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1LiBiESE | IRIS(+ N\ XY )& (@

Irinotecan plus S-1 (IRIS) versus fluorouracil and folinic >@ "%
acid plus irinotecan (FOLFIRI) as second-line chemotherapy

for metastatic colorectal cancer: a randomised

phase 2/3 non-inferiority study (FIRIS study)

Kei Muro, Narikazu Boku, Yasuhiro Shimada, Akihito Tsuji, Shinichi Sameshima, Hideo Baba, Taroh Satoh, Tadamichi Denda, Kenji Ing,
Tomohiro Nishina, Kensei Yamaguchi, Hiroya Takiuchi, Taito Esaki, Shinya Tokunaga, Hiroyuki Kuwano, Yoshito Komatsu, Masahiko Watanabe,
Ichinosuke Hyodo, Satoshi Morita, Kenichi Sugihara

1-00 — —— FOLFIRI
—IRIS
FOLFIRI (n=213) RIS (n=213)
075 Events 194 195
" Median (months) 51 5-8
E Adjusted HR (95% Cl) 1-077 (0-879-1:319)
g
2 0504
X<l
S
a
o
a
0-25 4
T
0 T T T T T T T T
0 3 6 9 12 15 18 21 24

Progression-free survival (months)
Number at risk

FOLFIRI 213 147 86 54 35 19 11 8 3
RIS 213 149 89 43 20 10

: IRIS=1VUJFH>+S-1 &%

S-1 and irinotecan plus bevacizumab versus
mFOLFOX6 or CapeOX plus bevacizumab as first-line
treatment in patients with metastatic colorectal
cancer (TRICOLORE): a randomized, open-label, phase
lll, noninferiority trial

Y.Yamada'’, T. Denda’, M. Gamoh® |_lwanaga® S_Yuki®, H. Shimodaira®, M. Nakamura’, T. Yamaguchi®,
H. Ohori®, K. Kobayashi'®, M. Tsuda'", Y, Kobavashi'®, Y. Miyamoto %, M. Kotake'#, K. Shimada'®, A. Sato'®,
S. Morita'?, S. Takahashi®_Y, Komatsy'® & C. Ishioka®

A

100% 7
— mFOLFOX6 or CapeOX plus bevacizumab
= S-1 and irinotecan plus bevacizumab
;_g 759, | Median  95%ClI
[ — 10.8 months  9.6-11.6
= — 14.0 months 12.4-15.5
@
L 50% A
<
2
@
o
S 25% 4
o
HR 0.84 (95%Cl: 0.70-1.02)
0% T T T T T T T 1
0 6 12 18 24 30 36 42 48
No. at risk Months
mFOLFOX6 or CapeOX plus 243 200 101 58 29 16 8 1 0

bevacizumab
$-1 and irinotecan
plus bevacizumab

241

195 136 79 38 11 6 1 0

—Xiak2) /| ZIRaml) o2oosaRERT

wens JEBME ==L

8 1) Muro K, ---, Komatsu Y, et al. Lancet Oncol 11 : 853-60, 2010, 2) Yamada V, ---, Yuki S, ---, Komatsu, et al. Ann Oncol 29 : 624-631, 2018
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<1% line> <27 line <3 linex <4t line> <5 line>
- -3, Table 2. Systemic therapy choices adapted from ESMO consensus guidelines [9] for Asian patients with unresectable metastatic disease (excluding those with OMD) but including consideration of left- versus
REG ]_.[ ETOITR ] right-sided primary tumour location®
] l ] Category Fit patientsh Unfit®
FTOYTRL REG
FOLFOX
corox | + sy May be unfit Unfit
50X Treatment goal Cytoreduction (tumour shrinkage) Disease control (control of progression) Palliation
REG H FTDYTRI J
) Fl’_ILFJRI | | CET Molecular prcfile RAS wt RAS mt BRAF mt RAS wt RAS mt BRAF mt Any Any
p—— REG First line
Preferred choice
Left-sided primary CT doublet® + EGFR CT doublet® + FOLFOXIRI 4 CT doublet® + EGFR CT doublet® + FOLFOXIRI + FP + EGFR BSC
" "3 *3 _— - antibody®< bevacizumab bevacizumab antibody® bevacizumab bevacizumab antibody
FOURON CET ' ) Right-sided primary FOLFOXIRI + CT doublet® + FOLFOXIRI + CT doublet® + CT doublet® + FOLFOXIRI * FP + bevacizumab
capox | + BEV [LE Py . . . . )
S0 bevaczumahb bevacizumab bevacizumab bevacizumab bevacizumab
FTOVTPL REG Second choice CT doublet” + x FP + bevacizumab CT doublet® + Reduced-dose CT -
bevadzumab bevacizumab bevacizumab doublet*
- Third choice FOLFOXIRI If RAS wt may con-  —
ot REG ]_'[ FIyTH ] sider EGFR anti-
FOLFOX +
PN S - Maintenance body therapy
Preferred choice FP + bevacizumab’ FP + bevacizumab FP + bevacizumab FP + bevacizumab® FP + bevacizumab  FP + bevacizumab  FP + bevacizumab -
b | Second choice Pause Pause Pause Pause Pause Pause FP -
FOLFIAL A ] ] l
S-1+IRL | + pEV REG FTOFTRL ] Second-line
1R1 annt Preferred choice CT doublet® + CT doublet® + CT doublet® + CT doublet® + bevacizu- CT doublet® + CT doublet® + =
FOLFR] ‘l AFL FTOVTRI H REG ] bevadzumab bevacizumab bevacizumab mab or CT doublet” + bevacizumabl bevacizumab
; EGFR antibody®
EOLFOK REG H FTOVTR ] Second choice CT doublet® + EGFR anti- FOLFIRI + aflibercept/  FOLFIRI + aflibercept/ ~ FOLFIRI + aflibercept/ FOLFIRI + afliber- FOLFIRI + afliber- -
FOLFIRI + ;fh]-] C-;CWNI | + BEV bodydg or FOLFIRI + ramucirumab ramucirumab ramucirumab cept/ cept/
FTO/TF] REG aflibercept/ ramucirumab ramucirumab
ramucirumab
o Third line
= — REG J_’[ FTO/TPI J Preferred choice CTdoublet® + EGFRanti-  Regorafenib or FTD/ Regorafenib or FTD/ CT doublet® + EGFRanti-  Regorafenib or Regorafenib or =
IRE o body®@ or irinotecan + TPI TPl body® or irinotecan + FTD/TPI FTD/TPI
FTOYTRI ]—)I REG ] cetuximab? cetuximab?
Second choice EGFR antibody EGFR antibody -
Cambination Combination Combinaticn monothetapyg monotherapyg
ar ol or Third choice Regorafenib or FTD/TPI Regorafenib or FTD/TPI =
monotherapy manatherapy manatherapy
abows abowe above

