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bHN, A, WOAEICKT D EFEL KA (LLT DAN] &V 9H,) IZO0nT,
B ZBIRD LBV EDT-OT, M THmO =, HE TREAREZICEMS LA L <
JEREN T2,

(M)

HARESR S — x4 57— % ~_X—Z : URL http://jpdb.nihs.go.jp/jan/Default.aspx
GIIROTEHRD 95, JAN UADEFOFBRIT, M%7 —F X—ADOFRTHIET
HZbELTWET,)
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(BlZE 2) INNICIHE S - B OB EIC BT 3 B R — 894 5
(FERE 18 /7 3 A 31 HIERHFEERE 0331001 5 ELEFHEERAL FFEFTHEERBMITRIYE2)

REgEE  27-5-Bl

JAN (B&EE) FAVRF vk
JAN (35 4£&) : Orlistat

H3C

. CaoHs53NOs
NARIV I L1 A Y (18)-1-{[(28,38)3-~F S Ned-F % Y 2-A%F £ = A ) RF S

(18)-1-{[(285,35)-3-Hexyl-4-0x0-2-oxetanylImethyl} dodecyl N—formyl-L—Ieucinate

JAN



BEKE S 27-5-B2
JAN (HAZ&4) : IH—FRAF v MEME
JAN (¥ #) : Migalastat Hydrochloride

HO
HO
NH
S H) e HC
H
H OH

CsH1aNO4+HCI

(2R38AR58)2-(E REF I A FMNERY P34,5- M A— —HEEEE

(2R,35,4R,58)-2-(Hydroxymethyl)piperidine-3,4,5-triol monohydrochloride

JAN



BEkEE  27-5-B3 :
JIAN (B#F4) :_rJVA=7 GRITFEBZ)
JAN (#£ #4) : Benralizumab (Genetical Recombination)

T I EERSIRCYANT £ FREE

L&

DIQMTQSPSS
TSRLOSGVPS
GTKVEIKRTV
DNALQSGNSQ
LSSPVTKSEN

HéH
EVQLVQSGAER

INPYNDGTKY
IRYYGLLGDY

1

LSASVGDRVT
RFSGSGSGTD
AAPSVFIFPP
ESVTEQDSKD
RGEC

VEKPGASVEV
NERFKGEVTI
WGQGTLVTVS

IT?GTSEDII

NYLNWYQQOKP GKAPKLLIYH

FELTISSLQP
SDEQLKSGTA
STYSLSSTLT

SQKASGYTFT

EDFATYY&QQ GYTLPYTFEFGQ
SVVCLLNNFY PREARKVQWEKV
LSKADYEKHEK VYACEVTHQG

SYVIHWVRCOR PGQGLAWMGY

TSDRSTSTVY
SASTEGPSVF

MELSSLRSED TAVYLéGREG
PLAPSSKSTS GGTAALG?LV

KDYFPEPVTV
TYTCNVNHKP
PEDTLMISRT

- . NSTYRVVSVL

QVYTLPPSRD
VLDSDGSEFL
K

SWNSGALTSG
SNTKVDKRVE
PEVTCVVVDV

VETFPAVLQS
PKSCDKTHTC
SHEDPEVKEN

—
TVLHQDWLNG KEYKCKVSNK
ELTKNQVILT CLVEGEFYPSD

—
YSKLTVDKSR WQQGNVESCS

SGLYSLSSVV TVPSSSLGTQ
PPCPAPELLG GPSVFLFPPK
WYVDGVEVHN AKTKPREEQY

ALPAPIEXTI SKARGQPREP

IAVEWESNGQ PENNYKTTEP
VMHEALHNHY TQK3SLSLSPG

HN301 : F8Ea ; HE K451 : M7 nts s

LEHC214-HEC224, HEHC230-HEHC230, HEHC233-HEHC233 : VAT 4K

T FEHOHEERE
GlcNAc-Man \

Galg.»

Man-GlcNAc-GIcNAC

GlcNAc—Man

Coa92H10060MN172402028842 (& 30 BE oy, 4 A4H)
HEH CanHiaiNsgOs681s

L 5

Ci035H 1603275033856

p=5]
.'\L‘J'é!\

RyF ) A=/, BEFEfLe Me' ) 2 u—FHEThY, v UARRE M ¥ —a Al F 55
B eV 7oy MIBEOHEERER, WCICE FgGl 07 v —2 T - HROEFH» LS. A
VG )R TN, WEF RV E 6oL 7o —REREERBRB LT v A
DEEIND. TV ASTL, SIECT I/ BEEPLZZIHE (1 #) 2 FZRC24EOT I/
WEE,PDRD L () 2R THRENDIES V7' (5F R #9148,000) THB.
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Benralizumab is a recombinant humanized monoclonal antibody composed of complementarity-determining regions
derived from mouse anti-human interleukin-5 receptor o subunit monoclonal antibody and framework regions and
constant regions derived from human IgG1. Benralizumab is produced in glycoprotein 6-o-L-fucosyltransferase-
deficient Chinese hamster ovary Ct?“S. Benralizumab is a glycoprotein (molecular weight: ca. 148,000) composed of 2
H-chains (y1-chains) consisting of 451 amino acid residues each and 2 L-chains (x-chains) consisting of 214 amino

acid residues each.

JAN



B

JAN (RA&4)

27-5-B4

CBEAYRFI—E TATr (HETEEL)
JAN (& 4) . Cerliponase Alfa (Genetical Recombination)

T OBEIREOCALT 4 NS :

SYSPEPDQRR TLPPGWVSLG RADPEEELSL TFALRQQONVE RLSELVQAVS
DPSSPQYGKY LTLENVADLV RPSPLTLHTV QKWLLAAGAQ K?HSVITQDF
LTéWLSIRQA ELLLPGAEFH HYVGGPTETH VVRSPHPYQL PQALAPHVDF
VGGLHRFPPT SSLRQRPEPQ VIGTVGLHLG VIPSVIRKRY NLTSQDVGSG
TSNNSQACAQ FLEQYFHDSD LAQFMRLFEGG NFAHQASVAR VVGQAGRGRA
GIEASLDVQY  LMSAGANIST WVYSSPGRHE GQEPFLOWLM LLSNESALPH
VHTVSYGDDE DSLSSAYIQR VNTELMKAAA RGLTLLFASG DSGAG?WSVS
GRHQFRPTFP ASSPYVTTVG GTSFQEPFLI TNEIVDYISG GGFSNVFPRP
SYQEEAVTKE LSSSPHLPPS SYFNASGRAY PbVAALSDGY WVVSNRVPIP
WVSGTSASTP VFGGILSLIN EHRILSGRPP LGFLNPRL&Q QHGAGLFDVT
RGéHES?LDE EVEGQGF&SG PGWDPVTGWG TPNFPALLKT LLNP

N191, N203, N267, N294, N424 : BEGIRE G ; N543,P544 : HHey7 w7

TR FEHOHEERE

PO,
Man

(PC.)12
Many

(POa)z
Manz

( Man

Man
Man"

 Man
Man

< Man/

-
M
an N
Man

Y Man/
Man—Man/

.

Cass7H4042N7340793811

Man/

Man~”

Fucg 4

Gal-GlcNAc-Man N |
NeuAcg.o Man-GlcNAc-GlcNAc
Gal-GlcNAc-Man””

Man—-GlcNAc-GIlcNAC

Man

Man

Man/” Man—GlcNAc-GleNAG

Man/”

Man-GlcNAc-GIcNAC

Man-GlcNAc-GlcNAc

JAN



EAYHRF—F FAT7HE, BEFEBEIE N Y SRPFOLRSSF L —F | RRNEETHY, i
S AALR R PRI L D EESND, BALURF—F TAT 7, SMEOT I EBEEH
LB Y R IE (TR 66,0000 THD,

Cerliponase Alfa is a recombinant human tripeptidyl-peptidase I zymogen, produced in Chinese hamster ovary cells.

Cerliponase Alfa is a glycoprotein {molecular weight: ca. 66,000} consisting of 544 amino acid residues.

