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I—-ILEREZERICHS S, 24 BOREHET, FILAX 72> 10mgEfFEfld 20 mgBET 5% U £
HEL, RRIAGN TS ERBEELD 2EZULEEI > LBEERIE, BO, FBESHEV, EE EH K
RIE, BAUHE, Fi, BRERLVEIECTH . BEZROEEEDEZLFBREFLIIPFEETH -

fe. UEKD, FILATzVE, ZILA—IUREERRICH U VWERKE UT TR0A) ZiRHT 5.

F—TJ—R:EUYIO FILATzy, FPILA—IUKREE AEAAR, BB
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ZIILA=ILIEBRERYE<THD, ZILA—-ILOBER
BRI ILI—IUKEE - FFEZ - B'A - BEFZSIEE
29, HREEERE (WHO) Ic&B &, 2012 Ficld, it
REEDIETD 5.9%ICH 55330 AADFETNT I
J—JVERICEEL TWe . &BTIE, ZILI—IUKE
FEDZRTICIE WHO DRE U T EFRXR OEERERMED
EE#Et%E (ICD-10)1 OZMAHA RS1YHEAVSNIT
W32 ZOHARSA TR, OBULWRESE, Q%

BIAYMO—-ILOEE, QREMIEBKOEFE, @MPEDILNW,

OFCEFRLDETE, GRENMEE TVLRICENNDESTER
Brikit, D6EBEDS>S5 3EEM EZHmLIT &IV~
IWREEEZHE N2 2. BAO 2013 FOEETILI—
JLIRTFRE (ICD-10 ##L) REREIF 107 AN (BMHM A
A 11.9%, ZE13AAN 1 02%) T, REDOFILI—)UK
FEBEXSTAAN (BHES0AA:1.0% TETAA:
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H3. ZILA—)UREERRBERRNBNVEEROT, B
ZHE7 I I-ILICEEL EEREPHEBENE L T
THUNEICIERA B D, AREEERT 27 —ANEWN?,

AT, FILA—IMREEDREERE LT, FEXK
(2T 1 Zh, YFFIR) EWBEHIFEBETHY T
OY— MABEICERES N TV, Thbid, FEXIEE
BEROME#ZZENE LLERITHD, RERORES
EBRETERAEN, ZIOA—IUKEEREE HWETSHOBH
CHEIEETH B NS, ERONESER ISR
EEZS5NTWD, ZILI—IVREEEZEENRICLE
BRERRER Tld, A A1 RZRBBEHROSILA TV E
DB 2HA% BRENDAY BT, BBESERMRNT
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O—JLICEE U RIS L ORIBEDER & BEEY
2eEZ25NY, BE Z<OET—DOOREBREEL
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FILAT zoF 1960 ERICKEO VY 725 —KET
BRENCBIRNA A A RZERFRBEIETHD, LR
Ny 7#iC &> TEUEEERZ BN E LU THRARREIN,
2013 FFIC EU THERR I N, HWEX TIC 40 nEL ETER
ThTW3 Y, KFRERXASUNILY RNy 71t iR
ELU, FILXTzVOERBREZTL, ZOBRKREERAE
ZHEIC TEUYIO%R10mg) DIRFEL TERRELE
IRFEAGRBEZITV, 2019F 1 BiC "7 I—ILIKREFE

