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Kengo Umehara', Shinya Takada?, Kaori Yama® f, Tae Hatsuyama', Hideki Sato®

Study on Overall Survival Related to Both Factors of Primary Tumor
Site and Bevacizumab-Induced Blood Pressure Rise in
Metastatic Colorectal Cancer Patients

Abstract

It has been reported that the poor prognosis of metastatic colorectal cancer (mCRC) RAS wild-type is due to the right-
sidedness of the primary site, and bevacizumab (BEV) -induced increase in blood pressure may be a predictor of effect.
There are no reports examining the effects of both the primary site and hypertension (HTN) factors on prognosis. In
this study, we investigated the effects of primary site and BEV-induced increase in blood pressure on overall survival
(OS) in 37 mCRC patients. The median OS was significantly prolonged in the HTN group with 29.8 months in the HTN
group and 18.9 months in the non-HTN group [hazard ratio (HR) 0.33, 95% confidence interval (CI) 0.16-0.71, P<<0.01].
In addition, OS was significantly prolonged in the left primary lesion group, 31.1 months for the left primary site group
and 21.1 months for the right primary site group (HR 0.28, 95% CI 0.11-0.72, P<<0.01). The median OS was significantly
prolonged in Left+HTN with 36.5 months compared with other Left+non-HTN, Right+HTN, and Right+non-HTN
groups (P<0.01). These results suggest that BEV-induced increase in blood pressure may be a predictor of effect in the
left primary tumor.

Key words
metastatic colorectal cancer, bevacizumab, hypertension, poor prognostic factor, primary location, predictive factor
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RAS B1x T B AER O Y BAREEST F R AN (mCRC) DFEFE TIE. ARBEDTFHEA RN T T, bevacizumab (BEV) &
SEVEIME EASRE TN T- L HE Sz L L, MR TOFEHENOREBIIH S 2Tl 2V, 4. mCRC EEHT %%
BRI A AW (0S) ~NDEHE %2 Mgt Lz 0OS hufiiid, ME A 208+ H. JEME LA 189, H [NHF—F
e (HR) 0.33,95%CI0.16-0.71, P<0.01]. ZJEFEHEME 5 311 . AEFEHAE 5 2114 A (HR 0.28, 95%CI 0.11-0.72, P<0.01) T
Hotze o ERSEHE,OME LA 3657 A TH Y. LRSEHE L DIME EF- AREIEHE A2 ME LA K OFEFE
ERABIVAEBICHEE Lz (P<001). BEV #FFMEIME B3 FSHE TR TN T & 74 2 TREMEAVRIE S iz,
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KB D RAS #1515 £ o ) B A BE HE 4T 7
56 K Wi (mCRC) % & R & L 72 CRYSTAL & B,
FIRE-3 i B, CALGB/SWOG 80405 i B, PRIME &
B%, PEAK #XEk, 20050181 ik ER A5 A9 12 &
AT S A, AL2RHR R PT VEGF PuikSE bevacizumab
(BEV) & % \» 29T EGFR Uk % BEH L 7235 &
HIERBEHETH 5 BE T EAEAAYH (0S) KON 1
AL (PFS) A FHRARE 25 Z &3 HE &
7Y, 2oz & d» 5, Pan-Asian adapted ESMO
consensus guidelines T — K iG# & IR T 5 BT
RERMAERT LML bNY, F72,
Osterlund 512 X % &, BEV #3814 Il . 5H- A% PFS
DRI S LY, Dahlberg & 1% 0S DI E % 2.0
EHELTWEY, chbnZ Ers, T
5 TRESEH R O ER L ORI, RiGED
RAS #{a T EH AT O mCRCIZB W TRIFEZ Tl
LR & UTHILOW RSN D 5o IS HERNL & 5
TEENIEF RO ERLEVBBZOTFHRIIG 2 55
BAmET L2 & LCld, Takada 5 2F cetuximab
(Cmab) 2 X B EN WA IIERER LA
JAFEHIZBWT OS IS TH o722 L2 HE LT
WY, L2 L. BEVICH L CHEFEHEENL & BEV
IV B O WM KT F1RICH 2 5 528 % 5Fll
L7z id 2 v,

AWF%E Tl RAS & T ¥ A4 8 0 mCRC BHF D —
WG B W TLSBREIC BEV 20 L 72860
JRFE B K O BEV & 58 P I 1 5 29%) S 7 3 (]
T L BB A G A 720, WE T30S 125
2 BB OWTHEA N X BISR %175 720

[

alss

1. FABEUREE

2009 4E2 H2 H 2 52016 429 H15 H (2 b i &
WAy —%=FH L, mCRC L ZWH 3, —
W ik #E & L C FOLFOX6 # i: [oxaliplatin: 85 mg/
m” dayl, levofolinate calcium (1-LV): 200 mg/m®
dayl, 5-fluorouracil (5-FU): 400 mg/m* day1 (bolus
injection), 5-FU: 2400 mg/m* day1-2 (continuous
infusion), 2 4] F 721% FOLFIRI ##i% [irinotecan:
150 mg/m” dayl, I-LV: 200 mg/m* day1, 5-FU: 400 mg/
m® day1 (bolus injection), 5-FU: 2400 mg/m” dayl-2
(continuous infusion), 2 # [ 4 ] 2 BEV (5 mg/kg
dayl) % BFH LiG#1T L7246 40 S RE X 1572,
Kl - EREO BEV £ H55E B B 1T 2 [ €
FBEERAIC T, BIEAFIELZEZED I B
90% ANIHEIBIAG 16 H F TICHBEHE RO TED,
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FOLFOX6+BEV 3 X (" FOLFIRI+BEV #%1 2 — 2 2
HEZTETHDH I EnD, MEFHIZS A 7 VL
e Lz AEMMEONIZ4624D9H, 84 7L
KiGDBET L2 A 7 Vh SMFE IR LB
A OBEIXHBLOELGEREOD L BH1 L
W BE 3T AR REREE L L

2. JHEIER

AT H & MR AE . RS HE AL A
Be iR e YA Sk 52 55 W oo WUAE B - B R B am
performance status (PS). T E. & PHE. BRR
Al BERFEHOAE, Wik E2EBFAINVT X
DAL 72,

3. @S E

FEEFHEHEE X 0S & L. —WiaHEHEH 558
CHEZE A2y M+ 7HTHS21841 H9HF
ToOWM & L7z IE EFA & Common Terminology
Criteria for Adverse Events versiond.0 #Z# 12 L. i
38 99 1L 20 mmHg YL E o F 5 F 7213 150/90 mmHg
UEAD LS. 5 WIEREEEREOBRIG N O & & E
F#L7oo FIEHIERBALIE Arnold &V O 2 B # |12
L. AT AT SRR B E®L. f
s, AT, SATHE & 38 L7z,

4. HRStERth

W &t & AT 13 Bell Curve for Excel (Social Survey
Research Information Co., Ltd., Tokyo, Japan) % fi \»
THT o720 2BEMHERICOWT, NHFRED BRI
13 Mann—Whitney U-test. %4 3% N £ o L% 12 1% Chi-
squared test M OHIRFEEELASS K O THH I DWW T
1% Fisher’s exact test & Fiv:7z. OS D iK% Kaplan—
Meier survival curves & O Log-lank test & fJ v», 7
' — K Ibid Cox proportional hazards models (2 & 0 3K
B, 5% K AR E L.