JAN



B#kEFE 27-5-BS
JAN (BF4) : 7 =& = )ViEEE
JAN (¥ 4) : Fentanyl Hydrochloride

D
o S

CnHaN>0 + HCI

s HCI

N-(1-7 = 2 FAERY) Db A WYN-T 2= 7 2 8 —EERE

N—( 1-Phenethy!piperidin-4-y1)-N-phenylpropanamide monohydrochloride

JAN



BEFEE  27-5-B6
JAN (AA4) : VaeAFTI R oA
JAN (& 4) : Rigosertib Sodium

o)
HaC”

Co\H24NNaOsS

N2-A B -5-(f[(1E)2-2,4,6- b U A P F L T 22T F 2V ANVEZ A A F AT == 7Y v—
ThRUTA

Monosodium N-[2-methoxy-5-({[(1E)-2-(2,4,6-trimethoxyphenyl)ethenyl]sulfonyl } methyl)phenyl]glycinate

JAN



BeEE 27-5-B8 ‘
JAN (AF£) 3 7=FVA R
JAN (I& 4) : Mifepristone

C20H35NO;
HUB-[A-(FAFNT L 7)7 == N-17B-8 Fr i 17-(F R 8- V- MER I T-4,9- T3 r3-F

11B-[4-(Dimethylamino)phenyl]-17p-hydroxy-17-(prop-1-yn-1-yl)estra-4,9-dien-3-one

JAN
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BigES 27-5-B9
JAN (RA&4) : FNA 7 = R AKTAY)
JAN (& #4) : Nalmefene Hydrochloride Hydrate

® HCl ® 2HO

CaiHz5NO; * HCL + 2H,0
(G817 7 B 7B ELAFANAS-TREV6-AF LB F03,14-Fd—0 —HEE KT

(55)-17-(Cyclopropylmethyl)-4,5-epoxy-6-methylenemorphinan-3, 14-diol monohydrochloride dihydrate

JAN
11



RigES 27-5-Bll
JAN (BAL) : VAP venkingg
JAN (3& 4) : Glecaprevir Hydrate

* X H,0

CagHusFaNgOoS + xH-O

(3aR,75,108,12R,21E,24aR)-7-(1,1-3 A F L FNYN-{(1R2R)-2-(P T N A B A FN-1{(1-A F NV 7 aro
I AR = NIV RE A VT B R E20,20-T 7 LA 0 5,8-TF % V- |
2,3,38,5,6,7,8,11,12,20,23,248- FF 7 & R0 1H,10H9,12-2 & / 37 m #(18,19][1,10,17,3,6] b U 34
T n Ty 1L128]% U 10- A ARFY T R K

(3aR,78,108,12R,21 E, 24aR)-7-(1,1-DimethylethyD-N-{(1 R,2R)-2-(difluoromethyl)-1-[(I -methylcyclopropane- .
1-sulfonyl)carbamoyl]cyclopropyl}-20,20-diflucro-5,8-dioxe-2,3,3,5,6,7.8,11,12,20,23,24a-dodecahydro-1 H, 1 0H-
9,12-methanocyclopenta[18,19](1,10,17,3,6]trioxadiazacyclononadecino[ 11,12-b]quinoxaline-10-carboxamide

hydrate

JAN
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BEFEE 27-5-Bl12
JAN (AE4) 7LV 2280
JAN (3 4) : Pibrentasvir

Cs7HesFsNwoOs

NsN“([(zRaSR)"l"{335':‘/“7}1/;5_D‘4‘[4'(4-7/l/j-m 7 .—"-'-JI/) Ay ':‘):/-]_/f /1/]7;::/]/} je =] -‘/“‘\/_2’5__:‘/“
A NER{(6-T VA BAHS Y ZA I F = 5,2-FA (28)-E 8 U P 2,1-FA M[(28,3R)-3-# b F
-F Y TE 12T A NN AN Y AT ‘

Dimethyl N,N'-([(2R,5R)-1-{3,5-difluoro-4-[4-(4-fluorophenyl)piperidin-1-ylJphenyl} pyrrolidine-
2,5-diyl]bis{(6-fluoro-1H-benzimidazole-5,2-diyD[(2S)-pyrrolidine-2, 1 -diyl][(28,3 R)-3-methoxy-1-oxobutane-
' 1,2-diyl]})dicarbamate '

JAN
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BEFES  28-1-B4
JAN (RARA) : 7A<7 (BRiEFHBRE)
JAN (@& #) : Avelumab (Genetical Recombination)

7R MBSOV AT 1 Fih

L
QSALTQPASV
YDVSNRPSGV
FGTGTRVTVL
AWKADGSPVK

HEGSTVEKTV

Hé&H
EVQLLESGGG

IYPSGGITFY
LGTVTTVDYW

DYFPEPVTVS

SGSPGQSITI
SNRFSGSKSG
GQPKANPTVT
AGVETTKPSK

APTECS

LVQPGGSLRL
ADTVKGRFTI
GOGTLVTVSS

WNSGALTSGV

S?TGTSSDVG

GYNYVSWYQQ

NTASLTISGL
LFPPSSEELQ

QSNNKYAASS

SgAASGFTFS

1
QAEDEADYYC
ANKATLVCLI

YLSLTPEQWEK

SYTMMWVRQA

HPGKAPKLMI
SSYTSSSTRV
SDFYPGAVTV

SHRSYSCQVT

PGKGLEWVSS

SRDNSKNTLY
ASTEGPSVEP

HTFPAVLQSS

LOMNSLRAED
LAPSSKSTSG

GLYSLSSVVT

1
TAVYYCARIX

GTAALGCLVK
[

VPSSSLGTOT

YIéNVNHKPS
KDTLMISRTP
STYRVVSVLT
‘VYTLPPSRDE

LDSDGSFFLY

L#QL: oML a s Ay I8 ; HEN300  SgHEG ; K450 : BT ety s
L#{C215—H§{C223, HEC229—HHC229, HHC232—HEC232 : VAL T 1 FiEA

NTKVDKKVEP

EVT?VVVDVS

KSCDKTHTCP

HEDPEVEKFNW

VLHODWLNGK
LTKNQVSLTC

SKLTVDKSRW

EARPEHE O EME

GlcNAc — Man
Gaig.z ‘[ \
GmNAc—-Man//

|
EYKCKVSNKA
LVKGFYPSDI

QQGNVEFSCSV

PCPAPELLGG
YVDGVEVHNA
LPAPTEXTIS
AVEWESNGQP

MHEALHNHYT

Fuc

Man - GlcNAc — GlcNAc

Co374Hos0sN160400108a4 (& /37 H¥R47, 4 A8
H#{ Co104Hz410N5780670516
L ${ CoosHis43N269033586

JAN
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PSVFLFPPKP
KTKPREEQYN
KAKGCPREPQ
ENNYKTTPPV

QKSLSLSPGK




TN, b e S 7 AMBIREY - FL (PDLD T A& HEELE FlgGl =/ 20—
TAFETHD. TANTTE, Frf=—ANsA7—RERI I VEELSND. TVTTH,
450 BD7 I JBERENORDHE Y1) 2 KKV 26MO7 I /BEENSGRDLE Q) 24KT
MRS a7 (T8 147,000) THD.

~ Avelumab is a recombinant human IgG1 monoclonal antibody against human programmed cell death-ligand 1 (PD-
L1). Avelumab is produced in Chinese hamster ovary cells. Avelumab is a glycoprotein (molecular weight: ca.
147,000) composed of 2 H-chains (y1-chains) consisting of 450 amino acid residues each and 2 L-chains (A-chains)

consisting of 216 amino acid residues each.

