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FF i

ENLR AR Z =12 KD & BADRREFEITL 1985 FLAREHEIN LfkiT T
B .| 2012 4313 1985 FE DK 25 (5 Th D 86 I A LR S Tund D, —J5, 2001
AT TAEREIFRIEDS BT &, 2V E CORMIAMEGT ASKIZ L D IR 5 Y]
BRANEE - EEATHR D ABE OIRRISHEIC S ILR SN2 Z &2 81k v, DAk
FRAEMATIERDEIN L T & 72 2,

R AALTFHRETRIER OFBURE S Em 72D ABRIRRAER CTh -7, DA
{bEFpREO T 6 L - IR, #rio 5-hydroxytryptamine 3 receptor antagonist
(5-HT3 antagonist) 72 EORWERIZ® T 5 XFHRIEOHESI L s vz, Fi-,
EFERATHE O, SPEIERIC I T 2 ABtEREE Ok, BEDU —
I TATNRT R EBBE L, SR AACERENEIN L CTE 7239, 7R
BRI, BoflatEiins AR L TR D milE, KEES R E O/ IEN
PG S TND O, SRD AALFIRIEIL, HUAAIED Sl %8B TTT O 720,
RITERNIZBETEBLT 2 2 0RZ2 00T, BIFENFEBLL, ZOIRRBENLL
F O RN LT 5 Z ENEETH D, ZDTH, FHANTEE B XL DOFE
(CRIWEROWBIEIRZRA L, +oBfRLTHL 5 5 BERH D,

ZOX SRS, BARTIE 2006 1T T3 A REAIE) AL L, B4E 4
HITHEAT Sz, S BIT, JEAETBA 0 A RHEEIAGHE (55 2 ) o
ZODPOBETEORONVERERITTE 2 F — AR EHEE L7,

ZhzezF, 2007 6 R HEIRe Tid, NEeinit ¥ —) ZBix L.
RIS AACFIRIE 2 AT LT D, [ER, SEAIRD, FBEMILERE OMECRIEM
72 EOERZILE L, Bl OREGE Z25E 2 1T > TV D, BARBYIZIE, FEHIAN
IF—2ERO B L LT, Bzt LInRRIR AR L SE 57012, 1B
B9 2 BEF~OWAHRE, BIEHE=21 7 FEAIORE - IRELIRERE
DI EZATV, T K7 7 AD[A kL RVER OBBIZES DTN 5,

E S AR AN LS5 tegaful/gimeracil/oteracil potassium (S-1) 1%, 1 A= Dk
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et 5 AVMEYEIRIR L SN TR Y, ACTS-GC REROFERE N5, S-1 ORI E
W, HDOWVET ReET TV AREWHECAETRBBETHLZ ENRENTND
89, Fio, BOPIDAKOHA - PFAFIEICRIT ST e 7 7 A%, IBESE

(R A RITT 2 e TS 9, 22T, 2013 40> H IR A B3 AZED
DEZ K L THHEFEARZBAG L, RRAMBAEKDT P 7 T v A DMERS
RIVEREE R 21T ERI~OIF R, WG REZIT-> TS, LiL, ¥
HlfiZA S DOHF A EZRE LSz e A L,

[ REFRE T 2 I LTI Y | 2015 F-EE1% 2014 L L 3.8%3H Tilh K i D
42 Jk 3,644 8. A1 1 A47-0 3375 3,300 [T -7 12, 1T H 23 ABEIK T,
Oy FRERNIRIRIE, T = v 7 R A v MLESK R ERsER Ao BT XU
B DOWISHERIZ K DM HEOHRIZ LY | 2015 /1% 2014 FELH 4.1%H & &b
R&L otz B, BEIL, EWEOH CAMOBINIST 5 RENE L, E Ok
. FEHIENTR U CHEANEICBET 2B L T&E 2, Znnbid, &Mz
REZBELIBRLV VA R BEIRETOLEN DL, L, Jud AHIER
[0S a BVE - 92 ED S EIE N E Sio RPY 0 il e = el A X B o A A GAVAL AR R

ZZ AL BWERE=2 U v 7 OB, SEAIRRIC X 2 3ROF L LY A
VIBIROBE L R DB MR REZW ST 5 BT, MIEICEF LI,

% 1 B Cld, bevacizumab (Bmab) Of b FIRIENEAT S L7 KIEAS A B 192
Fl> 5 B, Bmab BIAAIFIZFEEIRIC L DIGIE AT > TV W EH ORI grade 3
DIFEBUAL 12.9% TH 272 DITxE L, FEERRIC K D15 OB LIRS
PEE - BN & Ao To B IX WV o T, 70, IRRBIIAREOIRAREIRIC L D5
B2 A a7z, Bmab &EGRTOME= Y v —/L3 BAFTHIVULTR
PREHAAIFC IR T OREEFIC IR 22 < . BIEIIC K DR E1T > TORWEE &
[FERDMIEE=4 U 7 THIGARETH H Z L LN LTz,

55 2 B TIE, S-1 £ 721 capecitabine ZiRH L TW A EEHIZT 7 — Mll&EZ1T
STk A, WANRIEZIT> T D BETIIIFARIEEZIT o CODBRE LI L
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TT FeT7 7 APERIBENZ LRSI, FREEZIT> THWHEET
(THEFANT K DAk 2 BEFREIMTON TV Z Lnb . FRAIENC X 5 BFE A~

DGR fREITT Re T 7 ADM EIZORNR 5 Z LM LT,

53 T, REH AFEARMEE T U ARSI R 2 BdA L 7= 85 47
(. WIEFEER &R L D ARICT o — FREEIT 72 & 25, MKk SR
I T DAL EARICKET L2 2 LN ENT, £z, WFREZHERIL
94.9% & i\ 2 L SR STz, MkRERN AR SCRIT, RN L DOEERIC D780 T &
G4 SRIEAE DI ED RIS Z L A BT LT,

5 4 T TIE KD A DI A L7 % capecitabine + oxaliplatin (CapeOX) ¥
5 o S H B E 1% 1,363,060 i L, 5-fluorouracil/leucovorin + oxaliplatin
(FOLFOX) 6 #7%13.1,609,649 1 Tdh » | A% Td 5 Z & 25 FLH S #17-, Capecitabine
#ER L O uracil and tegafur/leucovorin (UFT/LV) #iEIC W TIE, T
360,039 1, 884,841 1 T& Y . capecitabine #1400 J5 A3 EAIE OHBIZEN TV D
Z EN R STz, Capecitabine JEiAIT, UFT/LV &1L L 0 KBS ABFE DILF9%
EICBT 2B A OHIBICF 53 28T/ D Z & CapeOX kL & FOLFOX6 ##%
HEOBEMIFRFETHL Z L 2WHEMNT LT,

%5 5 % ClX. regorafenib »# FHuhHbkiX 377,856 F/median survival time (MST),
trifluridine/tipiracil 1% 198,857 FI/MST <T. Z Oy % A4 (incremental
cost-effectiveness ratio: ICER) (%-1,437,707 [J/MST T, dominant T& 5 Z & 23 AL
X7z, Trifluridine/tipiracil 1% regorafenib £ W N 7= B AR E2/RTZ L 2L
M LTz,

LUEDFERIZOWT, AGHILTIL 5 HITHZ 0 Fk T 5,



FB1E BREERAFTOKRBNABEICEBITS bevacizumab HRE
MEDOFHKBSEE
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7 FRERITEREE D Bmab (3 & & PN 2 #E5ER - (vascular endothelial growth
factor: VEGF) (Zxi3 28 in /i B e MbE / 7 v —F L Huik <, G HIEI
BWT VEGF O & #fAEFT 2 Z LIk 0 MEFACIEG O, 58 2 il
3% 19, 2007 424 7, Bmab (ZTAMETIFRNREZRLEST « FRRERIEAN AR L CK
WaNTo, £DO%, 2009 4 11 AR R A% R < BIBRANREZR HETT - AE38FE
/NFRRRIGAS Avy 2011 4F 9 HIZFITAREE £ 7213383 A, 2013 4 6 A T MRS
B, 2013 4F 11 HIZHNEAS ANTKE L THRGR S 4L, A< b D K 91T o7,

Bmab DOREIVEH O —DIZEMLENH Y . £ OFEHIELL 50~70% & W i TH
% 118 i JE & IR O BIEME IOV TRET L 72 AFZE T, M EFREIC B
TEWTUESZN R & AR OER N A b 9, 2070, milEFE
BRI BIGRITMtt S D Z & & s, —J7, mIEZ. BEEfl LOWRBOMRE
RIK 1T D, U AT ZERET S 7-DI20F, #IERMEIZa hr—/L LT
VBN D D, TAATF ORI (F60 - EE) BEET A K (oM
Rt 2014 425 AHET) 1282 L. Bmab @ ML OH 1 BREEX
angiotensin 1l receptor blocker (ARB) = 7z(3 angiotensin converting enzyme inhibitor
(ACEl) THD, Zhb 1A Tay ba— B3R+ 5A8120% CatiFioBm
PHERSH TS, L, mIEERREE DI L A LT TIZ I 6 DREH]
ICEDIRERTH D, THHOREIRICE AIEEEZIT> TV 5 EEIZ Bmab 23

B ENT5E0MELES), MmED FFIZd 5 BEEOMH AR IIZ OV TORFZE
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[F720,

Z 2T, ARBFETIR, BESRICE DIBREEZIT> T L RIBBABEITH LT,
Bmab #5440 @ MLEDRBEE, MEOET), KEEEOERRIE O MT
HTelz, WMERPREZIT- 7,
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1. FRERR
2007 45 7 A 726 2013 £ 9 H £ Tofiic, KEFHEFELICIH VT Bmab fFH1L
SERRIE DT ST RIS AR 192 il 25t & LT=,

2. WEEE

A AT, B OFE, M RV A 5 a -2 E, SRR
JEFEE L, BT I BERENIZHHAE L,

MEFEH ZIZTAHIr A MY v Z7EICL Y E Lz, Bmab 5RO HIE R
XA 9 R B 10 FF & FIE—7E L T2, Bmab #5484 T OREREZNZ, #E
(T#5-BRAG 90 /3%, 2 [ H LAREIE 60 23 £ 7213 30 & ICHIE L7z, A& TIX
A EDORIWER S 7 T — « BREESFIX, 7 AR T UORTfFEH (W - B
BE) WEIEEA AT A R (PO, 2014 42 5 HEGET) IZE-> T, AFFL
Im R v3.0 AHAGEEFR JCOG filk (Common Terminology Criteria for Adverse
Events: CTCAE v3.0-JCOG) # M7z, mifiEDFHMIL Bmab $25-45 =t — 2 THEAM
L7z grade ® 9 HHc K grade % FHu 7=,

WeEKD 7T AT o AL FERIE RS ER K 0 BRI LT, 7R3,
FAREHIFE 21T 9 & &1, FHENINIREORE A L TR L TR, £DF

e FHNE ARG TR LT D

3. MERHENT
Bmab BHAGEFIZREEIRIZ K AR 2T - TUWVRWAEE Z B ESRIEAR L. BT

HIZ L DIBIRD OB 2 BEEAARED 2 BECHF L, TOhLBIZIT, Student’s
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t-test & 7= 1% Chi-square for independence test % fifi ffl L 7=, 1 =— & H B4/ H ® Bmab
BeERTOMEIZ XY 3BEIZSFE L Chi-square for independence test Z{#H L 7=, 72
B, WITE P<005 2 AREEDHY & Lic, SHIT, FHEEEAIEZDM Tk >
2.58 1L 1% AR CHEAD Y LHIE L,

HEFFARRICIE, Stat View 5.00% (SAS Institute Inc., Cary, NC. USA) %

4. fHEAECE
B &1 4 85T L, KT RIRPE ORI EE AL B S OAFE (KFRH 2014 4
3H4R) &%, FEhi Lz,



H3H B R

AT 192 T, FBESRIEARFIEED 171 fl. FEJESEARAREDS 2L I T o T,
BEEEZ Table LITR LTz, a7 IA4 TV ANARBRREBEITRD o 7-0

T, EBPIBRHFTH-o7= LA LT,

Table 1 Characteristics of the patients

Non-administration group  Administration group of

Characteristics of antihypertensive antihypertensive medicine P
medicine (n =171) n=21)

Age, years
Mean = SD 63.1 = 8.8 69.3 £ 6.4 <0.001
Gender, n
Male/female 109/62 10/11 0.151
Total treatment cycles. cycles 146 £ 9.7 11.4 £ 83 0.119
Main FOLFOX 98 7 0.016
che.motherapy CapeOX 21 3
regimen, n

FOLFIRI 20 2

FOLFOX or CapeOX 32 4

and FOLFIRI

SD: standard deviation, FOLFOX: 5-fluorouracil/leucovorin + oxaliplatin, CapeOX: capecitabine + oxaliplatin,
FOLFIRI: 5-fluorouracil/leucovorin + irinotecan
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g 8

g
S

nH
g

HH:
8 8 8

Blood pressure (me
O
(=]

12 3 45 6 7 8 9 1011 12 13 14 15 16 17 18 19 20
Total treatment courses (courses)

A) Non-administration group of antihypertensive medicine

nHg)
ERESZES

ii=1
o

oo
=]

Blood pressure (nu
g

~
=]

g
'

12 3 4 65 6 7 8 9 1011 1213 1415 16 17 18 19 20

Total treatment courses (courses)

B) Administration group of antihypertensive medicine
Figure 1 Blood pressure fluctuation during administration of Bmab

Blood pressures were expressed as mean + standard deviation using values before each course administration, and dotted
lines showed regression line.



