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Vg NICE ([E[EZEMR AT FFih#EHE) clinical
guideline: Chronic obstructive plumonary disease
12 (2004)%% 1)
2. ENBMULIZTA KT A
NICE clinical guideline: Chronic obstructive
pulmonary disease in over 16s: diagnosis and
management (CG101, 2010)%% 1)
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breathlessness in patients with end-stage COPD

2 20815 ) which is unresponsive to other medical therapy
2. REMNEBMULIEATA RT A
Y EATOREHICEE 2 L
Opioids should be used when appropriate to
palliate breathlessness in patients with end-stage
COPD which is unresponsive to other medical
therapy.
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nE | A RI7A 1. BEENRLEH LA KT 4~
Vg i) Canadian Thoracic Society recommendations for
management of chronic obstructive pulmonary
disease-2007 update %3
ii) Managing dyspnea in patients with advanced
chronic obstructive pulmonary disease: A
Canadian Thoracic Society clinical practice
guideline %% 5
2. BENMBMLETA FT7 A4
2L
ZhaE - R 1 BEEDNLWLIATA RT A~
(F 72135 i) Opioids remain the most effective
AE *+ ZIRIC B dyspnea-relieving medications in end-of-life care.
D % FL i ii) We recommend that oral (but not nebulized)
FT) opioids be used for the treatment of dyspnea in

the individual patient with advanced COPD
(Grade of recommendation 2C).
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i)

i)

Oral: 5 mg to 10 mg g4h

Per rectum: 5mg to 10 mg g4h

IV, SC, or IM: Titrate to relieve dispnea
Nebulized: 5 mg in 2 mL normal saline g4h
with hand-held nebulizer

Initiate opioid therapy with oral
immediate-release morphine syrup-titrate
slowly at weekly intervals over a 4- to 6-week
period

Start therapy with morphine 0.5 mg orally
twice daily for 2 days, and then increase to

0.5 mg orally every 4 h while awake for
remainder of week 1

If tolerated and indicated, increase to morphine
1.0 mg orally every 4 h while awake in week 2,
increasing by 1.0 mg/week or 25% dosage
increments/week until the lowest effective dose
that appropriately manages the dyspnea is
achieved

A RZ7A
> DR

i)

R SCoRHE 7 L

i)

Rocker G, Horton R, Currow D et al. Palliation
of dyspnonea in advanced COPD: Revisiting a
role for opioids. Thorax. 2009;64:910-5.%% 2)
O’Donnell DE, Aaron S, Bourbeau J, et al.
Canadian Thoracic Society recommendations
for management of chronic obstructive
pulmonary disease-2007 update. Can Respir J.
2007;14(Suppl B):5B-32B. (A KZ7 A > i)*
% 3)

Rocker G, Sinuff T, Horton R, et al. Advanced
chronic obstructive pulmonary diesase:
Innovative approaches to palliation. J Palliat
Med. 2007;10:783-97.%% %




ZN | A RTA 1. BEEFENRLE LA RT4

Vg The COPDX Plan: Australian and New Zealand
Guidelines for the management of Chronic
Obstructive Pulmonary Disease 2014 %2

2. REMNEMLIETA RT AV
The COPD-X Plan: Australian and New Zealand
Guidelines for the management of Chronic
Obstructive Pulmonary Disease 2015 %

HAE » Bh Opioids may have a role for patients with severe

(F7213% intractable dyspnoea.
HE - 20 R B
D & % T E
B
Mk - & The opioid dose required for symptom control
(E7213H should be established by titration, starting at a low
% - JAEIZB# | dose and increasing until efficacy is achieved.
D& L FL i
B
A RKT7A -+ Jennings AL, Davies AN, Higgins JPT, et al. A
> D AR L systematic review of the use of opioids in the
p'a management of dyspnoea. Thorax.
2002;57(11):939-44 %)
1§ %

3. HENRITHRDENADREILHR « lEFITHOWT
(1) WAERALHEGARR, BYBEHRE IR DL AR E L TOHREIRI

<R R TTiE (BRSSP R I SE) | MR R, SR - pliE 55 o0 38 E B i O IS <5
>

2015 4= 12 A 8 H{Z PubMed #ff ] L C. “COPD + morphine + randomized + controlled”
X —U— NI EMmBLIEHER, V@E/HL, 2056, COPDEELZRRE L,
EFEAERPEAS LIRS S EE AR 4 ) (EEFICTEHM S 72Uk 1
WaEte) Z2@RL, DITICFEM A REH L7,

