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XHB70IZ, BIZBESAD K S kiREZEMEROHE
FERENHAIZEHHINDE Z L0 5.

—%, Twycross i, 1 O & 5 #EF CHEFEABIFE D
B AHRLCHE DY, 2K E3DLS RHET,
AN EFIRLT0 5",



76 OB M T
£1 HRAIBIEEOREEE WG & 2 ZADMEIR
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PiH ok VFTATI/AT RV F Y vEku b=V HIRDAAAFEIC K BT RGN s B A D A
BETATPEIIRIROMRATL 4 A A KRB
NMDA 52 248
P vwh A AH / R TR J T R T R FAEMEDOHT & 5 A s
1) Na 7 v 3L, 2) Ca 7 v 3L, 3) GABA fREFHBg®E I RO B R
PiA L R Na F v F U AR s s Btk RIEMEORIT X5

AN 7 R S TSR R S A

S A R

NMDA ZEMENSE  FES A= 2 — 1 O NMDA 2844 MW Ui EEE  Allodynia & JHIEIE 4 1 A

% Jk5SS e A PR R
ZFua4 K PUIE  DUFETER ko ZeE At SHAENIETGE iR
(BRIRORIR  AARRHE) A - PR EE
2T+ AT x4 =Ml B AIERIRIh R (R o MR i) LELRYADTPA
LI HE S B AL > A E
XHk3), p. 127, %4 X051
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TRk
ARE AL, R, BHEAND 27 o4 P RHCERERE - RIS U OREVEIDA ® %) B RRERGHA TR
=R INARY AW S TRk
PiH D3k T T o R
PR NRSE
NMDA SZ#ERIERSE (ra I V)
T YA A FOSRIRAEME) B> D TR T T o

NMDA Z#E AR (r2 3 Y)

RN
NMDAZ: 44 Step 5
AR
SR OK
gironagk | St
SERFIHI DK ik
F20% Step 3
FhohAK ep
VFarTafR Step 2

‘ Step 1
NSAIDs & A E A A ROGFRICKIE L2 WEGE

a. ANTaRATaA ReETRIZ LITEE
b AX VL F U EMEAT M LHDIN, TRV ATy RLET Y I T D
PRI L, HLT W ASED b Y

B 1 Twycross OFFERE VAR X4 5 SURflIEED 7 4 — (SCiik 6) D p. 61, X2 X0 5IH)
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P ADMREEEMERIZIE, £40E5 K8 0nRE
HCd 5Y. E, SN )% O kBB 2 randomized
controlled trial (RCT) &, 9 NTIED AMEDRREREEN:
ERERRLE LT, BonBRsIR eI (AE
HR) OuifiEEEL T, HHTNEEAPERE AT
29 (X2). JEBAVEOMRREKEICIE, SEEA
NG ENS 720, FREINCE 1BIREN R 2", &
T2 AR ME D B MG IS4 % 7L T ) X A HER
INTHBY, &l FUMREEELR TS > TS, T
LT OBIRTAREHANIRLZ >TNWDBZLEHD, 2D
PO 3 F 238 4B RFEOMNEICHES A FPBET S
NTVWIDONEMTH B, T2, X5 ICHEUEEDNDG
WEEE I T3,

Zho D, JENAMEDMRRREEMEAR X 5 IBEGhR
RTNTY X LEBEIZLT, HAVEMRREERE I
TETILITY ZLEERIN TS, Thbb, HL LT
il % DFEHN D IE A AN I 0 2 H ik & %
EWESEZIILT, D6 EZTALTY XL THDL. Lz
Mo T, SUREMIIEEORINTIE, IEIEE U &S &EF &
BoTWBED, BARETIZAEAA AT TICHBEN

TWBZLIZKEREND S5 (X 3).
1. PABBREEMREICHT 2 EEHEEOERE

2 A DA U C Sl B R A& T 5 BRI,
(1) A A4 FEOPHEREIC RS Z L, (2) FHITHA
EREMEEZMERH B I L, D2 DODOMEERZ TS,
1-1. A EHA FEDOPHEEEZRI) S &5 7201217
T EF A FEGREMEE A P4 2 55101, IR
M Eicd, FoaiERrBEE x5, —RE, Y
A A FERELTHHREIRNZ UL, WmAOHERKE LT
PR T D 5 L Pl L 23 A0s, G h 3
ZENENN, BHEEAZEIREICE S TREEF YL A
FO#R5#%TIE, IRARS6O2X2IEINIZLEH
D, +oaSUEEEEEO RGN TE S, BEBIRAD2D
SonEFIABEALHE. ), BEDEOMALH
REEMEOEZ O O TH L, FHA o SmmHmEEo &
e RARAS Z &T, RIFRZEEHENAE 65 hE
PERd 5. FEAA FEIZEE D FA iR A R
REENTOS 720, $EEAIIEEO 24 P L -2 3 V&R
RREIZAT > CTEBRIR AR T2 I L EMETH 5.
1-2. SIS AE R X 2 512147

