
 

Reviewe

In this re

metastati

for both

targeted 

quality o

 

Major: 1.

clinical s

placebo-c

FOLFIRI

Oncol, 20

 

Response

In accord

gefitinib,

and refer

 

 Kuo 

thera

Onco

 Santo

and F

19: 18

 Kozu

er’s code: 0

eview, Ohh

ic colorecta

h World Jo

 therapies 

of the pape

. Accordin

studies of 

controlled 

 for secon

013). 

e: We than

dance with

, erlotinib,

rences.  

T, et al.  

apy in pre

ol 2005; 23:

oro A, et a

FOLFIRI a

888-1893  

uch P, et 

 

BAISH
8226 Re
Telepho
E-mail: 
 

02849903 

hara et al 

al cancer. O

ournal of 

 and speci

r are;    

ng to the ti

targeted t

 phase 2 s

nd-line trea

nk the revie

h the revi

, ganituma

Phase II s

eviously tr

: 5613-5619

al. A phase

alone in pa

al.  Phase

HIDEN
gency Driv

one: +1-925
bpgoffice@

Answe

provide a 

Overall, th

 Gastroent

alists in th

itle of this

therapy oth

study of g

atment of m

ewer for th

iewer’s co

ab, conatu

study of g

reated pat

9  

e II random

atients wit

e II trial 

1 

NG PUBL
ve, Pleasan
5-223-8242 
@wjgnet.co

ering rev

 clear sum

he text is cl

terology r

he field.  M

s review, it

her than E

ganitumab 

mutant KR

his pertinen

omment, w

umumab, t

gefitinib, fl

tients with

mized mu

th metastat

of erlotini

LISHIN
nton, CA 9
  Fa

om  htt

viewers 

mmary of th

lear and th

readers no

My sugges

t would be

EGFR and

or conatu

RAS metas

nt commen

we include

trastuzuma

luorouracil

h metastat

ulticenter tr

tic colorec

ib and ca

NG GRO
4588, USA
x: +1-925-2
tp://www

he role of t

his review 

ot particul

stions to fu

e better to

 VEGF (e.

mumab in

static color

nt. 

ed other ta

ab, and la

l, leucovor

tic colorec

rial of gefi

tal cancer.

apecitabine

OUP INC
A 
223-8243 

w.wjgnet.co

targeted th

 should be

larly fami

further imp

o briefly su

.g. “A ran

n combina

rectal canc

argeted ag

apatinib in

rin, and o

ctal cancer

itinib plus 

.  Ann On

e for patie

C 

om 

herapy in 

e valuable 

iliar with 

prove the 

ummarize 

domized, 

tion with 

cer”, Ann 

gents like 

n our text 

xaliplatin 

r.  J Clin 

 FOLFIRI 

ncol 2008; 

ents with 



 

previ

38-42

 Cohn

cona

KRA

 Sarto

treatm

color

trial. 

 

2. The p

capecitab

prospecti

should b

 

Response

As the re

 

3. As th

EGFR-tar

than wit

Thus, it i

therapies

resistanc

emergen

suggest t

iously unt

2 

n AL, et al

tumumab 

AS metastat

ore-Bianchi

ment-refra

rectal canc

  Lancet O

paper by 

bine in p

ive, multic

be included

e: We wish

eviewer no

he authors

rgeted ther

th mutant 

is really im

s. A semin

e to target

nce of muta

the author

 

BAISH
8226 Re
Telepho
E-mail: 
 

treated me

l.  A rand

 in combin

tic colorect

i A, et al. 

actory, KR

er (HERA

Oncol 2016

Hong et 

atients wi

center trial

d as referen

h to thank t

oted, we inc

s mention

rapy. Alth

KRAS, the

mportant to

nal report i

ted EGFR 

ant KRAS f

rs to inclu

HIDEN
gency Driv

one: +1-925
bpgoffice@

etastatic co

domized, p

nation wit

tal cancer. 

 Dual-targ

RAS codo

CLES): a p

6; 17: 738-74

al (“A ph

ith previo

 of the Kor

nce.  

the review

clude the p

ned, KRAS

hough the s

e tumor e

o elucidate

in Nature 

 blockade 

from wild 

ude this pa

2 

NG PUBL
ve, Pleasan
5-223-8242 
@wjgnet.co

olorectal ca

placebo-con

th FOLFIR

 Ann Onc

geted ther

on 12/13 

proof-of-co

46 

hase II stu

ously untr

rean Cance

wer for this 

paper by H

S status is

survival of

eventually 

e the mecha

(Diaz et al

 in colorec

 type KRA

aper in th

LISHIN
nton, CA 9
  Fa

om  htt

ancer.  Cl

ntrolled ph

RI for seco

col 2013; 24

rapy with t

wild-type

oncept, mu

udy of be

reated me

er Study G

 comment.

