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Consideration of Premedication for Prevention of Infusion Reactions
Caused by Rituximab

Abstract

In this single-center, retrospective, observational study, we investigated the efficacy of loratadine as a prophylactic
agent against infusion-related reactions (IRs) during rituximab (RTX) administration. The study involved patients who
were premedicated with diphenhydramine, d-chlorpheniramine maleate, or loratadine as an IR prophylactic agent prior
to their first dose of RTX at Nerima Hikarigaoka Hospital between January 2017 and June 2022. We recorded the data
of patient-specific variables including age, sex, medical history, presence or absence of regular steroid administration,
and IR incidence. We performed intergroup comparison of IR rates between patients receiving first-generation
(diphenhydramine and d-chlorpheniramine maleate) and those receiving second-generation H1-receptor antagonists
(specifically loratadine) for the prophylaxis of IR. In this single-center retrospective observational study, the incidence of
IR with loratadine showed a similar trend to that with first-generation H1 receptor antagonist.
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rituximab, infusion related reactions, loratadine, retrospective observational study, premedication
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Kunio Ochashi'f, Ayako Higuchi?, Yuki Tsutsui?, Shunsuke Fujita®, Takeo Yasu®

Retrospective Study of the Relationship between Increased Serum
Creatinine Level after Administration of Abemaciclib and Treatment
Efficacy and Side Effects

Abstract

Although abemaciclib inhibits renal tubular secretion of creatinine, clinical guidelines generally advise against
intervention when the serum creatinine (Scr) value increases by approximately 1.4 times from the baseline. In this study,
116 breast cancer patients treated with abemaciclib were divided into two groups (<1.4 times group and >1.4 times
group) based on the Scr increase rate at 4 weeks of administration. The study aimed to investigate the relationship
between patient background, efficacy, and side effects. The results revealed that pre-treatment renal function did not
affect the rate of Scr increase at week 4 of abemaciclib administration. In terms of treatment efficacy, the median
progression-free survival was 463 days in the <1.4 times group and 309 days in the >1.4 times group, with no
significant difference observed. Regarding side effects, abemaciclib dose reduction or discontinuation by 4 or 8 weeks of
administration was significantly more common in the <1.4 times group. Additionally, severe bone marrow suppression
was more prevalent in the <1.4 times group, suggesting that the difference in the incidence of myelosuppression may
have influenced the disparity in dose reduction and drug discontinuation rates between the two groups.

Key words
abemaciclib, serum creatinine, breast cancer, bone marrow suppression, CDK4/6 inhibitor
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associated lipocalin). kidney injury moleculel {Z 552

RHAGWIEIRERTWEY, 72, HRRER
IBTBETRYY ) TEG RO S il LA 0%
CldA EFH LI H A B (Common Terminology
Criteria for Adverse Events: A'F. CTCAE) version 4.0
Tgrade 1l F7-ldgrade2 L EETH ), 7T ¥
7)) TEGHETIHRIIEERICLET L2 o]
WHTHBE SN TR Y2 THRG ROl
PIRFEZBI TV A F V ColmdEigtsh
TRV, LT, 7YY 7 ) 7H5#IC
HREDER=ZAF A4 VPO 14ERET TO Ser i B
AFLT L RERMAEREELZRTDIOTIEIL W
LEZOLNDZ DD, WEITHTROLEDN L,
TARGREE Z B R % Scr il L AR Z o 72561

1]

Ser LA DO Fa L %2 Fl W TR BE 2 -l 35 2 & 28
?ﬁé’%§ﬂ“(lﬂé46)
— ). B E O EITITE W RERIARIE S I

Yo TSN A IMiE 2 L7 F= v odEaimsd
L. MR I X 5 2 L7 = VRt
HEDBMT 52 EHHESNTEY Y, 7Ry

7 ) 7 BGETE OB EERE D FEEE IS U T, Ser fifi B

ORI D LWRENNE Z b b, 720 TR
<~V 7 )TN ED S i ERADBT R 7 ) TOR)
RREWERIC ZITTBIIOWToOHE IR ST
W5,

Z 2 THNMOMGE TR, EFERTICBIFS 7R
XY THRGHO Scr i EHOFEREE S I
L. RLODER L WE ENLFIETHLX—-AF
4>w%n4ﬁ%tiésamiﬁk R o
O-BEETRNT. BEEB X OENER & o
PIZOWTHE L 72D THRET 5,

PapsS

1. WREHF

2018 4£9 H ~2022 4£3 H 2B\ T AT EE A
STIRBEEERE L ASA L v & — (BLF. %k T7 N
R TG ENTHRIVE VB GE D
HER2 P& O FMARE I FHRABEE 25 L L
720 BB, TRV ) THEBERKEO B E - ARENA
WaBE, 7YY 2 ) TGN £ 235G 4 B85k
® Scr EAA 2 B, BUIUEEE. MoRkET
TNRY Y7 ) THBG S RERE TR S Y B~
&l o T BEHE I LN LR L 72,

2. AAER

AN REEICONWT, BEFZHCTHIH
E’JLﬂ"‘Lto Eﬂﬁilﬁﬁ R AR B R
& B PLAY A A JFJ’F (7 i A 7 44l Bl AL 57
ﬁ(i’i’ Gte). WA, PRAIZE. MEARAR AT R (A
MERE. RIMERE, /R g7 L7 F= >
i, Mg Ay F 2 CE. M RFEEHRME) ., 7 L
7 F =217 F v A (creatinine clearance: UL T
Cer)y 7= 7)) THRAIRGE (G =, R -
RIE - kD), TR~ Y 2 TERGROREIE
M. WEETORFMEE L7z Cor id Ser iz v 7z
cockeroft-gault K® Z I WTHEM L7z F 720 BEAE
JEIZ DWW T, R, SIE, O, BERE
fig3% (CKD : chronic kidney disease) @ﬁ 2DV
AL 720 PEHEIZOWTIE, BREBICEEL S
Z B REMEDSH B B FEH] & L’C7\)lx7 7 A MF
=V BIRMY X T A (sulfamethoxazole/
trimethoprim: AT, ST) G#IB L OIEA T A4 MK
PLgSEH (Non-Steroidal Anti-Inflammatory Drugs: PA
T\ NSAIDs) ffHOAE, S HIHFHL I A EL
TINVRALT Y M ERETRY Y —EHEROH
2 AT L 72

3. PRIV IV TESED ScrELFICEATS
il
TR Y7 ) THRGHO Ser i A7 G2 55
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AEBFETIIREL, FORIZEFEIREICEDL D
WERH LY, 22T, TR Y2 ) THMEKEE
BHAG 4 JA% O Ser D EAZE (LN, Ser EHZF) 28
LA TORE (LLF, 1ABUTE) & 145282
L (LUF, 14588 o2 1250, BEETR
T & ORI O W THEBMG 217> 720 BPERERE
EDOHEATIIEN T L 7 F = VIRME 57 OB & H3Hd
MT2IEPREINTVLILERLY, R—2F
4V OERERER T XY 72 ) TWE b7 LT F =V
PRANE B E G- 2 5 B R R T 5720, N—
AFA4DScr i 7R~ Y27 TEIEHD Scr B
IR OMBEEZFHN L7z 72, KRBT L TR
<7 THER. B2, 4. 8HHE @ Scr B X
MR FEFEM (LUF. BUNE) o % it L
720 B, BEMA DT X< 7)) THIIGKE Scr il
ZR—AFA e L, BMfi4H%ZD Ser fliE TOZE
bE% Ser FAK, REOHME T TOSrEE TO
ZA b % Scr HME & L TRD72,

4. PRIV OYTES#%D Scr {E LR EIRAR
0 - BEAICEI T 25T

Ser EHFS1ARBU T L 14 BBHECTT XY
27 ) THGEHEOIRMIRE B L ORI 2DV T IR
Mg 2175720 TR Y27 ) 7OREWER E LTTH
RUFH BRI FAE D HEOER & LTHH
FEDTE Ve {HALEHER DA CHIEOR VEITEH & L
THREBIEND 5o AR & LCTid, TR
BAGA O 4 R, GF T ERIRA D3P G- BiliG A © 8 8
DRIZZ L BOLNBYY, Lo T IRARN
LT, TRY Y2 ) TORBEE, BG2EH,
4EHBLUSHEE T ToORE - KIEHR, H v M
7 H (2022 4510 H 4 H) I x0T O Al ke = % i Ax
L. BWER & LR T, FHEicon
THRAT L 720 BIEH @ B %213 CTCAE version
50 2 ZEIT TV, A% HH T ToOREME L
TRHM L 720

