H AR IR 4E5%  (Jpn. J. Pharm. Palliat. Care Sci.) 13:111-117 (2020)

(R & & 3]

RATTVES ¥ b K G3 2L HRIC BT 5
TES BRAL BOIS 0 SERE IR AT & F8 A4 B2 B3 % Bat

{2 RARFE ™
KV kg
TR N

E S R L 1 I R == )11 I o
e (B3 Bl BET d B
BEERT S AN RZT
RRBIA A AL Y 5 — A

BRI
PERIENLA At Y A — HTER R

(2020 49 H 16 H=2HE)
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[EE] K27 7vExv 1 (BIT, fAPR) % KR53 2 LEREIC IV CTRAE U 2GRN S (injection
site reaction ; BLF, ISR) OFEEAZFE L, FAEERIZOWTHET L7z, 201344 H~ 2016 4- 3 HIZ fAPR %
HKRGPEE U L2 0ah L ¥ 2 Vs 124 el A 5t 5 & L7z, ISR I3 315 (25%) F64: U 7=, VSR FEmsEdl
(ISR Gradel) 72%f& %< (24 f), Grade3 A LOBEBERIZ A 572, FAPR LEEFOIEGIA L2 - 72 (18 ).
FEEBIR 5 Bz BT, fAPR OHIEE WIREANDYI D A BB EE £ 572, &KWT, 7Y 259420 VR
BEFL O ot VEBI L, L8R Z RSB & OF SIERITRAEL N E» 572 (% 33%, 60%). LA RN O
B, TZetE), TSN X GBI 2 5 05| 2 ISR RAEDHZE ARG T & LTl X7z, fAPR % KRi#%
B B LS TIE, IEFIRE R GBS X 0 ISR BAEL S L A alEEn b 1, ERIZ & OfERiK T OfRIZ

HETH 5.

F—TU—K:HK27FVER YL, ma—-uF= v ] RERIYEE, EWEAAIE, TR

e

K27 TvER Y (BIF, fAPR) 3#i0AAIO RS
PR B - METN T 5 PR E LTI M= 2 —
o= 1 REEREEPEE (BUF, NKIRA) Th 3. A
LPEREEIC B T RS 22 1LY Xy, HBH0NIE—
SO IEE ) 22 LD 4 v DR K ORI  HE
O MEHIZH LT, ka b =Y 2AKREPE (LT,
5-HT,RA) & FF 4 x % v 12 NKIRA % Il z 7= 3 #il B
B HERE X T B Y,

fAPR (2 IEMGPRARER 12 3o W TS RS 23580 50, 1R
£ 5 BEH O — D128 & & QTSRS (injec-
tion site reaction ; LL'FF, ISR), 2» D, MAZNREL
7= [EI PN 5 TAH — 8 M LR BR S 6 T & T A& -
TR AR ORBEIL 5.2%, BEOLDEED I L
B IR 5T B2, — RIS, AR E O
ISR OERIZ, HHOUREE - &M - pH &5 K OV E &
BENETF 5N BYY. fAPR 0K ORISR (fAPR
150 mg % ZEPE AR 100mL TAME : 1.5mg/mL) (251F
BB 1.0 TY, ISR IZH L CRBEDR 51350

il

A% A AR T 951-8566 Frifs s gL X1 50T 2-15-3
PR At v & — BiriEm b Al
E-mail : y-di@niigata-cc.jp

goLEbNhD. 72, AHlIOpHIZT7.0~9.0 (150mg/
ABEEYEWE 150mL) Tdh 547, EFIREDOFRAER & L
THEE A 2WEBE IOV TN et iz s h Tk
59, BIEERSICH VT, fAPRICBIL T#H& X115 ISR
FEORIIAWAMHETH 5. THETIINHT 20 AHED
W FIT VY 2ATY A7) VRIS AEOHHTISR
DRAMIE R EE B Z L™ D, PR (s,
JE, TEEREBNLZ &) 12 & o THREENEH I S RN & W
HENTOBE" . Ls5 T, fAPR 2 K0 5§ 51k
EERBIZ B W CERR S B ISR D FEAEICIE, fAPR DA
DHETIIEL, SHRERTFOMEOBS»HEZ 6N 5.
Z ZTAWZETIE, fAPR % KRG L 72 by v
AV EAEM &2 5% & LT, ISR BA T b B KK
TAZOWTHAE - L, REMEIZDOWTHRET L 7.
b1 &

