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9. FIEMIEEZD Grading (CTCAE v4.0)

AR R, GEEMREREE L B Grade 2 & 31E [ HEEBHEOHIR] 25& D n|
DS, ol D 2, TRHASN TS5, RIPTEN L 72DHM SR & b
ZnEilbhd, HERBAYR—T 4 77 T8 ERE T, BEN, BAN%
HAFEOEM#EZH VT, 20 Grade 2 B XU 3 DXGVUFEN E I DEHEREFT LT
CPETH 50

@ REEREHREED Grading

Grade 1 | fEAD R0V, REBBERESOE T ELISMERE

Grade 2 | PEEDERD H 2D, ORI LSNOBEEZEDTIR
Grade 3 | mEDERDHD, HOE OBEEZEEDHIR
Grade 4 | A@mZaEDT, BRINEZET D,
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@ KEIHEEPIERE D Grading

Grade 1

ERD R0, BRIRPT R R (SIRBER DA

Grade 2

hEEOERDP DS, HOEY LN B EEEEOHIR

Grade 3

BEDERDH2, OB OEEEZHIEOHIR  HBHEEET 2.

Grade 4

wEBNT, RRWEERT D,

10. XETHRTNSHEEE, SFIAE

@ B&EE
ASCO | American society of clinical oncology KERRESFS
CIPN | chemotherapy-induced peripheral neuropathy LR RS R R ESE
cQ clinical question JUZAINIITAFI >
CTCAE | common terminology criteria for adverse events | BEEREBREREAE
NSAIDs | non steroidal anti-inflammatory drugs FEATO4 NEBRIERE
QOL quality of life EEDE
RCT randomized controlled trial EIEACLLEEER
OF=-15):2 6
NRS : Numerical | B#% 0~10 O 11 BEEICH T, BADPES/72<RVEDZ 0, EASN
Rating Scale BIRPTRBDFEAZ 10 EL TRHEBOED,
VAS : Visual Analo- | 100mm DD in% [RAHE L], Aina [REROEH] & LEEBE,
gue Scale BEDBHIDEEERT EIAICNZMITTELD2ED, LimhHHDEE
BN RIEE,
RESZAAERRE | AMRENBRICHEIND., RIEHRERORESEERIED, BOL
FH) - BRORREZ I eREZEBRES ICERL, NMIEASIET
BET 2FEH.
THEEE R BEZ(RA D DEZEILIBEP NS OROKRBRICEE T D/
EN ] BB & BE, 5HA SRV o AEEEADYD, flThE
DEMEVRBDRRE THRET DA AIEREIT A KV CHRRIED 2 &
HOREEKEME TERICEAOND., EEREDORAS RHMEIFEHL
HTHT L OBRBIEDRE Z, EEREDE CHRHMEIS AR VE
HEEAD,
e JHCBEDRERAES KO, BiEA& CHEEOEPESIC KD EE,
MR WROBERDPRR TRET 2FH. AED A0 BXU CIRIETE
BEICImA SN2 DERMERRR K WIRM DO D D72 < CHRRHEDLEENF U\,
RIEHOBRHE L NIVCHBLU TARAEIND ZEDSFBADIRVEEIC
BERERLBND,
FOFAZ7F BETCIIREAZEZTRIZBRVFIHEAIRBERO ICK>TEIZRIE
N2 Ho
W 5|FAsCEL |

1) Hershman DL, et al. Prevention and management of chemotherapy-induced peripheral neuropa-
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thy in survivors of adult cancers: American Society of Clinical Oncology clinical practice guide-
line. J Clin Oncol. 2014; 32: 1941-67.

2) Hirayama Y, et al. Survey of the management of chemotherapy-induced peripheral neuropathy in
Japan: Japanese Society of Medical Oncology. ESMO Open. 2016; 1: e000053.

3) I E, WITE A, Minds T4 K94 VEROFG] & 2014, RFHEE
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RIVT IR T EDEE)

REMREES  mERKZHOET S LUN, BB &EE
15_22?[(‘%% CRRAOERCEVBEMOFNET L E
RHREESE

CHEREEE, HHERSE, REMEILUILGE

CIPN&EL ——

RRoLEoH

YEPR#S, IREBE, BER, E2ICBIRZ, JZEMEHEE
(FI>NL—, BEREEDEESFIR- 1 —0/¥F—)
ICL B MIEEE, FRERELE

(AR & 3 BUHERS

(FxHVTITF>, 2xH RE5HBHICRIE)
EiEM, 1BDOCIPN

Grade &l
Grade 1 : 185 (CFHMA#HE

Grade 2 : I FDOEMEEE R (FRI W I3ASERCEMHREEREEEL,
EYEEETHOEVERDA])
BUWMEER: 720X &F>

BHMEFBAS A TREVIEEEEELEV

E23I2B12, TLAHNY >,
RO REERERE, FEF1 K
Grade 3L E : B5EFEDEE, HE, T ERET
(BEEMN, BEDOERAL EH SHEMICHIE
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AL HEE A IS R RS AR S (CIPN) 1L, H L 20 HMONTVWAHEEHLTHLIZDH
Phb 6T, TOFMEBFFEIAHLENLE L, FRIREREIELEN TRV
BBIRTH Bo PHEEICBVTD ST ST REHPEH ST LY, o %ihHE
BoNTVR v, LGOI L R 2 ERLAFEHRLTH Y, TOFRRHHIC
LD PAEBOERN EOARZL ST, BEDO QOL DM EIZLHFST 5L Ebsd,
JEREER] OHIEAZ DO EDOHLE 2> TV L DPBIRTH 5,

1. CIPN D5EE

CIPN OSAEREOHREIZILIC I D EFEETHY, LIA VI THREL L
25N 5, Seretny 12X ) X ¥ OMEN SN TV EY, KA A, FAA, AR
WA, ZIMEEHELR &% ET 314, 4179 BloBHRA ClbABER TR 1 7 ADA
T® CIPN O¥iE1LX 681%, 3 4 H#%TIE600%, 64 HILETIX 300% TH o720

2. CIPN OEIRZFHISI %

CIPN ZIEBFA IS 2 LRGN RE S, skt ia s, ARSI 08S
b,

CIPN OJEGEARERE O HRiERIE, LUND %\ I3EFEHUK (numbness), F27 57
J& (tingling) , ¥ (pain) 2 & & R ENE S F 72, ¥V AL shooting/burning pain
ERETHIELDH D, INSOBBRMEICOWTIE, numbness, tingling 3243 L 3
shooting/burning pain % £ &7\ 7%, shooting/burning pain # £ L7z A& XITITEH
numbness, tingling % £9 & OHEADH 5V,

AR TLON i EBNRIRETH 5720 IEMHEICIRZ 5 2 LR bds
BEL o MERMEE, BREE - RS - BAEVALERL - IRE)IE R R 5 ABRAHE BV IEA -
B - WHEIER D Ao M, WISV ARIER 2 CHMED 5227 Ao
ML CHMEDARIZZ, ABMHMEN LONEIZZ S EVbNDA, EBITHAL LY

IR 2B R 2 51 < S I3 EEL v,

CIPN O BB iR E 1%, DU a AL SR AL O 5 254 & f I DA, sk PR % 525
%o WO O TR ESIA LN, ZIUTEMICW T EHEF L 7 b, BRERE
F o2 tEb R VBN EAIIL L 22581, oL SIS B V2R
EThH oY,

CIPN o HAMRERE 1%, ML R B sy, ARG ISR EITREL, PURBEERIE
TFEE, RRINE, R, MEEA Ly AR ERARALND DD 5,

3. RIEERFRNIE SR

CIPN 395 B22py AT B & U Cid il 38 B % (axonopathy), KB KR % (neuronopa-
thy), ##5RE % (myelinopathy) (208 S 5,
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H#RBEE L CIPN O TR DL AONLEETH 5, MFHIIAR I LBz 0 %
AR BERS (Schwann M) 5B SN B AL H 5o —MIZIZK L BWilds o
BEEAFEE T 5o BRI RS A 505 F % glove and stocking T o & [ 82 % 2
T5HI L, REWLIERE LT, WINEREEREZETLIEY ATV F
RY X VRIS ARELENFITON L,

PR B AR B S 3 O FREEDSHIBAR TH V), FH RER B AR EH R o M 582
Ko THRAEL, RRPHE D KIS EINS, MROB MR A D EE SIS
7o8, BREREEEIIIUE R & & b ICRBRREMIC D BT 5. REMERE L ikt +
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4. CIPN &tRfES R ORR

CIPN ® HEFEIRD—DIZERAH 1), CIPN OFfRE R 2IERTEH L5720, 22T
PEIGO IO VT OHT 5,

PR B2 AR (R, PIIR) 38 & O RE MO I S b, i
i R 0 52 38 (EIBSRI 772, 2011) 13 [MATEEFEARER ORTAR IR B X o TH &k
CENDER] LI TBY, CIPN OEFD, TOWE 5 IR SRR
FHINb,
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FFRREVESIR O KL CIPN IS X A OBMICE 2 LEhnweEZ b,

BUR CLIAREREE & & 72 LI 2 LF0E 2 fiATHIS, B7z1C L VIR & & DU R i
7 LI U 72H412 CIPN L {2 D050 Tdh %o BN L TQOMBRELNZ
BRBITRRDEHBWZ1T 9 o
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7 OAR MBI LT H Mg, BRI X 0 Al LIS %,

