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1. BRHNE (I53ERF)

- BEpERAMN: ZFEMRI/EHERZEFEUS
- FEipElRRi BEsECT

- SEIpEERRE EEREECT

2. fEILASIEE
. HEEEMIRERCT (IBHET)
. FRIEHSSEMRI (FFRMRRIS RIEE)  2EMR

% PET/CT:

2B

R

FPET/CTal{ER IS FEE LGNSR L,

BERRREERSFREM EBInFRIERESE R SEEEERER
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HRAE: e
1. BEe/B0E (IRHEF)
- BEipEEAM: ZEMR/BEHERGES

SEUS

Tabie 1 European Journal of Cancer 63 (2016) 11e24
Pooled estimates of sensitivities and specificities of the routinely used imaging modalities for local staging of rectal cancer.
T Staging N Staging
MRI [74] T category CRM involvement N
Systematic review Sensitivity Specificity Sensitivity Specificity Specificity Sensitivity
and meta-analysis, 87 (81-92) 75 (68—80) 77 (57-90) 94 (88—97) 71 (58—81) 77 (69
22 studies
EUS [75] T2 T3 T4
Systematic Review, Sensitivity Specificity Sensitivity Specificity Sensitivity Specificity
42 studies, N = 5,039 81 (78—83) 96 (95-96) 96 (95—97) 91 (90—92) 95 (92—98) 98 (98—99)
EUS versus MRI versus T2 T3 T4 N
ICT [8] Meta-analysis,  ‘muscularis propria ‘perirectal tissue invasion”  ‘adjacent organ
90 studies invasion’ mvolvement’
Sensitivity Specificity Sensitivity Specificity Sensitivity Specificity Sensitivity Specificity
EUS 94 (90—-97) 86 (80—90) 90 (88—92)  75(69—81) 67 (70—73) 78 (71-84) 67 (60—73) 78 (71—84)
MR 94(89-97) 69 (52—-82) 82 (74-87) T6(65—84) 66 (54—76) 76 (59—87) 66 (54—76) 76 (59—87)
e g — = 79 (74—84) 78 (73—83) 55 (43—67) 74 (67—80) 55 (43—67) 74 (67—80)

Values are expressed in % with 95% confidence interval in brackets.
CRM, circumferential resection margin; CT, computed tomography; EUS, endoscopic ultrasonography; MRI, magnetic resonance imaging.
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Table 1. Diagnostic work-up in primary rectal cancer

Parameter Method of choice
Location (distance DRE/palpation
from anal verge) Rigid sigmoidoscopy
(flexible endoscopy)
Transanal excision,
. if appropriated Morphological verification Biopsy
T1-2, NO) ——|or
Transabdominal __ cT stage
resectiond Early ERUS
* Biopsy MRI
« Pathology review T3-4, NO or T any, N1-2 Intermediate/advanced MRI (ERUS)
- Colonoscopy or locally unresectable
« Chest/abdominal/pelvic CTP or medically inoperable Sphincter infiltration MRI (ERUS, palpation, EUA)
Rectal cancer - CBC, chemistry profile, CEA
appropeate « Pelvic MRI with contrast (preferred) or <N stage MRI (CT, ERUS)
foryestetan endorectal ultrasound ;
« Enterostomal therapist as indicated for T any, N any, M1 M stage e e s
preoperative marking of site, teaching Resectable metastases CT of the thorax
« PET/CT scan is not routinely indicated' PET-CT if extensive EMVI for other sites
Evaluation for all patients MDT discussion

T any, N any, M1
Unresectable metastases [———  Methods within brackets are less optimal.

armedicdllyIneparbic CT, computed tomography; DRE, digital rectal examination; EMVI, extra-
mural vascular invasion; ERUS, endorectal ultrasound; EUA, examination
under anaesthesia; MDT, multidisciplinary team; MRI, magnetic reson-
ance imaging; PET, positron emission tomography; US, ultrasound.

Annals of Oncology 28 (Supplement 4): iv22-iv40, 2017 CSCOIEEETIEERS
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Hiasn#
MRI

N HEFRT2WIAIDWIRH AL 3486 7 6, SR A 55 44 il 3t EL PRI S 5
= 73 HET2WIRH AL 96 7 67, K -5 k8 i 38 L F) b 7
= 7 HET2WIRNE AL 7 67, K5 R P47 A R A

EpfERAk

Eé% b S 7 51 B 7 4HL FOV %M  f&@mm) TR(ms) TE(ms) 2 Emm) 2 [ (mm)
—
s:lzf;& W T2WI  FRFSE R ZRA7 20  256*256 0.781*0.781 3200 85 3.0 0.5
1\ﬁ3( W T2WI  FRFSE  fk#hfr 30  384*360 0.586*0.586 4200 85 6.0 0.5
BL-LE L DWI FSE-EPI A #hfr 30 160*%160 1.172*%1.172 2500 60 6.0 0.5
AT HE T2WI FRFSE gl for 16  192*192 0.312*0.312 3200 85 3.0 0.5
- P T2WI FRFSE BB bIRf7 20 224*224 0.391*0.391 3200 85 3.0 0.5
CSCOIEEITIEERS

Radiology. 2013 Aug;268(2):330-44
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Box 1

Report template for primary staging of |

Primary staging

Clinical information: [free text]

Technique: [free text]

Comparison: [free text]

Tumor location and morphology:
Tumor location from anal verge: O lo
Distance of inferior border of the tum
Distance of inferior border of the tumo
Relationship to anterior peritoneal ref
Craniocaudal length: [free text] cm
Circumferential location (o’clock positi
Morphology: [J polypoid [ ulcerating
Mucinous: [J no [ yes

Tcategory: O Tx O T1/T2 O T2 O T3a [
If T4b, describe structures with possibl:

Genitourinary: [J bladder [J left urete
seminal vesicle [J urethra

Vessels: [ [left/right] internal iliac ves

Nerves: [J lumbosacral nerve roots

Structured MRI

primary
Local tumour status
- Morphology: D Solid - polypoid
D Solid - (semi-)annular:

I:l Mucinous:

- Distance from the anorectal junction to the lower pi

- Tumour length: ................... cm

[] T-2
] ™ = []1
]

[] T4 basedon growth ir

- T-stage:

- Sphincter invasion: |:| No
D Internal sphincter only
|:| “+ intersphincteric plane
|:| * + external sphincter

Mesorectal fascia (and peritoneal) involvement

- Shortest distance between tumour and MRF:

MDT —EgpiEsFi2 iR

cscal

Table 1. KSAR Recommendation of Essential Items and Formats for Structured Reporting of Rectal Cancer MRI

Reporting Item and Format

Degree of Agreement

Technique
Use of rectal filling (using such as ultrasound gel)
[ Used
[J Unused
Findings
1. Distance of lowest tumor margin from anal verge
8]
[J Cannot be measured: please specify
2. Distance of lowest tumor margin from anorectal junction
o__
[J Cannot be measured: please specify
3. Tumor relationship to anterior peritoneal reflection
[J Entirely above anterior peritoneal reflection
[] Straddling anterior peritoneal reflection
[ Entirely below anterior peritoneal reflection
[J Other: please specify
4. Circumferential tumor location
[J Completely encircling lumen
[ Partially encircling: to
[ Other: please specify
Most ventral point of rectum is designated as 12 o'clock

o'clock in clockwise manner

5. Longitudinal tumor size

()
[ Cannot be measured: please specify
6. T stage:

7. For = T3 lesion, maximum extramural depth of tumor invasion
[0 <5mm
[ =>5mm

[ Other: please specify

85.2% (23 of 27)

96.3% (26 of 27)

81.5% (22 of 27)

92.6% (25 of 27)

92.6% (25 of 27)

88.9% (24 of 27)

92.6% (25 of 27)

85.2% (23 of 27)
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Other (please specify) | NN

3rd valve of Houston at endoscopy [}
Coalescence of teniae loss of haustrations, loss of appendices epiploicae [}

Transition from sigmoidal vessel to superior rec

Transition from sigmoid mesocolon to mesorectu

EInPRIAREEIFEH D 5

Anterior peritoneal reflection [ R

sacral Promontory |

<20 cm from anal verge [

<16 cm from anal verge _

<15 cm from anal verge

<12 em from anal verge [N

0 5 10 15
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NCCN Guidelines Version 2.2018 :
Rectal Cancer

Recto-genital pouch

“Rectum" is defined as the portion of bawel located below the pelvic
inlet {an imaginary line drawn from the sacral promontory to the top of
ated MRI of the pelvis

= Lower-rectum: below the anterior peritoneal reflection

ARB-EE M=KELITHER

MR- BRBURZKELLT (NCCN 2018)

WieY: P EREARETARE, TREMAETINEE

Zhpmak, LRERAERESR, TREMERSTEE, TREMLTERES
s : EERERER CAPKERN, TREMSENZIBKAL

sRBKEA: ERREFWRELLLIBKER, TEREREIRGLLT NEE#kkEIR
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\| Sigmoid artery hran'd;&s R
sy .

| e

b o
—_—

i Jl‘.\‘ o

<— Superiorrectal arte

Anterior
Peritoneal Reflection o

BRI NCCNXIERENI, BMEAREBENGER:

GINA BROWNiE B EZ RIS LU E R IER R IRAGEE, mE "Sigmoid
take-off"LA L, ZWREBRRTUUBIHNEERIMEF, SWREFZT/IKFE, X*&E
MRIECTRIRIRE LREZ R, XNMNETMRIEAENEM R ESE R RIERZRAVHES]
=7E N Sigmoid take-off”, BILAERMEEE(IEETf.

Ann Surg 2019;270:955-959 ©SCORMLIE=RS
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A B T3 A R IR IR

R PR MR AR N B RS 43 5 A WLUE 1 B PR B 40 N
T3a (<1mm)

T3b (1-5mm)

T3¢ (5-15mm)

T3d (>15mm)

CSCOIERMIIFERSE
Annals of oncology : 24 Suppl 6, vi81-88,
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Peritaneal reflection

Lengitudinal muscle

Circular muscle
Valve of Houston

Column of Margagni

i
Conjoined longitudinal muscle o lliococeygeus

Pubococcygeus
Puborectalis

Internal anal sphincter muscle
Anal crypt
Anal gland

Dentate line

External anal sphincter muscle

i groovi
Corrugator cutis ani muscle

Anoderm Anal verge

Rectovesical pouch

Prostate

Seminal vesicles

Presacral

Retrosacral
fascia

Denonvilliers’
fascia

Anterior
mesorectum

Female Pelvic Floor

muscle

Perineal body i = Superficial transverse
perinei muscle
Ischial tuberosity

lliococcygeus muscle
Pubococcygeus muscle
Puborectalis muscle:

External anal sphincter
Gluteus maximus

Anocacoygeal ligament

Tip of coceyx
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B, MERIEERE, WMELE, EMVI, CRM

IRIEESMO-20171EraNEENIEE D E
WRIEERBE: cT1, SM1, cNO
(REXES: cT1-cT2, =h/B&f{IT3a/b, cNO (8;=ficN1) ; MRF-; EMVI-

FEXGE: WKA/F/E0icT3a/b, RERATIEANL; cN1-N2 (E5MPE) ; MRF-;
EMVI+

EEXBG: cT3c/dEtRIRAL, REMATRAL; cN1-N2 (FEIMPME) ; MRF-;
EMVI+

REEXPE: CT3FMRF+; cT4b, ENATRA, MTHELS+

CSCOERIIFERS
Annals of oncology : 24 Suppl 6, vi81-88,
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Very early disease
¢T1, sm1 cNO

Local RT may be used
as an alternative to
local surgery (+/- CRT)

TEM if pT1 and no
adverse features

TEM plus perioperative CRT if
adverse features present

TME if adverse histopathology
(sm > 2, G3, V1, L1)

{Bigth— XU 7 %

Early disease
cT1- cT2; cT3a/b if middle or high
cNO (cN1 if high), MRF clear, no EMVI

TEM, CRT or 'watch-and-wait'
for fragile, high-risk patients or
those rejecting radical surgery

[

A4
MRI to re-evaluate tumour

]

TME in most cases (plus
photographic record of specimen
and assessment of TME quality)

Intermediate disease
cT3a/b very low, levators clear, MRF
clear, cT3a/b in mid- or high rectum,
¢N1-2 (not extranodal), no EMVI

Locally advanced disease cT3c/d or very
low, levators not threatened, MRF clear
¢T3c/d mid-rectum, cN1-N2
(extranodal), EMVI+

Advanced disease ¢T3 with
any MRF involved, cT4b, levators
threatened, lateral node+

TME alone or SCPRT/CRT if
good quality mesorectal excision
cannot be assured

SCPRT or CRT

(

v
MRI to re-evaluate tumour

a4
[ MRI to re-evaluate tumour

‘Watch-and-wait'
may be considered
in high-risk patients
if cCR achieved
with CRT

TME in most cases (plus

photographic record of specimen
and assessment of TME quality)

‘Watch-and-wait’
may be considered
in high-risk patients
if cCR achieved
with CRT

TME (plus photographic record
of specimen and assessment of
TME quality)

SCPRT plus FOLFOX
and delay to surgery

[ MRI to re-evaluate tumour I

TME (plus photographic
record of specimen and assessment of
TME quality)

Futher surgery if needed
due to tumour overgrowth
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ALE, MIERIERE, #
IRIEESMO-20171EraNEENIEE D E

—. REEXE: TEM
1. cT1, SM1, cNO

2. MRIAZINXBEEZE

2zt EMVI, CRM

CSCOIERMIIFERSE
Annals of oncology : 24 Suppl 6, vi81-88,
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B, MRRIERE, HEL, EMVI, CRM
FRHEESMO-2017i8FraVEENIGE DR
—. {KEXBE: MRIMDT TME
1. cT1-cT2, #/&fiT3a/b, cNO (EiEfiicN1) ; MRF-; EMVI-; ;ZiERE<Smm
2. MRF- {(XEERERXEKG
3. EMVI- {RImsbiEF2 X fG

