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Survival outcomes following laparoscopic versus open D3

+

x ®

dissection for stage Il or lll colon cancer (JCOG0404):

a phase 3, randomised controlled trial

Seigo K anc, Masafy milnomeata, ki M Hirashi M Seichin
Shoichi Fujii, Fumio Konizhi Yeshihisa Saida Hroti gawn, TamanariAkagi Kenichi Sugihara
Yoake Fuh nag, KoheiMerat o Masau e Okging, Yeshitira Mariys Yasuhi Shimada

Summa

Backgrow &Alﬂlﬂlsll benefits of laparcscopic surgety compared with open surgsr
survhval of padenis undergoing laparoscopic surgery for colon cancer requirh
unclear We did a randomisad conerollad ezl 1o eseablish non-nferiorsty of lipard

methods We did an open-label, mulitinsdwonal, randomised, wwo-arm pha
Parlems aged 20-75 years who had hiswlogically proven colon cancer; mumours
sigmaodd, or recrosigmedd colon; T3 or deeper lesions withour involvement of o
metastasis sage Mi; and wmour stze of 8 cm or smaller were included. Only a0
operator of insiructor. Paglenss were randomly assigned (1:1) preoperately o umi
Toue or a laparoscopic rows, via phone call or fax w the Japan Chnical On

wsed a mm]lnd with a biased-coln asstgnmy
{cascum, vs slgmold, rec i) and The primary en
analysed by imention 1o weat. The non-inferioriy margin for the hazard racdo |
registered wizh UMIN Clinscal Trials Regisery, number CO00000105, and Chintcal

Findings Between Ot 1, 2004, and March 27, 2009, 1057 patlents were randon
n=528) or lapamsl:npﬂ: surgery [Mm529). S—year averall survival was 90- 4% (95%
91-8% (89-1-93-8) for surgery. L D3 surgery was not no
survival (HR 1-06, 90% C1 0-791-41; Py e =0-073). 65 [13%) patlemss in th
paulenss in the laparoscoplc surgery group had grade 2-4 adverse evems. Grade -
{15 [3%] in the open surgery group vs 14 [3%] in the laparoscopic surgery group),
and small imesyine bowal obseruoion {16 [3%] es 11 [2%]). Two reastmens-relaed
group: one patent died 7 rlaysaﬁH surgery (probably due s myocardial infarcido
nemropenta, | haemorthage during p

st

Interpretation Laparoscopic D3 iurgelyvas not nmlnl'eﬂ.mlonpal D3 surgﬂ)- i
with seage 11 or [11 cobon cancer. However, b rvival

RILAR

Segmentectomy versus lobectomy in small-sized peripheral

non-small-cell lung cancer (JCOG0802/WJOG4607L):

a multicentre, open-label, phase 3, randomised, con
non-inferiority trial

Hisashi Saji Morihito Dk oda, Masafiro Tauboi Ry Mokajime, Kenji Suruki Kejis Akoge Todoshi Aok firo Gkami | chiro Yosh
Merihito (humsrs, Masafurmi Yamagachi Nerihika feda, MasashiWakabayashi, Kenichi Makamura, HauhikaF ukuds, Shini
Tetya Mitsudomi, Shur- chi Watanabe Hisao Asamurg, on bchaf of the West fapan Oncd ogy Group andapan Clinicd e

Summary

Background Lobectomy ts the ssandard of care for early-siage non-small-cell lung cancer (NSCLC). 1
climical benefis of segmenteciomy have not been invesugated ina randomised trial sesing. W almy
if segmemectomy was nor-inferior wo lobectomy in patlents with small-sized peripheral NSCLC.

