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Effect on Treatment Intensity of Cancer Chemotherapy by
Pharmacist Intervention Based on Collaboration Enhancement
Addition at an Outpatient Chemotherapy Center

Abstract

With the revision of medical fees in 2020, a new strategy of “collaboration enhancement addition” was established
with the aim of improving the quality of outpatient cancer chemotherapy. For the collaboration enhancement
addition, hospital pharmacists must inform community pharmacists and the patient by means of a document of the
details of the chemotherapy currently being administered. We investigated the effect of pharmacist intervention—
following collaboration enhancement addition—on the intensity of treatment among patients treated with XELOX
as postoperative adjuvant chemotherapy for colorectal cancer at Tokushima Municipal Hospital. Patients receiving
pharmacist intervention (intervention group) were compared with those not receiving any such intervention (non-
intervention group). The results revealed that the number of continuation courses and relative dose intensity were
significantly higher in the intervention group than in the non-intervention group. These results suggest that pharmacist
intervention based on collaboration enhancement addition could possibly contribute to the maintenance of treatment
intensity in postoperative adjuvant XELOX therapy.

Key words
collaboration enhancement addition, relative dose intensity, outpatient cancer chemotherapy, XELOX, colorectal cancer
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A Quantitative Analysis of the Changes in Pharmacist Interventions
for Patients with Cancer and the Effect on Patient Acceptance

Abstract

Since the enactment of the Cancer Control Act, medical fees for cancer treatments have been established and continue
to be revised, and the responsibilities of pharmacists have changed accordingly. There has been no comprehensive
review and evaluation of the changes in pharmacist interventions in patients with cancer. In this study, we searched
the literature for pharmacist interventions published after 2002 and reviewed the acceptance of these interventions by
patients with cancer.

We comprehensively searched the literature by combining the keywords “cancer,” “pharmacist,” “interview,”
“satisfaction,” and “questionnaire” using the article search sites Ichushi-Web, Citation Information by NII, and Medical
Online. Studies conducted from April 2002 to May 2021 were included. The text of the reports obtained was converted
into text data and analyzed using KH Coder, a text mining software.

We extracted 35 reports, in which a total of 1,975 patients were investigated. Text mining analysis of the descriptions
revealed that seven concepts, including “direct involvement with patients,” “pharmacotherapy,” and “interprofessional
communication” could be extracted as code names. As the years progressed, there was a tendency to move from guidance
using “explanation tools” to strengthening interprofessional communication through direct involvement with patients
involved in pharmacotherapy. Moreover, in all reports, pharmacist interventions were accepted by a majority of patients.

Key words
cancer chemotherapy, pharmacist intervention, patient satisfaction, quality of life, text mining
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modified FOLFIRINOX ICX}d %
Day 2 IO 704 RAXRTPUID
HHMICEE I H1%EEY
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Hiroyuki Masujima' 2, Rei Tanaka' 2, Mami Goto', Haruka Kurata', Arisa Kanaya'
Hiroshi Ishikawa', Akifumi Notsu®, Akiko Todaka®, Michihiro Shino'

Examination of Useful Effect of Steroid Sparing from Day 2
Onwards for Modified FOLFIRINOX

Abstract

Steroid sparing was defined as omitting oral dexamethasone (DEX) after day 2 in patients receiving modified
FOLFIRINOX (mFFX) for the first time regardless of prior treatment for locally advanced unresectable pancreatic cancer
in Shizuoka Cancer Center. The group with steroid sparing was designated as SS, the group without steroid sparing was
designated as non-SS, and we retrospectively investigated the non-inferiority of the late-onset no nausea proportion,
which was the primary endpoint. And the change in fasting blood glucose (FBG) was additionally investigated. Late-
onset no nausea proportion in the SS/non-SS groups were 32.3/45.5%. There was no significant difference between the
two groups, but no non-inferiority was observed (P=0.292, Odds Ratio: 0.58, 95% Confidence Interval: 0.22-1.49). The
SS group tended to keep FBG from rising for a short period after day 2. These results suggest that steroid sparing for
mFFX may be useful for patients who need tight glycemic control.

Key words
steroid sparing, modified FOLFIRINOX, dexamethasone, pancreatic cancer, nausea, fasting blood glucose

ZERR

IR 25 A 2 ¥ 7 — 12 BT BT AT S B AS BB L2 6k L i o 45 I % [ 45 9 modified FOLFIRINOX
(mFFX) 2571 TG X 7= %%ﬁ%at &quﬁwr%%xyzx(mm)WW%é%?%xrm4bx«7u/
T EATo MR SSTE. T b4 dr o 728 % non-SS BRI, BRUITOE.L R LoBEGOIES M BT EIICHE L 72,
F 7. ZEBEREIEE (FBG) OB ZBINAA S L7z SSHE non-SS#E & L 7B ToOREL L LoEA13323/455% & A
HAEEEDT, SSHOELD/RTI LIETE LR, o7/2 (P=0292. F v X : 058, 95% EHEX M : 022-149), L2 L
SS #f 1 day 2 LABED FBG LA %2 RN O 2 A2 H . Wb >~ MO — V% IEIAT O LEOH 5 BEITH L TOA
THA FAXRTY Y 73R TH 52 Rg 7z,

F—TJ—R 25784 FAXRTY ¥, modified FOLFIRINOX, T ¥ X% V>, G, Tl 2208 Rl
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HBRBEE2AETLI2HEE~NODTF LYY E Y
(gemcitabine: GEM) 2 %} ¥~ % FOLFIRINOX (FFX)
DEBYED 2011 E TG SN, ZOfHEE D
EZEIWNE TR DT D 725, FFX B I3 4F
TR BOR A E % B RIS 127 W EREOR A
EDORBBELMZ B0, KIFTIEIAY /7
#1 ~ (irinotecan: CPT-11) Z = L 7 v+ 10 7
¥ W (5-fluorouracil: 5-FU) @ 2 i 1 ¥ 5 %= B
v 72 modified FOLFIRINOX (mFFX) #%. J& Bi # 17
’QJF?TE'?:}Q X OEBIER 24T 5RO EE

BIHEO—D L ENTWwDY, FFH%)TFFF
mmmmMme)kqmnm¢%§%ﬁﬁux
2 (Moderately Emetogenic Chemotherapy: MEC) .
5-FU (XA Y A 7128 & 5 Ui VEIE S
HTHDHY, TS EMAE D FFX 135 i
1) A 7 (Highly Emetogenic Chemotherapy: HEC) L
VAYEENTEY, mFFX Ak 26N 5 Y,
F 7o DBAALFEHIEIC X o THBE T 5 EL -
(chemotherapy-induced nausea and vomiting: CINV) 1
BEOQIL Z#RELIKTFEEL, TFF TV
(dexamethasone: DEX) & & %& {1 @ CINV F Bjj {2 %}
T2 EEREHANMEMNT SN TBY Y, AT
H A9 16 #2424 (Japan Society of Clinical Oncology:
JSCO) DA 4 K54 ¥ 2T, I D CINV F Bl
2% L C DEX O 545 s hTwa Y Ll
DEX I3 A ME = B B B 50, B %I T, s b
AY %4 ORERM 25 & 2§, Aggarwal &
. FEBRERE B LIRS LR BRI
WEHERBEAEZ SR L 72 BEP LW e aHELTw
5%, L72%35 T, DEX OB 5- 8% K5
FTIEEERTLATOAL NART Y VI EET
LB D 5o