CSCOIERMIIFERSE
Annals of oncology : 24 Suppl 6, vi81-88,
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B, MRRIERE, HEL, EMVI, CRM
FRHEESMO-2017i8FraVEENIGE DR
=. FEXPFE: MR MDT BJFRETME CRT- watch and wait
1. RAEAIT2, (K/F/BAIT3a/b, N1-2 (FEEIIE) -RFRE<Smm
2. MRF- {(XEERERXEKG
3. EMVI- {RImsbiEF2 X fG

CSCOIERMIIFERSE
Annals of oncology : 24 Suppl 6, vi81-88,
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H e o HE
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NE, MRRIEERE, WE4E, EMVI, CRM
IRIBESMO-2017+5raV B ENRE D E
9. SEXEE: MRIMDT CRT+TME

1. tRIEAL/F/EMicT3a/b, BERE25mm; KERATRAL; cN1-N2 (Z55ME)
MRF-; EMVI+

2. MRF- K32 & X

3. EMVI+ SibEfB X G

CSCOERIIFERS
Annals of oncology : 24 Suppl 6, vi81-88,
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ALE, MIERIERE, #
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“... specimens from patients receiving neoadjuvant
chemoradiation should be thoroughly examined at the
primary tumor site, in regional nodes and for peritumoral

satellite nodules or deposits in the remainder of the
specim en...” AJCC Cancer Staging Manual (8th Edition). Chicago: Springer, 2017.
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Recommendations for reporting tumor budding
in colorectal cancer based on the International
Tumor Budding Consensus Conference
(ITBCC) 2016

o 25(IER (RMBHFEFR, 2MINIESLE, 1MEEIHARSE)
o MWERGARILIR: BX. ImRENX. 1t8EE o%. REF

- 2 . RELED AR Lwees) STRm YTV -
a 3 > " A ' ] b G AN b s / { " s
‘ OARNORNT NP BN

= = N :\ Bt 4 5 _.-'3" ‘\: 51 v_,er”, A N ‘6 ’
BT EEm=Ek BLAS S )’: Ng !"\"i ‘é%f 2N W e 0)
5‘3 L. 5 X L 8e ? N \I,;:,."_‘_‘ SR =\ -.':._.,’ @ ’ i £ 7 /
‘e A TURL BTN R 10N s 2O
E;ngﬂﬂmugﬁ?ﬁ, IEjJBE R Tha l% 3 é}%‘; & :‘t.\, 1 ‘59?3. ~ PHIA O fea®r
\ A .2 N ’ 8 ’ .r e\ VN &4 it A, Crhs
Lo AN AN 5 g 2 { A

preros A phmrs | 800 TGS e e

. , ’ B N : 8 % ;“.:, - "f 4 ' ’ I'{ \' . - :’ ,"’
<M MEEIROA | L WS e T
'-:t,. e’ AR '.I'.:‘ _’__./:," 12y ’,',_ !
ﬁ%o !’1';" 2 ’%" a "- : " & ! R % 4 "‘ [ ‘" ! r‘ ”, ' /' . "I:'PO';
. : 5 \ & 3 F e
&

) B -
[+ i~ “ A . t ! &‘ 1 '.‘9 :
@, e - 4 U SR A 9
- \ ‘ L ; @ ) A (Lage @ \) v ’
i A l " &> o Lo PR i‘h e
- &> . ¥ ’ & " .'. 8 - -
o 7 Y. \ r% / % (D ) Z - i
AR : WAL Sl g'e X %
% = ar "% . ’ \ V7 3 ,‘\ & ..& / g
R 3 | ; 2 p A /
Bl ® ® o \ A A v A AL A / 5

I GANN C NN\ B o, 7 T,
Modern Pathology (2017) 30, 1299-1311 VAN [ ABe VSN e AT Y Ll e A R B



BT D R

Select the H&E slide with greatest degree
of budding at the invasive front

0-4N ARSI Bdl

Scan 10 individual fields at medium power
(10x objective) to identify the “hotspot” at
the invasive front

For surgical resection For pT1 endoscopic
specimens, scan 10 fields  resections (usually <10
fields available), scan all

5-91N 9k 5l Bd2
Count tumor buds in the selected
“hotspot” (20x objective)

Selected hotspot indicated in red
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Original Article
Immunohistochemistry and microsatellite instability

analysis in molecular subtyping of colorectal carcinoma
based on mismatch repair competency

Table 2. The IHC expression patterns of MMRPs and microsatellite status in
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5 MSS,

MSHS (-) alone 5 4(66.7)  2(33.3) 0 (0)
4 MMRPs (-) 1 1 (100) 0 (0) 0 (0)
4 MMRPs (+) 224 0 (0) 7(3.1) 217 (96.9)

2 MSS tumors presented concurrent loss of MLH1 and PMS2 with clonal loss
of MSH6.
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CRC-specific
KRAS Lochhead, 5013 12534 mortality 1.33(1.08-1.64) 0.007
et al. I-IVHH
Overall mortality 1.22(1.04-1.44) 0.016
Sinicrope FA, 2720431 ; 1.483(1.267-
KRAS ot al. 2015 11187 DFS 1.488(1.281-1.730) <0.001 1.736) <0.001
2299431 RFS 2.31(1.83-2.95) <0.001
BRAF  Gavin, et al. 2012 I1HA & III
HA oS 1.46 (1.20-1.79) 0.0002

KRASEESRZAEA-IVEATEE FROERSFR. NRASEERZ(ENFEEFINEHEEFR. BRAF BESEEAFERINAY
HHEZRII /1%
AJCC Cancer Staging Manual, Eighth Edition
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PRINCIFLES OF PATHOLOGIC REVIEWY

HER2 Testing
* Diagnostic testing is via immunohistochemistry, fluorescence in situ hybridization (FISH), or NGS.

* Positive by immunohistochemistry is defined as: 3+ staining in more than 50% of tumor cells. 3+ staining is defined as an intense membrane
stamlng that can be cwcumferentlal basolateral or Iateral Those that have a HER2 score of2+ should be reflexed to FISH testmg 6769

EBRUERT, WA AN ERE S AT
‘! HER24AZSHINTRKEL B S A,

cancers harboring NTRK fusions, 7 were found in the small subset that were dMMR (MLH-1)/MSI-H. "2 These data support limiting the
subpopulation of colorectal cancers that should be tested for NTRK fusions to those with wildtype KRAS, NRAS, BRAF, and arguably to
those that are MMR deficient (dMMR)ﬂWSI-H

* NTRK inhibitors have been shown to have activity DNLY in those cases with NTRK fusions, and NDT with NTRK mutations.

» Methodologies for detecting NTRK fusions are IHC,™ FISH, DNA-based NGS, and RNA-based NGS.7274 Inone study, DNA-based sequencing
showed an overall sensitivity and specificity of 81. 1% and 99 9%, respectwely, for detection of NTRK fusions when compared to RNA-hased
sequencing and immunohistochemistry showed an overall sensitivity of 87.9% and specificity of 81.1%. Since approximately 1 in5 tumors
identified as having an NTRK fusion by IHC will be afalse positive, tumors that test positive by IHC should be confirmed by RNA NGS, That
same study commented that RNA-based sequencing appears to be the optimal way to approach NTRH fusions, because the splicing out of
introns simplifies the technlcal requirements of adequate coverage and because detection of RNA-level fuswns provides direct evidence of
functional transcrlptlon However selection of the appropriate assay for NTRK fusion detection depends on tumor type and genes.

NCCN Guideline VersioB (2820 LHansadnce
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NTRKFS
> NTRKIIHIFUIHESNTRKE S OB E B

> taEABIHC, FISH, DNA-NGSFIRNA-NGS

> RMABURMEANSRE, DNA-NGS7517981.1%7F199.9%, IHCI5!7987.9%7

81.1%

> THCPRM4RIREE TR A — G IE

Table 3 Sensitivity and specificity of pan-Trk immunochistochemistry

for detecting NTRE fusions

Sensitivity

NTRK1 96.2% (2612T)
MITE B AL (=111 A =1 o kg ey i o
> RNA-NGSIFEMUNTRKEISHIRIESE v w99
NTRK3 19.4% (27/34)
Mumber of cases with Total patents for which Percentage Sensitivity Specificity
NTRK fusions malecular testing was
performed Tioal B70% (SRfe6y  R11% (257317)
: ; . . Colon 87.5% (W8) 100% (25/25)
Salivary gland carcinoma 13 256 508% - v
: ) Lang 87.5% (&) 1005 (24/24)
Thyroid carcinoma 13 5N 2 28% : ; 2 : ST
2 : % G Thyroid BLE% (911) 100% (27/2T)
Sarcom 13 1915 LGB
i : ‘ Salivary RRO% (R/9) 529 (13/25)
g adepocarcinoma 9 3903 023% .
5 Breast 0% (43) 22.1% (23/28)
Colorectal carcinoma 9 2029 0.31%
Inflammatory 100% (3/3) 100% (5/5)
ot ] ] Weel=le myofibroblastic tumor
Breast carcinoma 6 4458 0.13% Sarcoma 80% (8/10)  74.4% (29/39)
Pancreatic adenocarcin b (200200
Melanoma . », N . She F e e (1/1)
RIS ERIS TS F ) SRAEEN
Inflammatory J& *"ﬂuﬂl = ﬁﬂg ﬂ;E!IHlﬁ I EY’E ﬂ*gﬁﬂgxis 4 ES u 5 (19/19)
my ofi broblastic tumor E:
(“]L i ] o (524)
s | SRS o
Appendiceal adenocarc

Neuroendocrine tumor

k.4

031%

Modern Pathology hitps.//dor.org/10.1038/541379-017-0324 -

Neuroendocrime

Small round cell wmor’

Other*

o= BE9% (89)
(04
(v

45.8% (11/24)
100% (30/30)
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Nb A 1. NGS Testing of Tumor* i - i MMR Geneb Germline

D 7/815” %E)bjj d M M R ( M LH 1 ) Otr !:J_?AS! Nﬁﬂs ) HT;:-:npethyrla:ion NHygzj};lefhylati;n e

/MSI'H mutation analysis
O i‘j'KRAS/ N RAS/ BRAFE?QEE& MLHI Germline

Wild Type BRAF BRAF Vi600E Testing

E‘*EM M Rﬂl}ﬁ (d MM R) l NGS Testing of Tumor*

/ M SI -H M%E%E%%i#—?i Fusion Testing*

NTRKRESHSE

*For colorectal carcinoma with distant metastases

Cancer Res 2019,79:1047-1053. CSCOIES TIEERS
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Endoscopic Submucosal Dissection as Total

Excisional Biopsy for Clinical T1 Colorectal
Carcinoma

Asayama N.2. 0kas.? - Tanaka 5.2 - Hayashi N.b - Arihiro K.© - Chayama K.b

i 4

ARERR TER

Departments of E'Enr:iosccn:;y, bGastroenterology and Metabolism, and
CAnatomical Pathology, Hiroshima University Hospital, Hiroshima, Japan

ARMRERE TYIBRT1450

YR LA Ha EATA 37fliTiaRERRIIRRNES, T—HISER
o #fR Ni=iE/]\vF1000um

HI=3E ot o Ho.of 50
o THEMERIERIBER T E—
o BT -y
o fREEETIG > 12K

Total 552

OR 95% CI

231 1.05-5.40
7.79 3.89-15.62
9.89 6.41-15.26
1.76 1.00-3.08

4.26 1.70-10.66

ESD, EMR{EiARIIE&TT FERAIAT

Asayama N et.[J]Digestion 2015  cgepiemTieERS
Fujiya M et.[]J] Gastrointest Endosc, 2015
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BI2590.5E2 BRI S E N BIEIRA 2 EMR
1. 5-20mmAYEIBHEE
2. > 10mmir BETRENBER
B RRiEsk BRSNS/ 25 EMR ESD
&E 3. WESHEEERET<20mm, iR
NGRS TG E )| 2
fafEabed > 2emBLIEsRELIE T IRE PEMR e ESD
1) 285T1 (SM <1 mm)HAXizREE
2) 2[Rt B .
3) GFEPEEAEK, >2.5cmi0% ESD FART !
BRI
ot

EMR= endoscopic mucosal resection, %5 FFSFEVIERA ;
ESD= endoscopic submucosal dissection, P& NR5IE N UIFRA
PEMR= Piecemeal endoscopic mucosal resection, 73#5 N4& K& G A
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0.2- Patient with the surgical indications

ﬂ*’gﬁ% , 'tﬂ% [a] I I_Il H* Patient without the surgical indications P <. 001 (Log-rank t_e_st)

P = .577 (Log-rank test) 0.0+ P = .001 (ProS-stratified log-rank test)
Eimﬂﬂ) ’ T T T [ T T T T T T [ T T T T T
’ - 0 12 24 36 48 60 72 84 0 12 24 36 48 60 72 84

Proportion of non-recurrence patients >
,D o
(Y o
] 1

25 24 23 23 23 19 Atrisk 180 166 154 138 114 96
- IETRERRNERY s b s iR qERL VST
88 77 65 52 42 36 t ris| 96 81 67 51 37 30
+ = =/ 0 1 0 0 0 0 ER only pecurrence 5 2 3 1 1 1
4‘1.1E Time to recurrence (month) Time to recurrence (month)

« 3/4K 5316
- ME/MHBERE Shinji YoshiiS[BlER{EATE3 89T 1 HAkHES=
BEfEAREZNEEITRANR AT RERE