Hong et al a

s a well-d

f patients w

relapse re

anism of a

l, “The mo

ctal cancer

AS is a med

his review 

NG GRO
4588, USA
x: +1-925-2
tp://www

in Colorec

hase 2 stud

ond-line tr

4: 1777-178

trastuzum

e, HER2-p

ulticentre, o

evacizumab

etastatic co

Group”, Am

 

as the refer

described 

with wild t

egardless o

cquired re

olecular ev

s”, 2012) h

diator of ac

to strengt

OUP INC
A 
223-8243 

w.wjgnet.co

ctal Cance

dy of gani

reatment o

85  

mab and lap

positive m

open-label

ab, oxalipla

olorectal c

m J Clin On

rence, no 1

biomarker

type KRAS

of EGFR in

esistance to

volution of 

has shown

cquired res

then the p

C 

om 

r 2009; 8: 

tumab or 

of mutant 

patinib in 

metastatic 

l, phase 2 

atin, and 

cancer: a 

ncol, 2014)

11.   

r for the 

S is better 

nhibition. 

o targeted 

 acquired 

n that the 

sistance. I 

point that 

 



 

mutant K

 

Response

As the re

‘’Moreov

contribut

explanati

primary 

among 1

6 patient

patients 

testing, K

showed 

acquired

anti-EGF

 Misa

anti-E

 Diaz 

block

 

4. Most 

reagents.

of FOLFI

antibody

 

Response

KRAS is a v

e:  We str

eviewer no

ver, recent

ted to acq

ions for th

tumor; an

0 patients 

ts had the

for whom

KRAS mut

that emer

d resistance

FR antibodi

ale S, et 

EGFR ther

 LA Jr, et a

kade in col

of the inh

. Santoro e

IRI in mCR

y such as A

e: We wish

 

BAISH
8226 Re
Telepho
E-mail: 
 

valid biom

ongly app

oted, we ha

tly, some 

quisition o

he discorda

nd clonal s

 with KRA

 KRAS mu

m sufficien

tations wer

rgence of 

e to anti-E

ies is assoc

al.  Emer

rapy in colo

al.  The m

lorectal can

hibitor, wh

et al has sh

RC (Santor

ADCC and 

h to thank t

HIDEN
gency Driv

one: +1-925
bpgoffice@

marker in EG

reciate the

ave added 

reports re

of a KRAS

ant results o

selection d

AS wild typ

utation aft

nt pre-trea

re found to

mutant K

GFR antib

ciated with

rgence of 

orectal can

molecular e

ncers.  Na

hich are c

hown that g

o et al, An

CDC?   

the review

3 

NG PUBL
ve, Pleasan
5-223-8242 
@wjgnet.co

GFR inhib

e reviewer’

the follow

evealed tha

S mutation

of KRAS: h

during the

pe who acq

ter progres

tment tum

o be absen

KRAS from

bodies. The

h the acqui

 KRAS m

ncer.  Natu

evolution o

ature 2012;

currently a

gefitinib (E

nn Oncol, 2

wer for this 

LISHIN
nton, CA 9
  Fa

om  htt

itor treatm

s commen

wing text in 

at use of 

n.  Misale

heterogene

 process o

quired res

ssion on a

mor sampl

nt at pre-tre

m wild typ

ese results

isition of se

mutations 

ure 2012; 4

of acquired

 486: 537-5

available i

EGFR TKI)

2008). Is thi

 comment.

NG GRO
4588, USA
x: +1-925-2
tp://www

ment.  

nt on this p

 the cetuxi

anti-EGFR

e et al. off

eity of KRA

of metastas

istance to 

anti-EGFR 

les were a

eatment. S

pe KRAS w

s indicate t

econdary K

and acqu

486: 532-53

d resistanc

540  

in clinic, a

) did not im

is because 

 

OUP INC
A 
223-8243 

w.wjgnet.co

oint. 

imab part; 

R drugs fo

ffered two

AS status w

sis.  In th

anti-EGFR

 therapy. I

available f

Similarly, D

was a me

that treatm

KRAS mut

uired resis

36  

ce to target

are antibo

mprove th

 of the bioa

C 

om 

 

or mCRC 

o possible 

within the 

his report, 

R therapy, 

In the six 

for KRAS 

Diaz et al. 

ediator of 

ment with 

tations.’’ 

stance to 

ted EGFR 

ody-based 

he efficacy 

activity of 



 

We are 

mentione

PFS. Mor

On the o

mCRC a

lapatinib

some of 

mCRC a

we do no

 

Minor: T

 

Response

We hav

‘anti-anti

 

Reviewe

The auth

for meta

clinical t

suitable f

 

I would 

colon ver

 

