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HFREH#HZET BZPAZBECHULT, ELeXEERSEIEANL?
EE)

HABEOFRREICH LT, EILEREEBRE5ETS T EEHET S,
RIS 1 (GRLVHER)

IEFYZADOREN : B (HiZE)

EED GRLHE, TEFY A0RERMEIEHRE)

&

g 3H
AERREERITIRT 7 b ok LC, MREEOMRAL, QOL oIk, i, &%
HERR & RE L7

B7Yrho1: WEREEDLEN

AREER BRI T A ERIIZE & LC, BIEALILEBGER 7 h0sFE S 7z,

Yamaguchi 5 (2018)VDEERTIE, WWEHEEEZ D BABRE 17 4%, EL LA
B (EHMHERA LA F1HED 10~20% 2 0@ERERA) -3 a P (8
HIWIRF €4 1 F1 HE® 10~20% 3 OB EA]D) (A E ) A, R
SR Z R L 7o HESERIEUL 100 B TH - 72238 ) 1), #BEEEES N0
F17 800 & F 5700 EHliTEE T 5 60 5O EEE NRS (0~10) OZ{LIC
BT, X2 a FroEN e AT B IESMEITIEH & Lk o 72 (F357 0.75,
95%CI —0.89-2.39)

Simon & (2016)% DFRERTIZ, MIEHREEZ LD AEE 10 4%, TV~ BE (GE
HINIRA A A F1 HEO 1/6 mo#BERA) L7205 =Vl ONy 7V :
100~600 ug CEBMAEZ P L CTHMH) ICEEAICH DM, 7oAt — =%
B CZE A 2 I R EE5R B % NRS (0~10) THE L 720 30 5 O R #E5R (28
{Lfl) A CHEELZRD R o7 (P17 10, 95%CI-09-28).

Navigante 5 (2010)°1%, #lRibEh QIR KEEZ B 2 ARE 63 4%, 34
V5 LB GRS EORII VT A% ABRREICENERS) EELE 2B R
RHGEOFROE NV A% 4 REEEICERS) (CEEAIZE D AT, kR
DS A& G L 720 BUBRBAZA 5 H B F TIZIIREEE NRS S8 LLEIC 7% & e b o 728 H
DENEDFHM S /2, BRI TN o7z F72, BRI 2 H B O
R NRS 1BV ABEE LTI ¥V T AR THEICE,» 57 (p=0003),

Navigante 5 (2006)"1%, Tl XN 5 EGTH2S 1 BH LA TS 5 EE O HE
WA HETHVBAEREIN Z%, EVE RBMIZSH (FVE AL TE25mg % 4
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WEEHES b L REHE Ve 2 %58 % 25%E (MR REERF L 2 3 2 —13 3
7T A TFESmE)), 35T AHMPEGEE (345 L TS mg & 4 B
RS (PREEREL A% 2 — BV 2 ETE25me)), Ebbr+ I8
T LB RRE VR A BN O AT, W PR SR A BT L 72 BUBRBALA 24 BRI 212
W RO ENES N BEOEEE, EL e A HMHRERE I 55 4 Hidk 5
HTHEEZBOLR P, T 73 BRFG 24 B £ OIEIE Borg A7 —Vid, €V
CAHM L I 5T ARG TEEETRD R o7z (p e L) .

Bruera 5 (2005)%1%, ZHEIFRNGEES AT 54 €4 A4 NEMHOAAEE 12
LEMNRIZ, BV ABARE (BEHMEHTOLEF A FEROE L RSB L
ZO1HBY)OHRGED 1/6 1ZHLTLEOEILVE XD 0% m T WAKS) »E
Vb R T HESHE G (EVe ARABE L FHEOEIN L &2 FESTHRG) 12F
VATV, BHIZZ O A G —N— S L MEBLIEGERERZ 1T 5 720 BLE D72
DI, BBETIEIT I RO TIEND B VIERADIKG SNz, MHE DB
15 B 16 0402, Z 0% 3 KR 30 3 IR R EE O SR BE 2SR S L7z, B
JEBIENE 100 B TH o 72D E D HFENDiF 12412 EF 0, 11 Zovikiz s
#F LTz, EEFHMmIEE Th 545 60 55O HEE NRS (0~10) oFJefEl, M
HHICEEZ 2RO o7 (BN RWARE 2 vs. BV A7 FESR G5 -
3, plER#Z L)

Mazzocato & (1999)% OtEE T, IFWNEEZE) DABE I X%, B e 18
(B 5 mg/IIEEFESS L IREOE IV e A3 iE#A] 1 \45 0 50% % 7T
HH) & 7T R RBICEERICE DAY, FhEn s 0 ARG — N ST, IR
HESRPE & FRA L 720 FRIE B T 24501 & 45 3O R EE VAS (0~100 mm)
OBIE, TI L RELERELTENVE ABTHEEICHEL TV (p<00]),

Bruera 5 (1993)7 OaXBRTIE, WP NEEZ ) KRMVBABE 104%, Tk
A (Bve 4 B0 ENE S5 % 0% EE), 77 v R REICEESIZE D A
F, 77U A4 —N— &, WIS > L7z, FHliTEE TH 535 30 43
%, 45450, 60 RO KE VAS (0~100 mm) &, 7I - RELILELTE
Ve AETHBIRETH - 72 (30 4014 p<0.02, 4543 p<0.01, 6047 p<0.01).
T L O MR HIENIRED T 2o 720

P R B LT, 77 oWfgem S b, R IR SR E O FFEliATNRS 3 £ IFVAS
EIE TG S NT W72 A 2D (2o A+ ¥ 4 PRI 242, 75 1R et 2
BED) 12onT, NABREDLHED B o 72 Z DO+ ¥ A A FIFHR 2 k& A Ak
EDREDH > 727 7 L R 2 O E 2N ENHE L7z, Ere A& gks
HELZoMOF EF A FEGHOERILFIH#1E 048 (95%CI —0.23-1.19) T, €
Ve A EFLGHITZOMO L EF A FEGH L I L TR 5% O MR R EEEE |
BEEZEO LN o2, BEMIIE=0%, p=087 Thol:o T727 5 K% %H
EL2HOWRT e Lzl 25, EiEE(LTFEIHEIE -078 (95%CI — 145~
-010) T, ENbAEGHEGEHITTT L REE L L TG 5 o II R R 1
BEIET LTV, BEMHIEITE=0%, p=032Tho72 (E1),



2 DABEOFRREICKT T HEYRE

1 FFIREE ORI

Morphine Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.4.1 Placebo control
Bruera(1993) 19 17 10 30 26 10 26.8% -0.48 [-1.37, 0.41] L
Mazzocato(1999) 32.8 15 9 511 15 9 242% -1.16 [-2.18, -0.14] -
Subtotal (95% Cl) 19 19 51.0% -0.78 [-1.45, -0.10] -

Heterogeneity: /2 = 0%, t* =0, p = 0.32
Test for overall effect: Z = 2.27 (P = 0.02)

1.4.2 Active control

Simon(2016) 341 2 8 -4 21 7 23.9% 0.41[-0.62, 1.44]
Yamaguchi(2018) -1 1.405 9 -1.75 1232 8 251% 0.54 [-0.44, 1.51]
Subtotal (95% Cl) 17 15 49.0% 0.48 [-0.23, 1.19]

Heterogeneity: 12=0%,1* =0, p=0.87
Test for overall effect: Z=1.33 (P = 0.18)

Total (95% CI) 36 34 100.0% -0.18 [-0.94, 0.59]

Heterc:geneity:/2 =59%, ?= 0.36, p=0.06
Test for overall effect: Z = 0.45 (P = 0.65)
Test for subgroup differences: /2 = 84.3%, p = 0.01

4 -2
Favours Morphine

B7Y9Fh42:QOLDALE
AR EERT B $ 4 BRIRIFse A FE S N o 72,

B7Y+pL3: ER

AEERBERNC T A ERIIZE & U<, #IEALILEGER 4 s F e S 7z,

Yamaguchi 5 (2018)VOEERT, 4 SOV v H— FRE (0: 74 L, 18 2:
FREERE 3IEE) AW THEIRDSFHMI S Nz, FEERLLEEOMIRDY, Tk
PEBEICB VT 60 014 1 24 (222%), 120 73F% 14 % (444%)o ¥ a FU#E
(360 43, 120 54, HKiIC0BTH -7z,