Yoshii S et [J]Clinical Gastroenterology and Hepatology 2014. CSCOEMIMFERS
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Fig 3. Median tissue morphometry measurements for patients from Erlangen and Leeds including (A) distance from the tumor to the high vascular tie, (B} closest
bowel wall to the high vascular tie, (C) length of the large intestine, and (D) area of mesentery. Error bars signify the interquartile range

Erlangen Leeds Erlangen Leeds
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West NP et. [J]Journal of Clinical Oncology 2010 CSCOJERIIFEZERE
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Table 2. Survival in Low-Risk Stage |l Colon Cancer Patients

FL HR
Survival Rate Patients (%) 95% ClI Patients (%) 95% CI Rate 95% Cl P
5-year DFS B86.0 79.7% to 90.5% £89.3 £83.3% 10 93.2% 1.36 0.76 to 2.45 305
Boyear TTR 80.8 B5.2% to 94.4% a0.5 84.79% 10 84.2% 1.01 0.50 to 2.05 872
E-year 05 80.2 B84.4% to 93.9% 43.0 £87.6% to 96.0% 1.36 0.67 to 2.78 399

FOLFOXMFLEFIIHAKEEE

Tournigand C et.al [J]Journal of Clinical Oncology 2012 CSCOJERILIFERE



e lHf: csca®
BYbFISAL T DFSIRESHH I HA

MOSAIC if{3&55EDFS

1.0
— ITHA
0.8" “— \ A=3.8%
‘_H_—_

i . 1113
0.6 [ — FOLFOX4

| — LV5FU2
0.4

II#j: 83.7% vs 79.9%, HR=0.84, p=0.258
ITI#A: 66.4% vs 58.9% HR=0.78, p=0.005

II%: 82.3% vs 74.6% HR=0.72(A=7.7%)




MMR(EERES) BEIAS cscay
SETR FUlBENLTT I

A
ra 100 T N S *87%
= 80 L SR e i
PSR S R T4 v
RESER (MMR) MIJ -1 N
\ :% g I#dMMR(N=102)
i Surgery alone (n = 66) HR, 2.30; 95% CIl, 0.B4 to 6.24;
— FU (n =47) P=_.09
. : 2 3 4 :
Time (years)
> MMREEGKHSEMEE B o
._-"’*\___
FEEN IS A
> TR EEEF %’ B 72%
S 5 “° I#pMMR(N=428
> ASMEE55-FURYEEN(L TR £ 5 APHMR(N=428)
i = ?ﬁr[gcrj.izalgjnc [m=214) ?R gf-‘i.' a5% Cl, 0.57 to 1.24;
SRE " - p z 3 z

Time (years)

EABEARMMRIAS BTSSR

CSCO IEERS
Sargent DJ, et.al [J]Journal of Clinical Oncology 2010; B



HRENLTY

IR HA nE | R RitETs IR
WME2
|55 T1-2NOMO (1A)
e P
(T3NOMO,dMMR) (1A)
43 R ELIT < T
. (T3NOMO,pMMR %% (1A) ! :
a,b,efg,h BESREER)
e PRIZNEERESLTT
( O ﬁ "E £ g
T31|;1£9=_|\’/5)é%v|MR E*“ﬁ%"‘ﬁd (Bﬁphl(lnl)&%%‘) gg
G Xy
EE'II?INOMO)
= psES AN BRESRRIEIEWTT
111K8 T{EIN + MO S A) (1B)

CSCOIERMIIFERE



15—

e

=EEZ: T4(11B, IICH), BRFHEE(3/4%K, AEEMSI-HE).
BKERE. WEIiE. AeilatEfESMEERuES. ISRERERA
R, IISESIEEARR. EEHEERE12

II<M
II<M
II<M

J{Kfg (T3ANOMO, dMMR) .

58 (T3NOMO, pMMREZSREEIR)
iisfe (T3NOMO/pMMREEREER, 5T4NOMO)

\ )

CSCOIERMIIFERE



4 —
il —
(° RIBEMOSAICH I8 3 T sERY I A RIS E, )

\.

FOLFOXAEAES AT ERREZRAIIE
BEEENaTT

HWENMLITRHRIP S RFEEEFR. B
M. GHEIRREFESER, ALIEHER

IEINEPFIZES-FU/leucovorinTI LA
/

(

&

{70551 EREE DS
EIERIGIEA R 5-FU/LVISEERRMER |
ARE, OE-REthE
X517 %E: mFOLFOX6#1CapeOx
BRIGRRIRIGSD, RIESTEREMLTPERNT
7Y): (RIERE, HEE, TAS-10271FEH
ERZEY (SIEMEEESH., HZSSH. 1
B, NS, Wik, KEERS)
HIFR ARSI B S )

cscay

\

FraIIHAEEIINE B TIEEEEER
(MMR) #ill

MMRERRAKHMSI-H (BEREERRE
E) PIOHBETRERERYF, BRSNS
£55-FURYSHRNLT T TR3R &8

\.
(
AEEHSRE R RFHARELT, —88
HEARAEGTE, FURFARE,

—RRIER T, WEMTT BiriE—HA61 A,

/
N

(pembrolizumab#lnivolumab3) / k /
ETFIDEATFLESR A
SR (BRIMT4) BHTEE3NHARICapeOXSRIBEILIT.
HEEIEREE (T,:N,) TEE3PMARCapeOx HEEENGIT. P!

_ RAE




HA SRR RHEMLIT R E

Int J Clia Oncol
DOH 10.1007/510147-017-1101-6

@ CrossMark

SPECIAL ARTICLE

Japanese Society for Cancer of the Colon and Rectum (JSCCR)
guidelines 2016 for the treatment of colorectal cancer

Toshiaki Watanabe' - Kei Muro® - Yoichi Ajioka® * Yojiro Hashiguchi® - Yoshinori Ito® - Yutaka Saito® -
Tetsuya Hamaguchi’ - Hideyuki Ishida® - Megumi Ishiguro® - Seichiro Ishihara' - Yukihide Kanemitsu -
Hiroshi Kawano"' - Yusuke Kinugasa' + Norihiro Kokudo' - Keiko Murofushi' - Takake Nakajima'® «
Shiro Oka'® - Yoshiharu Sakai'” - Akihite Tsuji'® - Keisuke Uchara'® - Hideki Ueno™ - Kentaro Yamazaki®' -

Masahiro Yoshida™ : Takayuki Yoshino™ - Narik Bokn” - Takahire Fujimori® - Michio Itabashi® -
Nobuo Koinuma® - Takayuki Morita® + Genichi Nishimura™ - Yuh Sakata® - Yasuhiro Shimada™ -
Keiichi Takahashi®' - Shinji Tanaka™ - Osamu Tsuruta™ - Toshik Y: hi** - Naohiko ¥ hi*® -

Toshiaki Tanaka' - Kenjire Kotake™ - Kenichi Sugihara® - Japanese Society for Cancer of the Colon and Rectum

Received: 7 February 2017 { Accepled: § February 2017
© The Author(s) 2017. This articke Is an opea access publication

kﬂw)’;

3 ke 237 4e 4

JSCCR Guidelines 2019 for the Treatment of Colorectal Cancer
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Japanese Society for Cancer of the Colon and Rectum

General principles for the indications of adjuvant
chemotherapy

(1) Stage III colorectal cancer (colon and rectal can-
cer) for which RO resection has been performed. See
CQ-8 for Stage IV resection cases.

(2) The function of major organs is maintained as pro-
vided by the following guidelines:

e Bone marrow: Peripheral blood neutrophil count
>1 500/mm3; platelet count >100,000/mm3

e Liver function: Total bilirubin <2.0 mg/dL: AST/
ALT <100 IU/L

e Renal function: Serum creatinine concentration is
no higher than the upper limit of the normal range
at the institution.

(3) Performance status (PS) of 0 or 1.

(4) The patient has recovered from postoperative compli-
cations, if any.

(5) The patient has provided written informed consent.

(6) The patient has no serious complications (particu-
larly intestinal obstruction, diarrhoea, or fever).

e For age, see CQ-13.

e For patients who have Stage II colorectal cancer
with a high risk of recurrence, the indications for
adjuvant chemotherapy are considered after obtain-
ing informed consent [51, 52] (CQ-14).

Recommended therapies (listed in the order of their date
of coverage by the Japanese National Health Insurance)

5-FU + I-LV (note)
UFT + LV

Cape

FOLFOX

CapeOX

e S-1

EFRT A EEEANBFERERFRABHAIFSIL)

® 5-FU+/-LV(T)

® UFT+/-LV

® Cape

® FOLFOX 20 1 6
® CapeOX

e S-1

LIAY (CQ15)
RASRICEVTEREN RSN, ABTRESES U TERISEE R 2B AL Y
AVFUTDEBDTHS,

Oxaliplatin (OX) f#EB#E CAPOX (preferred)™
FOLFOX (preferred)™
7tV Y (FP) B#iE | Capecitabine (Cape)
| 5-FU+LLY

UFT+LV
S-1

a 2019

&54E (CQ16
-RSHE6 hAERAIE T2,

CSCOEMIIFERE




HZAACTS-CC 02tf3%: SOXYIELUFT/LV csc

Study design

Endpoints High-risk stage llI Statistics
Primary endpoint Colon Cancer Estimated 3-year DFS rate
(Any T, N2) N=955 +  UFT/LV: 65.0%, SOX: 71.5% HR 0.78
Secondary endpoints Curatively resected Planned sample sizg 1200
Relapse-free survival (RFS) Age 20-80 years = Blfieveniz iagliid
ECOG PS 0 or 1 Alpha 0.05 (2-sided), Power: 80%

Overall survival (OS), Safety :

R

Stratification factors:
Tumor location (colon or upper rectum),

Control group ROElVE e Lol ) Experimental group
[ A _ N
tegafur-uracil/leucovorin S-1 plus oxaliplatin
UFT/LV ( SOX)
UFT: 300, 400, 500, 600 mg**/body d1-28 Oxaliplatin: mg/m? d1,
LV: 75 mg/body d1-28 s$-1: 80, 100, 120 mg**/body d1-14
repeated every 5 wks repeated every 3 wks

" 5 cycles (25 wks) Y 8 cycles (24 wks)

*or positive nodes around the origin of the feeding arteries, **According to hody surface area

CSCOEETIEERS
Takahashi T, et.al ASCO GI 2019 abstr#484; BRIFZRS



H#ACTS-CC 02H53: SOXMELUFT/LV  csca
Disease-free survival (FAS)

100 — UFT/LV
— SOX
90
. 80
*
= 70+
z
= 60
D | 60.6%
3 = 54.4%
3 40 . . p p
: PEMERATY: B AERIARL
@2 1
o 20 HR 0.90 [95%CI: 0.74-1.09], p=0.2780
10 7 . .
Median follow-up time: 58.4 M(0.0 to 74.2)
O | | | | | |
0 1 2 3 4 5 6
Niifniber at Fisk Time from randomization (years)
UFT/LV 478 367 310 258 176 31 -
SOX 477 385 314 264 189 33 1

CSCOIEREIIEERS
Takahashi T, et.al ASCO GI 2019 abstr#484; EETHEERS



. : : =t o =T =93
-1: HFNHEEREARBHENCITHRRICS
‘ , - E et ‘
ARKEIE AB n Al it 28R = &ie
EFE HR p
JCOGO0205 II1H8 1101  UFT/LV Vs (2% 3-y 77.8% 1.02 0.0236  [H%
2012 CC 5-FU/LV DFS VS
6 ™H 79.3%
ACTS-CC IR 1535  UFT/LV Vs ESH 3-y 72.5% 0.85 <0.0001 pEM
2013 CC S-1 DFS VS (0.7-1.03)
61HB 76.5%
BCOG-CCO2 118 145 UFT Vs wREE 3-y 72.7% - 0.88 alis
2013 CRC S-1 DFS VS
14 65.9%
ACTS-RC l/11ER 959 UFT vs BE 5-y 61.7% 0.773 0.0165  pEHH%
2015 RC S-1 RFS VS (0.625-
14 66.4 0.955)
JCOGO0910 I I188 1564 S-1Vs e[S 3-y 77.9% 1.23 0.111 iEies
2015 CRC Cape DFS VS
= 82.0%

E: RC=EfffE; CC=45i7%; CRC=LE7E,; DFS=LRHERFE;

RFS=FEREFE

CSCOEETIERS



H#JCOG 09105A%KiRit: DFSIEHH cscatts

- 8A B
R IS SEIE | 2500mg/m?/d
N=156 _ N=782 d1-14 q3w
- BRIMESIRIMEUA T EIGE
. BZD2/3tk% s R am
- ROYIES ‘HB S-1:
- ECOG PS 0-1 -1 4 80mg/m2/d d1-28
- BREFThbTT SN=7,2§H q6Wg/ /

PEEE: MESR; MBS FABN, HEPG

ZBBHN XS BR S S1ERIAS- 1R F IS HIAE AR BHENGTT R A S FRISE
—- JEEWRE HR: 1.24 (3FEHIA5%)

EEELS: DFS

RBER: 0S, RFS, ARE(H

AN AT EREEH613M6 1568 E T TiTRINGATF AR

. CSCOERIIFZERE
Hamaguchi T, et al. 2015 ASCO Abstract 3512.