BEICE T 2EEDER DIEE - MR THERBZIS L,

2019 FE 3 BICERFTEZHIB L. AT, FILAXAT7 Vv
DOEBFMNRHYE LK CBRARBREIC O WTEET 5.

2. FEEFHRH

I /=& REEAEA A RRTFROB-TVRIL
T4 (-AEAA RZEREFIZARN) 8LKOT1 /)L
TaY (kAEAARZRAETZIZAN) OREZEBINS
B, INSOAEA 1 REEREFEE (LTS Y. 7ILa—
iE, u-AEAA RZREENT ZREEL, 7I/ILO-)
ERMRESHEDORIEMEEELELZ Y. BE7IILI—
IVREF, #RIUEERS LOHREISRIGEED, A
FARBEGKY AT LDV T FIVEEEZRB L, k-AEA
A REBRY AT LDV FIVEEETEL, 7ILa—)
ICKB k-AEAA RZEREZNT ZBVNAREED, R
EBRBIT DHICRERHTTILA—)LERKIAESED
B0 RELEL, 7ILO—)VERIY MO—)LHREE
RARTEIREEZETERT 2 . ZIL - IUREEREEET
V= IURFESE ORXERIEE 2 BEO BHERERET
B UEMETIE, FEFZII-IVREEEEERTTIL
J—IURTFEZEEDRN—R T4 Y TORNRRITEL, 7L
d—)UKEEEEDBHECEROIES EIE7 /)L I—)UK
BEEZLDHEL, WMSDERNIFFETILI—ILKREES
TIRAD LA T IV I —IUKBFERBE TIIIEML, 7L
Od—)UREEEEDRREDIENIZECEE THIET S & 3F
ZILA—IUKREEE LD BB, ZILDA—IUKEFEEE
DRRBIFHEL B>, pAEA A RZAKRY X
FLDYTFIUEENRBL, AEA A RZEKYRT
LD T FIVMEERDTLEL TWBIREFEIRE T, BUAIC
LBRIEDRL, RRNMELPTVWEEZ SN,

FIX TV - BEO-AEA L RZREICHLT
BENEOAEA A RERGABHETHZ . e b B
p-, O- Feld k-A EA A RREFEFKIR CHO MAEEZ U
FHEBRRT, FIAT VR, p-BLVk-AEEAT KT
BEICH L TO-A A RZRELD HEHVEMEZRL
(K p-A EA A RZAE, 0.910M ; k-A EA A REAE
1.03nM ; 5-FA EA 1 RZAE, 13.26nM), [*S] GTPYS
BHEERT, t-AEEAA RZFERFICHLTREZYYI=X
NMER (FPOIZX MNORERICHEZ 2 EaEER/IICY 7
NEEZEE, K :034nM) %, k-AEAA RZEREKICH
UTEN—=2v L7 T=ZRMMEA (Era 12.60% ; ECs,
2.86n0M ; Ko, 0.15nM) ZrRUL7c ",
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J—ILEBRESEFINERBVWTHILAT VDTS /—IL
BN T 3HEMRTEINE 0. KERFRIY /-
ESF v UN—ETIY/ —ILESIC1H 14 BRREET
ERMERREZ 4 BETS> & THEEE N FIL
X7 zzviF, T/ —IRESLVOFEKEZYNTIY
J=ILOLN—HULBOBEELAEKRENRSZFEL
72 BRI AEAA RERAT VT TZZ KD nor-
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EEKRIC, T/ —)UKEERICKEDEBMLETY /—)
HERSERHBLEEIENS, BRENTELLRICEWVNT
HFIAT T Y OEREEEIFELS, RENICFZ Y I=
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LTy IZAMNUTERT 3 2 &Ik D, KkEFR
BKTT, I%/—I)LERICLDERINDZTA /LT 1Y
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5#&lcIdy /—ILEERRNIES LY MclERT, T4
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BIZIElckD, FILA—ILOBEMHE - EORLHNE
BLVBOREMELETIET, WEMKEETI
EEAERT 2 EEZ5NB 57,

3. EmPREBRANIR

WHO @ 1 HOIREE (I Y/ —ILRE) c&ED
<URZ LAV (drinking risk level, DRL : very high (8%

100 g#8, =M 60g#8), high (B 60g#E~100g T,

M 40 g #8~60 g LUF), medium (B 40 g #8~60 g XL
T, 20 g#8~40g BLT), low (B 1g M E~40g
T, &1 gME~20g UT) 2} Hihigh LD 7 )La—

JMRTFEEEREEZNRIC, FILAT o VECERMERD SR
HAEEALCZEERENMBHEE (ClinicalTrials.gov
NCT02364947) MAERTEmS N . UTIcZ DRER
IEDWTEHT 2.