1. WNRBLUAESE

201344 H~ 201643 Hick v, HlmA & LT
fAPR # I U 7z St tE L & 2 v Ofis & 7 - 72 124
KEG &R e U, seitdkk 0 % I iA L 7.

. HRAEEB LFHESE

A HIE R 5, ISR R4 O & RAERM, %
ARyt QRSB LY 4 2k B 0HHEAIONE, %
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5L — MK E) BEUISR ANOXULE U7z G
fi71%, European Oncology Nursing Society (EONS) @ ¥
4 FFA4 2" BEIRT 2 ERIRGEHEAL & 1045 3 R 0 TIE
T, RN BE0 (il : Recommend site) & M1
NEEA (B, T, T8 Avoid site) THARER
U7z, SRR R HEE, B L ITEBEHFERIN
DFEZHD TIHEAUNE L 72. Common Terminology Crite-
ria for Adverse Events (CTCAE) v 4.01251F % [114f
OIS (ISR) ) (R3[4SO A S s iy ) D
HICHEU T, 3T K OB AGHMG L 72, A9 HICk
W, [ THIBE] 13 ISR @ Gradel, [{FESHFAIZEE |
[HFIRZS ] 1% Grade2, [Wti] [HAS] (37567 M4 SR
1y Grade2 125449 5.

3. WERK

- fAPR

RCBB LA VA2 —T 4 — LIZHERL, YpiT
FLUT OFEHBUE 2 8% T 5.

@ fAPR 150 mg (3£ FL AR 100 mL (ZUE RS 5
@OHMFE G- & U RN 30 /3 &35

(® 5-HT,RA LJAl—FK FLNTRAL &0

@BtfT 5 5-HT,RA IR 7=k tu v g L idsu /&

Fa v EHHT S
GOEE ML ¥ % v O Dayl 12 34F B HIE ARG 31T,

fAPR 150mg + 5-HT.RA +7FH X 4> 99mg &7

%)
® fAPR % W03 5 L, %\ T 5-HT,RA +7 %4 2 &

V'V 99mg 2555
- ZDfth

KMERNRORHNY 2T 5F (LIF, CDDP) &H
LY X THY, Hydration & U THER ik & 2F B A 1EWR
%5 L7z, 20 Hydration )b — I &[dl—D L — b THER
fAPR # G0 72 TR TOHA &G L2 D AR —L — |
5. (Main-route), Hydration )b — b PAAMICHIAS 23 (EAE
L, % » 5 fAPR & Z Ofthd k5|, CDDP LAt D
BAFNEG L= D &EBEIL— %5 (Sub-route) &
EF L7z YRETiE, Vi ASEERZBITFEIIMIZT 79
Y a2 %479 A, Hydration % &X U 72§k TRZXILT %
et b5, BEFMOBRSZICHIED LGS, I
IR L DT Ty v axdFER L Than. &
I, 5ICEEL, THINA ISR BEIEE (b AR E)
% f U 72 RERN e,

4. B F &

AR gL R/ ME-IKfE) TRR L7 53
ZROIHNE & BAICEH L A B o I3 Mann-
Whitney U #iE, Fisher ORI, e axH
Wiz ik, AEAKUEIZS% (p < 0.05) & L7 ISR®D
AT RIX TR I DOW T, WAREMH T

<01 Z/RURTZHNZER, ISR B EZHIZERE L
TEEwANZ1T\, 49 XLk (odds ratio s AT, OR),
95% EfEIX M (95% confidence interval ; LI, 95%CI),
BEOp iz RD 7z, BEHENBEHIME Y 7t Y <
7 [Dr. SPSS I 11.0J for Windows] ((#%) =2 - ¥ — -
IZ - TR) ERHW.
5. fRIBMIECE

LHREBIIFEAPRE S hs vk S BRI &7V, B
DT TANY —REEIT 72, Kk, RUFUIYFEO B
RRE2OKBERTT > 72 UREES  2014-18, WI%HE
7 1 544).