AL, FEFA N EONHEETH %720, RS
MICHERSRETH B0, Hi5 DL TE, =BERO

3 BPENPEERER - 7R C O SURHhEEE 7 & —
BURMBIEEO M AT (R

R 25 < sk & MRS AV & &
Step 1 P15 D PAIE RS
Step 2 PrF L AR PlruhASE
Step 3 PIAREE IR, IR ROL S
Step 4 NMDA S22 RFEI4E NMDA 2 RFEHI4E
THhERLNS Z7 a4 FiE Z7uA FiE

XHR7), p. 2366, &4 XD5IH.
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Tumor-related Examples

Pain peripheral mononeuropathies

rib metastases with intercostals nerve injury, lower trunk or leg pain with
retroperitoneal masses

Painful polyneuropathies

paraneoplastic (eg., small cell lung cancer), multiple vitamin deficiencies

Plexopathy
Cervical
Brachial

Lumbosacral
Sacral

head and neck cancer with local extension, cervical lymph node metastases
lymph node metastases from breast cancer or lymphoma, direct extension of
pancoast tumor

direct extension of colorectal cancer, cervical cancer, sarcoma, or lymphoma
midline pelvic tumor

Radiculopathy

vertebral or leptomeningial metastases, epidural mass

Epidural spinal cord compression

vertebral or epidural metastases

Cranial nerves neuralgia

base of skull or leptomeningial metastases, head and neck cancers

Xk 8), p. 573, Table 5 XD HIH.



Analgesics
Adjunctive therapy

* Ibuprofen

* Naproxen

* Indomethacin

* Celecoxib

* Rofecoxib

* Acetaminophen

* Aspirin

78 T
Antidepressants AEDs
o Failure of . Failure of

* Amitriptyline | itriptyline and | * Gabapentin gabapentin

* Nortriptyline at least 2 other » Carbamazepine | and at least 2 Topical antineuralgics
E + Imipramine antidepressants | + Lamotrigine other AEDs _ | * Capsaicin
= | » Desipramine Tl Topiramate * Ketamine
5 * Venlafaxine * Phenytoin * Lidocaine
& | « Fluoxetine bt

. gabapentin .
* Paroxetine and at least 2 Failure of
* Sertraline other AEDs gabapentin
and at least 2
other AEDs
Refractory treatments
Y
* Tizanidine -
K ] Narcotics
w etamine * Morphine
=1 zalclo.;e.n * Codeine
% * lonidine Fallure' of * Methadone
O | * Dextromethorphan narcotics
O » Tramadol
|« Mexiletine
v A g * Oxycodone
mantadine * Alfentanil
* Lithium
« Memantine Failure of i
refractory treatment

b Failure of - - - - — =
] § refractory treatment
[a)]
% Combination therapy % —!l Consult pain service |
‘—
e T
=5 | Surgical intervention |
33
('8

» Acetaminophen/codeine

2 JEDAMERMERTEPE R ORI 7 L T ) X (OCHK9) @ p. 956, Fig. 2 KD 5IMH)

Moderate to severe

neuropathic cancer pain

Start with an opioid,
titrate to pain relief
or side effects

‘No
—_— —_—

Ves’
PAIN CONTROLLED

Consider:

Rotating the opioid

Treating opioid side effects

Trying nonpharmacologic strategies
o Psychotherapy
o Rehabilitative
o Complementary

Yes Trying pharmacologic strategies
o Topical
o Systemic
+——| Gabapentin® J——| Systemic pharmacotherapy* |——— o Neuraxial
|
No I 1
Antidepressants¢ Anticonvulsants?
1 |
Lamovigine
Nortriptyline Venlafaxine T;:gir:nz:alré
Desipramine Duloxetine Levetiracetam!
Paroxetine Othersk
Citalopram
Trazodone
Bupropion