5. {RIEMEZE

RIFZEIE [N % 05 & § 5 AR 5 % A B
8t | # WP LCHEML. LiBESA Y Y ¥ —Dfi
HRERHZOKE GRAF T © 3087) 215 Tiro
720

e

1. BEES

EREBET R %Z Table 11277, BM16 4 (43%).
21 44 (57%) 4 i v U il (DY 43 for & P ) 1
65(59, 72) i PS01£3044 (81%). PS11x7 4 (19%).
—WikYE & LT FOLFOX+BEV # 2 Ehi L 72 %
1330 % (81%). FOLFIRI+BEV k% 920 L 72 %



1274 (19%). RIS B IR IG 14 44 (38%). Ty 69 (64, 76) mmHg T&H 720

18 44 (49%). BWs5 % (13%) TH o720 BIMEDA
PHER L OBEIX8 % (22%). HHEHTA O FEEIEZ R
HALTWABEEIZ64 (16%). 1HIE B HT o Ik 1T
SEIGIE 12116(107, 128) mmHg, 558 B34 1L+ (&

ERBAZME LAOAETHHLBEETROK
BEAT o 72 ML LA 2RO BEIE 234 (62%).
MEEF 2RO %072 B8 1314 4 (38%) THo
720 AE#E. PER. ECOG-PSIZOoWTIAMER] CTH

Table 1 Baseline Patients Characteristics
all patients (n=37)
Characteristic number of patients (%) or median (interquartile range)
Age 65 (59-172)
Gender Male / Female 16 (43)/21(57)
ECOG -PS 0/1 30 (81)/7(19)
RAS mutation status Mutated / Wild 26 (70)/9 (24)
Unkown 2 (6)
Mucinous histology 6 (16)
Surgery history 25 (68)
Medical history Hypertension 8(22)
Diabetes 5(14)
Primary site Colon 14 (38)
Rectal 18 (49)
Caecum 5(13)
Chemotherapy used
FOLFOX+Bevacizumab 30 (81)
FOLFIRI+Bevacizumab 7(19)
Initial Blood pressure (mmHg) Systolic 116 (107 —128)
Diastolic 69 (64 —76)

ECOG-PS: Eastern Cooperative Oncology Group-Performance Status, FOLFOX: Oxaliplatin+5-

fluorouracil+levofolinate calcium, FOLFIRI: Irinotecan+5-fluorouracil+levofolinate calcium

Table 2 Baseline Patients Characteristics with and without hypertension

HTN (n=23) non-HTN (n=14)
o - — - P
Characteristic number of patients (%) or median (interquartile range)
Age 66 (60 —75) 65 (58 - 69) 0.159
Gender Male / Female 11 (48) /12 (52) 5(36) /9 (64) 0.479
ECOG -PS 0/1 19(83)/4(17) 11(79)/3(21) 0.54%
RAS mutation status Mutated / Wild 17 (74) /5 (22) 9(64)/4(29) 0.449
Unkown 1 (4) 1(7)
Surgery history 16 (70) 9(64) 0.519
Medical history Hypertnsion 8 (35) - 0.01
Diabetes 3(13) 2(14) 0.73
Primary site Colon 9 (40) 5(36) 0.29¢
Rectal 10 (43) 8(57)
Caecum 4(17) 1(7)
Chemotherapy used
FOLFOX+Bevacizumab 19 (83) 11(79) 0.54®
FOLFIRI+Bevacizumab 4(17) 32D
Initial Blood pressure (mmHg)
Systolic 116 (107 = 1127) 118 (108 - 127) 0.74%
Diastolic 69 (63 —76) 69 (65-177) 0.61%
Blood pressure within 8cycle (mmHg)
Systolic 162 (156 — 169) 135 (123 - 148) <0.01?
Diastolic 94 (85— 100) 81 (76 —87) <0.01?

ECOG-PS: Eastern Cooperative Oncology Group-Performance Status, HTN: Hypertension, FOLFOX:
Oxaliplatin+5-fluorouracil+levofolinate calcium, FOLFIRI: Irinotecan+5-fluorouracil+levofolinate calcium,
9Fisher's exact test, "Mann-Whitney's U-test, “Chi-squared test
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BAENRO SN otz BIEDEIHELZ DM
H8 % (35%) WX EBTME LA 287z, HHEH
BETT OWUHE I S O PR WP M (X TR C 2213 2
Motz —H. WHERIGHS A 7 IV EINIZIE -
5% R 72 AT E 21 162(156, 169) mmHg.
94(85, 100) mmHg T& 0\ IE LFH 22D % Hh -
7z 38 113 135(123, 148) mmHg, 81(76, 87) mmHg
CIE LA THEICEMTDH - 72 (P<0.01)
(Table 2) o

WA, FIEO LA RNIRGHER % 58 LB E
BROMEKEIT- 720 EFEEHE2L % 62%). H
JR 5B 14 44 (38%) Td - 720 MR, ECOG-PS 12
HEZAZI RN o 7205 FRICD W TR AR R
T63(56, 68) . £ 556 KL T72(65, 76) % & 45 I
BHETHBEICEIHTH o 72 (P=003), 5 IEHEB
iz o>nT, ARFERE IS4 (22%). B
184 (78%). A IS HE T KB4 64%). B W
5% (36%) Td o 720 6B AA T O WU ] K OV
BRI M D W CH BT & B RAG %S
A 7 VN TIImEERCERBO LN Lo 72
(Table 3) o

WS, BISHERAL & ML bAoA 4 % &
bEABOBREE % Table 4 12”8 T, ABFEH
+IRME EABEIX10 44 (27%) ZEJEFE R+ T -
ABIL13% (35%) FHEIEH+IEMIE - AHE 134
% (11%) AJESEHE+IFE EA#IE10 4 (27%) T
Holze B AREMOBEE T O WEIIEGEA

VR WT OB TE TV,

2. SX7FHIR

G EHEOOS YL (U5 #EpH) (&, 2535 H
(181, 335) TH o720 IME LA OHEETHEL 72385
Ao 0S i E _FA#T29.8 (239, 42.0) » A, JEiL
FE L5 BET189 (154, 240) » A [/ — F It (HR)
0.33, 95%CI 0.16-0.71, P<0.01] & I} 52T 0S @
HERIEREZED7 (Fig 1), BIEHEZ 4 THM
L7356 @ OS 32 5 A€ 311 (189, 39.5) 7 H.
A7 B 38 BB T 211 (161, 21.2) » A (HR 0.28, 95%CI
0.11-0.72, P<001) & EFEFERTOSOA R L ILEE Y
R 7z (Fig. 2)o WICHMERKZ 0S. FHZER % I
JE B OG8N ORI HEEAL & L, cox proportional
hazards models THEAT L 7245 H. ME - 5A7-7 13 Ik 1
JE EA# 125 L HR 029 (95%C, 0.14-0.62, P<0.01).
FEJFFEHAIAT FFEHATR L HR 0.23 (95%CI, 0.08-0.60,
P<001) TH D, OSOIEREIZH L CTILE LA D
A FSE BRI LN T CTh o 72
(Table 5)0 IFRICILE L5704 M & FI I % HL
AEDEABD O0SI1X, AR +IMME LABET
36,5 (29.8,495) r H& 72 . RIS HE+IEIMTE b5
7189 (152, 31.1) » H. AR S H+1ME B 5-#E21.2
(188, 26.2) » H. fil s ¥ +IEIMmIE FARE161 (154,
229)r HE B L THEICIERE L7 (AJFEEHE A+
AR vs oo 3 DD, P<0.01) (Fig. 3)o