1) Ak

WNREBEE, KEBHREZROZMEE (DSM-IV-TR)
IC& D 7ILI—ILIRTEEE & 287 S i, mini-international
neuropsychiatric interview I K DER I NEET, RV
) —Z > ' KBTRT 4 BREID heavy drinking day (HDD, 1 H
OF7ILI—ILERENEME60 g, LHE40gBDH) B
NeBMUE RVU—ZVIURRBELV2EEDORY

U—Z= > Ui % O EIER LSRR IC DRL A high BL_E,

ATV —Z VT ERE 4 BEOEGRIGERN 5 AUT T
HBL5%, WHAROZWEETH -z WEEL, 7
SERE, FILX Tz 10mgBEEcid 20mg BEIC 4 ¢
34 DEIETERIERICEIDMIT SN, 24 BEO_EGR
AEICHED 1 ~ 2 BEICRBREZERL L. #HR
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EHISBREDREETOERL LA LELOENTLELXS
SRR BRENDAY % RERER DR (EEALE, HBRE
138, 238, 458, 88 128, 168, 2038 24:8) &
CARIERFICE T, BBEOFMIEA Y-V 7K, A
BEHORREBHE LR IERKICiTh . Clinical Global
Impression-Severity of liness (CGI-S) X 17 O E X &
V—ZV UK, BERLRZRCGEERORERS LV
A JE BF i, Clinical Global Impression-Global Improvement
(CGIH) R O7 O I$ AR LR Z BR < SBEHA O KT hs
B K UHIEEFITTTI iz, Alcohol Quality of Life Scale
(AQoLS) 2 DFHHIF R 7 U —= > 78, BEID 12 BE
K24 BE L ORIERICITON, BERKRTE 48B4
B E U, B0 EZEHMER (& HDD # (H/B)
DEBEH 12 BOR—ZASAUNSDELEE U, BEE
R EIRHISHIEIE B & total alcohol consumption (TAC, #77
JLO—IVEEE, o/H) OREH 12BOR—IXZ1U15
DENEL LT,

2) &R

BWERE D 678 ADEEREIT SN, BBREKRSHIICH
WU 1 B1%BR< 677 Bl (5 EREE245 %), FILX T x
> 10mg B 184 B, FILX T x> 20mg & 248 ) HYAE
BEEZIRS53IN, 80.8%D#EEE (7>t /REE89.4%, F
WX 7 2 >10mgBE755%, F I X7 £ >20mgE
76.2%) HUEEHAZERET L.

WERED, AORENELCMOEEEBEOFEE, &
KRERETRKTH D, FHFIE 48.7 T, BUBDEEN
FKIR U CFFEIE 36.9m, 19 HDD #id 22.99+6.32
H/B, FTAC 1% 94.58+42.79 g/HT (R 1), %< (97.4%)

K1 BRESR
- FILX Tz _
7ot (244 4l) &it (666 %)
SRR F15+SD e I 10mg (180 1) 20mg (242 #l) P15+SD F 1z I
B (%) FE+SD £zl SE+SD £l % (%)
Bl (%) BIE (%)
Fim (%) 48.1+11.4 49.2+11.9 48.9+12.2 48.7£11.8
MRl - B 154 (63.1) 134 (74.4) 170 (70.2) 458 (68.8)
BMI (kg/m?) 23.11%3.40 23.32+3.47 23.04%3.24 23.14+3.36
MHFRR : FHEH 199 (81.6) 150 (83.3) 198 (81.8) 547 (82.1)
FCERERESR (%) 36.0£12.0 37.6+12.4 37.4%13.7 36.9+12.7
7 A=) URTEREBERESH D 9 (3.7) 3 (1.7) 5 (2.1) 17 (2.6)
WHO Drinking risk level - Very high | 16 (47.5) | 87 (483) | 107 (442) | 310 (465)
High 127 (62.0) | SE U O 135 (56.8) | 385 (533)
Medium | 104 R I U 102
Low 0 0 0 0
HDD (H/R) 22.97+6.44 23.49+6.07 22.64+6.37 22.99+6.32
TAC (¢/H) 95.08+48.70 95.93+41.10 93.07+37.45 94.58+42.79
CGI-S 3.45+1.09 3.48+1.15 3.38+1.06 3.43+1.09
y-GT (IU/L) 70.7£78.7 80.7+103.8 84.7+105.4 78.5+96.1
ALT (IU/L) 23.3+14.8 24.5+14.9 24.3+14.2 24.0+14.6