FER Rt T 5L E RONEEZFM L2 3HD I 6, AMMERHER TCEZ0iT 1
W, AOMEPHER TERDPoTZDIT 2WMIZE o To, AFCERTEHRIZH-S< COPD BEH DI
We REEDFEFNZ BT 5 E L b R A OERIKRBREE X, SFEOBEZEDOE /L B RJFR

CHEMERAD) OFEMEEZRT T ET C AEMRTE RN T,




<HEHMT BT D Bl R AR T >
P RO S 7 R AR
1) Randomised, double blind, placebo controlled crossover trial of sustained release morphine for
the management of refractory dyspnoea. (BMJ, 2003. 327:523-8) %9

F—A N7 U T TITOT-COPDINKREZABAN CEYFETONR) 2 x5 & L EIEA
THERT TEARME I o A4 — "= B, 20mgORKOENLE RRHEHL LTS TR
NAEARBEFGER G L, 0 T4 77 8RS LITEL B XRBEH kx5 Lo, &%
ARG O4H Bz, #14 O IR R, BEIR O, well-being, performance on physical
exertionZ FAl L7z, 3B AN AT T Lz, B/ X & E4H H OL o MR KRR IT
T REEAR BICHARA L, 72, e 31 BERICEROE N SE L,
well-being, performance on physical exertion(Z (3 & 72 E WX 720> 7=, f);éTﬁl |25 L7
bbb T ., 2 OBENEVER L 73:0 7o MUZELE RXBEETHEIZED b ALZHI
YERNZ 2o T2,

FEDBEN L 7= R R
2) The effect of sustained-release morphine on breathlessness and quality of life in severe chronic
obstructive pulmonary disease. (Am J Respir Crit Care Med. 1998;157:1877-80) %% %)

F—A N7 U7 TiToiLlz COPD 4k 16 A CE¥4FEER 70.7 %, FEV,=0.6 L, VC
=1.90) ZxIRE LIEIEAL_HER Y 7 B RMRI o 24— =3B, /L b RXRHK
FELITT 7R 24 6 BEHE L, washout I X 28 & Lz, T b RRHAIOHK
Hix10mgZ# 1 H&K 1LEIGEM L, 2 M THRARAT20mg 2 1 H 2B CTIHEEL
2. HEEE%OVEY 1 H&E 51X 25 mg 72> 72, FEEEHIE H X QOL (CRQ[Chronic
Respiratory Disease Questionnaire]). EIWRFHIE B (X, 6 WA 1TEREE, PR IR EER7Z - 7=,
FHEFMEIE H © CRQ A a7 X, BETIEMEE TEWIERNo7e8, B2 bu— /L&
TE e XBETHEAL Ule, R 72 BIREHEIE B o 6 0 BT IREEIZ £ L b R BETIR T L7z,
WP PRI & W E TV R D o o, AFEFR ORI RIIRE TIIMBE TEWIT R o T2

D, ELFEZIFIRRARE, E, HEIRIFELE XTSI EI L, e X REANTE
iE COPD 3 O N EE DGR IZITA A TIZ o7z,

3) Effect of 30 mg of morphine alone or with promethazine or prochlorperazine on the exercise
capacity of patients with COPD (Chest 1996;109:975-81)%% ©)

T AU TAT VI EAE COPD Shk i (CEHI4FE I 66.4 k. FEV1=0.99) 7 A& X5
E LA CEERY 0 AL —"—RBk, 7T AR, £/ E % 30mg, /L E X 30 mg
L ru AR5y (HE#E) 10mg, BB R 30mg & A Z Yy (HlEEE) 25 mg
AHEERAOKRE L, REATE KRG 60 0% OEBIEEE L HESHE T L o3 A — 2 & T @EH)
AfRER Tl L7z, £72. 9 N CEXWFHp 614 53%, FEV,=1.01) (&, 77 k&R, 7nu
AHX Y 25mg, EAER30mMg &S a AKX T 25mg G LT, EEIEHE & FERIC
W LT, [ ILREDHE 2 —E LT 5270 BRANC T V7T v — (KE i#é‘%%)
E Uz, ERNZHEG VYA UOIEFITEER S, £&KEGH ORI 12 B LW
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7o,

FAEFRIOMgETEAX Y 25megll LY, RRBREHEE, (LFE, KREOHR
[ENSAREICEML, EEEEOLELNRD N, TAEXHEM, T Tr s 0
NRT Dy, TrAZDUVHEMTIIARERUETIROLN -T2,

4) Lack of effect inhaled morphine on exercise-induced breathlessness in chronic obstructive
pulmonary disease (Thorax 1995;50:629-34)%% )