FIR AL R SA v 7 — (Lt vy —) TIRE
fili D B AW T 12 36D & day 2 LABE @ DEX Wik
ML 7 mFFX BAEIREN L 2 DB, —FB
DHEC LY X ¥ Tlk, 77V ¥ ¥ | (aprepitant:
APR) % ff H L 7z 5% @ day 2 DL % @ DEX #% 5-
% A WE L 7o Wi 52 2 0 ) ) A (Complete Response
Rate: CRR) D IELHMEZR L2 HEY 238 5 — 4.
mFFX (2 B9 5 5EMll 2 #t 13D Ze v RIFZETIR
day 2 DD DEX NIk 2B 52 L 2 A7 0 A
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mFFX WA 5D A T7a 4 FAXRT Y ¥ 7281
% EFMTOELR LOFG OIS 2 A L7z
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1. BREESKURNEE

WAL, DYty —I2BWT201541 A
M5 2021 4E7 A ORI R T EAT VI BRAS RIS & %
Wr SN2 OILARBEIC I DHHEOL M2
3 mFFX 259 TH G s - BH, @day 1
I\Z APR125mg % . day 2-3 {2 APR80mg % M ik L
72, @Wday 1 ICDEX ##66mg &80 /& b1
~ (palonosetron: PALO) #£0.75mg # #5- L 72 &
& L7z0 BphbdkdEik, OFFX & L TOH®E TS
Sh7:B#. @ Eastern Cooperative Oncology Group-
Performance Status (ECOG-PS) 2 Pk L@ 3. @il
HAEME LCday 1 0645 Y HE Vil L7:
BEE L,

2. ABELE

My —THHINLmFFX L ¥ X VI,
L-OHP 85 mg/m®. CPT-11 150 mg/m®. F#feifil TH
W % 5FU 2400 mg/m” # R 5@ L L C2HED
5L L7 DEX O 512D W T, day 1 1Z4E
%) DEX 766 mg Z i/ L 7z, SS # i day 2 LLFED
DEX WAk #4753, non-SS #id day 2-5 DRT1 H
& L T2-8mg ® DEX Wikt bz,

3. A&EER

LW ERE VT mFFX IS X 2 B B AG
%”bilﬂ?k L OEHREBE N - I2Do W Tf‘ﬁﬁ?ﬁﬂ’]
WALz, BETRKL LT Fm 9
R E, KFM M. Body Mass Index (BMI). ECOG-
PS, MiE7 V7 3 ¥ (serum albumin; Alb), 7 A /%
TSXUVMET I/ N AT 2T T —E (aspartate
aminotransferase: AST). 79 =73/ 7 VA
7 = 5 — ¥ (alanine aminotransferase: ALT). # €
YV ¥ ¥ (total bilirubin: T-Bil). MiE~7 L 7F =~
A L7z, FWBHEBERN L LT BEITA
¥y WEUIBRIE O A M, BEIRIE BEAE O 4 M, APR -
PALO - DEX DA 4} o %€ 1 il i 7 o 4 &, L-OHP -
CPT-11 - 5-FU ) [l 4% 51 o i i3 o> A5 M, A 3280 1
DEEETAE L7120 ARAZROZEFIE, T
Bz dH EIZEMI L 726

4. FHmEE

Yt ¥ — 2B Tl &7 Y) B AS BE R &
SN, ALFERIBEIC X BRTREOA L b §
mWX#WbT&%éhﬁ%%@?%\ZTU4
RART Y v F&ffo-8% SSH, A504 KR
RPN T xFibhhrol- 8% nonSSE L L T2
BRI T 72, FEFHEEE X1 2 — A H D&
(day 2-5) TOHELL LOEETH - 720 BEIKEHT



HHEIX, 12— 2AHDEHREY (day 2-5) TOMM: 7
Lo#EE, flHl OB S-E L oG E LA
M - 52 2= P El4 (Complete Control Rate: CCR) .
A> Grade 1 LA F 2> D W - U, il ik A1) o 38 ¢ 5-
MELOHEAEELELZCRRTH o720 F/2. mFFX D
12— 2 HDMM (day 1-14) \I2BWT, BEDZEE
RFIMLBEAE (Fasting Blood Glucose: FBG) OHER % &N
THAE L 720 mFFX 2 DEX 12 & 2 HEHRICH L
T AERGILEHFEIYE (Common Terminology
Criteria for Adverse Event: CTCAE) Version 5.0 % H
WEHI L 720

5. REtEEA

TRTOMEHFNTICIE. HEERRFEHRE S Ww
REEREE Y —DFR— LA R— Y THRERGEN
T\5 EZR verl54 # i L 72", EZR 1. RB &
R~V F—EREZIELMETY 7 Th A4,
2 B o NE ) R o i 12 1d Mann-Whitney U %€
ML, BRRNEOLBICI, Mg x, WfE
K35 A O IE H 2 (& Fisher O 1EHERESARE % 1
L7z WIFNOBEIIBWTH, A RKIES% Al
ERETFAER L Lz 72, FHMliNR L L7z
BN TOELLZ LoOEA, Wik Lo#El 4. CCR.
CRR &4 v A It (Odds Ratio: OR) & 95% 15 X [H]
(Confidence Interval: CI) % % L. OR ® 95%CI ®
TRRAEAY0.8 %7 L - 7235612, SS #F 1X non-SS #
R LTS TH - 72 LT L 72,

6. (RIBMIECE

ENT AR NG O Rl WU =N A NS e ap 2%
PIREt | 205l YoM RERZBEEDKARY
0O L 72 (BRI 5 ¢ J2021-124-2021-1-2) 6

G=ES

1. BEER

A R T AT I B AN RE IR & 2T S
{L#HEIC X B FiIGHE O A 2 D § mFFX 234
DTG ENTZEEFE12660H) B, FFX & LTOH
HTHG SN BE 25 B, ECOG-PS 2 & 3% 2 #i,
fEHKE L Cday 1 22645 ¥ VR L
TV EBELBZBRN728 Bl 205 & Lz, Wk
BEBIUOBAEZONREZKIIRL, BETR
ZRIIWR L7z, BEERKETFDI B, TBil DA
HEAZBDTZs nonSSHIZHBWT, day2 & day 3
13 4E ) C DEX $€4 mg (1 Jefil) . day 41328 1T
DEX $€4 mg (FFJefii) . day 5 (&2 %] T DEX $£3 mg
CEHME) PRSIz, $72SSH13BIDH H 161
WTRrZaNRG IV ETVNTIT AR LT
w7z,

2. ERHTO MFFX ICKDEZEER

K5 EFIS B D 9 B SSH 1L 65 B, non-SS FE i1
BPITH o7z BREYPTOELOEE, W2 L
DE A, CCR. CRR ##21R L7z BRI THHE
L7 LOEAIE SSHET323% (21 1), non-SS #ET
455% (15 B) TdH - 72 (P=0.292, OR: 058, 95%CI:
0.22-149) . EloZe L OEIE13985% (64 $1). 100%
(33#1) (P=1.0. OR: 0.95%. CI: 0-76.7). CCR i
32.3% (21 #1). 455% (15 %) (P=0.268. OR: 0.58,
95%CI: 0.22-1.49) . CRR 1353.8% (35 %1). 60.6% (20
Bl) (P=0667. OR: 0.76. 95%CIL: 0.29-192) T & -
720 BT All Grade & LT SSHET67.7% (41 1),
non-SS T 545% (18 Bl) TH - 725

3. DEX [CRET2EEER
DEX ICB#§ 2 HEH L Z K3 IR L7 SSHE

12641

201518 ~2021F 7B OHAMICRPMETUIBR R EERREL S2Hien.
AlaEZRBINI modified FOLFIRINOXAWIsH T 5an e BE