JAN
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HexFEB  28-2-Bl
JAN (BA4)
JAN (& £)

7 BERAHNETCYANT 4 Fie

ATRRYYLGAV ELSWDYMQSD
FVEFTDHLEN IAKPRPPWMG
VGVSYWKASE GAEYDDQTSQ

PL?LTYSYLS HVDLVEKDLNS

LGELPVDAREF PPRVPKSFPF

LLGPTIQAEV YDTVVITLEN
REKEDDKVFP GGSHTYVWOV

GLIGALLV?R EGSLAKEKTQ

VFDEGKSWHS ETKNSLMQDR
KSVYWHVIGM GTTPEVHSIf
MDLGQFLLFC HISSHQHEDGM
TDSEMDVVRE DDDNSPSFIQ
APDDRSYKSQ YLNNGPQRIG
PLLYGEVGDT LLIIFKNQAS

FPILPGELFK YKWTVIVEDG

DAASARAWPK MHTVNGYVNR

LEGHTFLVRN HRQASLEISP

cmprhar FATr (EETHEER)

: Lonoctocog Alfa (Genetical Recombination)

NTSVVYKKTL,
MASEPVSLHA
LKENGPMASD
TLHKFILLFA

SLPGLIG?HR

I
EAYVEKVDSCP EEPQLRMENN

IRSVAKKHPK TWVHYIAAEE
RKYKKVREMA YTDETFKTRE
RPYNIYPHGI TDVRPLYSRR

PTKSDPR?LT RYYSSFVNME

I
LLICYKESVD QRGNQIMSDK

VOQLEDPEFQA SNEMHSINGY
VFFSGYTFKH KMVYEDTLTL
GMTALLKVSS
TROKQFNATT IPENTTLQSD
RSFQKKTRHY FIAAVERLWD
TDGSFTQPLY RGELNEHLGL

LISYEEDQRQ GAEPRKNEVK

VEDSLQLSVC
—

—
CDENTGDYYE

RNVILFSVFD ENRSWYLTEN
LHEVAYWYfL
FPFSGETVFM SMENPGLWIL
DSYEDISAYL LSKNNAIEPR
QEEIDYDDTI SVEMKKEDFD
YGMSSSPHVL RNRAQSGSVP
LGPYIRAEVE DNIMVTERNQ

PNETKTYFWK VOQHHMAPTKD

ITFLTAQTLL
EEAEDYDDDL
EDWDYAPLVL
ATQHESGILG
LPKGVKHLKD
RDLASGLIGP
IQRFLPNPAG
SIGAQTDFLS
GCHNSDFRNR
SESQONSRHPS
IYDEDENQSP
QFKKVVEQEFR
ASRPYSFYSS

EFD?KAWAYF

I
SDVDLEKDVH SGLIGPLLVC

WYFTENMERN CRAPCNIQME
L

RIRWYLLSMG SNENIHSIHF
LPSKAGIWRV ECLIGEHLHA
ASGQYGQWAP KLARLHYSGS
ARQKFSSLYI SQFIIMYSLD
IFNPPIIAR& IRLHPTHYSI
CITASSYFTN MFATWSPSKA

KVTGVTTQGV
SFTRPVVNSLD

KSLLTSMYVK
PPLLTRYLRI

Y346, Y718, Y719, Y723, Y776, Y792 : Wilg{k ; N41, N239, N757, N764, N922, N1230 : HEalfh
4 ; 8741, S743, S746, T759, T760, T765, T766, S769, S781 : FEGHAL S FIREERAL

HTNTLNPAHG ROVTVQEFAL

DPTFKENYRE HAINGYIMDT
SGHVFTVREKK EEYKMALYNL
GMSTLEFLVYS NEKCQTPLGMA
INAWSTKEPF | SWIKVDLLAP
GKKWQTYRGN { STGTLMVFFG

RSTLRMELMG CDLNS?SMPL

RLHLOGRSNA WRPQVNNPXKE

EFLISSSODG HQWTLEFQNG

HPOSWVHQIA LRMEVLG&EA
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FFTIFDETKS
LPGLVMAQDQ
YPGVFETVEM
SGHIRDFQIT
MIIHGIKTOG
NVDSSGIKHN
GMESKATSDA
WLOVDFQKTM

KVEVFQGNQD
QDLY -



AR OHE TR
N-E&EpE S
N41

Fuc(e1-6)
NeuAc(o2-3)Gal(B1-4)GleNAc(B1-2)Man{x1-6) \

Man(p1-4)GIcNAc(p1-4)GIcNAC
NeuAc(o2-3)Gal(p1-4)GleNAc(B1-2)Man(x1-3) /

N239

Man(31-4)GlcNAG(B1-4)GIcNAC

(a2-3)Gal(B1-4)GlcNAc(B1-2)Man{a1-6) \
NeuAc
(@2-3)Gal(B1-4)GleNAc(R1-2)Man(c1-3) /7

N757, N764

NeuAc(u2-3)Gal(p1-4)GIcNAC(B1-6)
N\ Fuc(o1-6)
NeuAc(a2-3)Gal(p1-4)GlcNAC(B1-2)Man(w1-8) \

Man(p1-4)GIcNAc(B1-4)GIcNAG
NeuAc(a.2-3)Gal(p1-4)GIeNAC(B1-2)Man(a1-3)

NeuAc(o2-3)Gal(p1-4)GIcNAc(B1-6)
N\ Fuc(e1-6)
NeuAc(u2-3)Gal(1-4)GIcNAG(B1-2)Man(a1-6) <

_ Man(p1-4)GlcNAc(B1-4)GlcNAc
NeuAc(m2-3)Gal(B1-4)GlcNAc(B1-2)Man(a1-3)

NeuAc(c2-3)Gal(p1-4)GlcNAC(p1-4) 7

'N922
Fuc(a1-6)

Man(1-4)GIeNAG(B1-4)GIcNAG

(aé-S)Gél(N -4YGlcNAc(B1-2)Man(c1-6) N
NeuAc, »
(0.2-3)Gal(B1-4)GIcNAc(B1-2)Man(a.1-3) /

N1230
(a1-2)Man{c.1-6) \
Man{a1-6) N
Manzs < (a1-2)Man(e1-3) 4 /Man(m -HGlcNAC(B1-4)GIcNAC
(a1-2)Man{c.1-2)Man(c1-3)
O-fEA- T8

NeuAc-Gal-GalNAc
Cra70H11355N199102196S68

JAN
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v/ bay ATz, BEEFERLE EREEE VIIEFERETHY, b ILIREEE VIO
HFD 1~764 ZHEH R U 1653~2332 FHOT7 I JBICBY T3, r/ 2 had TA77, F¥4=—X
INDAS—BREMIRIC IV EASHS. v/ s ol TATRIX, L44EOT I JEBEEND L

F NI E (TR #170,0000 THA.

Lonoctocog Alfa is a recombinant human blood coagulation factor VIII analog corresponding to amino acids 1-764
and 1653-2332 of human blood coagulation factor VIII. Lonoctocog Alfa is produced in Chinese hamster ovary

cells. Lonoctocog Alfa is a glycoprotein (molécular weight: ca. 170,000) consisting of 1,444 amino acid residues.

¥ JAN LIS ORI, 2F L LTHEELELE,

JAN
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Supplement to
WHO Chronicle, 1983,
Vol. 37, No. 6 {December)

International Nonproprietary
Names for Pharmaceutical

Substances

In accordance with para-
graph 7 of the Procedure for
the Selection of Recommended
International  Nonproprietary
Names for Pharmacuetical Sub-

stances,' notice is hereby given
that the following are selected
as recommended international
nONproprietary names.

The inclusion of a name in the

lists of recommended interna-
tional nonproprietary names does
nat imply any recommendation
for the use of the substance in
medicine or pharmacy.

Recommended International Nonproprietary Names (Rec. INN): List 232

Recommended international
Nonproprietary Name (Latin, English)

Chemical Name or Description and Molecular Formulae

acefluranolum
acefluranol

acetylleucinum
acetylleucine

acidum fosmenicum
fosmenic acid

acidum palmoxiricum
palmoxiric acid

acodazolum
acodazole

adafenoxatum
adafenoxate

aditoprimum
aditoprim

alanasinum
alanosine

~Huzasinum
fuzosin

alpiropridum
alpiropride

VO Rec. Wid Bith Org., 1955, 69, 3
(Resclunon EB15.R7); 1969, 173, 10
(Resolution EB43.Rg)

* Other Lists of recommended inter-

nauenal nonproprietary names can be
found in Chion. Wi Hith Oz, 1955,

4.4-[{1R525R)-1-ethyl-2-rnethylethylene|bis[6-flucropyrocatechol] tetraacetate

C25 H2EFZOH

N-acetyl-nL-leucine
CaH1sNO3

(3-cyclohexen-1-ythydroxymethyl)phosphinic acid

CrHwa0aP

(£ )-2-tetradecylglycidic acid
C17 H.’!?O.‘l

N-methyl-4'-[{7-mathyl-1H-imidazo[4,5-F]quinolin-9-yl)aminojacetanilide

CaoHi1sNs0

2-{1-adamantylamino)ethyl (@-chlorophenaxy)acetate

CanHzsCING:

2 4-diamino-&-[4-(dimethylamino}-2,5-dimethoxybenzyl|pyrimidine

CisHNs 02

(—)(8)-2-amino-3-{hydrexynitrasamine)propionic acid

CsHaN30a

{£)-N-[3-[{4-arming-B,7-dimethoxy-2-quinazalinyl)methylamino]propyi]tetra-

hydro-2-furamide
CisHz2sNsQa

(£])-N-[(1-allyl-2-pyrrolidinyljmethyl]-4-amino-§-(methylsulfamoyl)- o -anisamide

C1JHZENQOIS

9, 185; WHO Chromcle, 1959, 13, 126.
163; 1962, 15, 101, 1665, 19, I&5, 2¢6,
2491 1966, 20, 421; 1967, 21, 533, 1963,
12, 463, 1969, 13, 49C, 1973, 24, §526;
1971, 2§, 4763 1972, 26, 476, 1973, 17,
453, Supplements to WHO Chroncle,

rINN
1

1974, Yol 28, No. 15; 1375, Vol 29,
No. 1o; 1976, Vol. 30, No. 1¢; 1977,
Vol 31, No 10; 1978, Vol. 32, No. 10;
1979, Yol. 33, No. 10; 1980, Vol. 34,
No. 10, Vol. 35, Ne. 5, Vol. 36, No 5.



Recommended International
Nonproprietary Name (Latin, English})

Chemical Name or Description and Molecular Formulae

anipamilum
anipamil

apovincaminum
apovincamine

aratinolofum
arotinolol

aztreonamum
aztreonam

bambuterclum
bambuterol

balsalazidum
balsalazide

bendamustinum
bendamustine

bifepramidum
bifepramide

bisoprololum
bisoprolol

hithtonoloxidum
bithionofoxide

bromadelinum
bromadoline

bucladesinum
bucladesine

bucromaronum
bucromarone

butantronum
butantrone

carboplatinum
carboplatin

carmellosum
carmeilose

1=

2-[3-[{m-methoxyphenethyl)methylaminopropyl]-2-(m-methoxyph enyl}-
tetradecanenitrile
CaaHsaN202

methyl {3z, 16@)-eburnamenine-14-carboxylate or methyl (13a5,13b5)-13a-
athyl-2,3,5,6,13a,13b-hexahydro-1H-indelo[3,2,1 -de]pyrido[3,2,1-4/}[1,5]naph-
thyridine-12-carboxylate

Ca1H2aN202

(£)-8-[2-[[3-(tert-butylamino)-2-hydroxypropyl]thic]-4- thiazalyl|-2-thiophene-
carboxamide
CisH21NaB2Sa

{£)-2-[[[{2-amino-4-thiazolyl)[[{25,35)-2-methyl-4-0x0-1-sulfo-3-azetidinyl|car-
bamoyl|methylene]arminojoxy]-2-methylpropionic acid
CraH17NsQ:52

{ i}-5)-[2—(rert-butylamino)-1-hydroxyethyl]—m—pheny[ene his(dimethylcarba-
mate
C1sHzsN=05

{£)-5-[[p-[(2-carboxyethyl)carbamoyl]phenyl]lazo]salicylic acid
C17 H 15N:|05

5-[bis(2-chloroethyl)amino)-1-methyl-2-henzimidazolebutyric acid
CisH21ClNaQa

{ & )-N-[2- (diethylamino)ethyl]-c-methyl-4-biphenylacetamide
CZ'I HZSNZO

)-1-[[@-(2-isopropoxyethoxy)-p-tolyl|oxy]-3-(1sopropylamine)-2-propanal
C'Ia HII T N Oﬂ

2,2-sulfinylbis[4,6-dichlorophenol)
CizHaCls0:S

trans-p-bromo-N-[2-(dimethylamino)cyclahexy!]benzamids
CisHz1BrN:=0

N-(8-f-D-ribofuranosyl -9H-purin-6-yl) butyramide cyclic 3" 5-(hydrogen phos-
phate} 2-butyrate
C1IH24N50P

2-[4-[3-(dibutylamino)propoxy]-3,5-dimethylbenzayl|chromone
CasHar NG

10-butyryl-1,8-dihydroxyanthrone
CuHiw 0

cis-diammine(1,1-cyclobutanedicarboxylato)platinum
CEH 12N204Pt

polycarboxymethyl ether of ceilulose

rINN
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Recommended International
Nonproprietary Name (Latin, English)

Chemical Name or Description and Molecular Formulae

lorzatonum
lorzafone

magaldratum
magaldrate

mecobalaminum
mecchatamin

menabitanum
menabitan

mepixanoxum
MEpIXanox

mexafyllinum
mexafylling

mifobatum
mifobate

milacemidum
milacemide

mitindomidum
mitindomide

monoxerutinum
monoxerutin

moxanidinum
moxcnidine

murabutidum
murabutide

nabazenilum
nabazenil

nacartocinum
nacartocin

nafimidonum
nafimidone

nalmefenum
nalmefene

2-(2-aminoacetamido)-4'-chloro-2"-(a-chlorobenzoyl}- N-methylacetanilide
CiaHwClzNaQ»

aluminium magnesium hydroxide sulfate, hydrate {anhydrous)
(AfsMgm(OH]:n(SO-s}z.XHzO)

cobinamide, Co-methyl deriv., hydroxide, dihydrogen phosphate {ester), inner
salt, 3'-ester with 5 6-dimethy!-1-a-o-ribofurancsylbenzimidazole
CeaHs1CoN1a0haP

{%)-8-(1,2-dimethylheptyl)-1,3,4,5-tetra hydro-B,B-dimethyl-2-(2-prapynyl)-
2H-[1]benzopyrano[d,3-c|pyridin-10-yl o,2-dimethy!-1-piperidinebutyrate
CarHseN203

3-methoxy-4-{piperidinomethyf)xanthen-9-cne
CzoH21NO3

3-(3-cyclohexen-1-ylmethyl)-1,8-dimethylxanthine
CraH1sN«O2 .

dimethyl {p-chioro-e-hydraxybenzyl)phosphonate, dimethyl phosphate
C1 1 H 1 TCIOTPZ

2-{pentylamino)acetamide
CrH1sN20

tricyclof4.2.2.025]dec-9-ene-3,4,7 8-tetracarboxylic 3,4:7 8-diimide
CuHizN204

3,34’ b-tetrahydroxy-7-(2-hydraxyethoxy)flavone 3-[6-0-(B-deoxy-z-L-manno-
pyranosyl)-fi-p-glucopyranoside]

CasHauQO1r

4-chloro-5-(2-imidazolin-2-ylamina)-B-methoxy-2-methylpyrimidine
CsH12CINsO

2-acetamido-3-0-[(R}-1-[[[§}-1-[[{R)-3-carbamoyl-1-carboxypropyl|carba-
moyllethyl]carbamoyl]ethyl]-2-deoxy-p-glucopyranose, butyl ester
CaaHaNs 011

3-(1,2-dimethylheptyl)-7,8,9,10-tetrahyd ro-6,8,9-trimethyl-6H-dibenzo[b,d|pyran-
t-yl hexahydro-1H-azepine-1-butyrate
CasHssNOa

1-{3-mercaptopropionic acid)-2-[3-(p-ethyiphe nyl)-L-alanine]-8-(L-2-aminobu-
tyric acid)oxytocin
C-‘EH?‘IN'{IOHS

2-imidazol-1-yl-2'-acetonaphthore
CisHizN20

17-(cyclopropylmethyl)-4,5¢ -epoxy-6-methylenemarphinan-3,14-dial
Ca1HasN s

rINN
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Supplement w0
WHO Chronicle, 1983,
Vol. 17, No. 2 (April)

International Nonpropr_ietary.-

Names for Pharmaceutical -~ .

Substances

In accordance with article 3
of the Procedure for the Selec-
tion of Recommended Inter-
national Nonproprietary Names
for Pharmaceutical Substances,’
notice is hereby given that the
following names are under con-
sideration by the World Health
Organization as Proposed Inter-
national Nonproprietary Names.

