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LUAVE HRES 13— WA HEMESE-B5XrSa1—)L
e i . 7T HE 400mem dayl
wuFiogd RASEHE B MR- BIRE 138 ] 99— B LLEE 250me/ i day
s . s ) : A AT T5mekg dayl
ﬁﬁJ?Eﬁdf\j;\P?j ﬁﬂl H“E Sﬂm J'}*‘\::-"#EL' 2000 g.-"llﬁ."'E dayi.&'-iﬁm
PR A | RASEF S B D &ERS - EISE 2 IR= AT T Bmgdkg dayl
— — i : PR=W LT T mg kg dayl
AYLTFH+ A=V LTT | RASHEROER-ERE 23081 A1) /52 150me/m dayl
_ R . ) AR X T Bmeske dayl 15, 29
) . A1) A THe 200mesm dayl
CAPIRI IR -HRE 38 A 4 s, B800me/m/E dayl 4 -1588
[BEIVEDHTE %]

SVCFETRERUTY— EER
=3 - FAX : 048-799-5138

1

77 75mg kg dayl
w 200mg/m dayl
L 1600mg/ /B dayl5-158

FS5F 2 130me/ i dayl
L 2000mg/m./ B dayl¥-158
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ABDRKRZEELT, KIGEICHT HERNRBDHONTWDIRERRICHANDES
KB A 542 20225 5 (2 Ttk ) — BB
R R

2)LAB 5L (5-FU), 5-FU+LRR)F—k(FLV), THT—IL 25 )L (UFT),
THIT—IL XASVIL ATIILAIDL(S-1), UFT+HRUF—FAILL D L(LY),
HARIAE D (Cape), BEEA) /THU(RD), XY TSF2 (0X),
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(—RBE (ZRBE (ZREBE) (mIEE) (RRBE
/FOLFIRI )
S—1+RI| +BEV cET REG > FTD/TPI
FOLFOX CAPIRI IRH‘ PANI <
AL FTD/TPI > REG
CAPOX | +BEV FOLFIRI +
SOX \ RAM/
( \ >
FOLFIRI‘+‘ CET < REG FTD/TPI
__IRI PANI) FTD/TPI » REG
4 N\
FOLFOX CET REG > FTD/TPI
CAPOX | +BEV IRI + ‘ <
FOLFIRI SOX PANI FTD/TPI » REG
s-1+R1 | TBEV S o
e N\
REG » FTD/TPI
oo | 85| —— =
\ J FTD/TPI REG
/FOLFIRI )
CET S-1HRI) +BEV REG > FTD/TPI
[FOLFOX+‘ } > CAPIRI <
PANI FOLFIRH‘ AEL FTD/TPI > REG
\_ RAM/
e e
T [ FOLFOX b REG > FTD/TPI -
[FOLFIRI+ } CAPOX | +BEV < N
PANI SOX FTD/TPI > REG BRMAARFM
N J
REG » FTOD/TPL, "
[FOLFOXIRI+BEV) > IRI+‘ CET < R
) PANI FTD/TPI » REG