Combination
abave

Pembro

ar FOLFIRI (infusional 5-fluorouracil, leucovorin and irinotecan).

combination of manathera,.,

=4, 5
CT doublet, SOX (5-1 plus oxaliplatin) is an alternative to FOLFOX (infusional 5-flucrouracil, leucovorin and oxaliplatin) or, CAPOX, (capecitabine plus oxaliplatin), and S-1 Elus iringtecan is an alternative to

1) Hashiguchi Y, et al. Int J Clin Oncol 25 : 1-42, 2020, 2) Yoshino T, et al. Ann Oncol 29 : 44-70, 2018
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B3RS AFPED B EEH AFPED BahirEEH AFPEED

5-FU 1967 5-FU 1967 AIF=T 2005

S2ATSF> 1990 AU I)FH> 2001 A=F=T 2008

S-1 1999 AFHUTISF> 2005 —

HRSTE 2011 S-1 2003 Elbeir 2013

AFHUITSF> 2014 HhrRSeE> 2007

AU IFH> 1995 RINSXRT 2007

ACTAVESE= eIV 2001 SLASIWNIT 2016

Rtz5+tz)L 2000 PIURWET - 2017

NS RWXYD 2011 AV YN~4v) 2010

—RIWLIT 2017 FTD/TPI 2014

FTD/TPI 2019 RATJOUZXIT 2018
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Recommendations for the Prophylactic Management of Skin Reactions

Induced by Epidermal Growth Factor Receptor Inhibitors in Patients
With Solid Tumors

RALF-DIETER HOFHEINZ,® GAEL DEPLANQUE,” YosHITo KoMATSU,® YosHIMITSU KoBavAsHL® JaniA Ocvirk,® PATRIZIA Racea,’

SILKE GUENTHER,® JUN ZHANG," MARIO E. LACOUTURE," AMINAH JATOP

*TagesTherapieZentrum am Interdisziplindren Tumorzentrum, Mannheim Universititsmedizin, Mannheim, Germany; t"IJ-éparmen'luent
d'Oncologie, Service d'Oncologie Medicale, Lausanne, Switzerland; “Hokkaide University Hospital Cancer Center, Sapporo, Japan; dgushiro
Rosai Hospital, Kushiro, Japan; “Institute of Oncology Ljubljana, Ljubljana, Slovenia; fOspedale Molinette, Toring, Italy; ®Merck KGaA,
Darmstadt, Germany; hRl.lijln Hospital of Shanghai Second Medical University, Shanghai, People's Republic of China; ‘Memorial Sloan
Kettering Cancer Center, New York, New York, USA; 'Maya Clinie, Rochester, Minnesota, USA

Disclosures of potentiol confiicts of interest may be found at the end of this orticle.

Key Words. EGFR inhibitors + Skin reactions = Prophylactic care + Algorithms
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Harada et al. BMC Cancer (2019) 19:255
hrtpsy//doi.org/10.1186/512885-019-5479-6

BMC Cancer

RESEARCH ARTICLE Open Access

Comparative sequence analysis of patient-
matched primary colorectal cancer,
metastatic, and recurrent metastatic tumors
after adjuvant FOLFOX chemotherapy

Check for
updates

Kazuaki Harada', Wataru Okamoto™, Sachiyo Mimak?®, Yasuyuki Kawamoto'*, Hideaki Bando®, Riu Yamashita®,
Satoshi Yuki', Takayuki Yoshino® Yoshito Komatsu®, Atsushi Ohtsu”, Naoya Sakamoto! and Katsuya Tsuchihara®

administration was observed in case 2
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i T MN=172
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post-FOLFOX meta. NN ] N=96 MLL3
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Fig. 4 a Overlap of SNVs and indels: All somatic mutations and indels were classified into three categories: mutations present in all tumor regions
(commeon, blue), mutations shared in more than two but not all regions (shared, green), and mutations in one tumor region (unique, yelow) in
each case. The distributions of all somatic mutations in each tumor sample are shown in a stacked bar plot. The number of analyzed mutations is
displayed on the right side of each bar. b Comparison of Mut-driver gene mutations Mutations in 14 Mut-driver genes were detected in all
turnor samples, and eight of these were classified as common mutations. A discordant mutation in the PI3K pathway before and after FOLFOX
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