e ESRIEAR AL CIE, 171 Bl 100 5] (58.5%) 23 EIM)EZ R B L7-, Grade 1

73 63 15 (36.8%). grade 2 3 15 4l (8.8%). grade 3 2% 22 f3] (12.9%) TH 7=, —

77, BEIESRARARECIEZ, 21 #ilF 10 B (47.6%) A3 grade 1 D EIf)£ A3 L7-

(Table 2),

Table 2 Hypertension frequency during administration of Bmab

Grade 1

Grade 2

Grade 3

Grade 4

Hypertension

Asymptomatic,
transient ( < 24
hrs) increase by

Recurrent or
persistent (= 24
hrs) or

Requiring more
than one drug or
more intensive

Life-threatening
consequences
(e.g., hypertensive

> 20 mmHg symptomatic therapy than crisis)
(diastolic) orto increase by =20 previously
>150/100 if mmHg (diastolic)
previously WNL;  orto = 150/100 if
intervention not previously WNL;
indicated monotherapy may
be indicated
Non-administration
group of _ 5
antihypertensive (n=171) 63 (36.8) 15 (8.8) 22 (12.9) 0
medicine
Administration group
of antihypertensive (n=21) 10 (47.6) 0 0 0
medicine
Unit: n (%)

WNL: within normal limits
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We IR AR A 2 Bmab % 5-BRAART O IMLE T 3 BRI/ HE L, B grade 2 DL E
& grade 2 K CZ v AEFH 21T - 72, Grade 2 DL EDO&EIME 2RI L7=BIE 1T,
INAERMLE 120 mmHg BL_E2> > dEsE#A M) E 80 mmHg LA B3 41.0%.  UHE A i+
120 mmHg LA b F 7213 3E5E M 80 mmHg LA _EAS 14.3%, IHEHAME 120 mmHg
AN PEIRMAIME 80 mmHg AR 2% 16.3% T 3 BEMICA BN A L7z (Table
3C. P = 0.003), 5T, FHEEEAIEAEERDI-EZ A, IUEHIME 120 mmHg
LB E5E# i+ 80 mmHg LA_E D 5723 grade 2 DL EO @i E 2 R 8L L= 856
DFEEF HIEFEN 3.4 EHBIZEWETH 7= (Table 3C, P <0.01), F&EHEARAH
#EClE Bmab 5 5-BHAART O M)E DEWC L 2 @ IIEDORBUCA B2 EZ RO 0o
7= (Table 3), 7235, Table 3A (23T 1 =— A HEALA H @ Bmab & 5-7i D IE )
AATH D 3L, TZDf I LT, LU, BT H £ Tolfi+ElE 120/80 mmHg

RKiicary ha—LVRIFTH-T-,

11



Table 3 Grade of blood pressure before starting Bmab

A) Non-administration group of antihypertensive medicine

Grade 0 Grade 1 Grade 2 Grade 3 > Grade 2

Systolic blood pressure

> 120 mmHg and

diastolic blood pressure (n=39) 7(17.9) 16 (41.0) 8 (20.5) 8 (20.5) 16 (41.0)
= 80 mmHg

Systolic blood pressure
=120 mmHg or
diastolic blood pressure
= 80 mmHg

(n=49)  20(40.8) 22 (44.9) 2 (4.1) 5(10.2) 7 (14.3)

Systolic blood pressure

<2 120 mmHg and
< = 52.5 5 5
diastolic blood pressure (n=80) 42 (52.3) 25(1.3) 5(63) 8 (10.0) 13(16.3)

<2 80 mmHg
Other (n=23) 2(66.7) 0 0 1(33.3) 1(33.3)

B) Administration group of antihypertensive medicine

Grade 0 Grade 1 Grade 2 Grade 3

Systolic blood pressure
> 120 mmHg and
diastolic blood pressure
= 80 mmHg

m=4)  4(100.0) 0 0 0

Systolic blood pressure

=120 mmHg or

= < = 5(5 5(5

diastolic blood pressure (@=10) 5 (30.0) 5 (30.0) 0 0
= 80 mmHg

Systolic blood pressure
<. 120 mmHg and
diastolic blood pressure
<7 80 mmHg

m=7)  2(28.6) 5(71.4) 0 0

Unit: n (%)
The blood pressure before the start of Bmab administration shows the blood pressure on the first course before

administration of Bmab.
"Other" in non-administration group of antihypertensive medicine is a patient whose blood pressure is unknown.
However, the blood pressure before and after the first course of them was less than 120/80 mmHg, and there was no

particular problem.
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C) Statistical analysis of non-administration group of antihypertensive medicine

< Grade 2 = Grade 2
Adjusted Adjusted P
% . % .

residual residual
Systolic blood pressure
=120 mmHg and
= = = 5 -
diastolic blood pressure (m=39) 589 34 41.0 34
= 80 mmHg
Systolic blood pressure
=120 mmHg or
= & — 5 -
diastolic blood pressure (m=49) 857 14 14.3 14 0.003
= 80 mmHg
Systolic blood pressure
< 120 mmHg and m=80) 88 16 163  -16

diastolic blood pressure
<7 80 mmHg

13



W FE SR IEAR AR I3 C grade 2 8 L O3 0@ If [ E 2 R 8L L 7= BE M L 7=
JEFEZ Table 4 (2R L7z, %5 1 EIRFEDZL < 2 ARB £721X ACElI ThH 7223, Ca
NG SN2 BE bW, WTNBRBRER L F7mid 2 oHkE2X 0, M
JEay ba—/WIBAFCTH -7, 1 6], Bmab {BFEFIZEH b S FIMENME T L,
BEERE DB G- T &g o T BN,

37 Bl 16 5l (43.2%) 7% Bmab VRIEDKE T & & bICREESS P IE STz, 2D
L DFEFNEZ D% b EEFED ki - S Tz,

Table 4 Usage status of antihypertensive drugs used for treatment of Bmab-induced

hypertension

Primary selection

Additional/Change

Additional/Change

medicine medicine (1) medicine (2) n (%)
WValsartan 40 mg — — 9 (24.3)
— Valsartan 80 mg — 2(5.4)
— Valsartan 80 mg + Amlodipine 2.5 mg 12.7)
— Valsartan 80 mg + Amlodipine 5 mg 5(13.5)
— Valsartan 80 mg + Azelidipine 8§ mg 12.7)
— Valsartan 80 mg + Azelnidipine 16 mg 12.7)
WValsartan 80 mg + Amlodipine 10 mg — 12.7)
Olmesartan 20 mg — — 1(2.7)
+ Amlodipine 5 mg — 3(8.1)
+ Azehidipine 16 mg — 12.7)
Olmesartan 40 mg — — 2(5.4)
+ Amlodipine 2.5 mg — Amlodipine 5 mg 2(54)
Telmisartan 20 mg — Telmisartan 40 mg — 2(5.4)
Candesartan 4 mg — Candesartan 8§ mg + Amlodipine 5 mg 12.7)
Candesartan 8 m
+ Amlodipine 5 Iig - - 1@7)
Losartan 50 mg + Amlodipine 2.5 mg — 12.7)
Amlodipine 5 mg — — 3(8.1

—: Change, +: Addition

14



PR ZEAR I I T Bmab #2 5-BAARRTIC AR L T B3R & mifuE D 58

BB 213720 > 7= (Table 5),

FRITII R E WA, &L grade 0 38 X OV 1 OB G- o — 2578 13.1 £ 9.1

a—A, grade2 BELON378199 +101 =—A L FEILE grade 2 B L N3 D 5N

HEICENST,

Table 5 Grade of hypertension classified by antihypertensive drugs used before administration of

Bmab

ARB or ACEI

Calcium channel blocker

Diuretic

Grade 0

Grade 1

ARB or
ACEI

Valsartan 40 mg
Valsartan 80 mg
Losartan 25 mg

Losartan 50 mg

0

1

ARB or
ACEI
+ Calcium

channel
blocker

Valsartan 80 mg
Candesartan 8 mg

Enalapril 5 mg

Nifedipine 20 mg
Amlodipine 5 mg

Amlodipine 5 mg

Calcium
channel
blocker

Amlodipine 2.5 mg
Amlodipine 5 mg
Avzelnidipine 8 mg
Cilnidipine 10 mg
Benidipine 4 mg

Amlodipine 2.5 mg
+ Nifedipine 20 mg

Other

Olmesartan 10 mg

Trichlormethiazide 2 mg

ARB: angiotensin 1l receptor blocker, ACEI: angiotensin converting enzyme inhibitor
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FAH B £

Bmab OB HIZ XV MEN EFHT 2 Z Si3msin T g 18 8 B SRAR A R
H L B ESRIEIR R & oM EE B & b U7 e, ARIFZE T, B
12 X DIRIE AT TV RIBAAERFITIT D Bmab i5%& MLE O F B, 1M
FEDZES), BEEEOHEARIIC OV TIREEIT o7,

e E SR AR P B 0D 5 I FE S EREE 13 58.5%. grade 3 13 12.9% T& ¥ . Tamiya &
OEE D LIFEIL Tz, BEESEIRAREOI B X 47.6% & | FEESEIEAR AR
ERIRECH - T-, BEERARETIX, grade2 B X O3 0| MEITRD T, BT
SIEAR RS & 2 L RSP I b o Tz,

M EORBUELE L Bmab OFEICHBI LT LR T2 @®EshTiY
(7 NATF OUASCE, RAMER SR, 2007 4R 6 H), A TEIOREIZB N TS
BERE Tl d 2 M B LT, BEESEAR AL Tl grade 2 38 L3 o & i+
RO T, BIEEOBIME G oo tz, —F, BEFEIERAEETIX
S EOFEBE, FHNCHEEE B - RS, WERa hr—LETn
oo 2D, MEDEER DL MFE B S EEEIRARE & X TRETH
Sl EEZ BN,

W= SEIEAR AL Tl Bmab BASERTOUGHE I E 120 mmHg LA E 7> >315E H i
J£ 80 mmHg LI E DB I grade 2 LA EOEIMEDFEHESEENAEICE <. mILE
AFREBIT D AREMERE W EAVRE T, — . BEERARICS T, |l
JEDORBBHE A B AR RNoT, ARl 12— B4 A O Bmab #2-5-A(
DOIMET 3R L. Sl EOFEBSHE 25140 U7z, FEEZEARMIRET Bmab 4%
HRRAART & 0 BRI A IR LT3 0 . 2ERIT Bmab # G-BRAARTOME= > b o
— VIR ChoTe, 207w, BEEIEIRMEETIX grade 2 UL o @ i E 258 L
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TN o T B R BT, EEARMEE T grade 1 D& IMEAFEBL L 724
FIT R, EEIE A I & B STV ) > 7o, Bmab $5-4% | 1fi+ 150/100 mmHg
PLE~—i@ Mz B LI BF 27807, L, —@MEo I A5 5 %t
EBITRICHEN 2, ABOPETH DL EFEX D, UUEDOZ &26, Bmab 5
PRAGRIOIMLE = & b v — AN BRI 8E . Bmab &EGBMAE bME= S Fr—L
IFARETH D LB X b,

R ESEAR BRI BV T, grade 1 O EZFHL L-FHHIL 1~8 =2 — XA H Th
ST, BEEHIEARRE & Fsk, Heeny RN @ il 2 R8T 5 ATREME S E o & W
%%, Bmab FHIEMITEORBFEFFIL, VEGF BNL =2 -T v IF T vk, F
T TF T N BRI NZFEPES LTS EEZ LN TS D, Bmab

A E NI HREO S 1 3R T ARB £ 7213 ACEI BHERER S LT\ D (T /3AF
VORI (R - ) MIEME T A R, PSS, 2014 4 5
AT, F2. Zhb 1K Tay ba—ARnR+5 213 Ca $EHTIE BN
PHESE S, FIRIEOB GITHELE STV (TR TF O EEN (R -

ELRHE) WIEGER A A K, PAMUSERE RS 4R, 2014 45 5 H G, FEIESRIERR AL
Tgrade2 B L3 O@EMELREBLLIZEEZEDIZE AL, F 1IiERIE)N ARB £
T2IZ ACEl Th o7z, CaffifiliNBIRIN TV OEFHF bW, LanL, WwWind
1 F72X 2RO EZE G52 LT, MER=a hr—/L I TV, Bmab
TR T 14 B ESE DA - ST BT Uk b e o T B LRI CTh o 72,
Bmab JARIE TH L& REMEEZET=F V7 LTV BERH D EEZ DR
7

ARB 721X ACEl %, Bmab iFFEMEDOHKBEUEEGET 2 LEZ LN TNDLT
VOFT UV UZERIMERT D, b % Bmab 5B MERT L VIRFAI L T\ D

ZiE, AL D Bmab I mIMEOFEIBHE MR EHERI L2, L, 4
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[FIOFHA TIZ, Bmab BHAARTOMAREIKOE T, Ml ORI A B L
ZARS IR o7z, Bmab BRAAHTH D Ca DA ClER = b —/L &
N TWDIHEITIE, FEIC ARB £ 7213 ACEN ICA T3 2 BE 22 < | Ml EFE B
(Z ARB E 7213 ACEI DIBMNEIRIZ 72 5 & & 2 b iz, Bmab B4AHETL Y ARB
ERIRFEZPFH L TV D EBEOMET, —@#ED EH2RL7z, LL, B
1BIDHTH Y | FIRFKEDOARM A Bmab 553 @ MUEICE 53 2 NI ARHTH 5,

L grade 2 38 X O8N 3 2 R HL L 72 RE OB == — 28578 grade 0 18 L OY
1 DEF IR THEREICEN -T2, ZhUTEIME grade 2 38 XUV 3 2388 L= B4
IZ grade 0 3 LV 1 DEFITEET progressive disease & W X412 £ TOH N
BhotzZ Lam LT D 08/ NG 1) o & RS &l E O FEBUTIRH R
DFRAF- & 72 2 ATREMEDN S 2 Tz,