Navigante 5 (2010)% 5 DREETIZ, *+ 1) T F VO A 7 — )b % F v CHEIRDS
KR (BN AHMBEGHEE I 5V T AR GH) CTRHMEi S L7228, BHEOFE
EREI TN o7 (B AHEMZGH 64 (20%), X7V 7 LHMkS
4% (129%))0

Navigante 5 (2006)Y D#ERTIZ, +1) T F VO A 7 — )V & Fl v CHIRA %
FECRMI S L7278, BEMOABEEREIIITbN R o7 (B e A EMERGH 11
% (314%), ¥V T LAHMIRGH T4 (212%) ],

Mazzocato 5 (1999)9 DEXEETIZ, VAS (0~100) % Fv: CHEIEASEHIE X 417,
EV b A HG 60 SEROMEIRD L % (111%) Tholze 771 KEETIHERIZED
Lol

EIRICB L C, 4 tFoffigezia L& 25, RR 111 (95%CI 0.60-2.03) T, fif
RICE L CENV AL TR DS OEATEL LU 77 L A HEH THEE 2RO %
Molo. BEMIETP=22%, p=028 CThH-o72 (B2),

D79 L4 BEELGEESSR

AERREERIIC BT B RRFZE & LT, MR LIt 2 4 R E S iz,
Navigante 5 (2010)° OHERTIE, HEOEWBKICHE L -EELFEFS BT
BEOH 6 ML EOREIR) ASEHE X N 7-4%, BEM OB EEREIITONE Do
72 (BN R HMERGEE 014 (333%, Hoo 6B EOMER), 24T L4

0

2
Favours Control
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Study

Mazzocato(1999)
Navigante(2010)
Navigante(2006)
Yamaguchi(2018)

Fixed effect model
Random effects model

Morphine Control Weight Weight
Events Total Events Total Risk Ratio RR 95%-Cl (fixed) (random)
1 9 0.1 9 10.00 [0.02; 6229.52] 0.4% 0.9%

15 31 180 32 . 0.86 [0.53; 1.38] 70.5% 62.5%

1 35 70 33 - 1.48 [0.65; 3.36] 28.7% 35.7%

4 9 0.1 8 35.56 [0.07; 17559.48] 0.4% 1.0%

84 82 1.22 [0.81; 1.85] 100.0% -

1.11 [0.60; 2.03] - 100.0%

Heterogeneity: /2 = 22%, 12 = 0.0957, p = 0.28

0.001 0.1 1 10 1000
Favours Morphine Favours Control

3 EELHEER

Study

Navigante(2010)
Navigante(2006)

Fixed effect model

Random effects model
Heterogeneity: =0%,1°=0, p=0.51

Morphine Control Weight  Weight
Events Total Events Total Risk Ratio RR 95%—Cl (fixed) (random)
1 31 01 32 ) 10.32 [0.02; 6741.29] 0.9% 1.1%

13 35 100 33 - 1.23 [0.63; 2.40] 99.1% 98.9%

66 65 : 1.31 [0.67; 2.56] 100.0% -

1.25 [0.64; 2.45] —  100.0%

[ T I T

0.001 01 1 10 1000
Favours Morphine ~ Favours Control

M 5E 04 (0%)]0

Navigante 5 (2006)Y D#ERTlE, SHOGHEICHE L -EELHERR GEE
BLOOH 6 ML EOBEIR) 253l S Nz7s, BREOAEEREIITbN R >
72 (B AEMPE SR 134 (371%, HH o 6B EOMER : 24, BT 11
%), 37V AHMPESH 104 (30.3%, FETS 10 44) ).

EELGAEERERICEALT, 2002 KA L2225, RR 1.25 (95%CI 0.64-
245) T, BELHEFHRICE L CTEILL AL ZNDSNOBEX BB CHES L
Dhmol, BEHEIZE=0%, p=051Th-o7- (®3),

%k ok

PEXD, B A E&HE5 3 Z0MERR LB LAY 75 ) VATEEE
eI R EE OB O P E2 RO Lo 72h, TIRRBELIE LAY TF ) VA
TIHABELTROTBY, WRRECHENICEHTH D LHWT Lz, 72, MR
FEELHEERIZOVTIIEN L AL ZNUNOERBECHEZEZBO Lo T2
7o, WEFEORIHBHREVEZZ, [TRCHERR] & L, T¥ 70 2AOMFEME
B LTIE, BEEOEEALILEGRER IS 5%, NMUEDO 7 0 2 F —N—FHF 1~
DRBVEINLZ L, FOMOFEF A FHBHEZ GO A TF Y VATIEE
Ve AOEMENEH SN T AawnwZ e s, [HEE] & L,

L7725 C, BRAA RITA VT, PABRZOHRFEE I LT, Ervetraely
Be5%47) S L RHERT B, 72770, EL b RGO N EERERI R, R 2
EOFERLIM A B L T, EIEON L VHEREERRIKE VY
Al FIREEBRET S L,
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3)

4)

5)

6)

7)

Yamaguchi T, Matsuda Y, Matsuoka H, et al. Efficacy of immediate-release oxycodone for
dyspnoea in cancer patient: cancer dyspnoea relief (CDR) trial. Jpn J Clin Oncol 2018; 48:
1070-5

Simon ST, Kloke M, Alt-Epping B, et al. EffenDys—fentanyl buccal tablet for the relief of epi-
sodic breathlessness in patients with advanced cancer: a multicenter, open-label, randomized,
morphine—controlled, crossover, phase II trial. J] Pain Symptom Manage 2016; 52: 617-25
Navigante AH, Castro MA, Cerchietti LC. Morphine versus midazolam as upfront therapy to
control dyspnea perception in cancer patients while its underlying cause is sought or treated.
J Pain Symptom Manage 2010; 39: 820-30

Navigante AH, Cerchietti LC, Castro MA, et al. Midazolam as adjunct therapy to morphine in
the alleviation of severe dyspnea perception in patients with advanced cancer. J Pain Symp-
tom Manage 2006; 31: 38-47

Bruera E, Sala R, Spruyt O, et al. Nebulized versus subcutaneous morphine for patients with
cancer dyspnea: a preliminary study. J Pain Symptom Manage 2005; 29: 613-8

Mazzocato C, Buclin T, Rapin CH. The effects of morphine on dyspnea and ventilatory func-
tion in elderly patients with advanced cancer: a randomized double-blind controlled trial.
Ann Oncol 1999; 10: 15114

Bruera E, MacEachern T, Ripamonti C, et al. Subcutaneous morphine for dyspnea in cancer
patients. Ann Intern Med 1993; 119: 906-7
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HFRR#EZETTHHNABEICHULT, 7FYIRV2BIRS5EEH
n?

g %)
HABEDOKRE#ICHUT, 7V I RVEEBHRSHEITICETRET D,
HEDES | 2 (3LHEEE)
TEFVADEREMN : C (EW)
) B, TU 7 AOREMEIEN)

(% 5t |
REGPREETIET & b7 4L LT, WIRHBEOMA, QOL Olf I, MR, 7%
HERRERE L

B 7Y bho1: BHREECEN

AEERBERNC T A ERIIZE & U<, AIEALILEGAER 1 2SR E S 7z,

Yamaguchi 5 (2018)V D#ERTIZ, MGEMEEZ L) HAEE 17T 4%, Tk %
B (ZEHMHIRAES A F1HED 10~20%E0MEREHA]) +Fa VU8 (F
HIWERA €4 4 K1 HED 10~20% 2 0@ EAD (CHERIZE D A, R
SEEE A FHN L 720 BEUERIEUL 100 B TH - 72238 ) 1), Sz g sn-o
F17 800 & F o700 FHliTEE T 5 60 5 %O HEE NRS (0~10) OZE{LIC
BWT, WMHECHAIRG- 5 O M R EERE OB A 58072285, FFa FroEl
bR B IS ML S s Ao 72 (EH3E 075, 95%CT —0.89-2.39)

IR RSB L C, %20 Fragiks &'l 2 2% 5 #5600 H oI
R EESREE IR L C ERED 1 o e A Lz 2 A, MEMTEERE 2RO R
ol (B 075, 95%CI —050-200) (B1).