/5—FU+/—LV N @
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2)LAB 5L (5-FU), 5-FU+LRR)F—k(FLV), THT—IL 25 )L (UFT),
THIT—IL XASVIL ATIVILAYDL(S-1), UFT+HRUF—FAILT D L(LVY),
HRIAE D (Cape), 1BEEA) /THU(RD), XY TSF2 (0X),
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(Fit) (Vulnerable[Vul]) (Frail)
I I I
MSI, RASKRAS/NRAS), BRAFVOE B IR F 1R & X iE & %
1
non MSI-H MSI-H
|
Fit/Vul: RLATAYRXTT
| |
RAS/BRAFE% 4 B4 RASZEER #9324 BRAFZEEFY
I I
n Fit: Doublet or Triplet+BEV Fit: Doublet or Triplet+BEV
fE95 b BLER AL
Vul: 7wibtE 'JE +BEV Vul: 7iEE) = +BEV
Z- A E il
I I
Fit: FOLFOX or FOLFIRI + Fit: Doublet or Triplet+BEV
CET or PANI Vul: Z9AEE SO U+BEV
Vul: IwibE 1SS +BEV Doublet:FOLFOX, CAPOX, SOX, FOLFIRI, S—1+IRI
CET or PANI Triplet:FOLFOXIRI
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(—JBE) (ZREBE) (ZREBE)
/FOLFIRI )
S—1+IRI| +BEV
CET
+
FOLFOX CAPIRI IRl ‘ PANI
CAPOX | +BEV FOLFIRI +
SOX \ RAM/
4 \
FOLFIRI‘+‘ CET < REG
__IRI PANL) FTD/TPI
( FOLFOX b
CAPOX | +BEV IRI+‘ CET
FOLFIRI‘ | sox ) PANI
s-1+IR1 | *BEV >
REG
corror. | S5l
C FTD/TPI
/FOLFIRI )
S—1+RI| +BEV
CET REG
FOLFOX+ > CAPIRI
PANI AL FTD/TPI
FOLFIRI +
\_ RAM/
4 N\
cET FOLFOX REG
FOLFIRI+ — » CAPOX | +BEV
PANI Sox FTD/TPI
L J

[ FOLFOXIRI+BEV J

)

REG
> IRI+‘ CET <
2! FTD/TPI
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(MW aHE) (REREE)
REG » FTD/TPI
FTD/TPI » REG
FTD/TPI
» REG
REG » FTD/TPI
FTD/TPI » REG
FTD/TPI
REG
» FTD/TPI [— |
FTD/TPI ;:.::-w' j—
> REG
FTD/TPI @
REG

v
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(Z A% (ZREE) (UGB (EREER)
FOLFIR R
S-1+IRI| ¥BEV CET REG > FTD/TPI
CAPIRI IRI+‘ AN <
coLrR +] AFL FTD/TPI > REG
+
/' RAM/
h >
+‘ CET < REG FTD/TPI
PANI; FTD/TPI >
4 N\
FOLFOX p— —| FTD/TPI
SO | 287 PANI <
| sox ) FTD/TPI » REG
>
» FTD/TPI
FOLFOX+‘ F?EJI S
— FTD/TPI REG
FOLFIRI
S-1+RI < REG > FTD/TPI (— |
CAPIRI o
FTD/TPI > REG ]
FOLFIRI BRMAIRST1
~_~ '’/ - =D
FOLFOX REG > FTD/TPI ——
CAPOX | +BEV
SOX ) FTD/TPI >  REG
REG > FTD/TPI @
> IRI+‘ CET <
2 FTD/TPI > REG
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FOLFIRIEFOLFOXIZ (IXIX) RIZEFT. EBLEFXITITHoTHLLY

VOLUME 22 - MUMBER 2 - JANUARY 15 2004 FU bolus 400 mg/m?
DI l D2 FOLFIRI
I-LV FU infusion
JOURNAL OF CLINICAL ONCOLOGY . kil
200 mg/m? 2400-3000 mg/m?
Irinotecan
FOLFIRI Followed by FOLFOX6 or the Reverse 180 mg/m?
s - . Oh 2h 48h
Sequence in Advanced Colorectal Cancer: A
. —~ —~ FU bolus 400 mg/m?
Randomized GERCOR Study - : o - FOLFOX6
Christophe Tournigand, Thierry André, Emmanuel Achille, Gérard Lledo, Michel Flesh, I-LV n R
Dominigue Mery-Mignard, Emmanuel Quinaux, Corinne Couteaw, Marc Buyse, Gérard Ganem, 200 mg/m?
Bruno Landi, Philippe Colin, Christophe Louvet, and Aimery de Gramont Oxaliplatin
100 mg/m?
Oh 2h 48h
1.001 é 7_ H F
E % "ﬂ Eﬁ Table 4. Results and Prognostic Factors in First-Line Bandomized Studies of LV and FU With Irinoctecan or Cxaliplatin
LWFU and Irinotecan LWFU and Oxaliplatig
07519 arm A —— FOLFIRNFOLFOXE IFL IFL L"."FUE_.-'IrinDt»acan FOLFIRI FOLFOX4 FOLFOX4 FOLFOXE
£ arm B FOLFOXGFOLUFIRI iSaltz et al [3]) (Goldberg [18])  (Douillard [10])  §ipresent study) Jide Gramont [11]} (Goldberg [12]1§ (present study)
£ Pa Mo. of patients N 264 188 109 210 267 111
£ 0501 9 RR, % 29 31 41 56 51 45 54
PFS, months 70 6.9 6.7 85 9.0 B7 B.1
08, months 14.8 14.8 174 215 16.2 195 206
0.25- PS, %
""" 0 33 A A1 49 43 A 45
1 45 Ma 42 42 46 M 28
i 2 15 ] 7 18 11 5] 17
0 10 20 30 A0 50 One site, % B4 WA MNA B4 43 MNA ]
Manths Alkaline phosphatases MNA A 45 52 5D A B3
increased, CEA
Fig 4. Owerall survival curves. FOLFIRI, folinic acid, fluorouracil, and CEA, %
irimotacan; FOLFOXE, folinic ackd, fluorouracil, and oxaliplatin. = 10 ng/mL MA A 73 75 Bs MA 73
= 100 ngfmL 40 MA M A 26 A MA
Adjuvant chemotherapy, % 11 15 26 19 20 16 23