Table 3 Baseline Patients Characteristics of Left and Right side tumor location

Left side tumor (n=23)

Right side tumor (n=14)

Characteristic number of patients (%) or median (interquartile range) P
Age 63 (56 — 68) 72 (65 -176) 0.032
Gender Male / Female 12 (52) /11 (48) 4(29)/10(71) 0.16"
ECOG -PS 0/1 19(83)/4(17) 11(79)/3 (21) 0.54b
RAS mutation status Mutated / Wild 15(65)/8 (35) 1179 1(7) 0.10
Unkown - 2(14)
Surgery history 15 (65) 10 (71) 0.49b
Medical history Hypertnsion 4(17) 4(29) 0.34b
Diabetes 5(22) - 0.08"
Primary site Colon 5(22) 9 (64) <0.019
Rectal 18 (78) -
Caecum - 5(36)
Chemotherapy used
FOLFOX+Bevacizumab 18 (78) 12 (86) 0.46"
FOLFIRI+Bevacizumab 5(22) 2(14)
Initial Blood pressure (mmHg)
Systolic 120 (109 - 129) 114 (107 — 126) 0.749
Diastolic 70 (64 —77) 69 (61 —175) 0.612
Blood pressure within 8cycle (mmHg)
Systolic 155 (131 -163) 155 (147 - 169) 0372
Diastolic 88 (80— 95) 87 (82 —96) 0.949

ECOG-PS: Eastern Cooperative Oncology Group-Performance Status, FOLFOX: Oxaliplatin
+5-fluorouracil+levofolinate calcium, FOLFIRI: Irinotecan+5-fluorouracil+levofolinate calcium, @Fisher's exact

test, "Mann-Whitney's U-test, “Chi-squared test
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Table 4 Baseline Patients Characteristics of 4 groups combining primary tumor location and with/without

Bevacizumab-induced Hypertension

Left + non-HTN Left + HTN Right + non-HTN Right + HTN
(n=10) (n=13) (n=4) (n=10)
Characteristic number of patients (%) or median (interquartile range)
Age 64 (54 - 68) 60 (56 — 67) 67 (64 — 68) 73(67-177)
Gender Male / Female 4 (40) /6 (60) 8(62)/5(38) 1(25)/3(75) 3(30)/7(70)
ECOG -PS 0/1 7(70)/3 (30) 10(77)/3 (23) 4(100) /- 9(90)/1(10)
RAS mutation status Mutated 6 (60) 9(69) 3(75) 8 (80)
Wild 4 (40) 430 - 1(10)
Unkown - - 1(25) 1 (10)
Surgery history 6 (60) 9(69) 3(75) 4 (40)
Medical history Hypertnsion - 431 - 4 (40)
Diabetes 2 (20) 3(23) - -
Primary site Colon 2 (20) 3(23) 3(75) 6 (60)
Rectal 8 (80) 10 (77) - -
Caecum - - 1(25) 4 (40)
Chemotherapy used
FOLFOX+Bevacizumab 8 (80) 10 (77) 3(75) 3(75)
FOLFIRI+Bevacizumab 2 (20) 3(23) 1(25) 1(25)

Initial Blood pressure (mmHg)
Systolic
Diastolic
Blood pressure within 8cycle (mmHg)
Systolic
Diastolic

120 (111 - 130)
73 (65 - 78)

133 (121 — 148)
80 (75 — 87)

116 (108 — 126)
67 (64— 74)

162 (158 — 166)
94 (86 — 100)

112 (107 - 119)
68 (66 — 69)

137 (129 - 145)
84 (82— 85)

115 (107 — 126)
71 (57 -177)

163 (154 — 175)
94 (62— 98)

ECOG-PS: Eastern Cooperative Oncology Group-Performance Status, HTN: Hypertension, FOLFOX:

Oxaliplatin+5-fluorouracil+levofolinate calcium, FOLFIRI: Irinotecan+5-fluorouracil+levofolinate calcium

Table 5 Multivariate Cox proportional hazard models for overall survival in

08 (%)

Fig.

100% 1

80%

60%

40%

20%

0%

1

mCRC
Factor Hazard ratio 95%CI P
Left side (vs Right side) 0.08 — 0.60 0.003
HTN (vs non-HTN) 0.14-0.62 <0.01

mCRC: Metastatic colorectal cancer, HTN: Hypertension, Cl: Confidence
interval, ®Cox proportional hazard models

= HTN === non-HTN

> median OS  29.8 month 18.9 month

:.-.., interquartile range  23.9-42.0 15.4-24.0
HR 0.33 (95%C10.16 - 0.71)

P<0.01

-
]

Time (month)
Overall survival and hazard ratio of

bevacizumab-induced hypertension and non-
hypertension, kaplan-meier survival curves,
log-lank test, cox proportional hazards
models, HR: hazard ratio, OS: overall
survival, HTN: presence of hypertension,
non-HTN: absence of hypertension, Cl:
confidence interval

05 (%)

Fig

100% 1

80%

40%

20%

.2

—— Leftside === Rightside
median OS  31.1 month 21.1 month
0 interquartile range 18.9-39.5 16.1-212
H HR 0.28 (95%CI 0.11 - 0.72)
L P<0.01

-t

0 10 20 30 40 50 60 70 80

Time (month)

Overall survival and hazard ratio of left
primary tumor location and right primary
tumor location, kaplan-meier survival
curves, log-lank test, cox proportional
hazards models, HR: hazard ratio, 0S:
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Fig. 3 OQverall survival and hazard ratio of the four
groups that combined the left and right
primary tumor location and the presence
or absence of hypertension, kaplan-
meier survival curves, log-lank test, cox
proportional hazards models, a) Left+HTN
group vs Other three groups HR: hazard
ratio, OS: overall survival, HTN: presence
of hypertension, non-HTN: absence of
hypertension, Cl: confidence interval

W4, Osterlund & % Dahlberg 512 & ). BEV #
FEPEIME FA SRR F R T & U TR O REMEAS
s nz*Y, AT, WS, mCRCIZBWT—K
B & RN 2 BRI R & B S 2 Bk
WEShTWws?, £ T TIE. mCRCHO—
WIEHETIL R IC BEV 20 L7212 BT 5.,
JFHEHERL & & @ BEV #F5MEME A 0383 H% 0S
252 2B OWTRE L7zs 2045, BEV
FHFVEME LA CTIIRE TR T- & % %
WHEMEDSD 5%, AEEETIIETINT-& 425
WRELEDMR N Z L AURIB S N7z,

ST RERY S BE AL 228 1T B 3 2 I MR R T
KRAS #1{n T #5428 > mCRC 1% L BEV = L
e, KRR CIARBEE LKL TEER
OS DIEENHD SN, T 512, —KBEBICH
W Cmab 26 L7-#1&, BEVAZ PR L7728 X
DEBRETHBEICOS PR L, AERHETIE
WENLho I EBHMEIRTVE Y, F72,
KRAS i# fz 7- % 4 » mCRC (2xF L. Cmab Tif¥#
L7zt FRBREZATAIRBE LD QAR RE
HTHBEIIBWTRIFRPEIRBD LNz LA
W anz?s ThsoEiE, AR THE LN
KR EFERICERERTH LI EN0S ZEET S
EVIREREZLZHT L DOTH S, $7-0 ARR
1%, BEVBEHBZICBWTAHERKETH S 2 A
FHEARKTTHAHZ L %)L (Fig 2). Loupakis
SOMEY L RBOMENE SN, S HITKRN
22 Cl&. BEV A7 VR E 52580 5 Pl K+ & 7