ALT : alanine aminotransferase, BMI : body mass index, CGI-S : Clinical Global Impression-Severity of illness, y-GT : y-glutamyltransferase,
HDD : heavy drinking day (1 B® 7))L J—JLIBEEN B4 60 g 8, ik 40 g #BDH), TAC : total alcohol consumption (#877JL 1—JL
BEE), WHO : World Health Organization, (SCER 7 & D /%)
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E7 = IUREFEICNT 2aBEZX
BEAORBERARIKOES (FiE) & 7otR
BE87.0%, FI ATz 10mgBEE751%, FILAT Y
20mg B 70.6% TH o Iz
(1) Btk
BIREEED HDD & & V' TAC DB 12 BH L 0 24
BDOR—AZA NS DEREEKR2ICRT. EEFM
IEET%H % HDD B DBEI 12 BOR—Z 51 Y 5DE
ftE2iE, FILAT TV 10mgBEER LV 20 mgEETT TR
BEUNRTEERBEAZRULE. COWMRITEER 48
NoTHESN 24 BETHIR L. EEGEIRWFMER

TH 3 TAC DEBEH 12 BOR—IXSA VNS DE{LET

FILAT7 > 10mgBER KT 20 mgﬁ E7ZEhEett
NTHEBRRAALERUI., TOMBIGHER4BH SR
H5N 24 BETHRRLU.

SEEEER 12 BE K 0 24 B D response shift DRL (RSDRL,
response low DRL (RLDRL,

DRLA2AFTYU—LIEET),
DRL H¥low L), TAC70 (TAC h*70% L ERA) &K
HDD K (HDD #hY4 H/BILT) O#EBREDEISEZR 3
ICRg. FILAT 2 10mgBER LV 20mg##lE 7 o€
MEBELERTINTOBEE THELVLEBFEEDIENS
Mofe. FILXT 2> 10mg BEF fold 20 mg BED number
needed to treat (NNT,

ToOERBEURTHILAT 2> 10mg BEd L U 20 mg

Flec epghoTe.

BELER) |E, 45~125 THo 1

AR ICHEL TV, ToERBEEURTFHILAT Y
10 mg BEH & O 20 mg B, AR 12 BD AQoLS &5t X
TEHEELTWE (R4).

(2) =&t

BEERORBEEGERSICRT. BEBERELUH
LECESTCBESERORREGE, T ERBEERTH
ATz 1I0mgER LT 20mgBETEN -z, £HH
IFEBRIFEFWThOBRSHETEEERERTH o1z, FILX
7> 10mgBEElF 20 g BET SRR L, RKIRE
ENTSERELD 2BULEEL > BEERIE, B,
FEESEW, BIR, EM, RIRE, BAUVE E B
BRRELVEETH 0. BEEROEZIFBREFIFH
EETHolc. FILAT Ty 20mgBEE EEART 10 mg &
TE5RUERBEEGNMEN > LBEERIE, FHESHFL
1BIR, BHELUBRERETH . WIThHhDEET5%LL
ERBUCEESROMLRBRE S HRABZRG IC
~Y.

BEERBEEERE LT, 77 ERBETHMEMSERES
BLOT7INI-IE (BREEDOEL) A, FIXTY
10mg B TKREEENE L UOBHEERT (A—HEH)
BLOTETED, AT > 20mg BHTEMEFALLVE
BRSO SN, BIMEVIEHRERS & CIEEFADA
B OBEEEES Eén@#ot AL 1 BT, F
LA 7 1> 10 mg BEICERSD S5, REEDOYIEIKRS%E 168