arm A : FOLFIRI — FOLFOX
arm B : FOLFOX — FOLFIRI

Abbraviations: LV, leucovorin; FU, fluorouracil; IFL, leucovonn, FU bolus, and innotecan; LVFUZ, leucovonin and fluorouracil every 2 weeks; FOLFIRI, folinic
acid, fluorguracil, and innotecan; FOLFOX, folinic acid, flucrouracil, and oxaliplating RR, response rate; PFS, progression-free sunvival; O3, overall survival, PS,
parformance status, CEA, carcinoembryonic antigen; MA, not available.




5-FU 400mg/m 2T
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FOLFIRI amss. s, mr—rtERE B EAEMNREILTI T,
- 5-FU 400mg/m 28T

N Uik —r 10ome/mi 2858 [ Loty —b 100me /i 2856

5-FU 600mg/m 22R%fSci
Day1

» de Gramont regimen
5-FU 600mg/ni 228%Rci (K-495FY)
Day2 2iERIE
5-FU 400mg/m 2iREET
Ilﬂl‘i‘rl'\'H-—h 200mg/m 28RS » sLVOFU2 regimen
N 5-FU 2400mg/rri 468534 (&K - S5EY)
[ )= 2 64\ B8 4
A /5> 150me/ i 90%) 238R 45 HRI » FOLFIRI
S 1 ')/7‘-73‘/ 4
ST S AN PRAL N R
1543 /-I'w‘l'\')d- ~ 2IRFET AT/
12097

A6 B ] =

PILFRIRN SRS
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. JAY =L cf Nu b [ J=s
S-1+IRI (8IS 17
1553
(DSIR /7 $>150mg/ni 905
4

1 14 21
S-1 80-120mg/day 732 23EH] 3:E fE &=
(d1 g —d1 5$H) Y. Yamada et al. Ann Oncol 2018 Mar 1; 29(3): 624-631 (TRICOLOREZ#E&)

IRIS i ) /7H2125me/mi 904> 1 ) /F7H2125mg/mi 904>

28
''5-1 80-120mg/day 72 ZE@FHE]w 4B e =

(d1 g _d1 SEH) H .Yasui et al. J Cancer Res Clin Oncol. 2015 Jan; 141(1):153-60 (FIRISEX &%)



S-1 and irinotecan plus bevacizumab versus 3 Saitama Citizens Medical Center

mMFOLFOX6 or CapeOX plus bevacizumab as first-line A phase 3 non—inferit.)rity study of 5-FUH-leucovorilffirinotecan
. . . . (FOLFIRI) versus irinotecan/S-1 (IRIS) as second-line chemotherapy
treatment in patients with metastatic colorectal