RotEE 2861
*FOLFIRINOXL X ELTDIRS 2541
-ECOG-PS 2 2431
-day1hsmASHE ERDER 1451

9845
MREE

6541

2HBMEDEXAARZL (SSEF) 2HBLEFDEXMIAR®HD (non-SSEY)

3361

B EEEEDSURAEEONR
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X1 BEER

DEX1 & (n=65) DEX2 & (n=33) P &
s, R hoRfE (FEE) 63 (32-75) 61 (36-76) 0.405°
TR, n (BiE/ ) 37/28 21/12 0.664?
#& (kg) hRfE (FEE) 55.9 (41.6-86.9) 60.7 (33.8-86.8) 0.239°
RERmEE () FRfE (66 1.570 (1.320-1.987) 1.673 (1.239-2.050) 0.081¢
BMI (kg/mi) FRofE (&E6E) 21.6 (17.2-34.8) 21.6 (14.2-30.1) 0.946°
ECOG-PS, n (0/1) 56/9 30/3 0.746"
SBFS1>, n (1st/2nd/3rd) 41/19/5 27/5/1 0.205
Alb (g/dL) FRofE (HEE) 4.0 (3.0-4.7) 3.8 (1.7-5.0) 0.066°
AST (U/L) hRfE (FEE) 22 (12-95) 24 (13-65) 0.296°
ALT (U/L) hRfE (FEE) 23 (8-134) 22 (9-78) 0.6909
T-Bil (mg/dL) hRfE (FEE) 0.5 (0.2-1.7) 0.6 (0.3-1.7) 0.0229*
Cre (mg/dL) hRfE (FEE) 0.65 (0.44-1.35) 0.67 (0.39-1.39) 0.565°
FECIBREE, n (/) 6/59 7/26 0.120%
DEX DI S#REH LM S5 E
day1, E5¢ (mg) FRRYiE 6.6 6.6
n (a/4%) 65/0 33/0 B
day2, PR (mg) FRoufE (&EH) - 4 (2-8)
n (/1) 0/65 33/0 B
day3, PR (mg) FRoufE (&BEH) - 4 (2-8)
n (/1) 0/65 33/0 B
day4, PR (mg) FhoufE (&EHE) - 4 (2-8)
n (/80 0/65 28/5 B
day5, PAR (mg) FME (SEH) - 3 (2-4)
n (/8%) 0/65 2/31 B
APR-PALO- DEX IS+ TFEEAD
S, n (B/#) 13/52 8/25 0.823?
TOY0ARSSY, n 79 5 -
ROARUR>, n 5 1 -
XMIOJ3ER, n 1 0 -
TNVISY5L, n 19 1 -
O5€/X4, n 0 1 -
#)El L-OHP & 52 -F=E, n (R/#) 5/60 4/29 0.480%
#)E CPT-11 5% -H&E, n (R/#) 10/55 10/23 0.112%
#[E 5-FU 58 -FE, n (B/#) 2/63 4/29 0.175%
HEPRARERATE, n (B/®) 16/49 9/24 0.809?
REZIE, n (B/#) 34/31 19/14 0.672%

ERE AR T YL TR
@ X2 FEME P Fisher O IEERESRMRE ¢ : Mann-whitney U E ¢ : DEX1#£ 13 #id 1 727 mv

RGO ETNVT T T AEE * 0 P<0.05
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K2 ERHTOELDESE. IEHZEULDEIS. Complete Control Rate. Complete Response Rate
SS Bf non-SS &%
HNEDE p 1B OR 95%CI
(n=65) (n=33)
BiLRU 21 (32.3%) 15 (45.5%) -13.2% 0.292 0.576  0.223-1.486
BELHD Al Grade 44 (67.7%) 18 (54.5%) 13.2% 0.292
Grade 1 36 (55.4%) 11 (33.3%) 22.1% 0.064
Grade 2 8 (12.3%) 7 (21.2%) -8.9% 0.39
MEAEAL 64 (98.5%) 33 (100%) -1.5% 1.00 0 0-76.7
CCR 21 (32.3%) 15 (45.5%) -13.2% 0.292 0.576  0.223-1.486
CRR 35 (53.8%) 20 (60.6%) -6.8% 0.673 0.76 0.294-1.923

@ X2 Fefpsir P Fisher O IETETESRIEE

&3 DEXI[CEOETHIHRZEER

SSEf (n=65) non-SS & (n=33)
Nl 10 (15.4%) 8 (24.2%)
BiEESE 9 (15.4%) 3 (9.1%)
=1 4 ( 6.1%) 1 ( 3.0%)
B BBV 5 (7.7%) 2 ( 6.1%)
WL E Gradel
350.0
— SSEF non-SSEf
300.0
F19fE+£SD
250.0
m
*E 200.0
&
(mg/dL) 1500
100.0
50.0
1 2 3 4 5 6 7 8 9 10 11 12 13 14
ZiBAa (8)
SSB#(n) 7 7 7 7 7 7 6 5 4 4 4 4 4 4
. 150+ | 206+ | 179+ | 154+ | 148+ | 143+ | 136+ | 141+ | 136+ | 127+ | 149+ | 154+ | 160+ | 145%
BB 21 73 51 46 24 16 27 19 27 31 16 14 13 15
non-ssa¥(n) | 8 8 8 8 7 8 8 8 7 6 6 5 5 5
. 142+ | 216+ | 237+ | 220+ | 213% | 197+ | 181+ | 194+ | 169+ | 182+ | 163+ | 149% | 149+ | 134+
FRELRERE | g 67 67 81 77 90 68 97 62 70 58 29 51 35

H2 ZEEIMAEE (mg/dL) ZEIDHER

TIRAIRA154% 10 B1). HiH61% 461, B
AR AT7% (561) T - 720 Non-SS FETIEA
RA524.2% (8 B1). BHHA 1B (3.0%). B ALK
A2 61 (61%) T o720 DEX ICBHH$ 25 H EFHL
Wiy Gradel TH - 720 mFFX #5132 — 2
DHDREHTH 5720, DEX BEEEICE 2
5B O VTR L 2 22 720

4. FBG ZEIDH#E
AR F, mFFX o day 1 #%%5-H (2 FBG % &
LTV BFIZSSEETT#), nonSSEETSHITH

0. 9 BHEERIEIEAE B SS B TS5 B, non-SS B
T6HITH o720 Day 1 55 DMBHEZEE) % 2T
E-BEOn L FBG OB ZIK2I1ZR LIz, SS
B2 B W T, FBG ¥ 57200 mg/dL % 8 2 72 D 1%
day 2 DA TH > 720

ER

AR ORREL Y, ERYTOELZ LEE.
Wit 7 L OF &, CCR. CRR DWW b A% il
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OF, non-SSHIZHTHATOAL NAXRTY V7
DILEMWDLRT LRI TEL D o720 L LA
5, 2704 FAXTY Y ZOFERKIZE Y, FBGD
FRREHENCEO LW H D 2 LIRS L
720