AL oG g & Uz BRI AR A & RO THEH, LY A Iz
TERD T, @IMEEIXERIC D1 8T ORIEHAE LS 725 2D, Bmab 7
FEEMEICOWTHEER e D1 F S - BEER LR RMEND Y, mindll
%9 % Bmab H5X LV ERICHIEERFT 2 XETHLH LWEINLTND 2,
LY A ATONTIE, CapeOX JEEIZH5 1T 5 Bmab @ 1 [AIF 5513 7.5 mg/kg, #*
HEMEIX21 BET, tho LT 2 2817 % Bmab @ 1 8l 5813 5 mg/kg, %5
MkRIL 14 & ERENRR > TV D UL EL Y ARUFFEDORRS & LT F,
Bmab #¢-5- B D E AN & UE D FEFAEN8 L T D A RENEIZ A E TE 720,

fiame LT, BREIRIC X DI AT T 2 31T Bmab # 5RTOME= > k
B — /L3 BATC o AUITEIRBRAAARF AR th OB ESRIC R < | BREHRIC L 515
WEAT > CORWEF LFEROMEE=4% Y 7 TSR TH L Z L 25

Wz L7,
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https://oncolo.jp/link-it/?id=4116

F2E RBEACRBIDLIEAFABARDT Fe 7T R EIBRIC
IR RAP=E - TLEER

B

i

N IACFIRIEO S E,. BWEREB X OZFORMAVEIC OV TEENEFET 5 Z LI
K VIEHNRITFER RS D LRV | TOREER, otk Lkt Dm LIS 7223 %
ZEDPHIE SN TWD BB, NAALTFRIEICBWTEREDT Re 7 7 o 2% b
SELZ LI REBEERETHD EERD,

INETIZ, BAMBATIREN TSN TOWLEEDOT e 7 T AZB
DGR RN I RS ST D 2324 2630) ) g S-1 . capecitabine & 2\ M4y
THEMIREEEZRA L CWDBREOT Re T 7 v AZRIET TREED & 5 R 1%
Mt L7z @, BREA X, WRAFE, Boghk, BEM. BUREOBEAE, 1akh
HORBERLTar7I7A47 A0 6 THH T, 5EMEO Likert scale 2 Ji\ » TREA:
L7, 2B, 2 TCOHEANHE 4 UL EOSEIET Fe T 7 o 2RI, TSN
T ReT T UARYSE LT, T RET T UARAF BT 36.0% T, £ D
OB, AT TAT U ADEBIZOWTHHE 4 UL R A2 @R L7 EE 1T 645% ThH
ol 77 DREBWEROBMOHEIZHOWTERHME 3 LT 28R L TE Y |
FERIZHE L TRV o7, 7 Fe 7T 7 ADKHE ORIREZ BZEH S L,
TRET U RICHEE RFT B DR FICET S EM A K LT
customer satisfaction (CS) /4T Z47 72, CS /oMot IRAEE~DRL, AR EK
BT oM. BEOeRENSUGERERA L LTl s, T ReT IO
A iR, B B DRI D LR R L BIVER 2B L R S

HELEROL S| fllx DEFOREICIE LI AZIT > TS BERH DT &
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WA LINETRoTz, L L, SUB ARSI ANOENRT e 7 7 U A8 LW
BEDERSNTT B OV TIIMRES L 722 h o 7o 1T - FFETRIR & i L T
JEBFOIER TR DI T IR R AP L FRIEZIT > TV D EBEIEL, 7 ReT7 7 0%
BIXOBEEOE#RPRRDREENREZ DD,

Z ZC. ARBFIETIE. S-1 F 721 capecitabine Z R L TW A BEIZBWT, iR
MHHEB L RRBEHOEVRT Re7 7 0 2B KOBEHEOERIC KT T R L

ENCTDHZ L EHMIGHEZ1T -7,
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Ho2H F B

1. FAEXSR
2013 4 7 A KIEEHTEGRPEIZ IV T S-1 F 7214 capecitabine Z kA L T\ 54+
KB 172 Bl oGz, 7o — M A FE LT,

2. WHEEHE

T ReT T RS DT o — MRAEE B, IRAITE FEORR, BITEH.
BUREOHR, JRE TS OBfB L a7 I 4T A0 6 A & Lz, A
Mo EIE LB, RiCkT 2 E#IT 5 THA, WROBMIL LEH ., ST
2IEH, #iff L OB 2HE & L7- (Table 6),

PAEHEIE, (2289 RER. RREI-5 ] B4, TEBLLLEbNRA
W A3 THEVZEIEDRv ) A28, T2 By N1 aE s,

5 B¥pE o Likert scale 2 FVNTEEAH L 7=,

3. WERHEENT

2 FEM D ZED LRI 1X, Mann-Whitney U-test 2 ] L 7=, HAEREOEISG DL,
#21Z1%. Chi-square for independence test % i F L 7=,

T ReTZ U AOETOEAMN 48U EThHo 2B Z REBAFRE, TSt
ZIRFEARRRED 2 BRI L, Z ORI Chi-square for independence test % fif
ALz, B#Ao7 &, Fls X OMRIEMR & OB SV TIE, Spearman’s
correlation coefficient by rank test Z{iH L 7=, 723&. WTih P<0.05 DLGHEEH
BEDD &L,

HEHERIMETX. IMP8 software (SAS Institute Inc., Cary, NC, USA) % Hu 7=,
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Table 6 Questionnaire analysis items

Topic

Item

A Medication adherence

B. Dosing awareness
C. Medication awareness

D. Understanding of the
stage of the disease

E. Sense of trust

F. Expectations and attitude

Sy Lh s ) =

~1

10
11
12
13

14
15

17

[ understand how to take the medication.

I know the effect (efficacy) of the medication.

I know the side effects of the medication.

I understand the current therapy.

I agree with the current treatment policy.

I have forgotten to take the medication or I have mistakenly
taken the medication.

I take care not to forget my medication.

I believe the medication is necessary for me.

I believe the medication is effective.

I have actively researched about my medication.

I worry about side-effects.

I would like to talk to someone further about the medication.
I have a good understanding of my disease.

I trust the attending physician.

I trust the pharmacist.

I hope that the medication is valuable in curing the disease or
that it will be able to improve my quality of life.

I have a positive attitude towards the disease.
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4. fHEAECE
fEE S 2 M5T L, B IR OFMIC W T OB THAR., RENMEsn-
GEICHREZIT o7z, 2B, KETRIFEOBRRMIEEEZ B2 OAR (KGR H

201347 H 2 H) 2471, FEhi L7,
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H3H M R

S-1 ZRA L CWBEF L, S-1 HAlZ 65 B, S-1 + cisplatin 73 15 1, S-1 +
oxaliplatin 7% 2 f5], S-1 + gemcitabine 7% 1 4l C& 7= (Table 7), Capecitabine % ik
LT\ B3I, capecitabine BLA2Y 13 {5, CapeOX 73 7 fil, CapeOX + Bmab
723 4 51), capecitabine + lapatinib 73 1 44, capecitabine + cisplatin 23 1 5] C& > 7= (Table
7). S-1 HAWRIEZIT> TV AHBEOEIAIE, capecitabine BLFIFIE & ik L CTH
BElZZ 0ol (P=0.005), E£OMODIEBIZOWTITAEERENA LRI ST,

S-1 % 7-1% capecitabine Z iR L TWAHEEZ DT N7 7 v AB L OEEBMEE
Ll U7 (Table 8), S-1 ZIRH L CWAEH TIE, IREBLFHEN 54 i, IREEAR
RN 29 il Toh o7, Capecitabine ZfIkH L T\ 2B Tk, IREBRIFHED 16
B, RERBREN 106 TdHo7-, 7 R T T A1 S-1 & capecitabine TH & 72
FEMH LN o T2 (P =0459), Mgk & 1T - BREIBE L ORMICH
ARERETZHF NIRRT,

S-1 ZfMH L TV D EA TR T, IEERAREOFRTE7S 66.1£10.5 A%,
MRFEABEEN 72179 W T, IREARHELAEIZE L7 (P = 0.004),
Capecitabine ZfIRH L CTWAHEHF TIL, 2 B THERENALN -T2 (P =

0.348),
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Table 7 Patient characteristics

Characteristics S-1(n=83) Capecitabine (n =26)
Age, years
Mean + SD 67.2+99 63.5+12.2
Gender, n
Male/female 48 /35 13/13
Cancer type. n
Gastric 44 2
Colorectal 8 17
Liver 5 0
Pancreatic 9 0
Esophageal 8 0
Breast 2 7
Others 7 0
Stage. n
Adjuvant 28 10
Progressive 55 16
Chemotherapy regimen. n
S-1 only 65 (adj: 28, prg: 37) @ -
S-1 + cisplatin 15 (adj: 0, prg: 15) -
S-1 + oxaliplatin 2 (adj: 0, prg: 2) -
S-1+ gemcitabine 1 (adj: 0, prg: 1) -
Capecitabine 13 (adj: 4, prg: 9)
CapeOX - 7 (adj: 6, prg: 1)
CapeOX + Bmab - 4 (adj: 0, prg: 4)
Capecitabine + lapatinib - 1 (adj: 0, prg: 1)
Capecitabine + cisplatin - 1 (adj: 0, prg: 1)

Dosing timespan. months
Median (range) 144 (24-1989) 133 (54-641)

a) S-1 has been used in monotherepy rather than capecitabine (P = 0.005).

For other items, no difference was observed between S-1 and capecitabine.

b) Dosing timespan indicates the period of time up to the date the survey was conducted.

SD: standard deviation, S-1: tegaful/gimeracil/oteracil potassium, adj: adjuvant, prg: progressive,
CapeOX: capecitabine + oxaliplatin, Bmab: bevacizumab
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Table 8 Medication adherence and patient attributes in individuals taking S-1 or capecitabine

5-1 Capecitabine
Good Insufficient Good Insufficient
Attribute adherence  adherence F adherence  adherence P
(n=54) (n=29) (n=16) (n=10)
Age. years
Mean = SD 66.1 105 72179  0.004 62.1 £12.9 663 +11.7 0348
Gender. n
Male/female 30/24 18/11 0.377 8/8 4/6 0.567
Stage. n
Adjuvant/progressive 15/39 13/16 0.202 719 37 0.391
Therapeutic agents ¥, n
Mean + SD 4.1+2.5 49+ 2.8 0.197 i1£1.7 44+24 0.163
Dosing timespan. days
Median (range) {25}139239} (24}?392} 0.756 {38{]4%':6} (25534 037

a) No significant difference in adherence between S-1 and capecitabine patients (P = 0.459).
b) Includes medication other than anticancer agents.

S-1: tegaful/gimeracil/oteracil potassium, SD: standard deviation
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S-1 F7-1% capecitabine D HLFRE L FABRIELEOT Re T T v A& g LT
(Table 9), S-1 ¥ 7213 capecitabine DFRIFEIEZIT > TV 5 BE DIRERAFHEOH
A, HAPRE L i LT, AEIZE -T2 (P =0.005),

Table 9 Medication adherence with regard to monotherapy or combined therapy with S-1 and
capecitabine

Medication adherence

Therapeutic strategy p
Good.n Insufficient, n

S-1

Monotherapy 38 (58.5%) 27 (41.5%)

Combined therapy 16 (88.9%) 2 (11.1%) 0013
Capecitabine

Monotherapy 6 (46.2%) 7 (53.8%)

Combined therapy 10 (76.9%) 3 (23.1%) o113
Total

Monotherapy 44 (56.4%) 34 (43.6%)

Combined therapy 26 (83.9%) 5 (16.1%) 0005

S-1: tegaful/gimeracil/oteracil potassium
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ITKIT D EWMA 2 7 IR bRk & 61T - FERIA CLEik L7z (Table
10), HHEE S 10 THHDOFEIZOWTHHNTWD | IZBE LT, S-1 &M b7
EET>TWDBEOEMA a7 1L, BT - FRIBFE L R L TERA LR
-7z, Capecitabine fFEZHIBMLFEIEEZ T > CVWDBEOERA 2T (FH 4 1.
HiPH 1~5 7)) 1&, 1T - BRIAE (P 1A, #H 1~4 1) L HE L THEID
2olc (P=0.025), HEFS 1L TRHWERICAH L TARLTHS ] ITBEAL T, S-11l
B EFREE T > CODBEOEMRA 2T (CFH 4 8, #PIE 1~5 5) X
HEAT - F38TEE (Y 3 /5 % 1~5 1) S L CHEICE 72 (P =0.040),
Capecitabine Tlx, 2 BERIDOERA 2 TIZEIZA LI T2,

KT DEMA 2T & Tl L ORI & ORI A 04T Uiz, THEE
510 TR OIIZHOWTIHARTND ] TlE, Bk A 27 L4FH & ORICHE A
OB BTz (n =109, r=-0.2735, P=0.005), & HIiZ, HEFKS 11 [REIfE
NS L CARL TH D | T, BEkA a7 & 4l (n=109, r=-0.2049, P =0.034)
3 L OMREEMIR (n =109, r=-0.2701, P =0.005) & OEIZRDHBENH BT,

ZDOMDOIEEIZ DWW TN A B o 72,
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Table 10 Score value of medication awareness in adjuvant therapy or advanced and recurrent
therapies