o ES

1. BEFER

BHEE R % Table 1IN, £EIMVIEFITH 5. Bk
57 %, ik 67 %, il 62 % (HiPH 31 ~ 81 %)
THh o7 IEmATOFEEEE LT Body mass index % ££H
L 7z%%, whyefil 22.9kg/m® (HiPH 14.6 ~ 35.1kg/m’) T
b o7z, GO EERE 3 2 A DHEE, FERPE 15 3,
B 6 B, ARNIEBRREE 5 51T & - 7. Performance
Status 0,1 28 114 5, 2 L E 10 Bl - 7225, {b2giEihk
DOWHICIEEE SN BIERNI 2 - 72 ks, H - &
W, WRE, AR, S OREGIA NG S, AE
Bl CDDP &6V Y XV Tdh -7z, $5771kE Main-route
25 f§il, Sub-route 99 I TH 1, MW OREHIET R IZ 51T &
Pz,
2. ISR OEERR

ISR & 31 %iEffl (25%) F84:L 7z (Table 2). Grade3 LA
FoEEHIXE» 572, Gradel 1 250 (E#HEH D) T,
SRR 24 B, ALHE6 B, Grade2 13 6%l (E#HbH
D) THGHBAENR 6 B, HIRAE 1BITH - 72, T4HE
Mt (Grade2) & 361, JWi 14, #iE2HTH -
7. ZOMOERE LT, WM FARNT7THITH > 7. 3
Alfm & B FERTOBIEE, fAPR RIEFHMEIE R & 3%
24 % E COMTH 7. BED XA IV 713 fAPR
PERESEAE A 18 O], PRFEE B 5 24 W12 £ T8 7 1,
MHEDEBEREN6HITH 572, ThbizoNT, #k
bt & 2 2 — 2D BRGHIC I 1T 2R O3 28 5 5
7z.
3. ISR A3t

ISR FA 1% A AT WTHE T b - 7= fiEf5l 2% 26 fiil, 5 19
Bl EHEHD) ZEASPOMUETL 2. Wik, H%
Hil7 B, Wb A 13, hOEEIRES-2BITH 572 —
Ji, IAPRWATAWREE 2, 7 7L ¥R Y FAIRNDY]
DEAZEBELZEFISFTH 72 BT, 2784
F A HAE L 5 B1Tdh > 7= (Table 3).
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Table 1 Characteristics of the 124 patients

Administration method of fAPR

Characteristic All patients Main-route Sub-route p value
(n = 25) (n=99)

Sex (male/female) 57/67 12/13 45/54 0.997"
Age (years) ™ 62: 31-81 59: 45-81 62: 31-77 0.720”
Body mass index (kg/m?) * 22.9: 14.6-35.1 21.4: 14.6-34.6 23.1: 14.7-35.1 0.119”
Complications™*

Advanced diabetes 15 2 13 0.734¢

Skin disease 6 1 6 1.000”

Peripheral vascular disease 5 0 5 0.582
Performance status (0,1 / 2 <) 114/10 23/2 91/8 1.000¢
Type of cancer (chemotherapy regimens)

Lung (DP, GP, IP, NP, PP + BV, SP) 35 0 35

Esophageal & Gastric (CF £ RT, IP, DCS, SP) 14 2 12

Urological (GP, MVAC) 12 12 0

Gynecological (AP, CAP, IP, DP, TP) 55 9 46

Head and neck (CF = RT) 8 2 6
Combined with anthracyclines 12 4 8 0.259¢

* . * %k . . . . .
Median: range. Known diseases or situations associated with an

altered or impaired circulation like Raynaud syndrome, advanced

diabetes, severe peripheral vascular disease, lymphedema or superior cava syndrome. ¥ x >-test, R Mann-whitney U test, 9 Fisher’s exact
test. CDDP: Cisplatin, BV: bevacizumab, S1: tegafur/gimeracil/oteracil, 5FU: fluorouracil, RT: Radiation therapy, fAPR: fosaprepitant.
DP: docetaxel+CDDP, GP: gemcitabine+CDDP, IP: irinotecantCDDP, NP: vinorelbine+tCDDP, PP: pemetrexed+CDDP, SP: S1+
CDDP, CF: CDDP+5FU, DCS: docetaxel+CDDP+S1, MVAC: methotrexatetvinblastine+doxorubicintCDDP, AP: doxorubicintCDDP,

CAP: cyclophosphamidet+doxorubicintCDDP, TP: paclitaxel+CDDP.

