e BHBE SMB8ESA 2T H
REEEES 251k0221177h0003

HAERITERFERE BRI - InBRAEEN TR

ERMmBREE
VNG
I EARE®R
TR R4
(FAAEE) -5 NSRRI BRERE « 5 OB TP EIR AR KT 5 A bRV R v OISR RIS Tl 72 S ik 2

A [ Al 3= R B
(% FE) Multicenter investigator—initiated confirmatory clinical trial to expand indications of

metformin to atypical endometrial hyperplasia and endometrial cancer

WFZEBRss Eha ] « M54 4 H 1 A~SfM843 H 31 H

WFIEBRRREE K4 - (HAGE) =/ B
(¥ #E) Mitsuhashi Akira

WFFEBRRARE S PrEkEs - 5% - 5k -
(HARGFE) ENKRFIENTIERS « RFEPLEFIERE - FHTHR
(3= FE) Department of Reproductive Medicine, Chiba University Graduate School of Medicine School

of Medicine, Specially Appointed Professor

11 WFFERRZE DEE

AWFFERHFE O BAYIE, EAFEEIRBROER 208 LT, 5 A8 & OV 5 ISR R REE | k3 2 BBl 22 R iR A7
WL E LT, BFOEMRHENE PRI T 2 A MRV ol ik - AEZIREL, EMOAMER X
O EHRTHI L ThD, 2019F 7 H LVIEBRZBM L, BREDY 7 — &k L THED TE 7,

AIRBRTIT 120 Bl OB ZA/HA L, A BE (MPA R BE, = b e —/URE) ( BRE (X B AL X U 750mg & 5-1E) |
CHE (A AR/ 1, 500mg & 5-HE) ([ZZNZH 40 BT O8I0 11T 5518 & U ChsA Lo, 1RBREmEH R OFHEH
IR 1 DEY ThH D,

1GBRBALATE 2 AERBIF AT, WRIED 2 E 8 LT E Rt A 217V BEEGIE A 138 il (&5H7F 46 B) &4
W L7z, FERHIEE % 3 (EEERAFEE . BIREHEE R 2 52 2R 816 BEEREAFHM, 12U SR
P« BMI S5 G, SRR, 4TIR - JAEM 7%, AFEFROREHE L U, 1GBREMGHEEICE > T - ik -
P 21T > 72,

A 44E 5 AR E TIT 165 FIAEGR S AL, BEDEFIEUIE Lo - 0BG T & 7o 7z, ERPRSROESHER XL
ToO®Y TH2D (777 1), mMEEELURES ., 5l & VRISV 45506 R TIRBR A %

TL, R T4 5 AREZLUTETOWBE ORBOREEE T Lic, £o%, IMBRIFEMmEHEE &K S FNEE 0
1



WT—Z[EE, JEBIRFTERIC TEF L T — & OB RN ERE LTz BT, FERHEIT SHEE I RE W R AFAT 2 5
i L7z, FEFHMEEE Th D 3EREERAEFHGICBWNT, A MV I VIRARE GHEEKOCH) & A ReX
TR AT a o HREE (MR =A BE) L ORI THEFENEEELZRO T, A ML Iv O ERFHIZLD
AR R R0 T, AZMEORIKEHEIEE & L TRE LI eeRBle ., BEsAFE, R AR
PE, IEIREE, AEE - RS T RICBOTH RO R TH Y . A ML I UIRFARE & AR EIRIRRE & O THHT
WA BEZRDRIN- T, 728, BUL tiEEIAICOWTIT AR L CRETHEZZRD, CBETIX MPA # 51z 2
ARV R v BRI K D REHIMH R SR SN, — ., BRMEICET2IHMBE B IZB W T, A hARL S
VIRFABECB W TR SN RITERIRIZ E A EBBEMORIER TH . A AV B L7 H - A e et b
ORI o 7o, FRNTH TR, RIBBRFER 2 2 FEMEREREOFTTEMICIE L, IR ch 5 AR
FEGASA~ b s Lo, BARFEMASH L O ofE R, RIBRICBWTA MLV v oRFMEZ RE 72
Mol Z EMBLTEREENRE LI-AH%OMRBMKGEITEEL L, BREEZPIETHIZ L E2MEAEO ETREL,
HUHIY Rk L CBF R IL R AT 5 & & bICRFEMEREEORICHRRBE LD B & @ Lz, BE, i
FRlz T CHEfH CTh B,

R TBRE ! OB

TRBRERE A FE BRI - E RIS DA Rrd T a s AT e A MRS
O PFHIEAER A7 PR TE OO P B SO GHERSR

BROBK | 5 N ERIUEIE & OB O B S0 DA EIRA A IRIE L LTA RrF v
TuFAazay (WPA) & A MRV CEITAT D HBUBIEICE N T, A R
OB R ERIT 5 2L TH D, BRI, A MR IO RS
AE - ZEMEZRET 5.