5. PRIV OV TKRSED Scr {ELF BB
RICEAT 5T

Scr FAEAPIAR L TR L 4GB CTT XY
7)) TREROBHRERR RN ED D 5 2 HERRES
AT o T2o HHRYH O FFEAM 1S 13 485 5 2R A7 0] R
(progression free survival: PFS) zffif] L 7. PFS 1.
TNRY Y7 ) TG H > SREIEE 7235
FCoOMME/EAy bAT7H (2022410 H4 H)
FToOMME Lz b, HEEHE/RIEOH 2
Response Evaluation Criteria in Solid Tumors (RECIST)
version 1.1 123D &, ERiA ST (Progressive disease:
PD) & &l L7236 & mEEIT & Lz,
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6. REtERMT

L2 B o LR IZ 1d Mann—Whitney @ U #15E %
v 7 T =250 R IZ1d Fisher O 1F i ffe
w2 vz, IRk O gL, 7= 7
V) 7R B H 22 & OBIEE IR A3 1 4 DL Lo SER] %
WG E Lo 7R Y27 TGS EHE F TOD Ser
fili B X U° BUN fii O Fi TR0 G2 A & Sor 1 F
721X BUNMHORIEDH 5 b D % F#t L. Friedman
g % F\vC 4 BELLER 2 47 - 72 1% bonferroni Mi%E %
HWT2HET OB AT 5 720 MBERE O EIX
Spearman O AL AH B4R %L % v THT - 720 PFS I&
— At Wilcoxon M2 & ) L L 720 XTI
FriZBs v, p<0.05 Z et F A & & HE L 72
FRHRNTIZIE EZR ver.1.55 & Fl v 72,

7. (RIEMVECE

Aigeix. [AZRRET 2 AaHY - BRARIE
FENZBY 2 B AESt | ISPV L 2 P fm A
TREOKRR 2B THEML 72 (M H752022-15) 0

Haom

1. BEER

MR YBETT RNy 7)) THRKG5 SN
FRIVE V2 BARGYE DD HER2 Btk o T ASBE i
FRABEEIIB AL THo72. TDH)H, TR
) THERO G E - KEISAHLEZ 1S, T
Ny 2) TG T 213G 4 EEH O Scr flEAIA
M BE2 4. BUABEE1 4. Lok Tr X
<27 ) THBGG S HEEE T S M BEAKIA &
ol BESHDHLETIHTHRNT116 %4 %
FRGE Lize AN SR116 HOBEEFREZELIC
RS o Ser A4 R LU #EIE81 44 T Ser EH-=*
el (DU 47 #EPH ) 131.23 (1.11-1.34), Ser L5
K14 BB ZTT NI Y 7Y THMG4 BB
Scr kA gl (MY AL #iBH) 13 1.52 (1.45-1.59)
ThO, 1AGEBEDSe FARERNEEZTIZED» -
7z (p<0.05)s F 72, AR TFHOT X2
7 BG4 J8 % O Scr BN gL fE (PU 57 #IPR) 1
0.15 (0.08-0.22). 1.4 % 8 # T130.30 (0.27-0.38) T
HY 1A Scr ¥ MEL A RICKE Do 72
(p<0.05), 4Fih. KRE, 7727 THMGEOIML
H7 LT F = Ul Core PUOSAFHIGRIEE, BEAERE
ChEJRIR, B, ORE. CKD). BEHL Y X v,
BEJHEEFH) (ST &%, NSAIDs) (2B L <. MEER T
HFBD SN Dol STEAZIHLTWS
LT = 2 —F Y AT ANHEFSHERH H 1T
OWIRTH Y, Ser EARIABLUTHO2 21T EN
ZFhHORERBELER N, 2 5MiEZIx LT,
Ser EAF1AGBEEO1 KIS RMEB I LT



X1 BEER

Scr EFRLAEUT ScrEFE1AER
(n=81) (n=35) pf&E
Fi (%) 63 (53.0-70.0) 64 (53.5-71.0) 0.47?
#E (kg) 51.0 (46.9-56.9) 53.2 (48.0-58.5) 0.38?
TRy TEREImES L7 F =18 (mg/dL) 0.64 (0.56-0.74) 0.59 (0.53—0.68) 0.11¢
Cer (mL/min) 735 (24.4-172.2) 81.6 (28.3—-140.0) 0.26%
4358#% D Scr L& 1.23 (1.11-1.34) 1.52 (1.45-1.59) <0.05?
4B D ScrighnE 0.15 (0.08-0.22) 0.30 (0.27-0.38) <0.05%
MHABERE (N)
"L 25 9 0.66"
HY 56 26
BEIEE (W, ®ILE. OF%E. CKD) (A)
2L 52 24 0.67%
HY 29 11
BRALI XY (N)
TARZLT Vb 44 21 0.68
TR —tREH 37 14
BEREH] (A)
STAHIH Y 2 1 1.00
NSAIDs# Y 25 8 0.50"

EHEHERRE (OMIEE) TRL. HT TV —FERISEFIB TR,

?: Mann-Whitney U-test

b Fisher's exact probability test

ABHOScr LRE TRV oY) THIAK L FBGBHOScrED EFE
ABHOSCHEME @ TR Yo U TR & RRABER OScrEDEINE
Ccr : creatinine clearance (Cockcroft & Gault =)

CKD : chronic kidney disease

ST&#| : sulfamethoxazole/trimethoprim

NSAIDs : Non-Steroidal Anti-Inflammatory Drugs

Lr=varzellNkL Twiz, T2, s
116 %055, TR Y27 7THIE2 %D Scr fil
WSEAS 21 B 2 B 72 115 BIZ BT, BiG2 A
%O Scr BEIREIZOWT O Z2 4T o 7285 %, Scr
B g fl (U5 ALAEPR) 1E Ser EA-E14 5L
# (n=81) TI30.19 (0.14-027). Scr L H-=* 14 f5#
B (n=34) T1Z0.27 (0.22-0.35) TH Y 14 15D
Ser WMEDH K E 2o 72 (p<0.05),

2. PRI VIV IJEBENS8EBEFETO Scr
{[ES KU BUN EDH#ETS

TR 7)) TEBSHAE FTOScrfliB L O
BUNfEDHER Z 1 IR T . AR 116 5409 H
TR ) THREPS2, 4, 8HHE® Scr i % 72
X BUNMEARIE L TV 2344 % v 72113 4 T
MrL7zo Sor LA-314 50 FHE (80 #4) @ Scr il
PfGIE & e 2EH DIREICAHEIC LA LA 438
HE8HAHIZ2MH & AR T LTz, Ser
FAERIAGEEE 334) O Scr b 14U TR L
FIARIC2 A E DRBEICAEREIC LA L7225 2:8H DK
B8 HHFEFTIK T A AR L, (MI1-A),

BUN fEIZ DWW TIE, Ser EARIABLUL TR T
BaGIRE & o2 3 B EFEINCTd - 7205 B

el FOHh4 EB LI BIEE: & R THER L
720 Scr EAR14 T2, 4 AHICHEEICER
L7223 D% 8 HIZIXFAARE & WA F TIRT L
Twz, (K1-B).

3. R=ASAVDScriEE7RII U IR
0 ScriEMMEDHERI M

TR G116 BB T D, X—=2F 4 »® Scr fili
TR Y7 TR 4 B O Scr B o AH B X
21T, BB LU Ser LAHF14ELITHE
TRAELMBEZEO L7270 (K2-A, B), 14
R CTldp=0625 (p<0.05) & A =% IEOMEH
BN (K20 Ty TR 2 THE2
HH D Scr HIZRIEDDH 5 1 6% v 72115 Bl >
WT, R=2Z254 vDOScrflie 7X=v 271 7
72 8 % @ Scr W& % AT L7285 8%, e (115
Bl) A B AR $p=0.175 (p=0.061). 14 F5 LT B
(81 41) 1Zp=0.124 (p=0.269). 1.4 F5idHE (34 B1) 1%
p=0469 (p<0.05) TH V. Blth4 FAEORER L FHE
WCBIR2 BEICBWTH 14 BB CTHE R IEOM
BEASED B N7z,
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A Scrfi

