(A4 )

I EAER

£ ¥ 4

WFFERAFE RS

WHIERASEH G &

ATE ik KA

£ ok #OfH
Sy HEAISE
BRI A -
TFZERR s R

T Bk K4

WHIERRFE Sy

e el K4

[16ck0106156h0002]
WAk 294 5 H 31 H

W28 ME S EFENFZE B O R R W E E

(BAEE) oINS A ERR FE MRS 3E

Practical Research for Innovative Cancer Control

5B Y o _ERRS BT O #EAME THBEL G O Tk %2 B s L7216
HEZBT 2 HF5E
Studies on establishment of the effective standard treatment for lower

rectal cancer with lateral pelvic node metastasis

FESLS AMFGEE o 2 — Ryl THLENE B SeE
Satoru Iwasa, Staff, Gastrointestinal Medical Oncology Division,

National Cancer Center Hospital

PRk 2844 H 1 H ~ FRk2943 H 31 H

(FIATE) 5 FAR D TSRO R T ESEUH O T U & H 1 L7195

BB D05

Studies on establishment of the effective standard treatment for lower

rectal cancer with lateral pelvic node metastasis

KIRIFSLIRBeERE  RIREBES A 7 — HEILEE B E
ZIFEE
Masayoshi Yasui, Vice Director, Department of Gastroenterological

Surgery, Osaka International Cancer Institute

ENZAAMTTE T o 2 —H0RBE RIBSAEE B G
Masaaki Ito, Chief, Departmet of Colorectal Surgery, National Cancer
Center Hospital East



WHFERAsE S 4

e ik K4

WFFERHFE

PrE i KA

WHFERHFE 1

P i KA

WHIERAFE Sy 1

P ik K4

WHIERHFE Sy 1

Pl ek K4

WHIERRFE Sy A

ATl ek K4

WHIERASE S A

e ek K4

WHIERSE S A

PrE i KA

WHFERAFE 1

P i KA

WHFERAFE Sy 1

P ik KA

(HAGE

C

(HAGEH)
)

(B AGE

(HAGH)

(F &8

(HAGE)
(F& §8)

(HAFE)
C )

(A A
C )

(A AT
(ZE &F)

(A AFE)
(ZE &F)

(A AFE)
(F& &8

HORERRY: Hikss - NEAREE Bd Bk
Kenji Katsumata, Professor, Department of Gastrointestinal and

Pediatric Surgery, Tokyo medical university

MBINBSIB A B2 — Hbas B R EE %
Manabu Shiozawa, Chief, Department of Gastrointestinal

Surgery, Kanagawa Cancer Center

MRS MR TR SRR v # —
KHEH

Mitsuyoshi Ota, Associate Professor, Gastroenterological Center,

LB o — e

Yokohama City University Medical Center

FRIRSEFRRA S A o & —  RIBSMEE R MR
Yusuke Kinugasa, Chief, Colon and Rectal Surgery, Shizuoka Cancer
Center Hospital

TR At o2 —ddumbe EEERAAERS ER REEE]
Koji Komori , Medical Director, Department of Gastroenterological

Surgery, Aichi Cancer Center Hospital

MSEATEOE NERDRBEER =R 27— A8 ER L&k
Takashi Yamaguchi, Chief Colorectal Surgeon, Department of
Surgery, National Hospital Organization Kyoto Medical Center

W LF RS ARt SV SR RERTE
Yoshihiro Akazai, Executive Manager, Surgical Department, Okayama

Saiseikai General Hospital

FLREARPE SR EE 1 R oeks
Hideki Yamagami, Director, Surgical Department, Sapporo Kosei

General Hospital

P RpEbE WkasA R R RS — A
Seiichiro Yamamoto, Head of Division,Division of Gastrointestinal

Surgery, Hiratsuka City Hospital

EERRY: SR TEHESME B B R
Naohiro Tomita, Professor & Chairman, Lower Gastrointestinal