R 3 2ADMRREEMARICHT 27 LT X4 (CHk12) O p. 50, Fig. 1 %3[H)
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PO OHDIEH H, HHTH 2ERNML T =V HELD A
HPEH (SSRI) ®+twb=v - L7 FLF ) Vi
DAARHSESE (SNRI) (ZIbiR LT, Kb FHHICHES 2K
FEEM A S N B TREME A WY A A, HRK R,
g & - Z2EERIE =BH S D3EDIE S 235 £72%
RBHOENDD, WNVHAN S B L ZilE, BHICHHH
L7295 AT, WMADENEBNT S Z & AFEABERD S
ATEELTE LW ERDNS. —J, VT uwhAaAZ,
EDOIEAN G IBGFGNIR % TN/ 2 2L TE 500
FlETh 5. bhbholuak Tk, MBI 2 it pg
HTE, PO hAE»SHHEZRIBL TS, ZOHRT
b, ANV ITLAF v XD a2 YT 2=y MIEWE
AL DHNXRYF UIE, BADOMRRRFEERREIZN LT
BOWIEF Y 2O lE S S0 AR
LI N2 EXD, AL A FEOHHIKRE LTIES

WIHALR T, FB1ERELLTIEL TR EE L
5. BFEOTLIHN) VIZELTE, 5%, TOERMED
MiFcha&ZAThHsb. ©AHA, BMEHE LT, IRKR
SO0 ENMBRT2EEMETH D, F/z, HILAZLLE
FllZ, DIRiA S BRI S T\ a0IctEe T v
DEVREPHT EAAELENVENWI T LEH 5.

2. BEFMEEEMEIEOKRES - B#5%

22 512, RRANEREESE P 2 M 56 D BRI AR R RS0 5
Poke L 72853k, B5EZRTY. Z0EROSETI,
y-7 X /R (GABA) Bt LTnnsuar v e
INRYFUPFFHIN TSR, WEIIPTORASE (bt
TADPAIE) LLT, 1D hTidiiah sz
ERZ. HEERITIE, T OIENIC G ARITARAKRD S
B3, ROR TR T LT T4 K74 IR
ERTN5,

x5 FURMDIEEROREEOMINTT

1. Pidvhadk

A =02 WAVA wIml I EHRAT 0.5 mg DI H & B9 D8, Ak 3mg T
HNINT XY v #A 1 H& 200 ~ 400mg A 600mg 77 3 £C

INLT T 300 ~ 600mg 43 3/H

TV 150 ~ 300mg 43 3/H  #HEDH D

2. Pi5

TEFH #llalE 50mg 47 2/H 75mg 733 £T

T7IMN)TFY Y
JY) M) TFY Y

HIEIRAT 10mg & D 60mg/H T

a4 IS5V

MKHT 25 mg sUIFHE

~JaF) v

1H30~75mg/%1~3

3. JRIPTIRERE

AFVFV #llalE 150 mg 47 3/H  300mg £ T
VALY WA E e h 4 ¥ 2me/kg EBEEIEAKS0ml 1A 15 411F &

TS5, SIRP L, 1mg/kg THREGERFT:

4. GABA B

NoaTg v
(GABAy)

#)lol & 150 mg 53 3/H 300mg £ T

HINNRYF Y
(GABA analogue)

FaEHE Y g i 4 Y 2mg/kg AHEIEAK 50ml 1A 15 ML
TG R HIUL, 1 mg/kg THfGERTE

5. WX A REARRAHISE (@, adrenergic agonists)

ra=Uy 1@ 0.075 ~ 0.15mg/% 3/H
6. A7 uAq N3
FEY ARV 4~ 8mg/H O EilR %S5

S h=vuy

30 ~60mg/H & &R TS

7. NMDA SZE KK

a3y (IREEHIKREE)

100 ~ 200 mg/ 43 4/#%11 0.1 ~ 0.2 mg/kg/ R THEGEFA

47z 7av)L

60 ~ 180 mg/H

8. i S h 2

AR NS

30 ~ 40 mg % 4 WA Criffd: 3 1 ml

B = 25 TU/H

Sk 16), p. 82, #& 1 .
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3. NCCN (National Comprehensive Cancer Network)
DHAKRZ4 27

NCCN @ 2008 - D adult cancer pain IZXf4 5 H A K
T4 Y TIE, SEEAREISED R & s AR IZBE 3 5
BFEIZ DV TE BARICHET ST 3.
3-1. S AREhSED