DFS(EERaER)

csce&é

ZIRHHEIS R N 3£EDFS B N 3£EDFS
RIEMEE 782 | 82.0%%(78.5%-85.0%) RIEfHE 782 | 81.0%(77.7%-83.8%)
S-1 782 77.9%(74.1%-81.1%) S-1 782 | 77.7%(74.3%-80.7%)

HR=1.23(95%CI 0.89-1.70)
eSS HEP=0.46

BEIERAHR: 1.21(95%CI 0.96,1.52)>%Z|

1-0 7 \ 1-0 7
0.8 L 0.8
Eo.a g_,o.s
0.4 Q0.4
0.27 rh{IpEiAAIE23.79 B 0.2 ]
0.0 7 0.0

HR=1.21(95%CI 0.96-1.52)
JEs53EP=0.41

IR RS TNR(E

—~—

HR{ufEiGRIE29.49 B

0.00.51.01.52.02.53.03.54.04.5 5.0
RIIEI(£F)

Hamaguchi T, et al. 2015 ASCO Abstract 3512.

0.0 0.51.01.5 2.02.5 3.03.54.0 4.5 5.0
BIIE)(F)
CSCOISMIEERS



EFRRER csca

- EBHTRINBBIEEFIEERIB:
S1EZ5REGIERFIFS M F RIS HE (JCOG0910 )
SOXRIEEUMFUFT/LV: SOXBRIKEEER 3R

- FRERIIGARSER: :

MEEFSS- 1A RBTFEHEARBHEMLTT
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- AAERRYAEEE B ISR TERYIRTT
O Wi8rg563.1.275



RIS R R M A AT csca

- ERAEE: TiENIBRRIT4b,MO
- PEEE: E58EIK, RENES BTN
- EEFER
fEiLialy or AR ST (STEBIEEEMERLR)
- HMELaTT: BRERIME, WEMEFAR, RIRTIAT, XRF
« tAIGTT
- BT

CSCOIERMIIFERE



GbZid &g csca

FRERS%
eIt IHRER
NHEEBH: - B EESTAGETREIBITFIFEAR
. APIATIIRMBERERZR 0 oakeoo.2% (2021)
tZi7%EE (LASCC) - EIEREMRTR38.1% (8/21)
REJFARIRE N AEEAI 4> 158K « 2f5] (9.5%) EM2FANEHAIE
S A EE © KNR30XKRFERELT
. SrEEEREL L . - 18flypMOHIEE, 3FERFNELLER
AARAHT R FA . TRt 519100.0%.
O FS R GIES0GyMRETHT 88.9% #1100.0%,
*DE:.F I\ilzlfml-ﬁiﬁl‘]{'tﬁ (3137’5%) o Fﬁﬁzj-{ﬁU%%, 3$§$ﬂl§\$§%9520/0,
O FAZHHERYT/56-83 BEREINEERE RIF.

CSCOtEm: IBaRMIr3 IR T4bEE, MEFBREMHZICHY

SIRER, THIREIGTTHIEMER, IEINSMCIETERROBIEE

CSCOIERMIIFERE

Chin J Cancer.2016;35(1): 65.
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5388 csca®

4 N\ (° ™
a SIMGHRRIE R, TR TURERE
TR RE, KIEERER B EAEE SN ESRENTGE, B
KIEAERRRBIELRAYRANTHE N HEF= AR FhEE a2 EE S E .
BES BGLFISAR BRI B RE AT, B \ /
= B ALY . ~ <
\_ Y, BT S Tao R E, NEEBEEIE
HZ KGR, ATEEATTRIERSE, 1B
(. N\ | mummms.
S ET BERE AL BOTR A B IR S R R BT . S
FRGWTHRABEET R, RANS p N
2 NEIME—R, REEA TLEREHE ¢
FNRE—XET5FREREEL 6 A, ST EEENT4EFEEETEIAERE T
\TE&SEEE%%%m&ﬁiﬁ%WOJ} S AN [9-10] 3 35 B8 F AR RIS AEA
\_ _J
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. HEERMBEEANRERTTR, BEANRAERESTT MRS

PRI

. §TXIBRAF V600ESEZBE, IhiE—ZiniTiRnli&hiiEre + e

&g +BZEEm.aTiEE

. R =2aTTIEINFRSHEmAREELIERE (TAS-102)

. §IYIHER2Y1E, HE=4iaTTIENNHER2EEMATT

. EEFOLFOXIRI F5-FUIEEERIE
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15081 FHEESkLAITIERTERIE X s

AL (Technological)
> BER
v BB REEHSIRAE30%;
v IHERRIPEERELTRE

v ERTIRAORTIMEE
> RS
v R11]IE&

MBS/ 513 (0Oncological & biological)

> .
v BRI HIBFINEE
v BERRIEE > 54
v B
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5iBE2: G Bir

0

¢ Aa7TBi5: ROIER, SEGAR

¢ M ERAREE:

BAEE REEE

REFTEAI REKAER (LI, 7. #E6E)
FATTHEFAR SEREEAD (CRSITS)

[k /A5 HIBRREIEk S HAIER  BARMEE. FAKE, XW&EmHER
220
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§883: ROFREEIRSISBEESFLEER

100

— Resected n=15509
— Not resected n=939

807

Survival (%)
(=]
e

Y
o

201 Log rank p<0.0001

CSCOfgm:

- AIIRRAVESISIESSEAE, IMRIFARINREBERISAISTT A,
- BRAEXR: ERRREEMIEEER, 5XZIR0IER

Data on file at www.livermetsurvey.org

B LIFERE
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CSC

B4 : AIERBENSELKLTFS (CRS)

MSKCCIRIERIS R XL TS (CRS)RIANSE, 1999

Table 5. CLINICAL RISK SCORE FOR
SMREA153 " P UMOR RECURRENCE
> [RRIEH ST B 5

> BT EAEE e AT LR Score  1-yr  2-yr  3-yr  4yr  S-yr M{iﬁm

FERFEANBE<129ME 0 93 79 72 60 60 74

1 a1 Fis; (5]s] b4 4 51

- SIS HRRE > 10 : E - B 8 7 1

> RBICEAZKF>200 ng/ml s 45 2 14 14 2
>$§EH¢EEE§*E&> 5cm Each risk factor is one point: node-positive primary, dissase-free interval <12

manths, =1 tumor, Size =5 cm, CEA =200 ngdmi.

0-253ACRSIERE, 3-53ACRSHS S
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cscay
inBA5: CRSFiTH: HibENMLIrikaX

Disease Free Survival, low CRS Disease Free Survival, high CRS
100 100
—— without CTx == without CTx
= 80 —— with CTx = 80 —— with CTx
£ P=096 £ P=0.02
z 5 &
E 40 £ 40
é o
20 20
o 0
0+ T T T T 1 t T T T T 1
ﬁ' I 0 12 24 36 48 60 0 12 24 36 48 60
yez E I o Patients at risk Monhs Patients at risk Months
CIx 65 38 24 20 18 18 CTx BE aa b il 20 16
No CTx 154 93 6 57 0 3 No CT3 56 20 8 7 6 6

gt 21 - S— e
TNCRSFARIMENATTRR | °

85 3 3
':2.2‘
& TS
£ ]
w
= as
=
Percent survival
> 8 888 3
v £g
B Zg
o
g5
=

o 12 24 3% 48 60 [} 12 24 3% 48 &0

atients at risk Months Patients at risk Months
CTx 65 63 56 48 38 32 CTx 88 B 69 54 45 39
o CTx 54 150 130 04 89 68 NoCTx 56 49 38 24 14 12

CRSFS ARIZKE T HisHENiSTT R

WRCRSIFHERS, FsmEMtIT AR,

Eur J Surg Oncol, 2015, 41:859-67 CSCOERIIFRRS
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i5%BB6: EFAHEMLITRIIEN

ENETT TR —RRBRT2- 34N A

i

ENGTT . LASREELTT A=

EPFIHAEILAASE (FOLFOX/CapeOx)
FUERAEMAYIFE (FOLFIRI)

-« —RAHEFIERZEY
© AREl. REHWETRRKAMARE (NAFE12EH. =A558HEH)
- WARBLEZEWTT, REEFRVTIH+BRIZIERSGSE, MARNCHSE

PUBERARE, BEY, AEUHELORE.
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. FIRIIEEETSIE LI (TUIERE3.21%)

O RAEEREBERSTT RN (isEEE3.2.1.21%)
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R AIIREERENGT Bk

BEDR oiTBrR i 7 SRl

HE TR, -
Binke — | gappbm || BT —F R/ SBRT—R ST
‘ $R{ENED

L iR, | _
%EJJ;‘? ;g‘&’fﬁ CEEMELTT + FSEREY T

2012 NCCN colon cancer guideline CSCOERIIFERSE




fffjl

IR A Y IBR S EBERGTT 5RE
(B—2: HERIRLMER)

DIBR JBURAE & Xd 8%

B %k 7 7E N
mmxﬁa,ﬁﬁﬁﬁﬁﬁ’%ﬁéaﬁﬁ B kL BLIRE 5 H 89 B
FEAR : Epm
e | FVREREL (S B | RIS BEHLS . 4| ORI BB ,
s e R R A IR , AT | 5 & BT 5 I 24 | 7 B A A AR B
S B EGGT TR A 0 A
§ S HRGRS, TS AT L IR JE S kE, 4T
RERTIE | i mipnsr (Rt | Do REMRAL, BT 20ph ) 50 B o080
R | 25 RGRTT .
B [Epmp
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SR R AR BB AT SR

(8= HEREEk, WMADEEARR, NWRREERSHIFEFRALBSIFELEE)

= I ZiHERF

JF &%
FOLFOX/CapeOx/FOLFIRI+ [l

20204F5EFT: EEAIRARTIIRER, BIBRSRAEREHTH

MISHEF P IIRHETE.,
=l 01 4% 2k $ ( ﬁ%’c%$ﬁ d
ol FOL‘FOX]RI:E m ﬁz B (2A
i ¢ HubHE) (2B FKiEH)
I‘E e 7}2 FOLFOX/CapeOx/FOLFIRI+ 11§, Al S
n( RAS EE €I BREHT QA RIUEH) ; FOLFOX/CapeOx/FOLFIRI 9
. FOLFOXIRI+ MG ¥ T (2A (2A ZEiFH) (2B %
BRAF % ‘ |
A7 ) ) g




BB : HtiaiT AR

¢ WEFFEREERE. R TRIEEHEEINRE
¢ MIMUBIERR, T=EEE:
- IR, —RARSR, RTAEEGLARTS, APEER, SR
- HEXZES: KRAS, NRAS, BRAF...,
¢ (LT RIHEREY
- BURTFARTEECARIFARIER, P(6-84 FH
& HAUR RIS IR A FNEEIB IR MPRRIBE, —RE N AR SHEEREN T
SeREFARHI SR FRIATT.

¢ ARG TERBYEY, AEESHENREERZYIRRIRFEFRIY
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2 ERATEEGE OO

¢ RAS/BRAFEERE
¥ WMELTr + EGFREARIERNIR S/ MIEEL
FZLITEk=251t77 ( FOLFOXIRI) +M{EERER R
#%Z5 (CapeOX, FOLFOX, FOLFIRI) 8=%5{ti7 ( FOLFOXIRI )
¥ : MBEWITEE=%17T ( FOLFOXIRI) +/-M{GERERIR
WZ54L7T +/- EGFREER

¢ RAS/RAF3E3EEIE
- FRES(LTT £ DM TR
- FOLFOXIRI+ {EBkER (5-FUIEHIEH2400-3200mg/m2)

* FREIP2020MRIZBITAE cscommTirzmse



>

Progression Free (%)

Alive (%)

inBA3: XF=2575ZFOLFOXIRI ¢ o

GONOfff%: FOLFOXIRIZZFOLFIRHZSORR, OSFAFAIIRE

e }Skx FOLFIRI FOLFOXIRI P
RR(%) 41 66 0.0002
: — - = % PFS(m) 6.9 9.8 0.0006
Time (months)
100 - EOAEIRANG (o TR i) OS(m) 16.7 22.6 0.032
B ISR (%) 6 15 0.033

25

Log-ran

k P = 032

& 12 18 24 30
Time (months)

Falcone A , JCO 2007, 25(13):1670-76. CSCOEEITIEERS
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i%AH3: FOLFOXIRI+ MZERESAIEINA R REL

TRIBEtfZ:
3/ABREIEE (%) FOIE::I =R; 5+4)Bev FOLF(CI:)=(I2 Rslo-; Bev
T 3 3 1.000
Xt 3 4 0.492
g5 11 19 0.012
) s 4 9 0.048
Fh R AR R, 20 50 <0.001
) & chi iR 6 9 0.315
2 S 0 5 <0.001
SIE 2 5 0.157
FRRKISZEE 6 7 0.593
TIPS ZEE 2 1 1.000
i 1 1 1.000

Falcone A, et al. 2013 ASCO Abstract 3505. CSCOIEEIEERS
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FOLFOXIRI+ M{ETEEE(L AT

20180 oy  2019KREE [ RAS/RAFEFAERIZSE:
11 J1%
i HIUER T pas/rAFesmEERE

CSCO%Em:
uEF B E I EF FOLFOXIRI + {EERERIRF 2

EaHREANFIEEHHE—SIFE
- EETERHITUGT1A1ES*6F0* 28RS NILIIES B

IR N RIIRE EEE=:

- FEEH. EHMREREERAR
BRAFSEZRY/ /¥
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cscadd

Ve

Triplet
« FOLFOXIRI

i = e o

4y
Doublet

« FOLFOX

* FOFIRI

« CapeOX

+/- Biologic

Monotherapy
* Fluoropyrimidine

>

[ EERE |
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—ﬁ:ﬁf‘f:‘ﬁ (RAS/BRAFE?E)