S-1. mean (range) Capecitabine, mean (range)
Topic Adjuvant  Progressive P Adjuvant  Progressive P
(n=28) (n=55) (n=10) (n=16)
1 Understanding of dosing method 5 (4-5) 5 (3-5) 0.653 5 (4-5) 5(3-5) 0.461
2 Understanding of effect 5 (1-5) 5(1-5) 0.754 5(3-5) 5(1-5) 0.447
3 Understanding of side effects 5 (1-5) 5(1-5) 0.498 5(3-5) 5(3-5) 0.283
4 Understanding of treatment method 5 (4-5) 5 (3-5) 0.611 5(3-5) 5(3-5) 0.833
5 Agreement of treatment policy 5(3-5) 5(3-5) 0.716 5(3-9) 5(1-5) 0.764
6  Compliance 5(2-5) 5(2-5) 0.961 5 (4-5) 5(1-5) 0.273
7 Attention for forgetting medication 5 (4-5) 5(3-5) 0.352 5 (4-5) 5 (4-5) 0.703
8 The medication is necessary 5(1-5) 5(3-5) 0.764 5(3-5) 5 (4-5) 0.861
9 The medication is effective 5(3-5) 5 (2-5) 0.736 5(3-5) 5(3-5) 0.264
10 Research about medication 1(1-5) 1(1-5) 0.897 4 (1-5) 1(1-4) 0.025
11  Worry about side effect 4 (1-5) 3 (1-5) 0.040 4 (1-5) 4 (2-5) 0.607
12 Desire to consult about medication 2(1-5) 1(1-5) 0.986 3(1-5) 3(1-5) 0.567
13 Understanding of disease 5(3-5) 5 (2-5) 0.966 5(1-5) 5 (4-5) 0.676
14  Confidence in doctor 5 (4-5) 5(1-5) 0.099 5 (4-5) 5(3-5) 0.675
15 Confidence in pharmacist 5 (2-5) 5(1-5) 0.620 5(3-5) 5(3-5) 0.107
16 Hope of medication 5(2-5) 5(2-5) 0.348 5 (4-5) 5(2-5) 0.303
17 Positive attitude 5(3-5) 5(3-5) 0.122 5 (4-5) 5(1-5) 0.128

S-1: tegaful/gimeracil/oteracil potassium
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FAH B £

PAACSHRIEIT, RO SRR TR EREM . E IR O L IR L O T
BhHEND 0, RO SEEIC XD BAALTFRIER, EREE T 5 L HET
IRIETEDN, 7T ReT7 7 ANRMEE D, 4lEl. S-1 & capecitabine, it #f
BMLRE L AT - FRIRRICBWCT Re T 70 A& LI L 2 A, 2137k
MNol, ZDZENG, S-1 F£7-1Z capecitabine ZkRH L TV D EFZIZEBW T, iR
B I OREEROEWNIT Re 7 7 VAT LN 3R S Lz,

T Re 7 TR EFE OBRIZEBWT, S1 ARA L TV 5 EE TIEARIER
BEEOFREEMENRERFEL VAREICELS . REZTOT R 7 7 A IR
T4 ThDH EH x bilz, Capecitabine Z Ik L TV 5 B3 Tid, 2 B TEN A
bivigipnole, —75. RRINLBLOEHLIE, @& DT Fe 7 7 v A3 R
FTHoTEMELTND 3P, 7 R 7 T ATEMHUNDOERICKE K £H
SNDHEEMEDR B D EE X BT,

AR OFAE TIX, S-1 F 721 capecitabine OIRFEHARIL, 7 Re 7 7 > R
BHzIehote, LRIOMIZE TR, 7 Kb 7 7 2 ZANR145 70 BB O ARSI 1%
1220 HCThHY ., 7 FeT 7 U ARRIREFR XV E)-72®), Tsang HiE, i
WP 6 DA ZBE L LT FET I U ANARER T+ 5 L HEL TV D %),
AL CITIRIERI 34 150 H & ipEI - T27od, 7 Re 7 7 0 RITHE %
RIEEpipol-tEZ BT,

S-1 HAWRIEZITo TWHREDT Re 7 T A%, RO E EHIEE 0P
FILEEAT> CTODEE L R L CTHERICR - 7o, DRI, KE AT REEBL O
WERRE o F —TITo TR D . RIRIEE I IEAIRN & FBEM DS keI B
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RELTWD, — ., RAFERMORKICOWTUIHRENTh TV RN T,
BESOEENR, T ReT 7 AT EL B LB b,

[HDFEIZOWTTANTWD | T 2 BFEDOEA 271X, capecitabine i
BARIPUCFIRIED T HHETT - FEFIRIE L A EICE D - 72, Capecitabine D&
B 05 10 Bl oD © BOFRFRIEIL 6 5T, HEFT - FEI&IRME 16 I 7 B L 0 2
STz, AR D &5 AN K 2 ke 22 BFE RS, BEDRAEEISE L TR
ERELETRTEoNT Lot B2 D, —J. S1 ZRAL TV EFIXIZ
E A EPHAETH Y . AR L D BFEREMTOIL T\ e ole, 207
D, S-1 Z M LT BFEIIIRAZCR T 2 B0MED -T2 L B Bz,

EHERICH L TARE TH D) LT, EilA 27 & IREWIH & OfIcA
B A BT, IREHIF N E I SRWERISS 2 RLRRN T & DVRIE S L
7o

A OIIZONWTTNTND ] BEO TRHWERITH L TARLTH D) ITHL
T, EikA a7 LF#E ORICADHERAR LN, ZOZLnb, HERET
BIERIZRIT DARZNH D . IRAKIZOW TR TW=EE 2 bz, —FH. &
EBE IR O TR TE LT BRI T 2 R Z b IRVWEE X b,
ZO7, EEEEITEER -~ Y A 2 NBRAST 72 5 FREENRE, BLRTO
WHIET, 7 ReT 7 U ANRTo 2 BETRWERISS T 2 BN AN+ TH D Z
EEAOMNCILEE D, BEORWEMRE X O OXMEOBREN . MAALFHFIED
et RGO R FIC o735, Lo T, BEDNEAORELEFFSZ &7
HETH Y HEFIMNZ K D) R IF SN EBE ORIWEH~ VA v b zm LS
HAMREMER DD B X D,
ftiam & LT, S-1 F 7213 capecitabine Z kR L TW 5 BEFITHBWT, IkHFER X

NERBHIOEBEVIT Re T 7 AIZEB LW E X BN Lz, AR
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L DMk 2R BB TR DRI L Z R T E oNT &R0, T ReET 7R

DI B2 Z &b BLMNIT LT,
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B3E BROPIS AFKBAERIE T BE [Tk 5 EAIM sk D& E
& H MO

B

i

R ENZ I T DML I ATRIL, 4 lIMEM 27~ L, 2016 4= Tld 70%%
Rz 723, BAMLTEOIIT L & bICHRFERAM D BF RS % T D R
Hz . BUECITSERIERIENIC X 28R Ea L T&E T,

—J7. ABRICEIT 2 D3 AACFHERAT I O, SHEIER I 1T 5 ABtE
WEOWUE L, BEDOT =27 T4 TN A0 EOEFND, Sk AL
FIREDRHIIN L C X 7239, SR AALFERIE TR, 7 Re T 7 0 2B L ORIEH
O & BERMIZIS Cleig g ook, KRFRIEDORE R & FEFIRI )
B ERIASORH R HFRIZEN LI TH D B, 207, HRBAEE FHV-4
KD AALFRETIL, 2 < OIRPESEAE A ER T — LTS ET 5 K 9 1Theo 7z,
AR OSWNZ L0 | DAALTFRIE OISR L OEE OAEIEOE (quality of
life: QOL) DUGEICHEK Lo iiENL b 5 99, —F, BRHHIA A FEHAR L
EATo TV D BEITKR L, ARSI LT D fikid b 7gy 140,

AR, B0 TR IEDS i S, @ilLE., RSS2 & OBz e @ EH
PG STz 9, REEEOEL, BEOAEARICEEE 52 5 EBED
QOL DX FAMEE 725 9, 2D, BH N AALFFIEAL AT L TV D EHFIC
%t 9% SRS A L L, L0 RETROREMFIEZRIET 2 0EN S D,
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KIETHT YRR T, 2013 4E 7 H 12 regorafenib Z AR L T2 KIS A 256
GUTEEAIRM AN R A BAA L 72, 2014 4 8 H 1T trifluridineftipiracil, 2014 4 11 A Z
1% S-1,2015 45 A 121X lenvatinib Z IR FH L T2 BT & FAIRTAM R 2 Bids L7z,

Z 2T, ARBIETIE. KREMRIFREOFEHENRIZ W CTHREEZ{T- B F %
KFRIT, AN D ERI~OLTGIRBENE LT 5 L & bIiT, BFOIREIEIC
DML L ARNZ LAV EALINCT D720, it E T2, S HIRAH

PN WHRBAIFRE 24T - T D AR 2 35 AIM S Sk D5kl & A vE 2 5 L 72,

34



Ho2H F B

1. ZRAIERASRDEM

FEHIEMSSk OB A Figure 2 12R Lo, AARBERIEFRFEE D DS AR AR
A, PIENZVAREHE (JRWEE, #b-8) RERIC, RN, RITEAR. B AR
BT HEREA (v —BE, YT, BE) 2l onTIEEZHWT

R L7, 2 BIEDEE, EMOBENORFHRHZHMA L, IRERILOMEE &

\\>

RIVERE =21 v 7 &AT o7z, WBITE U TRIER O3 LEES B AR OER R
(COWTHRE L7, BEERE. PREREZR & OB R b RS Lo 2. EAIE PR E
FLdk (Figure3) ZARRL L. ERNIIG-8, &5 51E, SKRRIER EOREZIT-
120 R ORZER T FEANRN 3 ERR U 72 A E BEHSE R MR 1 S &7 D,

728, W H OEEREIN (8:15~17:15) 1%, BE DS OB & %t L7,
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| (T Blood draw |

&

(2 Pharmacist outpatient service |::> (3) Medical examination |::> @ Medical bills

Outpatient drug administration

ouidance room Outpatient examination room

Oncology pharmacist @ Primary care physician Nurse

Care intervention
1. Evaluation of drug adherence/
ongoing support
2. Monitoring of side effects
3. Guidance on dealing with side 1. Sharing of information regarding the

effects medical examination with the
4. Palliative care i
oncc_)logy pharmacist (pharmacy Medical fee: Oncology
service records)

2. Pharmaceutical guidance and patient patient service fee 3

agreement ®
3. Prescription

Miscellaneous
1. Prescription recommendations
1.1. Dosing and drug
administration methods
1.2. Supportive therapy
2. Creating a pharmacy service
record

&

| ® Pharmacist: Dosing (drug administration guidance) | <:| | (® Accouting

Figure 2 Flow chart of the pharmacist outpatient service
Pharmacist outpatient consultations were conducted after blood collection.

a) The oncology pharmacist was certified by the Japanese Society of Pharmaceutical Health Care and Sciences.
b) The patient expressed his/her agreement with the guidance provided by the pharmacist.
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Tegaful/gimeracil/oteracil potassium management table

Name of patient; No, ) Age_
1. Evaluation (prescription suggestions and guidance contents)

2. Diagnosis O Gastric cancer OcColorectal cancer OPancreatic cancer
OBiliary tract cancer O Breast cancer
OAdjuvant therapy OAdvanced or recurrent

3. Dosage and administration. number of courses. and the dosing interval
Method of administration
OFour week of medication followed by two weeks without medication
OTwo week of medication followed by one weeks without medication
OTwo week of medication followed by two weeks without medication
OEvery other day  OUnknown

Taking start date: &-1: mg/day

One problem with the method of administration, and washont

4. Height and weight
Preoperative body weight: kg, BMI: BSA:
Al the start: Height:  cm Weight: kg BMI: Alb:  gidl CrCl:  mlmin
Current:  Height:  cm Weight: ke BMI: Al gfdl. CrCl ml i

_ Performance Status;

CrCl {mL/min) = 20: Reference amount. 80> = 60: Reference amount (1-step dose
down as required) . 60 = 30: In principle. one or more stages of dose down (30-40
less than: two-step dose down is desirable)

5. Current oral ingestion siniation
ONermal (17 Ola lirle (1/2) Oa lintle (1/3) D Hardly take (0)

6. Combination care dings ONo OPhenytoin OWarfarin potassinm  PT-INR.:

7. Adverse effects monitoring
Non-hematologic toxicity

Malaise OnMe OYes grade
Anorexia ONe OYes grade
Nausea ONe OYes grade
Diarrhea ONo OYes grade
Stomatitis ONo OYes grade
Pigmentation ONe OYes grade
Watering eyes ONe OYes grade
Others ( ) OnNe OYes grade
Hematologic toxicity

Lenkopenia ONe OYes grade
Thrombocviopenia ONe OYes grade
Anemia ONe OYes grade
AST/ALT increase OMe OYes grade

Blood bilirubin increase  ONo OVYes grade

8. Proper use evaluation
01t 15 i the proper usage O should change dose  OInis desirable to change the dose

Figure 3 Pharmacist service records (S-1 management table)

CrClI (creatinine clearance) was calculated by the Cockcroft-Gault equation. Adverse effects were not included here but
were added to the list (constipation, taste alteration, rash, etc.).
AST: aspartate aminotransferase, ALT: alanine aminotransferase
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2. WEAR

2-1. FHFEMSRICE T H0GRR

2013 £ 7 A6 2015 4 9 H £ CToOMIC, KEMEIFEFBLIZISVT regorafenib,
trifluridine/tipiracil, S-1 %7213 lenvatinib Z R L. FEHFIEHS K CHRE 2T 724
F 154 il ktg L Lz,

2-2. FFIEmA kDA A

2015 4 4 A M5 2015 4F 8 A £ ToOMIC, KT BB IKAIRI I I T
AP AVFEDFRE 2T o T2 47 Pl 2RI H R AROT » 7r— Ml %

1To7z. 28, BAPIBAEKOARAIARM S 1 20 A R0 BE LRI LT,

3. HAEEH

3-1. FAIMARICEIT DG RE

WU HR RN I T SEAE B E RLER D D IEE L, JRAIRIS I B 1T D 1%~
AR LT,

3-2. FHIEMAKRDA A

Ty — MNREEBIX, BEOS T EFE L TORABICER L7 (Table 11), (1)
T ReT T ARIZOWTIE Nol~6, (2) HHioxtd b Eak & B>V Tl No.7
~14, (3) FEHIEHZ DA M (2o TIE No.15, 16 DERIE Lz, 77— F
AT, B OPI AEOPEFEER & 1A RICIT T,

[ OWTIE, T2 R, TRRPZEIHEI ) N4/, TELLE BN
N N3, THEVZEIEDRRN] B2, [ Bb7wn) 8 1AE R

L. 5B Likert scale Z VN CEHM L7~
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Table 11 Questionnaire

A questionnaire relating to taking your medication
Date
Please answer the following questions by indicating the answers which apply
to vou (please circle the number or position which applies to you)

Ithink Icannotsay Ido notthink

Question Yes . No
50 either way 50
1 Tunderstand how to take the medication. 5 4 3 2 1
2 Iknow the effect (efficacy) of the medication. 5 4 3 2 1
3 I know the side effects of the medication. 5 4 3 2 1
4 Tunderstand the current therapy. 5 4 3 2 |
5 Iagree with the current treatment policy. 5 4 3 2 1
6 I have forgotten to take the medication or I Never Rarely Tcannotsay Occasionally Often

have mistakenly taken the medication. either way

7 I believe the medication is necessary forme, 5 4 3 2 1

8 [ worry about side effects. 5 4 3 2 1

9 I think the appearance of side effects causes 5 d 3 2 1
stress.

10 I have a positive attitude towards the therapy. 5 4 3 2 1

11 Iwouldlike to talk to someone further about 5 4 3 2 1
the medication.

12 Thave interest in medicine, 5 4 3 2 1

13 Ithink it’s important to explain the 5 4 3 2 1
medication’s side effects.

14 Ithink it's necessary to understand the 3 4 3 2 1
medication’s side effects and know how to
deal with them.

15 I think the pharmacist’s explanation alleviates 5 4 3 2 1
my concerns regarding the medication.

16 1 feel that the pharmacist outpatient service 5 d4 3 2 1

was usefinl.