8 HARKRESREZRMET Vol.16

D) BUWREEARIR E N7 (Fig 1)o Z DOFEFI,
Osterlund & = Dahlberg & ® 559 & — 3% 3 %,
BEV #F LML A OEHAERE &, VEGF FHEIC &
BN AR T B X OBHIILEE OB AL T 12
LB MEMN R R L SR A TIC X M
PHEOBEREM 2 B I X DV RIET B LI Tw»
2, o EHh5, BEV FHMMTE 51F VEGF
OB TH D R FUMAT & 2 0 £ 2 1THEME
DR EN S,

PEKD B AR E A O KIGEIEAE 7e AH &
MO EMER RS R A 5 2 22k D JBUSSHLER
WMCTFHRPELEDLDO TRV LIS hTnz,
SN R BT R TR S BLZ IR T
HO. ZERME DA EEE I BRIk A
FRBEIITHERBRRE R L2 LN T
Wb Yo F 7 AR A I E ILfE 7
EOERZHELRTWVWIENLHERENRT WV
A5 A RS AL S A HE R A BT < <
BRPBNLIEHEEND Do TD720, FEKRICIH
U Stage [V DK TdH - T b G EIEHED ) S HEAT
THOPREL, HOENITTEITENT & Hilhs
NTWBY, 512, S FEWRNRHLEE LT,
KRAS. PIK3CA % BRAF 7 & D kk 4 %2 T H A B &
RFERIAMEREICZ W EARBENTS
DB E NS OBETERINEE LTV AR
HHEZ SN,

JESE BARAL & BEV 58 PR LT b 5 o0 A7 4 2 i A
BT ATED OS1E, AFEISH+IE EABEA R
DR LTV 05 (Fig. 3). 0S DIEERIZIZA
S A0 BEV #H R MEIME EA O W KN T2 553
LEEZONE, TO—FHT, AEEHFEIIBVTIX
BEV #F ML FA OB M X 5 OS ~DE AR
oML oTze SNHEDI EH S, BEVHERME
M ERIIAEREBE L3RR, EEEHEEY
TIERRFMA T & L TR WREEARIE S I
720

ARME ORI, H—liiTirbnhz2Ep o
W7ETH D YVIBRABEAEST R FERMHE O — K inik &
L T FOLFOX6, FOLFIRI DA Z 3L L L Tw
bl EEAHMICEEZGZEEZONL
WIERDBEOEEIH LI TE RN &, BANE
BISMETH YV MEMNED Y A4 I VIR REDL
&L MFERREIMT Tl 7% < Ik Z 2ol TH
% Z &, KRAS, PIK3CA X BRAF 2 £ DO FH AR
BIETERIZOVTHEL TV AW ERBIT SR
%o GRRGEEUER TR RN X OBt %
T, METRZ &% FHv CERESE M A IEAE 2
REEME 2848 - 36§ 5 2 & T, REEROZ 4
BT B DD B

ARiFFEIE. BEV FSTEIME LA ORI T
HRT-E U TEILDREMEIC DWW CRIS R 2 %



L THME LD TOMRLTH b, BEV 2% 5
T 5BEITB VIR 2 58 L CTIilE 0%
& FHET 2 LEXH Y. BEOTHR TN
MO —DIZ R BN H 5 EEZ TWb,

Bl

AWFZENE H AE B R A il 2 0 S A S Wy 30 8
RIS FEDO—RE L TITo72dbDTH 5, At
B AY v 7 —HFEREORBER A, 5O

1551 % W72 73 7 FEFIER OB AR TR < HALET L

2z

FEFEY

IR

BAR N & FIGEAH I 2 o

3 | FsZRk

1

5)

Arnold D, Lueza B, Douillard JY, Peeters M, Lenz
HJ, Venook A, Heinemann V, Van Cutsem E,
Pignon JP, Tabernero ], Cervantes A, Ciardiello F:
Prognostic and predictive value of primary tumour
side in patients with RAS wild-type metastatic
colorectal cancer treated with chemotherapy and
EGFR directed antibodies in six randomized trials,
Ann Oncol 2017; 28(8): 1713-1729.

Yoshino T, Arnold D, Taniguchi H, Pentheroudakis
G, Yamazaki K, Xu RH, Kim TW, Ismail F, Tan IB,
Yeh KH, Grothey A, Zhang S, Ahn JB, Mastura MY,
Chong D, Chen LT, Kopetz S, Eguchi-Nakajima T,
Ebi H, Ohtsu A, Cervantes A, Muro K, Tabernero
J, Minami H, Ciardiello F, Douillard JY: Pan-Asian
adapted ESMO consensus guidelines for the
management of patients with metastatic colorectal
cancer: a JSMO-ESMO initiative endorsed by CSCO,
KACO, MOS, SSO and TOS, Ann Oncol 2018; 29(1):
44-70.

Osterlund P, Soveri LM, Isoniemi H, Poussa
T, Alanko T, Bono P: Hypertension and
overall survival in metastatic colorectal cancer
patients treated with bevacizumab-containing
chemotherapy, Br J Cancer 2011; 104(4): 599-604.
Dahlberg SE, Sandler AB, Brahmer JR, Schiller JH,
Johnson DH: Clinical course of advanced non-small-
cell lung cancer patients experiencing hypertension
during treatment with bevacizumab in combination
with carboplatin and paclitaxel on ECOG 4599, J
Clin Oncol 2010; 28(6): 949-954.

Takada S, Sagawa T, Fujikawa K, Tahatsu K,

10)

11)

12)

13)

14)

Fukai Y, Hashishita H, Takahashi Y, Endo M: Skin
disorders and primary tumor location as prognostic
factors in patients with metastatic colorectal cancer
treated with cetuximab and chemotherapy, Asian
Pac ] Cancer Prev 2018; 19(8): 2325-2330.
Loupakis F, Yang D, Yau L, Feng S, Cremolini
C, Zhang W, Maus MK, Antoniotti C, Langer C,
Scherer SJ, Miller T, Hurwitz HI, Saltz L, Falcone
A, Lenz HJ: Primary tumor location as a prognostic
factor in metastatic colorectal cancer, J Nat! Cancer
Inst 2015; 107(3): 1-9.

Tejpar S, Stintzing S, Ciardiello F, Tabernero J, Van
Cutsem E, Beier F, Esser R, Lenz HJ, Heinemann
V: Prognostic and predictive relevance of primary
tumor location in patients with RAS wild-type
metastatic colorectal cancer: retrospective analyses
of the CRYSTAL and FIRE-3 trials, JAMA Oncol
2017; 3(2): 194-201.

Sunakawa Y, Ichikawa W, Tsuji A, Denda T,
Segawa Y, Negoro Y, Shimada K, Kochi M,
Nakamura M, Kotaka M, Tanioka H, Takagane
A, Tani S, Yamaguchi T, Watanabe T, Takeuchi
M, Fujii M, Nakajima T: Prognostic impact of
primary tumor location on clinical outcomes of
metastatic colorectal cancer treated with cetuximab
plus oxaliplatin-based chemotherapy: a subgroup
analysis of the JACCRO CC-05/06 trials, Clin
Colorectal Cancer 2017; 16(3): e171—e180.

