AVE#ICHSVT, (EEEED EHRIGE
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ma i iaeR  IR{EEENE vs. MRIRETHRENE

Forest plot of comparison: 1 Chemotherapy vs radiotherapy, outcome: 1.1 OS (Stage M/1V)

CT RT Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.1.1 Stage III
GOG 122 -0.3857 0.1761 139 151 62.4% 0.68 [0.48, 0.96] -
Maggi 2006 -0.0801 0.2327 115 109 37.6% 0.92[0.58, 1.46]
Subtetal (95% CI) 254 260 100.0% 0.76 [0.57 , 1.02] t

Heterogeneity: Tau? = 0.00; Chiz = 1.10, df = 1 (P = 0.30); I = 9%
Test for overall effect: Z = 1.83 (P = 0.07)

1.1.2 Stage IV

GOG 122 -0.3857  0.2168 55 51 100.0% 0.68 [0.44, 1.04] _._
Subtotal (95% CI) 55 51 100.0% 0.68 [0.44 , 1.04] ’
Heterogeneity: Not applicable

Test for overall effect: Z = 1.78 (P = 0.08)

1.1.3 Stage III/IV

GOG 122 -0.3857  0.1369 194 202 69.0% 0.68[0.52, 0.89] . N
Maggi 2006 -0.0801  0.2327 115 109  31.0% 0.92[0.58, 1.46] —m
Subtotal (95% CI) 309 311 100.0% 0.75 [0.57 , 0.99] ’

Heterogeneity: Tau? = 0.01; Chiz=1.28,df = 1 (P = 0.26); 2 = 22%
Test for overall effect: Z = 2.06 (P = 0.04)

MRACFEOAR (IR B REDE SR U CEEFRARIZ 25%c8E

(HR 0.75, 95% CI 0.57 to 0.99)

Maggi R et al. Adjuvant chemotherapy vs radio-therapy in high-risk endometrial
carcinoma : results of a randomised trial. Br J Cancer 2006 ; 95 : 266-71
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BRAR(CK DR

AP (RFUIWEBYI+IZTSF) mTC UNDUBFEIL+RILINTSF)
¢ [BICEATDIREREHIFH
. 108 : 14556, 288 : 68155, 388 : 4559155 & REICERT RS BB
mREvEE | AME | mewr | 198 | 288 | 388 o FRIBESE - 455457
71 V78140 i - APE—' DN HMER sTEsR
Exfz= =] [ [ o =47
o AREMRETET D o MERID
AN S oY, FARrROY -
dESnd | E | aop o = AfT F COBEBEERD BEE T T 157
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_ ZL BL TJOA AR 3
REULESY | -
10% ° JXDUSERIL o
e | TCH% 5| oem
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RA = 553 °
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TEF > XRICEDLS LB : IGOG204 3k

| APEf 1 REFVILES S (60mg/m) + SATSF> (50mg/mz)}

n=263
EBEFEEJ X TD | DPEf: Rt&FtIL (70mg/m) + SZXTSF> (60mg/m)
FEWNEESE (n=788) § n=263

[TCE¥ . )X &1L (180mg/m) + HILRFSF> (AUC 6) }
Nn=262

i FERN DM EE CERME
1:1:1(CEIDFF

- EEFMMIA HIREAFHARE (PFS)
«  &lREHmIE £HEFHE (0S) , BEER, BEIE

Nomura H, et al. JAMA Oncol 2019 ; 5 : 833-40



788 Enrolled and randomly assigned

TEF>RICEIDLK LR : IGOG20435 5%

Y

Y

Y

263 Assigned to doxorubicin
plus cisplatin regimen

263 Assigned to docetaxel
plus cisplatin regimen

262 Assigned to paclitaxel
plus carboplatin regimen

Y

v

!

263 Intention-to-treat efficacy analysis

263 Intention-to-treat efficacy analysis

262 Intention-to-treat efficacy analysis

2 Did not receive
chemotherapy

\4

2 Did not receive
chemotherapy

Y

2 Did not receive
chemotherapy

Y

261 Safety analysis

261 Safety analysis

259 Safety analysis

v

v

v

210 Completed protocol treatment
53 Discontinued protocol treatment
4 Disease progression
17 Adverse events
1 Death
17 Patient refusal for toxicity reasons

9 Patient refusal for reasons other
than toxic effects

5 Other

218 Completed protocol treatment
45 Discontinued protocol treatment
6 Disease progression
15 Adverse events
0 Death
17 Patient refusal for toxicity reasons

2 Patient refusal for reasons other
than toxic effects

5 Other

199 Completed protocol treatment
63 Discontinued protocol treatment
3 Disease progression
32 Adverse events
0 Death
17 Patient refusal for toxicity reasons