5. CIPN OEEfIDOU 2 JEF

BEERGG, TV — VAREEE, JET VT — WEIRRE S, (R IRAE T CIPN 385 R 7
EEE 289, F XV TS5F UELHTIE, AL TS VI - Y SR Y A
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BEHMET b TldAwE ShpR,

6. #ERIZHRICALSN3IREIEE

CIPN (2B W TR (REARAE C O RKGERE B X OSEB) MR8 B OIRT, (BT
MLOMT, HERBZENBDOLNLH, HEHIKTIE, £ FToMELZMTTSI i
B,
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x 1. FEAFNCH1F5 CIPN ElR
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E ) 2F v EFEOIERSHET 5,

8. ERFREHBRICEH (TS CIPN D2HR - ¥

ASCO @ CIPN ®# 4 K54 AZBWT?, Quality Assessment D12 EH S 17
IRABR D — B %R 2 IHR T 2 (&S % — 3k <)%, CIPN o FBi (39 1) L i
6 1F R 2 7L —ik0) B B RAEBRTH 5 2%, Jiikim2 BT CIPN O
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FU—=FBLUOAT = VIZEBIIEDSWGHATMSAT DN TR 225, ZhiZow
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motor neuropathy ® Grade 1 (21%, [HERD RV FERHT R F 72 13T RO A, H#F
EES BV ] LRBENTBE Y, Grade 0 & ORI IZERRIT WL & AT WAL TH
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* 2. Quality Assessment BRPREIER—ES

HREE FRF X EREEF MR JL—RK- 25—l

Lin 2006 | oxaliplatin clinical | CTCAE

Hershman 2013 | taxane clinical | CTCAE, FACT/GOG-NTX, FACT-TOI

Kemp 1996 | cisplatin clinical | CTCAE

Planting 1999 | cisplatin clinical | CTCAE

Lorusso 2003 | paclitaxel carboplatin clinical | CTCAE

Kanat 2003 | paclitaxel carboplatin clinical | CTCAE

Leong 2003 | paclitaxel carboplatin clinical | CTCAE

Hilpert 2005 | paclitaxel carboplatin clinical | CTCAE

Kautio 2009 | VA, Platinum derivatives, Taxanes | clinical | CTCAE, Verbal rating scale, VAS

Ishibashi 2010 | oxaliplatin clinical | CTCAE, DEB-NTC

Chay 2010 | oxaliplatin clinical | CTCAE, Oxaliplatin—specific scale

Grothey 2011 oxaliplatin clinical CTQAE, Oxaliplatin—specific scale, Numerical analog scale,
Patient-reported outcome

Von Delius 2007 | oxaliplatin clinical | Neurotoxicity grading scale, Peripheral neuropathy score

Gandara 1995 | cisplatin clinical | CTCAE

Loven 2009 | paclitaxel carboplatin clinical | Severity score

Wang 2007 | oxaliplatin clinical | CTCAE

Bogliun 1996 | cisplatin clinical | NSS, NDS

Cascinu 1995 | cisplatin clinical ' | WHO grade

Cascinu 2002 | oxaliplatin clinical | CTCAE

Milla 2009 | oxaliplatin clinical | CTCAE

Smyth 1997 | cisplatin clinical | CTCAE

Leal 2014 | paclitaxel carboplatin clinical | CTCAE, EORTC QLQ-CIPN20

Nishioka 2011 | oxaliplatin clinical | DEB-NTC

Cassidy 1998 | cisplatin clinical | Neurotoxicity questionnaire

Ghoreishi 2012 | paclitaxel clinical | Total Neuropathy Score

Van der Hoop | 1990 | cisplatin clinical | questionnaire

Van Kooten 1992 | VA clinical | questionnaire

Roberts 1997 | cisplatin — —

Hovestadt 1992 | cisplatin clinical | questionnaire, Sum scores of signs and symptoms

Van Gerven 1994 | cisplatin — questionnaire

Koeppen 2004 | Vincristine clinical | NRS,

Argyriou 2006a | oxaliplatin clinical | NSS, NDS

Arrieta 2011 | paclitaxel cisplatin clinical | CTCAE

Davis 2005 | paclitaxel carboplatin clinical | CIPNS-32, Einstein Neurological examination score

Durand 2012 | oxaliplatin clinical | Neuropathic pain symptom inventory, NRS

Kottschade 2011 Platinum derivatives, clinical CTCAE, Sy.mptom Experience Diary, Neuropathy Specific

Taxanes Questionnaire

Argyriou 2006 | cisplatin clinical NSS, NDS, Hughes’functional grading scale, Peripheral Neu-
ropathy score

Pace 2003 | cisplatin clinical | NSS, Neurotoxicity score

Pace 2010 | cisplatin clinical | Total Neuropathy Score, Neurotoxicity score

Smith 2013 | Platinum derivatives, Taxanes clinical | CTCAE, BPI short form, FACT/GOG-NTx

Rao 2007 | VA, Platinum derivatives, Taxanes | clinical ENS, NRS CTCAE, SDS score, BPI, MPRI, QOL uniscale, SGI,
WHO neuropathy score

Rao 2008 | VA, Platinum derivatives, Taxanes | clinical Stk I, CUEkE, bl ses, B WAL GO ke 2El,
WHO neuropathy score

Hammack 2002 | cisplatin clinical | VAS, verbal descriptor scale

Kautio 2008/ [[VA, Platinumderivatives, Taxanes [[clinicall | - Lo~ verbalirating seals, QEQIGSD, Nelropathicitaln
Symptom Inventory

Barton 2011 | VA Platinum derivatives, clinical | CTCAE, EORTC QLQ-CIPN20, Profile of Mood States, BPI

Taxanes, Thalidomide
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latency, sensory amplitude potentials, NCV, compound muscle |

action potential, F wave latency

VPT (Vibrameter)

latency, sensory and moto amplitude, NCV

TR

latency, sensory and motor amplitude, NCV, F wave latency, H
reflex

TR, two-point disrimination, VPT and vibration disappearance
thresholds (Vibrameter)

latency, sensory and moto amplitude, NCV

vibration, MS, TR

latency, sensory amplitude potentials, NCV

sense of pain and touch, MS, TR

sensory amplitude potentials, NCV, compound muscle action
potential, F wave latency

latency, sensory amplitude potentials

VPT (Vibrameter)

latency, sensory amplitude potentials

TR, position and vibratory sensations

latency, sensory amplitude potentials, NCV

TR, position and vibratory sensations

Rombergs’test, TR, vibration

latency, compound muscle action potential, NCV

pin sensibility, TR

sense of pain, fine touch, vibration, TR, VPT (Vibrameter)

motor function, sensory function, reflex, VPT (Vibrameter), thermal
discrimination threshold

VPT (Vibratron)

VPT (Vibrameter)

VPT (Vibrameter)

VPT(Vibrameter), Rombergs’test, tandem walking, TR, position
sense, pin—prick sensation, MS

sensory amplitude potentials, compound muscle amplitude
potentials, NCV

latency, sensory amplitude potentials, NCV

latency, sensory amplitude potentials, NCV

VPT (Vibratron), Einstein Neurological examination

sensory amplitude potentials, compound muscle amplitude |

potentials, NCV

sensory amplitude potentials, NCV

vibration, TR

sensory amplitude potentials, NCV

vibration, TR
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72, EBIOFEM & FBRFEMIELT LS mOHBE 2R E 2Wnz0™ ) s a2t
FREDL R WEEN 2 MAE b, Hausheer 513, CIPN OB L3 72 3H H
ELT, OBE, @ar747vR, ORRE @OFEE GG OGCIPN o7
L— FE OB, @HEEGEVEE OB, @45 H%OERTEEOME 2T Tw2Y,
NS Bl TEBIGEHN T2, 550 CIPN OR#FICRLEE Bbh, ThIZ)
M ABIRO BN ES QOL D) Lo %5 & b s, CIPN IZX$ % A DO BFIC
BOTHEBINFHMEORANL T L, Ll 8 005N 273 H 72 % 734 ZH%W

RLEZ LN

9. ASCO H4 R34 ICHI1F% CIPN D%

BPI Brief Pain Inventory

CIPNS-32 chemotherapy induced peripheral neuropathy survey 32
CTCAE Common Terminology Criteria for Adverse Events
DEB-NTC Neurotoxicity Criteria of Debiopharm

ENS Eastern Cooperative Oncology Group neuropathy scale

EORTC QLQ-CIPN20

European Organisation for Research and Treatment of Cancer Quality
of Life Questionnaire-Chemotherapy-induced Peripheral Neuropathy
20 module

FACT/GOG-Ntx

Functional Assessment of Cancer Therapy/Gynecologic Oncology
Group— Neurotoxicity

FACT-TOI Functional Assessment of Cancer Therapy-Trial Outcome Index
MPRI McGill pain rating index

MS muscle strength

NCV nerve conduction velocity

NDS Neurologic disability score
NRS Numerical Rating Scale

NSS Neurological symptom score
SDS Symptom Distress Scale

SGl Subjective Global Impression
TR tendon reflex

VAS Visual Analogue Scale

VPT vibration perception thresholds
W .

1) Hirayama Y, et al. Survey of the management of chemotherapy-induced peripheral neuropathy in
Japan: Japanese Society of Medical Oncology. ESMO Open. 2016; 1: e000053. eCollection 2016.

2) Seretny M, et al. Incidence, prevalence, and predictors of chemotherapy-induced peripheral neu-
ropathy: A systematic review and meta—analysis. Pain. 2014; 155: 2461-70.