B79r542:Q0LDAE
AERIRBER B3 2 BRIRIFZE I3[ S e p o 7z

B79 b4 3: (EER

AFGREERIC RS B BRI & LC, BIEALbBEER 1 1Y, diEEO 2 WH]
Mgk T OB 4 12 23 E S 7z,

Yamaguchi 5 (2018)VOHERTIE, 4 50 v — FPRE (0: &L, 1:8EE
2 &R, 3 EHE) FHVTHEHIRPFMS N, PEE» O EEOMIRD, TV
L ABRGEIZBWT 60 01 24 (222%), 1203 144 (444%)0 ¥ a B
YBHT 60 1, 120 5015, FHIZ 0B TH - 720

L HOBEMEORERHRTIEA X2 T FUk5125 0 197% (76 Bl 15 #) 12
EIRASHE ST W5,
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1 FFIREE ORI

Control Oxycodone Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% CI
Yamaguchi(2018) -1 1.405 9 -1.75 1.232 8 100.0% 0.75[-0.50, 2.00]
Total (95% Cl) 9 8 100.0% 0.75 [-0.50, 2.00]

Heterogeneity: Not applicable

Test for overall effect: Z=1.17 (P = 0.24) 4 2 0 2 4

Favours Control Favours Oxycodone

B79 bbb EELEESSR
ARERIREERZ B3 2 MAE 2 AL R BGRBR I R 22 S e o 72
Yamamoto 5 (2018)%1F, Hifiak T, AR IR IMEE M LT F o T Fogf #t
BERZBB LT EF A FFA — T OETVABRE 244520 E LA E 5
D AR— MFEERITo 720 RREZEOEGFHB Iz 6 H (IH:1~377 H) T,
performance status (PS) 4 ®EE 2% (83%) 1% 5-Bi4h 2 H N O RHFE T A
H U720, RS- L ORRBERIE VW ERE SN TS,

% %

PlEEY, FF2aRFr£5%512o0W TR, PSABRE OB
HEDOBEBNHEREII TS TIE RV, —HT, PABEOMRKE 3 555 R12
MLCIZUET VAL DEELZELVE RMIANTLESGEIIRE TRV 00, B
LMPIEDLE VI RERTIE o7 /2, AX VAN &G BELE
ERFUIIMESINTBS Y, BEMFEILD T RBIEZTH) L THESNS
EEZONDL, Rt 5AF AT, EMEOARICL ) FF 3 F ISR KR EEDR
FNCAHMTHD LRI L7z EEOHEIEMLTDEEE L, [F0HERE] &L
oo TETVAOMEEEICEAL TL, 1 HOEEALHERRIS 525, EFERK
FERTREBRT E%oTHBY, [MEW] & L7

L72h3o T, KHA NI4Tk, WEHEEZHET2PABFEIHFLT, Eve
AOEGYEGDE L VAR LI, ELAOfBL L THF L a FroLgiks
AT T EERRFET L. BEMICIE, BREREESHFILEVE R L2 HEERS
TENE AFZGRAET LI EDPEE LWIGEIL, BV xRS L 2 2 REME:
25

(2 Rl

1) Yamaguchi T, Matsuda Y, Matsuoka H, et al. Efficacy of immediate-release oxycodone for
dyspnoea in cancer patient: cancer dyspnoea relief (CDR) trial. Jpn J Clin Oncol 2018; 48:
1070-5

2) Yamamoto Y, Watanabe H, Sakurai A, et al. Effect of continuous intravenous oxycodone infu-
sion in opioid-naive cancer patients with dyspnea. Jpn J Clin Oncol 2018; 48: 748-52

3) MEARE, NS A, ¥ a FEa Ml L-EES — 3 FVEE 3L BlokET. 5t
J# 2014; 41: 1397-400

4) Shinjo T, Okada M. Efficacy of controlled-release oxycodone for dyspnea in cancer patients—
three case series. Gan To Kagaku Ryoho 2006; 33: 529-32

5 HEEDAK, WMEER. PABRZOWEEEECHT 24 F 3 N OffRER BSAERE L
J# 2005; 16: 52-6
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R ZET INAEEICKRULT, e FOEILT + V2HESEE
RAH?

(8 )
DABEDOIFRREICHT D ROEILT 7 VESHSICEAU TISHAREIHEE
BTEFL,

HRD\BS | FL

B G#sEomsh L, TETY AOREEITEN)

] |
REREERCIE T M AL LT, RO, QOL oL, IR, |k
HEHRGEZELT,

B7Yrho1: EREROEM

REGRGEMICBE T B BRIZE L U<, BEAILILEEER 1 125FE S iz,
Charles 5 (2008)V1, Abedh 2 WVIZEETHKAEAF—E A% % T A4 EL A
REERH O ARG 25 % %0512, 751 0y MECEAILEERBR % 1T - 720 221
7o PR R Lk L C R AR A ko 72, THICLE, e FREL 7 4 v 428
5 (A4 DBEOEBIFICHERT A2+ EF A FEFUREE (WRS B WVIZET
I - Dok GE), v FOEL 7+ YA, HEBRAD 3IODEED D LV
N1 OOHREIEG ZTo 720 BEMILEZ RO, FHETET I Roe G
5% WA LB S 7ze SIS OB AT O NEFITEIEAIZEH D fHF S,
PG & P55 10 43 1%, 20 431, 30 432, 60 43 t4 L PR R k5 i % Rl L 72 (10
S AEOMR R EEOUEEA EEFHEEE ) o 51 20 ZOBEHEHERE % L7z, B 50
ERGBRI0DBROMTREEERE Y R L72E A, © FOELT + v ag¥%5 L7
T ROWTNIIBWT O FRELMPRABEDOTUEEN AL N2, BRICET 2%
(100mm ® VAS Tlem BLEDE) IZIZES Lholze F 72, 5-HiHE O -0 K 8
DEALIZBNT, e FOENT7 5 Y55 & 77 RG CIIEE LR HZIERE
DL oTz,

MR CBI LT, & OBV 7 4 &858 77 v R THS5% 10 5% O
WHEEGREEICB L C Lo 1 o2 e Lz 25, FI3#E —-047 (95%CI
—160-066) T, WMHEEMICEEZEZZOR»ro72 (B1),

B7Y9rHA2:Q0L0EE
AREEREERNZ BT 5 BRI ZEIERIE S Nk o 720




2 DABEOFRREICKT T HEYRE

X1 FRIREEE DR

Hydromorphone Control Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Charles 2008 434 1.87 20 4.81 1.78 20 100.0% -0.47 [-1.60, 0.66]
Total (95% Cl) 20 20 100.0% -0.47 [-1.60, 0.66]

Heterogeneity: Not applicable
Test for overall effect: Z=0.81 (P = 0.42)

| L L )
100 -50 0 50 100
Favours Hydromorphone  Favours Control

B7Y9 03 EE
REERFERI B 5 BRI IX R E SN o 720

D79 b0 4: EELEEES
ARG R SR B $ 2 BR RS2 13 R E Sk b o 7.

&

%k %k

PbEXYy, e FaELNT + »&£G¥%513 75 bR L L CH E 2 WP KO %
MOMEZEDT, QOL oL, HIK, EELAEHRIIOWTIHREN 22>
7oo FREASFZTC, HMROGHICID L FEELT 4 Y E2HRGIIPABED
W R OARAN A H &I 2 12 F 0 2 BIUIARE L Cwb L E X 72e —H T,
SIRERH L7028 T, & FUELT + v 2 5E5 ORi % TR E ORI H 5
WL TBY, 77t RERPHARBE ATV LIIREEEITETE 20
D, \4xDBEZIIBVTE FOELV 7 4+ ¥ EHH%GDE0REH % 2+ 2 T hEk
BahbeEz, e FOUELV 7+ v OH5% (179 » [frbawv] rowvshn
D ZHERRT L2 OMRIML AL LTV D EHI L7z F8&EDNT v 2 dHb
LTEY, HEomSIE [HRL] &Lk TETY AOFMEEMEICEHL T, AL
7SR v TVEDNE {, BERRAILOREERATA A 53 70 Btk o MR 2L iR
1EDOARTHDLIEDND, TEFEONL TRV A HDLEELZ, K] & L7,

L7zH 5T, KHEA KA T, PABRBEOFHEE IS LT, & Rt
T4 G LIRS TE v, LRI L 22, Eakos@E Y, fE4
DBFIZBNWTE FEENVT + ¥ &G 5200 R % s 3 2 aetE i3k s
5o DL FEELVT 4+ »EgH5 2R A 55618, WRKEEORENE FEFSRF
EEICEHL, & FOELT + v &HHGI04E ) AFE L ) b FIE2H S 512 R
LHEHAEDINE, e FOELVT 4 v &HH52HIET 5 2 EEF Ly,

(32 Kl
1) Charles MA, Reymond L, Israel F. Relief of incident dyspnea in palliative cancer patients: a

pilot, randomized, controlled trial comparing nebulized hydromorphone, systemic hydromor-
phone, and nebulized saline. J Pain Symptom Manage 2008; 36: 29-38
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FREHEEET ZNABECHLT, T1VI=LRBR5EER
h?