Cao DD, Xu HL, Xu XM, Ge W: The impact of
primary tumor location on efficacy of cetuximab in
metastatic colorectal cancer patients with different
Kras status: a systematic review and meta-analysis,
Oncotarget 2017; 8(32): 53631-53641.

Hicklin DJ, Ellis LM: Role of the vascular
endothelial growth factor pathway in tumor growth
and angiogenesis, / Clin Oncol 2005; 23(5): 1011—
1027.

Cancer Genome Atlas Network: Comprehensive
molecular characterization of human colon and
rectal cancer, Nature 2012; 487(7407): 330—337.
Bufill JA: Colorectal cancer: evidence for distinct
genetic categories based on proximal or distal
tumor location, Ann Intern Med 1990; 113(10):
779-788.

Price TJ, Beeke C, Ullah S, Padbury R, Maddern G,
Roder D, Townsend AR, Moore J, Roy A, Tomita
Y, Karapetis C: Dose the primary site of colorectal
cancer impact outcomes for patients with metastatic
disease? Cancer 2015; 121(6): 830-835.

Lochhead P, Kuchiba A, Imamura Y, Liao X,
Yamauchi M, Nishihara R, Qian ZR, Morikawa

BHARRESREFRIME Vol.16 9



10

T, Shen J, Meyerhardt JA, Fuchs CS, Ogino S:
Microsatellite instability and BRAF mutation
testing in colorectal cancer prognostication, / Natl
Cancer Inst 2013; 105(15): 1151-1156.

15) Shen H, Yang ], Huang Q, Jiang MJ, Tan YN, Fu

HARKRESREZRMET Vol.16

JF, Zhu LZ, Fang XF, Yuan Y: Different treatment
strategies and molecular features between right-
sided and left-sided colon cancers, World |
Gastroenterol 2015; 21(21): 6470-6478.



AEGIERS

DINIGFEIVEISURAOVA Y VERRE
LicC &IC KD FREkim2hiERsH SN 1 Hi

FHEA", LRAE®, TE@=", ERIZAS fi
AN, AfE—°, TRERETF®, BAES' B

Toshiaki Hirai" , Daisuke Hira? Noriyuki Egusa® Shintaro Kurihara®, Hiroy
Kazuya Tokumoto?®, Yuichi Kadonishi®, Masako Yasuhara?, Yoshihiro Hashimoto', Shunji Horikawa®

A Case of Neutropenia Induced by the Combined Use of
Cabazitaxel and Clarithromycin

Abstract

Cabazitaxel (CBZ) is used for the second-line treatment of castration-resistant prostate cancer. CBZ results in a high
incidence of febrile neutropenia; thus, it is recommended that pegfilgrastim (PEG-G) should be administered as a
primary preventive measure. In the present case, severe leukopenia occurred when clarithromycin (CAM) was combined
with CBZ in patients receiving primary prevention with PEG-G. As the patient recovered following CAM withdrawal, an
interaction between CBZ and CAM was suspected based on the clinical presentation. The careful management of side
effects is considered necessary when using these two drugs.

Key words
cabazitaxel, pegfilgrastim, clarithromycin, drug—drug interaction, cytochrome P450, febrile neutropenia

A= FIIEN

HINY 5 F )V (cabazitaxel; CBZ) 13 S EHTIERISLIRIE O ZKIEFIH WV S b o CBZ IZFEBMEAF P ERIRAME OIS HESR
WEL . RTT 4 )T T AF 4 (pegfilgrastim; PEG-G) & — KPS 2 H2ER SN T D, 4l PEG-G & —IK
FHiF5- SN TW5B CBZH5HBHIZ, 75 2Aa< A ¥ (clarithromycin; CAM) ZHH L72& 2 A, EERIFHERBA %
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BESE LY T T 4 VT T AF A (pegfilgrastim;
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PU M B0 37 R #E (castration resistant prostate cancer; 72 VI HEY BB, — KPS 5 s

il

(ZAf 1 20204E4 H17 H %3 : 2020 4E6 A8 H)

1 RBWEA BERRMAEASEERAREESEAF  Department of Pharmacy, Hiroshima Prefectural Welfare Federation of
Agricultural Cooperatives Hiroshima General Hospital

2 N EREARERHFMAES SR ERAHRBESEAIRE  Department of Pharmacy, Hiroshima Prefectural Welfare Federation of
Agricultural Cooperatives Onomichi General Hospital

3 N e VR R A ST R L 2 R B AR BE WA IR ARk Department of Urology, Hiroshima Prefectural Welfare Federation of
Agricultural Cooperatives Onomichi General Hospital

Corresponding author

HARKRBESEEZRMEE Vol.16 11



HERENTVDE Y Tk BRI A L R A A2
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D12 2 — A B 5HIZ FN % 389E L 725 B & R Bk
L7
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CYP3A phenotyping in humans, Drug Metab
Dispos 2013; 41(2): 475-479.

SRR, 0 VT — IV 68K IRALAH
V7 v AIZHED L e b in vivo CYP3A {iG14:FF
fili: 7510 2a~<4 ¥ 12X % CYP3A itk D
o & BHE A 5 o mlfE, TDM A58, 2012; 29
(3): 162-162.

— AL AN H ARG R, ANt HEA
H AR b2 44 4%. JAID/JSC BRAHERIE A 1’
Z A4 ¥ 2016— i FHEGE —, H AR L7 s
SHERE, 2016; 64(4): 641-646.
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B, HAKRHER R HERE, 2019; 12: 57-59. 14) JEVTANA® (cabazitaxel) injection package insert,

13) Sarantopoulos J, Mita AC, Wade JL, Morris ]JC, A SANOFI COMPANY, Revised : March 2020

Rixe O, Mita MM, Dedieu JF, Wack C, Kassalow 15) $ 10, 4B : Pegfilgrastim @ F i ¥ 5 F T®
L, Lockhart AC: Phase Istudy of cabazitaxel plus Cabazitaxel (2 & % & EREAE MBI T 5 &
cisplatin in patients with advanced solid tumors : FRR o, LA L9, 2019 Feb; 46 (2) ;
study to evaluate the impact of cytochrome P450 279-281.

3A inhibitors (aprepitant, ketoconazole) or inducers 16) FE AL A (A 5784 B 36 & 5 R 2 a0t ek
(rifampicin) on the pharmacokinetics of cabazitaxel, ). EARIE1222%1 5 Fi26 412
Japanese Journal of Cancer Chemotherapy and H22 H

Pharmacology 2014; 74(6): 1113-1124.
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CPAEIZ X B2 TROREBIET 2B L, ThTholPAREOK#EZ L 52 %,
CHPABEB LORPAEBIRICE D TROTA N7 4 2 ORLENE 2 BI# T 5,0
- BRI OB LT TR OB L EFRIRREZZ R 5o

=)
i (Chemotherapy-induced

Diarrheoa:; CTID)

[IFUsIC]

T & v
BEIZHfEbRTWAEZ ERND
TR T,

WEFEZZITTIER L JEL
v B R 72 5
% & L T, World Health Organization

(WHO) TIZ[#lH L D dF52 0 L IFHIRD
fEAL H3MmE, £2i3wob kD lﬁliﬁf{#‘%@b‘ilﬁ

B rshY,
Ko D%\ NMERL LT

e

T F 7 R F O R E T ld [ 5
i&wﬁﬁﬁﬁ%ﬁbfm

MrZETHy, 1H200g 2 BMEDZ L |7,

A DEIR

RO FEHLREHM ORI E LTI

SN 5 A EFGILEAFERARE (Common Terminology
Criteria for Adverse Events: CTCAE) (2B W T [#E
FEABFEE D BN R0 Bk AE & 72 13 KB O HEE 1 & B4
T bo HOPRMITZ BED, BAICREL TS
PEPICED S THRO THEWNRITETHY ., BE
DETHFEEFICL o THREEHEEZZTL L%
SHICBLLEND 5,