Ser EH-FRI1 4ELLT (n=80) Ser EH-SR1. 4f#B (n=33)
3 31
25 ° 25
3 3 °
B 21 o W 21
E o ° E °
w157 o o 8 w 151 °
057 p<0.05%* 051 p<0.05%*
0 0
0 2 4 8 (@A) 0 2 4 8 (€:))
03 238 438 (0] 218 478
218 p<0. 05* - - 238 p<0. 05* - -
438 p<0.05% | p<0. 05" — 458 p<0. 05* ns.* —
81 p<0. 05" | p<0.05* n.s.* 818 p<0. 05* n.s.* n.s.*
B BUNfE
Ser L1 4% LLTF (n=80) Ser EH-R1. A% (n=33)
50 1 ° 50 -
45 4 45 1
5 404 5 404
3 35 ° 3 351 o
E 301 o E 301 ° g
w251 o w251 ° o
Z 20 A =20
3 H afhed
10 T 10 -
54 p<0.05%* 5 1 o p<0.05%*
0 0
0 2 4 8 () 0 2 4 8 (i)
038 218 478 018 238 438
238 ns.* — — 218 p<0. 05* — —
438 n.s.* p<0. 05* — 438 p<0. 05* n.s.* —
8iA ns.* p<0. 05* ns.* 81 n.s.* p<0. 05* ns.*
1 PRIV TEIA8 EEFTO Scr B KU BUN EDH#RE
**4 BB Friedman #&7E. 2 B DDLLE bonferroni #E. X FME
EENTEIER 116 6D 5 0~8 D ScrEX (& BUN {EHRIE L TULVD 3 FllZERUE 113 Fll = fE 4T
A Ak B L A4fFLLF C 1458
16 :::0(2038;6* 161 ,'Zféﬁ';éf . : p=0625*
§ 10 g 10 8 é ]
04 A%e? gt ° (n=116) 041 3| i S ﬂ (n=81) ’, (n=35)
2 R—=ASA VD ScriBEPANIYV T TRIA4 BED ScriEiNEDHEEK
*Spearman DIERIAERREL
4. PRIV TRAIKR D150 mg/H. 2 % H3F L ENHTGHFE T O R
AN R1I6 ZDOT XYY 7 ) TFHIRRB L O BIE L HHR O 720100 mg/ H TR STz, 7
BIaRORMER 2 7 X~ 27 ) THRARRE E LT Ry 7)) THIBBIZBIT 5 Sor EAFRI4BLT
FK21R T, BBHEIWMAER CAEE I Lo 7 ML Ser EAF14 5B ORE - IREIZZENZ.,
A, Scr EAS 14 ELIH T B2 RRERE D /2 BIG2 M H Tid23 4 (284%). 64 (171%). Bi#h
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w2 PRIV UYTIRERR
Scr EFR1AELT Scr EFR1MEEB
(n=81) (n=35) pfE*
TRTY I THBEE
100mg / 150mg / 200mg / 300mg 2/1/13/65 0/0/4/31 0.79
BFtA2BE £ TORE - AE (%)
Bl 58 (71.6) 29 (82.9) 0.24
E) 23 (28.4) 6 (17.1)
[RR] BE - REOEH (%)
SREINE 10 (43.5) 4 (66.7)
TH 8 (34.8) 2 (33.3)
BEE 2 (8.7)
FEh 2 (8.7)
FEE 143
BIth4ABE £ TORE - R (%)
L 35 (43.2) 23 (65.7) 0.04
»HY 46 (56.8) 12 (34.3)
[RER] BE - REOEH (%)
BRI 26 (56.5) 8 (66.7)
T 11 (23.9) 4 (33.3)
BEE 2 (4.3)
FE 2 (4.3)
FEE 122
32 1 (2.2)
PR 2% 1 (2.2)
B 1R ER H 1 1 (2.2)
B 122
BItASE R £ TORE - R (%)
"L 25 (30.9) 20 (57.1) 0.01
E) 56 (69.1) 15 (42.9)
[RR] BE - REDOEH (%)
SREIE 32 (57.1) 10 (66.7)
T 12 (21.4) 4 (26.7)
FrREE 3 (5.4) 1 (6.7)
BEE 2 (3.6)
FEh 2 (3.6)
423 1 (1.8)
FEBRE 25 1 (1.8)
HiEEELH 1 (1.8)
B 1 (1.8)
PR i 2% 1 (1.8)
BIA8BE £ TOTH
Grade 1/2/3 58/13/3 22/6/1 0.91
BIASER £ TOBAR
Grade 1/2/3 30/9/2 17/4/0 0.88
BItA8E R £ <o B MBS
Grade 1/2/3 35/33/13 13/20/2 0.17
BAGEE £ COAM
Grade 1/2/3 54/26/1 23/12/0 1.00
BIA8E R £ <o M/VRE A
Grade 1/2/3/4 70/6/4/1 33/2/0/0 0.67

*: Fisher's exact probability test

4 HTIZ46 % (56.8%). 1244 (34.3%). BIASH
HTIE56 % (691%). 154 (429%) THH. 7N
<7 ) THMGEAER EE8HAE ETICITARY
o) TORE - KR EAT o 72 BE I Ser EHEK
LA THEPARICE o7z (FNEF N p=0.04,
p=001)o 7> 27) 7THMK2MAH, 4HHB X
U8 HH F TodaE - IREHHTIIME L 1251
POl & TR 2o 720

TR Y7 ) TEGESHEE T TO TR, BRI
HIM BRI A i, /MG OFEIERIIZE LT

MR CTHEEDD D DR o 725 BRI
Fift, M/GEA TiX Ser EARI4ABUTHTO
& Grade3 VL O EELIERDBIFEIH L Tz, 72,
HIMERI A Tld, Ser A3 1.4 £5 LT # T Grade 3
H¥13 % (16%) Scr 53 1.4 58 R T Grade 3 %32
% (57%) TH Y Ser LAF14 LT TS %I
T AHMEMIZH > 72

TR Y7 ) TR R 2 23R T, At
LU6 BN, T2 THRIHBEH 25 06
S AY 1 4 A D 18 B % B\ 72 98 B & AT L 720
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K3 FPAYYIUTORE MR

Scr EFELAZLLT Scr E RK1.458
(n=65) (n=33) pfi*
PR R 0k #55 HA P
15K (%) 31 (47.7) 20 (60.6) 0.28
1EE (%) 34 (52.3) 13 (39.4)

*: Fisher's exact probability test

BATER116GID o, TR ) TIRARKE D - OBRRIAMHLERTE D 186 % b L7298 % 4T

KER 1
3 60
25 . 50
7
2 // 40 S
E N 7 5
=
\\ 4 30 E
a ~o _-—x =
- z
o - 20 2
0 TRV T 0
100mg/E 5 0mg/B
0 0
0 2 4 8 @)
e S i 53N

(mg/dL)

crfié

SEB 2

s
(mg/dL)

BUN1E

0.2 TRTo)T 5
300mg/B

0 2 4 8 A

ey SCr {7 =l BUN

3 BREEDRHTANIYV T TREZ{TOc2 BD Scr fES KU BUN [EDHERE

ke FH ARG I [ 23 1 4R & 1 AR DL Lo B

THBEE I G572,

BEED DT NY Y2 ) TIRIEE T 5 72 Ser
L AFRIAREDTHE D24 @ Scr fii B X UV BUN fH
DR ZKIITART FEBI I, FErg0 %, AE
585 kg, Cer 244 mL/min, PEH L ¥ A LT 7 VXA
N v b PEHSER] & LT ST &#1%° NSAIDs Dk
%oz FEBI2 X, FHH66 %, AR 42,6 kg,
Cer 581 mL/min, fFAL Y X gL va vy —n,
HEHELTeF Yy 7Fa 72y ZRHL TV,
2HEB L D PIDAARGEIED D V. B -
TS V) LTl R, R IE 7R~ v 2 )
7 B #E T 12 CKD staged Tdh - 720 FEBIL I H D
72OTR< Y7 ) 7100mg/H CThME S LBIG2 8
BICEBEED ORI L 20 BG4 B%1250 mg/
HTHME Zo720 BEEREDZD LI 72
VHAINL VA VEF L ol ER2IET XY
27 ) 7300 mg/H THME S L7zAs, B2 HEIC
N=ZAF4 >DO2f5% B2 5% Scr fili &£ BUNE®D I
Az, FHREICLY TRV 7 ) 712X 5 HkE
ELHWTSRIEL 2D, Tk, HEWEEDD
FINNTVIRAVNIER L5720 TRV Y
TH68 Ak F TOELEEM I, FEFI IR
Grade 1. T Grade 1. &Il Grade 2. &+ Bk A
Grade 2. JEB 2 13 EX Grade 1. T Grade 1. &
Il Grade 2 % #8872,

(Pl ]

5. Scr F8#& PFS

M #EC B % PFS % X4 1278 3 PFS A gt fif
(&, Ser B A-# 1485 DL #ET463 H (95% 15 #AH X
fi]  326-585). Scr b= 14 f5EHET309 H (95%
EHEIX [ 186-395) TH . ZIZBD LN LD
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72 (p=0.119),