6 Patient refusal for reasons other
than toxic effects

5 Other

Nomura H, et al. JAMA Oncol 2019 ; 5 : 833-40




TEF > XRICEDLS LB : IGOG204 3k

- =\ . fr {8 H 7
o FEIMIE iR A 2 HAR] (PFS)
A | 5-Year progression-free survival among groups B | 5-Year overall survival among groups
100 - 100 -

a2

T 751 o 75-

2 EN

5 e

N 2

8 s0- S 50

& 2

S [

‘v AP ]

O 25 S 25

: DP =

= — TG

0 T T T T T T T T 1 1 O T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 10 0 1 P 3 4 5 6 7 8 9 10
Years Years

No. at risk No. at risk
AP 263 232 211 197 195 190 156 101 38 5 AP 263 252 240 229 218 213 172 107 40 5
DP 263 240 224 218 210 205 164 99 44 2 DP 263 255 245 237 230 227 177 105 46 2
TC 262 239 219 198 192 190 142 88 35 5 TC 262 255 245 238 225 219 169 103 43 6

3EFfE CS5EPFSICERZE (RO S NN o TC (OSHRIRDIER)

019 ; 5:833-40



BMERIC XS LB : IGOG2043:iEh 5

+ Grade 3Ll EOBEEROFEIRFEE

AP (n=261) DP (n=261) TC (n=259)
BEER No. (%) No. (%) No. (%)
F3 I B 218 (83.5) 194 (74.3) 171 (66.0)
pF o BRI A 252 (96.6) 233 (89.3) 237 (91.5)
/)RR A 33 (12.6) 2 (0.8) 50 (19.3)
=il 89 (34.1) 44 (16.9) 75 (29.0)
FN 41 (15.7) 16 (6.1) 12 (4.6)
Grz 3iF BRI & £ D R 21 (8.0) 9 (3.4) 6 (2.3)
7L —RIS 0 (0.0) 4 (1.5) 2 (0.80
BAUET 19 (7.3) 18 (6.9) 5 (1.9)
TH 2 (0.8) 6 (2.3) 0 (0.0)
= 16 (6.1) 13 (5.0) 2 (0.8)
M@t 15 (5.7) 12 (4.6) 2 (0.8)
TSR 0 (0.0) 0 (0.0) 8 (3.1)
Ry ES) — 1 —0/(F— 0 (0.0) 1 (0.4) 5 (1.9)
FEMHRERE_—1—0/(F— 0 (0.0) 5 (1.9) 11 (4.2)

Nomura H, et al. JAMA Oncol 2019 ; 5 : 833-40
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& £ IS
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<BFFRR> NEBERDINE <BRERIREPRR>
Performance Status (ECOG) = 0 mEIL7F=> : 0.88mg/dL
@ : 36.4°C, ARiB : 75[E1/57, = FRICCrs49mL/miné B2 E BHEEER T &b,
[f[l}_ 138/82 mmHg APESETIES AT SF > DiRE DB TSN
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A=FFHER 1 59%
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X&ES5H

M EFRE L U CTCREAN RIS IC.

XEFE6H TCEZA3OD—XB daylOnS2HE38 CanmFHRA =R, BENSEEHKRN DD IC.

AELDFHII

<PFR>

KF=EFIE : 146/91 fRid : 85

{KE& :47.5kg PS 1

<BRERIREAE>

HMmEk(x1043/uL) 1.1
bFeREBk(x1073/uL) 0.3
FRIMEKR (x1076/uL) 4.5

NEJTOE" Y(g/dL) 11.1
/)R (x1074/uL) 27.5
85> )\ (g/dL) 7.0
LT =2 (g/dL) 3.5

LDH(IU/L) 180

=5
X oz

EYUNE™ J(mg/dL)
AST (1U/L)
ALT (1U/L)
ALP (1U/L)

FRZRZ 2R (mg/dL)
OV7FZY (mg/dL)
CRP(mg/dL)
BERSFIMARE (mg/dL)

0.6
18
18
100
28.0
1.12
3.25
85

IEIRZESR : 15 BEZREZHIE : 95%

Na(mEg/L)
K(mEa/L)
ZLEZ (mmol/L)
7° 00y b -J(ng/mL)
BAER (x1073/uL)

g

141
4.0
1.8
0.4
0.4
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FAEDOMER. RRVEHPREKRAMEDZI ETRDE U,
Multinational Association for Supportive Care in CancerlJ X%
1512 (MASCCX177) ¥Clinical Index of Stable Febrile

Neutropenia (CISNEXZ77) 7REZSZE(CHITEED DU\ I AR
BBV ITIUNET ULIDEER (TIRET LTS SN,
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’ ORIGINAL ARTICLE ‘

Lenvatinib plus Pembrolizumab
for Advanced Endometrial Cancer

V. Makker, N. Colombo, A. Casado Herrdez, A.D. Santin, E. Colomba, D.S. Miller,
K. Fujiwara, S. Pignata, S. Baron-Hay, |. Ray-Coquard, R. Shapira-Frommer,
K. Ushijima, ). Sakata, K. Yonemori, Y.M. Kim, E.M. Guerra, U.A. Sanli,
M.M. McCormack, A.D. Smith, S. Keefe, S. Bird, L. Dutta, R.J. Orlowski,
and D. Lorusso, for the Study 309-KEYNOTE-775 Investigators*

ABSTRACT

BACKGROUND
Standard therapy for advanced endometrial cancer after failure of platinum-based
chemotherapy remains unclear.