(D AEILSC KD TRIDKF]

HHRfEE D A

Z NN O HH MM E DR T X% 5 D5,
FEARIN LB EMITSATRIC L > THI &R Eh
5 THIE. PiDAHED D VIZZFOREWIZ L > T

BTREMEEINL ZEDRFEROONEDEEZ B
TWwWhe B E LT3, s A RS %EH »
52 AMBENZ V., MLk EEIATAS L, 27
PLEDOBEHTOM AL 726, T %/l bE EvEbt
DBAFOBE KD Grade 3 Pl EOEEE 2 THIAS H:i)c
BRI B LY A v R E1IYY IS uﬂbt
VAT S Y VIZONTIE, FikifkE X )&
(Bolus) #X5-DF 3R R & DHENH b‘ﬂ?ﬁm
EENTVAED, WTFhoEGEREIC lof%
%®ﬁ%$%fﬁéoit\/EFDEUEVy
7t Fa4sF—+¥ (DPD) RIEEANOHG- TIIE
FEOTHI, LMK B L ORI R Z5 &R L,
B R e bbb, LERKFYF—1 -
7»*U#?>w$&rﬁw [EOE S ST EX Nl ea
BHBENEHL 2D, 4~6 M H IR EL &
éaénfwé“04U/Tﬁzu SnTiE, &5
BUBHMUNITGEZ 22 EDEVWEREEO THI &,
YA Td 5 SN-38 12 & 2 LK o5 E T
FlERIINZBERMEOTHI L ICKHI SN D, wiE
P ASESE 5T X D RIS A FEATII S b 2 &
THELLEINTWED, 3 AEEE TR & D
MiEnh<Twbd, T2, £ 7 57 OB UDP-
Fuvrzu=i)vhks A7 x5 —¥ (UGT) 1A1 D&
BB L ORI L BHE STV 5, BRI
A & OB ER S RBENT WA A, TFHICH
LTHZDMEMDED LN T WD 7200, BB O
) A7 FHBO—2 & L CHRBRE IS TN fE 2 E iz

Fl%f (£

FE S BRI R 2 > & —3HNER DS A SRR EME ~ R — 2 v —
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K1 NASNSHREEENNARDHARERDES

T TRIDEE
e TRIDOFIESEE
e (Grade 3Lt ; %)
CapelRI (XELIRI) 47
IFL 22.7
FOLFOXIRI 20
Docetaxel+capecitabine 14
FOLFIRI 14

TEMMEOFE i RETT 2 UERH L, hRTF
Y, HFl oM & (2,000 mg/m® 14 H AR 1
HARIE) T4 4 Grade T30-40% O F i DIEIA
HY. Grade 34 DHEELR S D H1020% BH LN
2, Zof, Fe&Fen? NzyzEeL?,
ANT XLV BIOT VT I VRERI )
XLV ED Y XYL RMPAEICBNTH T
FIIFEORWAERERE LTAISNTEY ., R
4x Grade T#120-50% FEE, Grade 34 D EE XL b
DI % OEBEZRDOTVE, T2y YVATITF
YIIREEIND T 5 FFRISAEIC L BRI,
HEEIZLTLLE L v, £ 13714 HRET
ZFEHL. BEL D D ERENE S (812 hyperthermic
intraperitoneal chemotherapy: HIPEC) (28 W\ TZ D3
BD% K OB TH B Z EBMONTNEY,

DFIENE

T ASED SRR THAE DI AEDORFE DL
TR E 25> TB Y WO TEHLROIEH
B OEAN IR TR IND L)1k o> Twb,
FOELPBGTOFay vy FF—YHERTH L
A FORER & 7 B X o TIRIAREFNIZ B W
THHICOHETTFROEHIIED ONGL, 75T
3L LTRLMEH I TS L ER %%
f& (EGFR) FHESRIZBIT 5 THIZIZ. WL Oh
FERRBINTWS, &2, Z7usf K44+
D5y % IHIA I HI4§ 5 EGFR AH#FEIZEH L Tw
% IEH LB R x5 LT, EGFR HEHENZ 0
TR A ER T A LKLY, 254 K4 F >~
DWERTLHEL, BENOKSEEZENSEs 2L
TIMHEFRTLHEVIBDTHL Y, T2, 7
DL LTk, EGFR 2333 L T A58 R Bk
EEGERBEBOWRDIZORN S EGFR D ¥ 7))V
ZRHETZ LT, HMEEMHEZIISEITEVI B
DTHBHY, F720 W T 8~ A ¥ VENETYE
(mTOR) B C U3 A R 3% O A1l R0 7K 53 DO Wk
IR BAEAS, KV TV 3 7Tl RS & o 528
R AXF T TEBE T L HIEH O R—
AR =N =W zE %) Cajal (Iv—)b) MO
EWEOEFENEZ SN TS, THRIOHEEAS LR
B e SR EE 72 T 7 S0 R AR 2 22 20 T 2RI L 7

BEF v IRA Y bBEZEZE(mmune
Checkpoint Inhibitors: ICls)

BUEAE W RE 72 ICIs I3 AR RIS BV T6 D 5
ICls B¢ 5 %D THIDS { 1F, HEE/LE T ITREEILE
REHNEOLET, SHEFEI TR ER 2 IRE
TRMT D2 D%, L LARDS, KIBERICHE
B L 72BRCiE, RRICEREL L T bE LS 5
TEDDHY. FEEEET D KERITLTEY K
DIIER B L. %, KIENBEEREZ & oMk
B 72 IR R DI FL LB I A TH 5
EWEEIEFTHLRWVAN JERE LTOTHZITTIE
7o MEERET R %2 £ ) BUm el L b Eh
FREOPHE 205,

ICls DGR 5D K97 & Dtk
K& BET VD SBENOBNMEGS X O
AR 2B e Lo 7 =27 % — THINEO B H
Ze i PEAL R B RE 19 Ze A T AL (Tey) ORI
RS EEEZONTWS, 72, B &5
EHEPOEr AR E T A TH Y. IFFERETIE 10
HATRE SNTWD, LLLAEYES, A1) ATT
BT BB AR L Tr BB LTI E S 72
Blbd s EDS, HEROPFHBAIKIZL - TH X
CENTELTHEIRBENXICKE LB D
0. 29 L7z IRLCTE=4 ) ¥ 7§52
EHEEE DY,