3) Wolf SL, et al. The relationship between numbness, tingling, and shooting/burning pain in patients
with chemotherapy-induced peripheral neuropathy (CIPN)as measured by the EORTC QLQ-
CIPN20 instrument, NO6CA. Support Care Cancer. 2012; 20: 625-32.

4) Sandkiihler J. Learning and memory in pain pathways. Pain. 2000; 88: 113-8.
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1) Rao RD, et al. Efficacy of gabapentin in the management of chemotherapy-induced peripheral
neuropathy: a phase 3 randomized, double-blind, placebo-controlled, crossover trial(NOOC3).
Cancer. 2007; 110: 2110-8.
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SSB N ek (LU, &%) OERIICT 105 8 F

5 BEECEN Y)Y,

H#EIZ
CIPN OER (L TN, &EB) OEMIC, T2O0FtFrois5xifiScE3l
FTO+RRIETY RFHEWD, HEDEBEICHU THTHL L,

m BES 37 EDBVNEE. HENHBENSHEEDOTETY X

| FgER

[HSAHINA =D CIPN OEHRICT 20 ¥ F VAR &35 KBEBERRCT 28
LEEAES 2V 2%, AEFRICE2AMRL FREN LD, JHVHERE L7z,

IV F VAP SN TVELIFTREVI LRI AN, AEFRLICHLT, 412
FA LR ES R O N BEANORG35 RS NG (w5 35 [2. KA OKGE,
FERE, EWHEIER] 2280),

Smith 513, AR ¥ F 4V ROHEHIF 5T 12 CIPN 25380 b N7 H & WA 2,
THEEWRE AT L, WFEOREROMER NRS THE LY, #REFaofbs 3
T7 TR BEL ) A RIERDEE L,

Hirayama S5IEHAAICBWTH T2 0 F £ F 2V 1d CIPN ~NORELRFTE 5 L3
EHL7Y,

Smith & OFHLTIEIVBAT N N—=% R &L L Twb, —F, Hirayama & O#ET
EABBHOBENL TG SN T VDA, BABRBFHOBENELG T 256355 ICH
LRGP T SIS EESN v HEOBOWAERSZE LTIRK, BE
&, ELOADY, TN T ) A )T ARIERT O NEHASERIE & RS AR
G R O BRI E 2 T S,

| EEHOERN

»Smith B, F&R 5 ¥4 2 ROEHILG# T %12 CIPN 258D N7z A N A
N—21 %% 7F20F%tF U HG0mg % 1 HHOL 60mg 2 4 M) 115475+
REE 116 ZICHEAES, “HEREDAT L, WE OREIROFERE % 458 NRS THE L7V,
RIZ, 5BEBICBVTT 20 F LT VBT NRS O TAY1.06(95% CI, 0.72-1.40) A
SN7-0Zxt L, 77 REETIE NRS O TF250.34(95% CI0.01-066) TH Y, 7=
Ot F U BECHEIERD S E Lz (0=0003) . HEHLTIE, RK8%, FHILT%,
BEK 5% T 20 F b F Y EETALN,

WRNBE T, T20FLF i35 390250 ASREAFREEDOBEIZ,
VAL RD Sz, (ZEHEBRRCT)
»Hirayama 5%, HAATOMGE L T2 Y ¥ F LN, TFFYTF5F2, Cro
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YAF v, KVTFVITORGHHLH0IEHG%I1C CIPN 25580 b7z 34 flz, 7=
OFtFUHECOmg 2 1 HMOH 40meg # 3MM)174%4, €% 3 BI2 #1742
ity FFERG =70 EDAMF L, LONRE X OIS LT VAS THEAfi
L7%, 48%O LOROBEKIZ T 2 0¥ £ F > T27, €4 IV BI2BET08THY,
HE(p=003)Ic72a¥tF »TlE L. FERIC4BEORAORRKIZT 2 0%t
FrT21l, ¥¥IVBIR2EETO02THY, HEG=00)IC720FtF > THHEL
Too FauFbF UEETERERK176%, El88%, MRX 59%, AHE59%7%5H 5N
25, WIN D CTCAE v4.0 TGrade 1 TH Y Grade 2L FigASd, HAAD CIPN
KhFaudtF Y IFAESNS L Lz, GEERRCT)

»Smith 5 OFFEDOHERMMT D ME SN TWDEY, +FH Y S5 F VG T S
FaaF LT UHFEGOETFMET £ LT high emotional functioning #EASHIH X
72 high emotional functioning &%, i, W55, #1959 D% EAMR VIR & &k
L, I6PENETFTauadTF oG ICHG LR TV S - 720 (ZHEMR
RCT)

»Otake 5%, ARV AICE T SH32 ) 73V ELRBT, FaaxtF %Y
BE O CIPN % #IICF4 LY FHiliidid CTCAE v40 TITV, 25 % 14 %
(56%) TT 21 ¥ tF r$51% CIPN @ Grade 8% L 720

WS, B, LY XY, HERAEIZOVTIERT2uFF VICE AR ED
MRIEERD SN o7 DEED, FaudtF v ZRBARSAICBITZ 82 ¥
FENEELEHFICBVLTCIPN IZHRITH - 720 (GLabifse)

REEIapS

(MK T — & N=A] PubMed
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[(#%3] = Cancer peripheral (neuropathy OR neurotoxi®)duloxetine (effect OR man-
agement OR treat™ OR therapy)NOT diabet™
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- R 10 1R

- PERELAY 2 1 GEGIHGE, #8300

FLIRAFZE (A 1
RCT 3#(5 % 2412120 RCT OFEHr)

W5 A .
1) Smith EM, et al. Effect of duloxetine on pain, function, and quality of life among patients with che-
motherapy-induced painful peripheral neuropathy: a randomized clinical trial. JAMA. 2013; 309:
1359-67.
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2) Hirayama Y, et al. Effect of duloxetine in Japanese patients with chemotherapy-induced peripheral
neuropathy: a pilot randomized trial. Int J Clin Oncol. 2015; 20: 866-71.

3) Smith EM, et al. Predictors of duloxetine response in patients with oxaliplatin-induced painful
chemotherapy-induced peripheral neuropathy (CIPN): a secondary analysis of randomised con-
trolled trial- CALGB/alliance 170601. Eur J Cancer Care (Engl). 2017; 26.

4) Otake A, et al. Usefulness of duloxetine for Paclitaxel-induced peripheral neuropathy treatment in
gynecological cancer patients. Anticancer Res. 2015; 35: 359-63.
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I} ’R59 52 EDEMEFESHTRY, FEEICEVWIETV X
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CIPN O D 5\ IETFHIICBT 2IEA T 1 A R 488955 (NSAIDs) ® RCT (47
BT, Fr—23) - XLHFEHE LBV ENOLL DB AERKIE, Kz iEo7z
CIPN |2 NSAIDs ZLJ5 LT % 53, NSAIDs OAfE SR~ O Fi13 v £ 7201 5
AT

Vo b DX Ti& [NSAIDs &, 03 2516, HRICHT2REENT L, B EORK
o TR BRI D AR T REEZ BE C& v ] & LTHENICIRG ZFEL T
WaY, ENO [HREERER T A N4 v J(AARMERBRES) Tld, NSAIDs 1345
SR A>T BY, F7e, Grond 5OHEITL %L, NSAIDs 4 ¥4 A4 FIZ&
% WHO HFRDAERIRRDE, PARE CORESHEMMIER ™, REMWSEE, Wik
BEEMESOE T WIS L T HAREDSR R R AL NI L ME L TB Y, flikkkEsE
PEZIE 12 & WHO step 1 (A5 Tl NSAIDs % #5.) T25% DB HE KA > bo—
VERTHEY, NSAIDs 3 TH 2 WHEM D H 2 L R LY. 2 X912 NSAIDs
(AR IR IR — AR E Z 2 5T 5Y9, CIPN KGRI 5
BRCIZ BB, ERREREE 2 AN DOEEDSLETH o

*pll, [10. AEHETHM S WBMEE SMAHRE] 28

REEIapS

(T T — % X—Z] PubMed

(e AM] ~2016 455 H 31 H

[#2::X]  Cancer peripheral (neuropathy OR neurotoxi®) (“non steroidal anti inflam-
matory drugs” OR NSAIDs) (effect OR management OR treat® OR ther-
apy)NOT diabet*
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1) Hirayama Y, et al. Survey of the management of chemotherapy-induced peripheral neuropathy in
Japan: Japanese Society of Medical Oncology. ESMO Open. 2016; 1: e000053

2) Vo T, et al. Non-steroidal anti-inflammatory drugs for neuropathic pain: how do we explain con-
tinued widespread use? Pain. 2009; 143: 169-71.

3) HAMRERH . BEERAREIGR R . BIRNE.  HAMRER SR IR EHERZ H &, 2010
https://www.jsnt.gr.jp/guideline/manseihtml

4) Grond S, et al. Assessment and treatment of neuropathic cancer pain following WHO guidelines.
Pain. 1999; 79: 15-20.