BB FOLFOX/FOLFIRI={ % | FOLFOX/CapeOx/FOLFIRI+ Ul
F 2 il 2 HEpLee REREH (1A KiEE) ;
il ¢ QA KIER . FOLFOXIRI= NI R Bk 541 (1B
%%gﬁfﬂ CapeOx (1A ZEiFH) FAEH)
T
(RAS A FOLFOXIRI= DR ERH4T (1B
BRAF 17| 5 4 44 {y | FOLFOX/CapeOx/FOLFI RIEHR) -
BPATD | 3k | REDUE AT (14 | FOLTOXFOLFRITIRER
¢ i OURBEFHRRE) (A
JEEHE)
ZHPPIREY - (E¥EH
) (2B FEiEH)
W = OB MW # i 9T
y S (FOLFOX/FOLFIRI) +P§%#
G EAbE L e (2B KikdH) :
b Ja Tl Yo
7 (Ras| FRWR NG IR W B 0 B % A 7|
Fi BRAF BREHL (1A KiEE) (FOLFOX/CapeOx/ ®y
¥ 9 4 FOLFIRI) = IfREk§ 41 (2B
) FAUEHE)

T K A PR (PD-1
Hi) (MSI-H 8 dMMR) !
(2A 25

>



mE—Z&iaiThE (RAS/BRAF3E3E)

[ 4T

i& £ o 2
i id FOLFOX/CapeOx/FOLFI
(RAS i R USR8 41 FOLFOXIRI= NI R Bk .41 (1B
BRAF & (1A FHFH) FAEHR)
ZFR)
T & 4 W OB OB OB kT
R TS (FOLFOX/CapeOx/FOLFIRI) ‘
i SRR K 2 DA |+ DURFRELST (2B KT ¢ | of LA
o BRAF BRRH (LAKIER) | ke sumim (pp i |00 3 RIE
FEARAY ) 1)  (MSI-H 8 dMMR) ! )

(2A KiEH)
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i5BH1: RASEFERY A BFICM)ia T RITTSH
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Hazard Ratin Hazard Ratla
Study or Subgreup  log[Hazard Ratle] SE Weight IV, Random, 95% CI Year IV, Randem, 95% Cl
Bokemeyas 2012 0478 0275 20.7% 062 [0.36, 1,06] 2012 — &7 OS
Deastard 2013 0405 0342 17.0% .80 (0,46, 1.76] 2013 ) E—
Karapets 2013 0AT4 0736 BO% 0,84 [0.20, 3.56] 2013 *
Saymaur 2013 061 0263 21.5% 1,84 [1.10, 3.08] 2013 — HR: 0.91 , 95% CI
Paaters 2014 D446 0354 16.4% 064 (.52, 1.28] 2014 —
Stintzing 2014 0139 0314 185% 087 (047, 161] 2014 B E—
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Douillard 2013 -0.545 0351 12.0% 0.58 [0.29, 1.15] 2013 X
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&% (ERESEE — Expert consensus on maintenance @
treatment for metastatic colorectal cancer
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Rui-Hua Xu‘f’", Lin Shen’", Jin Li*, Jian-Ming Xu®, Feng Bi®, Yi Ba’, Li Bai®, Yong-Qian Shu”, Tian-Shu Liu'%,
Yu-Hong Li'?% Chun-Mei Bai'', Xiang-Lin Yuan'?, Jun Zhang'?, Gong Chen"", Ai-Ping Zhou'®, Ying Yuan'®,
Xi-Jing Wang'?, Xiao-Ping Qian'® and Yan-Hong Deng'®
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FE2EI: PFS REER: 0S

A c 45 Events Median (95% CI)
1.0 - ; o 0+
col | = — Maintenance treatment 103 25.63 months  (23.46-27.80)
—— Maintenance treatment 117 6.43 months (5.26-7.71) e —— Observation 105  23.30 months  (19.68-26.92)
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= £
] :
o 0.6+ 0.6
g g e
o a 1
§ 0.4 - Log-rank test P<0.0001 ‘g 0.4 Log-rank test P=0.2247
3 Hazard ratio = 0.54 (0.42-0.70) g Hazard ratio=0.85 (0.64-1.11)
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JOURNAL of MEDICINE CheckMate142

= CheckMate 142 is an ongoing, multi-cohort, nonrandomized phase 2 study evaluating the
|| efficacy and safety of nivolumab-based therapies in patients with mCRC (NCT02060188)

|| ORIGINAL ARTICLE

8 N Previously treated
—b[ NIVO3 Q2W= ]
PD-1 Blockade in Tumors § EiEpgI Primary endpoint:
i : a % contirme: +  ORR per investigator
i NIVO3 + P11 Q3W
with Mismatch-Repair Deficiency metastaticor | Previeuslywented e S assessment (RECIST v 1)
recurrent CRC
NIVO3 Q2W)
Other key endpoints:
+ MSI-H/dMMR per +  ORRper BICR, DCR,
Table 2. Objective Responses According to RECIST Criteria. local laboratory NIVO3 Q2W + DOR, PFS, OS, and safety
- IPI1 Q6W=
Mismatch Mismatch Mismatch 4
Repair-Deficient ~ Repair-Proficient Repair-Deficient
Colorectal Cancer  Colorectal Cancer  Noncolorectal Cancer . : : .
Type of Response (N=10) (N=18) (N=7) Median follow-up for the 1L nivolumab plus low-dose ipilimumab cohort was 13.8 months (range, 9-19)

3Until disease progression or discontinuation in patients receiving study therapy bayend progression, discontinuation due to toxicity, withdrawal of consent, or the study end: PPatients with a CR, PR, or 5D for 212 weaks
Complete response — no. (%) 0 0 1 (14)* divided by the number of trested patients; <Time from frst dose o data outoff ) )
BICR = biinded indepandent central review: CR = compiate response: CRC = coloractal cancer; DCR = disease control rate; DOR = duration of response; IPI1 = ipilimumab 1 mg/kg: NIVO3 = nivolumab 3 mg/kg: PFS =

Partial e (%} 4 {40) 0 4 (57}T | progression-free survival; PR = partial response; Q2W = once every 2 weeks; Q3W = once every 3 weeks; QW = once every B weeks; RECIST = Response Evaluation Criteria in Solid Tumors; 3D = stable disease
Stable disease at week 12— no. (%) 5 (50) 2(11) 0 & i .

s Best Change in Target Lesion Size
Progressive disease — no. (%) 1 (10) 11 (61) 2 (29)
Could not be evaluated — no. (36)1 0 5 (28) 0 NIVO +IPI L1 NIVO +1P1 >L2 NIVO Monotherapy >L2 1

n=44 n=284 (n=74)
Objective response rate (95% Cl) — % 40 (12-74) 0 (0-19) 71 (25-96) 84% of patierTE(lﬁmEJion in tumor 80% of patiem(mgtion in tumor 69% of patients rgd mﬁum in tumor
1 burdgn from baseline 108 burden from baseline burden from baseline
Disease control rate (35% Cl) — %f 50 (55-100) 11 (1-35) 71 (25-96) ORR s 60% ORR 557 ORR 31%
Median duration of response — wk Not reached NAY Not reached 74
)

Median time to response (range) — wk 28 (13-35) NAY 12 (10-13) ORR 60% ORR 51% ORR 31%

AN om aNoo

dMMRBFERHEE40%
dMMRIERBIEAT1%

Best Reduction From Baseline in Target

Best Reduction From Baseline in Target

Patierits

*Confirmed CR or PR per investigator % Change truncated at 100
[—] O o
o ()
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0.6 A
____________ HR: 0.81 (95% CI: 0.69-0.94)
p=0.0062 (log-ranki&is)
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FOLFIRI 248/324

100 A +BEV (76.5%) 154 184
— mXELIRI 242/326
Ir;'BEV (74.2%) 16.8 24.2
75
. HR 0.85(95% CI: 0.71-1.02)
X p<0.001 (FEERMEFRYE.3)
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Results of Australasian Gastrointestinal Trials Group [AGITG) Arclic study:
An international audit of raltitrexed for patients with cardiac toxicity induced by fluoropyrimidines (FF).
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Vemurafenib 960mg PO bidiE4E875 « BE#FHR=0.5, BPh{sPFS 4.8 vs. 2.44B
AZEEM 500mg/m? IV q2w - EBEIBIEESESIFEIEREATIE
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Kopetz S, et al. 2017 ASCO-GI Abstract 520. SWOG S1406 TN
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Combined BRAF and MEK Inhibition With Dabrafenib and
Trametinib in BRAF V600—-Mutant Colorectal Cancer

Ryan B. (, 1, Chloe E. Atr y Gerald S. Falchook, Eunice L. Kw k David P. Ryan, Johanna C. Bendell,
Omid Har i W Ils A. Mes: nith, AdID ud, Razelle K k Mariaelena Pierobon, Peng Sun,
Elizabeth ( i 1, Shos d I tle, Keith Orford, Mor ’\/l Y chen Bai, Kiran Patel,

Alan P. Ve L v Seott Ko, opetz

Dabrafenib (BRAF#P#l3$) 150mg Bid + Trametinib (MEK#HIFI) 2mg qd

ORR: 12% (EHH2% 1§liXZICR)

SD: 56%

1HICRFN2(FIPREE G PIK3CASESE

, duration of response>361H

SELLEARRRE: &BIM16%, &#12%, EFH7%, BIE7%, PRES%, T5%,

iBi52%, RE2%

Corcoran RB, et al. JCO 2015:33(34):4023-4031
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"2  D+P#: ORR: 10% ===
x W Compietz response
Dabrafenib + Panitumumab D: 150 mg BID i,, o . Hion
(D+P) P: 6 mgkg Q2W I
n=20 n=2 2 2
i ﬁ
DaT+P(n=9)
Dabrafenib + Trametinib +  |f (NECRUSAR If (ISPEl) If (RTINS D: 150 mg 8D - D+T+P&: ORR: 21%
Panitumumab T15mgQD T:15mg QD T:2mg QD T:2mg QD : -
(D+T+P) P- 4.8 mghkg Q2W P- 6 mo'kg Q2W P 6 mylkg Q2W PdBmolgQW | 35
n=01 n=3 n=4 n=48 n=3% | 2
. 7 \ 7\ 5 =
T+I:::=31)
Trametinib + Panitumumab [ RTINS - T+P&: ORR: 0%
(T+P) P: b mgkg Q2W P- 6 mafkg Q2W P- 4.8 makg Q2W 1 3
n=3 n=11 n=10 n=10 g; "
. F Y FAN i; i
L]
Progession-Free Survival by Treatment Arms ::
100 — Dip -100
ol l « A
w- |
E 70 — “.‘ll n_rp m_rrp T_fp
af 41 — L. ne B D+PZH: mPFS: 3.5m
E' 50 L M,:“gulm 3.5 [2.8-5.8) 4.2 [4.0-5.6) 26(14-28)
i - K‘kh D+T+P#H: mPFS: 4.2m
8 ] L™
0] |_1 1 e oo 1 T+P2E: mPFS: 2.6m
0 L |
O 2 & & 5 10 121 16 1820 2 2 2 M M % M W B 0 L2 4 &
Sl of St st ik Time from first dose, months
D+p X w %9 § 3 ¢ 0 0 0 0 0 0O @ 0 0 0 0 O O O © O 0 O
D¢THP 81 W 43 A 11 7 5§ 4 4 4 4 & 4 3 1 1 11 11 1 1 1 1 40
T+P A % 4 0 0 e ¢ ¢ ¢ 0 0 0 © @ 0 0 0 @ e ¢ 0

Corcoran RB, et al. Cancer Discov 2018:8(4):428-443 CSCOIEBEIFERS
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Adverse events occurring in > 30% of patients in any treatment arm?

D+ P (n=20) T+P(@m=51b D+T+P(n=91)
AE, n (%) Total Grade 3/4 Total Grade 3/4 Total Grade 3/4
Any event 20 (100) 9 (45) 50 (98) 34 (67) 91 (100) 64 (70)
Diarrhea 9 (45) 0 37(73) 1(2) 59 (65) 6(7) |==b 3/4I85: 7%
Dermatitis acneiform | 12 (60) 0 27(53) | 9(18) 54 (59) 9(10) | 3/4 EESHERRE: 10%
Nausea 10 (50) 0 18 (35) 1(2) 51(56) 2 (2)
Dry skin 7(35) 1(35) 17 (33) 3(6) 49 (54) 2 (2)
Fatigue 10 (50) 0 13 (25) 0 45 (49) 6(7) |==b 3/4 B=Z: 7%
Pyrexia 7(35) 0 20 (39) 0 44 (48) a(4) | 3/4 & 4%
Vomiting 6 (30) 0 15 (29) 1(2) 39 (43) 2(2)
Decreased appetite 5(25) 0 12 (24) 0 36 (40) 2(2)
Rash 3(15) 0 16 (31) 3(6) 2310 | wan = 3/4 BE: 11%
Hypomagnesemia 8 (40) 1(5) 12 (24) 24 26(29) 1{1)
Constipation 7(35) 1(5) 7(14) 0 17 (19) 1(1)

Corcoran RB, et al. Cancer Discov 2018:8(4):428-443 CSCOIEBEIFERS
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¢ BZERRLAYERUEARERAZIEGFRE R, RASHAERFEATR
£

¢ KXIERF 201783 BihEICFD AL EE IR E AT A MEHI=24R%,
F—REHnRABARIEREZE: F$—F80mg/H, F£=F120mg/H, £=
F160mg/H

¢ IKIEE BT 20189 BiRE CFDARLE(E IR E AT KMEH=&R%H
BB —1 D Fin M EXERKEERZEY

¢ TAS-102F201958 Bi#ARE CFDALEE SR HEaIT KM BN =2%RE%
¢ Y3FRAS/BRAFEABUEHER2Y 1BEEMpEIEFIMHER2BIEEMATT
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bR i KAEJE * (1A Z54F | % F2 40 & A4 30 & 7 wﬁgﬁg—%%ﬁg
B & EEIT | #) . (PD-1 #3i) (MSI- vy (3K .
(RAS fl BRAF | Mg & JE ¥ (1A ZifF | HE{ dMMR) = B A
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LB IR (PD-1 #41) (MSI-
(RAS Bi BRAF e e e e e e = H{ dMMR) = B (RAS ¥ &£/
AT MERTELEE T )0 Br o ss
: (1A FEEHR) l (2B RiEH)
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PR Rk