BEIZCCS ZA7H LV CCH ROAT7 &BREFEHDET DY Ewﬁt(%ﬁxﬁ)b,mﬁﬁtwﬁﬁﬁiéiéna
%2 HDD#& LU TAC DZILE
& R—ZAZAVH5DELE
ST s i B
Pk | IS0 FHLSE 1% 95% i
T9+SE EREXE
HDD# | R—2Z51Y | 75tk 244 | 22.97+6.44
(B/R) FILAT T 10mg | 180 | 23.49+6.07
FILXT T 20mg | 242 | 2264637
1238 75 tem 234 | 15562974 | —7.91+0.61
FILXT > 10mg | 154 | 12.04£1027 | —12.09+0.74 4184095 | —-6.05 -2.32 | < 0.0001
FILXTT>20mg | 206 | 11.42£974 | —12.25£0.64 _434+087 | —6.05 —262 | < 0.0001
2438 75 202 | 14.03£1020 | -9.33+0.63
FILXT > 10mg | 141 9.82+9.97 | —13.88+0.77 454098 | —6.46, —2.63 | < 0.0001
FILXT T 20mg | 189 | 1062£943 | —13.25£066 3024090 | 569, —2.16 | < 0.0001
TAC R—251Y | 73R 244 | 95.08+48.70
(g/8) FILAT T 10mg | 180 95.93+41.10
FILXT T 20mg | 242 | 93.07+37.45
1238 75em 234 | 6539+£32.72 | —32.43+1.91
FILXT T 10mg | 154 | 55.15£34.46 | —4536+2.32 | —12.94+2.95 | —18.72, —7.15 | < 0.0001
FILAT T 20mg | 206 | 5451£34.88 | —44.90£2.01 | —12.47+272 | -17.81, —7.13 | < 0.0001
2438 75 tem 202 | 50.28+31.50 | —38.28+1.99
FILXT T 10mg | 141 | 48.74+3332 | —49.55+245 | —1127+311 | —17.37, —5.17 | 0.0003
FILXT T 20mg | 189 | 51.38+3382 | —49.43+213 | —11.15+2.86 | —16.77, —5.53 | 0.0001

a : Mixed model for repeated measures fZifTIc &K D B H,
H). TAC : total alcohol consumption (#877 )L 3—)LIEEE).

HDD : heavy drinking day (1 H® 7))L O—)UEEREH B4 60 g 88, ZiE 40 g #BD

(XER7 £ DYE)
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&3 BRI
_ . “ LARY & — CMH &% ° AN

AT FRF A TREREE BIEL B (%) Pl (95%%%%%3) (95% (=38 )

RSDRL 1238 | 7ZER 234 47 (20.1)
FILAT ¥ 10mg 154 55 (35.7) 0.0007 15.7 (6.5, 25.0) | 6.4 (4.0, 15.4)
FILAT T 20mg 206 85 (41.3) < 0.0001 |22.0 (13.6, 30.4) | 45 (3.3, 7.4)

2458 | 7ZER 222 61 (27.5)
FILAT ¥ 10mg 141 67 (47.5) 0.0001 | 206 (104, 30.8) | 4.9 (3.2, 9.6)
FILAT T 20mg 189 84 (44.4) 0.0002 18.0 (8.8, 27.2) | 56 (3.7, 11.4)

RLDRL 128 | 73R 234 25 (10.7)
FILAT ¥ 10mg 154 39 (25.3) 0.0002 14.3 (6.4, 22.2) | 7.0 (4.5, 15.6)
FILAT T 20mg 206 61 (29.6) < 0.0001 | 17.8 (10.5, 25.1) | 56 (4.0, 9.5)

2458 | 7ZER 222 39 (17.6)
FILAT ¥ 10mg 141 46 (32.6) 0.0010 14.8 (5.8, 23.9) | 6.8 (4.2, 17.2)
FILAT T 20mg 189 56 (29.6) 0.0079 11.0 (2.9, 19.1) | 9.1 (5.2, 34.5)

TAC70 128 | 7ZER 234 20 (8.5)
FILAT ¥ 10mg 154 30 (19.5) 0.0016 11.1 (3.8, 18.3) | 9.0 (5.5, 26.3)
FILAT T 20mg 206 37 (18.0) 0.0022 9.9 (35 16.3) | 101 (6.1, 28.6)

2458 | 77N 222 24 (10.8)
FILAT ¥ 10mg 141 33 (23.4) 0.0013 12.8 (4.6, 21.0) | 7.8 (4.8, 21.7)
FILAT T 20mg 189 45 (23.8) 0.0003 13.6 (6.2, 20.9) | 7.4 (4.8, 16.1)

HDD B 128 | 7ZER 234 45 (19.2)
FILAT ¥ 10mg 154 56 (36.4) 0.0001 17.9 (8.9, 26.9) | 56 (3.7, 11.2)
FILAT ¥ 20mg 206 72 (35.0) 0.0002 15.2 (7.1, 23.3) | 6.6 (4.3, 14.1)