Pivotal 7 ICIs .7l 3 3 % & €0 85 T AH R OR 3 BR
% pooled analysis O i 2 % & (2T 1 D 7§ BLAH BE 12
DWTHEIFV |2 L w72, B Programed cell death
(PD)-1 $iLf& R Pt PD-L1 $ufRiE & F OB A
Bzl bH ), AV R ETEOHESES
D77 7 A NDENDIHRE SN TS, PLPD-1
Pk B X OPLPD-L1 Hidk o 125 3Bk (20,128 44) %
F Lo HE T, THIIZ A Grade T947% TdH
D, ECOEEFRLOPFTHIY (1826%). FHFE
(10.61%) 122\ T3 FHITH D E A - 72 (Grade
SULEWCBRELTH059% L4FHICEZWHELRT
BHol)e Flow ZARNLTTIE, RATOY ART
LI L T4 Grade B X OF Grade 3 VL EOFEFHR
DB E G o7 (v X 1.28,95% 18
FEIX [ (CD) [0.97~1.79]. 1.30;95%CI [0.89~2.00]) o
PUPD-1 HUfkiZ. PLPD-L1 Pk & L LT, Grade 3
D Lo ERLOFYRBE GBI o7z (v X
5 158 95%CI [1.00-2.54]) A% HTAFEIC X %583
HEDEI Do ERTWSE Y, i Cytotoxic
T-lymphocyte associated antigen (CTLA)-4 ¥T 1K % &
T ICIs D48 Bk (6938 %) DY AT F v 7 L
Y2 —Tld. $CTLA4PiIRIZ. Grade 3L E DK
ERGOFBBITB VT, PUPD1SifRE KL T
F v XMt 4.0; 95%CI [35-4.6] TH V., 4 Grade D
KERDOFEHIZB TS, F v XH 87 95%Cl
[5.8-12.9] T4 T O % B 47 E H 4 (immune-
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NRAENDDFIRHZED TRIDERE

IS5 =12 All Grade (%) Grade 3-4 (%)
TI4F=T 25.9-51.6 0949
T)aFr=J 18-57 3.0-6.0
FPI7FT 87-95 14.4-22.0
EGFR
# FTIXIWF=ZT 41-58 1-2
R AVE 4y 13-80* 2-28*
NV T 21-70* 2-20*
SIN\F=TJ 47.4-75* 2.6-23.4*
1 Her2 rSRAYXYT 7-63* 1.6-5.6*
NIVWWXIT 48.3-66.8* 3-7.9*
ARF=T 20-26 1
JNVJIN=T 52 4
LvdzsJxz=J 34-40 5-8
ARYYF=T 64 12
Multi-targeted TKI AZF=J 44-55.3 5-7.8
Vv i | 43-55.3 2-7.8
TEIFZT 55 11
INFH=T 74 10
LIN\F=ZTJ 59 8
NNV T 20 2-6.7
VEGF
B ZIUXILET 69.2 19.3
1 mTOR INOULR 30 1-3
UYyF=—J 50-60 0
i1 EML4-ALK U J?_" “7
TUF=ZJ 78-85 520
1 MEK rNSXFZTJ 45-50 0
AN1%: 172740 ) 21-26 1-4
#, CDKA4/6 Wbz 7
PRIV OUT 86-90 13-20
RILTFVIET 57 7
mJOs4Y—»LA AT« IVIZT 423 3.8
AFHI=ZT 45 6
i1 PARP VAU ) 11-18 0

¥ BRIB KU EOHARDBRERS

CDK: cyclin-dependent kinase; EGFR: epidermal growth factor receptor; EML4/ALK: echinoderm microtubule-
associated protein-like 4/anaplastic lymphoma kinase; HER2: human epidermal growth factor receptor 2;
MEK: MAPK ERK kinase; mTOR: mammalian target of rapamycin; PARP: poly (adenosine diphosphate-ribose)

polymerase; TKI: tyrosine kinase inhibitor; VEGF: vascular endothelial growth factor.

K3 ®ET TV INRA Y NEEERBRIERFICHDIT D TRIDEE

ISR =12 All Grade (%) Grade 3-4 (%)

1 CTLA-4 A AEVULYT 33.8 5.8

b 1] Vvdw) 12.7 0.5
PD-1 . —

ﬁ ik NLT7OUXNYT 6.6 1.2
PTFIUXIT 15.4 0.7

1 PD-L1 #ifE Fa)uNv~J 18.3 0.6
7RIV T 10.2 0
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related adverse events:irAE) DTl b U A 7 55
Dotz TRUSD rAE I2B\WTH, HiCTLA4
A TH B4 Y < 71d, $LPD-1/PD-L1 Jufkic
WARTHRBHFENFNEEINTB), [Cs EBLD
PEHICE o CTESICZOMED X OHEERED B
T b EEL A EY AT LRV T OBEHIE
BN L AT Tw A, EEEAE, Ik
DAL BRI AT A D5 TG R SRR B 5 T
DOHFEIX, FNZFN4 Grade B L O Grade 3L ET
441%/9.3%% . 17%1.7%% . 27%/4% & &5
D LN TW5S,

[FRIDZZHA - 5F]

TR OEEREZFH$ 54812 & LT, CTCAEV5.0
Db (F4)Y TNEH < T THHKRE T O
Ze AL E T HOBMGEI TTREIC 3 2 HI TR S L T
WBHH, EHFERICBWTHIEHINA TS, £
7o EHHFTH D CTCAE 21 Th . BHE
H &2 & 2 AR 2 374l 2 # )5 L 72 PRO (Patient-
Reported Outcome)-CTCAE ™ (version 1.0) @ H &
FE T & % NCI-PRO-CTCAE ™ ITEMS—JAPANESE
Item Library Version 1.0 2SFI FH W HE & %2 o T %
( % 5) 35) .

15D CTCAE I ARAWGHHITE Z 2 Hk 4 &
FL &2 lT 5 L CoEiRE L v ) BRTIE N
RFT W, FTRIOFHHICE L TiE, &b 3iudHE
EREROIREE & b AL, MR A
e, FRIAHED TV B IR, o R RSO
JEROF L LII 0T L ER SNV I2OEED
VETHD, RAEFMDPET L LDLZVH AR
WP O THRICE L Tk, IED T 4 I ¥ 7l
HAEN TV RIS AEOHE L E0 6, T4 <1k
HERBEEDO L DO LIRINDILEEN LV L L FHE
Thbo LHL, & EIZZFDBE KA 24 IEIIF]
TR EE T A — AL WA EN S, AT

3. DAL S LR & E 2 5N 5 IGHREE
® T (Chemotherapy-induced diarrheoa: CTID) 25
HMEBTTWL72OEBNZWICE S % 56 H%% 5
HH, Z ) L72IEMAIBI OIS %% 2 HBH2IE. 6
DTE L OFHPREAITRINSD Z & HH - THL
VDD B (F26)%,

T2, HPABREZZ DLV EETIE. DA
ZNEEROFEE (FiEN T IES; . RS A. Bk
) oS, HUARBREERR DS A BEDS A (BRICIEN 73U
W), EAlES) (2 X > CTFHIAH &I X
NAHWMEEMEDH > THELLLEDNDH Y. HHFFHEH
® baseline TO THOFH S EEE 72 %, KEMED
bk LTid, HLEWEE. WmipA b~k Bk
PSS S R e B TR IG B & Ok S -3k
HREL THOBERE 222 EDH 0. FHIOFHIM
E—INZE->Th, HIVTHh oy N HIHRH
BEHhOHEWDREGFRIIZ LIS DI25, TOMIC
b el 2 BN HE LR & BEDH 5 &
SIS AR T R I i 5 B R 15 s K & Z R
RAFHE N 2 R TH I EE (MR, E
LM ORI AR RE S ERE) D THIE V)
HTIEOONTWAZ LD, EBORNEZFE
MR < 2 & T JERBRAOMFRDATINI RS Z &
bd Lo FEROTENZ T HBR2E, oMK
5 EBHEEBEEOHENE LTV DR DN
1%, Bristol Scale™ 7 & OHLEMY 2B H &2 Nk L 72
V= NVEMHTLEIEAHEEZER D, $720 DA
ST H UL, BRI T O RERMAAE % LR
BNNCHERE L T b 2 &ML, THIR BN 722
BEIRIRAT AT WAL 2o\ 726D, BE R TR DR 2 0]
W B 72002, BRI S BB OIS
FEPLEL 05, SHERISR AMEREIZ D ERLY
P 505 G0F LRI AREZNARIZ L 5
FHIIHIOFED MR L T, BAEMW B AS BT &
%5,