Methods We comducred this randomised, comrelled, non-inferioris wial @ 70 insshurions in Japa
clinical seage 14 NSCLC {mmour diameter <2 cm; consclidzton-wo-rumour raro =0-5) were randomi
recetve efther lobecromy or segmentecromy. Randomisaton was done via the minimisaon method
for the tnstvmion, hiswological ype, sex, age, and thirsecrion CT findings. Treatmen allocaion wa
from investigators and pastents. The primary endpoine was overall survival for all randomlby assigmi
secondary endpolnis were poswperative resplrasory fanodon (6 momhs and 12 mondhs), relap
proporion of local relapse, adverse evems, propordon of segmemecomy compleron, duraon (
durasion of ches: whe placemen:, duradon of surgery, amoum: of blood loss, and the number of au
seaples used Overall survival was analysed on an inmention-ve-treat basts with a non-inferlority margh
upper limit of the 95% CI of the hazard rato (HR) and esumated wsing a siranfed Coc regression m

laparoscopic D3 surgery could be an sccopiable eraaimen: opon for patlems witd

Funding Nadonal Cancer Cemer Research and Development Fund, Granein-aud |
Labour Sctences Research Grana for Chindcal Cancer Research from the Minisery of

emerged zs a techn
weaknessos: the pro
pathological siage O
was incuded 10 so
node dissection was
‘The D3 dissection
anasomical lymph
dissection of lymph
feeding anery and
imestine w0 be e
mesocolic exclslon
the anaromical plan
vascular ligavion. 2
different, the purpe

Introduction

In the USA znd Furope, laparoscopte surgery for colon
cancer 15 accepeed as a sandard reament, which has
some benefits over open surgery including decreased
pain, mmproved poseoperatve  pulmonary  funcdon,
reduced postoperadve tleus, tmproved mcdence of
wound infecton, faster recovery, and shomer hospleal
seay. In addion e these shoreterm owcomes, the
long-term outcorne afier laparoscopic surgery for colon
cancer 15 comparable 1o that afier open surgery, as shown
by the resulss of several randomised conrolled irals ==
However, these wrials were dome before the standard
procedure m the USA and Fumope—ie, complete
mesocolic evciston with cemral wascular ligaton—had

Published 109

1s registered with UMIN Clinical Trials Regisury, UMINOGI0D2317.

Findings Between Aug 10, 2009, and Oa 21, 2014, 1906 palents {Intentlor-ie-wreat populatlon) were en
lobeceomy (n=554) of segmensectomy [ne552). Patent baseline dinicopathological faceors were well b
the groups. In the segmemecomy group, 12 patens were swicched w lobecomies and one paster
wedge resecrion. At a median follow-up of 7- 3years [range 0- - 10-9), the S ear overall survtvalwas 34.
for segmemectomy and 91-1% for lobecrony (95% CI 88-4-93-2); supertority and nom-inferiority in
were confirmed using a seratfied Cox regresston model (HR 0-663; 953 C1 0-474-0-927; cne-sided p.
inferiority; p=0-0082 for superiority). Improved overall survival was observed constseendy acros
subgroups in the segmensectomy group. At 1 vear follow-up, the significan: diference in the redu
forced expiratory volume i 1 sec besween the wo groups was 3-5% (p<0-0001), which did not react
threshold for clinical significance of 10%. The S-year relapsefree sunival was 88-0% (95% CI
segmentecomy and 57-0% [54-5-90-3) for lobeciomy (HR 0-998: 95% €1 0-753-1-313; pei)- 0859,
of pattems whh locl relapse were 10-5% for segmemectomy and 5-4% for lobecwomy (p=0-001
83 patlems and 27 [47%) of 58 patlenss died of other diseases afier lobecromy and segmentectomy,
30-day or 90-day monality was observed. One or more postoperatve complicarons of grade 2 or wi
stmilar frequences n both groups (142 [26%] pastents who recetved lobaciomy, 148 [27%] who recetved s

Interpretation To our knowledge, this stady was the first phase 3 irtal w0 show the benefits of segmat
lobectomy in overall survival of patlents with small-peripheral NSCLC. The findings sugges: tha
should be the siandard surgical procedure for this population of padems.