5) NCCN guidelines: adult cancer pain. version 2. 2016, https://www.nccn.org/store/login/login.
aspx?ReturnURL=https:.//www.nccn.org/professionals/physician_gls/pdf/pain.pdf

6) FEE OIS X DIHAICK T D60 PRRETRER  DSAKR OEWHHEICET 204 K94~
2014 4F FERH AR R 34 22 p220 455 ok X 2t
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CIPN DEREICHT 274 EF 1 RigSIFERMEN D
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CIPN DERICA B 1 ROBEERETE BRIFDIEFY ZEAL,
S ’RE5I 52 EDEWMEFESH TR, FEEICEVWIETV X

| %K

CIPN Oiffig & LTHE A A NG OMRE A7z RCT 3T, BIEHIZEDT 3 1
(FEFA P AFva by 1fE P F=/TENT I 72V BHILE),
BB 1 (F X R ) HEDARTH D, FERDM CIPN 74 &5 L TH
YA A4 PR LB, B, R, RAs ENOEEPRFICLETH ) (w5 35
2. KEFoORGE, AEFR EWHEER] 228), 2HETERVWEEREIHH
T AYERERAEDE SN VAR ETIE 2 AT 5 2 &,

| FEXHOEY

P Nagashima 1%, FOLFOX ##{: % & 5- S - ka5 A BB 64 Bl % i RIS TH
WIFZEZ ATV, ¥ F Rl 235 S h 7z 29 Bl L MFl 23 5- Sk o 72 35
BIZH1F 5 CIPN OIBIR L EIERE, FOLFOX O A 7 V% i L7V, Btk
2 LcB&EIEL, XTI RYHTGrade 1 50 Iix 2529 61, Grade 3 %30 51
THoDIH L, FEEFFa Ny HTIEENREN33H, 260725725 CIPN Oz
WREBE 2RI LB, FF VI N BT, FEFF T a P HETIZI06172-
72o AFXFHN T T F L OFGFA 7 VEORIER, +F 3 FURETIZ 13, JEE
FLAPVEECRTHZE 570 AF VA FUBETRFISBIOBRZETHES A NIk
HERGZ RO (HH276%, IRE6.7%, L 6.7%, X4 34%, HEAIR34%),
FXTC Grade 1 EETH o720 BLEXD, FF2 3 F UEBENE CIPN O EEE %
55 S, FOLFOX OG- 2 IR S5 WML H 5. (FLibAFZE)

P Cartoni H 1, KNV T V' I TEEFMERM AR E 249 5 25805 HEH 5 Vv iddEk
TX VIO BHTE A6 B % RIHI X OL RiBISIE IT, ¥ 23 B ARG
P50, day 3, 7. 1412, £ & brief pain ® NRS 23 L 722, + ¥ a v
O 5413 20 meg/day 2S5 BE L, LEIZS LT day 3, 7, 1412 40, 60, 80 mg/day
L L 72. SO NRS IZBIARTO 76 205, day 31213 39, day 71213 17, day 14
1213 1.3 (p<<0.002) 1234 L 720 BHEATTIE 61% 0 A5 brief pain 4 L TV 7225(NRS
P34 745), day 141213 48% 12 A L 7= (NRS 34 365) o HEF G 24T 2 BH 2 day
71256%, day 1412 39% 23D L7z AL, WA, BRAZ 257228, §_TIBE
POHEETHY, 1BIPNEEOREO-OHE L2, MEXY, KLr7vITick
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% CIPN OEFFIZH LT, F2a FARBAIIAHTLRETH H 2 EHRBRENT,
(T 5 1R 92

PLiu 51&, FFH) 775 Y e EOLFRER G S, BEED S SRR O MRS
I 2 AT HMEERA A, BAAEE 96 Bl 2 I RICBIEMIE LTV, PI < F—
W/ 7 b7 372 EH (Ultracet) D14 &, mu-opioid receptor gene (OPRMI)
® A118G polymorphism AN HNC BT B2 H~72%, Ultracet 1 5E% 6 F¢iH
FECEG- L, BHAAHT & 24 R OPGRE VASICE DEMIE L7z & 25, VAS Ol
Z31 25 21 1A L7z (p<0.001). AA genotype @1 G allele variants (AG F
721% GG genotypes) D EE AT RIF 28 IFE%E 2 L7z A Tld Ultracet % 5-
At D VAS SEHMEAT 3.0 25 09 1I2B(L L 7228(p<0.001), A TIE 3L 25 26 DE
bl &F o7, DEXY, +5%1)75F 12L % CIPN (24 L T Ultracet [3H %)
THh Y, OPRMI ® A118G polymorphism & Ulracet D&Y 2 Fill4 2 KT Th
B2 LAURE SNz, (REabFZE)

» Boyette-Davis 513, single—frontline agent & L CHRNV T V' I THE#EE X, KL 7
VI TIHERME AT A S5 RE o B 11 ) & AR E 26 B Z ok G I BT g
Ao 72V KB A & T 133 H & 220 THAT L., 0 1d VAS % v
THHEHEL 72 H 4 OFEREO VAS R, MBRRARIZ 85, FHRARIC 79 &
B L T7ze HA OEREO VAS S/MEE, MIBIARC 43, FFRARIC 37 &%
EL TV, SEREORGEDEAMICIZILZELTED, 1 HEN L MR EII0M
ARG 475 mg, FRAERE44.2 mg TH o7 FE A A FOMBIZHELR L), B EX
D, RVF VI TEEEZTTOLEE TR, Ao RMpREES RS 2L
DRI Sz, (Feahse)

| #5758

(M7 — % X—Z] PubMed

(M1 ~2016 4£5 H 31 H

[(#z%RX] Cancer peripheral (neuropathy OR neurotoxi®) (oxycodone OR morphine
OR fentanyl OR methadone OR tapentadol OR codeine OR tramadol OR
opioid) (effect OR management OR treat® OR therapy) NOT diabet*
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1) Nagashima M, et al. Efficacy and tolerability of controlled-release oxycodone for oxaliplatin—
induced peripheral neuropathy and the extension of FOLFOX therapy in advanced colorectal
cancer patients. Support Care Cancer. 2014; 22: 1579-84.

2) Cartoni C, et al. Controlled-release oxycodone for the treatment of bortezomib-induced neuro-
pathic pain in patients with multiple myeloma. Support Care Cancer. 2012; 20: 2621-6.

3) Liu YC, et al. Human mu-opioid receptor gene A118G polymorphism predicts the efficacy of tra-
madol/acetaminophen combination tablets (ultracet)in oxaliplatin-induced painful neuropathy.
Cancer. 2012; 118: 1718-25.

4) Boyette-Davis JA, et al. Follow—up psychophysical studies in bortezomib-related chemoneuropa-
thy patients. J Pain. 2011; 12: 1017-24.
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CIPN (813 3 BEERORES 5\ it [C DT

(bFHE AT HIC CIPN 25848 L7056, Stk (B &8s, ¥ 39>, €v s )25
Y, RKNVT VI THE) BT S XD, s D VIEHIE L7213 9 A% CIPN O lk25EE
BIZEEE L ERAEDICTFHENS, CIPN OREFEREAFNETH S Z L% OPTI-
MOX1 RER#E S (1238 ; stop & go strategy) b = x4 50,

HEFTFRBAALUITIE, REHEE ST IHREZ T CEX e T2 HH V. L
72035 T, ZOMOMETEIEA A BFIZHB VT CIPN FERDSIR VA, ) 2 AR A
HFET 205 51E, ZHETSIIIPFREV. T0D X)) REBIEDIEIE L 2 WIGE IR
ORI ZET S5 L% 5, USRS M TL0T, AUy b, TR
Vo MIHETAHEELS V74— Far by bR EERD,

—f&121E CTCAE grade 3PL R &7 ) Z 9 g i CHEER O ELHILEZ EET S
CENL V. TR, HHIZ CTCAE @ Grade 7213 Tld 7 L iH# @ H Y GRAIAY 72 0 20
Btz HIEL T 200) %, BEOMEBICHE 2T, ME2EHLL TWEH, FlZIEE
B L T2 BEZKTWICLTWL0h, H5WIEEL QOL 2% L LTHiA LM
I EBEMULTCWE 0L EBFTEICHNTA2LEDND 5,

BT E - T LA B HRE R iA i H I O MRS G HE T, e ol
LR R EEICHT T AN TH L, TRLBEHLHIST I ERNTE 5720H%
REETHZEICLDQOL DT 2 ERZ A v SN RN D 5o HrhEdE
DRI CIPN OFERIZW o K ) LT 2 2 LB A, —Ho BH Tk
%)4>~6)O

| EEEDERN

P AEAT RIS A 620 BlA k5 L L, A B 311 6 (FOLFOX4 % ¥ (PD) & CHkfisk
5.) L BRE309BICHFH Y 7T F & & FOLFOXT7 #1k 6 7 — A RICHERRIE &
LTCuAfaRYy Y+5FUL I AR 12 A 7 VvHL0WITEEMAKET, 0%
FOLFOX7 ##:% 6 1 7 V5 ~stop & go strategy) \ZHEAEAL L 72 (OPTIMOX1
HER)Y, FHOPESIE A, BETZERZN90 4, 87 # T, 0Siz+hEh 193
HH, 212 HTH-o720 BEHTIRAFHY 7I9F VKREIZL Y Grade 3L LDOFHE
FHREBL) A7 PET Lze L72A55 T, stop & go strategy TRIE % K & %
BEEAARICERTE 5 2 LR ENT,

bStage I, M KEASAMIREE:E LCHFU/a A 2R ¥ (FULV ##) & FULV+ % %
Y1) 77 F ¥ (FLOX) ik & MAE 2 LB L 724528, FLOX HRikE O i 2L A7 55
otz WK 18 7 H OB ED T & o — b EEHEIC X ARl fT o728 2
%, FEIC FLOX FEOMRBEEHNTAL L TB Y, BT 24EZICBVTH 10% L
b B THIRE R EDIRAE L 720