Thank yvou for your cooperation
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4. HREHRAT

TRET T UADGHAN A RUEDEEET N7 7 U ANRLF, LSt
7 N7 T ARAR+4rE Lz,

AP A ZEOPIEFEERE & 1 2> H % Ol Wilcoxon signed-ranks test %
A L7z, 72, P<0.05 DEAEEREEDY & LT,

At EHL. IMP8 software (SAS Institute Inc., Cary, NC, USA) % H\ 7z,

5. fmERECE
fBE S 2 AT L, B IR OFMIZ O W T TEL AW THA%, RENE
LN EITREEIT o 1o, 7ok, KEMH RIRPEORRMITEERZ B S DHKGE (K

PAEAS 20170223-3) H1HT-1h. EME L7,
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H3H M R

1. ZKHKEhA K DER FEE
2013 £ 7 A 725 2015 4F 9 H £ ToORNC, HAIEI Sk CHRE 21T - - BEHIX
154 i, 1F¥00% 1,018 - Tdh -~ 7= (Table 12), 2015 4E 9 H |ZERHIAR Sk CTHaE %4

Tl BERB IO EITENZ 89 f5l, 132 ThH -7,

2. FFIEHANRIZEIT DAHRE
FEHIEMAN R TIT o TR IR—RENE B L O OZFERIT OV T Table 12 (TR LT,
WMFRZED 5B, BHEICEET 2432575 50 ., & 5RIRIC OV T 25 . Xk
FAEIZDOWTRN 188 T o7, 1BE LT FREKIC O VLT, R LW
PRI 20.9%, AT 1A NEREN 12.7%, FFEEFN 10.8% ThHh -7,
LR D 53R 1% 94.9% (223/235 1) THH 7=,

BG40 1T, BUSHEEC A SICBIT 5 NA Th o 72,
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Table 12 Operational performance of the pharmacist outpatient service, prescription

recommendations, and adherence rates

Operational performance

Number of Prescription
Number of recommendations proposal
Number of Number of Pprescription accepted by the  acceptance rate
patients consultations recommendations physician (%)
S-1 114 687 75 70 933
Lenvatinib 4 26 25 21 84.0
Regorafenib 9 105 98 98 100
Trifluridine/tipiracil 27 200 37 34 91.9
Total 154 1.018 235 223 94.9
Prescription recommendations
Number of prescription recommendations (%o)
Medication dose Administration interval  Supportive therapy Others
S-1 24 6 51 2
Lenvatinib 4 3 16 0
Regorafenib 13 9 66 0
Trifluridine/tipiracil 9 7 25 0
Total 50 (21.3) 25 (10.6) 158 (67.2) 2(0.9)
Supportive therapy
Proposed drug Number of prescription
Event Type Generic name recommendations (%)
Skin disorders Moisturizing agents Urea. white petrolatum 33 (20.9)
Steroid ointments Difluprednate. alclometasone 20 (12.7)
dipropionate. diflorasone diacetate
Constipation — Laxatives Magnesium oxide, senna, sodium 5(3.2)
picosulfate hydrate
Diarrhea Antidiarrheas Lactomin, loperamide hydrochloride 7(4.4)
Nausea, Antiemetics Domperidone, metoclopramide, 14 (8.9)
vomiting dexamethasone
Stomatitis Stomatitis remedies Triamcinolone acetonide, sodium 9 (5.7
gualenate hydrate
Hypertension  Antihypertensives Amlodipine besilate, telmisartan, 17 (10.8)
olmesartan medoxomil efc.
Other Analgesics Acetaminophen, loxoprofen sodium 33 (20.9)
hydrate, oxycodone hydrochloride
hydrate efc.
Hypnotics Zolpidem tartrate, brotizolam 4(2.5)
Nutritional supplements Elental®, Ensure Liquid®, Racol® 12 (7.6)
Others Fexofenadine hydrochloride efc. 4(2.5)

Telephone consultations

Event Number of telephone consultation
Skin disorders 8
Diarrhea 7
Nausea 6
Pain 6
Fever 4
Blood pressure 3
Others 10

S-1: tegaful/gimeracil/oteracil potassium
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3. FEFEmkDH Rt

AN CHRE AT T2RBE 4T 00 5 b IR ER S 1 0 A%DOT > r—
FRACHEIZEMGONICEZ T MBI TH T, EDOIH, 7 ReT 7 AN ERAT
72 R 1T 93.2% (41/44 ) T o7,

ARSI I DYIERERE - 20 1 A% OBEOEMR & IRFRE T 5
PRfREE DAL % Table 13 (278 L7z, MkHEAIZRFEEIZ LV . No.3 [HROFEIMEH 2 2
fEL D) 1, FEERTREHE P RE 4 5 (O ED) 2D, FRE%
E5 M (£ H) [Zek#E L= (P = 0.005), [AEEIZ, No.8 RITEFICOWTAE
Th D) 1%, FEAGMI TR S 5 (Z 9 D) 7o, HEEHFHEHRE 2 52 (b
F 025 EHA) (P <0.001), No12 MALFIKIZEILRH 5] 1, FEEAiHG+
RE 3R (EHHE BN D FEEGIHI R 45 £ (T 5 E )~
Z 58 H)(P=0.016) |2tk L7 (Table 13),

No.16 MEFIAIAKITAHTH D) IZHOWTE RTOBERAMTH D L%

L7z,
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Table 13 Changes in the patients’ perception and understanding of their therapy associated with
guidance provided by the pharmacist outpatient service

After initial

After continued

guidance guidance
No. Survey item (immediately),  (after one month), P
median (range) median (range)
I Tunderstand how to take the medication. 5 (4-5) 5 (5) 0.879
2 Tknow the effect (efficacy) of the medication. 5 (3-5) 5 (5 0214
3 Iknowthe side effects of the medication. 4 (3-5) 5 (4-5) 0.005
4 Tunderstand the current therapy. 5 (4-5) 5 (5) 0.214
5 Tagree with the current treatment policy. 5 (1-5) 5 (5) 0.214
6  Thave forgotten to take the medication or -3 5 (5 -
I have mistakenly taken the medication.
7  TIbelieve the medication is necessary for me. (2-5) 5 (3-9) 0.899
8§ Iworry about side effects. (3-5) 2 (1-9) <0.001 ¥
9 Ithink the appearance of side effects causes -9 2 (1-5) -
stress.
10 Thave a positive attitude towards the therapy. 5 (2-5) 5 (5) 0.058
11 1 would like to talk to someone further about the 4 (1-5) 3 (14 0.331
medication.
12 Thave interest in medicine. 3 (2-9) 45 (3-5) 0.016 ®
13 Ithink it’s important to explain the medication’s 5 (4-5) 5 (4-5) 0.876
side effects.
14 Ithink it's necessary to understand the 5 (3-5) 5 (45) 0.866
medication’s side effects and know how to deal
with them.
15 Tthink the pharmacist’s explanation alleviates my -3 5 (5) -
concerns regarding the medication.
16 T feel that the pharmacist outpatient service was -2 5 (%) -

useful.

Note: The questionnaire was completed by 44 patients. Good medication adherence was found in 93.2% of the patients
(41 out of 44).
a) Items 6, 9, 15, 16 were not part of the first survey because at this time point, patients were not yet taking the
medicines.

b) Statistically significant difference.
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FAH B £

IR IAVTFIRIEZAT - T D BB LRI RUTKT T D RLE R K E N0,
ABFETIE, TRWERICOWT AL TH S 23, HHIANC & 2555 /M 5 & (2
S MHEE L AKE 2 8 (HEVZ D ELRV) ITHEICUEE LIz, FE
AURT OREREH 2FEFEZ L0 . BUWERICKR T 2R L AR 2 2 L TE7z, P
5 ) i, FEAEAARICHID TR Lo L 2 L EZ2 L BEZ iR LT
LA, REOREIENZWERE Lz, 7205, WENC+722830 - 5l
T HZLIZRY, BEOHEKERIERICRT 2 A LT o 526
N5, LML, AElFHA Lz regorafenib 72 & D% 155 FIEEROIB I I RS RERE &
RFRIEGRER E2 RIS D720, BIERNI 2 3CRpRIEIL, FIRI DR D 2
Tl LITEVER Y, BWERZREL L7 & BN B 72 CRRE A R3S T
D78, FOMMRIREEZ T D Z LI K0 o FARRIIRIER K O IRk A FTEE & 72
Do EDID, Mk LICERFHET R~ XA BB ETHDL B2 D, £,
regorafenib 35 JX X trifluridine/tipiracil 1Z, KIE2S A D 3 RIGELIEIZHW LS T2
D, FHZEZEOREDR RIF TRV, D WIIARZRBNGE 1 H 5, Winkeljohn
Sk, FIElDA T B, BEITHROIERSCHEORIEH OXLEZFFE L
720 BEORLEREINC AL THRETHHERELTNDE P, Zok
DI, FEAIARIZ I T Dkt e sk LIREITHEETH D L B D,

AEHER LT SCRREIL, BUEREFEIRR OO DIREE L 27 v A FiRE,

TN Lo T, ZHUT, Mk SR K0 I IEIWER ~DBEN TR E D |
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BIER OTFERIG WA@Y T2 L 2R L TW5D, Rk, 77— il
BETH, FEOREMZ I L TN D) DMEERGEHE 4 58 (022 B)) 0 oiF
B HABHN S R (ZOED) IZeE L, BER~OBNTRE 722 & 00K
ST,
ETCORBENBEOEFMNKIIEHTH D LB Lz, MacLeod 51, b5
BAE~OFERNLIEAIEM O AL, BETHRNT, 1FLAEDBFITZITAN
ENDHEHRELTND®, 2oL, ROMBAEEZRA L TWDHEFICL -
THEAMONANITEETHL LEX D,

Wong 5 & Simons S IZFEAIENAMN A LTfER. 7 FeE 7 7 21X 90%LL ETH
ST EHE LTS %O, SEIOFETH RIS, EREEgoT Ke 7 7
AT 932% Th o7, WFREIL 235D 5 B 223 £ (94.9%) M ERIZSZIT A
oIz, ZOEWWEZEERIL, FARNC X 2DEEARHMECA G TREDEHY) Th -
722 & &R LTS, Holle B, & 023 AL KT 2 BERT & FKAIRIZ X 5
HFEE=2 U 72BN T, ERIBEEDORBEIL, BHEHD 40%, RiED) 722765 78
20%, BILORar T ITA4AT U ARBN I8N THoZEWMELTNDE D, A0l F
VERNZ 3T 5 SERRIEOIREN KISy (67.2%) & Hd T e, Ziu, FEAIRGAS
FANRMARIZ I TEE OFF 2Tk LR ) 72 R— R 2T o e R TH 5,
D AACFIIEDORIER 2 3HMii 3 2121%, ERZEUNICFHET 2 LERH DH, L
Py UL ERD LN CIREME RS R 22 Cili bl 2 AR — R 4235 2 L3 L 49,

PEANTHER ] CHEE ORI RELZ IR L. 18R &R 2 MR8 L, Intik
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DB LT 5, 6T, REIOZLEAKZROIZD | MEZ TR LD L
FAUE R S e FEAIRTIL, AR & (35 e o TR IR R & RIVEF 2 33 L .
XFHRIEERET D 2 LN TE D, EMBRRMEIC Do I AT D2 &N
T&EHEEZD,

AIFFRORFRD 1oL LT, 7 ReT 7 AOFEFIENERE £1213F OFIE
ICEDHCRAXNTH T V) mRRITEND, Lied> T, EOBKOMR
A7 E I BT 2 H I, A IEME CEEEMEOITREMRH D, &6
W2, AEEEH LT v — M, MBIZER L2 OTH L SARET o5,

flam & LT, O ASEHEAIRIE AT - TV D BFITHT 5 3EAIR IS X Dk

7R AT, RLDERIFIC DN D 2 & FkBE O MpiR1E O 2 I & Sr
ZEEHLMNMZ LT,
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HWAE Stage |1 BE O ORBB AT D4 MBI LFRED
AR FHIFEAT

B

i

KIGDI L, BARIZI O TEMERSG OEARIZE T (2014 F) & MBS (2011
) NEBITHE 20 TH D %0, f4E, 125,000 AL EDOBEN KN A LB S
0 FEAMICFIIAEIR &5, LavL, 2007 45 ClE, stage | @ 5.9%., stage Il
?® 14.6%. stage Illa @ 25.2%, stage Illb ¢ 40.9%, stage IV @ 51.3%3M itk FE56 L
T2 5, BRSO FR LM L T #A2UET 5 BT, 2 LFRIETH Dtk
FIPUEFIRENFR SN Db D, FrIT, DADBFEN 720 RO YIERAMTH
A7z stage 1 38 KOV U 2 7 Do stage 1 O KIGAS A B 16 L TEEHERY 2R
LI oTUND 5259