Funding National Cancer Cener Research and the Minisiry of Health, Labour, and Welfare of Japar
Copyright & 2022 Published by Elsevier Lid. All rights reserved.

Introduction

lung cancer is the lesding cause of cancer-relaed

deaths worldwide, and the inoidence has increased over
the past wo decades’ Surgical tesection 5 the gold

stzndard of weammen: for early-stage lu
lobectomy  betng  the standard mo
stnce 19607 To date, only one randor
trial has compared lobeczomy with sublo
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Weekly Cisplatin Plus Radiation for
Postoperative Head and Neck Cancer
(JCOG1008): A Multicenter, Noninferiority,
Phase I/1ll Randomized Controlled Trial

N-wnil('vﬂl.ﬂﬂ, PHD*; Makot Tahara, MD, PHD; Junki Mizusswa, ME'; Takeshi odaira, MD; Hirefumi Fujii, MD®;

Tamekn Yamazaki, MD*; Hirski Mitani, MD"; Shigemichi lwae, MD%; Yasushi Fujimota, MD%; Yusuke Onezwa, MD ¥
Nebubira Hansi, MD*; Takensd Ogawa, MD'; l-id:l'l—.m‘-‘ Hebupa Monden, MD Eiji Shimum, MD'; Shufiro Mimami, MO,
TakashiFujii, MD'; Kaom Tanska, MO i, MO
Tsatmu Ueda, MD®; Kenji Ghkami, MIP%; kchira O, m*- Hiyeko Shiga, MD™; Maashi Sugasawa, MD; Takahin sskage, MD®;
Yuki Sait, MO, Shigepuki Mumno, M, Yasumasa Nishimura, MD; Kenichi Nakemura, MDY, and Ryuichi Hayashi, MI¥ and e
Head and Neck Cancer Study Group of the Japan Clinical Oncology Grmup (JE0G-HNESE)

PURPOSE The standard treatment for posioperative high-risk locally advanced squamous cell carcinama of the
head and neck (LA-SCCHN) is chemoradiotherapy with 3weskly cisplatin (100 mgim?). Howewver, wheather
chemomadiotherapy with weekly cisplatin (40 mg/m?) yields comparable efficacy with 3weskly cisplatin in
postoperative high-risk LA-SCCHM is unknown.

PATIENTS AND METHODS In this multi-nstitutional oper-label phase /1l trial, patients with postoperative high-risk
LA-SCCHN were randomniy assigned 1o receive aither chemoradioth erapy with 3-weekly cisplatin (100 mgim®) or
with weskly cispitin (40 mg'm®) o confirm thenoninferority of weekly cisplatin. The primaryend point of phase 11
was the preporon of treatment completion, and that of phase 11l was overall survival. A noninferiarity margin of
tazard ratio was setat 1.32.

RESULTS Bebween Oclober 201 2 and Decamber 2018, a tetal of 261 patients were enrdled (3 weekly cisplatin,
132 patients; weekly cisplatin, 129 patients) . At the planned third interim analysis in the phase |1l par, after a
median follow-up of 2.2 (interquartile angs 1.19-3.56) years, chemoradiotherapy with weekly cisplatin was
noninferior to 3weekly cisplatinin Erms of overal survival, with a hazard ratio of 0,69 (39.1% C), 0.37410 1273
[ 1.32], one-sided Pfor noninferionty = 0027 < 0043). Grade 3 or more neutropenia and i nfection were less
frequent in the weskly arm (Jweekly v weskly, 49% v 35% and 12% v 7%, respectively), as were renal
impairment and hearing impairment Mo treatment-relatd death was reporked in the 3-weekly arm, and two
(LEH) in the weskly arm.

CONCLUSION Chemoradiotherapy with weskly cisplatin is noninfierior to 3-weekly cisplatin for patients with
posbperative high-risk LA-SCCHN. These findings suggest thatchemoradiotherapy with weekly cisplatin can be
a pemsible treatment apban for these pabients.