Comments on, or formal
objections 10, the proposed
names may be forwarded by
any person to the Pharma-
ceuticals unit of the World
Health Organization within
four months of the date of their
publication in the WHO Chron-
icle, e.g. for List 49 Prop. INN
not later than 31 August 1983.

The inclusion of a name in the
lists of proposed international
nonproprietary names does not
imply any recommendation for
the use of the substance in medi-
cine or pharmacy.

qu;poscd International Nonproprietary Names (Prop. INN): List 49

Proposed International
Nonproprietary Name (Latin, English)

Chemical Name or Description, Molecular and Graphic Formulae
Chemical Abstracts Service (CAS) registry number

acidum egtazicum
egtazic acid

[ethylenebis{oxyethylenenitrilo)|tetraacetic acid

CiaHzaN201e 67-42-5

HOOC—CH,

CH;—COOH

N— CH—CH— 0 —CH,—CH,—0—CH,—CH,—N

HoOC—CH,”

CH_—COOH

French

Geneva 27, Switzerland

Comprehensive information on the INN pregramme can be found in- WHO Technical Report Series, No 5B1, 1975 |Nonproprietary Namas for Pharma-
ceutical Substances Twentieth Report of the WHO Expert Committee), ISBN 92 4 120681 4 {price. Sw fr 6-); an accaunt of this publication will be found
on page 24 of this Supplement (Annex 2). All names fram Lists 1-47 of Propased International Nenproprietary Names, tagather with a molecular formula
index, will be found in: International Nonproprietary Names (INN) for Fharmaceutical Substances Curmulative List No 6, 1982, World Health Organzation,
Ganeva (ISBN 524 056013 0) {pnce* Sw. fr 55 ). This publication consists, in the main, of a computer printout which groups together all the proposed
and recommended internaticnal nonproprietary names (INN)—in Latin, English, French, Russian, and Spanmish-published up to Apnl 1982 The printout alse
ndicates in which of the 47 individual lists of proposed names and 21 lists of recommended names pach NN was onginally published, and gives
references to national nonproprietary names, pharmacopoeia monographs, and other sources In addilion, the list contans molecular formulae and
Chemical Abstracts Service registry numbers. For easy reference, national nonpropretary names that differ from INN, motecular formulae, and Chemical
Abstracts Service registry numbers are indexed 10 a senes of annexes A final annex describes the pracedure for selacbing recommended INN and
outhines the general principles o be followed 1n dawising these names. All the textual matenal published in this volume appears i both English and

These publications may be obtained, direct or through booksellers, from the sales agents listad on the back cover of the WHO Chrorcle. Orders from
countries where sales agents have not yet been appointed may he addressed ta. World Health Qrganization, Distnbubion and Sales Service, 1211

} See Annex 1, p. 23

? Other lists of proposed and recommended international nonproprietary names can be found in Cumulative List No. 6, 1982.

rINN
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Proposed international Chemical Name or Description, Molecular and Graphic Formulae
Nonproprietary Name [Latin, English}) Chemical Abstracts Service (CAS) registry number

acidum fosmenicum {3-cyclohexen-1-ylhydroxymethyl)phosphinic acid
fosmenic acid CrH1:0aP 13237-70-2

aditoprimum 2 4-diamino-5-[4-{dimethylamino}-3,5-dimethoxybenzyl|pyrimidine
aditoprim CisHziNs Oz 56066-63-8
OCH,
{H,CH,N Ne_ . NH
s 2
T
T
H,CO CH]
NH,
alfuzosinum {=)- N-[3-[{4-amino-6,7-dimethoxy-2-quinazolinyl)methylamino] propyl)tetra-
alfuzosin hydro-2-furamide
CasHarNs0s 81403-80-7
NH,
OCH,
N l
Il
C H/‘CHz}s\T)\N OCH,

O
CH,

alifedrinum 1-cyclohexyl-3-[[{ x5 AR)-A-hydroxy-a-methylphenethyljamino]-1-propanone
alifedrine CiaHzzNQ2 78756-61-3

H  CHy o

o [

Qc —C— NH = CHy~ CH,— C—O

i A

OH H
2

rINN



AMENDMENTS
TO PREVIOUS LISTS

Vol 34, No. g
International Nonproprietary Names (Prop. IINN): List 44

p-22  sulmazolum replace chemical name and graphic formuia by 2-[2-methoxy-4-{methyl-
sulmazole sulfinyl)phenyl]-34-midazo[4,5-b ] pyridine
i
N
= | = [ CHa
T NH
N
OCH,
i
Vol. 35, No. g

International Nonproprietary Names (Prop. INN): List 46

p7 delete insert
disoprofolum propofolum
disoprofol propafol
I
Vol. 36, No. 2

International Nonproprietary Names (Prop. INN): List 47

p 11 delete insert
nalmetrenum nalmefenum
nalmetrene nalmefene
p. 16  eptamestrol/etamestrol replace correction under List 46 p INN (WHO Chronicle, Vol. 35, No. 5] by the
following.
p 8 delete
eptamestrolum
eptamestrol
rINN
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Supplement to
WHO Chroncle, 1982,
Vol. 36, No. 2 (April)

International Nonproprietary
Names for Pharmaceutical

Substances

In accordance with article 3
of the Procedure for the Selec-
tion of Recommended Inter-
national Nonproprietary Names
for Pharmaceutical Substances,’
notice is hereby given that the
following names are under con-
sideration by the World Health
Organization as Proposed Inter-
~~s1onal Nonproprietary Names.

L]

Comments on, or formal
objections to, the proposed
names may be forwarded by
any person to the Pharma-
ceuticals unit of the World
Health Organization within
four months of the date of their
publication in the WHO Chron-
icle, e.g. for List 47 Prop. INN
not later than 31 August r982.

The inclusion of @ name in the
hists of proposed international
nonproprietary names does not
imply any recommendation for
the use of the substance in medi-
cine or pharmacy.

Proposed International Nonproprietary Names (P’rop. IININ): List 477

Froposed International
Nonproprietary Name (Latin, English)

Chemical Name or Description, Molecular and Graphic Formulae
Chemical Abstracts Service {CAS) registry number

acidum halocrinicum
halocrinic acid

[[7-bromo-3-{o-fluorophenyt)-1,2-benzisoxazol-6-yl]oxylacetic acid

CisHaBrFNOa 72481-99-3

0 —CH,— COOH

Comgprehensiva information on the INN programme can be found in' WHO Technical Report Senes, No 581, 1976 (Nonpropnetary Names for Pharma-
ceutical Substances Twentieth Report of the WHO Fxpert Committee|, ISBN 32 4 120681 4 [price Sw fr 6 -), an account of this publication will be foung
an page 16 of this Supplement [Annex 2). All names from Lists 1-37 of Proposed Internationat Nonproprietary Names, 1ogether with a moleculat farmula
index, will be found in /nternational Nonproprietary Names for Pharmaceutical Substances Cumulative iist Ne 5, 1977, World Health Organization,
Geneva, 1977 (ISBN 92 4056011 4) {pnce Sw. fr 48-) This publication consists, in the man, of a computer printout which groups together all the
}'uposed and recommended international nonproprietary names [INN}-in Latin, Enghsh, French, Russian, and Spanish-published up to March 1977 The

_ /nntout also indicates in wiich of the 37 individual lists of proposed names and 16 lists of recommendad names, aach INN was ariginally published, and
gives references to national nonpropnetary names, pharmacopoeia monographs, and other saurces in addition, 1he list contains molecular formulae and
Chemical Abstracts Service registry numbers. For easy reference, national nenproprietary names that differ from INN, metecular formulae, and Chemical
Abstracts Service registry numbers are indexed in a sernes of annexes A final annex describes the procedure for selscting recommended INN and
outlines tha general principies to ba followed In devising these names. All the textual material published i this volume appears in both Engitsh and
French.

These publications may be cbtained, direct ar through booksellers, from the sales agents listeg on the back cover of the WHO Chronicle Orders from
countries where sales agents have not yet been appointed may be addressed to' World Health Qrganization, Distribution and Sales Service, 1211

Ganeva 27, Switzerland

! See Annex 1, p. 17.