MOSAIC 3BRI%, stage Il E721% N OFERGH A BEINZXTT DI LA
& LT FOLFOX #&#: & 5-fluorouracil/leucovorin (5-FU/LV) 3% & % bril L 7= 38k
T o ¥, 3FMIF AL FOLFOX JEILEA 78.2%, 5-FUILV JEIEA 72.9% T,
FOLFOX L CHEICHE L=, NO16968 7k TlE. stage Il OFEMGA A EE I
xf L, CapeOX &k & 5-FUILV #Eik L bl L7z fb R, 3 MR RIIENE
A1 70.9%, 66.5%. 5 FERAEFRITLIEIL 77.6%, 74.2% T, CapeOX JEIETHE
2t LT %, KB A OB A3 T oxaliplatin OPFHIC L 5 E
TIPS,

F 72, NSABP C-06 7 ClL, UFT/LV &1k & 5-FUILV L & & bl U 7= 2R
M AEAFHRIT & I 74.5%, 5 AFERAEFRITEN LI 785%, 78.7% L FHLLL

TNz %0, X-ACT #B& Tl capecitabine J&15 & 5-FUILV ##1k & & Leils U 7= 58,
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S AEFRITZNZE I 64.2%, 60.6%. 3 FERAEFRITEN LI 8L.3%, 77.6%
ERIEETH 725, ZOFER, UFT/ILV ##1E & capecitabine JIEIT KAG A A DOtk
B FIRIEIC ) T B-FUILV ORI 7RI L 7o T D,

UL EDERRFERFE RS, BAROKIGRAARET A RT7 A4 21T DR
W ABD L FHRIE DN & L C 5-FUILV ##75, CapeOX #%, FOLFOX ##i%,
UFT/LV #1538 X OF capecitabine AN HERE X T 5 9, [ERfIIE, l~ DB
BIDHE, BIEAZEEL T, ZNOORBEEZERL WD, —J, ERER
BITFELAIEINLTEY . P AFIRRIZ D)o @R ERE N R E MBS 72>
TWb, I T, BHAIROGEBRBLIIREL DAV ERIRT 0BRSS, 1
S OEE T, KRIBH A DIFERMBIMEFIRIEIT T % CapeOX #i4(IT FOLFOX6
WYL & L CER B AR RS RS s ¥, L L, UFTILV #ik &
capecitabine %5 % Lol U 72 R OIE L7220,

Z 2T, AWETIE. RIEH A ORI FRIEIZI T % FOLFOX6 %
1k & CapeOX kL, 35 KL OVUFT/LV ¥k & capecitabine &L DB ZIMENRFZETH 5
ERGE LT, HEAIBEE 2 il 9™ 5 7212, kAR 21T > 72,
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Ho2H F B

1. FExE

2013 /-1 A 725 2014 4 12 A £ CTOMIC, KIEHERIFFEIZ IV TR A%t
L C RO UIBR & 417 stage Il E72IXFFE Y A7 3E IV stage 1| T, itk wliBh b g
EDHAT ST 104 Bl A3t L Lic, 7eds. ARIGFIND 2 52 H LISl
B E 2 Blah T E 7o T B3 £ 72 13RA e fth IR BN & 5 B I TBRS LT,

2. BRLI AV

CapeOX #&i41%.1 H A 1Z 130 mg/m? @ oxaliplatin Z 2 B S #E RS X 08, 2,000
mg/m?/day @ capecitabine Z 1 H 2 B2 14 BERA L 7 BREIKE L7z, Zh
Z1la—AE L T8a—AffT L7,

FOLFOX6 %1%, 200 mg/m? @ LV 5 X OF 85 mg/m? @ oxaliplatin % 2 i s
FE% . 400 mg/m? @ 5-FU % 2l L, eV T 2,400 mg/m? @ 5-FU % 46 I§fH]
FifiiE L7, 14 H% 1 a—RA L LT 12 a—Affifr Lz,

Capecitabine #2513, 2,500 mg/m?/day ¢ capecitabine 2 1 H 2 [aI#(Z 14 HH]
IRAL7HREKRE L, el a—RE L T8 a—AlwEfr L7,

UFT/LV #7513, 300 mg/m? @ UFT B3 LTV 75mg @ LV % 1 H 3 [1] 8 IKfEIfE:IZ 4

AR L LRI L7z, Zha 12— L LTh a—AfEf7 L7z,

3. AEEAE
RN & L bFREER o B B L OYbREICBEE U 7-RIWER O 5%
BRI Do 2B CeEpRiES) 2B 0T L0 RANCTHE Lz, (bak

EP OB L OCHRAEOHKE., MEHERIILV A CHETHEUL TR, SbIZ
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DR ERIZHED LEIGIT N B 2 HEHEOLEHRHET L L L LT,
2285, BHHTIZIL 2016 O FEA A FV iz,

FEIRET, A EZ M CEl -7 b0 & U, FHE AR X, REHEH
A RTEEEYE CE o= b O & UTCEHE Lz, Xt HZEEE (relative dose
intensity: RDI) 1%, H&EFRE/GHEHERE x 100 & U TEE LT,

BIWER OFMIL, CTCAE v4.0-JCOG % v 7=,

4. KEEHEAT

BE T B OFRR O LEZIZ I student’s t-test 2 FV Nz, PERIL, TR IEBSHAL RS L O
Ji 1 oD Fiz 1213 Chi-square for independence test % AV /=, TRIRTERR LIRS O
HEHIZ 13 student’s t-test 2 VMo, A HFFROFEERO LI 1T Fisher’s exact test
AW, 2B, Wb P<0.05 DG EREEEDY & Lz,

FatFRIMREHE, EZR v1.30 (BIRERI R FMBE S Wit EFE 2 —, BiE
HA) % iz 62,

5. fERMECE

fi BEFE B 20857 L. RIATH RIEEE D BRIRIFIE R AR AR O&RE (KR

20160324-3) #1571, FEha L7z,
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H3H M R

UFT/LV J51E7DS 42 5], capecitabine J%{%75 13 51, FOLFOXG6 #1475 8 fiil, CapeOX

FRIEN 41 BT - 72, UFT/ILV #&1% & capecitabine #1%, FOLFOX6 ##{% & CapeOX

PLED BEE RIZEIT R0 o 72 (Table 14),
Table 14 Patient characteristics
. UFT/LV Capecitabine FOLFOXo6 CapeOX
Characteristics (n=42) (n=13) P (=8) (n=41) P
Age, vears
Median (range) 72 (45-83) 71 (51-79)  0.696 66 (47-72) 62 (41-76) 0470
Gender, n
Male/female 21/21 7/6 0.809 6/2 22/19 0.265
Primary tumor site @, n
Cecum 5 1 0.795 0 2 0.567
Colon 24 9 4 27
Rectum 15 4 4 14
Disease stage, n
I 12 3 0.783 0 1 0.508
Ila 10 5 5 15
IIIb 16 4 2 21
Ilc 4 1 1 4
Treatment cycles, cycles
Median (range) 5 (1-6) 8 (1-9) 12 (2-12) 8 (2-8)

a) Duplications are present.

UFT/LV: uracil and tegafur/leucovorin, FOLFOX6: 5-fluorouracil/leucovorin + oxaliplatin, CapeOX: capecitabine +

oxaliplatin
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169 2 — A S0P Yl UFT/LV 58 5 =2 — A (#iPH 1~6). capecitabine 714
2% 8 = — A (& 1~9), FOLFOX6 #EN 12 == — A (#il/ 2~12), CapeOX ik
N8 a—A (HiJl 2~8) TH o7z, UFT/LV FEOHFIEERMIL, T/, FFHaeRE
%= I Th oo, Capecitabine JE1ETlX, TRIEGERE, 1REBRMARTIIZZHT ST
JFHEREMRE OBIE CTh » 7, FRIEGHAZRIELIZEZ DS H 1 fillL. UFT/LV
WAEIZAE T L 72 o7, FOLFOX6 J#ETIL, RAHRIREE, CapeOX JRIETIX. T
TR O R3S L OVEBEHNH] DOEIE CTdh > 7o, UFT/LV ik & capecitabine %,
FOLFOX6 #%i% & CapeOX JEIEDTRRTEFHRI LY RDI FIMEIZZEIT o T2

(Table 15),

Table 15 Treatment completion rate and median relative dose intensities

Treatment completion rate, %  Relative dose intensity, % (range)

UFT/LV (n=42) 73.8 UFT 96.2 (65.4-100)
v 99.5 (69.4-100)
Capecitabine (n=13) 69.2 Capecitabine ~ 92.3 (70.8-100)
FOLFOX6 (n=39) 75.0 Oxaliplatin ~ 77.3 (60.9-97.1)
5-FU 74.0 (60.9-97.1)
CapeOX  (n=41) 75.6 Capecitabine  88.9 (41.4-100)

Oxaliplatin 86.5 (36.4-100)

UFT/LV: uracil and tegafur/leucovorin, FOLFOX6: 5-fluorouracil/leucovorin + oxaliplatin, CapeOX: capecitabine +
oxaliplatin, 5-FU: 5-fluorouracil
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B 1 Bl 720 ObFRIEIEO NS E AL, UFT/ILV JEEDS 882,632 .,

capecitabine ##5:72% 353,290 F, FOLFOX6 #1EA 1,436,218 . CapeOX #EiENS

1,255,630 ] TodH 7= (Table 16), £ 1 #ild 7=V OFHRIEK O E HIX,

UFT/LV #1575 2,210 M. capecitabine i 73 6,749 . FOLFOX6 #&{%5A% 173,432

. CapeOX #&iEMS 107,430 [ Téh - 7= (Table 16),

Table 16 Per-patient costs for 6 months

Chemotherapeutic Adverse event-
drugs costs, P associated related P Drug:related costs, P
yen = SD costs, yen = SD yen & SD
UFT/LV (n=42) 882,632 =+ 345411 2,210 = 4,071 884,841 + 345,085
<0.001 0.007 <0.001
Capecitabine (n=13) 353,290 =+ 164,628 6,749 £ 7,669 360,039 £+ 162,933
FOLFOX6 (m=28) 1,436,218 =+ 478,182 173,432 =+ 58,486 1,609,649 £ 534 814
0.364 0.015 0.262
CapeOX (n=41) 1,255,630 £ 515,045 107,430 £ 48,246 1,363,060 £ 551,362

UFT: uracil and tegafur, LV: leucovorin, FOLFOX6: 5-fluorouracil/leucovorin + oxaliplatin, CapeOX: capecitabine +

oxaliplatin, SD: standard deviation
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BF L& 7 © @ capecitabine JEIE DL FREEE L, UFT/LV HE1EDK] 40.0% T
& -7z, Capecitabine VLD FREIEE X, UFTILV HEIED 3 ELLETH - 7213,
(LS REE DT 0> 2%FEE TdH - 7=, Capecitabine #1453 AI B (X, UFT/LV
JRIE L el L CHEEICZ ) o 72 (P <0.001),

BF 1L H1H7-0 D CapeOX FIEDILFHEIEE 1T, FOLFOX6 Kk L [FIFRE TH
STz, KRB TIE, FOLFOX6 MEIEICILFEERMZMH LT 5, LV,
oxaliplatin 3 L " 5-FU Z##%BEEMICE B 5A. BF 1 flHzo o
FOLFOX6 titds LU CapeOX BIEDILFHIERIL, T 825124 HEB LT
830,351 M Th o7, L7ziio> T, Ziuh 2 FEM L FIRIEE T2 o Tz,
CapeOX HRIEDZFFRILEF L, FOLFOX6 ik L it L CHEICL o7z (P =
0.015), LU, fbRiEE: & SCRpitiE S 2 G b T S8R By 13, 2 BER TR
7Rino T,

BIVE X, UFTILV #&EE2Y 95.2% (grade 3 38 LTV 4 2% 14.3%). capecitabine 7%
2% 92.3% (grade 3 35 LTV 4 3 7.7%). FOLFOX6 & 1L7AS 87.5% (grade 3 38 L1V 4 23
50.0%). CapeOX %A% 100% (grade 3 38 LN 4 73 41.5%) T~ 7= (Table 17),
SRS E Do Tz grade 3 F721E 4 OREWEAIL, UFTILV #1523 THI, FOLFOX6
PEVEES O CapeOX JRIEDM i ERIBME CTdh > 7=, Oxaliplatin 12 L 0 FEL3 5K
YRR 1 X FOLFOX6 #2155 X OY CapeOX &L CHIEE N & o 7=,
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Table 17 Most common treatment-related adverse events

A) All grades

Adverse event g}}g Cag::c:itf ;))m ¢ P F?E;E?;“ ((‘;21326401}){ P

Leukopenia 12 (28.6) 5(38.5) 0.741 7(87.5) 18 (43.9) 0.062
Neutropenia 18 (42.9) 4(30.8) 0.650 7 (87.5) 32 (78.0) 0.899
Thrombocytopenia 1(2.4) 2 (15.4) 0.269 5(62.3) 19 (46.3) 0.653
Anemia 23 (54.8) 6(46.2) 0.822 3(37.5) 23 (56.1) 0.564
Nausea 4(9.5) 4(30.8) 0.147 6 (75.0) 17 (41.5) 0.177
Anorexia 9(21.4) 1(7.7) 0.477 1(12.5) 10 (24.4) 0.784
Stomatitis 4(9.5) 1(7.7) 0.725 4 (50.0) 4(9.8) 0.022
Diarrhea 16 (38.1) 2 (15.4) 0.235 1(12.5) 9 (22.0) 0.899
Constipation 4(9.5) 0 0.586 6 (75.0) 18 (43.9) 0.221
Malaise 9(21.4) 3(23.1) 0.796 1(12.5) 8 (19.5) 0.976
Hand-and-foot syndrome 0 5(38.5) < 0.001 4 (50.0) 22 (53.7) 0.843
Peripheral neuropathy 0 0 - 6 (75.0) 34 (82.9) 0.976
Any adverse event 40 (95.2) 12 (92.3) 0.770 7(87.5) 41 (100.0) 0.357

B) Grade 3/4

Adverse event [(sz’};)f Caﬁfiitf ;) )ine P F(()I];ECS(G ((‘ﬁliezlol}){ P

Leukopenia 0 0 - 0 1(24) 0.357
Neutropenia 1(2.4) 0 0.531 1 (50.0) 9 (22.0) 0.228
Thrombocytopenia 0 0 - 1(12.5) 4(9.8) 0.686
Anemia 124 0 0.531 0 2(4.9) 0.735
Nausea 1(2.4) 0 0.531 0 1(2.4) 0.357
Anorexia 1(2.4) 0 0.531 0 124) 0.357
Stomatitis 0 1(7.7) 0.531 0 0 -

Diarrhea 2 (4.8) 1(7.7) 0.770 0 1(2.4) 0.357
Constipation 0 0 - 0 0 -

Malaise 0 0 - 0 0 -

Hand-and-foot syndrome 0 0 - 0 2 (4.9) 0.735
Peripheral neuropathy 0 0 - 0 1(2.4) 0.357
Any adverse event 6 (14.3) 1(7.7) 0.883 1 (50.0) 17 (41.5) 0.956

Values are presented as percentages. Treatment-related adverse events that occurred in > 20 percent of patients were
included in the safety analysis.