METHODS
In this phase 3 trial, we randomly assigned, in a 1:1 ratio, patients with advanced
endometrial cancer who had previously received at least one platinum-based chemo-
therapy regimen to receive either lenvatinib (20 mg, administered orally once
daily) plus pembrolizumab (200 mg, administered intravenously every 3 weeks) or
chemotherapy of the treating physician’s choice (doxorubicin at 60 mg per square
meter of body-surface area, administered intravenously every 3 weeks, or pacli-
taxel at 80 mg per square meter, administered intravenously weekly [with a cycle
of 3 weeks on and 1 week off]). The two primary end points were progression-free
survival as assessed on blinded independent central review according to the Re-
sponse Evaluation Criteria in Solid Tumors, version 1.1, and overall survival. The
end points were evaluated in patients with mismatch repair-proficient (pMMR)
disease and in all patients. Safety was also assessed.

The authors’ full names, academic de-
grees, and affiliations are listed in the
Appendix. Dr. Makker can be contacted
at makkerv@mskcc.org or at the Memo-
rial Sloan Kettering Cancer Center, 300 E.
66th St., New York, NY 10065.

*A list of the Study 309-KEYNOTE-775 in-
vestigators is provided in the Supplemen-
tary Appendix, available at NEJM.org.

This article was published on January 19,
2022, at NEJM.org.

N Engl ) Med 2022;386:437-48.
DOI: 10.1056/NEJM0a2108330
Copyright © 2022 Massachusetts Medical Society.
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[GleE3-1 aEpkia

PFS (FRZRYE) oS (FhoE)
pPMMREF PHEM pPMMREF PHEM
sl B B 6.6 ~H 7.2 ~H 17.4 ~ 8 18.3 # B
pOjiey: 3.8 ~ B8 3.8 ~ B8 12.0 ~H 11.4 ~8
0.60 0.56 0.68 0.62
HR (95%CI 0.50-0.72) | (95%CI 0.47-0.66) | (95%CI 0.56-0.84) | (95%CI 0.51-0.75)
P<0.001 p<0.001 P<0.001 P<0.001

Makker V, et al. N Engl J Med 2022 ; 386 : 437-48
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pPMMREEE PREE
A ER B pufiich:s A1 ER AF pOiicy:

EIHXK 30.3 % 15.1 % 319 % 14.7 %
A=

CR 52 % _ 26 % _ 66 % _ 26 %

PR 251 % 125 % 253 % 120 %

SD 48.6 % 39.6 % 47.0 % 40.1 %

PD 156 % 30.8 % 148 % 29.6 %
TR EA Il == 717 % 46.4 % 72.0 % 46.6 %

Makker V, et al. N Engl J Med 2022 ; 386 : 437-48



Gle83-1 BEER

B silBRAT (%) XTEREE (%)

il £Gr Gr3llt £Gr Gr3Llt
=InE 260 (64.0) 154 (37.9) 20 (5.2) 9 (2.3)
ERIRARHEEEIR T 233 (57.4) 5(1.2) 3 (0.8) 0
TR 220 (54.2) 31 (7.6) 78 (20.1) 8 (2.1)
CEIIN 201 (49.5) 14 (3.4) 179 (46.1) 5 (1.3)
BMIET 182 (44.8) 32 (7.9) 82 (21.1) 2 (0.5)
Nzt 149 (36.7) 11 (2.7) 81 (20.9) 9 (2.3)
RE R 138 (34.0) 11 (2.7) 22 (5.7) 1 (0.3)
55 134 (33.0) 42 (10.3) 107 (27.6) 12 (3.1)
E3JEIPES 124 (30.5) 21 (5.2) 31 (8.0) 0
EHFRK 117 (28.8) 22 (5.4) 11 (2.8) 1 (0.3)
=il 106 (26.1) 25 (6.2) 189 (48.7) 57 (14.7)

Makker V, et al. N Engl J Med 2022 ; 386 : 437-48
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BEER (DODF)

sEREE (%)

XJHREE (%)

Azl £Gr Gr3ll t £Gr Gr3ll E
(EZTA 105 25.9) 3 (0.7) 96 (24.7) 2 (0.5)
RS R 104 (25.6) 16(3.9) 39 (10.1) 4 (1.0)
O FPERESURAMIE 30 (7.4) 7 (1.7) 131 (33.8) 100 (25.8)
ARE 22 (5.4) 0 120 (30.9) 2 (0.5)

Makker V, et al. N Engl J Med 2022 ; 386 : 437-48
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