2 Orcher lists of proposed international
nenproprietary names can be found in
Chron. Wld Hlth Org, 1953, 7, 299;
1954,8, 216, 313, 1956, 10,28; 1957, 11,
231; 1958, 12, 102; WHO Chronicle,
1959, 13, 10§, 152, 1960, 14, 168, 244}
1961, 1§, 574; 1962, 16, 385; 1963, 17,
389; 1964, 18, 413; 1965, 19, 446; 1966,
20, 216, 1967, 21, 70, 478, 1968, 112,
112, 407; 1969, 13, 183, 418, 1970, 24,

119, 413, 1971, 2§, 123, 415§; 1972, 26,
121, 414, 1973, 27, 120, 330; 1974, 2§,
133; supplements to WHO Chranicle,
1974, Vol. 28, No. g, 1975, Vol. 19,
No. 3,No.9, 1976, Vol 30,No.3,No.9g;
1977, Vol 31, No. 3, No g; 1978,
Vol. 32, No. 3, No g, 1979, Vol. 33,
No. 3, No. 9; 1980, Vol. 34, No 3,
No. 5; 1981, Vol 35, No. 3, No. 5
Lists or recommended international
nonproprietary names were published

rINN

m Chron. Wid Hith Org., 1955, 9, 185;
WHO Chronicle, 1959, 13, 106, 463,
1962, 16, 10I; 1965, 19, 16§, 206, 249,
1966, 10, 421; 1967, 21, §38; 1968, 21,
463; 1969, 23, 490, 1970, 24, §26; 1971,
25, 476; 1972, 16, 476; 1973, 27, 453;
supplements to WHQ Chronicle, 1974,
Vol. 28, No. 10; 1975, Vol. 29, No. 1c;
1976, Vol. 30, No 12, 1977, Vol 31,
No. 10; 1978, Vol. 32, No. 10; 1979,
Vol. 33, No. 19, 1980, Vol 34, No. 10;
1981, Vol. 35, No. 2.



Proposed Internationat
Nonproprietary Name {Latin, English)

Chemical Name or Description, Malecufar and Graphic Formulae
Chemical Abstracts Service (CAS) registry number

acidum iodocetylicum (123))
iodocetylic acid [123])

amitrazum
amitraz

ancarololum
ancarolol

bisantrenum
bisantrene

16-10d0-'1233/-hexadecanoic acid
CwHa 102 B4510-%)-2

"TIH,C—(CH, ], ,— COOH

N-methyl-N'-2 4-xylyl-N- (V-2 4-xylylforrmim idoyl)formamidine
CiaHzaN3 33089-61-1

CH, H.C

a 3
H,CG—N =CH— T— cH= N@—CHH
CH

a

(* )-2’-[3-[ten‘—butylamino]-2-hydroxypropoxy]-Z-furananiIide
CraHzaN204 75748-50-4

OH cH,

I I
Q—ug CH,— CH— CH,— NH— f- CH,
CH

a

9,10-a nthracenedicarboxaldehyde bis(2—imidazo|in-2—ylhydrazone}
Cz2HazNs 78186-34-2

N
H N—NH—{/
\c/
N
H/C\N—NH~<j
H

rINN



Proposed International
Nonproprietary Name (Latin, English)

Chermucal Name or Description, Molecular and Graphic Formulae
Chemical Abstracts Service (CAS) registry number

mesulerginum
mesulergine

misoprostolum
7‘30prostol

moxifadolum
moxifadol

nalmetrenum
nalmetrene

N'-(1,8-dimethylergolin-8a-yl)-M.N-dimethylsuifamide
CizH2sN40:2S 64795-35-3

[ NH—s50,——n(CH,),

(x}-methyl (1/,2R,3R)-3-hydroxy-2-[( £}-(4RS)-4-hydroxy-4-methyl-
1-octenyl]-5-oxocyclopentaneheptanoate

C22Has0s 53122-45-2
a
[+ I
ICH ) ,— C—OCH,
" HoHQ M,
I '~.CI'
; C#:\CH; \|CH?):_CHJ
HO |
H
a
a i
ICH; lg— C—0OGH,
i H HO CcH
e
_C
) o CHy NicHy),— i,
Ha

H

(zAS2RS;aRS25R)-a-
CiaHz1NOQ: 71157-61-4

17-(cyclopropylmethyl)-4,5a-epoxy-6-methylenemorphinan-3,14-diol
Ca1HasNQa

65096-26-9

(m-methoxyphenyl}-1-methyl-2-pyrrolidineethancl



110 X - FIEFOREEZEEEHDFT LD

(55)-17-(Cyclopropylmethyl)-4,5-epoxy-6-methylenemorphinan-3,14-diol (7-/LV A 7 = ),

% B sm e om
M1
= HCI- 2H0
CHy
WEE - 2R | TV 3 —  URAHE R 1T I8 1T D BB B O AR
W, RACIE TV A 7 = R & L C 1 A 10 mg Z /GO 1~2 BERFIRTICRE 0%
M- A& | 532, 2720, 1B1EETET S, 2ok, IERICEVEEBET S22 ENTED
2, 1 HEZ20mg 227202 L,
BISRSE D FRE
A O JFUA - v A 7 = YRR KRN

SR 5y B

A Y 7 vdE 10mg (1 EEFIZT VA T = UHEFREKFIY) 10.959 mg (F/1 A
7= U E LT 10mg) &)

HiA]
HERS BE 2 (mg/kg)
ELY/E:
SRR H IR i ay
~ A g 1260, 2 :200 L :30 g 500, @ :563
7k g : 300, 2 :250 L ;45 g : 800, % :910
AV o' 1225, 2 :330 g 15 %14 AL 125
]
wE | &5 B b5 HEFR MR A o
BT F 2P R
R | & | (mgkg/H) | (mgkg/H)
Zw b | 133 | JREF |0, 20, 100 | M2 : 100 | 100 mg/kg/ H LA L : MEifE G
i , 500 ), AR 37 5
i,
5238 | JREE |0, 30, 100 | "% :300 | 100 mg/kg/ H LA L : #ERECTIRE
] , 300 HEhnEn, AR A A 5
Nehs, 1R L SR
54T 2 38 U AR 3B e )
WZd Y, ZOMOMmA TR
LB N7,
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A4 X | 1338 | 5&dfl |0, 4, 20, AL 20 100 mg/kg/ B : e 151, H 1
| #& A | 100 AR IELS, BIOME 1
BT REAE 1% | ZBRSEIRAE & 72 0
ek Lz, EC, thak
FBILIANC b HERE CIRTE, %
BoH b,
52 | #RE] |0, 4, 16, 4 16 mg/kg/ H @ [ CTHLHE, JEH&E,
fH & | 64 @ .16 T B FEEENMK T3 D
776
64 mg/kg/H : MEMECHRTE, ¥
5, MECHRER, METH JEES)
KT HBNT,
RIVEFHZEELE 307 $11/432 65 =71.1%
AIVEH O FEEH 5 AIVEH O FEEH 5
RIEH BT 134 Mg - 38
(Rerk et FEEIMED F U 69 AR 30
PREEEL) fEIR 55 ISR 29
b 39
st RGBSR A
RIF - A
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=N R .
IRFTEERE S 54 R ¥ RERGESN | RRENER | whE ek L
Description and Composition of the Drug Product; . . e v S
3.2.P.1 Nalmefene HCI Film-coated Tablets 10 mg JP 4 FEPIEERY AR
Components of the Drug Product; Nalmefene HCI . . o NG S
3-2.P.2.1 Film-coated Tablets 10 mg JP i LR AR
; 1 Film-coated Tabl ; - S e Tl
3292201 Drug Product; Nalmefene HCI Film-coated Tablets . . . Wik NGk =0 (i
10 mg JP
Comparative Dissolution of Nalmefene
Hydrochloride Film-coated Tablets in Different
Media; Bioequivalence Assessment Between 'PCtab2’ . . . e NG S g
3:2.P.2.2-02 and 'ITBM'; Bioequivalence Assessment Between 20 ot LR R
mg Film-coated Tablets and 10 mg Film-coated
Tablets
Manufacturing Process Development; Nalmefene . . o v S
3.2.P.2.3 HCI Film-coated Tablets 10 mg JP 4 TR AR
3.2.P.2.4 A ae KX OViAse % — — — Esfoy HAE R AR
i i i i ; fene HCI Film- ; - s e Tl
39P25 Microbiological Attributes; Nalmefene HCI Film . . . Wik HNEE =0 (i
coated Tablets 10 mg JP
1 Film- Tabl ; - S e Tl
39P26 Compatibility; Nalmefene HCI Film-coated Tablets . . . Wik NG E =0 (i
10 mg JP
3.2.P.3.1 s — — — Edl) EE AP AR
; HCI Film- Tabl ; - S e Tl
32P32 Batch Formula; Nalmefene HC1 Film-coated Tablets . . . WAk NG E =0 (i
10 mg JP
Description of Manufacturing Process and Process
3.2.P.3.3-01 Controls; Nalmefene HC1 Film-coated Tablets 10 mg — — — TN FENE B FA & B
JP
3.2.P.3.3-02 FETREL N TR -3y hr—L — — — =N EE AP AR