(8 )
DABEOFREEICHLT, Tz VI ZIESESZITDEVC EZRET
2o

HEDRS | 2 (F5LHEE)

) GEU#E, TEF2 A0REEIFEN)

] |
REREERCIE T M AL LT, RO, QOL oL, IR, |k
HEHRGEZELT,

N7 bhoa 1 EREEOEN

ARFERSERC B3 A BRISE & L ¢, MEMEALILBERER 5 A% E & L7z

Hui & (2017)V1%, episodic dyspnea @ F3#EAS NRS 3/10 LLEDAS A BE 22 4
B, 7z )VEE (BEMES A ELT A R 1 HED 20~50% % D Fentanyl buccal
tablet ; FBT #%5-) & 77 b RBEICEAEAIZH 0 AT, SRS Gt CHEB) B f
(6 43 FARATRER) % FE0tE L CIPIR R EE SRR & NRS CTRFAl L 720 6 55 [ 44735k
Hif2 D NRS FHIliTI&, 7 = ¥ % = )V HIEEC O R EEE R R 2 8o 720 —7
T, WEMOLECIIAEERZIIRO R o72 (p=0068),

Hui & (2016)?13, episodic dyspnea ®F3#EAS NRS 3/10 LL o as A B 24 4
=, 7z )V (BEHES T EF L F1 HE® 156~25%% ® Fentanyl pectin
nasal spray ; FPNS #¢45:) & 7T R RBEICHEAER I ZH 0 A, SUBRSEde 5mifc <o
w6 7 MAITRED) %653 (RERERSH, 5% 1NH, &5#%210
H) 92h L TP R S ah R % NRS CREli L 72 (MM O REIIfTTbd), %
R D FEFIHZ G- #% NRS #Ffifi, 6 44473 Bk %O NRS #Hiilc BT, 7%
OV BT O R EER RSB % R B S, 7T L REET b PR R R RN S A
KEWZ & DR SN

Simon & (2016)° DB TIE, MHRNEEZ ML) BABE 10%%, TVl GE
PG5+ A P11 HED 1/6 mOEERA) &7y =l Oy HIvEE:
100~600 ug THRBHE Z P U CTHEH) ICEEABICEIV AT, 723t —n—X
AT 720 WL PRI BEBR E 2 NRS (0~10) CTHuER L 720 FEHIFE G- 30 451 D M-I R
HERREE (RUFRLLER) Tl 7 = > & =)Vl )b b o BES (CI R EER Rsh S % 5D
7278, MR R EERREE (2 U)W CHEEEE RO R o7 (F#E 10, 95%
CI -09-28, p=0234),

Pinna & (2015)% ®#ERTlE, NRS 3/10 L O KRB EIFIR R EE D & 2 #EATHS AR
¥ 13 4 % oral transmucosal fentanyl citrate (OTFC, AFF%55E) B (F¥+ A



2 DABEOFRREICKT T HEYRE

1 FFIREE ORI

Fentanyl Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.1.1 Placebo control
Hui(2014) 36 13 10 51 29 10 19.5% -0.64 [-1.54, 0.26] -
Hui(2016) 41 26 12 38 27 12 24.9% 0.11[-0.69, 0.91] I
Hui(2017) 29 1.2 9 48 22 11 17.8% -1.00 [-1.94, -0.05] —
Pinna(2015) 3 17 11 34 24 11 22.7% -0.19[-1.02, 0.65] —
Subtotal (95% CI) 42 44  84.9% -0.38 [-0.86, 0.09] L

Heterogeneity: /2 = 17%, ©° = 0.04, p = 0.31
Test for overall effect: Z=1.58 (P =0.11)

2.1.2 Active control

Simon(2016) -4 241 7 31 2 8 15.1% -0.41[-1.44, 0.62] -1

Subtotal (95% CI) 7 8 15.1% -0.41 [-1.44, 0.62] —~atli—

Heterogeneity: Not applicable

Test for overall effect: Z = 0.79 (P = 0.43) b7
Total (95% CI) 49 52 100.0% -0.38 [-0.78, 0.02] L 2 '53
Heterogeneity: /> = 0%, 12 =0, p = 0.46 _’4 _’2 o é j‘

Test for overall effect: Z = 1.86 (P = 0.06) Favours Fentanyl Favours Control

Test for subgroup differences: /> = 0%, p = 0.96

KA —7HDOYE1L OTFC 200 ug, + ¥4 4 FEEERAFEOEE1E OTFC 400 ug)
ET T RBEICEELIZE DT, FNENE I OAL —N— ST, 65 MBAT
FER T O PR e B & B L 720 EHMIEH T % 6 55 M ATERER % 30 47, 60 43
B OTFC B & 75 b REED KB B 1T 2 I R 8 NRS fiE 133 12T LIFI A
BRI R A R0 2As, MM OZLEIC X 2 CREEEZ RO Lo (38
HIFe5- 30 5% - p=0531, 60 51 : p=0562),

Hui & (2014)% ®#ERTlZ, breakthrough dyspnea ®F-34{#EAS NRS 3/10 Bl Lo
WABE20%, 7=y =Vl (B EF A1 FOBES IS THELE
DT vy R THRE) LTI REICEMELIZEHD 1, MBS
2 moEE M (6 45 HAATERER) 247V, MR EE 2 573 2 /- A D FEFE T ek %
IREES % 3% (feasibility study) %4T- 72, EMAREHMALRBRO /-0 7 20 7 =
VL 7T RO O MBI TN S LT, FEHIT 510 4 T O RFIR K EE5h B
HEPEHTEBSN, 1HE (=FBRERS %2 L) @65 M5ITRERZ D NRS
E2ME (=WBREERG1%) © 6 5HBRITRERED NRS D%, 7 ¥ ZVHET
P -18 (5%CI —32--04), 7 b RBETFEH#E -2 (95%CI —45--03) &
I PR S B e ) SR % R D 720

MR NEEICBI L C, 7y = vadEbiFEs 77 v RELITEVE A FEHET
3% PR 5 B2 % B L 72 RF2 D 5% (775 & R 4 412 2o+ €4 A
FBR 1Y) %, AR EN TS 7T LR 4 4 & AR REDR
WEN T ZDMDF EF A PR L HFOIEICHT T TRAE L. 728 =)L
EHFRGHEE 7T v REOEEILTEISZEIZ - 038 (95%CI —0.86-0.09) THRAER 12
HEERROLRPo T2 BEMIITE=17%, p=031 Tho7zo /T2 ¥ V4
GG E TOMOF U A4 FHEOBEELTI713 - 041 (95%CT - 1.44-062) T,
MEMICAEET RO o7 (B1),

B79b8462:Q0LME
ARERIREERNZ B 3 5 BRIRIIZE I FE SN e o 72,
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B
M2 {&EER

Fentanyl Control Weight Weight
Study Events Total Events Total Risk Ratio RR 95%—Cl (fixed) (random)
Hui (2017) 0.1 9 2 M —t— 0.06 [0.00; 32.94] 26.5% 9.1%
Hui (2016) 1.0 12 5 12 —= 0.20 [0.03; 1.47] 73.5% 90.9%
Fixed effect model 21 23 - 0.16 [0.02; 1.11] 100.0% -
Random effects model —— 0.18 [0.03; 1.20] --  100.0%