Ito 5%, day 1|2 DEX {¥12mg % i\ 72 APR 3
X OYPALO B F CDEX 0¥ 5- i1 % day 1 # &
day 1-3 BEIZ 45, 50 mgm* DY A 75 F &
HLIAVEFRFYLME Y v+ Z7U0FRA 773
F (AC) #i:DEIEMIZHB T 5 CRR IZAE A% il
3 (day 1% “day 1-3 # : 51.5/56.6%. P=0.023.
95%Cl: —14.8-4.6). day 2 LLF:® DEX $%5- 13 4 W& W[
BTHhLIEERELTWSEY, Aapro 5%, day
12DEX $88mg % H W\ 7= APRIEDE I Fi2 B w»
T DEX O 5- W1 % day 1 8 & day 1-3 #2500
HEC L ¥ X V2 S N5 LLai o AC#EICx§
A day 2D A T 0 4 K AXRT Y ¥ 7% k1L
CEEMRBE LTEBLTBY., ERBICBY
% CRR OIS (day 1 # day 1-3 B © 62.3/65.8%-
P=0250) ZFEHI LT\ 5 W, ARF7ECld i LM
BREDIZZETH Y TNV A ABAT4E%D, E
FEHMEEHE 256723 2 ENTE o lze T DO
DELRLMIEICBVTIE, LK V#EY RS Y T
A ZDWEREDVWEEE Z 5o

JISCODH A K4 ~Tix. APRPFAH T day 1
2 DEX {99 mg 2 HERE I LTV 5205, RAFZE Tl
APR BEH T @ day 1 (2 DEX {#6.6 mg 2SH W S 7z,
N4 T RIERBRY TR & LT, 5HT3 B
& DEX IS HE OB E XA, APR
DO Z R L T B, F 72 CPT-11 13180 mg/m®
% 100%dose & L. 5-FU 400 mg/m* O 2 x5 % &
D72V I X UG-, Grade 3 #BRWZELD
EH51380.6% THh o720 FIHLHEDOMARIRP L 2 2
Y OWE - G ENE TR L AL T
Wb OBEBEOHLBIZTE WS, KIFZEDIER
HCTOELOEAEIL67.7% TH o720

Ioannidis 51X, 2B L OEREP O CINV 12
95 DEX & 7Tt R L ATEHRFEOMEIELAL
R BRICE T 57— % #U4E L. DEX A5 2%
® CINV Il ERTWE Z E 2 L Tw5 (OR:
2.04, 95%CL: 1.63-2.56)'"s ARWFFETId SS BF & ik
L CnonSS#HOEFIMTCOELLR LOEE L CCR
R EI AR S 7z, dllikF & LT o DEX O H
FE VBB I S T v, JSCO D A
K54 ¥ TldER O CINV #1H]0 key drug & 7 i&
FIFronTBY, KO E L & 12 loannidis
SOMEY 2T rbDEEZD, L L, A
EEEPHEDLEIPS2D DD SS B L L LT non-SS
HEIZB T 5 Grade 2 DL OFEH L E W EH B ATA
bNTz, YA FRSUEMPSEO RN, EiF
HREORE, M4 0BFHEIEZ &, BOICHE
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FTHRHETE TR WRKRATOREL R L &N
TWRWizh, 5HRESBRILBNPULEELEZ D,
SSEEICBWTFBG @ LA #ERICE o 7285
(Z1&. DEX O -8 A3 36-72 Wi & ik
FEWIZEPHBLTWLEEIONS, WS,
B AALEEHR P T DEX {10545 5 S 7= 4 IR A B
$E B H OMBHEOHER % DEX & 5-mi % Tl L ¢
B, DEX G B THBERILNE LA 2O L
ZHE LTS (P<005)™, AWFE TIEHKE M
% FBG Ol %# 1T -> TB ST, JEbRREEEE
DRBRIZE TN TV AED AT S O IZAIIZEC
BIF 5 SS#HD FBG LA OMM 2 HRIcE D72
EREMTDLDDEEZ D, RiFFED FBG O
FHAELC SS BE & non-SS EEIC I R TH D, &
HNEE, AEIEEE. BOIBROF B UIBRIRA., £ 72
non-SS - TIE DEX ORI ZEE L TH 5 7,
MAEAEZE B 1B # 3 5 RF- DN 7 AHERAE L &
TV, day 2 DA FBG Dl A3 X Lz H o
ZHLD Y, AEOEEED S B S HBOME
L#E 25,
BEERDI B, P<0.05 %) L72KHT1& T-Bil ®
ATHo 2o TR X B U5 HIFE (25-75%)
DO TIiE, SSHE : 0.4-0.6 mg/dL. non-SS # : 0.4—
09mg/dL &, SSH DO H A TBIDO XS D & 234
o Tze HE (/M- KE) o i T,
SS # : 0.5 mg/dL (0.2-1.7). non-SS # : 0.6 mg/dL
(03-17) &, ZD7#1301mg/dL THBHIZHHH 5
THEATROZERE LT TBlIZXEEHD
EOEPEELTCOLUEEN®H L EEZ D,
AWFZEDRF L LT, A5 FARTY) 7L
VA Y ORI T BE R D BE2E PRI X % 5B A%
K& L, BATH— SN2 W72 O ERIC X
BHEPOSA T ARG ENT WD, AN RITATIEHE
DA% DT mFFX 2590 TH G- S N EF O
ARELTBN, 2a—ZAHUEDO mFFX DA 70 A
FAXRT ) Y ZIZOWTHRFHTE Ty, 72,
PR, MR HAN M 72 &1 X B RIEH DR &
i B ST (X AR O Fe & R T I AKAE T 57280, &
MDELTOBUEEENEZ 5N b, 2L D5
A Z 5 F 2. FEFGEE & L2B%N ol
ZLOBAEIZOWTIEPFAENREZHR L CHEHN
HETLLENHLIE, T/21 T3—2ADADHFET
Holztzb2 a— AHLIELFENG L L THGEL
TWL ZENEGHOBEEEZ 5,
AL CTIX EERGEH & L 72 B0 To Rl
BZLOFEESIZBWT, nonSSEIZAT HATTA
FAXRT )V 7OIREHEIIRE L5720 LA L.
day 2 IBED A5 4 KAXRT 1Y ¥ 713 FBG ® L&
PRI AEBIICH DL EDRHL IR 5
720 REZAFEZSTRBKRLAGRE R E02Mk)
27 &EZE L. B TFEIR SN TV 5 EE O



MR © H B2 % 200 mg/dL LLF & @D T 519,
Z D720, HiHEOA HE Wb % v mFFX @ f) 0
FGRFICBWT, AT >~ b T — V& B ZAT D 2
EOHHLEHZENRE LIZATOAL, FAXRT) V7
XA TH B REEAVRIB S 7z,

iyl
PR  & R RIS 2
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INVINZD ESRT SV —VDEYE
HEERDsERON SO 1 Fi

THRA ', ALEE®, AHErE°, SR 5 I8

Shigekazu Hirai', Tomohiro Ariyama? ', Toshihiro Ishii®, Toru Masaka?, Masayuki Masuda

Potential Interaction between Pazopanib and Rabeprazole in a
Patient with Renal Cell Carcinoma: A Case Report

Abstract

Pazopanib, a multi-kinase inhibitor, is the first-line therapy for clear cell renal cell carcinoma. Its intestinal absorption
is impaired under gastric pH elevation; therefore, coadministration of proton pump inhibitors (PPIs) may provide lower
blood concentration of pazopanib. The current pazopanib prescribing information recommends avoidance of PPIs if
possible. However, the influence of PPI on efficacy and safety outcomes in patients with cancer taking pazopanib is
unknown. Here, we report a case of interaction between pazopanib and the PPI rabeprazole suspected based on the
clinical presentation. In this case, the effects of pazopanib were enhanced, and various side effects, such as diarrhea,
hypertension, and hypothyroidism, occurred when rabeprazole was discontinued. Withdrawal of PPI should be
considered when the expected effects of pazopanib are not obtained in patients receiving pazopanib and PPI. Pazopanib-
induced side effects may develop or exacerbate after withdrawal of PPI; therefore, careful follow-up is necessary.