R

AWFEORAEN G116 54D ) HHHTT R Y
7 THMG4 BHEO Ser EARPIAGEEZ. £
D P PRAEIZL52 15T o 720 Ser FA-FHK14 585
F1ARGUTREE LR T, 7R~ Y2 THlB4 A
%O Scr WINESABICKEP 7205 TOMDHE

BERIZET o7 (KD TRV 7 ) TH
164 B O Scr W= I E - IKREORELH L &
ZEzoN5H, BG2HHE 4 HE & TR
DI - REROEH/NE L (F2), Ser fli EFIC
T HWBENLLVWEEZ LMD, G2 EKED
Scr ¥ ME A4 B % L FERIC14 B THEEICK
EmolzZ b, 14BBRIT 14 BFLTREE X
Ty 7RI Y7 ) 7O Scr JRANE b HER R %2 X
DR ZUT TV L UREMED D 5 6

TR Y7 ) TGS HHE F TO Scr fEDHER I
BWT, Sor LAF14RELUFHIZBMG2HEE & M
L 48 H DRI Ser EAME T L7202l T, 14
R BRI L B4A 2 H H DLRE O Scr EICZALIZ R & e
ol (K1-A). 7RI 7)) TOHEE Ser fli I
AOBEMEIZOWTHE LD DI RwA, 7X~<
¥ 7 1) 712 & A 0CT2. MATE1, MATE2K 2%
5B ERFE (50% inhibitory concentration: LAF .
ICs) IXMEMETH 5 7-0KRHETHEZINRTVS
rEZLNRTENY, 7RI Y2 Y 7D Ser il L5
2R3 2 AR YRS R FAEREC & 2 Wil REPEAS
Hbho 6T, TRIY YY) TIZX B Ser il EFIZ
WM THY, 7R 7 ) THRGETH30 HL



08 -

0.6

on free survival probability

04

Progressi

—— ScrbREA1MEUT
— ScrkhFE1.4f58

02

0.0 T T T
0 200 400 600

days

T
800 1000 1200

PFSHfE (B)

95%IEEX pfé

ScrEFELMELUTE (n=81) 463

326-585

Scr b FER1AEBE (n=35) 309

0.119*
186—395

4 Scr tRERCEEREATFHAR
* —i%{t Wilcoxon 1&%E

NDOT7+a—7 v TR TR—=AF A4 iR E
ICETHETT A EDHRIN TS, Sar L7
RIAGUTEREZ TN Y2 7HB4EE B L 058
HHTOWE - REOHEA 14 AL L T
ARICE L (R2), FRICIRERIC Sr MR 5 %
L TTR= Y7 TG4 EE PO Ser (EIKT
D% 72N E 2 SN b,

TR ) 7B EH F To BUNOHER
Tld. Scr iR LEL Y, WHELD T
) 7HIES HHIZ T TR—A5 4 Y EFfEET T
HHE VT EHEAR RSN TRXY Y2 TH
B2 Ser ERZ X2 L BEDOL QITERES S
HLTWwhWweEZ 5ND505 KRIFFETIE24057
NI Y 7)) T X B HEREERENTKREZIT> T
720 228 7 X~ 7 ) 7THIERTNZIE Ser O 1
> TBUNEN LA LTEBY, Scrfiid & Hic
BUN fE 2S#kfE 12 B 595 75 — A Tld, BREED
BB EFEEILEEEZ S5hz (K3), T2, 24
ELBRS M H F T FHIEIRIE Grade 1 T, fEER
FBIC X DT VX T U Y U & R
LCTWwWbZ &, BIRKEIC SR DL o B hERE )3
HDHITEDNS, FREERIC X 2 BKD & BFRTEE A
EEBILTREIGETE 2V, B, Aif%E
TR 7R 27 7h6H8EE FTICME Y X ¥ F
YO SNZBHERIBLT, MGV A5 F
Y CHHIZ L A BREEOMEIETE 2h 572,

WEEDOT7 X~ 7)) 7THGE8 M H £ TORIEMYE
HRDZZEZFRD SN D 5 72hH5, Ser EA-FE14 %
VLT C Grade 3 O FIMLERIRD D% NMEIICH D |
Grade 3 VL Lo & & /a4 Z Ser A= 14 15
UTEETOREL TV (£2), WEEE b -
RIEPEH & U CERERH SR % < B RERHIss 4L
RMOENDS, WHORE - KIEROZITHEZ K

FLWREESEZ 2 5N b, AFETIR, TRV
7 ) T ERGRE OB BERE & 5 BEIHI S BRI O W T
M MR 24T o TO WS, KITE A SO BIE
HBABEITH TN 7 ) TOREFAHET
. BELSEWEHORERZ L, 7RV 2 ) TiE
KA A BZ TR L TR T & 2 RS
RERTWE Y,

Maeda 5%, FIVE ¥ ZBARB D> HER2 B4
DFMARE I HHRABEE L2 2R E LK
BV T, TR V7Y TOMPEENREHWITE
GFRPEREL, MM OB TESREVERE LT
W5, RFFEICB T, B REIH o 5 AR
WSRO LN Eh S, Ser EAFIAGLUT B
BIABBEI D 7YY 2) TOIMhiEEs
ECTHo7=hd L, Fnifiz X, 7%
37 ) T OMHEEEAE WIT E Ser BNEIZ/hE W
M EHHH OB ERIIEVI EEZRIBEL TV S,
L5112, Maeda Six. 77X 27 ) TR O Scr
BN TN Y2 ) TR, ifhEkE X Ot
IRV B OO WT, FRFhr=—-049
(P=011), r=035 (P=024), r=043 (P=016) &
HELTBYY, AETIEARVDS, S BME»E
WIEE, TR Y2 TG i ERE
EM/ M DIRD DREFE I N E VW E W) FERTH -
720 TNHRAMEOERELFFTLHDEEZD
N AREEVPMIE SN o 72D LA 12 6 &
Bl olzZ ENHEL TV LIRERD S, F
7ov TR 2) TOEERETH S M2 BLD
M20 %, OCT2, MATEl. MATE2K 2%} L T 7 X
~ 7 ) TRBRZ ICs AIFEH AN & s S Tw
2V, FOd, TRYY 2 Y T L D Sor RS
ST ERRIE, TR 2 Y TET TR, M2
BILOM20 OIHHREL &GO TEHiT 5 2 & A4

BHARRESREFRAME Vol.37 13



BThHhhrrEZOND,

TR Y7 ) T O PR EHER M AKX
W, P-glycoprotein X breast cancer resistance protein
DEETFLRNEET L LOWELH 5 Y, AWk
Tldy Ser EAFIARBUTH 1458 CT Y
2 7)) TOMIREE DS T2 BT REVED S B A5, AN
ZAERD S IZZDFEHIZOWTIZ b S h o572,

B RERE E O LTI 2 LT F = VIR
WDEEDRIMT 5 EWMEENRTVWE D,
N—=ZA5A4 YDOScrfliL 7 X< 7)) THEHED
Scr¥gmEOMHBEAMELZFM L2 XR—ZAF7 14 XD
Serfi& 7 X< 27 THM4 B O Scr BENE 2
DWTIE, B LS FARIABUTETIX

BEMEZREO Lo 20 14 HBEEETIEN—
254 vDScrfiE TR~ 27 ) THIB4EBD
Ser BMBEIZAE L EOMBEEZED (K2), TARY
v 7)) THMG2 BB Scr BINE b R ORS R 2R
L7ze L7225 T, Ser EAFRIAFBEICBWT
X, R—=Z2 74 Y OEREIRNEIE, TRV
1) 7@ Scr BRAE WAL EN R OREZ L )R 5%
B REVEND b0 ARBFZERERD . Ser LHF14
BB IAMTEL D 77X 21 7O Ser Rl
EOWHEMREL B ZITTBY, 14 58T
N— 2 OEREREIZIL U7 HER RO £%. L0 Rk
LRTVonrd Lk,