T T T 1

Heterogeneity: 12=0%, =0, p=0.71

0.001 01 1 10 1000
Favours Fentanyl  Favours Control

B79rbL 3 ER

RERIRSERNCBI 3 B ERRIIZE & LT, EAEAILHEGER 2 A3 RE S iz,

Hui 5 (2017)V 0 #ERTIE, NRS (0~10) % H\CHEIRASER S 1 7ze 3RBRER S
NRS HAEAL L 72 BFE 7 2> ¥ ZABE0% (0%), 7FvAM24 (182%) T
Holz,

Hui 5 (2016)? ®#ERTIZ, NRS (0~10) % Fv CHEIEASEHG 241725 NRS 1 LA
FOEALA2EEHOEBRAMRERRIC T Y VLY (83%), TTEKRED
% (167%), 3 HOEBEMFRERBIC T 2 v ¥ LV BE1 4% (83%), 7Tt REES
% (455%) TH o7,

RIS HAERE 1B L C Bt o 2 oifge 2 4 L7z & 2 A, RR 0.18(95%CI 0.03-
120) T, MBEMICAEEELZBD o7, BEMIZIP=0%, p=071 Th-7 (K
2),

D79 rhb4: EELREEES
AEGRREERIC RIS B BRTFZE & L€, BAEA L EEER 1 SR E S 7z,
Pinna & (2015)YORECTlE, FELAERRIIEO L o7,

%k ok

DXy, 72052V E&gH513 75 RELEE Ve 225455 L kL T
B R EEE OB O E L BD Lo l27280, 7 x 28 2 VA GH5 %R
HEDBANAHEHE VAL WEHIBI Lz 72 v 7 VRGP IR EE A
EHRBIAO L0220, WEEOEIFEH L TWa EE 2, HREIZ [FHWI
Bl L Lo TUTF Y AOMEEICE L CIE, HEOEEALILEGERIID 5 27,
ANBUBLCHRER 1Y 75 1 Bl BT 5 O WP PR AR AN R 28 % 3T L 72 F 92813 8 A 8T
D, ZEECIRREY A 2 BERCOFBIIA T3 THE I Lhs, Ty
ADWEEMEE TS EHWTL, [MEW] & Lz Lo T, KAA FI4 2T,
DBABEOIFRNEEI W LT, 72y Vg5 2Tbh Vi &L 2% 5,
72770, BRREREESHHIREN L FCL AEEFRTENLL ARG AT S 2
EDEFLVWIBAIL, ELVEAORBREL L THEEEIEETE Vv, 725 =
Ve 2 AR DAL, WREREORMN L FERR A EREICFHML, 7=0%
SVEGERGAE ) ARE L D D REDBH S I ERIASEDSNE, 72y =
EHFGEPIET LI ENEE LV,
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(2 Rl

1) Hui D, Kilgore K, Frishee-Hume S, et al. Effect of prophylactic fentanyl buccal tablet on epi-
sodic exertional dyspnea: a pilot double-blind randomized controlled trial. 2017; 54: 798-805

2) Hui D, Kilgore K, Park M, et al. Impact of prophylactic fentanyl pectin nasal spray on exer-
cise-induced episodic dyspnea in cancer patients: a double-blind, randomized controlled trial.
J Pain Symptom Manage 2016; 52: 459-68

3) Simon ST, Kloke M, Alt-Epping B, et al. EffenDys-fentanyl buccal tablet for the relief of epi-
sodic breathlessness in patients with advanced cancer: a multicenter, open-label, randomized,
morphine-controlled, crossover, phase II trial. J] Pain Symptom Manage 2016; 52: 617-25

4) Pinna MA, Bruera E, Moralo MJ, et al. A randomized crossover clinical trial to evaluate the
efficacy of oral transmucosal fentanyl citrate in the treatment of dyspnea on exertion in
patients with advanced cancer. Am ] Hosp Paliat Care 2015; 32: 298-304

5) Hui D, Xu A, Frisbee-Hume S, et al. Effects of prophylactic subcutaneous fentanyl on exer-
cise-induced breakthrough dyspnea in cancer patients: a preliminary double-blind random- #
ized, controlled trial. ] Pain Symptom Manage 2014: 47: 209-17 5

143



144

#

55

B PREER

FREREEETZNAEBECHLT, ELEXRARERN ?
=)

HABEDERRE#ICHUT, EIVERRAZITOEVC EZRET D,
HROIES | 2 (L VHEER)
IEFTVADMESEMN : C (KWLY)
A GBS, TE72 A0REEIFEN)

] |
RERREERITIET 7 b AL LT, IWRRBEOMRF, QOL ok, ik, &%
BERREBGEL 12

B7Yho1: EREEOEN

ARRIREERIC BT 2 BRIRAFZE L L C, EEALHEEER 1 B0FE S 7z,
Bruera 5 (2005) V13, ZHEIFRNGEE S A9 54 €4 A4 NEEMHOAAEE 12
LEMRIZ, BV AWARE (FHEHTOFEF A F2ROENV e RBRE L,
ZFO1HB2)OHFKGED 1/6 IZHLT AR ENVEAD 0% E LR AR &
Ve ARG (EV e ARAREFEOEIV L & & MR TERS) 12
DAFT, BHIZZ B AL —N— S5 BIEAILIEER 1T o 720 Eiba o7z
DI, ZIRETIEIT T ROETEFD L WVIETRA LS Sz, WHE b EER
15 BRI 16 0812, 2 0% 3 KRR 30 3\ I R EE O S8 R 2SR S 7z, B
JEBIEE 100 ZTH o 72BN DT ENRnid 1241 T, 11 403 %5E
& L7z, EEFHEEE CTH 515 60 B ONREE NRS (0~10) O HfEi,
HHICEREZRBOLP o7 (BN AARE 2 v, B A TIEFHRGH
3o HGHI &G 1 FEMZ IR EEEREZ L2 2A, EVEARAL TS
LRPADNTIUI BT H BRI HEEOYEN AL NI,
FRAEORED A TH 727280, T—FDOMEIEITELIo7,

B7Ubh4L2:Q0LDAL
AR B3 % BIRBIZE I R E S e o 72,

B7Y9bhL3: 18 R
AFEREERNC BT B ERFZE L L C, MEEA LB 1 4F2SHE S iz,
Bruera & (2005)Y ®ER T, W H & b iG# % 2 B 5% IR O FEEE ASEH & v
720 P65 2 BRI OMEIRIZEEE L SEETH ) (EHIED NRS FRAEILEIL & AT A
T 2vs BNV AL TIEGHEGH ©3), MHEMICAREREZRO L5772,

B79hb4: EELEEESR
AEEREERNCEAT A BERIIZE & LC, MEAEAILILEEER 1 1 & EBIERTZE 2 1
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AFE S N7z,

Bruera 5 (2005)VO#ERTI, Wi H & b B8 2 BRI #2128 EH R O 25
ENT, HG2EMBEOEEES (BIROMIZEL, FF, WE) OREEEZ L
7L 2, EIRDAATIITNOAFEHRIIB W THWE & NRSHLEH0TH
D, MEEMICAEEY RO BNV RARAIC L ZHEELEEHZIIED S
Nizhro7z,

Zeppetella (1997)21%, K®A Y A7 7 % 2\ N 2 4§ 5 KA A EE 18
S AFTRIZ, B REA % 4 B S L 12 A8 BRI b 72 0 5 54 e A AT o 720
WS- D% TR RED - ORE L7 1 45 B 174055, 14 (59%) ©
BT BT G- 1% 24 W TP (R 8 O B 38 L IR M ASERD H 7278, BV b R IRA
PRI E L7,

Krajnik 5 (2009)21%, + ¥4+ 4 FF+ 4 — 7 DA AEE 10 £ % K512 6 551
BT E R TR ERSELAME 2%, 2200825 HEEZHWZELVE ABA
WZEI ) AFT, 514 2 B O SR BIRE % i § 2 WA L LGB 2 1T - 72 (MHE
EHENEAPADFT DN TN D 72O AREFREER] CIIEBFIERTE L A7 L72)o 1
% (10%) OBEEIZBWT, BT % 30 5 RICHET &) — B0 mEAT (70/
40 mmHg) 7538 S N72hs, 15 5 %I FE L7,