1.12 ZfHER—F
1




S - > > - 3 . FEAf AR -
TE RS ZA b~V EE IR S i 1 T FRBR S i a7 AR PGS BB
Controls of Critical Steps and Intermediates; . . . . v S
3.2.P.3.4 Nalmefene HCI Film-coated Tablets 10 mg JP 4 FEPIEERY A FRE
Validation and/or Evaluation, Nalmefene film-coated e i S e e
2.P.3.5- o _ y NG AT R
3.2.P.3.5-01 tablets 10 mg, Report, Elaiapharm, JP _ i LT AR
ADDENDUM TO CMC 00026066 Nalmefene HCI . . o e S
3.2.P.3.5-02 Film-coated tablets 10 mg, Validation Report JP 4 FEPIEER AR
3.2.P4.1 Specification Selincro Excipients Compendial JP — — — TN FENE B FFA & B
32P41 Spemﬁcat.lon Selincro Excipients Non . . . Wik NG E = (i
Compendial JP
i i ipient 5 el = el
32PA42 AnalytlcaI. Procedure Selincro Excipients . . . Wik HNEE = (i
Compendial JP
) . ients Non. . - S e
32PA42 Analytlcaq Procedure Selincro Excipients Non . . . Wi NG E =0 (i
Compendial JP
32.P43 Validation of Analytical Procedure JP — — — TN FENE B FA & B
32.P4.4 Justification of Specifications JP — — — TN FENE B FA & B
3.2.P4.5 Excipients of Human or Animal Origin_JP — — — TN FENE B FA B
3.2.P.4.6 Novel Excipients JP — — — 2N FENE B FA B
3.2.P.5.1 Hiks K OB )7 1 — — — Edlg) HAE R AR
Analytical Procedure, Standard Methods, Nalmefene . . e e S
3:2.P.5.2-01 Hydrochloride Film-coated Tablets 10 mg - JP #H FEPER A
Analytical Procedure, Identification, Assay, Content
3.2.P.5.2-02 Uniformity and Degradation products, Nalmefene — — — AN FENE B FFA B
Hydrochloride Film-coated Tablets 10 mg - JP

1.12 ZfHER—F
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IRHTEEAHE 5 54 b 5 e | MBoEsT | wi wias | SR
sapsaas [ s Dbl e - - — e [ e
3.2.P.5.2-04 R I7iE (TR — — — =N FEE AP A R

Validation of Identification by UV spectroscopy
3.2.P.5.3-01 Nalmefene Hydrochloride Film-coated Tablets 20 mg — — — sk FEPNE R AT A
-JP
Validation of HPLC method for Identification, Assay,
sapssey  [Sommomy wd oo (Duniain) - S
Tablets 5, 10 and 20 mg
3.2.P.5.3-03 Validation of HPLC method for Dissolution — — — A FEE AP AT
3.2.P.54 =y hoypT — — — =N FEE AP AG R
3.2.P.5.5-01 A DFFIE — — — =N FEE AP AG R
3.2.P.5.5-02 ICH M7 Drug Substance Conclusions — — — AN FENE B FA B
Internal Risk Assessment Summary, Elemental
3.2.P.5.5-03 Impurities in Nalmefene film-coated Tablets 10 mg — — — sk FEPN B AT A
measured by ICP-OES, Lu-PF
32P.56 e il [ ;i I oo I T TGRS
3.2.P.6 Reference Standard JP — — — TN FENE B FA B
3.2.P.7 Pm K OV % — — — Eslg) R AR
3.2.P.8.1 LEMED E & 8 KO — — — Eslg) R AR
3.2.P.8.2 R D22 T PERRBRET 1 D VER K OV It — — — =N EE AP AG R
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=N R .
IRMTEERE S 54 R ¥ WEREMIN | AWENSE | e ek L
T A T = IR K FIEELO RGBT 2 A RS A - BE——
.2.P.8.3-01 o s , = %] G REAM &
3.2P8.3-0 mgOEIRIFAB (248 H) I Nk LR U2 A FLPIRER Hiai
NI, ﬁ N RGBS A 2 H KRG A4 e S s
I i B I LA iﬁ]ﬁ]: ’“iﬁ]ﬁ]: i D) A . v B LRI 2 PsdYIN
3.2.P.8.3-02 TV AT = R K T BE 10 mg D ANH R — N & 1 A2 ESl FENE R A&
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2.P.8.3- et e , = %] GR REAM &
BIPEIOI | ek I Nk L U2 A FLPIRER FAEOEY
4.2.1.1-01 Study 13: Biochemical Profile of Nalmefene unknown s A IS.EIEIH HES PR SEER
055-884-2011: In Vitro Pharmacological Profiling of 2 A A ~2 - P S vl
42.1.1-02 0 I i . (;E;IH’H . 7 S ekt
054-884-2011: In Vitro Biochemical and ) A~
4.2.1.1-03 Pharmacological Evaluation of Nalmefene (Lu I ;ﬂ?ﬁ ’El - TN FENE B FFA & B
AA36143)
Study 11: The Agonist and Antagonist Action of
4.2.1.1-04 Nalmefene in the Guinea-Pig Ileum Preparation (NF- _ — - TN FENE B 2B Gk}
2)
Study 12: In Vitro Biochemical and Pharmacological
4.2.1.1-05 Evaluation of Nalmefene, Nalmefene Glucuronide, |||} — ] Vs KNG BEEE
Nornalmefene, Bisnalmefene and A’-Nalmefene
056-884-2011: In Vitro Biochemical and ) Al ~2
4.2.1.1-06 Pharmacological Evaluation of Nalmefene-30- I ;ﬂ?ﬁ ’El - TN FENE B FFA & B
sulphate (Lu AF33153)
053-884-2011: In Vitro Biochemical and ) A~
4.2.1.1-07 Pharmacological Evaluation of Nornalmefene-30- ||| N NGzN quﬁ’ﬁ - TN FENE B FFA & B
sulphate (Lu AF33154)
Study 2: Agonist and Antagonist Actions of . P s
4.2.1.1-08 Nalmefene in Rodents (NF-1) unknown FEPEDR e
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4.2.1.1-09 Study 5: In Vivo Pharmacology of Nornalmefene I — ] TN PR SE Gk}
929-300 2011 040: Lu AA36143 Ex Vivo Receptor % A 20| 71 |Lundbeck Research | o —
- ; 2508 BEGE
4.2.1.1-10 Occupancy of Nalmefene in the Rat Brain - I H Inc 4 FEPIEERY R
063-845-2013: Determination of in Vivo Brain ) AlE~2
42.1.1-11 Opioid Receptor Binding of Lu AA36143 ] ;%IIH H. Lundbeck A/S  [¥fE5} FEPER ZEEFR
(Nalmefene) at 3 Different Doses Using LC-MS/MS
NMF.FDA 1: Evaluation of the Effect of Nalmefene 1 H@H~ . e -
- ; 2508 BEGE
4.2.1.1-12 on Limited-access Ethanol Drinking _ quﬁ’ﬁ — ot PR kot
NME.FDA 2: Effect of Oral Nalmefene on 1 A E~1 e P o
i} ; 5 BEEE
4.2.11-13 Continuous Access Ethanol Drinking _ ;ﬂ% ’El 4 FEPIEERY R
NMF.FDA 4: Repeated and Prolonged Nalmefene 1 HRH~19 . e S
42.1.1-14 Treatment I ﬁlﬂlla st PR 5B E ok
NME.FDA 3: Continued Efficacy After Nalmefene 1 HH~1 - T i
i} ; 5 BEGE
4201115 NMF.FDA . ;E;IH’H 7 SR St
BTT31-PDO088: Effects of CPH-101 in the Irwin Test 2 HH~ - e S T
~ J %: N =12 /%t S
4.2.1.3-01  Rats I zmqﬁ’a ] WSk FEPEE R FEAl A
BTT31-PD087: Effects of CPH-101 on Respiration 2 A E ~ e e S e
~ J %: S =12 /%t N
4.2.1.3-02 Rate and Tidal Volume in Rats - 23%’5 - ot PR A
BTT31-PD064: Effects of Nalmefene on Action ) HI H ~20
4.2.1.3-03 Potential Parameters in Isolated Rabbit Purkinje || | | | | %lﬂj!l g r Za i At ek
Fibers
BTT31-PD079: Effect on HERG-1 Tail Currents 2 A A ~2 e e S e e
~ J %: N =12 /%t S
4.2.1.3-04 Recorded From Stably Transfected HEK 293 Cells _ (; ﬂq H I H - i FEPETR AR
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BTT31-PD025: Cardiovascular Effects of CPH-101 2 A A ~2 e - S e Vs
2.1.3- . p +NE R AR
4.2.1.3-05 in Conscious, Telemetered Beagle Dogs - ;ﬂ?ﬁ ’El _ 4 FEPIEERY AR
Study 7: Cardiovascular Action of an Intravenous e S .
2.1.3- ) — 1 LN E BEEE
4.2.1.3-06 Dose of Nalrnefene in the Dog (NF-7) _ - 7% FEPIEERY HER
Study 4: The Effects of Nalmefene, Flumazenil and
4.2.1.4-01 the Combination of Nalmefene and Flumazenil on - — _ s PR SEER
the Induction of Seizures in Rats
90-43102: Validation of an Analytical Procedure for ) A~
42.2.1-01 the Determination of Nalmefene and Nornalrnefene - zmq HI A ' TN PR PR
From Mouse Plasma by LC-MS/MS Method
90-43103 and 90-43104: Investigation Into Storage ) Al A ~20
4.2.2.1-02 Stability of Nalmefene (NMF) and Nornalmefene (||| ﬁlﬂjgllﬁ ' TN FENE B FFA & B
(NN) in Dog and Mouse Plasma
BTT31-ADO038: Partial Validation of the ) Al ~2
4.2.2.1-03 Bioanalytical LC-MS-method for Quantification of ||| (;%IE - HESH FEPREER ATAMG 2R
Nalmefene and Nornalmefene in Rat Plasma
12383: Investigation Into the Long-term Stability of
Lu AA36143, Lu AE67947 and Lu AE67945 in Rat 2 HE B ~20 . i S
2.2.1- ’ . H. Lundbeck A/S  |¥# N R REAM &
4.2.2.1-04 EDTA Plasma Stored in Polypropylene Tubes at - _ ﬁlﬂ.lﬁ unbee 4 FEPIEERY AR
80°C
12422: Partial Validation of an Analytical Method
for the Quantitative Determination of Free Lu
AA36143 and Free Lu AE67947 in Rat EDTA 2 A E ~ . . e
2.2.1- . : . H. Lundbeck A/S  |¥# N R REAM &
4.2.2.1-05 Plasma Using Solid Phase Extraction Followed by _ 23%’5 unbee 4 FEPIEERY AR
Liquid Chromatography With Tandem Mass
Spectrometric Detection
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4.2.2.1-06