FEER 2 IRV CTlE D 2 A5, BFrp ERIRA P 2512
IFERE LTOTRICHERZET 5. ks

#&4 CTCAE vb.0-JCOG [Tk THIDEHT

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

N—=RS5A 2 EHNRT
<4[E/ HOHELE £
B, X—=X3/4V&
HEXTATIIIFIAN 5D
PEENERE (M

N—=RSAVEHRT
4-6 B HOHEEEL
BN R=XAS54040&
HEARTATIRIFIA 5D
PRt E DR EFEEM
SoEbUNDEEE
SEENEDHIER

N—=RSA 2 EHRTT
B L HOBHEEE
B ARRZET S :
N—=RS5AVEHENRT
ATRIMDSOHHE
DOFEEEM: HO0ED
DOBREBLEEENFOHIR

GieBh T B
BZEID

BT

&5 NCI-PRO-CTCAE TM ITEMS—JAPANESE [C &k % TRID 5T
a. ZD7HODHET. TRZTDIE (DBLEWKDIFLME) hdHbFELch ?
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Pl 2. FASHBEREE P A SO K EH G-I
RoNLEBWP OB EGHED—D2Th b,
WIHALERIE O EEORIEEZ TR T 5 FH >
R (FEZFELRN7)7FE0) P/ LVE
v EDOEEOREDEHIA INTE Y, HHFEED
BT 2> S AHX A & AR ESS 122 28, BETEASA T
LAY ) BHELTH DY, HARIITUFPEREA
500/uL. % T 0] % 5 BEEIE A3 U 2B 2 5
EENTEY, THOMIZHIEE, A TETH. K
Fo MR EZES EEINTWED, WIIEE X 72
LTWwRZER3BTFLIZLVEINTVD, A
TUA FRGHRENPLZENTVDLEEIZIE, €9 L
TIEIRDBY A7 ENLZ LD VIEEIPLETD
%o WMEZWIZIZCT HTORERED4mm 2L LD
= %> Clostridioides difficile #1595 %> GVHD & @
Fib e E3 B STB Y. KA BRI %
FTHDITTRRVD, PAEYREITER L7229
L-EELRWEOMENHLI L2 HA-TBL L
VEETH 5,

WA, BABZIIBT 2 THICET 2MEN L
HAKI4 2 (GL) & LT, 2004 £ 1SRG A
12 B8 1F % IFL (Irinotecan/Fluorouracil/Leucovolin) ##
LCOEELR TR ORI %2 RIS E S 7oK E
R IE 542y (American Society of Clinical Oncology:
ASCO)™ &, 20184 IZIEDHAAFEE &b T
FEF) S A7z WO B R i 955 772 2% (European Society of
Medical Oncology: ESMO)* 55 & 72 b Dd3d
o DSATEHETO TR OEFIZEE LTl GL & 12
RELTWA01E, MO X - T, JESHENE
(BRE) & BMEME (FEE) L ICHR A2 ETH D,

L SEHEMEM TR (Gradel, 2) ]

CTCAE Grade T1-2 222, JWhtA, WEA - WH:,
Performance status (PS) O T, &, MfisE. &
HERA, BB X OPAREFEOFEREE L T wn
bOEEBEREL L, Grade34 b L<I1Z12TH-T
DHETIR D X 9 BRAEIRATZED B 1A BRI EAE I 5%
INTW5,

[FRIDE%]

REEEMDAE, P FIENE

CTID DEBET VT AL EOT7T VT X 4
DOFEFEEWICE > TWD (M1)Ys FHEEEOT
WOLAEITIE, BITTORASLERENEOLEE (AL
PEEA LR EREEEOREEGORE LR L),
ORT I FOFHEIERIN TS, XTI
EERREF EA A FTHEIEHS, HLETOR
FERICEE ). EERZ RS VWEEZLNT
B, N TOHERER G- = (W4 mg (TR L.
ZD%2-ARER D L < IEKRBEMED < R D 2mg
kbt 1 HiR K16 mg) & ENTORMNCH -
Of= (1 H2E1H1mg xK2mg/H) & OFEEED
FLvo b BAARMNE OB T O T,
FRHAREOBEREEIIEZORNZ R THEINS
LEZONLDOD, N TIIERTH FICA LM
HEIZbH D700 HHREES (90-400mg/H) T
B OEIVE 72 <JER T > b 1 — U ASHISR 7= RE 1) 3t
EhHH—HTY, WERA (64-1,600mg) 12X 5
B OH (QT IEE. torsades de pointes, /[ME
5 oWELH LY, ZNSOWEIE. GL TH1

!
FEO4#K

#Eld4mgfk, AEKERE
HEtE (C2magiEIIRAR L,
16mg/day&xT

|

ARz S5BH6)

} (Feh, DB SRR

BEATOEE

ORZS = RME5 etc

!

[ TR (Grades, 4) ]

! ! !

—CBC, FRRHE, &
H 4 3%

N VvV — b
NS = RIS 4+ A kLA F R % iR, &
DR e A l\fn%_' s.c 100-150pg tid iy BE
TEERREY IR + iv 25-50(<500)ug RSy (CDIZ%)
AR hd ‘
T

1 TR GARERTA)Y
CBC : £IM¥kEtE ; CDI: Clostridioides difficile B
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HiRKHEZKE EBLL TW A7z, ARl 2 361
THOVLTLOIBEIIE RS RVH, RIS TR
OV AEEZHGENTVEEETH-TH, K
ZOEMBLUOYRICE > TLHERHEOREIX
HEIZEZ DUEDD 5o

FTEFAL FEVIBETIE, TAYF o
NTIFORBFEE LTHEHTREEENTED,
ESMO GL TH E M ENTWwAHS, 10 mg/mL DE IV
LA EHEATWS 720, KHE (05mL/M) 250
VETHIEL. WAEOIEROFEHIC S FELET
%o

F 7 b LT Nid BN (FE) OTH. 82
HHETOORT I FEGTOHEENZ L WEIC
EZEENDEBEBEINETH S, ZOMEMEF A
YA v, ZvA Ty, MEEEBTEESTF R
(Vasoactive intestinal peptide: VIP) 3 X O"H B D 45
WERIHIT 5 2 L. BEALV W RERE R E B o W)
il HALE DS DK, BIFERKERZOWIN OB
Ly, MEbHLEEZLNRTWS, WO
& L TIZ100-150 g/l %2 B2 T b L < IEREHIRIC1
H3WTRtG L. KIStk %E Jo2500 ug/ll (b L <
13 25-50 pg/MF THEBERHT) T THET L LI TW
o FOMT NI TS VN OMMERE L TORI
# @ Uridine Triacetate R 77V = F (BIE)RE A 7
oA F), ILAFTI¥ (HitESE) binkEL
LTERENTVEA, WD ENTIERKED
L GESA T E 25" HREOMAIZH
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