2458 | 7ZER 222 56 (25.2)
FILAT ¥ 10mg 141 62 (44.0) 0.0001 19.6 (9.9, 29.2) | 5.1 (3.4, 10.1)
FILAT ¥ 20mg 189 64 (33.9) 0.0724 8.0 (-0.7, 16.7) | 12,5 (6.0, NA)

a: HRB EUTR—ZF 1> ® DRL THHE U fz Cochran-Mantel-Haenszel (CMH) DREZFEWT 7 Z /R & L&, DRL © drinking risk
level, HDD B#hZE : heavy drinking day (1 HO 7L 1—)LIBEENEME 60g#8, R 409 BDOH) HH¥ 4 H/IBUT E B> L EBRED
ZI&, NA : notavailable, NNT : number needed to treat CEERHZES), RLDRL : DRL ¥ Low BUT &7 - 7o #%5RE DEI4E, RSDRL : DRL
M2 BRFE EET U 72488k E DEIH, TACT0 : total alcohol consumption (#877 )L 31— )LEERE) N 70% LU EET UL Ic@EE DR S,

(X7 £ ODWE)

4 Alcohol Quality of Life Scale (Japanese version) &5 A7 DZE{LE

& R—RZAUH5DEE?
SRS A aR ‘ N Bl
BlI% F1#9+SD Ti5eSE BIN"% _95% P&
F19+SE EREXHE
R=251Y | 75k 244 14.1£12.3
FILXT T 10mg 180 14.0£13.6
FILAT T 20mg 242 15.1+13.9
1258 TSR 239 8.4+10.4 58405
FILAT T 10mg 176 6.949.1 _73406 ~15+08 -3.0, 0.0 0.0476
FILXT T ¥ 20mg 238 7.448.9 _72405 1407 -2.8, -0.1 0.0389
24 8 TSR 204 7.3£9.5 —6.640.5
FILAT T 10mg 141 5.6+10.8 79407 ~1.3+08 -29, 0.3 0.1084
FILAT T 20mg 190 6.6+9.4 _7.7406 1108 —26, 0.4 0.1428

a : Mixed model for repeated measures f&#fic & D & H.

(B 7 £ DWE)
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x5 BEER
- FTILXT >
TZtmR (245 )
B (%) 10mg (184 #1) 20mg (248 )
BIE (%) BIE (%)
BEER® 194 (79.2) 156 (84.8) 218 (87.9)
5% EDBHEER
B | 56D 58 (31.5) | 79 (31.9)
 mmEEx | o1 (37.) | 40 @) | 54 (218)
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Pharmacological profile and clinical findings of nalmefene (Selincro®)
for reducing alcohol consumption in patients with alcohol dependence

Yoshihiro Tadori

Medical Affairs, Otsuka Pharmaceutical Co., Ltd.

Abstract. Nalmefene (Selincro®), an opioid receptor modulator, is approved in Japan, the European Union, and
other countries for reducing alcohol consumption in patients with alcohol dependence. This article reviews the
efficacy and safety of as-needed use of nalmefene in the treatment of alcohol dependence, as well as summarizing its
pharmacological properties. Ethanol increases the release of endogenous opioids, such as B-endorphin, a y-opioid
receptor agonist; and dynorphin, a k-opioid receptor agonist. Preclinical data suggest that nalmefene acts as an
antagonist at the p-opioid receptor and a partial agonist at the k-opioid receptor, and reduces ethanol self-
administration in ethanol-dependent and ethanol-non-dependent rats. Nalmefene counters alcohol-induced
dysregulation of the 3-endorphin/p-opioid receptor and the dynorphin/k-opioid receptor systems. In a multicenter,
randomized, double-blind, phase 3 study of as-needed use of nalmefene combined with psychosocial support in
alcohol-dependent Japanese patients with at least high drinking risk level, compared with placebo, nalmefene 10 mg
and 20 mg significantly reduced the number of heavy drinking days and total alcohol consumption at week 12. In the
24-week treatment period, treatment-emergent adverse events occurred in >5% of patients in either the nalmefene
10 mg or 20 mg group and at least twice as often as in the placebo group were nausea, dizziness, somnolence,
vomiting, insomnia, decreased appetite, constipation, malaise, and palpitations. Most adverse events were mild or
moderate in severity. In conclusion, as-needed use of nalmefene provides a new concept for the treatment of alcohol

dependence: namely, “reduction of alcohol intake”.