1 Clin Oncsl 40 19901990, © 2022 by Ametica Society of Clinical Oncalegy

o Demvatnes 40 Leese @(DBE

high-dose—related tesiciy ** and chemaradiotherapy

trtive Commars Atrbuton NowCommerda

INTRODUCTION

The glabal incidence of squamous cdl carcinoma of the
head and neck (SCCHN) is estimated at more than
700,000 cases newly diagnosad annually.* A majority of
patienks present with keally advanced SCCHN (LA-
SCCHN), and surgery &5 a mainsty of reatment for
resechible @ses. Postoperative chemoradiotherapy

.l::me-: on Janmaty

25, 2022 and

published 21 with 3-weekly csplatin at 100 mgim® & standand

f'“*:‘m feptment for paberls with highorisk fackrs far
on March 1, 2022 .

’;‘; [Feiy—ry recurmence. ™ Heowever, the 3weekly dosage has raised

12000C0.21.01283  concems abouti 2 splatin ddivery b of

1880 Volume 40, l=ue 18

with weekly cisplatin s widely used a5 a possible al-
femative with a better safety profile.*** Although some
resulls have conflicted, met-analyses of comparisors
betwesn the 3weaskly and weekly cisplatin sugzest that
the two appraches have equal efficacy '+

Here, weconducked a multi-instituional oper-iabel phase
1Al trial o nvestigate whether chemoradiotherapy with
weeekly cisplatin a 40 mghn® was nonirferior to weskly
cisplatin at 100 mg/rf in tenms of overall survival (0S) for
posoperative high-isk LA-SCCHN (J00G1008).

Journal of Clinical Oncology*
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Saji et al. (2022) Lancet, 399: 1607-17.

Primary endpoint : OS

A
100 T
20 a1 T T T T
uy
g
g
s 00+
g
c
g
£ 40+
é_ n 5-year 05 (%)
. —— Lobectomy 554 911%
204 —— Segmentectomy 552 94-3%
HR 0-663 (95% C1 0-474-0-927; p<0-0001)
Median follow-up: 7-3 years (range 0-0-10-9)
0 T T | T T T I | T T |
0 1 2 3 4 5 6 7 8 9 10 11

Mumber at risk
(number censored)

Lobectomy 554 (0) 550(1) 537 (0) 530(0) 525(3) 495 (6) 426 (57)  322(97)  190(125) 90(92) 23(67) 0(23)
Segmentectomy 552 (0)  549(1) 543 (1) 534(1)  528(0) 512(6)  457(47) 332(118) 202(122) 104(96)  25(78) 0 (24)
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Secondary endpoint
[Relapse-free survival (RFS)])

B
100

£ 80+
i
%
ﬁ 60+
o el == | ZAN
: . BRRERIIA
. FREEUIRREY : 30/554 = 5.4%
E n  5-yearRFS (%) . IZEJZUJB//:F\E¥ . 58/552 = 10.5%
c,LQ 204 — Lobectomy CL4  87-9%

— Segmentectomy 552 88.0%

HR 0-998 (95% Cl 0:753-1-323; p=0-9889)
"3 1 3 ! : g : . ; ; L b

Time since randomisation (years)
Number at risk Y

{number censored)
lobectomy 554 (0)  542(1)  527(0)  512(0)  492(3)  477(6)  409(57) 310(93) 184(121) 85(91)  22(63) 0(22)
Segmentectomy 552 (0) 541 (1) 521 (1) 503 (1)  491(0)  477(6)  426(45) 304(112) 181(112) 89(90)  21(67) 0(21)
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Saji et al. (2022) Lancet, 399: 1607-17.

1oRYE

g tIBR -8.5% vs fEELIRR -12.0% (p<0.001)

XIgtER -7.4% vs BEYIFR -10.7% (p<0.001)
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Freidlin et al. (2007) J Clin Oncol 25:5019-5023.