Surgery, Hyogo College of Medicine



WFFEBHSE Sy 4 (AAEE) MSZATEOE NESLIRBTHRE I [E S At o % — T kaes RHERD /NE S,
ArlE ik K4 . (35 §E) Takaya Kobatake, Department of Surgery, Division of Gastroenterology,
National Hospital Organization, Shikoku Cancer Center Hospital

IR (HARFE) mmamEREE 2 — Hiksss EE Fa3CH)]
ArE % K4 @ (3% F&) Fuminori Teraishi, Head Physician, Department of Gastroenterological
Surgery, Kochi Health Sciences Center

I FROBE
REIEHT Fo s

TR AL « AR ) IR R O MHEME T ELGE O PR UGE 2 B 15 L 72 15R
RIS D AR5
WFPEREKE - ESLB AT 7 — P dupkbe HIEENR Sk &

W7V B M D T ESEGE O 5 FALFEIA 1L 40%01# & | BB EEMER O 80%HIth &t
TELLTEARTHY . KOANRIBFRIEORBNLETH D,

AiER (JCOG1310) Ti, MIRUIBRFIREZR2MHT U o ElsB e D T ElE M 2 x5t & LT, i
At (FOLFOX ik 6 = —R) + Fifi +ilitesiliBhb 79 1% (FOLFOX #ik 6 = —R) D%
e GBI AHERSy) LA (BF TILARERy) 23 L. ARG Cd 5 FIlf + i miBh b 7%
5 (FOLFOX #1512 22— R) Ikt 2BEMEAREET 5 2 L2 AN E LT 5,

ARBRIT, JCOG KIS A Z N —7 51 gk A& L CFRk 27 (2015) 46 H L W HFE 2 BHAG L
7o (46 Jiugx T IRB 7&3R)., ¥Rk 29 (2017) 4 3 H 31 H £ TIT 25 il E THEENHEATS (T EREK
JEBIE 330 f31]), TEBEA L — FZ TlElo TWd, BERHIAL L ERERENZD, 77— M
EIZTRIMZMEGR L, LN D 2 DO ERDHE LT,

(1) BEREENZ3ET 5 IC FEhaElA O S &REVESE Fil 0 i
ARRERBA MG, Khiix TD JCOG1310 @ IRB 7&G8#% 75 2016 429 H 30 H GH&EHIM) @
A 10mm DL EOITT U VU REERDH D cT2-¢T4, cMO O FEBEAGREIL 65 FlFZX4 L=, =
D95 H 41 FlA 1310 WG TH Y . BRI D 63%(41/68) Th - 7=, IC MfTHIA I
46%(19/41) T, 1C BUSEIA 1T 95%(19/20), IC Z T L7270 > 72 20 il 19 #ilic BE A L OIS
VeSS TR 2N 1T S AL, 6 BICHTRITGR M Thiht Tz,
JCOG1310 DOXIZIIMIT U v REHEEETH Y . Zh b OHITiE T4 JERINZ L EEN
%, NEWEBE AT D T4 1 26F3 2 KB SEIC S W= 22 IS B 2 M 1TV E 7270 < | s
FIMETRT DI LILTERY, 207D, KFEOXNGOEERXIIFEECHY . 7 r—7
PAZ R ENAIES L 72,
(2) B1J7 U > EB B OFRIE C & 2 88 10mm OHIHEZ T 1F % It
JCOG1410-A (EMEEIT VU o/ EHER OITHTZWHE O 2 M MBI 3 2 812 mF5E) o i Rfk
M7 TV DA, FRIFFTRE R CTH Y . ZHIZESN T JCOG1310 DBEEHBIETH L5
U U REiomEE 10mm ML EOREEZET T 50EFHFRINR, —FH, BITHETH D
3



JCOGO0212 DIFFERFFEDRER TIZ, U o HiOEAENRKE <2 DI2fEV, DFS, OS & b2
TLTEBY, Vo EoERI TR PRI THD EBEZX BN, THRREORGENE T
HZENHLMNEIRSTZ,