» 798 5l Stage IB-IV OHEATINHESANKT LT, X7V ¥ F LN+ AT T F 2
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(PT)&X7 ) & XN+ H VKT FF 5 (TC) & MRk, 6 93— A5G L, 2
A O MR A L, BIKIEHE H & LA ERRE /L 2Y, 2RO
WEAEAARIM A CHBEAI Doz AHEFRTIIMBHEME I PT FEE o 72
B, MR EL BRI PT #EDIE ) 03D o7z, 72, RERENIZE TC HEE
DRREREE DFRAFN L 225 726
b RG2S AN R A B LS & L C FOLFOX B % 5213 72 1,508 Bl o Tld, 4 4
V75 F RS EH 850 mg/min 4 o CIPN 8B &4, Grade 1 P LS
86.6%, Grade 2 DL 1-75454%, Grade 3 DL 1756.6%75 5729, BfEHS 5 1,020 mg/
m’Tid, FRZFN897%, 578%, 114%75 5720 %72, Grade 3 FEHOBKEIHH »
5 DI D 50% FAEE X 610 H (95%CT = 365~679 H) 72> 720

*ASCO D&Mt TH 245, Stage WK AMIEMBIFLE 3 7 Afro 728 L 6 H AfT-7z2
B 3 FIEWIERIL, ENEN T746%, 755% TH Y, F-FFHEY A7 BERVEEFEIIBW T,
ENEFN831%, 833% TH o720 CIPNIZ 6 7 HOBICBWTHENE» -7z YLED, KV
A7 BHTREHMME 3 7 HIHH T & 2 W BRI S hre?

B 5|AXE .

1) Jones SE, et al. Randomized phasell study of docetaxel compared with paclitaxel in metastatic
breast cancer. J Clin Oncol. 2005; 23: 5542-51.

2) Alberts DS, et al. Cisplatin—associated neurotoxicity: can it be prevented? Anticancer Drugs. 1995;
6: 369-83.

3) Tournigand C, et al. OPTIMOX1: a randomized study of FOLFOX4 or FOLFOX?7 with oxaliplatin
in a stop—and-Go fashion in advanced colorectal cancer-—a GERCOR study. J Clin Oncol. 2006; 24:
394~400.

4) Land SR, et al. Neurotoxicity from oxaliplatin combined with weekly bolus fluorouracil and leu-
covorin as surgical adjuvant chemotherapy for stage I and I colon cancer: NSABP C-07. J Clin
Oncol. 2007; 25: 2205-11.

5) du Bois A, et al. A randomized clinical trial of cisplatin/paclitaxel versus carboplatin/paclitaxel as
first-line treatment of ovarian cancer. J Natl Cancer Inst. 2003; 95: 1320-9.

6) TV 7Ty b EE M TSR A G B 12 B 0 B MR ML) O RERT IS &ty
VaIA N

7) Shi Q, et al. Prospective pooled analysis of six phase III trials investigating duration of adjuvant
oxaliplatin-based therapy (3 vs 6 months)for patients with stage III colon cancer: The IDEA
(International Duration Evaluation of Adjuvant chemotherapy)collaboration. ] Clin Oncol 2017;
35: suppl; abstr LBA1
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CIPN OJER#EM 2 B & L7252 BT 26 HEFRIE, BIRRBICB T 2 MG E
WEYRRNSCEZZE & L, BHERER 2017 42 6 O EO S D ZRLilT 5,
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WMINEIC KD BERAKE

DN - D DIRTE, WEPRAGTERRE R TR D e, MUMERGREIE (2B D 5, TR

e, ZETNE B ETE L2 9 5
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PERITEAARREE 12T 1 H 1 AR 40 mg 4% 59 %0 1 H 20 mg 2 5HMEL, 1
WMLl L OMFE 2 220 THET 50 RN T 02551360 mg £ THEIRTH 5,
CIPN ~OHE. SN 7285213 % 2%, Hirayama S OKERE T3 LR WAk T 2
0%t F 220 mg WA 1 kS % 1M, TO%40 mg W1 EICHELTHwaY,
%72, Smith 513 30 mg % 1 M5 L 72, 60 mg |28 LT 4 MK S L Twb?,

1Rt

FaudFbkF oL, kO b= VBIC2UTRLFY ORI AREFHEL, FA17
PR IIH R AR 2 G 5 2 & TR 2T 5 (® 1),
e & MO OS F 7 ABBIZBW Tk h =R VT FLFY vl

DIEMENET Do CNHED YV FTARKELOHINY AREINLI LICLY
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WOt =R/ V7 FLF) yR&GHESA TS, Y F 7 ARKBICET b=~
RINT FLF) Y B WIREZZ L ¥ F 7 ABMEITHEAMED DI ve FauF
BF VI LB =R VT FL ) Y ORI ARGRTICEE T A THILY A4

ZHHIL, Y FTFAMBOXO b= R VT FLFY) ViBERED b,

P 1M - FTauF e F VIIRNOMKED Y F T AMBOtr F =,
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R1. TaO0FEFUBKUTSERESICHEITS Grade 2, 3 DFEEER

FiOFtEF> TR
BEER % Grade 2 Grade 3 Grade 2 Grade 3
HEL 2 1 1 0
BERTR 3 0 1 0
=0 4 1 3 0
EX 3 0 8 0
R 6 1 5 0
TER 4 1 5 2

TV VIREERED, BRI 2GS A 2 LIS X DI SRR EHH T 5,

BURIEH - REZE DD O AR Z PRI R 5 0D AR MM, Ao #ilE, C#t
HMETH D, MRS TS SIS OMREEEDSHE ST 5. FilifkMm T—hphiEz g
D3RI (EATHERIEIRER) o —T7, Wi 5 O AT IEL R ke S
C OMFEATEMEALT 5 & & TR T Do T a WXt F Uk S O TR R
DR FL & TR D 5 Z & TN 2 WH§ %,

BEER

330 BI~DF5-% 47 > 72 Smith SOFEIZBT S, FauaFtF > 30mg % 1 AR
#1260 mg % 4 AES L-BHBLT T IR BB 2FERZERTIIRT,
W o DOWEIZ L B L WEETHEFLRITH] LD RAMEIL 2V,

EINRMA CHIC L 28, HRREEONEE, SEOEEE, 3 a—VAROM
FEMAFRNEZ: & ChH S ERFHITI 2B TOEZE THRSE, BRERDOY R 71
e &TH %o BERFEMREEICHS LA 0 ERRIIEEOR N O 5, 1§
it 20.9%, Hls 16.8%, FlLbE 9.9%, HHE9.7%, DT\ 83%, BRIK67% %R ETH->
720 IR, DIVEINEE B2 WD 50T, HEIHEESGHRZ D B2 8R1ET 2
BRI HriERE S E 5. £/, BAICIRSOERE HE L5 HB O, &
LARWE ) RET %,

ARITNEHAR

BRITE /T I VLR (MAO) BHLESE (FEABE ), PRERIIEEY F(EIR),
TV — )b (R, HRCR R e (R, 7V RF I v~ LA v
Wi (FaudeF VEERR), YT 7udYy s (FaureF ViBERR),
FHy v (FaudtF VRE LA, PU5 0K HL) DR 1A, BUARRIRA (BiA%e
WRAEEE &), o P UEHE (RO b= VBT, UL T Y A YA (T
7 7)) Vg LS, NSAIDs(HEa) 7 & T 5.

T b= R RO T b= R X R, EHRER . L OIS, R
B, CHIRIL B, THZ Y, AEERHRIERE LTI A2 B—X X, WA, Rk L
B = LCIRAL, % EA981F 5D,
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2. E9=VB12

WMINZEC LD BEREE

A 1 A 7 o
B58

CIPN 128§ 2 HRABRIC B W CRBEE O L LTE ¥ I U B2 M 5.3 Tw
LRI OhH Y, FNRNCHEOHREEFM UL —HH722D 1500 ug 2545 3T
U‘Z)D4>o

{ERRRE

Y% 3V BI2 RZICK D HREREZ S S5 BWTOHRTE.
BEER

5% Al DBAIE TEMAR, oy - W, FHIZSHE SN TV D,
AR T ANEHAZE

WISD% b DI,

3. FLANUY

MINEIC LD EREKE

T E A, AR E (AR O R
B52

CIPN IZx}§ 5 RCT DAL L e o IR SCEIZ B 2 kb i~ o &
ZUTIRT, BRHETRELOCPEISHBETAIZ LD S,

[R5 EE LT LA N 1 H 150 mg % 2 B2 TG L, 20 1 Al H»
T 1 HAREE LT300mg ¥ CTillitdd 5,
{ERR

KRB OEMEFE CaF 2 A ND a20 F T2y MISHEL, FVF I ViR
VT RLFY 2, FTRE VAP & 2 MEWH OB LT h VT 7 A
=5 %,
BEER

WAEICE DL, DFWR20%LLE), Q0% ) A%, HEB RS
HEXELWEINICT B, T2 BEHETRIEEEHTO) A7 98H 5, HEAW R LD L
LC, BEBURMRGE, ISR, REMENI% R 0B 5, B0 -0 B EO H
LHRETRAERELIAELR TV,
AR T NEFASR