’ for metastatic colorectal cancer: updated results of the FIRIS study
cancer (TRICOLORE): a randomized, open-label, phase H .Yasui et al. J Cancer Res Clin Oncol. 2015 Jan; 141(1):153-60 (FIRISEXER)
[Il, noninferiority trial

Y. Yamada et al. Ann Oncol 2018 Mar 1; 29(3): 624631 (TRICOLOREZRER) IRIS vs FOLFIRI 3E& M4~ —3221.333
SIRB vs mFOLFOX6+BEV or CAPOX+BEYV 47 HAE W13zt
I N DIRS — FOLFIRI Ewents, N 178 174
- M~ —21.25 o RS e T
23S = RIS mFOLFOKE or Capedi plus bevaclzumab E 0.75 (95% C1) (0.726-1.112)
S-1 and Irinctecan plus bevaclzumab E P-0.0003 (Non-Inferority)
SR e E
B — 1@ manths B.6-11.6 e
E — 140 manihs 12.4-16.6 =]
: =
E §' 0.25 1
i &
£ :
o 6 1I2 18 2I4 EID EIG 42 4IB 5I4
. : = . Survival time (months)
) Morihs = 8 42 i ":-D::Flﬁ:unﬁﬂ tH“‘:I?g 135 102 =1 54 o< 14 4 1]
m-é:_l_%oe:--:apmp; 243 200 10 5B 20 18 B 1 0 RIS na e S L 62 = 12 s o
:'u‘:"m;'l‘:j‘_:: 241 185 136 78 36 1 B 1 o

FOLFRI IRIE

ERRAFR

(N=213)  (N=213)

AL 1005 — mMFOLFOXE or CapalX plus bavacizumab = m = 205
_:E ﬁz :I? b: \H Faﬁ S-1 and Innolacan plus bevadoumat _‘E Madlan. months 5.4 sa
Medlan BESCI @ 075 Adjusted HR 1.058
75% - — 33.6montns  29.8-40.1 i - {85% C1 [0LBEE-1.288)
& — 348 months  31.9-92.4 =1 P22 (Mon-inferorty)
3 5 .
S 50%- 5 0.5
7 o
o
5 g | — FOLFIRI
25% | 2 0.25 — IRIS
HA 0.86 {BE%CI: 0.88-1.13) T
e + : ' v v Y Y ] - - T . - T
0 8 12 13 24 30 36 42 48 i} 3 ] ] 12 15 18 21 24
b Mantn Progression-free survival (months)
MPOLPCN or Capeci phe - 243 36 06 171 120 75 36 3 o No. of patients at risk
E-1 and Anotecan 241 30 03 BT 144 o a3 12 o FOLFIRI 3 147 a5 54 3a 25 18 i ]

pus bavaciziman RIS 22 148 s M M 13 9 9 [



Y Saitama Citizens Medical Center

CAPIRI

I |
A1) /TH200mg/m 9045 2nd line !

{

1 14 21
Cape 1600mg/m/day 32 2R  3EARE
(d1 g _d1 5$H) R. Xu et al. Lancet Oncol 2018 May; 19(5): 660-671(AXEPTEER)
o CapeD A=
\d A 2 4
/7__#;_—3';\/{/ » A)/)Th 1.31m>=xj&@ 1800mg/H
1553 9045y 1.31mElE1.64m*KjE 2400mg/H

1.64mpl E 3000mg/ H
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Modified XELIRI (capecitabine plus irinotecan) versus
FOLFIRI (leucovorin, fluorouracil, and irinotecan), both
either with or without bevacizumab, as second-line therapy mXELIRI(CAPIRI) = BEV vs FOLFIRI = BEV
for metastatic colorectal cancer (AXEPT): a multicentre, EL T —31.30
open-label, randomised, non-inferiority, phase 3 trial