A ¥ U AT{Th - HEIE COPD 4k 12 A CEH4ENR 66 %) Z xR & LI-MES
b —EHEEHRZ o 24— _"—KikB, BWAET/LER (10mgbLiT25mg) . & D WITHE
EAER(Amg b L IE25mg: Wi FRENRALR%ES L<ILEREID L IZHE) .
7"???%%@&“5 L. EHENRFA T, FRBERE. FPIR N A B R L 2 A — 2 & v

EE) A RBR TR BRI THE L7z, [UESIERFEO R EE —EIZT D72, ABRATIC
4%/1/7 ZET—) (REIERE) Z2REG L, &5 2 Eluiz% T TIT o 72,

EORERETOERFFAT) . FFEERE. PPN BRI A TR D Lo T, FrICH
BREWERITRD bivienoTz, E/EXR (WA, #E) 1% COPD #FH 0 EH) R D Ik
PR S R D S Rl (2 13 AT ] T e o T,

< HARIZB T D AR % >
A E|Z RO S AL 7 B R R %
COPD DFEWR AT b9~ % E L b 2 DA LI D\ T ORI H g ik (UMIN000015288)
(ICH-GCP ¥EHL o> i fi sk Br) &% 9

EHERMERIEE (25-9) [TEEEHRICET S, VAL - AMERBOT R - F
T TA T TR D ERERERICR DT (EEMRE - wE)ImEH])

BN L7 HARIZI T D EIR R %

A CRH SRR UM EIIE A, B E SRR S U R RBR O FE AN & LU

T2 %,

MR T, MNTATBUE NENL R FEERF R v ¥ —I12 L 5, EiE COPD AR (40
LA B) ExBE LcRitk B Ch 5, 2014 42 10 H 9 H b BAA S v, BIfEE M
HThbH, TELrexr3mgbL<iE2mgZ 6T LEH4MIEE L, 7 a b a— L{RK
At (Day O [JRRBRLARTE ] D4 J7 & Day 2 4 J5) O K # o> NRS (Numerical Rating
Scale) D& b Z FEFMERE & LTW5, BIRFHGEE X, MR A EEC X 2 R EE O
A, B - RO CTCAE, %@ﬂﬂ?ﬁ%%%iﬁ ETh s,

MICH-GCP #EM D K ABRICOWTIE, TOERHEHTHZ &,
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(2) Peer-reviewed journal DR, A & « 7 U 2 R EORE IR

1) E¥EFE IR oRmE
A systematic review of the use of opioids in the management of dyspnoea. (Thorax.
2002;57:939-44.) %%

RN, IBYEPAZEMERIE B 2 B RBIC K DMRINEZ G T 2E8FEZdH L L, A4
A RERGLEEELIC_EER Y 7 B RARRRBREE T — ¥ X—2 (Medline,
Embase, Cancercd, CINAHL., Cochrane Controlled Trials Register, Cochrane Database of
Systematic Reviews) 72 E22HRFE L, 18R A MM L7, 2 ToORBRILZ v 24—
—HBRTh oo, MmO L PIERAOA S A F (9 B8HEAKRN) Koo, T
HORBRIIRGEEFLE N DL RRTIOATHY | REFHITN6ATE 72, £72, 9
RBRPWAFEA A FE2EHL T, 2o 0RBRE R EEH NV HKRTTI
A BEREBIILTIANE o7, 2095 WAFEAA FOSRABRZ R\ AZT T U &
ADFER A A FIZFEREEEOIBRICERICERATOD Z B maSni 7272 L,
YT TN =T OFER. MAA A A FOF AT SR o7, COPDEE DI
DY 7 7 )— TR T b FMHT & RO R T2 - 7,

2) MBI
L

(3) #REF~DOFEER BRI E L TORERN

<M I T D BB EE >
1. ZEEICRE S N HR 5%
L

2. REMNBM LI BRI ESE
1) Murray and Nadel's Textbook of Respiratory Medicine, 4th Edition % 9
Y7 va v CIENLER3RFE (respiratory pharmacology) DIEIZ . R IR #E (2 %k9- 5 KA & L
T, [ RREEEN EE 2R KEED COPD BEICITANTH D, EAEXBAB
DA EAA FZEEITIEN L. COPD O REW KA B3 5 v REMENH D | & DR &
Do
<HARIZBITL2HBEE>
1 BEHIIRH I N HRES

7L

2. mEMNBINL-HE E%
L
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(4) F2XFHMBEEOBEIA N7 4 ~OFHuRiL