AR (PP AL, BlE), A3 akFy, as¥xa, 7ia— V(PR
ML EBIEERERE D) T U XA T v Y S REE I E A GRIENR) 2 D Do
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4. 3EAT O RiEHRERZE (NSAIDs)

1ERKE
NSAIDs 1& A 7 v A FHEEUSOBUIAENE], MEER, SURIEH 245 2 Mok

BTh b,
MRS HEB SN LT IF FUBAlERESh, Y7 atsd 75 —E(COX) % EDIE
WCEVEHTOURY 750714 v (PO END, ZORRE, ML, M/
8§, M BRI EORIENFLEIN D, PG HARICHHBIEMNIZ VA, 75V F
=R EOREWEOHHEBM AT X85, NSAIDs 13 COX D) X #ET 52 &
T, PUE, SURTEH &3S 5,
BEER
BREE LT3, WL, EESMEORY, EELIEE EELRERE
E%&b%%@%,TXEU/%E&kT%éO
REMEERG L LTUTERITON 5,
- BIEEEE  EHHE L To COX OREC X 2 R #E DRI X 5o #EOHS X
NSAIDs 25 BB HHfl S 2 2 L TORPIAEDL S35, milma, ~N)ans
F—¥n) @i, 2704 FEHZLETY 220580, NSAIDs 12 & % B il o7k
ELTC, TuRy Iy YA, Ta s R THEE, 2 {580 Hyx BRI
PBERTH DD, BHEREEDOHRTEEAHTH 5,
- EREREREE IS B ) 5 COX OIHE I X AU E ORI L B LA, BAKERE
I AR, AR =AY LTV A EE LR ETRERBEAEERI T LD S,
- WA MR COX BHSEIC K B BERDIRT 2 &IC X 5,
FRITARE{HRAE
T T 7Y vh s (W), AV AR = VSRR R #] (FE ), =2 —
FouyRPuAsE (R, 2V PLFF—MAY ML EFY—MRERSA), VFU LR
HI()F 7 ZEEE L5, T o VF T vy v ARSI (RS, B
1t)

5. 7Etbh7P=/71Y

CQ TRro Ty, EWN® CIPN ~NOMIGZ#A LzHETiEre 73/
T RBEST ALV HEDA LN OMHT 5%,
WHKEhBUé@%F%

TROBE O ONHEIROSUE « B, HE, SEEMERREE, BERE, SR, T
i, i, AR, OWutERE, AN X B, i, EHBm R OYOE, ZBTEM
FfiAiE

TRORBOME - U - 2k ERER (B HRELXRENE) 2 LREXE ED)
NIRRT B R - S
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EFRER
FRAE AR C NSAIDs & 13 R 7% 2 18F TRIRZ T 5 L Wbl Tw 528, IRk

P IIAHTH 5, B, SURIEHIED 2 2K TOPIIEMEH TN S v,
BEER

HRBIE, WL OH L BE, EELMEOREDOD 5 EE, HELRIFEED
hoHEE, EELEEEODLEE, BHEROEBAEZEOHLBE, TAE) YIEELT
HbHo EBIITBEERE, BRGERSE, Mm@ S13d kv, Lo T, LT
NSAIDs 25 LIZ S WIS WRETH 5,

i Ne3EsE X, 150~250 mg/kg L EOBRIORGS THE LA S, TV Ia—ViEH
FHIZVAIBEFE 5,

6. ZEFA R

FUAA FRANIEMED 555, +F T VI BHRBEZ V0, 22 TIETFY
I NI LTS %o
MINEICKDERESE, 3HhE

HEERED & B EEOIRIR & 1 ) KA BT 5§
’58

Nagashima & D% MG LB &, +F 7 a F U EREEomEHxSREIZ 1 Hb 7
D 10~40 mg THIMG L, MEME L2, 62%DHEETII1I0mg DT FTH o 72K
TId 160 mg D% 5% 47~ 72 BHE DAL 729,
{EFR

XA RVOFEMERMIFEI S u A EFT S PR ENLTHIAT L, utEFAF
ZRWEA LSRR, RSB B SRS X 2 90 AR IE OB BUR R K
R BRI 2 & o0 Bk NG S A AR s 0 BB I & > o 72 AT R R E O #1
Wz, WK GE R PRI UV, IEREREAR ARG B & OVKRERMZ PR L, ERE-HRE T
T2 VT R ) v BXOtw b= Sl 5 % 2 FATHIIHR O RIF(L 2 &0 &
57,

TPV TEICCYP3A4ICE D /vt F v a Ky GEEHABWE) 2,
CYP2D6 12X D) 10% 254+ F L7+ v (OHEHACHW) IACH SN D,
BESR

BOREL LCId, EELPRIHOS 5 BE, LSS EIEET, YRI5
HeT AL, BRI, BN LY AR END S,
FAAECRICEIENS 2 V32 a F VIR THY, AFTELT 1V
BIEEEET L2, TLABRLPER SN RV, Lo T, Bb ek (BRER TG
R ASEAR) & B2 ) BRERIC D IR Z 2 TE %,

Nagashima & @ CIPN ~NOF5EIC L 2 &, HEOEWEERR L L CIRA6.7%,
ML 6.7%, %5 34%, BT 34%0AR 5h 79,

WA SCE TR (53.0%),  EoLs(384%) - Wi (185%), M (384%) 3L { A b
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o MRA, EeOiE 1 BB DNIZERS 5725, MERIEHkET 5o HIEIEL THZ 5 A0
WIRAITEZ L ICLTBL ZEDPRETH D, HEFUERFICHEF STV LI ITT
%o

AR T ANEHAR

HORR RIS, ZBRRPLD O, BEWEE, Tra—n, Hie Ry I VECLE, M
TR AR 2 g 08), P ) Y TER 245 255 OREEA Lo X)), T
770 (TNT7 7 ORI R, CYP3A4 BHEMEH 24T 538 (7 Vv — VR
BHEHK U NFEL, 7Y 204 B0 F YO FUEE ), CYP3AY 3
EEH A AT AERN ()77 v Yy, AN EY Y, 7= M V& ICED 320
F VIR o

W 5|FAXE .

1) Hirayama Y, et al. Effect of duloxetine in Japanese patients with chemotherapy-induced peripheral
neuropathy: a pilot randomized trial. Int J Clin Oncol. 2015; 20: 866-71.

2) Smith EM, et al. Effect of duloxetine on pain, function, and quality of life among patients with che-
motherapy—-induced painful peripheral neuropathy: a randomized clinical trial. JAMA. 2013; 309:
1359-67.

3) PN, ASAFEWRDUHE D RN RS, AT — 7 2 A5 20-22.2016 =0F X 7 4 VT
L

4) Kaku H, et al. Objective evaluation of the alleviating effects of Goshajinkigan on peripheral neu-
ropathy induced by paclitaxel/carboplatin therapy: A multicenter collaborative study. Exp Ther
Med. 2012; 3: 60-65.

5) Hirayama Y, et al. Survey of the management of chemotherapy-induced peripheral neuropathy in
Japan: Japanese Society of Medical Oncology. ESMO Open. 2016; 1: e000053.

6) Nagashima M, et al. Efficacy and tolerability of controlled-release oxycodone for oxaliplatin—
induced peripheral neuropathy and the extension of FOLFOX therapy in advanced colorectal
cancer patients. Support Care Cancer. 2014; 22: 1579-84.

7) HASRAERF S, DSAEBEOIEW BT 5254 I 4 2 2014 4. &R BB S+
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(ST SRR DN\ T

ALFEREHE R AR RS 2 TR LRER L LT, £FFV T FF &7
VEEFEUDNETFTOENL. FFH) T TF I K B R E 3 Gk T 2788
L, ol LS 2 EEMREEDIZPICERNOKRSEE» SHADHICASNS
MR EDSEAT Do T2, N2 F XN R LY T U RGHEMH TRIET 5K
J 13 taxane acute pain syndrome (TAPS) 7 & EMEI, A EHEE STV,
FEAE Z OPSa DR RE E A OB DS D 5 L IE STV D, Ths 2 FloatkE
KiZowTig, BT L2H0HL2PMHELSHFLET D, 7V F LN EFFH )T T
FULRET DL, KA 7NV TORMEROBREIZZE D ST, HFPILE B R
WNCHEIRD YT 5 2 LA E LTRIT O, RHCIE IS 2RI L T
BEH T %o

1. ZFBUTSFY

D FIEHANINIRD SNBWFF T TIF VREAORAMRWER L LT, #5E#%
251, 2 HUWIZIEE A L (85~95%) DIEFICE, R I VRO REIKEAH A
Bo F72, 1, 2% DREFI T, -0k PRl e JeRo e T 555 A £ 5 NHBEMETE O AP & A Bl
LTENH D VT NBDEG LR S EH THIE T %, KBNS RS S < W
T, PR O RE IR SN S, HEMICEREKZ M) O TEEI =y 7 &
HZEHd b

T F ) 7T T OBEREEE O M R BERR IR SN TW e wngs, )
T F VAR I CER T A LIk o TR AEBHN O DL IR R B LE
ABNTWDe X3 T 5F 05 HHEEL 72 oxalate 2645, BAKENE NatF % 2 v
R L, MR oBEE 2 BINS ¢ 2 LICE o TR 2 LIl S hTwa?Y,