R. Xu et al. Lancet Oncol 2018 May; 19(5): 660-671 (AXEPT:x &%)

24 TR EIRRAFAE

1004 FOLFIRI with or without bevacizumab A ) ] )
— m¥ELIR with or without bevacioumahb 100 = —— FOLFIR] with or without bevacizumab
—— mXELIRI with or withowt bevacizumak
?’5— sl
= # 754
= 2
E e
S 50 o
= g 5i—
£ I
g :
il
25 =5
£
HR 0-B5 (95% Cl 0-71-1-02)
0 T T T T T ] HR 005 (85% C 0-§1-1-11; p=0-51)
0 & 12 18 24 30 36 0 T T T T T 1
Mumber at risk Time since randomisation {maonths) Number at risk a B 12 & 24 30 ELY
l:nurrl:-ern:u'rs:_:-red} . . . ) . ) (mumber censored)
_ FOLFRIwithor 324(0) 77T 187 (8) 136(8) 8818 43 (44) 12{66) FOLFIR with or 324 [0) 182{9) 94 [10] 4310 20(13) 7 (20 2(24)
-mth:v.jtbwaclzl..lmab : . . L without bevacizurmab
~ mXELIRIwithor 326(0) 287 (&) 223(7) 154(8) 95 (21) 42(49) 11(73) miELRIwithor 326j0)  208{10)  98(12) 39(14) 73(16) 8(22) 2(26)
without bevacizumab ' ! o ! '

without bevacizumah
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Testing the effectiveness of antiemetic guidelines:
results of a prospective registry by the CINV Study

GI‘OUp Of Japan Kazuo Tamura & Keisuke Aiba, Toshiaki Saeki, Yoichi Nakanishi, Toshiharu Kamura, Hideo Baba, Kazuhiro
Yoshida, Nobuyuki Yamamoto, Yuko Kitagawa, Yoshihiko Maehara, Mototsugu Shimokawa, Koichi Hirata,

Masaki Kitajima & CINV Study Group of Japan
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aprepitant/fosaprepitant in patients with colorectal cancer — —
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recerving oxaliplatin-based chemotherapy (SENRI trial): o EEEQE'? -
A multicentre, randomised, controlled phase 3 trial ol [
Eur J Cancer. 2015 Jul; 51(10): 1274-82
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Complementary Therapies in Medicine (2015) 23, 356—362

Prevention of irinotecan induced diarrhea A))THAUNZEBTHFIZT S
by probiotics: A randomized double blind, BIZKID TR AT

placebo controlled pilot study (EiEAIL2ETHR)
Table 2  Study results. N:46 (% J:I-E 0) 20%?3:'5 IFE_)
Placebo arm Probiotic arm p-value
N % N %

FEFMIES Primary endpoint

Grade3,40) T ¥ |__Diarrhea grade 3 or 4 4 17.4 0 0.0 0.11
Secondary endpoints

Diarrhea grade 1 8 34.8 5 21.7 0.51
Diarrhea grade 2 2 8.7 4 17.4 0.67
Diarrhea grade 3 3 13.0 0 0.0 0.23
Diarrhea grade 4 1 4.3 0 0.0 1.00
£ Grade® T %1 [_Diarrhea all grades 14 60.9 9 39.1 0.24_|
Enterocolitis 2 8.7 0 0.0 0.49
Bloating 4 17.4 2 8.7 0.67
Usage of antidiarrheal drugs
Loperamid {mean days) 10.4 — 4.5 — 0.45
Loperamid (mean tablets) 37.7 - 5.9 - 0.49
Diphenoxylate (days) 9.1 — 0.3 — 0.08
Diphenoxylate (tablets) 21.3 - 0.3 - 0.08
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Randomized Comparison of Cooked and Noncooked Diets
in Patients Undergoing Remission Induction Therapy for

Acute Myeloid [ eukemia

Alison Gardner, Gloria Mattiuzzi, Stefan Faderl, Gautam Borthakur, Guillermo Garcia-Manero, Sherry Pierce,

Mark Brandt, and Elihu Estey
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Fg 2. Probability of major infection in cookad, raw, and nonrandomized groups;
the monrandomized group ate only cooked food {log-rank test, P = B0 for
three-way comparison and P = .44 for comparison of cooked and raw groups).
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Fg 3. Probability of death in cooked, raw, and nonrandomized groups (log-rank
test, P = 32 for three-way comparison and P = .26 for comparison of cooked and

raw gQroups).
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