Key words
pazopanib, proton pump inhibitor, drug-drug interaction, adverse events, renal cancer

E-3=giIEN

NNFFF—LHEETH 288270, IR E BN O —KEFRICH V6N b WY NNZTIE, 7'a b 2R
¥ 7RER (PPD EDPHIZL Y. YR T OWRINAMK T § 2 WHENED S 5 20 fFHIER L SN TW B, EEIZED
MEOREND L Ebhro T, Fll SNYNRZTEPPITHLTIRT TV = VEFHLTOIER T, IX7F
V= IVHIE RIS S S = T OIS L OV PRI S, HARIRARRR IR T & v o Z2RIVEH O JeBLas 5 b ML 72 iE Bl 2 R
L7zDOTHET 50 PPLIFHBICIZ/ XV = 7 OB 2 SHICB VT, F#lzE=4) ¥ 7 L, MfFT 208085
NG, PPLOHIERE T A ZET 5 LENEZ biz. 720 PPLERIET 2B, 7SV /8= 712 X ZEIMER 255
Bl BT A BN D D720, ERRVGEBBIENFLETHLEER ONL,

F—O—K RS =7, Tu bR THER, EWHMHEIEH, AEH% B
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&

VARVA =N = N || K= )l L OB R RS R R SR I
(VEGFR-1. VEGFR-2 3 X F VEGFR-3). Ifil /N H
kG N -2 2518 (PDGFR-0 8 & " PDGFR-4). if:
BN T2 24K (cKit) @V Y BBIBISR LT
HEEHZRTLVFFF—CHEERTH LY, 1
H 1 n o8 5- CHIE Y BRAHE T 72 138 o &
Al I N D, [BEZEATA FI4 22017
AER 2020 4E 7 v 77— F T/ = 7id, IMDC
(International Metastatic RCC Database Consortium)
MHBRIBEINT) A7 5FOBK) A7 BLOHY X
7 ORWIHIRAIE MR S LT, A=F =Tk &
HIC—KIBERITHEIR I T WD Y, SV R=ZTId,
A =F =7 & I LT Quality of life (QOL) O
RIEFEDEIWEH DA T\ T & fh S B
W ERHESRTWEY, 720 A M HA U
AP & 72 o 7o BT R IS0 LT b M AR AT
HMOEESPHFTE, TRIEBETHIEIRI NS5
FREHEODEDOTHL Y,

IR T OEIREEE pH KSR L. BN pH 25 1
By ne, BRMENETT 2RSS LY, L1z
Mo T 7u bRy 7RHEA (PPD & OPFHIE S
INZT ORI T S5 2 L1220, WENIPE
FEZE L SRTwa Y, SRS T oD%
BiE. HBRRRPRIEIC R A 5.2 5 W REVEAYE
BANDLD, BIRTORBIIH SR> T,
BRIRIZB VT PPl OG- % B E T 2 EMIEZE <.
WA O BE IS % B 2 kD S b,

Afal, YR TEPPITHILINT IV — )%
BEH L CWIERI T, XTI — kg8
N T OVEMBEGR. BIVEH M8 D 7B % 4%
B L 72D THET %,

1]

gzl

64 % B HE175em AHE66.1kg

B PR 52 T - 3k BRI 780 7 % Stagel V' (i 5 il i
). IMDC 735 : h) A 7

B OHE - HURBRBEREACT (RIEHE : 73 v F =71
X BRIWEHSE )

BEARIE © BSILRERE, 725 R BR ILE

P A R L

WA © 5 2

Laboratory Data (X 47 H 4 H/ XV 78 = 7 HIAEE)
ALB 37 g/dL. AST 17 U/L. ALT 13U/L. ALP 213U/
L. T-Bil 03 mg/dL, JR#&EFK 144 mg/dL, 7L 7F=
> 111 mg/dL. eGFR 52 mL/min/1.73 m* J% 6.0 mg/
dL. Na 140 mEq/L. CI 108 mEq/L. K 4.5 mEq/L.

Ca 8.8 mg/dL. TSH 6.321 pxIU/mL. FT3 3.09 pg/mL.
FT41.01 ng/dL. WBC 10520/uL. RBC 356x10"/uL. Hb
11.3 g/dL. Ht355%. PLT 51.9x10%uL. Neutro 68.7%

ORRRE

X-2 44 AREEH &

X-2 46 H Bk (¥ =7 a Y YIR) % itifr
X-24£10 A £ Y A =F = 7375 mg/day B4

X-2 412 HenBPERGIESS 2 X 0 lESE ™ A kY Bl

A=F =714 3—ATPD
X 42 H7 ¥ ¥ F =710 mg/day B4k

T - K - BRI A A TIREE - 2 BRI L

THERET DA Ly AD724 7 Tk
X 47 H4 H23Y' 28 = 7400 mg/day (#7378 = T35

[R3E$E200mg 12 1 H1M\ #~E&RH)

LG

(BEHIZE)

ERBIECH LT 72 TF Y X% v FE10 mg
1181 HIM Sl&k, SMEEICHLTT A
OYE s RYIVEETEN R EESE5mg 1 M2 §E1
H1ml @, HRBEEEETECS L TLAR
FaFTrF M) AKMWEESOug 111 8E1 H
10 BHER, PRAMERICLCe®:y 7u 7
YF MU AEE60mg 111 H 3l §HES %,
oXxysyu 7y M) AT—7100mg 1 H1MH
1A, gy 7720 F YT AICES
BHBEEF OO IT XTI = F b)) 7 LgE
10mg1 W 1$E1 H1 M E#ZI LG SR Twi,

aEEE

FERHEICR Ly X4E7 H4 H %78 =7 400 mg/day
OPGDFEIBE NIz BIRHEOT ¥ F=7128 5
HRMEIZZRD STV 2As, BIERSEIZ X b #&%5
Ik & e o 72728, X3 7ToHE5 132 BRI
O 400 mg/day 2% E IR S 7z, 8 H2 H DM Xp
TR CA KON Z 80, BWEH OB w2
LB, XY= 7800 mg/day (ZHE XNz, 8 H
15 H (Day—18) @ Jif X # b A5 B i B hn e )
RO b7, WKZERASFE R (500 mL # 4
EWRRAK, HlZoREE Class ) N7z, 8 H25 H
(Day-8) o M7k Z2 il T i, #1000 mL o HE i % 72
B, MBZICTClass b LK E XNz 8 H29 H
DR CT AT X 0. ARKRO¥EmE & H12. £
BEDBRFERLE, 35 ma R 2 580, FEMEMRL s
Bebhiz,

9H2H (Day 1) oM Xp AT i2BWT, &5
AR OB IME R AR SN2 720. Mgka > b
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O — )b, KRG ET B CTABEE o720 £
P R L — U EE SN, FLF—UDBB S
M7z (FHoPERER #2500mL). 9 A3 H (Day 2)
DO TR BER R 460 mL Z 5872, /8827
EORYMMEMENZEE LT, MAGH»5HIXRT
T =R E N, LY 3 ¥ N300 mg/day (1224
WE N7z 94 H (Day 3) (21 A HE# # 80 mL
W2 L. WS Xp At R E b Bk FER BIFCTH D .
EMioWRERIFTH o720 TDHIE. 9A5H
(Day 4) f7kPER =40 mL, 9 H6 H (Day 5) fzkHE
W40 mL, 9 H7 H (Day 6) M K HE# & 30 mL. 9
H8H (Day 7) M KPEH H20mL & A L. 9 A9
H (Day 8) ® Mgk Xp A i CHIZKIZIZIFHEL 22
S WAL IR I N L — VR
ey, 9H14 H (Day13) BB & %5 726