BTV A v | ZhiskdtFE. 3 HERE, 4 —7 . 7 % 2MMbbEaAER

7 z—X % 11b fHFRER + B A - 22k
BEERIE —f4& . A MRV UKERRE

ERBIREE | L TOTRCOFRMICHLETHEELHRE LTS,

(1) CEFRBERSHT 24 8 (168 H) »5XERTE T T 72 FERBEREICE D
T, FARRSEA0C T NI ERAESEE & U < 138 o0 LAE N I O T B2 M S
HALTWD AT, BT OF2 NIRRT RETEHTIZ X 0 il OIS 23 5 E S
NTWDEE, TERBESICE O TIE, SCERBERSASE (56 H) »H X%
FRATE TIZATo72 CT - MRI - B EHMRAE CTHEIRE - U o Hils - mREE
ZRDIRNEE,

(2) 1B NBEERAEEIE ¢ U < 1@ EAE P IR O3 2 RiTAs R (B A BRI
RIVE UL, I L—T  ARERIE) OWERE, AR RO RLE A,
R B L o fif F IR 1T AT,

(3) [FIEBUSIFOFMHRDS, 18 LA k., 42 3% LL FCh DB,

(4) ECOG Performance status (PS) 7230 Tob 5 HEHE,

(5) UEFBISH, BEkaT 28 HUINOERRMRAMAS, FEAEL -3 B,

(6) ATEBRfEFHSEA] (MPA, A RSV R ) (SxF LIBBUE O BEERE O 72 0 A,

(7) CERBERS%, BT 28 HLPRICIT - 72 OB MR IC B TR ERE &
725 BT ANRD bR W ERE,




(8) KIGBRZINIZ OWT Ao ZRiil eI o, o7 g0 L BEARN CRL
FOLE. BEANB LOMGEE) 2 03CETRIENGbNTZEE,

ERBRAELE | LTOWTNNORMICHEE T HH TR E L,
(1) ARBERZEH] MPA, A FAL ) 123 LEER DB,
(2) KEHHI FE TR HIER 2 G OF L TR Y . IR~ OSINA REE &k S 2 AR
o
(3) = hr— L RRDOFERIFEE,
(4) A RKRNLIVEZLE T A FRERBEFEEL IRA LT 25 RE EE
(B - HEWEE, ©7 7 4 RRUSNONARTERIEFII AT, ) .
(5) TEEMEDEERE 2 AT 5B,
(6) A7 vA REIOMKGI 2285 (NIRETITEHIRN) &% T 2B,
(7) T, EIRENAELE L OHIWT L7 B,
FAMEE FEFHEE
3 IR P AR AT A
B IE B
(A2 D B EEATEE H ]
SERFINENG, BEERATHIN, A AU ARG BT SeEEI S IR, R -
JE FERA T 1%
[ Z2 2D RIREEATEE H ]
BERLROREHE
MADAE WBRFE & 3 HERFIC T v 2 ML, TRBREE (X MBI V) 2RET D,
BERREBRES | 13861 (&R 46 1)
EBREMBM | (BRI 0 6454 2 (201947 F 1 H~2025 410 7 31 H)
JEBPEGRHR © 2411 2 A (201947 A 1 H~2022 45 A 31 H)
BB 19 fitigk
7771
160 - - 16
140 4 Lo14
120 4 12
% 100 - L 10 %
% 80 ] %
% 60 4 L 6 g
40 4 L4
20 A L2
0 e 0
bH 118 1A 3A 58 7A 98 11A A 3B 5A 78 9RA 11A 1A 3H 5H
20194 20204 20214 20224
=i (B\) STRE (B0




This study aimed to determine the appropriate dose and regimen of metformin in combination with progestin therapy as a
novel fertility preservation therapy for early stage endometrial cancer and endometrial atypical hyperplasia and confirm
long-term efficacy and safety of metformin through the conduct of an investigator-initiated clinical trial. The clinical trial
began in July 2019, and recruitment of participants ended in May 2022.

The study was designed to enroll 120 patients and assign 40 patients each to Group A, MPA alone as control group; Group
B, metformin 750 mg; and Group C, metformin 1500 mg.

Two years after the start of the clinical trial, the number of patients was recalculated to consider dropout cases, and the
target sample size was increased to 138 (46 in each group). The primary endpoint is 3-year relapse-free survival (RFS), and
secondary endpoints are complete response rate, RFS, improvement in insulin resistance and BMI, pregnancy rate,
pregnancy and perinatal outcome, and incidence of adverse events.

By the end of May 2022, 155 patients had been enrolled, and enrollment was terminated when the target number of cases
was reached.

In total, 154 patients were included in the primary analysis. Regarding the primary endpoint, the 3-year RFS rate, no
statistically significant difference was observed between the Group B+C and the Group A. Metformin was associated with
more frequent gastrointestinal adverse events; however, no new safety signals were identified. Notably, metformin
attenuated the weight gain associated with MPA therapy.

Following completion of the analyses, the results of this clinical trial were shared with the principal investigators at all
participating medical institutions and were also reported to Nippon Shinyaku Co., Ltd., the provider of the investigational
drug. Based on discussions with Nippon Shinyaku Co., Ltd., it was concluded that further development targeting
endometrial cancer would be difficult due to the inability to demonstrate the efficacy of metformin in this trial. Accordingly,
both parties agreed to discontinue development, and a notification of discontinuation of development was submitted to the
regulatory authorities. In addition, all participating medical institutions were informed of the discontinuation. Preparations

for manuscript submission are currently underway.