NCCN DB AKID H A F 74 ¥ TiE, BAKRD I
v ha =L E2EfT S AP &, JOE MR i S,
MRRREEMSIE A2 GO 7RAII LT, A+ 1 F &Rl
T5ELyI, PFHMBIEEOMH 2SR T 2HH 24T 5L
TTWa, &7z, FYXA NERAP TR A2 L
TWTERAD severe (7-10) DEFAHIZTIE, A EH 4 F
DAA V=Y a v EMGHid S 2 &, SURMHDIFEOmEIS
B L CTHMEI 4TS Z &, %72 moderate (4-6) DOIGH
CIXEHEHEIEED 24 P L =Y a3 VAT T &, MKk
NTW5 (£6). LT, #EWakicEL T, ¥
Wh o emHiB A2 HHL TS K5 A Hf Fo4 vk
HoTWBDNPEHHTH 5.
3-2. PIREBEEEAE I3 2 ihEaA

PRSI LT, Pio 23 E i vwh AR, /

FfEFSED 3 OB HERE SN TnWD (RT7). F7z,
FHNAERIROF WAL T2 Z L HEHEETH 5729,
Hogf br—vavaiKeLTnwa, TES5456, %
FOERNEET 721F 5 & L,
F 7z, SURMBEEOMEHERNL, DIMIH-TEALGNh
TW3,
o AR RIS LTk, PO 23 e P un
NASENE 1 SBIRO SRR T H 5.
e F UK A FEMHL TS0 iBER2 o han
LE, Wb kB,
IHADMEIREFHIIS 2 Z 212k D, RhR&IEH O
M.
o HIRRPEEMERO 24 TI2k D, FRMAEIZKD,
SERRIEROERI R T W ZhIC B 52 Z L AR L

THMHAT 5.
o HHIDEINT, WHALSFOMOFEIR R BEFEIEIC &
T HAREMEN D B

s BEHHIZBWT, BENPELLENWIIIZ, BED
FIATRLELT =IOV T LoD EMIHL THL.
o RN, WIESIRAN B T, FrEE A A - EIE

% 6 NCCN Clinical Practice Guideline in Oncology™ D $EF i B D7 & F

To quantify pain intensity,

See Pain Intensity Rating
(PAIN-A)

SUBSEQUENT TREATMENT FOR PAIN

«Reevaluate opioid titration
(See PAIN-E) Patient goals/
+Reevaluate working diagnosis expectations
(See PAIN-C) , Reevaluate | |07 o chieved;
¢ Consider specific pain within 24 h Comfort
syndrome problems See Response to Severe, e Com O
Seyere (See PAIN-D) Moderate or Increased Pain » Function
Pain 7-10 «Consider pain specialty with Short-Acting Opioids
Consid ion t consultation (See PAIN-L) (PAIN-3)

¢ Lonsider conversion to %Reevaluate co-analgesics as
sustained-release agent indicated (PAIN-G) See Universal Screening
with rescue medications and Assessment (PAIN-1)
as appropriate

K L. See Nonpharmacologic
(See PAIN-E) . ¢ Continue opioid titration Intervgrr:tions (PAIN_'?rand
. lea;:::foa;?nfi“r:;gy (gee_P._c/i\_J_N-E) fic pai Interventional Strategies Patient goals/
°9 ¢ Lonsider specitic pain (PAIN-M) Reevaluate expectations
side effects (See PAIN-F) Moderate syndrome problems within ACHIEVED:

« Co-analgesics as Pain 4-6 (See PAIN-D) . -
indicated (See PAIN-G « Consider pain specialty 24-48 h * Comfort
indicated (See PAIN-G) consultation (See PAIN-L) o Function

+ Provide psychosocial *Continue co-analgesic
support (See PAIN-H) titration (PAIN-G)

* Provide patient and
family education
(See PAIN-I)

» Provide written pain plan
(See PAIN-I) Mild Reevaluate pain at each contact

Pain1-3 " and as needed to meet patient > See Ongoing Care (PAIN-5) <—— )

goals for comfort and function

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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%7 NCCN Clinical Practice Guideline in Oncology™
cancer pain syndromes (D H DRSO 1234 2 SR ATEh 3R 0O fi %