— i 28U = 7 ORIER 12800 mg/day ~ D 3
EBED O ABER (Day 1) IZBWTIZERO NG5
7205 Day2 DI X7 5= )Vt Day 5 & )
Grade 2-3 ® F¥#i (2-9 9], “day. 7V A M VA —
V6-7) BEB L, ME F (Grade 3) 278/

3000

sk

=T E BEWEHI S b0 TRISR L CIIE&IE
WAL O I RS-, ME EAIC LT
¥ Day 7 £ ) 7V I YNV ¥ 20 mg/day DF5-7H5H
FE N7z & 512 Day 10 (21X HFIRIRBEREAC T e
AN, LARFuF I opimE o, BREL
4 H#%D9 H18 HOMH CT At iz BT, WAkD
BB EIRO N Lo B, IRNT T =)
HOk AT OPEERDLE S (7)) A MV AT — v 4)
TH V. T 1F140-150/80-90 mmHg (Grade 2) Tiff
%, HREERED I Fa— L EhTwi, 70,
IRFARIEN OV TIREROIERE Y IR TE T 5
CLEMRALTBY., BRI ZELTT Fe T 7
Y ABM W SNz, ARBERT (Day-18) 2* 5 Day
12 ¥ COEKRERZ K1 IR L7z,

ER
RIEBITIE, MEZFEDOTWHHEEOT X
F=TPEWERHIC L Dk e o 72720, PPITH

—O— UiEHIME —A— FRAREME
210

1 2500 180 .
= ol
e =
E
0¥ 2000 150 —
g
# =
=
w1500 120 #H
~N
E
1000 /\\/\—/\// 90
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@ (Grade2~3)\_
0 30
-18 -8 1 2 3 5 6 7 8 9 10 11 12
(Day)
FL—24%&
< Day -26> <Day 10>

TSH: 9.544 plU/mL
FT3: 3.04 pg/mL
FT4: 1.04 ng/dL

TSH: 54.727 plu/mL
FT3:1.76 pg/mL
FT4: 0.67 ng/dL

JUV L= 800 mg/day

| SART SV =)l 10 mg/day

LRFO+F2 >

| L/RFOF+F=> 50 ug/day

| 100 pg/day

X1
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| F)L=9L5> 20 mg/day |

| mmmnw 3 g/day |

ONRS =k
3 mg/day
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5 I XTF = VP T2V 28 = 7400 mg/day A3
BtE S 72hs B AK OB ZBD T2, Z Dk,
AN E D 800 mg/day ~JE & L. MKz 0] % #3540l
FEhidsb. WARkOI Y ba— G snkdolz,
ZFITy IRTII— N EOFEYBMEEHIZL S
NN T ORGSO REE 2 EB L, TANT T
V=l L7zE 2 A, BRI S E L.
FRE B U — DR M AE MDA L 7 5727215 T
72 L AR & TR R _E S HURBRAS AR T
JEE VST NS TIE B EEZONLEIEHZ
Bd7ze ZOMOIRSEIRPIC MR I LT, T
RT T )= VRPN OBERIE RN 75 05 72,

FSRT I = el L2E, sy
%800 mg/day ICHiE LTS 1 2HBBLTEY,
XX T DI AR AI309 B TH B Z &
S5V FCEFERBIELTWAEEZL LN,
b N ESHIAE ok Caki-2 Ml Fa k%2 vz < A 5
FERSHIE 7 VIS & 2 33 Y T3, Ry
T 5-BIR OB £ 20> © B B 5l o B Rh A5 e RR
ENTBY, VR T OYUIEE 3P 5-5% 5
MPORETLIENEZONL, 2O N, T
N7 5 — U RIS N2 B K O S 1%,
NN THEORETII R IRT TV — ik
WKEBBDTHozeEZ LN, 720 RFERIT
B BRI T IR BEE RIE D 720 78 /X = T 3k
&N 72A5, Wkt 1 EE KO FH I 2 iR %
ROz by BRI LTIV R=Z T
TR EREL TV EAURBE N, /8
UNZTIWZXBEWERICBE L T, sy n=7%
800 mg/day (ZHiHE L 721 2 HIE O SIZBWTH,
RPN LR T WEIED T, TR, B
& BFRERERE S, HUIRBRBERERE 2 R BUHE O
VEWER® 20 FR BB L T ird o 72h5 I
75— VB O MK E DR S 70 & [R
B, WIER TH, HURBRBEREEK T OBl L v o
TSN TIZEBHDEEZSNDLEWERHDARS
Nzo UL X0, G200 BEHOmmA, S, X
T = RO N = 7 OURIEE I AE 9 i
LD P AP RICH - - LRI N,

X8 = 7K H R BE trough iE £320.5 ug/mL LA
FOSEB TR RS o 72 & O H B Y,
HA NFEHE B E 13 B2 15 & U7z AR B G-k
(VEG109693 i B#%) Tix. 78V /8= 7 % 800 mg/day
TREHEG L2022 HH O Couu 13406 ug/
mL. Cuougn 13220 ug/ml & W iH EhTw Y, —
JiTy XY= T 800mg/day & TV AT T — )
40 mg/day % 5 H K25 L7203V =7 D
Conax 1342% KT Ly Chougn (2 TIEIEPEAHBET
272 ug/mL TH - 72Dk LT, PEHEET17.3 ug/
mL CholztDWENRH LY, TYRXT TV —)
PEHIED 278982 T D Coongn 12+ BRIRZN R AR &

ENTVD Cooun & FHIBZ ED S, —FDIEH]T
PPI D BERIC & 0 28V = 7 DA AR T 5
N5, REFTHHEIN T2 PPLIETIXRT S
V'—)V (10 mg/day) TH V. BEEEEIITT T
V— Vel H 119110 mg/day % FEL1H% 5 L 72 B2 24
BRI N pH B =5 ) o 7 OfE R Cld, 24 WY
O ¥ #03 pH <3.0 394.8%. pH <4.0 #590.8% T
HHIENMESNTVE Y, SN R=ZTIE pH K
HEEOEREZR L, In vitro Tl pH 40 282 %
EEEWIARBEETH LI eSS, BB T
N7 =)V 10 mg/day IR TRV R=T D%
FREEZT L. MARENET LY &2 6N
720 —Ji Ty IXRXT TV — )10 mg/day % 7 H [
Wik 5-24 B 0 B N pH 1 baseline & [W#EE T
THALEMEY SRTBY, FIRTFIYV— L%
L7238, D5/ T OWRINAO X
Bl b, ThbE2SYNR=STOWIIIIENT 5
LEZLND,

=7 L PPLR Hy AR PUdE (H.RA) BF
B 2R TCOARMERRZEEICE LTk, 2
NFETVL OO ENDH 5, BBl ES
NHEWNRE LIV RARY T 147, BlE, 2
& — MFgEO I Tid. PPVHRA PEHIBEIX. JEDE
FABE & o U CHER AL (PRS) W fiio.0 s
H. 1102 H (P=085). 4EFHH (0S) e fi
280 72°H. 3015 H (P=092) TH v, HREITH
FHAMARELRZEIAONT, AEHRLOFEERLW
HOMTRKETH 72" —HT. HWEBAEIZTT
HISIIRZ T OHEMYECOWTIE, BRI
OPFFIIC X D PES, 0S 3EI2 43 5 & o1
BHY, NN TOEYNE. BEWIIHT 5 HEE
SIS D REILE D T ARV,