Hybrid design

Randomized Clinical Trial Design for Assessing

Noninferiority When Superiority Is Expected
Boris Freidlin, Edward L. Korn, Stephen L. George, and Robert Gray

A B 5 T R A C T

The randomized clinical trial (RCT) is the gold standard for definitive evaluation of new therapies.
RCTs designed to show that the therapeutic efficacy of a new therapy is not unacceptably inferior
to that of standard therapy are called noninferionty tnals. Traditionally, noninferiority trials have
required very large sample sizes. Sometimes_a new freatment reqiman with a favorable toxicity
and/or tolerability profile is also expected to have some modest |mpr::wement in efficacy. In such
specialized settings we describe a hybrd trial-design approach that requires a dramatically smaller
sample size than that of 5 standard noninferiority design. This hybrid design can naturally

incorporate a formal test of supernority as well as noninferiority.
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A Superiority Monsuperiority

— — AR

I I
dsg 1

B Noninferiority Inferiority

- D e ISR

C Noninferiority Inferiority

— — S IEIRER

(Hybrid design)

| I
Om 1 &

Fig 1. Regions of true hazard ratio istandard over experimental) for which one
would want (&) high probability of declaring superiority or not in 8 superiority trial,
(B} noninferiority or not in a noninferiority trial, and {C) noninferiority or not in a
hybrid design.
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Onda et al. (2020) Eur J Cancer 130:114-125.

JCOGO0602DfER

1.0
0.9 ¢
0.8 r
0.7 r
0.6
05 ¢
04 r
0.3
0.2 r
0.1
0.0

— : PDS
— . NACT

HR:1.08(95%CI 0.83-1.40)

Proportion

0 12 24 36 48 60 72 84 96 108 120 132
Pts at risk (censoring) Months after randomization

PDS 149 (0) 140 (0) 112 (0) 91 (0) 76 (0) 57 (0) 50 (2) 34 (9) 22(8) 15(6) 4 (10) O (4)
NACT 152 (0) 140 (0) 115 (0) 88 (0) 71 (0) 58 (0) 46 (2) 35(5) 22(9) 11(9) 3(7) 0(3)
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Saji et al. (2022) Lancet, 399: 1607-17.

B35 : JCOG0802/WJ0G4607L
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20 a1 T T T T
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s 00+
g
c
g
£ 40+
g-._ n 5-year 05 (%)
. —— Lobectomy 554 911%
204 —— Segmentectomy 552 94-3%
HR 0-663 (95% C1 0-474-0-927; p<0-0001)
Median follow-up: 7-3 years (range 0-0-10-9)
0 T T | T T T I | T T |
0 1 2 3 4 5 6 7 8 9 10 11
Mumber at risk

(number censored)

Lobectomy 554 (0) 550(1) 537 (0) 530(0) 525(3) 495(6)  426(57)

322(97)  150(125) 50(92) 23(67) 0(23)
Segmentectomy 552 (0)  549(1) 543 (1) 534(1)  528(0) 512 (6)

A57(47)  332(118) 202(122) 104(96)  25(78) 0(24)
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Flow chart

1589%k from PubMed*
(2005/1/1~2023/3/31)

BRIMNER (F1EdD) 13143k
520 FIHNABE TR

264 review article

162 protocol paper

152 duplicated trial article
152 observational study

90 phase II trial

142 others

A 4
L E1—X5RimX 2755k
(Factorial designt23&3_t®dD
ER D= T2934DEEE)

*PubMed(C X DIEMHHERDAET (#&XKH : 202343H31H)

RZRE © "noninferiority*"[Text Word] AND ("cancer*"[Text Word] OR "tumor*"[Text Word] OR
"tumour*"[Text Word] OR "lymphoma*"[Text Word] OR "myeloma*"[Text Word] OR "leukemia*"[ Text
Word] OR "carcinoma*"[Text Word] OR "sarcoma*"[Text Word] OR "oncology*"[Text Word] OR
"malignancy*"[Text Word]) AND ("phase iii"[ Text Word] OR "phase 3"[Text Word] OR "randomized*"[Text
Word] OR "randomised*"[Text Word] OR "confirm*"[Text Word])
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Primary endpoint