TR 2HOBISEMFEEHET AL, 278 2% (T%, 95%CI 2-24%) \[CEELR
HEREPELZ LR D,

%k %k

DLEXY, E e AR AILEIL & R BTN & g L Cf 5 7 MR R 3 o 42 F1
WM RO Lol /2, BV AR AITEN L RAEHHE & FEEOMEIRD A
S, FEBIEBIE CORGICTlad 2P EELFEREZIBOLNZ L L), €
Ve R ANE IR R D FRFIN A Tl e v SR L 720 & EDNT v 2, #Hit
HEINTVBEMETIENR D AERZOMMLE OFEEZIAON TV RVD, 1
PLTWwAEEEZ [H0HER] L Lz 2T AOMEMRICE LTI, SALL
SCERASY 2 TV DN S WERBRAL O REIAA 43 70 Bt R 0 HEE 2 AL IR ER A 1
DI E, F ¥ TNEO/NE % Bilfiik OFEBERIIE 21 OARTH L b, H
HEEONATAVAZESHDLEEZ, [fRw] & L7

L7725 C, BAA RITA T, PABBZOMHREEECH LT, e R RA
EITORWI E 2 RET S,

(32 Kl

1) Bruera E, Sala R, Spruyt O, et al. Nebulized versus subcutaneous morphine for patients with
cancer dyspnea: a preliminary study. J Pain Symptom Manage 2005; 29: 613-8

2) Zeppetella G. Nebulized morphine in the palliation of dyspnoea. Palliat Med 1997; 11: 267-75

3) Krajnik M, Podolec Z, Siekierka M, et al. Morphine inhalation by cancer patients: a comparison
of different nebulization techniques using pharmacokinetic, spirometric, and gasometric
parameters. ] Pain Symptom Manage 2009; 38: 747-57
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i R m

R ZET INAEEICRHUT, XYV ITPEEYREOHEIIE
SEFEAN?

g %)
HAEBEDOHFIREEICH LT, XV ITPEEVREOBEMESEITHhIEWVC
EZERET Do

HEDES | 2 (35LHEEE)

TEFVADEREMY : C (EWL)

) GBLEEE, TU 7 AOREMEIIEN)

(& 5t |
RERFREERICIET Y b AL LT, MHRIRIEORRA, RLOMmM, Bk, %
HERREREL 20

B7Yrho1: EREROEMN

RIEERSERC B 2 BERIFZE & L€, MAEA L EER 2 s E Sz,
Navigante 5 (2010) V1%, #lsibErh OMRWEE £ 2 BABE 63 %%, 35
VT LB GHREESEORIOI F VT Ak A REICERRS) L EL e A (B
RS EORITE N A % 4 BEREICERS) (CEMES IS ) AT, PR R
G & G L 72 BUBRBAZA 5 H B £ TIZIPI R EENRS 258 LA R 7% & o 72 B
DENEHFFEM S N7z, BB TN o7z 72, HERBIMG 2 H B O
N#ENRSIZE NV A B LK LTI ¥V I 2B THEIZE D> 72 (p=0003)
Navigante 5 (2006)%1&, Tl SN2 T %A% 1 HB LN Td 2 HEE ORI
BEATHVABRE 101 %%, TV A MG (EV e A ETE25mg & 4 1
e G- b L e e A58 % 25% s (M A EER L A% 2 —13 3
T AETESmE)), 35T LAHMEEGH (35T LK FiESmg & 4 K5l
e S (WL REERE L 2% 2 — 13V e A TE25me)), Bkt + 357
T LBERBE IR\ ZE D A, R R R R A BRI L 72 SRBRBAAG 24 R 12 I
R OWEIES N BEOEAIE, Bl AHMIEER L I ¥ T AR S
HWCHREELZRO L Po T F72, RERFALS 24 W2 OIB1E Borg A7 —vid, &
Vb RHMHE LR I 5T MM G CHEEE R RO Lo 72 (pERHER L)

I BB LT, BREO 2 fFoBfsE 2 A L7z & 24, RRIF 0.95(95%CT 047-
189) T, WWLHREEOFMRANCRE L CHBH THEBEZ RO LD o7, BENKIR =
85%, p=0009 TH-o7z (1),

B79bhA2: RROEM
KEFREEMNC B A R ZE & L ClE, MEA LILEERE 1 AR E S vz,
Navigante & (2006)? OHERTIL, N—2 T 1 >, RERBAGG 24 BEfI1%, 48 B



2 DABEOFRREICKT T HEYRE

1 FRIREREE DR
Midazolam Morphine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Navigante 2006 12 26 20 29 45.3% 0.67 [0.41, 1.08]
Navigante 2010 30 32 23 31 54.7% 1.26 [1.01, 1.58]
Total (95% Cl) 58 60 100.0% 0.95 [0.47, 1.89]
Total events 42 43
ity: 12 =85%. 12 = = k t T t d
_II-_IetTrfogeneltyl.ll . 8:'). /Zo_r0 12'2§'f0 8()8.009 0.01 01 1 10 100
est for overall effect: Z = 0.15 (P = 0.88) Favours Morphine Favours Midazolam
2 &R
Midazolam Morphine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI #
Navigante 2006 7 33 11 35 66.7% 0.67 [0.30, 1.53] p
Navigante 2010 4 31 6 30 33.3% 0.65 [0.20, 2.06] 2
Total (95% Cl) 64 65 100.0% 0.66 [0.34, 1.30]
Total events 1 17
ity 12 = 0%, 1 = - b t | . |
Heterogeneity: /“=0%, 1" =0, p =0.95 0.01 01 y 10 100

Test for overall effect: Z = 1.19 (P = 0.23) Favours Midazolam Favours Morphine

BRI NRS HSE SN TW7228, BEHOLBLREICOWTIETEHMi S LTV i Do
720

ANEOBHNZE L TIE, MEWTRLZT 7 b 2WEEATE e ro72720, 77—
Y DIREEATR B> 720

B7Y9rhL3: 48R

AEEREERNCEAT 2 EERIZE & LT, EAILILESER 2 h0SHE S 7z,
Navigante & (2010)V OHERTIE, BHEEOBBICHME S 2RI Y ¥ F LD 2
= Ve HWTEHlisNz2%, BHOAEEREIfTbN o7 (I 5V T4
4% (129%), L REE 64 (200%))0

Navigante 5 (2006)? D#EETIEZ, KHOWEBICHE T HMEIRAA Y ¥ F LD A
= NVEHWTFHIE N0, BROAEBEERERIMTbN o7 (35T LH
M 5E 74 (212%), E b RHMERGE 114 (314%)).

EIRICE L C, RRC 2 fFomiex e L7225, RRIZ066 (95%CI 0.34-1.30)
T, WM CHEAEELRO Lol REMIEP=0%, p=095 Tho7 (B2),

D79 b0 4: EELEEES

AREGIR G B A BEZE & LT, EALILEEER 2 th2S B S iz,
Navigante 5 (2010)VDERTIE, KEOHBWICMET 2EELHEHR G
B L O HB O 6B DL OREIR) ASEHIE S L7248, BER OF BEREIITb N Do
72 (3FVFLE 0% (0%), EVe B 14 (33%) (Hdo 6 EED ok
147,

Navigante 5 (2006)? DRERTlE, SHOEEICHET L HEELAERFR GEE
B L O HB O 6 DL OREIR) ASEHIG S L7248, BER OB EERE TN Do
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3 EEGHEER

Midazolam Morphine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Navigante 2006 10 33 13 35 95.7% 0.82[0.42, 1.60]
Navigante 2010 0 31 1 30 4.3% 0.32[0.01, 7.63]
Total (95% CI) 64 65 100.0% 0.78 [0.41, 1.51]
Total events 10 14 . .

Heterogeneity: /? = 0%,7? = 0, p = 0.57
Test for overall effect: Z=0.73 (P = 0.47)
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0.01 0.1 1 10 100
Favours Midazolam Favours Morphine

72 (V7 A HMEGH 104 (303%) (BET1044), Ev b 4B 54 13
% (371%) (Hwho 6 R L EOREIR 2 44, JET 11 44) ).