AIEGITIX, B OFIE B X OHIE ORI
Yk TB 0., LB EoEMEOR L. =
WX 2 HBRE R B AR Z R E L Tfibh7,
F/2, XY= T L PPl & OMEAEH %S 5 L
Ty XY= T O EE O 2 I L T
W &M limitation & LTHRIFHNE, 512, B
Bt D+ ARG IEEAEIC L 0. 2SS =TSk
S MR OBEEIHE D MR A % FHE L 72720,
F I 2 A 5 PE R BV E I OB 24T 2. 72 3o 720

SEAE, 2R TN OoWT b EY IR =
) 2 SIS G- 0@ LSS, BIRIZBIT B8
N T ORBRERZWET B EPFIRTVE Y,
T2, BREVEIZE LTI, Grade 3UL EoEILTE &
Crougn & DB HE STV B 2Y, 2Rt
DOEIWERIZOWTIEH S TR SEWMMHEEER
(2 & B IR EE & BRRRN A, BITEH DOZALIZ DWW T
Ma SNz 8E b v, 238 = 7% PPL OB
SWTIE, WX ELEY CBLTEEREIZ S
TV b DODOERIKRTHMME L ZEEDOME A5 Z

BHARRESRFSAME Vol.29 29



OIFEY A EAEN OB % Bat S - 513 % <.
KIEBID X 9 B E N BB DZ v PPL & O3
FIAHEAERICE§ 2 1EMRITEE E Z 2 5,

PPI B FC28Y /3= 7 % 800 mg/day ¥ CTHi= 3
% b EERKOEALZ RS, PPIH IR X 0 Ak
YWEL, SHICFEBINC ST ORIVEH &% 2
N5 TR EIME. HARBRBEREICT 2 A & D 72 5E
Bl % REER U720 PPL AR L TV 2ERIZL L. &
PAIEHIEREE AT E 2 WIER S B 5 A%, PPIBE
HBITE Y= T OEREES &2 QBB W T, #E
MEE=ZF) 7L, MFFET R8P HELNL N
Yt PPLOFIEREH 2 ZR T HLENEZ LN
720 F72. PPLZHIET BB, 7SV = T D
B WH - 2EEHEBOBEN L H 5729,
FERRVERBISEPLETH L EEZ LN,

imIERECHE

JiEBIHGE D72 O fH R R K OFFNS R TIE ARV,

BEEROFE

Common Terminology Criteria for Adverse Events
(CTCAE) v5.0 T#Fili L 7z,

FlE AR

KT N TOFEHIZ FRT NS FRAE
&\

5| FASZR

) /T4 R 7y —<kAaH, v+ b
v MPEE200mg RIEMA Y a2 — T — A4,
2020 412 HELaT (5510 7).

2) HAWIRGF MW, BRESEIANITL4 >
2017 4E W 2020 4 7 v 7 7" — b, https//www.
urol.or.jp/lib/files/other/guideline/33_renal_
cancer_2017_rev2020_info.pdf

3) Escudier B, et al.: Randomized, controlled,
double-blind, cross-over trial assessing treatment
preference for pazopanib versus sunitinib in
patients with metastatic renal cell carcinoma:
PISCES Study, J Clin Oncol 2014; 32(14): 1412-1418.

4) Sternberg CN, et al.: Pazopanib in locally advanced
or metastatic renal cell carcinoma: results of a
randomized phase III trial, / Clin Oncol 2010; 28(6):
1061-1068.

5) Tan AR, et al.: Effects of ketoconazole and
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esomeprazole on the pharmacokinetics of pazopanib
in patients with solid tumors, Cancer Chemother
Pharmacol 2013; 71(6): 1635-1643.

6) /2N T AR Ty =<K, v+ M)
¥ b ®§E200 mg WIEAEH A N BUECIBRANEE
AFHRRE I D B

7) Suttle AB, et al.: Relationships between pazopanib
exposure and clinical safety and efficacy in patients
with advanced renal cell carcinoma, Br | Cancer
2014; 11(10): 1909-1916.

8) Sternberg CN, et al.: Pazopanib exposure
relationship with clinical efficacy and safety in
the adjuvant treatment of advanced renal cell
carcinoma, Clin Cancer Res 2018; 24(13): 3005-3013.

9) Inada-Inoue M, et al.: Phase 1 study of pazopanib
alone or combined with lapatinib in Japanese
patients with solid tumors, Cancer Chemother
Pharmacol 2014; 73(4): 673—683.

10) ——H A Btk 2y b ®§E5mg 10 mg
20mg R A ¥ ¥ ¥ 2 —7 4 — 24, 201749
HUYGET (SETH 24 ).

11) Yu H, et al.: Development of a pharmacokinetic
model to describe the complex pharmacokinetics of
pazopanib in cancer patients, Clin Pharmacokinet
2017; 56(3): 293-303.

12) Sakurai Y, et al.: Acid-inhibitory effects of
vonoprazan 20 mg compared with esomeprazole
20 mg or rabeprazole 10 mg in healthy adult male
subjects—A randomised open-label cross-over
study, Aliment Pharmacol Ther 2015; 42(6): 719-730.

13) McAlister RK, et al.: Effect of concomitant ph-
elevating medications with pazopanib on
progression-free survival and overall survival
in patients with metastatic renal cell carcinoma,
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14) Mir O, et al.: Impact of concomitant administration
of gastric acid-suppressive agents and pazopanib
on outcomes in soft-tissue sarcoma patients treated
within the EORTC 62043/62072 Trials, Clin Cancer
Res 2019; 25(5): 1479-1485.

15) Pisano SG, et al.: Effect of acid-suppressive
strategies on pazopanib efficacy in patients with
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16) Fukudo M, et al.: Pharmacokinetically guided
dosing has the potential to improve real-world
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- HEAGHRE SR LR T WIS ASE - SHHRERIZO W TR 2

- AbEARIERETR OB PR RS B
- irAE1 BUBEPR I IZ DWW T

[XCHIC]

PAAKIOIERBEF DL RRILIZE D, 5T
BRI GIEF = v 7 BA b HESR R SR
B LIZTHPAR M TETWD, /2, T
MAKN T2 T2  LFRFHEIEIC X o TR % 5]
XEITIEDHMONTVS, X512, HEROK2
AT NEDSARB L, 65l Eof4~5 A2l
MNIBERIFICHRET 2 L SN TV LIS, WA
PR THEBEDL LR BABREOR 2 HIp
PRI Z S L TWB EWIH F—F dHE S Tw
BV, F72 BERIEA TS A B IR R ISR L
TOVRWHBEICH L TERPEIE Y Z EH5H15
NTHY., BAEBRBFOUIE LA EGbeidii
HWTEZRV, TS50 EI2X Y, FaBHIEA
AR O CILEEE B Re WIRIE 2 £ B
fEL. R X 2 A2 RS VX I T 240
Bnd 5o

[FERBEE AR LT VDA -
STHERAE]

BERHRE (BIIRE) 2B LT VI AR
THREE R RLIORT. 22 TR ZOTRIEH
IZOWTORMICOWTIHHT 2. 72, BILEED

CTCAE #Ffii % 2 12”9

L% L. CTCAE FFAii 72 1) CILEE# AR 5 BiEAR
WMEREOFMNZTAHIEIZES Vv, ZD720, i
PEDOWE DA T 59, Mk > o —oig
B 7B HbAlc R 7 ) a7 IV 7 3 ¥ & I
FELFMET 5 Z &b ENTIETWIT W,