Response

sorry not

ed, gefitini

reover, ad

other hand

as salvage 

b effected t

 tyrosine-k

re antibod

ot know th

Typo in the

e: We than

ve change

iangiogeni

er’s code: 0

hors provid

astatic colo

trials. A fe

for a (med

like to ask

rsus rectal 

e: We than

 

BAISH
8226 Re
Telepho
E-mail: 
 

t to have 

ib combina

dding gefit

d, multi-k

 setting. I

o mCRC p

kinase inhi

dies. As the

he reason.  

 title of Ta

nk the revie

ed the m

ic’ to ‘anti-

00505466 

de a very c

orectal can

ew comme

ical) oncol

k the autho

 cancer me

nk the revie

HIDEN
gency Driv

one: +1-925
bpgoffice@

enough a

ation chem

tinib occur

kinase inhi

In addition

patients wit

ibitors hav

e reviewer

 

ble 1. 

ewer’s dete

mistype in

angiogenic

comprehen

cer. It is a

ents are to

ogy journa

ors to disc

etastases.  

ewer for th

4 

NG PUBL
ve, Pleasan
5-223-8242 
@wjgnet.co

answer for

motherapy 

rred severe

ibitor, rego

n, recent 

th HER2 p

ve clinical 

r noted, it 

ection.  

n the titl

c’. 

nsive and 

a very long

o be made

al and not 

cuss wheth

 

his commen

LISHIN
nton, CA 9
  Fa

om  htt

r reviewer

showed no

e toxicities

orafenib, d

study sho

positive sta

 benefits, b

 may influ

le of Ta

extended 

g exhausti

e. This ma

for a gastr

her there a

nt. 

NG GRO
4588, USA
x: +1-925-2
tp://www

r question

o improvem

s like skin 

demonstra

owed that 

atus tumor

but most o

uence the A

ble 1. W

overview o

ive) summ

anuscript 

oenterolog

re differen

OUP INC
A 
223-8243 

w.wjgnet.co

n. As the 

ment of th

 rash and 

ated the ef

t trastuzum

r. From the

of the inh

ADCC or C

We have 

of targeted

mation of d

seems to 

gy journal.

nces in out

C 

om 

reviewer 

he ORR or 

diarrhea. 

fficacy in 

mab plus 

ese results, 

hibitor for 

CDC, but 

collected 

d therapy 

data from 

me more 

 

tcome for 

 



 

We are s

observati

colon ca

frequentl

carcinom

than left

associate

mutation

the left co

right colo

with lun

and micr

Accordin

section. 

“In th

molecula

and met

compare

the trans

were ass

nodal-on

metastas

hepatic a

and peri

patients w

 

sorry that 

ion study 

arcinomas.

ly found 

mas. Surviv

t-side ones

ed with d

ns were mo

olon, and B

on as com

g-only me

rosatellite i

ng to the r

 

he COIN t

ar profile o

tastases [6

d to those

sverse and 

sociated w

nly metast

es. At the 

and pulmo

itoneal me

with mCR

 

BAISH
8226 Re
Telepho
E-mail: 
 

we have e

compared 

. In this 

in left-sid

val was si

s. The dif

differentiati

ore commo

BRAF mut

mpared to t

etastases, B

instability 

reviewer co

trial, explo

of the EGF

69]. KRAS

e from the 

 right colon

with lung

ases, and 

 point of d

onary meta

etastasis in

RC.” 

HIDEN
gency Driv

one: +1-925
bpgoffice@

enough an

 right-side

study, he

ded carcin

ignificantly

fferences b

ion of tum

on in CRC

tations wer

those from

BRAF muta

was associ

omment, w

ratory ana

FR pathwa

S mutation

 left colon,

n as compa

-only met

microsate

differences 

astases wer

n right-sid

5 

NG PUBL
ve, Pleasan
5-223-8242 
@wjgnet.co

nswer for 

e colon wit

epatic and

nomas, and

y worse in

between ri

mor biolo

Cs from the

re more co

m the left c

ations with

iated with 

we add the

alyses were

ay, and its

ns were m

, and BRA

ared to tho

tastases, B

ellite insta

 between p

re more fre

ded carcino

LISHIN
nton, CA 9
  Fa

om  htt

the review

th left-side

d pulmon

d peritone

n patients 

ight-side a

gy. Smith

e right colo

mmon in C

colon. KRA

h peritonea

 nodal-only

e followin

e conducte

 relationsh

more com

AF mutatio

ose from th

BRAF mut

bility was

primary cit

equently fo

omas in th

NG GRO
4588, USA
x: +1-925-2
tp://www

wer’s quest

 colon in 1

nary meta

eal metast

with righ

and left-si

h et al. re

on as comp

CRCs from

AS mutatio

al and nod

y metastas

g sentence

ed in order

hip to the 

mmon in t

ons were m

he left colo

tations wi

s associate

tes, other s

ound in lef

he analyse

OUP INC
A 
223-8243 

w.wjgnet.co

tion. How

17,641 pati

astases we

tasis in ri

ht-sided ca

ide carcino

eported th

pared to th

m the transv

ons were a

dal-only m

ses. 