+ Trial of anticonvulsant: start with low dose and increase every 3 ~ 5 days if tolerated or lengthen interval up to
14 days (eg, gabapentin, 100 ~ 1,200 mg tid; carbamazepine, 100 ~ 400 mg bid; pregabalin 100 ~ 600 mg/d divided
in 2 ~ 3 doses, or other anticonvulsants

And/or
+ Trial of antidepressant: start with low dose and increase every 3 ~ 5 days if tolerated or lengthen interval up to
14 days (eg, nortriptyline, 10 ~ 150 mg/d; desipramine, 10 ~ 150 mg/d; venlafaxine, 37.5 ~ 225mg/d divided in 2 ~
3 doses; duloxetine, 30 ~ 60 mg/d

And/or
- Consider topical agents (eg, capsaicin and local anesthetics including lidocaine patch)
+ If results are not optimal after a 2 ~ 3 week trial at a reasonable doses, consider referral to pain service or pain
expert, or to an anesthesiologist/neurosurgeon for an appropriate procedure. See Interventional Strategies (PAIN-M)

5%) Tl 5 HICSNABIEE OB E LT, X H6ICEMHED, gabapentin, 100 ~ 300 mg nigtly, increase to 900 ~

81

3,600mg L DL RDH LN S,

27 a4 FOMHEER - fEOOSMmIZIE, HEExhTns

M2 % &£T, RAHEISETSET, HEIXRZTH
3.

SEREEBNEAROE LR NI T —DIRR & FIREM

MDAVIREANC T U T, sl 4o L2 b5
T U=, RIS, 200RARH B EELD. 1
DU, ST T HROIFEHETH P00 DL HiT»
NAHEDLZ L, BROFETH Y, RIOEHD K 2 - 72
BFITIL, MR EZRG TV, 2O, PRIk
O NMDA Z BRSSPSR DOFHIRA G- A4 E 4 4 F D
HOMG, F21E, Y a v TAINOMERRARIZ L CAER
SHRIIFEEF 2 -T2 HEELEZLONS D,
WISHEIIIA < 3. Lei- T, BUEOawEaiIEED
TR L, BURTIE S < F TR D TTHE 24 B 1 fR
5N 3.

F 7z, PEREREMEEOROLAIZE, 2 OO A AKIRIC
BT, EYPREICEYIMEORA, RIS L 72 A
HEIZBOLTIE, fiRT Ty 2BER, < I FHHETE L
b x5, FHERER L, & EM A ORI S
W25 Z &3, NCCNDRAERDH 4 K54 Vi
LRt Eh T 3.

—J5, B B A U - S kiBhEE & st e
BENTED, S%HY, L IEHMEDLHEIHT S
NBZ ik, E5IHMEDEER AT 5 v HE
PELWITFCE 5. 72, BHE, AL A FICEPIEOEN
JFEAIZXE T B ziconotide DHEFEN (K L ET) HE5OHZ)
PG I N TR0, SRR OR5REE, R
RSG5 2 & <, REWENERS £ THREFIZART,
Z b7 7Y —OMAILTEZRE L T REI 2 5 TRENE
tdH 5.

T & 8

P AT 2 SRR I, piRERREE O LAY
28, IRKHEHEN T 2EREGENTHD, 2AK
DM BB ELSHFGLT0D. BURRETIE, BAtEor
FEPREFVEORICN LT, $19 2 E 23T uwhAaAdk, B
FrERIEE A S 13 8IRE 5 > T B,

Gk, 2 AOESFRNNCHE 2 REERE X, WIS
ICRFORAZILREL T, RN ZEYREL VD —T B
ZITREL, T IEAHEERMmMAICERD AN TS
O uBE BT, ABEEALVE’D 5.
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The Latest Strategy for Using Analgesic Adjuvants

Masako ISEKI

Department of Anesthesiology and Pain Medicine, Juntendo University School of Medicine,

Hongo 3-1-3, Bunkyo—ku, Tokyo 3-1-3, Japan

Abstract: In the palliative drug therapy for cancer pain, analgesic adjuvants are widely used along with opioids.
When using such adjuvants, it is important to select the most appropriate agent based on the patient’s general
conditions as well as characteristics of the pain, and to decide the dose in a short period of time, with a satisfactory
level of emphasis on safety and the earliest possible alleviation of the pain. In the future practice, a more strategic
approach toward the pain control incorporating not only the current oral or intravenous administration but direct

injection into intrathecal space may be required.
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