Ser EH-#F L PFS OREHIB W TIE, WHICEX
o720 Scr FAFBIAFLUTHELRT14 55
HEHEC PFS YA 3 2 A o7z (KM4), 7
R Y27 ) 7T ORI 1 4E K & 14ED R
HEIZOWTIIMAERNC X R d o 7255, B RS
W1 AR R 1E Ser B AR 14 R LT RE T 47.7%.
Ser A 1A HBEETIX606% THo7z (£3), FL
WGV OPDORAMEICBTHSAFNCL S
HEE SR AR O R E HE T 5 2 &
DG SN TE Y B0 BRI AR O
EEZHETFUMHATTH 2 WHeEDH 5. EEOIL
SFRPIRZYEIC OV TIL, BB ER RSN 03
WiREE, BN, EEMEOBUNRES % 0%
ZHNTWEAY, BB D EA I oW 1%
54 B3R C o T H i s hhTtn i
WV, Takada H1d. 7YY 27 ) TOREEGR)
300 mg/day & X100 mg/day. 200 mg/day TG
IR (time to treatment failure: TTF) 28 <. X
FERRE A AT\ OO BN S5 O SR S B 2 BIVE
W LTSI T A ZENRTIF 2 IEE &85
BEELENTHSL LHMELTWD, 2B, FHIEIC
B LEHEH & U TR D BHEDE D - 72 D3UFh
B TH o727, TRV 2 ) T OMApHEEE L i
HERELE L ONII/MREUR A 3 3 BICHBE T 5 2
EDHEERNTBEY Y, TR Y2 TOlEE
M TTF 8% 5.2 5 ReED D 5o AW TIL,

14 HARKRESREZFRMET Vol.37

Ser EHERIABELUT BRI, 14 588 & g B
Mzl e Lz - K 7 X< 2 7 ) THIGR
HEDIToTWAIENS 14RUTFEIE 14 f588
DB TRV ) TOMABREDNEHHETH - 720
D S 5o AWFFETIE, TTF O 247> TH
59, T TR YY) THEBIIBIT S TTF &
PFS OBEMED Do TR WS, TR 21T
DML E DD EED PFS 128 % 5.2 7-0 )
b LNy,
RIFFEDIFZERA & LT, Btk TOBH G HMN
WigECch b &, BIEHMIIBIL2TRY )T
DAIR HEIREE 2 F IS CETninZ &, 7
N3 Y7 ) 7B I OZEOWEEACH Y O iR % &
flicETwinZ &, BETRKNTOFERLIHKEN
FOWME2ITo TV ARV E23HIT 5. Ageks
ROMPUIIIEFE2ET L. 5. S OIERZ 4
LA ITH) 2T, 7TXRYY 7Y 712X 5 Ser
A R L EERIRREIER L o B A
XD FENC AT T X B WHREM DD B
REFFEAERZB T 2. BIRICHEDL 23AIM & L
TT7NY Y 2) THIGBHOBVER 2 3F L, BERi &
b U Colit) 2o R 2179 & & BT, FRICERE
PN O THEY) 20 9 - R Th N TV % 2
MHHER T A LENDH L L EZ D TD ) 2Ty
FfG4 B HDBED Ser EARS14REZBLZTED.
PO EE L F R OFED R VEHITOWTIL,
TR Y7 ) TR URIEZETH 2 iR H
0D, TOMBEZEFRSE=S) V7T HLERD
BZhb v, 72, RKFZETIE116 42 %412
TR Y7 ) TIRAROERESEELTB), T
N2 v 7 ) TG dE Ser O HER LR IZ & BUN
SDOBRERED~Y — A — 1B RO LESH S,

FItER

ETOFERE FIRTNEFRRAIE 200

51FSZHER

1) Sledge GW Jr., et al.. MONARCH 2: Abemaciclib in
combination with fulvestrant in women with HR+/
HER2- advanced breast cancer who had progressed
while receiving endocrine therapy, J Clin Oncol
2017; 35(25): 2875-2884.

2) Goetz MP, et al.. MONARCH 3: Abemaciclib as
initial therapy for advanced breast cancer, J Clin
Oncol 2017; 35(32): 3638-3646.

3) Johnston SRD, et al.: Abemaciclib combined with
endocrine therapy for the adjuvant treatment of
HR+, HER2-, node-positive, high-risk, early breast
cancer (monarchE), J Clin Oncol 2020; 38(34): 3987—


https://doi.org/10.1200/JCO.2017.73.7585
https://doi.org/10.1200/JCO.2017.73.7585
https://doi.org/10.1200/JCO.2017.73.7585
https://doi.org/10.1200/JCO.2017.73.7585
https://doi.org/10.1200/JCO.2017.73.7585
https://doi.org/10.1200/JCO.2017.75.6155
https://doi.org/10.1200/JCO.2017.75.6155
https://doi.org/10.1200/JCO.2017.75.6155
https://doi.org/10.1200/JCO.20.02514
https://doi.org/10.1200/JCO.20.02514
https://doi.org/10.1200/JCO.20.02514
https://doi.org/10.1200/JCO.20.02514

7)

8)

9

10)

11)

3998.

Chappell JC, et al.: Abemaciclib inhibits renal
tubular secretion without changing glomerular
filtration rate, Clin Pharmacol Ther 2019; 105(5):
1187-1195.

Dickler MN, et al.. MONARCH 1, A phase II study
of abemaciclib, a CDK4 and CDKG6 inhibitor, as
a single agent, in patients with refractory HR+/
HER2- metastatic breast cancer, Clin Cancer Res
2017; 23(17): 5218-5224.

HAA =T 4 ) ) —pkAatt, "=y =%
AV FCa—7+—2n, 2021412 H%ET (556
i)

Levey AS, et al.: Serum creatinine and renal
function, Annu Rev Med 1988; 39(1): 465—490.
Cockcroft DW, et al.: Prediction of creatinine
clearance from serum creatinine, Nephron 1976;
16(1): 31-41.

Maeda A, et al.: Serum concentration of the CKD4/6
inhibitor abemaciclib, but not of creatinine, strongly
predicts hematological adverse events in patients
with breast cancer: A preliminary report, Invest
New Drugs 2021; 39(1): 272-277.

Gebbia V: Abemaciclib in patients with end-stage
renal disease and advanced estrogen receptor-
positive, human epidermal growth factor receptor
2-Negative breast cancer: A report of 2 cases, Case
Rep Oncol 2022; 15(1): 305-311.

Fujiwara Y, et al.: Phase 1 study of abemaciclib,

12)

13)

14)

15)

16)

17)

an inhibitor of CDK 4 and 6, as a single agent for
Japanese patients with advanced cancer, Cancer
Chemother Pharmacol 2016; 78(2): 281-288.

Maeda A, et al.: Effects of ABCB1 and ABCG2
polymorphisms on the pharmacokinetics of
abemaciclib, Eur | Clin Pharmacol 2022; 78(8):
1239-1247.

Cameron DA, et al.: Moderate neutropenia with
adjuvant CMF confers improved survival in early
breast cancer, Br | Cancer 2003; 89(10): 1837—1842.
Kan M, et al.: Chemotherapy-induced neutropenia
as a prognostic factor in patients with pancreatic
cancer treated with gemcitabine plus nab-paclitaxel:
A retrospective cohort study, Cancer Chemother
Pharmacol 2020; 86(2): 203-210.

Gargiulo P, et al.: Chemotherapy-induced
neutropenia and treatment efficacy in advanced
non-small-cell lung cancer: A pooled analysis of 6
randomized trials, BMC Cancer 2021; 21(1): 549.
Lee CY, et al.: Early-onset neutropenia during
perioperative chemotherapy is predictive of increased
survival in patients with completely resected non-
small cell lung cancer: A retrospective analysis,
Anticancer Res 2013; 33(6): 2755-2761.

Takada S, et al.: Clinical management of potential
toxicity of abemaciclib and approaches to ensure
treatment continuation, Asian Pac | Cancer Prev
2023; 24(6): 1955-1962.

BHARRESREFRAME Vol.37 15


https://doi.org/10.1200/JCO.20.02514
https://doi.org/10.1002/cpt.1296
https://doi.org/10.1002/cpt.1296
https://doi.org/10.1002/cpt.1296
https://doi.org/10.1002/cpt.1296
https://doi.org/10.1158/1078-0432.CCR-17-0754
https://doi.org/10.1158/1078-0432.CCR-17-0754
https://doi.org/10.1158/1078-0432.CCR-17-0754
https://doi.org/10.1158/1078-0432.CCR-17-0754
https://doi.org/10.1158/1078-0432.CCR-17-0754
https://doi.org/10.1146/annurev.me.39.020188.002341
https://doi.org/10.1146/annurev.me.39.020188.002341
https://doi.org/10.1159/000180580
https://doi.org/10.1159/000180580
https://doi.org/10.1159/000180580
https://doi.org/10.1007/s10637-020-00994-3
https://doi.org/10.1007/s10637-020-00994-3
https://doi.org/10.1007/s10637-020-00994-3
https://doi.org/10.1007/s10637-020-00994-3
https://doi.org/10.1007/s10637-020-00994-3
https://doi.org/10.1159/000523856
https://doi.org/10.1159/000523856
https://doi.org/10.1159/000523856
https://doi.org/10.1159/000523856
https://doi.org/10.1159/000523856
https://doi.org/10.1007/s00280-016-3085-8
https://doi.org/10.1007/s00280-016-3085-8
https://doi.org/10.1007/s00280-016-3085-8
https://doi.org/10.1007/s00280-016-3085-8
https://doi.org/10.1007/s00228-022-03331-0
https://doi.org/10.1007/s00228-022-03331-0
https://doi.org/10.1007/s00228-022-03331-0
https://doi.org/10.1007/s00228-022-03331-0
https://doi.org/10.1038/sj.bjc.6601366
https://doi.org/10.1038/sj.bjc.6601366
https://doi.org/10.1038/sj.bjc.6601366
https://doi.org/10.1007/s00280-020-04110-3
https://doi.org/10.1007/s00280-020-04110-3
https://doi.org/10.1007/s00280-020-04110-3
https://doi.org/10.1007/s00280-020-04110-3
https://doi.org/10.1007/s00280-020-04110-3
https://doi.org/10.1186/s12885-021-08323-4
https://doi.org/10.1186/s12885-021-08323-4
https://doi.org/10.1186/s12885-021-08323-4
https://doi.org/10.1186/s12885-021-08323-4
https://doi.org/10.31557/APJCP.2023.24.6.1955
https://doi.org/10.31557/APJCP.2023.24.6.1955
https://doi.org/10.31557/APJCP.2023.24.6.1955
https://doi.org/10.31557/APJCP.2023.24.6.1955