Table 2 The incidence of ISR

Course number

n =124 All cases 1 2 < p value
(n = 54) (n=170)
ISR event observation 31 (25%) 14 17 1.000”
Timing of ISR onset 0.280”
Injecting fAPR 18 6 12
After injection of fAPR 7 4 3
Overlapped 6 4 2
Grade 1 (overlapped) 25 10 15 0.861
Tenderness 24 11 13
Erythema 6 3 3
Grade 2 (overlapped) 6 4 2 0.402"
Infusion site pain 6 4 2
Phlebitis 1 1 0
NRS * (tenderness, infusion site pain) 2:1-8 2:1-5 3:1-8 0.151¢
Infusion site extravasation (Garde 2) 3 3 0 0.08”
Extravasation 1 1 0
Swelling 2 2 0
Other symptoms
Delayed drip infusion 7 4 3 0.468"

* Median: range. J x 2-test, Y Fisher’s exact test, J Mann-whitney U test. ISR: injection site reaction, fAPR: fosaprepitant.

4. EEERETFRO ISR FERR

PEBNE A, P2 H5ERESH D ISR FeA Rt & His L 7= (Fig.
1). ISR ZEZiIHM: 12.3% (ASR+: 7 fil/57 iERH), %«
1 35.8% (ISR+: 24 f5l/67 fiefflh) TH -7z, Lo X Vil
DRERIELT, 7V ATV A7) VRIFHL D 2 Vi
FRERI O 74 %1% 33.3% (ISR+: 4 f5il/12 fEflh) TH -
7z, B5 L — bRl FAEIRM E LT, Main-route 24%

(ISR+: 6 f5l/25 JEHIH), Sub-route 25.3% (ISR+: 25

/799 FEBIH) Td - 7=, EFRIRZH - M ERIZH T,
HELE X B GHER AT 22 & D 5 5E I T D &R 20.7%
(ISR+: 18 f5il/87 fiEfilH) 12k L, (OISR & 450 A
5 DO PEERERTORAEF L 60% (ISR+: 12 f5il/20 KEH )
THEBIZEZETH -7 (p=0.0011, x’test).
5. ISR EEDEKREAT

ISR BAEDOHEMTHIHL, EIRETIZOWTHRBRE
L7 (Table 4). WA RMAOMR, (L], [~
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Table 3 Management of ISR

n =124 Number of cases
Continue of injection 26
No management 7
With managements (overlapped) 19
Re-puncture 7
Topical heating 13

Use of central venous access device

Discontinue of injection (Change to oral administration of APR) 5

Topical steroid use

ISR: injection site reaction, APR: aprepitant.

Male (N=57) ISR+ (All grades) ISR-
N=7 N=50

Combined with anthracyclines -0 =1
in— of|o
/Main-route

Combined with anthracyclines -0 -0
/Sub-route 0fo 0]0

Without anthracyclines
=1 =10
/Main-route off ¥ °z| N

| N=39

Without anthracyclines -6
/Sub-route m F 32

o
(3]

10 15 20 0 10 20

Female (N=67) ISR+ (All grades) ISR-
N=24 N=43

30 40

(cases)

Combined with anthracyclines
/Main-route

| — I
=]
7

Combined with anthracyclines
/Sub-route

=3 =5

Without anthracyclines
/Main-route

o
N= II N=6

w
[ = |

Without anthracyclines
/Sub-route

| =30

o]
— ~

o —
-
o

| N=16 F 24
1 | i
0

15 20 10 20

| MAvoid site ORecommend site |

30 40

(cases)

Fig. 1 Relationship between clinical factors and ISR. ISR: injection site reaction, Avoid site: injection
sites to avoid (joints, inner wrist, dorsum of the hand), Recommend site: recommended injection site