es in the c

r to identify

site of the

the right 

more comm

on. KRAS m

ith periton

ed with no

study repo

ft-sided car

es based o

C 

om 

ever, one 

ients with 

ere more 

ght-sided 

arcinomas 

omas are 

hat KRAS 

hose from 

verse and 

associated 

metastases, 

etuximab 

y somatic 

e primary 

colon as 

mon from 

mutations 

neal and 

odal-only 

orted that 

rcinomas, 

on 17,641 



 

 Bene

Com

epide

Jan;5

 Smith

in tu

± cetu

 

In these d

few mon

 

Response

As the re

mCRC. W

patient b

However

mCRC. S

We are so

 

Page 8. ‘

appearan

 

Response

added th

appearan

 

edix F, et

mparison of

emiology, 

53(1):57-64.

h CG, et a

mors from

uximab. C

days of eco

nths has to 

e: We wish

eviewer no

We should

background

r, our revi

So, we did 

orry, but w

‘IFL’ shou

nce. 

e: We than

he explana

nce.  

 

BAISH
8226 Re
Telepho
E-mail: 
 

t al; Colo

f 17,641 pa

 perioperat

. 

al. Somatic 

m patients w

Clin Cancer

onomic cri

 be discuss

h to thank t

oted, we ne

d select th

d like age,

ew article 

 not add th

we strongly

uld be exp

nk the revie

ation for 

HIDEN
gency Driv

one: +1-925
bpgoffice@

on/Rectum

atients with

tive course

 profiling 

with advan

r Res. 2013 

isis, the ad

sed.  

the review

eed to con

he treatme

, performa

 focused o

he informa

y appreciat

lained as 

ewer for th

‘IFL’ as ‘i

6 

NG PUBL
ve, Pleasan
5-223-8242 
@wjgnet.co

m Carcinom

h right- an

e, histology

of the epid

nced color

 Aug 1;19(

dditional tr

wer for this 

nsider the c

ent option 

ance status

on the bene

ation abou

te with the

‘irinotecan

his pertine

irinotecan,

LISHIN
nton, CA 9
  Fa

om  htt

mas (Prim

nd left-side

y, and surv

dermal gro

rectal cance

15):4104-13

reatment co

 comment 

cost effecti

 based on

s, or econo

efit of targ

ut cost effec

e reviewer 

n, fluorour

nt commen

, fluoroura

NG GRO
4588, USA
x: +1-925-2
tp://www

mary Tum

ed colon ca

vival. Dis C

owth facto

er treated w

3. 

osts for a s

 

iveness of 

n not only 

omic condi

geted thera

ctiveness o

 comment. 

racil, and 

nt. As the 

acil, and l

OUP INC
A 
223-8243 

w.wjgnet.co

mor) Study

ancer: diffe

Colon Rect

or receptor 

with chem

survival be

targeted th

y evidence 

itions by c

apy in pati

of targeted

   

leucovorin

 reviewer n

leucovorin

C 

om 

y Group. 

erences in 

tum. 2010 

 pathway 

motherapy 

enefit of a 

herapy in 

 but also 

countries. 

ents with 

d therapy. 

n’ at first 

noted, we 

n’ at first 

 



 

Reviewe

A compr

Response

 

Reviewe

This is a

drugs in

provides

the princ

both arm

 

Response

 

er’s code: 0

rehensive, w

e: We than

er’s code: 0

a compreh

n metastati

s an overvi

cipal resul

ms with sign

e: We stron

 

BAISH
8226 Re
Telepho
E-mail: 
 

00503404 

well writte

nk the revie

00041966 

hensive rev

ic colorect

iew of the 

ts of the r

nificative d

ngly appre

HIDEN
gency Driv

one: +1-925
bpgoffice@

en review p

ewer for th

view on th

tal cancer 

 current lit

eported st

differences

eciate with 

7 

NG PUBL
ve, Pleasan
5-223-8242 
@wjgnet.co

paper 

his pertinen

he use of 

 patients. 

terature on

tudies it co

s.  

 the review

LISHIN
nton, CA 9
  Fa

om  htt

nt commen

biologic in

The manu

n the subje

ould be us

wer comme

NG GRO
4588, USA
x: +1-925-2
tp://www

nt. 

n conjunct

uscript is 

ect. In the t

seful to rep

ent. 

OUP INC
A 
223-8243 

w.wjgnet.co

tion with 

nicely wr

tables sum

port the re

C 

om 

cytotoxic 

itten and 

mmarizing 

egimen of 