5

==

=1

IRPRZFERZEAIEMIC KD
TULI %27 +0—7 v ThEFnD AEE
IRSFRDUSATICKIFTZE

hAEE =1, SERA—/

B E=HIE', AaE', FLREE S

Toshiki Nakamura' 2 f, Kazunori Tamegai', Takeshi Sakamoto'
Michinori Sakai', Masahiko Kimura', Takeshi Hirayama?®

Effect of Telephone Follow-up by Pharmacists in Health Insurance
Pharmacy on the Prescription Contents of Patients Administered
Injectable Anticancer Drugs

Abstract

The impact of telephone follow-up (TFU) conducted by pharmacists at health insurance pharmacies on changes of
prescriptions for patients receiving injectable anticancer drugs remains unknown. The present study was conducted in
patients receiving injectable anticancer drugs, and the influence of TFU performed by pharmacists of a health insurance
pharmacy on the prescription contents at the next visit of these patients was investigated. The subjects of this study
were patients who were administered injectable anticancer drugs at the hospital and then visited Akebono Pharmacy
Medical Store to fill a prescription of dexamethasone tablets for supportive care between August 1, 2021 and January
31, 2023. After performing propensity score matching, 100 patients comprising 25 patients in the TFU group and 75
patients in the non-TFU group were included in the analysis. The rate of prescription changes at the next visit and the
rate of reported adverse events were compared between the two groups. The rate of prescription changes (TFU group
vs. non-TFU group: 64.0% vs. 36.0%, p=0.02) and the rate of observed adverse events (96.0% vs. 54.7%, p<<0.001)
were significantly higher in the TFU group than in the non-TFU group. This study suggests that TFU conducted by
pharmacists at a health insurance pharmacy influences prescription changes at the next visit and is useful for tracking
adverse events in patients receiving injectable anticancer drugs.

Key words
pharmacist of health insurance pharmacy, telephone follow-up, injectable anticancer drug, outpatient chemotherapy,
tracing report
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B8

ARFZEIC LD, REREEREAMIC LT L 7+
Y74 B—=T v T, EFPAASERG B O
ZHREOWHNEOET, 3 bb L FEEOEM
F 2P AERREOFED L . BEEB O
HIFALICH M TH 5 2 LR E 7z,

Sl RIS AEORGEEE R E L, T L
TA YT A U=T v TOFEEIZ X B IKAIZZREORL
HEBRNDRBEZWGE L2 TOME, TFUD D
BT, KNZZROWTETEGS LU
BLIAERLOHENAEIIE 2> 72 (p=0.02,
p<0.001), BB PSDO L =T ¥ 7L R— MR
HIC X DA EBADOFEBEIZOWTIE, ROVIHA
FIEFPAFE OO, FEFPSAEOAK, #E



Table 1 YyFVIRIDEEER

TFU® v B TFU7 U
(N =53) (N =121) p-value
4 66 (22-86) 64 (35- 87) 0.429
TR (%)
% 17 (32.1) 20 (16.5) 0.027 #»
# 36 (67.9) 101 (83.5)
N AFE (%)
H 5(9.4) 5(4.1) 0.175 ®
K 20 (37.7) 27 (22.3) 0.055 ©
# 20 (37.7) 41 (33.9) 0.751 ©
fiti 0(0.0) 1(0.8) =
i# N E 7(13.2) 40 (33.1) 0.012 #»
13 1(1.9) 7(5.8) 0.438 »
LY A (%)
AC 11(20.8) 17 (14.0) 0.377 ©
PTX + CBDCA 5(9.4) 19 (15.7) 0.343 ®
CapeOX 15 (28.3) 2(1.7) <0.001 #»
TC 4(7.5) 9(7.4) 1.000 »
BV + mFOLFOX6 1(1.9) 12(9.9) 0.113 »
3wDTX 2(3.8) 8(6.6) 0.725 »
Pmab + mFOLFOX6 2(3.8) 6(5.0) 1.000 »
dose-dense PTX + CBDCA 0(0.0) 9(7.4) =
PER + HER + DTX 1(1.9) 4(3.3) 1.000 ®
BV+PTX + CBDCA 1(1.9) 4(3.3) 1.000 »
Nivolumab + SOX 2(3.8) 2(1.7) 0.586
SOX 2(3.8) 2(1.7) 0.586 »
FOLFIRINOX 0(0.0) 4(3.3) =
ddAC 1(1.9) 2(1.7) 1.000 ®
nal-IRI/FL 1(1.9) 2(1.7) 1.000
Pmab + FOLFIRI 1(1.9) 2(1.7) 1.000 »
mFOLFOX6 0(0.0) 3(2.5) =
Doxorubicin + CBDCA 0(0.0) 2(1.7) =
ATC 0(0.0) 2(1.7) =
FOLFIRI 1(1.9) 1(0.8) 0.518
BV + CapeOX 1(1.9) 1(0.8) 0.518 »
PER + HER 1(1.9) 0(0.0) =
DC 1(1.9) 0(0.0) =
S1+DTX 0(0.0) 1(0.8) =
T-Dxd 0(0.0) 1(0.8) =
AMR 0(0.0) 1(0.8) =
Olaparib 0(0.0) 1(0.8) S
DXR 0(0.0) 1(0.8) =
Doxorubicin + CBDCA + BV 0(0.0) 1(0.8) =
nab-PTX + GEM 0(0.0) 1(0.8) =
NDP 0(0.0) 1(0.8) =

B ZE BB H (%), 18 A5E 28 B Rl (/M - B R i) TRFD.

¥ Mann-Whitney® U 7. ® Fisher® 1E He e 541 7E . 9 5248 7€ . #p<0.05

AC: doxorubicin, cyclophosphamide. PTX: paclitaxel. CBDCA: carboplatin.

CapeOX: capecitabine, oxaliplatin. TC: docetaxel, cyclophosphamide. BV: bevacizumab.
mFOLFOXG6: oxaliplatin, levofolinate calcium, 5-fluorouracil. DTX: docetaxel. Pmab: panitumumab
PER: pertuzumab. HER: trastuzumab. SOX: tegafur, gimeracil, oteracil, oxaliplatin.

ddAC: doxorubicin, cyclophosphamide.

FOLFIRINOX: oxaliplatin, irinotecan, levofolinate calcium, S-fluorouracil.

nal-IRI/FL: nanoliposomal irinotecan, levofolinate calcium, 5-fluorouracil.

FOLFIRI: irinotecan, levofolinate calcium, 5-fluorouracil. ATC: paclitaxel, pirarubicin, carboplatin.
DC: docetaxel, carboplatin. S1: tegafur, gimeracil, oteracil. T-Dxd: trastuzumab deruxtecan.
AMR: amrubicin. DXR: doxorubicin hydrochloride. GEM: gemcitabine. NDP: nedaplatin.