ORIBEERIVEV/E

BB R E ANV E VI X BHAHEEORT I
LHECTH D IRTOA VA VY ZHEEDIEIZH &
2550 5130 AN~ ORE % B D ATl kAT
55 GLUTA D325 23505 Y, T2, Baflily
MWODT VI T 25Uk R IR T 2 & THIFE T OB
DT L, BELRIBLTIZA A1) ¥ W As ] &
b, REHNIA 2 VST TR, A4~
2 VHWOET BB &Y,

BB R B ARV | 3T X AR CH R I AR
PEDSEMHE 205 2 EDFEMTH B0 DAALFHET
BEITFH AT H SN D A, e
13 36~54 WEfH] & R v 72 O3 5- 8 H o 22 IR
M FA b AN, FL F=va v B
PERIEIASHI O & 2 A3 — % 1912 38 & C g L
A2 2 Lid e <, T LA Z2HE R R AR 12 7
HZEbHBH7, BIBEEARNE VA X 0 b
RHHRE DD 5568 XM EI BT 5 2 b %
< BRICIEEDPRETH 5,

ST FEIZEA VR VBENERTH D, B

FENLASARFZE v & — HUw B SE A
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B OIALRE EF KIS T 5 720, mAhH F 72 1358
A 2 Y OHEKG T TbI G Z LA %
Vo BIEREAIVE VERIPRESNDLZ LS W
720, BEMDOA VA YIE5RENE L kA
BHbo 1221, FXH AV UVEORFRERHE O
BB EANVE Y HETIIRIMEI BT 5720, ¥
BRIOA ¥ A »OEERLHEIFFHEIA > R ¥
DD LEE D2 XD D, W, FERITEH
RIOEE R B ARV E VOG- O 4R B R &
WE VOB G EP VR WA T, bE EA A
BB Ch UL, BB T3 Toxfn b Ik
Thbo ATHA FIZL 5 EFIIMEAZEIK X
L BHEICOWT—EBDORMBRR A, K54 VD &

=1 BEREHEER (SMmE) ZRIELPTVES
k| —h%2
mTOR [EZEE FLYOYULR
II~NOU LR
Ber-Abl-TKI —oF=—J
AN ERERRE L-7RINSFF+—F
BISRERIVEVE FEYXFIY
JuRzZvyvov
bl =1 FTSHEY
7 IILFIUEEE ANVTRYYY
PFERIESK TURIVYRTRXRFY
BEFIVIRAUEN ZRILNYT
FREER NXLATZOUXYT
PFIUXIYT TE
LH-RH & 1{K. Ua—>0ObY VEFEEIR
LH-RH 7d=X St U VRS
mr7 Y ROy VE TIANSLAFVUVEBIRAT
WWF MU LKFIY

IFZIVIARNSIF—)
o0ILNI ) VEBERT ATV

BRI E 8 X ROFYTOX R0 VB ®=OoF=7
IZF)IL O F =7 K DR R OB R
SR LHORY Y o TWRWAL A YA VPO G- AR S
£450U LR NTW2 Y, $720 =0 F =712 X 2 WIS T
#2 BIN#ED Grade 7748 (CTCAE v4.03 #£41)

BFEER Gradel Grade?2 Grade3 Grade4 Grade5b pit—

S TCHERSMAE | EREREMAE | >250- >500mg/dL |4t BEARR T IC
fE>ULN- E>160- 500mg/dL ; | ; T MEEH
160mg/dL | 250mg/dL | >13.9- >27.8mmol/ R, BE.

A *7-1% 27.8mmol/L |L; £5% 2 HERIE 7
>ULN- >8.9- s AbtaE hg N ¥ =2 N
8.9mmol/L |13.9mmol/L | ¥ 3 Hick 3
ULN : £ FR{E
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I b DVFIE L e\, TNENDREGIZE D
B ERE e BIRT 20BN DD, 720 BAEY
PR O BT 2 EREWOERIZH A
ENBLH, FRWICEbEMEa Y ba—L %
19 T ENHEETH L, BN L-AFRIIHDET
A A A & BEBIEST 50 b #E
D—DOTHb,

® mTOR PEEE:

mTOR (mammalian target of rapamycin) FHEHE1L,
PI3K (phosphatidylinositol 3-kinase)/Akt/mTOR #%#%
DOIEHALIC X A SO 2z 52 & XD,
PUIE 5550 H % 76489 % %, PISK/Akt/mTOR #5813
A VA VZEDBY T FNEEICHHEE LTS
. mTOR 2SHEEINL Z & TA ¥ A V5D
AL, iR &R shs Y,

HEMERIE 8. £k, 2R, 24BE~KE
EDOREIMAEIRTDH 5o

AL T MR BTk, =1 ) 4 2 Tid12
~50% TILHE EHBA SN, ZD 9 B Grade3 DL L
A4~12%"P, F AT T AR TIE26% TIHLHE -
ARSI, D) B Grade3 YL EAT11% & Hids &
NTWB Y GBI . % WY\ 225 e i b
EOWMELREDVHHTEZF ) V7 EATH o BERE
DOEHOHLBETIIIY PE—VARERD R
Wz, FEEVPLETH S,

ARPZIS U CTRET MU B T 389, 4 > A »
LRI, F 72138 ® A2 1T 9o Gradel-2 (XM HE
REDUHEETH b, Grade3 Tld WV o 72 AMKRIE L,
=Grade2 |22 VX TTRECTdH % DIEHIHE T 5,
Grade4 Tl mTOR FER O IEZMRETT %,

— %92, mTOR FHESIC X 2 w5 Mb & ] i i &
SONTVS720, MR ISR L ) SET
%o mTOR FLEHZdI LA 1C1E, 2okoll
P25 DT 35, BERmHEREORE, ik
R 5o




HCTH 5o

HAEERE LTk, g, $k. ZIR. &4k
Bl EOBIMBREIRIC G 2 DV 5o BERIR R,
EWNE. FIBREARVEVEEEH L TWABET
REIMAEZ LR T VOTE VIEEDSLETH 5,
N5 T AR ER T, 27% CIiHE A 254 5 h,
ZD 9B Grade3 L EAT12% MG I N TWD, #
B b O ZALITIEE T %o b 38 5901
WL R T WEINICH 505, BENTHREAT L5E
bH 57 DEIMEDBILHIMGET 5o BEITFED S
N7EIE, RIS FERONIRRL A » X)) ~
OfFH. LEIZID U TR, BEF 23k d %
B3 5. MRHOERTHELF =T, ¥ F=
7. RAF =T, RFF =T TIRREIMMEOHLG I
Tz, IRET 2 e — VAR, EIS R
RELEZRDH 2. ERLEBELHETT 5,

@L-FZANSFF—E

L7 ARG FF—BIZL B VA YHRHEC
0. BEAGEREREE (BT v XNy ABK)
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Llls72 6, FATTLEY Y MEIHT 5
RAAYE Y v PEOIEHIEDIBGE S 17z (K4) .
F72, EBUPHBEE S N2 720, BIMGETIHICHE N
BEREOBEZIT o 7ofE By BERIZD 9% CIO T
RAEAS0% % B S ehoizizd, RATTLES
Y MEECHT ARA R Y E Y v EEOE R IR EE
ENeholz,
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EMEHERS EIHEER | BIHRE | BL0BE
PEDT SEEHNEIE o N N
(Complete Response, CR%E) AL L L

ARV MOEMET MR (REBFAE ; 2022tF3A288,CTD2.7.6.20) <REBFFERE >
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D Iko@E ) ThbH (X6),

3) R (ZEMHORET)
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Drug Information (i)
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