UFT/LV: uracil and tegafur/leucovorin, FOLFOX6: 5-fluorouracil/leucovorin + oxaliplatin, CapeOX: capecitabine +
oxaliplatin
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AWFFE7 & KIS Ao DI FIE T d 5 CapeOX L & FOLFOX6 %
DIAEEER LK LA, AIFETHL I ERHALNITR T,
Capecitabine %74 & UFT/LV #EIED ik Cld, capecitabine &1L D J7 3 F % HI
TEDLZENHLNIR T,

CapeOX J&{L & FOLFOX6 ML D Tld, CapeOX 1L DAL IRILEE 1T
FOLFOX®6 #ik & 2032 ino 72, CapeOX VLD X FHFIEE X, FOLFOX6 ik &
Lol U T2l Td o 72 M3, ALFIRIEE O 10%R1% Th o712, Xie HlE. fiitkfibh
fbF9RIE L LT CapeOX MRIEZ M U736, FOLFOX6 ik & bl L THE M %
IR C& 5 EME LTS 8O, JEMRGFRE i, EREELZEHLTBY,
AHFFE Tl CapeOX ik D £ I FOLFOX6 #iEDE i & il LT/ 72 M ©
(X8> Te S A EETIR Do T, TNTRFEEEL 2 L7256 TH . FOLFOX6
Pk & CapeOX FRIEDOE HIXIFAETH H 2 L ARSIz, ALFHEIEDO B I B
9-% FOLFOX6 ik & CapeOX JRIE DI SERF I LUVRDHZIFTZEN 2 < | BIfE
RALRRECTH -7, BHICB L TiZ, FOLFOX6 #iE Tk, R— kDAL
FLpy | R T 70,000 M35, CapeOX FIETIHFAETH D, I HIZ
FOLFOX6 JiEDO# 5] 3 48 FFFILL L2725 75, CapeOX MEikIT 2 il -FR L
T b, 4 nl, FOLFOX6 ik & CapeOX JEIEDE HIXFIZ% Th - 7273, FOLFOX6
PRIEIZAR — FOFA LRI 2 LB E T 52 LICK D BEANEEBET L L,
CapeOX JRIENBIE SN D B 2 BT,

Capecitabine i & UFT/LV BED HER Tid, capecitabine J1E DL FIRIEE 1
UFT/LV i K 0 Zfi Tdh o 7o, —T5. SKRAFRTEE T capecitabine A D I D3 7

ST, ZHuE. BWERHORBLTBF L OMEEEREED 7o O\ LRHRIE 21T - To i 2R
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EEZ b, FERE, capecitabine VA & UFT/ILV 1L O RIWE RS SO 1 [RIFR
T o723, capecitabine 4D grade 3 3 L4 OFRIVERZSHSER 1T UFT/LV %
L VKD o T, SCRRIEEIMEARIER OD T 2%RETH Y | 25 EEE
B B2 7o Tc, ABFIEREONRIZEE T 2 capecitabine 14 & UFT/LV
FIEDIRIFFEEREB L O RDI 21X 72 o7z, LA ED | capecitabine #1A1T
UFT/LV ik &0 & AR ORI TV D Z &R S hiz,
i L RIEIC K DIRRDRIE, TBIRTEERB L ORDICEE SN D, K
WFFETIE, FWPRIER] TIRRTERRICEIT A B IR o7z, BITERIC X 0 IaER
Ho Ik S AV IE G IE R EI H C SRRRE DN FE i S TV o 72, E70, HIRSE
Bl 5 B 2 Fili%, UFT/LV #EiE & capecitabine &1L TH Y | D LT A NTEE X
AUy IRIEDSREGE S 7o, TRIRBHAAIED b SCRRRIEHE I Th L CniUE, 1A%
ISRSEC & T2 ATREMEN B 2 DIV, ARIDOWIIE T, SCRPFRTE | Z A B D —
ST ERinoTaizd, YR RRIE TV, BIRGEERZ 11T 5 2 L v E A
SR E BT LIchbEEZD, ZORDICIE, EABNIIEER~ Y A >
N ZFEWANIAT O LWERH D LB R D,

fiEm & LC. capecitabine %1%, UFT/ILV 5 L 0 KIGDS A B DILZERRIEIC
B4 2B M OHBIC T 53 238U/ 5 2 & CapeOX Ji#ik L FOLFOX6 #RiLD
BRHIZA%ETHLZ EEBH LN LT,
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BHE H#IT - BRREP ALK TS regorafenib & trifluridine/
tipiracil D& FAXIZHFR O Lk

B

i

EAT « FFRERIBDS AT HAbEEI2IE, CapeOX + Bmab %%, FOLFIRI +
cetuximab #%i%, FOLFOX + cetuximab J#iE72 E3d 0 | AFHIMOIER RO 5
T 89, —J EIEGLOFEMAE < IGREREHEE LY K& MBI
7o TND,

KRG AACTFIRED 1 RS 2 IR CTEICH WSS Bmab, cetuximab,
panitumumab (ZEmEATH H DT, EREHIROBLEN G, FEHREF FOM SN E
BCTh 5, W CIXIEARRFFZOMENE R LTERY | T « FFRKIGSATK
TOIRMIEICE LT, AL RIRFICREGFROZNRIEZ LUl L TS DS H D 5
0070 AR ME RIS A D L UIBHRIZ IV T 5-FUILV (2 Bmab & 3B/ % & 88,436
N RIE B AR (quality adjusted life year: QALY) D N2 ™,
Cetuximab (23T h . KRAS BRI D BTG L7256 ICER 13 1,600 /5 H
IQALY. 1,100 J5 FI/4=474E (life-year gained: LYG) T ¥ . X0 B D&\ Bk
BELEEVEN LRGSR TN D T,

AT - IR AICKT 2 3 REABEDOTER & LT, regorafenib 35 LW
trifluridine/tipiracil 23HELE X3 Cu 5 %8, Trifluridineftipiracil X, RECOURSE #5#
MOFRERITIED & HARLKE THEM S 4L, BN TN ERE LT (EMA) OEESE
mZEZ (CHMP) 23 /KGEENE LT\ D, —IRINIZHIf R ORI
T, FIs AVBED B AT R & HERI S 41 5, Goldstein I, B8 KA

AD 3 IRIEIFIZF31 5 regorafenib @ ICER I3 900,000 K/LIQALY Téb. 1 QALY &
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T2 DFEE B A TR DGR LMEONIRNZEEWE LI 8, LasL, i
T - \BE RGBS AT 5 3 ELEDOIEFKIEIZE L T regorafenib &
trifluridine/tipiracil Z E£2ELEL L 72 513720,

T, ARMHZETIR. 1T - PR KIS AEFIZEIT S regorafenib 35 LY
trifluridine/tipiracil O 3EFIRRE FHIBAMEZ B G0N T 5721, LA %

1T-7-,
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1. AERS
2013 £ 5 A H 5 2015 4F 12 A £ COMNIT, KT ERIEFEIZ IV THEAT - FRFER
5 23 AAZkE L C regorafenib & 72 14 trifluridine/tipiracil 2 2 =2 — ALl B G S 7= &

H A Blaextg e Lz,

2. RV AV

Regorafenib i3 1 H 160 mg # 3 EMIARM L 1 AEUARIE L=, Zhaxla—x
L ThafT L7z,

Trifluridine/tipiracil (3 trifluridine & L C 1 [5] 35 mg/m? % 1 H 2 [A§4 #4125 H
PRI L 2 BHRWKRIE L7z, 2 2BV IRLI2H%, 14 HREKRIE L7, Zhil

o—RE L CHi{T LT,

3. JEHEHE

L FEHIR T O E N Th 2 FHIBEE (L FFRIER ., CRHRIEE), RER
BRWIKRZEEIZOWTET VT XV BEIZHE L, i, BHZHTIC
1% 2012 D FATh IS L OF 2008 - DIEBISHEEIN R EGR 2 o, BHgRZWrEE (1
HCT ) BLOEREFEE O NEERIIFMBRETE LIMESND LB 2,
BRaM L7z,

Regorafenib 35 & O trifluridine/tipiracil 1A% %h #1221 Tid, CORRECT #5k ™
¥ L OYRECOURSE #% > MST 77— & % F\W B & MST CThr9°% Z & T,
FnNEhnofbFREEOE AR EZR I L=, £7-. regorafenib (Zxt7 5

trifluridine/tipiracil OENIYEZ MG 5729, (trifluridine/tipiracil OHIFFEH —
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regorafenib DHIFFE ) / (trifluridineftipiracil @ MST — regorafenib @ MST) <
ICER Z 5 L7z,

BIWER OFMIL, CTCAE v4.0-JCOG % v 7=,

4. FREHFRNT
FHI 205 D el 12 1 Welch’s t-test 2, ARE T 23 L OV Sk 2B D Fekic
I student’s t-test Z V=, 2B, WL P<0.05 DEAEAEEDH Y & LT,

R FHIRRETIX, IMP8 software (SAS Institute Inc., Cary, NC, USA) % Hv 7z,
5. fRERER

fiy BRFR BT & 5T U, R RYRBE O BRI e A E B2 O/KGE (K& 5

20160324-5) #157-1%. FEha L7z,

62



H3H B R

KGRI L 44 4511 C. regorafenib 23 10 i, trifluridineftipiracil 25 34 5l Td > 7=,
BE OFH P JLEIT, regorafenib A3 67.5 &% (#iPH 53~71 &%), trifluridine/tipiracil
25 69 ik (FEPH 37~77 %) T. FHPRMEEZ SO, £ TCOHHEH TEERI ST

(Table 18),
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Table 18 Patient characteristics

Regorafenib

Trifluridine/tipiracil

Characteristics (= 10) (= 34) P
Age, years
Median (range) 67.5 (53-71) 69 (37-77) 0.949
Gender, n
Male/female 8/2 18/16 0.121
ECOG performance status, n 0.121
0 4 17
1 5 14
2 1 3
Number of previous treatment lines
Median (range) 3.5 (3-5) 3 (3-5) 0.102
Body surface area, m?*
Median (range) 1.69 1.53 0.204
(1.34-1.82) (1.09-1.96)
Disease status, n 0.218
Unresectable 2 2
Recurrent 8 32
Metastatic site, n 0.483
Liver 6 19
Lung 3 15
Peritoneum 0 11
Lymph node 3 11
Bone 1 4
Skin 1 1

ECOG: Eastern cooperative oncology group
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Regorafenib D% 1%, FEAIE L UL FRER DY 329,212 [, SCRPREVEE 8
7,390 M ofth, # A% 235,031 . ARz 2% 73 3,358 1] T o7z, Trifluridine/tipiracil
ORRE AL, FEAIE LU Tb A 3 174,843 11, SCRAEFEIEE 3 131 M Ofth, s
#32,768 M, K228 113 1,727 F Th o7z, WIT D EEE T regorafenib D 573,

trifluridine/tipiracil XV =% CToh->7- (Table 19),

Table 19 Treatment costs per course

Source of cost Regorafenib Trifluridine/tipiracil p
Medication
Anticancer drugs 329.212 174,843 <0.001
Supportive care drugs 7,390 131 0.018
Inspection 5,031 2,768 <0.001
Outpatient medical examination 3,358 1,727 <0.001

Management of malignant tumour-

specific substance and therapeutic 4,500 4,500 1.000
management

Other ¥ 3,174 1,632 <0.001
Total 352,665 185.599 <0.001

a) Includes fees for providing drug information, prescriptions for outpatients, dispensing of oral preparations and basic
fees for dispensing technology.
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B Rz, regorafenib 73 377,856 FI/MST, trifluridine/tipiracil 7% 198,857 M
IMST T, HEZRENRDLIZ (Table 20, P < 0.001), Regorafenib (2%} 3%
trifluridine/tipiracil @ ICER (% -1,437,707 F /MST T . dominant T& - 7=,

Trifluridine/tipiracil | regorafenib &bz U CE s 2 R A B IS mn -7,

Table 20 Cost-effectiveness ratio

Regorafenib Trifluridine/tipiracil P
Cost-effectiveness ratio® 377.856 198,857 <0.001
MST (months) 6.4 7.1 NA

a) The cost-effectiveness ratio was the expected cost per person/the effectiveness determined by the MST.
MST: median survival time, NA: not applicable