AEEM =R RTT
ECOG#0,1

\

2:1

/

40%EANEEHREREZ(ETILRISTEY

1004;._.1\_‘_

75+

Progmession-free sumival 563
i
=

PFS

\L P<0.001,HR=0.31
\ﬂ_ iaTT4E 3.29°B

% X174
{

— Pegorfeni
— Pheebo

& Censoied patients

T T T T
3 4 4 H] 0 12 i’}
Tirre since randormistion (nonths)

Lancet Oncology 2015; 16:619-29
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P
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o S — Reorafenit
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8 (Ensoed patients
Ly P

P<0.01.HR=0.55
~,  aird 8.8 H
-~ X8R4 6.34°B
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REGie (StNERISEEL, InXIERRHIEH)

R AR EXR, SEEBEL ERINESZ(160mg/d)RIE 7B
HURBERMIER B DRIAERER

- (EFIERBERIRES XM HEMNOSIRRLARBLEICIUAIPFSIREG (B
MIRBLEE? )

- REREHTHEEAIRIIER MENIETT

RERIREHEL, miAFREEA:
EFHRS, SOEHBEE, RiIFRRAREN3/ARBIERR(HFSR, Hi

NRFRRERE
oN B o

E ) S kESE
=) B AEERBR ) .Eg
- L 160mg/d
O sk 9/
SR,
FEERE
B ' PERE: 1B
" 80mg/d

AR (fRFIE) BBE (FRERIE)

IndciFfeiEIgm 5
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U083 : IXBEEEFREEMAS FRESCORSCED

iafr HE5%
— &R LA LiRETT HE, SHEAR
KM AR ESE BEMISE. R
B 5=

AiEEE: 5196
B8 N=416

5/ \FHRIERECIST V 1. 1T iR
oy, FEtN, WEREFAIRIHGHT
o ¥ BEFHY (0S)
o XREER: TiHRETFH (PFS) . EMEME (ORR) | Ki\iE#HIZE (DCR) .

IRREISEEMIE) (DOS) . #2iE

Li Jet al. JAMA. 2018 Jun 26:319(24):2486-2496. cscolgmTizm2b0



MEE3: AR RRELMRS FRESCOSSCI

mOS: IKEERHAMNZERHSHI/9.30 vs 6.579H, HR=0.65(p <0.001)

FOS (F) 95% CI(R)

DREEE R 9.30 8.18-10.45
ZREIA 6.57 5.88-8.11
BEAIE
FEL_IRUPS:

20 - BEHREZS: OS

| = [ == .0
Li Jet al. JAMA. 2018 Jun 26:319(24):2486-2496. CSCOEMIIFRRS
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(1ASEIER)

AR 6
(EFRRE S TIZIEH)

mpEN S TPHPHI
FTD TPI
(STITE) (EABESTTRINE)

Tipiracil

Trifluridine 8 4@ Hydrochloride
e 3 HCLHNZN
A H
HO N + NP
O,
T
cl
° 0.5
[ J

B EE/REL HIEITPES
EE;EIJJﬁ"BEﬁE IELLFTDIRR:
il e RS MIESYRE
SAEMBE(ER

S5 -FUMIZS

~

/
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i7BA4: GhERTTHE= %A RITINMTAS- 102°
(1ASIER)

SR EE
WISHERNE : ISR
T LR P EEEE M EE AT
s R YE RS, T TS REEAWS:
- UmEE - NieEm -
- {PUER -  KRASEH4YBEMR _ EERbFIE
ECOG PS 0-1

—-\Nw_

G L

35mg/m2, po., bid., =z 35mg/m2, po., bid.,
d1-5, d8-12, q4wk d1-5, d8-12, q4wk

1. N. Engl. J. Med., 2015, 372(20): 1909-19. 2. J. Clin. Oncol., 2018, 36(4): 350-358. CSCOERIIFERSE



i7BA4: GhERTTHE= %A RITINMTAS- 102°
(1ASIER)

HR 0.48 ( 95%ClI : 0.41-0.57 ) p<0.001 HR 0.43 ( 95%ClI : 0.34-0.54 ) p<0.001
100 4
75 '\

il 2.0m

100

~
wvi
L

u

o
N
o
3

7 (%)

THRAERE (%)
;

Foidt
&

25 1 i
| |
| |
i\ | i\-\_k
0 T i ''''''''''''''' 1 T 17 1 17 1mrrriri T rrrrrorirrororuor
0 2 4 6 8 10 12 14 16 01234567 8910111213141516171819202122232425262728
BEsRdE (B ) BEisESE (B )
EXRNEEHE BXRINEENE
B 228 121 6 30 18 5 4 2 B, Z7125013610864 58312922 19118 7 3 2 0
s 51 0 2 2 2 1 1 0 SR 1351182914 5 5 0

|
EIFFRECOURSEFIII ATERRATARER: TAS-102EEI&EHEXIE

1. N. Engl. J. Med., 2015, 372(20): 1909-19. 2. J. Clin. Oncol., 2018, 36(4): 350-358. CSCOERIIFERSE



i7BA4: GhERTTHE= %A RITINMTAS- 102°
(1ASIER)

Epfr RECOURSE BHEE IFK TERRA BHEE
HR 0.68 ( 95%CIl : 0.58-0.81 ) p<0.001 HR 0.79 ( 95%Cl : 0.62-0.99 ) p=0.035
100 -
751
X X
?ﬁ/ % <0 7.8m
* ta
Y| H 7.1m
S15] b15]
25 1
[ e e e T T T T T
01234567 8 9 10111213141516171819202122232425262728
FEiHRSE (B ) FEiHEE (B )
ENHEEsS BRBNEENE
BBy 534 459 204 137 64 23 7 BEBED 271200255 237211101176 153125108 86 72 53 44 30 2213 11 8 5 4 4 3 33 22 2 0
ZRIF 266 198 107 47 24 9 3 ZZRIF 135133132 114100 86 78 6856 48 3126 19 14 9 7 4 2 1 1 0

EFFRECOURSEFINEIKTERRAIARE: TAS-102EEFZKIETIXPE

1. N. Engl. J. Med., 2015, 372(20): 1909-19. 2. J. Clin. Oncol., 2018, 36(4): 350-358.
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i7BA4: GhERTTHE= %A RITINMTAS- 102°
(1ASIER)

[Efx RECOURSE

ISR, n (%)
Stiilipdgnd
FRIERIZEBRY M RE
&

ol
xnt
BN
et
i85
=7
sk
FREST
OBHEERI

JEMAREF ( BRER ). n (%)

FrE%a!

407 (77%)
353 (67% )
404 (77%)

258 (48% )
148 (28% )
208 (39% )
188 ( 35% )
170 ( 32% )
97 (18% )
43 (8% )
12 (2%)

2(<1%)

FREH (BF)

I
i
I

TAS-10248 (n=533)

23R/LAE

13 (21% )
200 ( 38% )
96 (18% )

10 (2% )
1 (2%)
19 (4% )
21 (4%)
16 (3% )
18 (3% )
2(<1%)
0

1(<1% )

LRI (n=265)

FFE4RAY

12 (5% )
2(<1%)
87 (33% )

63 (24% )
38 (14%)
78 (29% )
62 (23% )
33 (12%)
30 (11%)
17 (6% )
6(2%)

1(<1%)

23/ E

0
0

8 (3%)

3(1%)
1(<1%)
13 (5% )
15 (6% )
1(<1%)
18 (3% )

0

0

1(<1% )

MK TERRA

&=, n (%)
ER
TR O
il

JEMiES ( B5ERER ). n (%)

Bl
Ixnt
RAUTE
Rt
85
zh

FFEheERE

FREZRR!

190 ( 70.1% )
182 ( 672% )

209 ( 77.1% )

98 (362% )
50 ( 185% )
67 (24.7% )
55 (203% )
40 (14:8% )
20 (74%)
4(15%)
2(07%)

1(04%)

FRFH (BR)

LRIFI4A (n=135)

I
A
I

TAS-10248 (n=271)

23RLAE

56 (20.7% )
90 (332%)
48 (17.7% )

2 (07%)
2 (07%)
2 (07%)
4 (15%)
2 (07%)
2 (07%)
1(04%)
1(04%)

0

FiEfs =3®LAE

4(3.0%) 0
1(07%) 0
52 (385% )8 (5.9% )

15(11.1%) 0
5(3.7%) 0
10 (7.4% ) 0
9(6.7%) 0

3(22%) 1(07%)

5(3.7%) 0
0 0
0 0

1(07%) 1(0.7%)

EIfRRECOURSEFII ATERRAIASK Bx: TAS-102FERMEF ST

1. N. Engl. J. Med., 2015, 372(20): 1909-19. 2. J. Clin. Oncol., 2018, 36(4): 350-358.
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i%BA5: IMHER2;G FZHERACLESEHWCSC&

HERZ Amplification for Colo-Rectal Eanﬂer Enhanced Stratification

Dual-targeted therapy with trastuzumab and lapatinib in
treatment-refractory, KRAS codon 12/13 wild-type,
HER2-positive metastatic colorectal cancer (HERACLES):
a proof-of-concept, multicentre, open-label, phase 2 trial

Patients given trastuzumab and
lapatinib (n=27)
Complete response 1(4%, -3to11)
Partial response 7 (26%, 9to 43)
Stable disease =16 weeks™ 8 (30%, 13 to 47)
Stable disease <16 weeks 4 (15%, 1to 27)
Objective response 8 (30%, 14 to 50)
Disease controlt 16 (59%, 39 to 78)
Duration of response (weeks) 38 (24 to 94+)
Time to response (weeks) B(3to16)
Data are n (%, 95% Cl) or median (range). Response data are best response
according to RECIST 1.1. RECIST=Response Criteria Evaluation in Solid Tumors.
*Including one unconfirmed partial response according to RECIST 1.1. tDefined as
complete plus partial responses plus stable disease >16 weeks.
Table 2: Responses to treatment

Sartore-Bianchi A ,et al.Lancet Oncol. 2016 Apr 20.
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i
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+ Patient response ongaing
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i%BA5: IMHER2;GTT Z2MyPathwayfifi5¥sce

Pertuzumab plus trastuzumab for HER2-amplified
metastatic colorectal cancer (MyPathway): an updated
report from a multicentre, open-label, phase 2a, multiple
basket study

A
o e Median progression-free survival 2-9 months
2 (95% C11-4-53)
® 80+
¥
2
7 60
g
&=
g
g 20
<]
a
o I I I I 1 I|
0 3 6 9 12 15 18 21
Number at risk
mber censored) 57 25 14 10 6 3 2 0
(©) (3) 4 (4) (4) 4 (5) (6)

Meric-Bernstam F, et al

Overall survival (%)

;0SS : 11.58
fsiPFS: 2.98

B
100

80+
60—
40+

204

0

Median overall survival 11-5 months
(95% CI7-7-NE)

ey

0

Number at risk

(number cens

. Lancet Oncol, 2019, 20(4): 518-530.

ored)

57
(0)

T T T T T T T T 1
3 6 9 12 15 18 21 24 27 30

Time since treatment initiation (months)

46 32 21 13 6 5 3 2 1 0
) (11) (17) (22) (27) (28) (30) (30) (31) (32)
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Targeting Her-2...

WE | BM [N OR| DR | PEE) | 0A

HERACLES B2k 23 34.7% 78% TTP: 5.5m
+hitaE e HER-2 3+: 7.3m
HER-2 2+: 4.2m
Mypathway HHSZEE 57 32% PFS: 2.9m 11.5m
+ IRk KRASE4: 5.3m KRASEF4: 14.0m

KRAS3E¥E: 1.4m  KRAS3EFE: 8.5m
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IIXFHER2FINGSAR, &EMEEASIIGARHAT

PUER+ RIBMELE, EZORUSRENENEZEGRE—FHRE. ITUGT1A1
“28F* 6 N LR R IR LS EREE NIFEFIZROTE. -

j- PRy KU B ARIRNIERT, BETE R HER2 S B SN RER R RN
AT AN (NGS) BENESEEAYIaTIAE. £ETEBEWaTTIFERD
BR, BWERBEEBRRIR TSINSERFEE/AIRRNE,

k. xEEE 4 22018FIRREFECFDA (ERRADmEEEESR) HENS—
MEHEEREN/ND FRMEERIEMEY). ERTERERZIRREESS. BDFH
MEIBRADEMBTT, URBEZEZIHAESEZNMNEARERKREF (VEGF)
afr. MERRERKEFZIKR (EGFR) jafr (RASEFAER) MEBRMHEEMERSE. -
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ycT2-EfFEiRiaAr
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ToEIME
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2. cT2NO: AEIREHUTE
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ycT1-2A1 ) BERIR
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cT2NO ACOSOG 26041

Patients with
Stage | Rectal
Cancer
(uT2uNO) by
ERUS or
Endorectal coil
MRI
Staging

aAm—H4un-0m>o

Proctoscopy/
Biopsy

Radiation
combined with
Capecitabine
Plus
Oxaliplatin
X 5 weeks

T0-T2 and
negative margins:
observation

_J

L

20—-0—-0XmMm rrr00r

v

SOorrom

T3 or
positive margins:

L.