CIYISASE D A% &) THGE L 725035 % 25, A% HIEAST L7+ ¥ 7+ 02 —7 v 7 CREBIIIC A 71
ATEDALRE A AN BRE S M2 R, 2SA e, BEDPOZENHIEROLGEDV D 5. H
B ICIE SN THh b RBREEIF D 5 ik R AMIC X AT L 74 740 =T v 704
IR ENDE FL—Y v LR— ML, RBREREHE OV TOHEIZD % L Fa 1 EFPusASE
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Table 2 YYvFUIBOEESS

TFU® ) TFUZ L #%
(N =25) (N =175) p-value
£ 60 (22-86) 62 (38-87) 0.687
PRI (%)
5 3(12.0) 8(10.7) 1.000
# 22 (88.0) 67 (89.3)
BAFE (%)
H 2(8.0) 4(5.3) 0.638 »
PN 3 (12.0) 13 (17.3) 0.754 »
7. 14 (56.0) 37 (49.3) 0.647 ©
(SN 6(24.0) 19 (25.3) 1.000 9
JitE 0(0.0) 2(27) =
LA (%)
AC 6(24.0) 17 (22.7) 1.000 ©
PTX + CBDCA 5(20.0) 15 (20.0) 1.000
TC 4(16.0) 9 (12.0) 0.732 »
3wDTX 2(8.0) 7(9.3) 1.000
Pmab + mFOLFOX6 2(8.0) 6(8.0) 1.000 »
BV +PTX + CBDCA 1 (4.0) 4(5.3) 1.000
BV + mFOLFOX6 1(4.0) 3 (4.0) 1.000 ®
Nivolumab + SOX 1(4.0) 227 1.000 ®
PER + HER + DTX 1 (4.0) 227 1.000
ddAC 1(4.0) 227 1.000
SOX 1(4.0) 2(2.7) 1.000
nal-IRI/FL 0(0.0) 2(2.7) —
Pmab + FOLFIRI 0(0.0) 227 =
BV + CapeOX 0(0.0) 1(1.3) =
FOLFIRI 0(0.0) 1(1.3) —

8 B3 B (% ), 3 A 28 KK 1 o B (/M - e K i) TR
? Mann-Whitney ® U . Fisher I fle fle R E . © M 7€ . #p<0.05
AC: doxorubicin, cyclophosphamide. PTX: paclitaxel. CBDCA: carboplatin.

TC: docetaxel, cyclophosphamide. DTX: docetaxel. Pmab: panitumumab.

mFOLFOXG6: oxaliplatin, levofolinate calcium, 5-fluorouracil.

BV: bevacizumab. SOX: tegafur, gimeracil, oteracil, oxaliplatin. PER: pertuzumab.

HER: trastuzumab. ddAC: doxorubicin, cyclophosphamide.

nal-IRI/FL: nanoliposomal irinotecan, levofolinate calcium, 5-fluorouracil.

FOLFIRI: irinotecan, levofolinate calcium, 5-fluorouracil. CapeOX: capecitabine, oxaliplatin.
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BHEBEENRIC, FLT74+ 740 =Ty T
BRIZAT) PL—3 v L R— b & W72 3%
HBTOHEEHGIIOVTEHMl LIE L2 Lol
S, PRBREEF A M IS 2 TGS A FIPE
BEREEANGLELT, FLI7+ v 74+0—T v T %
BT O IR~ O TSR R AT T L

Table 3 YwFVIBDTUI+2T4+0—7 v THE
[CKRDBFEESERDAER
TFU® U B TFUZ LHE

(N =25) (N=75) p-value
CEN 7 (28.0) 13 (17.3) 0.386
{58 6 5(20.0) 14 (18.7) 1.000 »
PR 6 (24.0) 7(9.3) 0.122
A 1 1R e 3(12.0) 5(6.7) 0.409 ©
1% 4(16.0) 4(5.3) 0.105 »
1 e I ¢ 1 (4.0) 3 (4.0) 1.000 »
RARAIR 2 (8.0) 1(1.3) 0.153 ®
B 0 2(8.0) 1(1.3) 0.153 »
SIERE R 1 (4.0) 2(2.7) 1.000

TR E MR 0 2(2.7) -

[E)=NR 0 2(2.7) -
R 1 (4.0) 0 -

5 1 £ 1 (4.0) 0 -
T 1 (4.0) 0 -
R 1 (4.0) 0 -

g 1 (4.0) 0 =
BRILHE 0 1(1.3) -
% 36 55

BB IL B A (%) TR,
Do iE . ) Fisherd IE e SR E . *p<0.05

DB
%o
HFEHRZOLREAB X KA ZZEE O TE
HHEAIE, TFUD WV HECTHEEICE - 72, TFU %
DEETIE, FL 74 v 7+0—T vy TEBHICOA
EHGBOMERZAIT) 720, TFU & LEEE L T
RIAEAL . BEOIRERNY A7 BERT 5
EEZONL, AMRIIBITAEIY Y F V7O T L
TA v 7+a—7 vy TR (e fil (BR/ME-R R
)] 138 (6-16) HTH o720 L72Ao T 4T
BAEEG %, BHRMEL-BOHERETTO
HEHZZTFL 7+ 7+0—7 v FTHELL, k
L=y 07 LAR—=bMEEHT A2 LT, RARZAY
WENTEEEZONL, T2, FRbEOBHELER
WZELHA 2 WINAE ORI, FRIRS LB EED
SZWEDOHERHYY, FLIF Y TFU—T VT
WD HETORERLZMP 2 ICHERL, ML —
YU VAKR—PMTEMEFHRLEAFTE LI LICX
0. WHETD ) OBEDN L o7 E 2 bN5,
AKWFETIZ, v~ v F v 7RICBIU S TFU H D ##
& TFU 7 LEEIZB W T, Al oA EFHL ORI
FEICHBEADRD LN h o7z (Table 3)o L2 L
AEEIZDO LNV OO, qu)omm\m
¥ (p=0.105) @ Grade 1 DL L2 FH L 7IEROE A
X, TFUH Y HETHWEINTH - 720 2. FE
HL OB, TFUS VB THEEIIE o 72
(Fig. 2)o L 74 74+0—7v 7ld, HREH

IOWTHRGE L 7285 13, ABFZED W Ta

Table 4 WNHFREATHRIFANSNIAES DG

LURAY FLTH T Fu—T v T TOHRINE RENK R
«Day 5 (1 2—AB) 7 OIEMHAN grade2 & - Day3 (T 5 L7z pegfilgrastim OFIEMACE - REIZZFRHICIRFEY OLHH Y
AC U} E 1~5%)DATREME D 1 s 2 a— AR DMBELEFEABDIZN, nx Y
- (LRI BE AR AT OIERE  L CFIRE (%Y 717 x> 60 mg KR T 7w TR grade | T2y hr—
CREIME OB L L R B | JVERE
| SUERIE, SHT, SBUHIAR NG Ry 20 L oo chh, SHBE - 33—2B L0452 FE s mgday (day
AC BRIEHRE, 759 A2 \/E/?F’iﬂ . RiLEEE 1-5) DI 8
"Day5@22—XR) RCEL gade2 B9 Upnpimes (xEa—2 LY, FTLFEL - Bl gade ITRBL, 4 225
- FEIRIFOBEE R L L e 5 mg/day OIENN )
+Day 52 =—AR) OB gade2 | VI R AT lE | O A
0 &)fg)éw&ﬁﬂfb v, ERERBLZAD KA LR Y OB Y
3w DTX < TERT I 7= 500 mg R OHH r 3 S N - DU REEAI O R R L
THRDY fi%ﬁﬁﬁjﬁég g;\a/a?%)‘;ﬁﬁj S00mE3 g grade | T3k m— L AR
- Day 8 HERRI & CRARG Otk ’
B~ 7 % T A 1980 meg/day, KEEHE
7.5 g/day ket sy o e B B s
coox - (CEREMOPE R RI A4 Rt TR R KERBEIRREY D1
s +Day 6 (1 2—AH) PEED Lic< & LJEHD i) B2 < 23— 2 B LA LR R O
BOHY ., ERH gade2 HY ’
T " - SO RBAIOWEAT S OB A 2 B 72 CREZBECAY A S Y L EERT AT L
*Day 7(1 2 =2 H) I FORRERS Y WXL L B FRIERROTREES 7 U —L 0.12% OS5 Y
e PRERTEARBLEVER 0 <2 a—AH day9 OF LT AT T A 1
- ACFIREBIAAIC BRI 72 L R (25704 FARROEN, s