BECH LT, S0 ORMHRGER, WWEMERERE 1, IR~ OBRFEIC
TVFERTIEATLE, AFHOREGEZTLIZEHNLIDNL IFARICAET L Z L%
T 5 & LI, HHERK EMBEIZS 72 W IRAW KO %8, R
FREEBNL 2L S ES 2979,

FHiRnH L U TAES M 2 AT SN TWAR WA, Durand R Kus Sid 4+ ¥
PNTIF RN FF LK B AMMEREEICSL, ku k=2 VT LS
) U AAERTHEINY T 773 VG PMFTE L EWMELLDY, o
WIEIZEHIASE S 5 TV ASCODH A K4 U THIHEIRIL Tnirnis, 5%
ORGEPHIRE S N5,

Oxalate #£%& F L — ;M9 5 HIUT Ca R Mg DL 25 A S N72AS, 0% stk o
BRI AL RS SN o 720 PRI TH 2 7 NN B 23R o B % §1
3 2 BAAKAEE Na ™ F ¥ AOVHEETH ), Wilson HIZH VN EY V5% F 41 7
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T F K BRI E AL O R P 2 IR 5 2 L TR EZ TR A L i L
727 LaL, PETOMATHY, FTAHENLZRELDHY, KHBABRIZIZE ST
u\&b\lo)o

| EEEDOERN

PDurand H51&, “EERICIDFFH) IS5 F LI L A8 MREEL 245 BHIC
HTHRYT7 7%y Y OBRBEHRELTRE L7,

NYI77%3050mgat ¥4 75 F PG TRERIFNICHYS L, £D1%375 mg

—H 2% day 2225 1112, 77 RS FEMDO A7 T2 — VTG L7z, dHiliix
NRS % & CToT o072, 88NV ST 7 X v V24 %, 7T RHE24 %) DB E N,
JERDZEEHIEIRY T 77X VT 313%, 7T RMHET53%(p=003)THo
726 NUTT 7 XY VHOAEESSGIT Grade 1, 2 DIELAY431%, EATIA9392% T
BHo7zh, Grade 3V LOFERLZIIRD L o720 LX), Xy T77F3 01
F XYY T T F K D BEMREREE ICH R T B &t L 7o

P Kus & 1315 5 BLRGHE BIXT BRRFZE D8 3 2 il L2Ys MR X5 75 F %8y
VI FENICEBAMMREEEZTTHY), NI 77F X DUERNRE TN
720 FFilE NRS 2 TIT 5 720 206 BB ERS NIz I BHENRY T T 7R v O%E %
ZUF, 115 Z0sxt RRE L 7 5 720 3R OFHIEIT NRS 2% 75% LA F etk % 380 72
DIENRY T 7 7F 2 rRGHECTRIRMIC 535%, 58.3%, 452% TH D, HIHE TIX
0%, 0%, 0% THolze NRVIFT T 77X VOFEFS L L TIEGrade 1, 2 DHEL -
M- 32%, MSJ) A 32% CTho 720 Grade SULOFEFRIIFDONL 05
720 UEED, RVFT7F L VEAFHVTIFUBIORZ) X ENIZEIDE
PR AR R TREVE S D B T & R IR L7z,

2. IF¥YRER

x40 RIEHIFLG 2, 3 HTHRE, Th, REZREOMARREE & Bbis iR
K27, 5, 6 HUNIZEET 2BLBMONT WD, & 34 » SRR (tax-
ane acute pain syndrome ; TAPS) &z K &I, Wi EHEE SN T WA, 217
F =V ARARFF =¥ (CPK) % LMW MY 2 BK I3 EAET, ZORBUEFIIAH
THo7z0

VAR, JEFNRET T 2 OB AR R R O W REMED D B & iy SN 7eas, iRk
R RRPBLAAEHFRE R EDO X5 R MRS, TAPS OFRiRERE L
T, AEHEHY ey 30 2504 PR EEEHL2HERH L LD
HIMEERTIEF AL LTRATFGTHY, 73RN T 0y 32 OBET
FAEMEZRE R h o2,

| FEEOEN
» Fernandes & 1% TAPS OGBICHT 53 A7 YT 4 v 7 LE 2 — %4179, 244D
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BHORCT BLUO2HOFER(F =TV FXV)DRCT b)), ThbTRERIVSY
IV, INEFE Y, TITHAAFYOMRERE LA, R b AR 5
Nholze F72, MUFEROIEEMS 59 2 RIEH O TAPS OFAEMEE % HWik L
729, 7 ) Z XN 131%, Ry FEIL105%, 87 ) ¥ X3V (TLVT I VI8
H1)26% Td - 720

P Loprinzi 513827 V¥ XV 25 L7294 AOEEL I R-— MBHL, ZOFANZ X
% AR ORGEE W S A L2,

BED$2 ) 7 F LS (70~90 mg/m?) I2B VT, 4 H O MM R E M 11
@ European Organization for Research and Treatment of Cancer (EORTC)Chemo-
therapy-induced Peripheral Neuropathy (CIPN)-20 T &l & 4-iG e iz B v T
72720

TAPS ORISR H 3 HANE =2 Th o720 184 (20%) DEHZIL 1 T — A
H72 5 NRS(0-10) T5 LA 2R U720 IEAEANRERE 5 12 Blfe 8 o5 R0 F et o o &
D EHETh o 720 BEEMREEETIZ, LU (numbness) X F 27 F 7 &% (tingling) 13,
Y— > LED X)) s EU% (shooting or burning pain) & 0 B3 THh - 72 &
DA TH(17%), KEE(16%), RE LY (15%), B (13%), MHEEHA1%),
SR (11%), 1 (9%), SHEB(7%), BEER(8%), Li(6%), wHili(6%)7% & Tdh -7z,
KR, 12~20% DBEITF EF A PTG S N7z, MG THWIEREZ 2 L8
F B D MR E (CIPN) ICBATS 23 E H o 720

D7 — %1% TAPS 2 B & v ) X 0 i ZiiiE L i 5 2 & 2R
e L 7z0

W5 |ANE .

1) Pachman DR, et al. Comparison of oxaliplatin and paclitaxel-induced neuropathy (Alliance
A151505). Support Care Cancer. 2016; 24: 5059-68.

2) Adelsberger H, et al. The chemotherapeutic oxaliplatin alters voltage-gated Na(+ )channel kinet-
ics on rat sensory neurons. Eur ] Pharmacol. 2000; 406: 25-32.

3) Grolleau F, et al. A possible explanation for a neurotoxic effect of the anticancer agent oxaliplatin
on neuronal voltage-gated sodium channels. ] Neurophysiol. 2001; 85: 2293-7.

4) BEAGEA. BEERIEHEERRLNY = 2 7V RRmREE. 2009.

5) Grothey A. Clinical management of oxaliplatin-associated neurotoxicity. Clin Colorectal Cancer.
2005; 5 Suppl 1: S38-46.

6) Avan A, et al. Platinum-induced neurotoxicity and preventive strategies: past, present, and future.
Oncologist. 2015; 20: 411-32.

7) Durand JP, et al. Efficacy of venlafaxine for the prevention and relief of oxaliplatin-induced acute
neurotoxicity: results of EFFOX, a randomized, double-blind, placebo—controlled phasell trial.
Ann Oncol. 2012; 23: 200-5.

8) Kus T, et al. Efficacy of venlafaxine for the relief of taxane and oxaliplatin-induced acute neuro-
toxicity: a single-center retrospective case-control study. Support Care Cancer. 2016; 24: 2085-
91

9) Wilson RH, et al. Acute oxaliplatin-induced peripheral nerve hyperexcitability. ] Clin Oncol. 2002;
20: 1767-74.

10) von Delius S, et al. Carbamazepine for prevention of oxaliplatin—related neurotoxicity in patients
with advanced colorectal cancer: final results of a randomised, controlled, multicenter phase Il
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11)

12)

13)

14)

15)

16)

17)

study. Invest New Drugs. 2007; 25: 173-80.

Fujiwara H, et al. Prevention of arthralgia and myalgia from paclitaxel and carboplatin combina-
tion chemotherapy with Shakuyaku-kanzo-to. Gan To Kagaku Ryoho. 2000; 27: 1061-4.

Martoni A, et al. Antihistamines in the treatment of taxol-induced paroxystic pain syndrome. J
Natl Cancer Inst. 1993; 85: 676.

Markman M, et al. Use of low—dose oral prednisone to prevent paclitaxel-induced arthralgias and
myalgias. Gynecol Oncol. 1999; 72: 100-1.

Jacobson SD, et al. Glutamine does not prevent paclitaxel-associated myalgias and arthralgias. J
Support Oncol. 2003; 1: 274-8.

Fernandes R et al. Treatment of taxane acute pain syndrome (TAPS)in cancer patients receiving
taxane-based chemotherapy-a systematic review. Support Care Cancer. 2016; 24: 1583-94.
Fernandes R, et al. Taxane acute pain syndrome (TAPS)in patients receiving taxane-based che-
motherapy for breast cancer—a systematic review. Support Care Cancer. 2016; 24: 3633-50.
Loprinzi CL, et al. Natural history of paclitaxel-associated acute pain syndrome: prospective
cohort study NCCTG NO8C1. J Clin Oncol. 2011; 29: 1472-8.
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m ey &Pl

XN TIFURVATIF R EOHERAAORGERKT LzHED 2~6 4 HIC
720 CIPN 2B -§ ZERIAIFAET B & OGS H Y, “coasting” EIFIZNTw
%V, Coasting I2 & % CIPN i3 Z D%, WIS ICHE LT L o#idd 57,
Coasting DIIEREER Y A 7 WIS 2Tl % v,

W 5|FXE |

1) Choi J, et al. Delayed oxaliplatin-associated neurotoxicity following adjuvant chemotherapy for
stageIll colon cancer. Anticancer Drugs. 2006; 17: 103-5.