Disease-Free Survival, %

20 1| KM Estimate (95% Cl)
2-Yr: 0.930 (0.873, 0.991)

q 100

90 20

80 80
K

: 3y-DFS 87%

a
8

40

Percent Surviving

3y-0S 96%

N
8 8

KM Estimate (95% Cl)

2-Yr: 0.972 (0.935, 1.00)

10 3-Yr: 0.869 (0.793, 0.953) 10 3-Yr: 0.957 (0.911, 1.00)
5-Yr: 0.803 (0.712, 0.906) 5-Yr: 0.909 (0.841, 0.981)
0
0 1 2 3 4
Years from Surgery Years from Surgery
-at-risk s-at-risk
72 70 63 57 43 18 72 63
——KM Estimates ——LL95% Cl ——UL95%Cl ——KM Estimates ——LL95%Cl ——UL95% Cl

cscay

49% ypTO/Tis
14%ypT1
31%ypT2
4%ypT3

Garcia-Aguilar J, Lancet Oncol, 16(15) 1537, 2015
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DWE{SEB800-B1000 RIS S, (e #ADCE RIS skES
PR SRR R, ARNEe
¢ FFME (watch and wait) : FiZERIBERME, BTREGE
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FiRtEary, BEEREERIERS
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- IEEEREERERRITIEN (RiSEE4.19)
O EREASTEN (WigmE41.15)  (B8)
O cT1-2NOER7ERYETTIRR (Wigrss4.1.275)
O ¢T3 /CT4 N + BERIGTT (WiEkE$E4.1.3%)

- 1B / SREEWERNGTT (WEE%4.27)
O EEEREERENAT RN (fERsE4.2.15)
O RESE&RHEHIEERENST (WsE5E4.2.279)

- ERERNRER (Rigk%HE4.375)
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EBAETTIRR (1AKIHE) (2AZSIHE)
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BEEhHEHEMENARABAGIGTT (8=iRHB)
1. ABREZHWET

RERTT
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RBUBUETT RIZS4DERE

n8TT -FANEHf
TR
SREILTT
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BER 1: ARESRHRNELILSTT csca

1. AR IRFARBRELTT
2. ABRBGTTHEARTIESGS AT ESFREERITHMENCTTE

___ AmET | AER#T PE

SESETF 76% 74% 0.80
SEEE 2 6% 13% 0.006
5]
e R 36% 38% 0.84
3-4%=1% 27% 40% 0.001
KHEISTH 14% 24% 0.01
IES 39% 19% 0.04
{RAIZE
= =
oS DFS ISE =k o W =F.3
. N I R
;g Bﬂ—_ = % 8&—_ b — 5&92. g g 10 chen perd herapy 5_:- %g 304 = x:gg;g:eraw 7 -
E sc-_ E su— = g ] 2: ;r- = 6% : g o
B =9 (- LI .
= sl | e § 7 poos -0
' ' y y g o 2I° %0 @ s & ; ; 0 10 2 30 0 0 80
10 20 M::ms Ul 50 &0 10 20 Mj:‘hs i} 50 60 s .
Sauer et al. N Engl J Med. 2004. 21;351:1731-40 o
g CSCOIEEITIEERS

Sauer R, et al. JCO, 2012 30(16)
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P EiATT-SEESMOBISEN B
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CSCAii

= V. QIN .
1. BEREAMDTES &8
= =1 = A T
2. EREBERE=EMRIHSGHZETEPH{ToHA
R TNIES ATRE AT H—tEE
cT1 sm1 NO [SEIRR(TEM) EEEREBSARET, [EA—HENIRER,
—— N EHTEERRIIE, TEMDEES: £  ARATEMIHESI GBI CRIKAT
% ERRREBELSRASm: 2, G3, V1, L1), Il ZEFABERENES (B NRITFEHTFH
EER T ERA IR (TME) M B R T 28 BB k%)
EEFR(TME)RIREAF AR, BAEEN  WFES. FAERRREIEAIBATARN
D CT1-cT2; /R RIAYCT3alb, OSSR ZAMUBEAMS TS (CRM, WELHZR  BE, I5CRTE T, ASEHIR, Sine
tEIeN1), MRF-, EMVI- IN2), NEEHTARBCRTCT(ERRINARE  1ABcCR, MiHfT “‘MEBBSERF, FLEE
#EF) RE8
FEREAIOCT3a/b, IRATHENT, MRFE  NUBERTTESEBTMEANGIEBSSE .. - _
R WF, b/ hicT3alb, cN1-2 GFEONER),  <5%) B, EEFA(TME)REREAR B FA gﬁ?ﬁ;@ggcm' FARREEENT
FEMVI BISCPRT(5%5 Gy)aiCRT, IS TME =
. %%‘:_’ ;%*%ﬁgﬁfﬁﬁﬁ%%@g“ ABISCPRT(5X5Gy)BCRTAR(ITME, MR HATFCRTEHECCR, FABRRBEN
. ok AT R ERAER £ MBS
i _ w  ARBICRTEFEAR(TME, BMESEREA, Il  WFEREH/BEAREEELEMECRT
B@Re)  CIOFEAMRFER, EflcT4ab, WM GomesmER), tEAMSCPRI(GX5 MEEANENES, EA—MERKE, &

B4+

Gy), AISFOLFOX{T7, SEIRFEAR

IR A5 x SCY T FHEIRF A
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BAELE

e KIEHJT (Long-course radiotherapy, LR)
45-50.4Gy / 25-28F / 35-42d
W7 lE4-6RFERETT
LN ER, ZEtTEIRTT

e F21EhI7 (Short-course radiotherapy, SR)
25Gy / 5F / 7d (5Gy x 5d)
B R1RRFEARETT
IERERITERTT
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Trans-Tasman Radiation Oncology Group : Trial 01.04

WOLURME 30 ¢ HMUMBER 31 NOVERMBER ¥ 2012

Randomized Trial of Short-Course Radiotherapy Versus
Long-Course Chemoradiation Comparing Rates of Local
Recurrence in Patients With T3 Rectal Cancer:
Trans-Tasman Radiation Oncology Group Trial 01.04

——— o scsey ey [ mEeEk | ermmmmmr |

N=316
LC: 50.4Gy e ~ j— \
_>| Loty |—)[ 4-6ETMEFA H AR ]

Samuel Y, et al J Clin Oncol. 2012.30(31):3827-33 CSCOEMIMFERS
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Trans-Tasman Radiation Oncology Group : Trial 01.04
AT EIRARE: MRIEEERSHIRITS

2. BEREGFE, BEGEXPREER

3. BEE%Z :7.5% vs 4.4% P=0.24, {Kfi:(<5cm) 6/48 vs 1/31

A
A 100 B e

g N DFS T 0S LR
“_‘u' ‘.\-. _ R 9 2 0084
2 e £ ™ 5
= = 2Z
S g S£ 006
©3 60 = 2 =0
@ = —_— [
@ e 2 4l 28 004
L 40 4 LC = (LC:SC) = 1.12; P= 62 L=y
2 B0 =%8; £ - E
o HR (LC:SC) = 1.15; P= .47 3 2 HmEIIT E 0.02
@ S HR 95% CI
= 204 oisds 1z %
2 HR 95% CI o 1 2 3 4 5 & 7 8 o 1 2 3 4 5 & 1 8
o T T T T T T T T i i X b
5 : G 5 i 2 £ - - - Time Since Random Assignment (years) Time Since Random Assignment (years)
; 2 sC 162 155 143 129 104 76 46 22 0
Time Since Random Assignment (years) e W oam aw o Bosoa 8

Samuel Y, et al J Clin Oncol. 2012.30(31):3827-33 CSCOEMIMFERS
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Trans-Tasman Radiation Oncology Group: Trial 01.04
1. PhEgREHR: K2 >1E12

SR

BE=

No. of Pts % No. of Pts %
0- 5cm 48 30 30 19

PEATEEES 5-10 cm 86 54 87 55 0.017
10-12 cm 24 15 40 25
0 2 1 24 15
1 7 4 4 3

ypT 2 35 22 43 27 <0.001
3 106 67 82 52
4 8 5 4 3
PEER ypTO-2 44 28 71 45

ThZEA RBEE ypT3 106 67 40 25 0.002
FHHA ypT4 8 5 4 3

Samuel Y, et al J Clin Oncol. 2012.30(31):3827-33 CSCOEMIIFERE
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Polish 11

Long-course preoperative chemoradiation versus

5 x 5 Gy and consolidation chemotherapy for clinical
T4 and fixed clinical T3 rectal cancer: long-term results
of the randomized Polish Il study

081

064 5x5 Gy+chemotherapy

0.4 e

Probability of disease-free survival

RT+Fu+Oxali

IIIII & optional

P=0.65

0.0 ; ; . . i i i , .
o 1 2 3 4 5 6 7 8 9
Number at risk Follow-up (years)

5x5 Gy+chemotherapy 261 154 133 84 39 14
5 5 k 6 8 k Chemoradiation 254 143 124 88 33 12
.0 WKS -0 WKS
1.0
5x5 FOLFOX*3 y
-g ’ 5x5 Gy+chemotherapy
£ optional 5
T 06 1
% "“"""m‘“‘n»...m
E- Chemoradiation i -
* 0 M E 0.4
8
1wkl wk 12 wks g
0.2
P=0.38
0.0

o 1 2 3 4 5 6 7 & 9
Follow-up (years)

pCR: 16% vs 12%, p=0.17 el Pl s

Chemoradiation 254 193 146 100 38 14

B. Ciset, Annals of Oncology 30: 1298-1303, 2019
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CSCOEmR

- BiiTSERhWieERXRAEENTT, FEEEHEES
I E N s IS 1 /R

- FEENYT: EXERAE. MEETE

- KIEENTT: HAEEIhTiE

21,

|IS3XEROt]IIS
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1. 5-FU / FIEfhE

2. BEWFIEH
3. (AsIESE
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hizEss

5-FU vs RIEE ZEIIIE

0 S ($§—~ I“\)

1.0 7\___

~—
=

0.8 -

= FEfE (n=197)

0.6 - 5-FU (n=195)

oS

3£EOS: 5-FU 66.65% vs. RIE(HE 75.7%
JESIEAGEE: P<0.001
BFERMERAERS: P=0.053
WMLog-rank p=0.052

0.4 4

0.2

—

ABEHNERF

DFS (IRELER)

B8 (£F)

Hofheinz R, Lancet Oncol, 2012, 13(6):579-88

1.0
0.8
06l = FIEME (n=197)
‘._Q 5-FU (n=195)
00.44 34DFS: 5-FU 66.6% vs. RIE(thiE75.2%
S54EDFS: 5-FU 54.1% vs. KIE{thiE67.8%
P=0.035
0.2
1 07 I I 1 I | 1
5 0 1 2 3 4 5
Y18 (£F)
CSCOIEEIEFERS



15BB4: ARRIGLTT REIESYDERE

— 5-FU vs RIEfthiE: NSABP RO4f;

5 (1

#i6: 5-FUSCAPEfF S EEIRMEY

Table 2. Comparison of FU With CAPE: NSABP R-04

FU {= OX) CAPE (= OX)
End Point Mo. of Patients % 5% CI (%) Mo. of Patients % 95% CI (%) P
pCR 138 of 777 17.8 15.11t0 206 161 of 778 207 17.910 23.7 4
555 483 of 780 53.4 EEEBto 628 462 of 779 53.3 55810 628 .98
S0 43 of 202 21.3 15.91t0 27.6 44 of 209 211 5.7 10 27.2 05
Grade 3-5 diarrhea’ 75 of 839 117 9310 14.5 75 of 841 11.7% 9.31014.4 1.0
Abbreviations: CAR=, capecitabing: FU, flourfuracil; NSAEP, Mafional Surgical Adjuvant Breast and Boweel[Project; OX, oxaliplating pCR, patholodic complete

response; 555, sphincter-sparing surgery; SD,

*Restricted to the postamendment populatio

TTwo patients in thie CAPE 4+ OX arm died a

surgical downstagin
groups 3-5.

a result of diarrhef.

0.

- CSCOfEF: XI5-FUHI-RISRIEEFRER

- RIEREORA FERSHLTTRERBRBETR
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BRI

EaibFISHTELARCARBICRTRYAR EZE

Study # Pts ChemoRT Regimen YPOR Rete

f sccorp 12 294 CapeeRT

I (o0 2010}

| 293 Cape + Ousl 19 {p=0.04)

l sompm2 wiiysRT §5.3% 1
ﬁmm ----- rr L B B | “tm ------- “ -----
(A0 2011}

368 FLU G+ Cixall
e T e e o T T Tl L A —
l-EA.D.I'Ilu.Hl:II'AJI;I-EI-I 523 FiU EL*F!T

I (Lancet Oncal 2013

|

613 FUCI + Call A7 (p=0.04)*

\ sompimz wity+rT 4.0% 1
F_EFTE-CJ-----ﬁr---?;.ﬁ' --------------
{FASCO, 2013}

547 Cape + Cooad 14 [p=0.2T )
Simp'ma wikly+RT
HSABP R-04 G336 FLICapa+RT
{JC0 2014)
G4 FLUCaps + Oxall 20 [p=0.42)

Smpmd wily+RT

cscay

54 CRT{EREDFIHRCT:
{XCAO/ARO/AIO-04tHIIN
BPFItHRE RERS T pCRE
MAREDPFHEE RS 7St
B RRINBFFREIER

CSCOSREs

AEWnFFiIELAINER
N [RBY R FASE i FUtH
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- (RAUEBR

- DHAIGAREAR, REEMEARBIREHCTTENS 7%

BT, (B{hea!