BEEGAEERICHLC, LR 2R KA L2E A, RRI1Z0.78 (95%
CI 041-151) T, MEEH THEEZ RO LI o7, BEWIEP=0%, p=057 T
%Of: (3)0

%ok

UEXY, REEECOWTRENY YV TEPEYRIETHLHI ST LAITELE
FEWB L TEELRIRZROLholz2 bhs, RV TYE L RIED R
5, MRREEOEFNCAHHTIZ RV EH L7z, — /AT, ik, EELZAFERR
WOWTHMEHH CHEEEZBD P22 hb, REEDONT  ATHEHL
TWhEZZ, [FWHELE] L L7zs TUF Y AORMERICEL TIE, HHINZ2
oW THVWONZI ¥V T A1, Mﬁvﬁﬂaf‘% ROROETHHZ Y, K
HTHEHENRTWEELDDPR DSV LD SIEEBUENE N &, 24O
f@%ﬁ%ﬁﬁ@muﬂﬁéﬁ%ﬁ~ﬂtfw&wp&ﬁ%x(ﬁwj&tto

L7zAoT, RKFARIA VTR, NV 7YV RBOBMRS #1Thhw
CEERFET S,

(2 k]

1) Navigante AH, Castro MA, Cerchietti LC. Morphine versus midazolam as upfront therapy to
control dyspnea perception in cancer patients while its underlying cause is sought or treated.
J Pain Symptom Manage 2010; 39: 820-30

2) Navigante AH, Cerchietti LC, Castro MA, et al. Midazolam as adjunct therapy to morphine in
the alleviation of severe dyspnea perception in patients with advanced cancer. J Pain Symp-
tom Manage 2006; 31: 38-47
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RPREE

IR ZHE T INABEICRHUT, XYV ITPEEVREZAES
1 RICHATZZEFERM?

(ER)
HAEBDOHERREICHUT, NXIVITPEEIREEAELSA RICHETD
CEZIRET D,
KRR | 2 (B5LHEE)
IETFTVADMEREM : C (IKEWLY) W
) GBS, T ADREMIFEN) -
] |
AREERGEMTIE 7 7 b o & LT, WIREEEOKEM, AZ0%M, Eik, EEZ
HEFRZHREL,

B79rhL1: BRERDEN

AREGREERIC B3 2 BRI ZE & L C, MmAEA L IbEaER 1 A3z Sz,
Navigante 5 (2006) V1%, Tl SN 5 EaT A% 1 HH LN TH 5 FEEOIF A
WA AT AD0AEE 10l %%, BV AEMPEGH (B e AR T 25 mg & 4 B
MEERHES O L XEME LV e v %58 25% 1 E (IR REER L A F 2 —1 3
FT AT Smg)), 35V T LAHMEEGH, ELe R+ I8V AR (£
Ve AR 25 mg & 4 B EEE G b L TV e A G E % 25% &
WA I ¥ VT AETIHES me % 4 BREExs PFRKEERL 232 —13E)L
Y kR 25 mg) ) (SEEEAIZEI ) AR, PR AR A ARG L 7o SBRRAG 24
R 1 | PR R B se 3 L 22 BB OEI G, Bk r+ I8V T ABFREETIEE L
LA BB L R LA EICE 572 (p=00004) . F 7z, sRERBIMG 24 BER (R O5IE
Borg A7 — Vi, EVb A+ 35S AHBEEEV A MR SHLE CHEE
RO o7z (pEREER L)

NP PRI (BABRBALG 24 WefH (2 |\ IO R EEASC 3 L 72 B F 0EIE) 1B LT, ki
O 11OW%EH» S, RR 1.33 (95%CI 1.02-1.75) T, EhbAr+ I ¥V T AP0
PSEV b A B & L ORISR R TGRS 5 2 LR Sz (B1),

51E Borg A7 — )VOZEALEICBI LTIk, 77 b7 AWERADSHE TR 7 —
TR0l T = I MERAITZ B> 72,

B 7Y bhL2: REDLEN

AERREERNC B 2 ERRAIZE L LC, EEAILIEBEER 1 40FE S vz,
Navigante & (2006)V DRERTIX, N— AT 1 >, RERBIMG 24 WERI 2, 48 KEfI#%
IZRZE NRS DMHIE EN TV, FHOZEIZOWVWTIEHFHME I LT d o7z,
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Risk Ratio

Total Events Total Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

1.33[1.02, 1.75]

1.33[1.02, 1.75]

0.01

Risk Ratio
M-H, Random, 95% CI

0.1 1 10 100
Favours Morphine Favours Midazolam+Morphine

Risk Ratio
M-H, Random, 95% CI

1 FRIREE DR
Midazolam + Morphine Morphine
Study or Subgroup Events
Navigante 2006 23 25 20 29 100.0%
Total (95% Cl) 25 29 100.0%
Total events 23 20
Heterogeneity: Not applicable
Test for overall effect: Z = 2.09 (P = 0.04)
2 &R
Midazolam + Morphine Morphine
Study or Subgroup Events Total Events Total Weight
Navigante 2006 7 33 11 35 100.0%
Total (95% CI) 33 35 100.0%
Total events 7 11

Heterogeneity: Not applicable
Test for overall effect: Z=0.94 (P = 0.35)

3 EELREERR

Midazolam + Morphine

Study or Subgroup Events
Navigante 2006 1 33
Total (95% CI) 33
Total events 1

Heterogeneity: Not applicable
Test for overall effect: Z=0.33 (P = 0.74)

150

Morphine

Total Events Total Weight

0.67 [0.30, 1.53]

0.67 [0.30, 1.53]

0.01

0.1 1 10 100

Favours Midazolam+Morphine Favours Morphine

Risk Ratio
M-H, Random, 95% ClI

Risk Ratio
M-H, Random, 95% CI

13 35 100.0%

35 100.0%

B7YrhL3: {ER
REEREERNCB$ 5 ERRIZE & LC, MEIEAILIEGRER 1 A3 RE S iz,
Navigante & (2006)"Y DHERTIZ, KEEOEFICHE T HMEIRAEY ¥ F LD 2
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0.90 [0.47, 1.71]

0.90 [0.47, 1.71]

0.01

0.1 1 10 100
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O, T IERITRA G072,

HHIRICE L C, Lo 1 HFO%ER 5, RR 067 (95%CI 030-153) CTHiHERH T
HuEERORPo7 (B2),

BELAERRICHELT, Lo 1o s» S, RR 090 (95%CI 047-1.71) T
MR CHEEZREO o7 (K3).
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&

[z Wkl
1) Navigante AH, Cerchietti LC, Castro MA, et al. Midazolam as adjunct therapy to morphine in

the alleviation of severe dyspnea perception in patients with advanced cancer. J Pain Symp-
tom Manage 2006; 31: 38-47

(BExHA]

2) Mori M, Matsunuma R, Suzuki K, et al. Palliative care physicianspractice in the titration of
parenteral opioids for dyspnea in terminally ill cancer patients: a nationwide survey. ] Pain
Symptom Manage 2019; 58: e2-5
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H VY, FD¥ID Edmonton Symptom Assessment Scale (ESAS) A2 7254 DL E
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Steroid Control Weight Weight

Study Total Mean SD Total Mean sD Mean Difference MD 95%-Cl (common) (random)

Hui (2016) 16 -1.80 1.4500 14 -1.30 1.1000 : — -0.50 [-1.41; 0.41] 55.8% 55.8%

Yennurajalingam (2013) 43 -1.56 2.4400 41 -0.58 2.3700 —+—— -0.98 [-2.01; 0.05] 44.2% 44.2%

Common effect model 59 55 _ -0.71 [-1.40; -0.03]  100.0% —_

Random effects model e -0.71 [-1.40; -0.03] -- 100.0%
T T T 1

Heterogeneity: 2=0%, =0, p =0.49
-2 -1 0 1 2
Favours Steroid Favours Control

SOHEEH) ORiREHE LI 2 A, BT -071 (95%CI —1.40--003) e
T, THRIFRY T UEEHNT T 1R L B L CREIIRN S B3 5 2 & 3
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Hui 5 (2016)Y0#BETIE, 7% 24V U BIZBWT, 414 HE TCTCAE
ver 403 TEHli L 7:F HEHRICH AL TR0 o 72