66



Regorafenib D443z 2 m14i%, 12— AH234.6 £0.5[0], 27— H A34.0 £ 0.5[A],
trifluridine/tipiracil 1% 1 =—AH 2328+ 1.1 0], 22—AH72320+ 0.7 [FI T, HE/R 2

DAL (Figure 4),

P=0.001
P <0.001
S I
1
:
4 1
3

Number of oufpatient visits (number)

15t course 20 course
Figure 4 Number of outpatient visits during the courses of treatment

|:| : regorafenib
[] : trifluridine/tipiracil
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F/RREIWER % Table 21 (Z7RL7=, Regorafenib (I8 SRS T EIEGERED 70.0%, &
=& 7725 60.0%, aspartate aminotransferase/alanine aminotransferase (AST/ALT)
FHMB50.0% TH 7=, ZHIHDHE grade 3 LA EOEWER 1 90.0% ChHh-7-, F7-.
AR REAAE D 2507~ Trifluridine/tipiracil 134 ERJEAME S 61.8%., 2 1LA3 58.8%.
LS 44.1%., 1B 26.5%., BARIR)N 20.6% T, grade 3 LA EOEIWER 13 37.5%

Thol,

Table 21 Adverse events

A) Patients treated with regorafenib (n = 10)

Adverse event Grade All grades
1 2 3 4
Thrombocytopenia 1 (10.0) 0 1 (10.0) 0 2 (20.0)
Anemia 1 (10.0) 0 0 0 1 (10.0)
T-Bil increase 0 1(10.0) 2(20.0) 0 3 (30.0)
AST/ALT increase 0 2(20.0) 2(20.0) 1(10.0) 5(50.0)
Malaise 4(40.0) 2(20.0) 1(10.0) 0 7(70.0)
Anorexia 2 (20.0) 0 1 (10.0) 0 3 (30.0)
Nausea 2 (20.0) 0 0 0 2 (20.0)
Stomatitis 2 (20.0) 0 0 0 2 (20.0)
Hand-and-footsyndrome  2(20.0) 1(10.0) 4 (40.0) 0 7 (70.0)
Rash (face) 1 (10.0) 0 0 0 1 (10.0)
Hypertension 2(20.0) 1(10.0) 3(30.0) 0 6 (60.0)
Proteinuria 0 1 (10.0) 0 - 1 (10.0)
Hoarseness 6 (60.0) 0 0 0 6 (60.0)
Fever 2 (20.0) 0 0 0 2 (20.0)
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B) Patients treated with trifluridine/tipiracil (n = 34)

Adverse event Grade All grades
1 2 3 4

Neutropenia 2(59) 8(23.5) 8(235) 3(8.8) 21 (61.8)
Thrombocytopenia 5(14.7) 1(2.9) 0 0 6 (17.6)
Anemia 7(20.6) 8(23.5) 5(14.7) 0 20 (58.8)
T-Bil increase 0 0 1(2.9) 0 1(2.9)
AST/ALT increase 0 1(2.9) 0 0 1(2.9)
Creatinine increase 2(5.9) 0 0 0 2(5.9)
Malaise 5(14.7)  3(8.8) 1(2.9) 0 9(26.5)
Anorexia 3(8.8) 4(11.8) 0 0 7 (20.6)
Nausea 12 (35.3) 0 3(8.8) 0 15 (44.1)
Vomiting 3(8.8) 0 0 0 3(8.8)
Stomatitis 1(2.9) 0 0 0 1(2.9)
Diarrhea 2(5.9) 1(2.9) 0 0 3(8.8)
Alopecia 1(2.9) 0 - - 1(2.9)
Dysgeusia 2(5.9) 0 - - 2(5.9)
Headache 1(2.9) 0 0 0 1(2.9)
Eye disorders (conjunctivitis) 1 (2.9) 0 0 0 1(2.9)
Hyperkalemia 0 1(2.9) 0 0 1(2.9)

T-Bil: total bilirubin, AST: aspartate aminotransferase, ALT: alanine aminotransferase
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AWFFETIE, ET-FRREDAD 3 WIERAEICHWONLFRIETHD
regorafenib F3 X O trifluridine/tipiracil o ERFI 3 2B IC DWW TR L 72,
Regorafenib 35X O trifluridine/tipiracil ™ MST I33E{EIL T =23, s gh Iz
I, trifluridineftipiracil D5 DMEIL TWHZEDBGNI2 ST,

AT - R RIG D AN T DDA TFIRIEIL, DAL TEIRSELIEIITET BB
DUELT - R OIHIR QOL DHERF, EFBIRDIER/RENHFFSND, Ll DA
(L SRIEN LD B A A IO A OB RV BOE DR A FRE L)
HRF XNV ALV 7e<720, Regorafenib 35O trifluridine/tipiracil o #EHEHEA= 17
X 2 D ARRETHD 79, Lizid> T IR D D8 AT L T 7 B
BOITODDGREE 2D,

AHFZETIE, trifluridine/tipiracil %2 Fi X155 13: regorafenib KO LTz, 72721,
AL THWEEROT — 23— O BFERIVEHL TBY, 4%, Lh£<
DR OB T —2ZF T 52T, JVIRHEHIPICE H T RE7e 7T — 285 EB 25
iz,

ABFFETIL, BEH D QOL ITHOWTHEELID o7, FbiT, HFinAFIZIHFRIE
BEREB KO R EILEE O QOL K FIHDHTLAMAE L TS 8, KEFFETH,
regorafenib (%, T RIEMREDORBISAE N E<, BEH D QOL AKX FE /= LHEHIE NS,
F7=. regorafenib Z# G-S 7= HBE 1L, grade 3 UL EDOF EIEMRE, B fLE ., FFHEAE
FHOFRBBPEDR SN oT, TDTD  SORZZ RPN EELZRY | BE O AT
INUT= AT REMEN % 2 HALT=, Regorafenib T, FEBLL 7= T RIEMERESC & £ 12k
DIFREE OB AR I, 727120 . FRIEGERE DR R E72~ R A

ZATHZ 81D QOL DX Fa i/ NRIZTAHZEITARE THHEE 2D,
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Trifluridine/tipiracil O SCFRFIEE P/ R 72 21, regorafenib LELERL TZAf CTh
ST2lzh | B HXINRPNE IR ThDHEE 2 BT, RFFROHIL, 3 IAHLL
BEDHELT - R KRIGDAALTFIRIEEL T, ELLERIRT D0 DI b5 2 5,

fmme LT, 3 IR LAREOHELT - B KRG A ZXE 35 trifluridineftipiracil 1%

regorafenib LV 7B XN RA TR T ZENHABNE/R 5T,
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AL T — AERO— B & U CREICREREYRIEZ RIS 2 LER S
Do MAEFFREICB N T, ERRIEF IR GEA Y a— VBRIV 95
RWER BT 204 TR BWEHORBIFR - RINSRICHS L, 20 TE
BINIMMEFIE L RET 5 Z ENIEFICEHE TH H, £, TFEEfisnsit
PDARIIEETH Y, ERERESLOCBREOARIIMAKL TND, ZDw,
DAACFIEIEO B AR NR AR L, ZNAEBELICIRRL VA U & B2
BTHZELIFEETHD,

AR TIE, BWERE=2Y 7 OB, SRR X 23E0ER L Lo A
EIRDOBE L DB AR ER S NCT D0, THRAEEYEEER | B X
O [3RAIARSN R ) CERB LT — 2% b L ITMiT &2 T\, AR Rz 57,

5 1ETIX, 2007 457 A5 2013 4F 9 A £ CToMIC, KETTERMFBEIZEHBWNT
Bmab Of b FREED AT S V72 KR F1 0 KNG 23 AV BBFEIT-DW T, Bmab 7%
F e OFBUBAE | B EFE O AR 2 8 K AT LT, T ORGSR, Bmab
BRAGI I E R IC L AT AT > TR WERE OEIMLE grade 3 O E L
129% ToH > 7=DITx L, BEEHEIC X D765 OB TIEREEENHEE - Bne
7o Tz BEIIN 2o Tz, F£7-. Bmab BltARTOMHBEEIOE N X, &IED
KRB A B RS potz, U b0, BERICEDIREEIT> TS
F 1L Bmab £ HRTOMAE = > b 7 — L8 BAFC o VXIaRBAGRHCAR A H O+
SRICEARAe < | BIEERIC L DIRIRZTT > TR W LRk MEE =4V >/
TXISA[EETH D Z LM LT,

B2 BT, 20134 7 AT, KHETTRIEFEIZFH T S-1 F 721X capecitabine %

AR L CTWABREFEIZHOWT, IR TOVEEBERIOEWAT Re 77 A8 X
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DBEOERICKIETHEICET 527 v — N E T2, 7 RET 7 A
S-1 & capecitabine, MBI L REE & HETT - BRIGK CTENZLNRD ST,
S-1 F 7213 capecitabine D HLAIEIEZ1T > CWAREE X, OFARE L iR LT, 7
ReT 7 U ANFEIK» 72 (P=0.005), JFHEIEEZIT> T 5 BE TIEIEA
R & 2R 22 BFFEE R TON T2 Z &b FEAIRNC X 2 BE ~ Dk
FIZRFREIET N7 7 U ADR EIZORAR 5 2 L2\ 5T L,

55 3 B CIE. 2015 4F 4 A M5 2015 4 8 A £ TOMNC, FHE T EF T o FEA il
A 3k1Z 3T regorafenib, trifluridine/tipiracil, S-1 £ 721 lenvatinib OfEE 247>
To B AT Bl RIS, FEHIEMS R OB 238 K i FEAIEmS koA Rtz 7
Y= MR VRAE L, PIEFERERS KO 1A% 07 v 7 — FAE THEE
PIFONTZBE MUHOH> ST Re 7 T AR RIFRIEETT 9832% TH -7, [Fl
ERIZOWTARZ TH S 25, FEARNC X 8RN 5 8 (£ 9) bis
1 AGIHE 2 A (BEV E D B2y IctE L, AT X 2 ke 725
T T AR LEAREICUET L R A Sz, Fio, WHIRESHESR
(3 94.9% & i\ & 28 R STz, kiR e SRR 1T RN L DRI D720 D T & |
B DIEWFIE DO IR D Z & I BT Lz,

B 4T T, 2013 4E 1 A 205 2014 4 12 H £ TS, KEHERIREEICR N T
RG2S Ao DATEARBIE FIRVED AT S 72 B 104 §12 X511, FOLFOX6 ik
& CapeOX i, 315 L OV UFT/LV J&i%E & capecitabine BIEDOANMENFRIZETH 5 &
RE LT, HAREE AT 21T o 72, B 1 B8 721 & FOLFOX6 Jit ik 0D HHAl
REEE 1 1,609,649 ., CapeOX ##i%1% 1,363,060 I TH Y, [A%ETHDH Z ENRA
Hi X417z, Capecitabine {53 X OV UFT/ILV #RIEIZOUWTIL, capecitabine LD
SEHIBEHEE 1T 360,039 [, UFT/LV #7413 884,841 F1CT& ¥ | capecitabine # LD 5

PNFEHIE DHIBIZ AL TV D Z &3 L & 4u7-, Capecitabine JE{EIL. UFT/LV %
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£ &0 RIBH AV BE O FHIECRET 2 & M OABIC T 53 58RIk D 2 &
CapeOX JEi% & FOLFOX6 EIEDEHITFRIETH L Z L 26 MNIT LT,

555 T CIL, 2013 45 5 725 2015 4F 12 H £ CTOMIC, AT - BRRIB AL
%t L C regorafenib & 721 trifluridine/tipiracil %z 2 =— ALl EFe 5 S 7= B3 44 ]
Z %5812, regorafenib 33 X 08 trifluridine/tipiracil o> AR 3 FAOMAT 24T > 72,
Regorafenib ML E7EE: 1L 329,212 [, SCFRHEIEET 7,390 . trifluridine/tipiracil
DAL R IEEIL 174,843 |, XFFFEE 1T 131 [T regorafenib @ 5 73
trifluridineftipiracil J0E%E Cdh-7-, Regorafenib o> # FA%hELLI% 377,856 F1/MST,
trifluridine/tipiracil 1% 198,857 FI/MST TH % Z L N A &7z, 3 RIBELIEDIE
1T « FERERIGHS A9 5 trifluridineftipiracil 1% regorafenib X 0 #E407-= 2 F i 2h 5
ERTZEEHLNT LT,

ZICHET A 1 B8 5 B E TOMRIL, SR ARSI DA
TERE=4 VU 78 JOFEFIAN X 2 3R 0B RG0S AALFIRESR O
K RAE B DN Uiz, AN T —LEREO—B L L TRALRREZ BT
52 LITHEETH D,
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5-HT3 antagonist ~ 5-hydroxytryptamine 3 receptor antagonist

5-FU 5-fluorouracil

5-FU/LV 5-fluorouracil/leucovorin

ACEI angiotensin converting enzyme inhibitor
ALT alanine aminotransferase

ARB angiotensin Il receptor blocker

AST aspartate aminotransferase

Bmab bevacizumab

CapeOX capecitabine + oxaliplatin

CS customer satisfaction

CTCAE Common Terminology Criteria for Adverse Events
ECOG Eastern cooperative oncology group
FOLFIRI 5-fluorouracil/leucovorin + irinotecan
FOLFOX 5-fluorouracil/leucovorin + oxaliplatin
ICER incremental cost-effectiveness ratio
LV leucovorin

LYG life-year gained

MST median survival time

QALY quality adjusted life year

QOL quality of life

RDI relative dose intensity

S-1 tegaful/gimeracil/oteracil potassium
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https://www.weblio.jp/content/5-hydroxytryptamine+3+receptor+antagonist

SD

T-Bil

UFT/LV

VEGF

WNL

standard deviation

total bilirubin

uracil and tegafur/leucovorin
vascular endothelial growth factor

within normal limits
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