(antebrachial vein).
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Table 4 Univariate and multivariate analysis of risk factors for ISR
Multivariate analysis
_ Number ISR (+) Univariate analysis -
n =124 of cases  (n = 31) value Odds ratio 1

b (95% confidence interval) P V3¢
Sex (Female) 67 24 0.0050” 3.122 (1.177-8.283) 0.022
Age (65 < years) 40 7 0.2674"
BMI (25 kg/m® <) 34 10 0.6420”
Complications that cause vascular fragility * (+) 23 7 0.6890”
Performance status (2 <) 10 4 0.2661"
Number of chemotherapy courses (2 <) 70 17 1.0000”
Administration method of fAPR (main-route) 25 6 1.0000”
Combined with anthracyclines 12 4 0.4926"
Use of drugs with vascular pain (+) 57 13 0.7550"
Injection site to avoid ** (+) 20 12 0.0002” 5.275 (1.833-15.177) 0.002

J x -test, Y Fisher’s exact test. ISR: injection site reaction, fAPR: fosaprepitant. * Known diseases or situations associated with an
altered or impaired circulation like Raynaud syndrome, advanced diabetes, severe peripheral vascular disease, lymphedema or superior

3k %k . . . . . . .
vena cava syndrome. Injection sites to avoid: joints, inner wrist, dorsum of the hand.

BN 6 OG- 1ZR%% T B RERNZ B\, ISR
FEGNM L 20 72, ZERBHOMESE, [&1E (OR 3.122;
95%CI 1.177 ~ 8.283; p = 0.022) |, [[m]3kE-§ -~ = 7 44
i A 5 D5 (OR 5.275; 95%CI 1.833 ~ 15.177; p =
0.002) | A% ISR BADARE & fEkRA T & LTl S h 7z,

z £

KFEOHR LD, fAPR % KR53 5 (L2500 T
RBINISR BAEERE LT [LthE] & [T~ E
BN A & OG- | Al &z &P ISR REH R
B o2 LiZonTE, AFEICWT, MEREEE O
BT Y ATHA o) VRHFALY Y X v OMARZMECR
Lz ZAICRBEENRRENEELS. T, Fig. 1
TR I N KD, WRIREG AL, LY X v &/
DY, MU THLEET N EEFHEN 2 6 D52 W TISR
DFERENE L, THNELERMBIIT 0T AR fab
K& UCThllth 2 7z,

fAPR #5125 W THAET 5 ISRIE, FHT 5L Y
VKo CRABE N 23 H D, FHIT VAT Y
A7) VRHFAL Y A VICBWTEHE & k5 2 & dah
ENTHB™Y Lo OREFEFZIZH W T, fAPR &
TYATHA Y VRVBAEKOIE LYY Y AL 72
By, IO LY Y SRR A B LT
MW & HE LUEIIREPERR SN Z el e h Tk
D, WA O EAER T ISR 238 5 algEMEAE £
EN5. KHETIE, 7VASHA ) VRIS ASE T
HUER S D a L, 208G HES MHThro2Z &
BENOBIEINTHEEEL 2720, LERMTTIIERE
Rk F & LTittiehar>7z8DElbhs. Lr
L, BEREATEDMEHT LS, DEEETVATHA Y
DY RBHHL Y X VIZBWT APR 2T 284121
ISR R4 A & 2 e m <, FrBOBENLE L H

A5,

EONS D # 4 F 74 9 T3, SRR & 5%
ROTFIMEFFR I N T B A, ZHEFISHIA AR E DD
&Lzl EE DSV EZRRELZEDTHD,
fAPR #5885 FIZ GO MEHI O VLT, i d i,
L2L, RFAEEEL2S APR 2 G058 WTE
[ D& R Z LGB 2 & D 5] 13 ISR ORA %D B
B 7 Th B Z e pm I, 5™ % Chau 5 @
WL Bz, FERTHE, BIEIIMRIT0 HfH
B, BT 3SR LS 212, Gl I3 T
NROIEIE ) 227 BEWEHTTH B Z 05, BITEREE
BHBRIE XRTWB. FIRD, 7Y 2594 20 ¥ RTH
AFEL fAPR IFHC ISR OSHE NG F 2HA b 5 Z &
EEETIL, DTN FGHBN A S ORI & 5ICfE
BT e 0L PRI, FHCERE T NERGEEE S
i5b.