Primary endpoint(n=275)
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0 I

Number at risk (censored)
Open surgery 528 (0) 523 (1)
Laparoscopic surgery 5209 (0) L26(1)

Tirme after randomisation (years)

486(2)  A42(27) 291(143)
487(5)  458(19)  200(147)

516 (2

) 499(4)
517 (1)

504(2)

164 (125)
163 (127)

71(91)
75 (87)

12 (59)
11(63)

0(12)
0(11)

13

Kitano et al. (2017) Lancet Gastroenterol Hepatol, 2:261-68.



G2 IS DRI S NI D D T=hi---

| CQ 4 : ABECH U CEEE FTFhHZHEansh ?

AEREEE T FMEARBBFEMOBIREDI DELTITO O & x55< 2T 5. (HERE2- TEFTY
ALNRILB) T U, 1@ THEBREDS JOBEREC T SERE T H o8 tE+2 (CEII SN
TUVWRWC EZBB(ICHIALIED X TERT B,

BrmEITEE, IEEYEEELFE#ENSVDOT, B10FMF—LAOBREZ+DCEBL TE
IERET Do

BINDOAINES A MELEBERE DS > L Ea1—(CBVT, EBESLURSEICH T DIER
iR Nt BRAEA FEESF S OB TigsT =N, EBIFER T FHirCEFmFEA R\ —A, HmEH
DIV, BBEESHDLIEN R, ERBEAELVEEDEBHENMEN TS &, SHEREED
FOBEE - FEFEGFRFTHDCENHRESNTUD. AP TITONIEFKRIES 5 b HEEGTEE
TdHDICOG04045155 C [FEEBHMIEBOEEFHRBEIICH T, FEFIMEF X I S8R T it
BED)\FU— RIb131.056 (90%{E#BIX[ 0.790-1.413) , p=0.0732TdHh 0D, FEREETFiliDIES T
[FRESNRh S IeBDm, SFEEFEGRIFEFMEFCT0.4% (95%(SFE[XMH] 87.5-92.6) , FEAEEET
FhliE¥T91.8% ([ :89.1-93.8) TELLHERIFCHD, EIEEFMGABEDERR S U TIED
[TENd. ITiZL, ARETIE, Eﬁ%%ﬂ,Fﬁ%%rﬁﬁkrwﬁ%$%ﬁbﬁ%ént&o
ABBEEMROBIGCEITDIITET > X EUTIE—ED/\A 7 ALAMh> TS elgElEhHh D. Fg,
BREEMDY /)L —TE#RTIERS, cN2, BEEHITA(C TIERE T FHD TN BIMEEN G D,
CNE=EZBUCEEICEIGERET D2HENHD.

et A% R = ERPRAY SR & (KRS80
FERDFEFIRICDVWTCERASREMEIRD I SIKHEE 44

https://www.jsccr.jp/guideline/2019/cq.html#cg4



= el )
o IEHBMHHERDTH 1>
- SN -2 DROT
o URTBNRRI 1w hDI\SZRICMA T, I\AADU—=T (Bio creep)
ET 73 D2NENDD
- J\U—RibEEFEIES
e UAEREIEDETE. FRMRGNUI) U — REb SERIRIIBRIR(IR/ED
o X IIILUA EHERITEIERD/I\S >R Z2ER T DINENDD

— BT SRE]
o IELMHRERTIIPPSHEZ L UL\EESNDN. PPSOEED LUDMTRE(C
DUWTCEEITBAINENDD

e Hybrid design
- BHEERAHDZEZRHRIC,. BWEBEU D ITILOAXZ /ST ZEN
AIRERRTH A >

45
- ZEX KBS ISR EDED