- IERBY

fifRER

CSCO%Er
- AEWImFRIELAINEBERTT RRTR A T5IMES:

PUER. NEREn. AZE8N. HEER

CSCOIERMIIFERE



csce&é

1BA5: FBENET REFARIERRIE
+  [EIRREAS

- RERRULIT]

- BTR12RAER, LIS

ORIGINAL ARTICLES

a-FARRIEER, pCRIZS

Ann Surg 2009

Predictive Factors of Pathologic Complete Response A
Neoadjuvant Chemoradiation for Rectal Cancer

Matthew F. Kaladv, MD,*} Luiz Felipe de Campos-Lobato, MD,* Luca Stocc

David Dietz, MD.* lan C. Lavery, MD,* and Victor

l Observational

hi, MD,* Daniel P. ( —
W. Fazio, MD* g

ercentage of Patients with pCR
.

SE 123456 7% 91000 1213141516 17 1519 20 21 22 23 24 25525
Weeks after completion of nRT

Probst CJ Am Coll Surg 2015;221:430-440
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Lyon 90-01

(1999)

Tulchinsky 132
(2008)

Kalady (2009) 306
GRECCAR-6 265
(2016)

Adams (2016) 237

J Clin Oncol 1999; 17: 2396.

Annals of Surgical Oncology 15(10):2661-2667.

Ann Surg. 2009 Oct;250(4):582-9.
JCO 2016: 34: 3773
ESMO 2016

8W

<7w
>7Tw

<8w
>8w

W
11W

oW
12W

7%
14%

17%
35% (pCR + near pCR)

16%
31%

15%
17.4%

9%
20%
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ESMO 2016

A Longer Interval Between Preoperative Chemoradiotherapy and
Surgery Urged in Locally Advanced Rectal Cancer

IEHAT | | @ DFSEtISHR 6-87 —12-14/%
PCRT| ) | @ MBRAKE | - |- HIFE4-6EMR
MITRG1-21 FARBEIG R EERRE

CSCOfEm
- KEEWbITRE, FE55-12ABT7FANET

- ARG SESRITSIRSE
- ABIBULTT IERR N TS5 R R IR
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WiBA6: HUTHIAN YT (IMRT) S=4577 (3D-CRT)
IMRTEEX 7B 5370 F3DCRT

Table 1 Dosimetric summary of target volumes

Dgs (GY) Dmin (Gy) Dmax(Gy)
c3DCRT f3DCRT IMRT c3DCRT f3DCRT IMRT c3DCRT f3DCRT IMRT
Gy maan 475 475 4610 46 7 465 45,1 50.2 =03 216
s 06 0.7 23 0.4 06 20 1.0 1.0 27
[ p; < 005 P, < 005 Ref p; < 005 p» < 005 Fef p; =02 p, =03 Ref
PTV mean 471 469 457 395 422 392 511 512 54.0
SD 05 05 08 42 1.2 17 06 05 26
4] pr < 005 P < 005 Ref pl =04 P2 < Q05 fRef Py < 005 P> < 005 Ref
Table 2 Homogeneity and Conformity Index of Target
Volumes
Hi Cl
c3DCRT f3DCRT IMRT «¢3DCRT f3DCRT IMRT
GIV mean 08 0.8 1.1
S50 02 02 03
o Py <005 p; <005 Ref
PTV  mean 1.1 1.1 1.6 1y 06 08
S0 a1 0.2 a3 £xl a1 .1
D p; <005 p, <005 Ref p;<005 p,<005 BRef
Radiation Oncology. 2010; 5:17 CSCOERIIEERS
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inBE6: BT @ERYT (IMRT) 5=4577 (3D-CRT)
EXERSEMER: SR () , U8 (X)

Table 3 OARV Parameters

D. (Gy) Vaa (<0 Table 4 Irradiated Body Volume
c3DCRT f3DCRT IMRT c3DCRT f3DCRT IMRT c3DCRT f3DCRT IMRT
BLADDER rean 488 484 46.2 94.7 609 344 —
S0 as 05 41 66.2 %5 249 vaico 11484 10302 12164
P Py < 005 p, =006 Ref p, <005 py < 005 Ref p; =043 P2 < 0.05 Baf
SMALL BOWEL mean 4932 490 46.2 1783 1403 689 V10 (e 9419 5416 97372
D 05 08 41 13656 1207 635 bl ek e
P p; < 005 P < 005 Ref p; < 005 p; <005 Ref p; =09 p;=01 Baf
RECTUM rean 507 508 506 1623 1577 V20 (cd) 7781 6881 5764
50 06 06 23 557 548
o pr =08 p=07 Ref pr =08 B, =09 Ref pr < 005 pz < 005 Ref

SR (E5. BMR. BitR) &%= IMRT{EF3DCRT

Toxicity rates reported in published clinical studies,

Study (year) (ref) No. of patients (IMRT vs 3DCRT) Concurrent chemo type Toxicity Grade = 2 toxicity p
IMRT (%) 3DCRT (%)
Samuelian et al. {2012)[17] 92 {31 wvs 61) 5-FU or capecitabine Diarrhea 7(23) 29 (48) 002
Proctitis 3(10) 11(18) 037
Urinary 5(16) 13(21) 078
Jabbour et al. (2012) [15] 86 (30 vs 56) 5-FU or capecitabine Diarrhea 1(3) 5(9) 031
Proctitis 2(4) 1(3) 072
Urinary ooy 1(2) 065
Parekh et al. {2013) [16] 48 (28 vs 20) 5-FU or capecitabine Diarrhea 2(10) 12 (43) 0014
Proctitis 0(0) 1(4) 10
Urinary 0{o 2(7) 05
Hong et al. (2015) [21] 51 (All IMRT) Capecitabine and oxaliplatin Diarrhea 24 (47)
Proctitis 4(8)
Urinary
Current study 301 (203 vs 98) 5-FU or capecitabine Diarrhea 20(10) 22(22) 0.004
Proctitis 44 (22) 31(32) 0n7
Urinary 12 (6) 13(13) 004

Abbreviations: Ref = reference; IMRT = intensity modulated radiotherapy; 3DCRT = 3D conformal radiotherapy; chemo = chemotherapy.
" Grade = 3 toxicity reported in study.

Radiation Oncology. 2010; 5:17
Radiother Oncol. 2016;121(2):252-257 CSCOIEEILIFERS
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. gEG: IRIBYIEAIES. SRS RERIGE,

IMRTE3DCRTEE—EMNE, (BiREix!

CSCO3¥SE

J45R

- FSFHEE3D-CRTEKIMRT, BRHETERFIMRT

(5NCCNfERFAEE2—H)
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HIBEARBIRS T

—

- [EIREHAFSEIEAR—E

H-

A

SimENILTT

csce&é

SRELTT I {EA BT

- BEEHRY. SIAMER, TESRERE

- IESZABFEEINMCTRE

=,

RHESZAR

CL

7. SREAaITIEEFE A6 B

RN
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1087 : FsHENRCTT R IRHENMLTT
MHRIEARAREGRICE

BE{T | 5%DFS

I-CNR- 324 CRT+S+CT . 63.6 66.9
RT 310 CRT+S >-FU  584% [ eos 67.9 N
PROCT .. CRI/RT+S .. 627 0.2
OR- 221 *CT Fu/cAp  13:6% | g5y 80.4 N
CRIPT CRT/RT+S : :
EORTC 506 CRI/RT+5 | a7.0¢ | 518
22921 505 *CT >-FU  <43% | 437+ | 484> N
CRT/RT+S ‘ ‘
CHRO 59 CRT+S+CT 77.5%]  87.8%
NICLE 54 CRT+S XELOX  48.1%  \713+/ gg.g* N

105K, **3FER

Lancet Oncol. 2015. 16:200-07 CSCOERmIIFERE
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ABIHETT - SENMETT BA%5vs BXS

3y DFS 5-Fu FOLFOX £
AlO-04 71.2% 75.9% 4.6% 0.79
PETACCG6 74.5% 73.9% -0.6% 1.04
ADORE 62.9%% 71.6% 8.7% 0.66
ADORE et ) s .
chemo Mayo Style ! & :‘:TM":“;::“T;
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CSCOfam

- SEGIESTTRE, HEEFEEFARAT61A
- BITABIFEAIAMGTTE, SiREnariEEEA6A A

- ESZFRMAMCTT, REREETRMEEEXT
ypStagelllNBE, SEBEFRDFER, TEERAKIEE
REPESSRENLTT

BEipER4ARAE, BRRMNEZESTRRS-FUAERAYHENL
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FORWARC

Study design
De Gramontx5 cycles

RT 46-50.4Gy

mFOLFOX6x5 cycles

RT 46-50.4Gy

mFOLFOX6x4-6 cycles

o 2018 ASFO

15 centers
NCT01211210

De Gramontx7 cycles

mFOLFOX6x7 cycles
TME - FOLFOX-RT

mFOLFOX6x6-8 cycles

TME - FOLFOX

oxaliplatin B5mgim:

Pathological results

FOLFOX-RT

n=141
41 (29.1)

PCR (%)

17 (13.1)

FOLFOX
n =145
10 (6.9)

47(36.2)
63 (48.4)

80 (56.8)

ypTO0-2NO (%)

TRG 0-1 (%) 97 (68.8)

mesewreoar. 2018 ASCO) - #Asco18

ANNUAL MEETING permi

PRESENTED BY: LE| WANG

53 (36.6)
48 (33.1)
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CinClare

* T3-4and/or N+
* The distance from | _
anal verge

=<10cm \
o N=360

Pelvic RT dose 50Gy/25Fxs

Pelvic RT dose 50Gy/25Fxs
Capecitabine: 625mg/m2 bid d1-5qw X 5
Irinotecan: 80/65mg/m2 qw

* Higher CR rate correlated with combination of * Consistent results shown in all subgroups analyses for CR

Irinotecan and more cycles of weekly used

Cap-RT Cap/Iri-RT p value

pCR 27/154 (17.5%) 53/157 (33.8%) 0.001

CR(pCR+CcCR) 31/178(17.4%)  59/178 (33.1%) 0.001

Cycles of IRI CR Cases CR rate p value
1-2 3 16 18.8%
3 7 33 21.2%

4-5 48 125 38.4% 0.078
Overall 58 174 33.3%

* Most common acute toxicities during CRT

Cap-RT Cap/Iri-RT p value

Leukopenia 3.4% 25.3% 0.000
neutropenia 1.7% 19.7% 0.000
Diarrhea 1.7% 13.5% 0.000

S XELOXx1
“ont ;
+Adenocarcinoma / Cap-RT ‘7

Capecitabine: 825mg/m2 bid d1-5qw x 5

XELIRIx1

XELOX%5

Follow-up
[ XELOXx%5
Al Follow-up

NC

Subgroup Risk Ratio (35% CI)
T
All patients 1.90 (1.30to 2.79) '—‘—*
Sex 1
Male 2.01(1.23t0 3.27) —
Female 1.78 (0.97 to 3.27) —
Age 1
<=55 1.80 (1.06 to 3.04) —
>55 1.91 (1.09 to 3.34) ——
¢T stage |
K] 2.01(1.33t0 3.03) ——
T4 1.28 (044 to 3.75) e
cN stage 1
cNO 3.08 (0.43 to 21.80) 4
N+ 1.86 (125 to 2.77) +
Distance from AV 1
<=5¢m 2.29 (1330 3.93) ——
>5em 1.54(0.90 to 2.65) — ——
ugt1A1 |
M 1.83 (1.17 to 2.86) ——
*1+28 212 (1.0210 4.42) —
Baseline CEA |
Normal 1.89 (122 to 2.90) —‘—
Elevated 1.71(0.79to 3.70) —&:—
T T T
) 3 4
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Research

JAMA Oncology | Original Investigation

Adoption of Total Neoadjuvant Therapy
for Locally Advanced Rectal Cancer

Andrea Cercek, MD; Campbell 5., Raxburgh, MD, PhD; Paul Strombom, MD: J. Joshua Smith, MD, PhD
Larissa ICF. Temple, MD: Garrett M. Nash, MD:; Jose G. Guillem, MD: Philip B. Paty, MD: Rona Yaeger, MD:;
Zsofia K. Stadler, MD; Kenneth Seier, MS; Mithat Gonen, PhD: Neil H. Segal, MD, PhD: Diane L. Reidy, MD;
Anna Varghese, MD; Jinru Shia, MD; Efsevia Vakiani, MD, PhD; Abraham J. Wu, MD; Christopher H. Crane, MD:;
Marc J. Gollub, MD: Julio Garcia-Aguiar, MD, PhD: Leonard B. Saltz, MD: Martin R. Weiser, MD

Figure. Treatment Pathways

[A] Total patients

811 Monmetastatic resectable LARC
evaluated in surgical clinic

!

| |

!

13 Surgery
alone (1%

adjuvant CT

320 chemoRT with ‘ 410 TNT

!

13 Excluded
3 Patient choice?
5 Comorbidities
5 Previous pelvic RT

68 Chemotherapy
alone

CR= pCR or sustained cCR(12 months)

Table 2. Responses to Treatment

Complete
Response
Surgery (pCR and
All Patients, Within Surgery Within Sustained cCR)
All Patients, Sustained cCR, 12 Months, 12 Months, at 12 Months,
Treatment Group® No. No. (%)? No. pCR, No. (3%)° No. (%)
ChemoRT with planned
adjuvant chemotherapy
Stage |l 94 9(9.6) 82 14 (17.1) 23(24.5)
Stage 1l 226 10 (4.4) 214 35 (16.4) 45(19.9)
Total 320 19 (5.9) 296 49 (16.6) 68 (213
TNT
Stage |l 43 23 (53.5) 20 1] 23(53.5)
Stage 1l 265 44 (16.6) 215 43 (20.0) 87 (32.8)
Total 308 67(21.8) 235 43 (18.3)

o)

TNT cohort with higher CR rate
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