(L1 5 1% sub-route 12 & D HFAMED RN T ¥ 2 7
YA 7)) YRMBABETIE LYY VIZ k5 ISR ORI
Bk, 7-5H5"Y 13, fAPR O 7B &N & sub-
route VA2 & B fAPR 5126 W\ C, [AIFEE D ISR KHEh
BWRD 72 MELTED, sub-route P ITHANTIREN R
ICk B ISREWMICAMETREEZ S, —F, SiEsY
OMENZ, BHEFE - #HEBL O A v ERRE LTV R, L
VAT EHREGHEORO B 5728, EIZ sub-route
ERENTH DI L #FGET HITITRALH 5. RFLET
SIEMITY S ABROMEIE (Table 1) 23H D, DO L%
M (Table 4) 123\ T & HE L BIKIA T & L Tidflih
SN 572728, sub-route IEIZEHT A HEHMEIZDONT
BANCHET A BETH 3.

KA I B ISR ORI 31 (25%) THO, Bk
#? 12H % APR O ISR RAERICHNTE,» 572, Th
12, BHEICHIT BBISEA VLA fAPR PRI 5 24 I
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M#BETTH 72728, APRDISR DAL SF, B
FTHRMBARIC K 2HEL MRSz DELE L5, &HE
BN Ao 7=m, AEBET 5 60, MG 23 A &
BBIEMEZGIEL TH D, ZHUTIAPR DAD ISR A E
K& ZEWER, BRORN - AT 5720128 F
W EE R TH D, KL TREGID 2 5> - 72734t
R A D & LT, RS L ICEERIEIR OB 2175
ZENEETH 5.

AR, FEHIREIZ 360 B Wik - D EBITOR% IR
W Cd 5. FEMBETRBEhzE B0, fAPR &K
T35 2 L pBkic B W TRA L 72 ISRICIE 2Rk & A
TORSRH D, EROMRITEZL2ET 5. 40k, —
WOEM T TRE ARSI L, ISR BAEDEIRKFIZDW0
THETTRETH D4, KFHETINS DFHIICOWTE
KT B ZLidTEmN. SHRIERZHERL 25 2 TEMNBR
AT ANEND B,

P EORERECMEREE 2, fAPR 2 KM% 5§ 2
(L2 REEEIZ I B ISR FED ) 2 2 8HkD 728, wHEk
2 E D [k R EEFHEA (BE, T, T 250
558 F2 L, £&METIE, BELY Y X Ot ET
VATHA )V RIHNAKEE IAPR AT AHEE D
BT ENREIND 20, FHIHERTILENSH D, L
fEamd 5. REGHREPLEBEMTEHIIIT AV P LT
SR TVHREE#ETS 2L, FRIGIZOARFTH Z &
2%, BEOMEEID LIZHFE LS 28DEFE A 5N,

FSAHIC © ARSI T, R R E AR &0,
X [
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Investigation of Injection Site Reaction and Risk Factors
in Peripheral Administration of Fosaprepitant in Chemo-
therapy
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Abstract: In this study, we investigated the occurrence of injection site reaction (ISR) due to peripheral admin-
istration of fosaprepitant (fAPR) in chemotherapy and examined risk factors. We investigated 124 patients who
received peripheral administration of fosaprepitant (FAPR) in chemotherapy from April 2013 to March 2016. ISR
occurred in 31 cases (25%). Injection site tenderness (ISR: gradel) was the most frequent case (24 cases), and there
were no severe cases at Grade3 or above. Many cases occurred during administration of fAPR (18 cases). In 5 of
the cases, it was necessary to discontinue fAPR and switch to oral aprepitant. Especially for females, the occur-
rence was higher in the anthracycline combination regimen cases, and in the case of administration from the injec-
tion site that should be avoided (33% and 60%, respectively). As a result of multivariate analysis, “female” and
“administration from injection site to be avoided” were identified as risk factors for ISR development. In conclusion,
since the occurrence may increase depending on the case background and situation, it is important to understand the
risk factors for each case.
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