BEFEIT, BEDNLRICREEZZITOND L), FRBRSIM I AFREEZH D Z L2
WEDHAICEEL TRV F 2 BoEHE=4 Y 7 CRBRFEMIZIIT 5 BRI 20
T LTV D, ARBRTIE, 5V o Hishif 2 A e LTBY, FIFRICET 2 mEE
HAE{T->TNA, i L URERADBEEMRMIZ LY . RN EMICITHhR TN A 2 L % e
ET D, TDTD, FANFEMARIS, I L UIBRIEARDETT 7T O GEE &2 WHFEFE R~k L7,
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Title : Studies on establishment of the effective standard treatment for lower rectal cancer with lateral

pelvic node metastasis
Principle Investigator : Satoru Iwasa, MD, PhD, Gastrointestinal Medical Oncology Division,

National Cancer Center Hospital

The 5-year survival of patients with lower rectal cancer with lateral pelvic node metastasis is
about 40%, while that without lateral pelvic node metastasis is about 80%. It is crucial to develop
a more effective treatment for this patient group.

We conducted an open-label, multicenter, randomized phase III trial (JCOG1310) to establish
the superiority of perioperative chemotherapy with modified FOLFOX6 plus surgery compared
with surgery plus adjuvant modified FOLFOXG6 in terms of overall survival (OS) in patients with
lower rectal cancer with lateral pelvic node metastasis.

Study enrollment began in June 2015 at 51 centers of the Colorectal Cancer Study Group of
JCOG, and as of 31 March 2017, 25 of the planned 330 patients have been randomized. Low
accrual rates remain a significant issue. We surveyed the patient population for this study
between the date of approval at each center and 30 September 2016, and the following two
reasons for poor accrual were identified.

(1) The introduction of laparoscopic surgery in clinical practice

During the survey period, 65 lower rectal cancer patients with lateral lymph node size of
10 mm or greater with ¢T2-T4 and cMO were identified. Among these 65 patients, 41 were
eligible for the study. The rate of informed consent was 46% (19/41), and the agreement rate
was 95% (19/20). Among 20 patients who did not receive the explanation for this study, 19
received laparoscopic surgery, including 6 patients who received neoadjuvant treatment.

Lower rectal cancer patients with lateral lymph node metastasis often have clinical T4
(cT4; tumor invades the adjacent organs). There was no convincing evidence that
laparoscopic surgery for lower rectal cancer in ¢T4 patients could be safely performed based
on a large prospective study. Therefore, laparoscopic surgery was also not allowed in our
study, and we fully enforced open surgical resection in our study group members.

(2) Lateral pelvic lymph node size of 10 mm or greater (minor axis)



Interim analysis of JCOG1410A (Japanese observational study to evaluate the accuracy
of preoperative imaging diagnosis for lateral pelvic lymph node metastasis in rectal cancer)
was done. Revision of the eligibility criteria of lateral pelvic lymph node size of 10 mm or
greater (minor axis) was not allowed because of interim analysis results. On the other hand,
supplementary analysis of JCOG0212 (a randomized trial comparing mesorectal excision
with or without lateral lymph node dissection for clinical stage II, III lower rectal cancer)
showed that DFS and OS worsened with increasing size of the lymph node minor axis.
Therefore, some patients with lateral pelvic lymph node size less than 10 mm (minor axis)
have a poor prognosis.

Regular interim monitoring was performed semiannually to ensure that the study was
conducted safely, was in compliance with the protocol, and that the collected data were accurate.
Monitoring was done by central monitoring based on data in the CRFs submitted to the data
center. Quality control for surgical procedures was performed because of mandatory lateral
lymph node dissection. After surgery, site researchers submitted seven photographs of the

operative field and resected specimens to the study coordinator, who judged for surgical accuracy.
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