Yennurajalingam & (2013)? @ ERTI1Z, U HHE O FF ¥4 2 ¥ v o #5512
CTCAE ver 30 THAZIZ Lo 72,

Mori & (2017)Y DERERFZE T, 74 %41 6 4 (81%, 95%CI 4-17%) 7* Confu-
sion Assessment Method (CAM)-short version TH AR L #ZW, 6% (81%) »°
Memorial Delirium Assessment Scale (MDAS)-item 9 CTEREEEIGHIEICAE L7
LR AR

D79 L4 EELGEESER

ARG B3 2 ERRIIZE & LC, EEA LILBGEER 2 s E S vz,

Hui 5 (2016)V0#EXTIE, 4514 HEF TOREHEROFETIE, FFH A5~
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DEERGF L LCHMIM - 5 CH), AR Q) 2B o72,
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7o Hifti sk O BAE A ALIEGRERD 1 FIMIRE DB 2 S ABE ZRHRIZL TV 575,
o 1A, A, BEE Fd 2L, B, MEIREEE, #5150, BB
RDH B 3 DL LEDIERD B % 15 A BE % R L 7 BEALILEGRBR O R T,
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(2 & B IR R EEOREFIVEF 2SR L 9 2 IRRE(DS ALY /88 E, O KEIRE B 3
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BeHoh R, BREFEHLAVI EDEE L,

[z #k]

1) Hui D, Kilgore K, Frishee-Hume S, et al. Dexamethasone for dyspnea in cancer patients: a
pilot double-blind, randomized, controlled trial. J Pain Symptom Manage 2016; 52: 8-16

2) Yennurajalingam S, Frisbee-Hume S, Palmer JL, et al. Reduction of cancer-related fatigue
with dexamethasone: a double-blind, randomized, placebo—controlled trial in patients with
advanced cancer. J Clin Oncol 2013; 31: 3076-82

3) Mori M, Shirado AN, Morita T, et al. Predictors of response to corticosteroids for dyspnea in

advanced cancer patients: a preliminary multicenter prospective observational study. Sup-
port Care Cancer 2017; 25: 1169-81
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Mori & (2017)Y DEEFEIFZETIE, 74 %h 6 % (81%, 95%CI 4-17%) 55 CAM-
short version TR AZENHHE, 64 (81%) 75 MDAS-item9 THERE @G EIRI& A
REBWENTz. DALY ¥/ EEDIEFI O A% T RIC L 04T SN o 720
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“HEME (P35) =B8R

(52 il

1) Mori M, Shirado AN, Morita T, et al. Predictors of response to corticosteroids for dyspnea in
advanced cancer patients: a preliminary multicenter prospective observational study. Sup-
port Care Cancer 2017; 25: 1169-81

2) Maeda T, Hayakawa T. Dyspnea-alleviating and survival-prolonging effects of corticosteroids
in patients with terminal cancer. Prog Palliat Care 2017; 25: 117-20
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Mori & (2017)V DEFEWIZE TIE, 74 % 6 % (8.1%, 95%CI 4-17%) 75 CAM-
short version THAZEDHIB, 64 (81%) S MDAS-item9 THREEEEEIRI S A
FELBMENTz, FRERIEBEREOIEG O A AT RIC LA SNk o7,

D79 bbbl EELBEESES:
APEREERZ B3 5 B RIS IR E S e o 726

* %

PEXY, 20h0BSEIEOMENS, FREIRERERIC L 2 RN A§ 5
BABEIF LTI NVT T AT 0 A G5 CIMPIRKEEETEE T 5 TR R
SN, anvFaARrud PG R3EHTHL EHE L, —HT, INVFITA
FOA4 FOEFHGIITAREAIHTH) A2 @m0 bW I RIB SN, HEE
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L7255 C, BRAA KT A T, LREIRIEMREREIC L 2K A9 5 05A
BEIHLT, avFaxsuf FOEGES2IT) T2 RET S, 7272 Lan
FaARTFuA FO®KG % ME§ 20012, 2SASEYEER RS GEES L OV IVR
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"R (P36) EBH

(2 k]

1) Mori M, Shirado AN, Morita T, et al. Predictors of response to corticosteroids for dyspnea in
advanced cancer patients: a preliminary multicenter prospective observational study. Sup-
port Care Cancer 2017; 25: 1169-81

2) Sookprasert A, Sinchaiyaphum V, Chindaprasirt J, et al. Superior vena cava Syndrome: clinical
presentation and treatment outcome. ] Med Assoc Thai 2018; 101 (Suppl 7): S149-S153.



2 PABREOWFREEICH T HRMBE

RPREE m

FETUERAE (major airway obstruction; MAO) [T & 3 IFIREE
ZHIBHAEBEICHUT, JILFIRATO4 ROLERSFERN?

&%)
FESUERE (MAQ) [CKPHRRE#EZE T HHAEEICHULT, JJLFIX
FO4 RDEERSZETO CEZFRET Do

HEEBOIEE | 2 (F5L\HER)

IEFVZAOEEY D (ETHEL)

LD GBULE, TEF ADEEMIFETHIEL)

D |
REREERITIZ 7Y b AL LT, MIRREEOEA, QOL oL, A%, B
HEEERRERE LT,

B79rho1: BRERDEN

REGREERIC RIS 2 BERAFZE & LT, M7 — A ORI X BEHE 1 8 FE S
720

Mori 5 (2017) V13, WHT 24 B Tt b 58\ D NRS 3 DLE DR N % A9 %
MABE 82T, HARBHERFERIMER L 72MFREHERDO T A T A4 Yo T
INFaAATFAAL FEFS5 LT, 3 HBRICHEOTMEA T FETH - 72 74 L% 5T L
Fro RERXAT Y674 (91%), FEHAF VY64 81%), L F=vurl
% (14%) P53, HGEIEELIH, F3HIINSY X5 HE Tyl 40
mg Tho7ro ETEFEME (MAO) ZHL T2 16 4% 13% (81%) TNRS 1
ot iRniz.

B7YrhL62:Q0LOMALE
AEEREEMNC AT 5 BRI ZEIERIE S N 0o 720

B79 D03 AR

AREEREER B S RIFZE & L C, B 7 — 2 Ofin S EEIE 1 25 E S
770

Mori & (2017) VO RiRIFE TIZ, 74 % 6 % (81%, 95%CI 4-17%) 5 CAM-
short version THAEDNHI, 64 (81%) 7S MDAS-item9 THREEEEE)RI A
BB ENTz, FRERIEEREOIEG O A E I RIC LS iE SN Twivy,

D79 bbb 4: EELEEESR
ARG R SR B $ 2 BR RS2 1L R E Sk b o 7o

159

&



160

b

%k ok

UER&y, 1o Seoirs, FERAEME (MAO) 12 X 2 -k H#H 2
BT LDBABEI L TCaVFaAT A Fegde CRl A3 % et
PR EN, aNFaATaf FEFEGRERTHL EHEI Lz, —FHT, #iF
PRAEOEARYHBSE L) A7 2 EO LW REMEATRIE S, f & E0EITIE
FWINSWEEZEZ SN, [FIWIER] & Lz, TEF Y ZA0MEEICE L TE, >
TNVEDL % BT — A ORI S BEMES 1 HROATH L I b, EEONA
TANVAI L EEZ, [LTHERN] & L7z,

L7225oC, BHA KT 4 T, TEXREME (MAO) IZX 2 05ABE O
HEEZ LT, INVFIATUAL FOEFHG 2T T L 2RET L, 272 Lan
FAATUA FOHGERETT 50012, 2SASRYEERC I BRIGEB L O AT~ b
HEREOBISOEELY, TNFROBEMRICHKL T, FOBSH WA IHEHZ
MEd 5% EHlCaVvFarrus FoegH5makE, HREAFEEREZHE
HICFHEL T, ELD D& LRZHEICHEL, T asR®aHonsnas
EfmE LR DA, Ewe &G Ak T 52 LRI E T 4,
*EERAE (P38) BB

(2 k]
1) Mori M, Shirado AN, Morita T, et al. Predictors of response to corticosteroids for dyspnea in
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