2) Mollman JE, et al. Unusual presentation of cis—platinum neuropathy. Neurology. 1988; 38: 488-90.

3) Hansen SW. Late-effects after treatment for germ—cell cancer with cisplatin, vinblastine, and bleo-
mycin. Dan Med Bull. 1992; 39: 391-9.

4) Grunberg SM, et al. Progressive paresthesias after cessation of therapy with very high-dose cis-
platin. Cancer Chemother Pharmacol. 1989; 25: 62-4.
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EEE

CIPN K3 2 B DR R 2 7R L 725134 % v e ASCO D5 T % 2%, Kleck-
ner 5 I&EH AT CIPN 12 BIF A BB 27T & 2753 L2, Courneya 512 & 5 i
3 CIPN o#iigd 2 FHWE LTE 59, MBI L W) JHIHEED RE SN TV WS,
W, RERLICED, SEBOREEIC X 5 Tk CIPN OFERAZEIL L Tz 2 & %2R L

»2)

CIPN IZBRE L iU, HABEIIBI 2 EFFREOH 2R L& EE v,
EERRAOY, BREKOWE, EREZOUE, W) >08En SICERE T
BIEDRALNLY, PEL Y, (bFHEEZT TV A AR L, CIPN O #H)
RAOMED GOEHBIEIIER L TCIwEEbh s,

WEEEO % e LTI N B E (18~64 1) ISR LT, WA O FRIGE) % 3 150
5y, EIRE DA MERER 28 75 7, S 51 ~EREOIPLES) 2 H 2 ML AT 2 &
MR INTVD, 65U EOEREIIBWTD Lt MEOEH IR I N TS
75, A OIS LTI L T LW e Bbh s,

| EEEHDOERN
b Kleckner 51, FIE®A, o AT7NMARA R, X% %2217 TwW5 314 ADDA
FEE CGEW ULl 56 788, Mk 92%, FLASA 78%) %, HEHETRHHE Co FRHE) & Ak i +
EXCAP #Eh#: GEB#E) \ZMEAEALEN D A1) L7z EXCAP X, HETTEZ %, RE
SRS D 6 M OMAT LIPS Y FEBICL 2 EB) 70 7T A TH b,
WS DGR, EBYHE Tl I & [T CIPN 298 L 72 (p=0.04) o Z @ CIPN £
TR AT A5 AT (60 e A i) | H L C i (60 iDL b)) TRIVEIAR S 7z (p=
0.06)"s
b Courneya H5IC& % HF ¥ TirbN 74k LGB CTIE, FALFFREFO RS
301 Bl%, 25~30 /DA WeFEH) standard dose (STAN)#E, 50~60 55D A B % EH)
high dose (HIGH) #, 50~60 734 & 3 B & HEHTES) (COMB) #E > 3 BEIZEI D A1
720 primary endpoint i3 AR, secondary endpoint &% ¥4 12 X B phikkEdE %
BUAMIEIROMET & L, MRk E O B, REEE R A, Wi
BLUONT VAT ¥ AT o 72,
PRI L C oM, BIEARED 5 WIS 5 WId 50 ko BE I B
WC HIGH #HIZAEE & 0 MR E A ISR IE Ch - 7225, i, BR#, 50 %
PEOBHTIE 3BCHERA SN Do 727,

W5 |AXE .
1) Kleckner I, et al. A URCC NCORP nationwide randomized controlled trial investigating the effect
of exercise on chemotherapy-induced peripheral neuropathy in 314 cancer patients. J Clin Oncol

2017.08.01.k



F£3E WRICHITDEBE 65

34, 2016 (suppl; abstr 10000)

2) Courneya KS, et al. Subgroup effects in a randomised trial of different types and doses of exercise
during breast cancer chemotherapy. Br J Cancer. 2014; 111: 1718-25.

3) HAMRMERS M. DAORWEREWE, 7)== ANV TV R 2016 4EM. &I Rk &4t

4) Schmitz KH, et al. American College of Sports Medicine roundtable on exercise guidelines for
cancer survivors. Med Sci Sports Exerc. 2010; 42: 1409-26.

5) Rock CL, et al. Nutrition and physical activity guidelines for cancer survivors. CA Cancer J Clin.
2012; 62: 243-74.
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CIPN [CRT 2 5EE

1. BEfAVIYT—Y3Y

HEOHNEB L OHBENEZHEL, EWE2534 5% ¥, PRI HESH
RBIOEIBTT 20D TR A L2 BFE L IET 5V, CIPNIZHS 530 1 61%
T 5,

[, 23— ARETIERZESI LW E (LW TT, EEEZHRYEL T
L, ol D ERERMFEBLTEET, BKWEITFROLTNETHESL Z DL VT
To BAEDHRDREIZFHENLEDEHCTBY, ZOBEBFHREVI A Y &
ZUFHDIIIELOERIIREEHERVWEEZ LN TVWES, LU EIZENTS
TRIEER B L F AN, FERERZ WG LTS 2 0EY i sh s 2 &
bHDFT, HEEFRICKMEZ X727 X9 ThHhiuX, #EEEEZ LT, BE, HikT42
EXHY ETAH, LORE T T CIPNERZHFET 2013 EE S AOMiEBRZ L) &
DT, ZOMEFLAVWTRESTWET T, HREKRT L2LER0- ) g
THIENLVTTN, NCEo TUMTEHKS>TD o2 B b hvnEwn) dbw
9.

2. BEPOFZEAXY

—f%I2IX, BADEZWRE, TWHED 5 VIZEIER L W) REDBRC RSBk %
MG 5T LR DT, BMC—EHRH L2 TEEMTE RV L%\, %
A ERL OB S Z o, BAEBZ227CHBL, SHiid s 2 EAEE Ly,

BELOETFDO LD TIEREZHERT LI ENL WD, BHE6DODR1 DL BT EAR
VMR VERHCCEMiTAZEbH B, TDRXT —)ViL CIPN DM H W HET
H%o

3. CIPN fEJR Grade 2, 3 DE{&f]

CTCAE OFH T, BEIZEIG2DIZ Wiz®d, Grade?2, 34T HERDNS
BAKRY 22 5E R 2 LTS BT 5o SBEBIMER X ONREM % BB ICIX T 2 0 WEER LA D
HY, TITTIEXHL Tz,

ROER T D DITL v,

W EEET,

CHBATH) FLTER
cDFEFTLIEDPL WV,

- BEB DS AL
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T ELLHIT R,

- fRAGAARIT Vg

CIPN 12 X BHERA D > ThH, HKBREEZ LTV b, HBHVIITNNEWIZ L B4
EHREZEERLTORVEAELD Y, EEAMA S B EMIEIRIC O W CTHERT
CEDPMETH LY LALERYVEL THEHRSRZMEL L) &3 2EREOITHD,
EBRICHREN A ERELORE Y B2 RESHRE () L RFgE) SN TwbH0T,
F— 2L LCTHOLERED & & 212 1 HZ2THRT 51807213 RV O»D
Ly,

4. BBEEEDIEE
CCTRHBMLTVANFIIZEF VAT DT WS, WX {fThbhT
WAHIREZER L 720 TNODBEMDE D DPOKGEIZSHRORETH 5,

QM FEREZRL T 5,

MR Z B $5 2T, CIPN DELZE I E#WFEL T,

- NI BICBE O v =V 21T,

(72721, PUESSECTREDEL o TV AYAEDH 20T~ v —JIidil)5)
cTFOULREOIRORM, BHOF RO ESZ1T .

B RHOEE T 5 (AR [E. EBRE] 22H),

JETOTERLHMT TREZBED 5, (2200 ORIMFEMRHERZPIT 2O THIT )

O I EICTZEDIT S,

CIPN 2L D HERREMMET L, 2V DK ONTRITIEETEI LN 5,
CBVIER A EZOPD L ZIEMOorAREMEHT 5,

C B 7z ATIRIR TR & T 5,

@2, IDICREDTS,

CIPN |2 & 0 B MEAEE A 20, F2MOMET L, imERI225 22 ) 23]
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Numerical Rating Scale (NRS)

Visual Analogue Scale (VAS)10cm

BRI BN ZhUEDBWEAIEEZ S W,
FlRRBORA

Verbal Rating Scale (VRS)

BmHEL b LaEn fBu ML A SNAELL SLFELD

Faces Pain Scale (FPS)
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(Whaley L, etal. Nursing Care of Infants and Children, 3rd ed, St. Louls Mosby, 1987)
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ByHsbLEDbIEH, CIPN NOREDWFETZX 200 Lk,
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BUGEERL BUMT BMELERRE 77U MHLRE ITT f##fT >
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CaMg
Loprinzi” 2014 v v v v ?
Ishibashi® 2010 v v v v ?
Hochsters® 2014 v v v v v
Goshaijinkigan
Oki® 2015 v v v v v
Kaku® 2012 v v v — ?
Nishioka® 2011 v — — — ?
Kono” 2013 v v v v ?
Gabapentin
Rao® 2007 v ? v v ?
Duloxetine
Smith® 2013 v ? v v ?
Hirayama'® 2015 v — — — v
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