Ty TRECIE, FRIEGERE grade | TUE
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AT 2 BT & 8, SEBIEI A A RFIE L
THR P L RELENTE L LOWRELH LY, &K
e cid. IRIEIEREL D HFE LA VR T B
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T fio 2. PRRIRRSEAING & BE O EIZEE L
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MEMP LRI A2 LT MR E1Es 2
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AKEFZETIX, MR a7~y F ¥ ZHi O TFU &
DHCTHERL LR LT 20 HIREDH b, L
HIRBWNENZ T ANSNT2EHEIE85% THo 72,
WEOME TORTGIRENE»Z T ANS N-EE
377~850% & S THY Y MESRENEL D
bOORFFEAER L MRETH -7z T2 HERL
AEEESOEE LR EELLTEY Y, HE
FHEE=Y ) Y VHHRERZRLYTHo72EEZIDN
%o RGOS A YR G- BBV T B PR SE R SE A il
DF VT4 Y74 0—7T v T eRRIAT ) KRR
ANOTERIEAE, FEHFRIIS U GEFEEED
B, bt BEEN O EIEALICAHH &% 2
5N5b,
AKEFFETIZ, B F ORI L7 —2%
ERMETEZEEZOND, L2 L. SHOKEET
MAAO IR, i, MR DSARE, LU
VIZBEON D0, PO X BB ERIITE
TWRWVEDRAFEDORA L LTBFbN 5,
S, RBEEREAMICLLZTL 747 4
O—7 v 7OHEHAEICOVWT, 5T EOKER
& [ D 25 2305 B 4 i 7 & DB~ DB O W T
LEHH LT v E 72wy,

5

PRI FEAGICE AT L T4y 740 =T v
T P ASER G B E O R IAIZ B RO IN
BOEWE, bbb FHREOBIMNE 7213Pis A%
W DOEEHDL . BEMEHN O #IELIZHEHT
HbHIEHIRBEINT,
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EMER ', EEMEex ', HEEgT,

Kensuke Hirooka' ¥, Yukimi Kusana', Hiroaki Saito®, Hiroyuki Shimizu'

N4

Regorafenib Readministration in Two Patients with Colorectal
Cancer after Regorafenib-induced Erythema Multiforme

Abstract

Regorafenib, a multikinase inhibitor, is the recommended treatment after the third-line therapy for patients with
colorectal cancer. Herein, we report two patients who presented to our clinic with a fever exceeding 38°C and skin rash,
mainly on the extremities and abdomen, 14 days after starting regorafenib treatment. A dermatologist diagnosed the
patients with erythema multiforme and administered prednisolone, which rapidly reduced the fever and skin rash. After
discussing about regorafenib re-administration with the attending physician based on the references, both patients
received regorafenib administration with 10 mg of prednisolone. Case 1 tested negative for the drug-induced lymphocyte
stimulation test. In case 2, the regorafenib dosage was increased to 120 mg after the second course so that the patient
could continue treatment. Although prednisolone dosage was reduced to 5 mg when regorafenib was restarted after
radiotherapy for lung metastases, there was no flare-up of the skin rash. Thus, regorafenib can be readministered with
steroids; however, careful decision-making with complete explanation and consent is necessary.

Key words
regorafenib, erythema multiforme, steroid, drug lymphocyte stimulation test (DLST)

A= FIIEN

TNV FFRF—EHERTHE LTI 7 2= T3 REROBE I LT3 WIHHLEICHER SN Th L IHHETH 5, &
FL3572=708F5 %G1 T4 0 HIZ38 B2 358 & Mk, @%%mbttt&réibfﬁ$k&otzrm
FREBR U 72 BOERIEME X D E AR E BTSN, 7L F=vn V5270, R ICR8E BB I3 BIR L 720 JERIL

TIEEAFN )V SERAN R ZE TH o720 ZELMED EICEREE LTI 72 THBESGZHELLKB, 7L =Y
O 10mg ZPFHLTCL TS 72 =T OHELS 2175720 EB21E22—AHI VL TT 7 2 =7 %120 mg ~Hi&E L
HEBEAST & 720 S SISO BEHREEREOL T 7 2 2 7HEARIC L F=2 Vg ¥ 2 5mg ~Nid L7225 B0
BRI Motz VIT 72T HEGIEATOA, FOEH T CURETH o 7205 0743l & WEo b &R 2k At
ThirbEEZLND,

F—DJ—R LIF57x=7, SRABE, AT70A K, #H) oS5 E: (DLST)
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&

LIT5 7 =713 BHOS VT FF— BRHEH
Th ). BEHEREIRYTNE & 7% o 72U R A BEEST - F
FER W23 % 45 1L AHGAER (CORRECT #AER) 0
A D 5 T20134E3 HICEBARREZ Z 72", K
FERETRIR A K9 4 22022 SR T 3 RiGH#E DL
VB Z EpRREhTns?,

LT95 7227 H%GICXDEIEMN TR b
DEVH DIZFRIEGENZ EOKERETH 5,
CORRECT#EETAT A —F Y R - T3 vV VIE
= # (Stevens-Johnson syndrome: SJS). il & @ i
Y s ¢ v 1 22 B2 SR Rl E (Toxic epidermal
necrolysis: TEN) O H & 7% 7 fFBidE b s shvTw
5o Fio. BREEED D B LA Z SE LGk
WSS 22 BIEBIDSH HAH5, LITTF 7 =712k
5 S ALBEIZ D W TRt e il & 7R L 72 134 7%
Vo

SV TT 7 2 =TG5 BICEL AL % R L
Bk L7zth, 2704 FEFFETIL TS 7=
T PG L7 2 ER AR L -0 THE T 4,

1]

B 1

B 40088 Ltk

TR BB, BRK. 28 ORI
BEAERE © 1 AUBE SR I

KIEHE  Fl s RNEFHHEL L
BUWEE - 20XX-34E3 H SIREEBEICE 24 LY
A DTz ORATHRI N TILM 2SS S 7, T ORER
TEHEIER. ) @i, BRZERO S5
720

20XX-34-4 H~ FOLFOX4 ZBi#i L. 23— A
H 725Ny X< 7 (bevacizumab: BV) Z ) L. 6
I — AT RIS S RS VI B & AT A LM B
ST N,

20XX-34-8 H~  RH§HkE R E Grade 2 % 788,
T XYY TIF IR E N 14 T — ATEATR
IR % G20 M 2 HE 1T (progression disease: PD)
Loz,

20XX-2 4:5 ~ FOLFIRI+J & ¥ V= 7 (ramu-
cirumab: RAM) 2SBHE & . 19 2 — R itif7 1412 PD
Lotz

20XX- 144 H~ RNV AT+ VI Th VP
FIG S M, 6 I — A Jf7 %I Mg il E Grade 3 &
& Ca IMYE Grade 3 Z oL S L7z,
20XX-14E8 H~ MU TZNVY IV / FEF IV
DB EN, 2 3 — AATHRIZPD & 7o 72,
20XX14ENH~ 2y FIT+A4) I THh Y
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DB E . 4 T — AJEATHRICPD & o7z,
20XX4E1H~ LIT97x2=7120mg ARG S
N7z

AEBZE IV TH - 725, METRIEH O
ANEDBH o722 &h 5 BEEOIH Y IEFI A AFERS 1 X
BIRE7 0 —7 v T2 l7o72, VLITFT T2 =T7H
5.6 HH ORI TIX. FRIEBER Grade 1 DAL
WCHYN 5 72ERIZ o720 VI T2 THE
14 HHIZ, 386 EEoFEE, MU & IEH 2 L& L7z
BB MBLO 720 ARt & 72 o 720 ARBEH OIEIEE &
21 2R,

ABi DA

ABE#grS LTI 7 =73k e 20, il
Fiagk 2ty MRS N7z, day 15 TIX39.6 D%
BT CVAR— I2RESN, 7 — T VombiE%
EfL T 7 AZ V= VHHIBEEI N, ZOHD
FEEUIHE X day 16 (RN LZ TEALBE Grade
2 LW ST, MR LD bR o 7205
Bhe\ o720, 7L K=y ¥ 30 mg (0.5 mg/kg)
VEIEE Nz TV F=va 3556 % H I
L. REEB, W b, FIROALHEZ, 3 HRIZIFIE
Y L7z ZOHBTL F=va /i1 EE O
(30 mg 220 mg =10 mg =5 mg) SN, BZEEIRIZ
IR L e d o720 day 16 & day 17, day 20 D JZJEHr
WEK2IZTRT,

M2 £y M AT — T VML TRT
Btk Td o 7o BIERIZEE L72AY day 21 1238
BEEL, TRNTI /720, 27X 57—
fEH &7z day 27 DAREIZ 52003 72 <\ day 30 (238
BeL 720

day 27 12V T5 7 = =T OIEA)Y) > 7R ERG i i Ex
(drug induced lymphocyte stimulation test: DLST) 2%
fibh, wKSI=117% TEMEZR L7,

Z D%, B¥FH DM E %172 1T mFOLFOX6+BV
DHEA SNz, 6 T — ARATHRISIFIRBIE K %2 32
D72,

BHEIHETDHY, MR AE L
DEREELVTT T 2 =T OFKG D HEIBE L
726

BENLVITT T2 T AL BABDO) 20
ETAICHHLEEEZ R, D, ATHEAF
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