<WHZBTFTDTA KT A FHE>

1 HEFECRBINTTA FTA

1) BEERAZEMEMEER OO D 7 a— LA =275 47 (Global Initiative for Chronic
Obstructive Lung Disease : GOLD)

Global strategy for the diagnosis management, and prevention of choronic obstructive pulmonary
disease updated 2014.%% % (2015 4Ef=* 1O C YL EFTICEFH 2 L)

24. Therapeutic options @ F\Z, UL F OFL# 5 5,

HFICEE/RHAED COPD BEICIIR OB L OHEROOAT LA FBRAHTHD, L
U, FERRNEECIXRER RS D BENRH O XX T 4 v MIEZMEOH 5 BEITRD
NHEDFLEN»H D,

Narcotics (morphine). Oral and parenteral opioids are effective for treating dyspnea in COPD
patients with very severe disease. There is insufficient data to conclude whether nebulized
opioids are effective. However, some dyspnea may have serious adverse effects and its benefits
may be limited to a few sensitive subjects.

2. BEMBMLIETA FT7 A4
1) A % U ZESLER IR (NICE)
NICE clinical guideline: Chronic obstructive pulmonary disease in over 16s: diagnosis and
management (CG101, 2010)®% 1)

Palliative care ® 1 > & L CLLFOREN H 5,

F A A RO RF K L CTARIR O COPD &K 0 B35 O MR K # & fEf+ 5 729
ZHEMT 2 &ETh D,
Opioids should be used when appropriate to palliate breathlessness in patients with end-stage
COPD which is unresponsive to other medical therapy.

2) 1 F X MR
Canadian Thoracic Society recommendations for management of chronic obstructive pulmonary
disease-2007 update (Can Respir J. 2007;14 Suppl B:5b-32b) %% ¥

FTEFA FITERMO T 7 Th b AR FER N2 U= 2 MR TH 5 Lt s
nTnsd,
Symptom control
+ Opioids remain the most effective dyspnea-relieving medications in end-of-life care.

3) W AR

Managing dyspnea in patients with advanced chronic obstructive pulmonary disease (Can Respir
J. 2011;18:69-78)%% %)

1T L 7= COPD & TRBNICHRINE O SGEED DI n (RAITEERV) 4 E
A R+ xxThd, HERI7L—TF 20C)
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The following recommendation is based on evidence from 10 studies and expert consensus of the
CTS COPD expert panel.

Recommendation

We recommend that oral (but not nebulized) opioids be used for the treatment of refractory
dyspnea in the individual patient with advanced COPD. (Grade of recommendation 2C)

-0 IR #1381 T L 72 COPD S @ 50% THER DRI TH 5, A4 A i,
O XD RERYED IR IRNEEDREDO DI S T&E 7z,

FTEAA NiE, oK EORD | B O RO LF | KRB X OE B R
FPKISE DR T [E SN ~DIEM 2 L TFRINEELZ S ET 2L EX LN TV,
Dyspnea is refractory to conventional treatment for up to 50% of patients with advanced COPD.
Opioids have been advocated as a potential treatment for refractory dyspnea in this population.

It has been postulated that opioids modulate dyspnea via the following mechanisms: reducing
minute ventilation, increasing ventilatory efficiency during exercise, reducing ventilatory
responses to hypoxemia and hypercapnia, and effecting bronchoconstriction.

4) A=A TV THME/ A=A N7 V7 « =2 —U—=F v FIERIREB TS
The COPD-X Plan: Australian and New Zealand Guidelines for the management of Chronic
Obstructive Pulmonary Disease 2015 %%

WBEEZFIZELIEHBDO 1L DIZA A A ROEHBH Y, LTORELH 5,

F A A FITEEME O BEIE R PR RNEEO BE ORBICHEDLND (T A L),
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010.1 Opioids

Opioids may have a role for patients with severe intractable dyspnoea [evidence level 1]. Opioids
have a small but statistically significant benefit in reducing dyspnoea [evidence level I]. In one
study, the most significant adverse effect was constipation and there was no significant increase
in respiratory depression, sedation or nausea and vomiting . Nonetheless, opioids should be used
with care in COPD. There is little evidence to support nebulised opioids in the treatment of
breathlessness. The opioid dose required for symptom control should be established by titration,
starting at a low dose and increasing until efficacy is achieved. There is little comprehensive
evidence to guide clinicians on the use of opioids in COPD symptom control.
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D7. End-of-life issues

Opioids and many anxiolytics depress ventilatory drive and are contraindicated in most patients

with COPD. When palliation is warranted, however, their use for the short term relief of

dyspnoea could be considered. [evidence level 11] s
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