12423: Partial Validation of an Analytical Method
for the Quantitative Determination of Total Lu
AA36143 and Total Lu AE67947 in Rat EDTA
Plasma Using Solid Phase Extraction Followed by
Liquid Chromatography With Tandem Mass
Spectrometric Detection

2 HH~20
H A

H. Lundbeck A/S

R

AP AR

4.2.2.1-07

CRST 185: Determination of Nalmefene in Rabbit
Plasma

1 r—

R

A

4.2.2.1-08

90-43101: Validation of an Analytical Procedure for
the Determination of Nalmefene and Nornalmefene
From Dog Plasma by LC-MS/MS Method

2 HRH~2
H A

R

A

4.2.2.1-09

12384: Validation of an Anlytical Method for the
Quantitative Determination of Free Lu AA36143 and
Free Lu AE67947 in Dog EDTA Plasma Using Solid
Phase Extraction Followed by Liquid
Chromatography With Tandem Mass Spectrometric
Detection

2 Hi@H~2
H A

H. Lundbeck A/S

R

A

4.2.2.1-10

13059: Partial Validation of an Analytical Method
for the Quantitative Determination of Free Lu
AE67947 in Dog EDTA Plasma Using Solid Phase
Extraction Followed by Liquid Chromatography
With Tandem Mass Spectrometric

il

H. Lundbeck A/S

R

AP AR

4.2.2.1-11

12386: Validation of an Analytical Method for the
Quantitative Determination of Total Lu AA36143
and Total Lu AE67947 in Dog EDTA Plasma Using
Solid Phase Extraction Followed by Liquid
Chromatography With Tandem Mass Spectrometric
Detection

2

I

H. Lundbeck A/S

R

A
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12385: Investigation Into the Long-term Stability of
Lu AA36143, Lu AE67947 and Lu AE67945 in Dog 2 AR E~2 e - e e
’ : H. Lundbeck A/S LR RAMEE
4.22.1-12 EDTA Plasma Stored in Polypropylene Tubes at _ ;ﬂ?ﬁ ’El unebee 4 FEPIEERY AR
-80°C
ADME-110: Disposition of Nalmefene HCI in the s IS.EIEIHI
4.2.2.2-01 Rat and Dog Following Intravenous and Oral N q - sk FEP B BEER
Administration
BTT31-PD097: Concentration of Nalmefene in Rat 2 H NZ(' e - S Rl
~ J é: N =12 /@i I
4.2.22-02 Plasma After a Single Oral Administration - ﬂ%ﬂ?ﬁ HH FEPETR A
12536: Nalmefene: Disposition, Plasma Kinetics and
Biliary Excretion in Han Wistar Rats Following a 2 HRH~20 o s .
4.2.2.2-03 Single Oral Administration of 100 mg Free Base/kg | ﬁlﬂ.lﬁ h 7t PR AT EER
(10 MBg/kg) of ['*C]-Nalmefene
DAQL1000: Nalmefene Hydrochloride:
Cardiovascular Effects, Plasma Analysis and ) A~
4.2.2.2-04 Pharmacokinetic Analysis Following Single Oral and - Zm?ﬁlg TN FENE B FFA & B
Intravenous Doses in Conscious, Telemetered Beagle
Dogs
12537: Nalmefene: Disposition and Plasma Kinetics
in Beagle Dogs Following a Single Oral 2 A A~ o e =7
4.2.22-05 Administration of 4 mg Free Base/kg (4MBg/kg) of _ 2 A A 7 FEPIEORL AR
[14C]-Nalmefene
13900: Nalmefene: Feasibility Study for the In Vitro ) Al ~
4.2.2.2-06 Evaluation of Transporter-interactions With [“C]- ||| | || | Gz Zm?ﬂ’ﬁ HIZaS R AR

Nalmefene
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12535: Nalmefene: Tissue Distribution in Han Wistar
and Lister-Hooded Rats Following a Single Oral 2 HRH~20 e o~ S T
4.2.23-01 Administration of 100 mg Free Base/kg (10 MBg/kg) - %‘ﬂ.‘a h s PR AT EER
of ["*C]-Nalmefene
DD-93-053-007: Whole Body Distribution of '“C- LGt K K | . _— _—
4.2.2.3-02 sk LN ZEEFR
Nalmefene in Rats After Intravenous Administration - I H _ " f
DD-93-053-006: Serum Protein Binding and HER E
4.2.2.3-03 Blood/Plasma (Cb/Cp) Concentration Ratio - g = S.EEI I _ Wi ok 2 S A e
Determinations for '*C-Nalmefene in Rats and Dogs
BTT31-ADO036: Nalmefene Protein Binding Study 2 HE B ~20 o S S e
2.2.3- . ’ 3 PN SEAE R
422304 T AD0S I ﬁlﬂllﬁ 7 S e ekt
HRC/ANQ 60/930755: Placental Transfer and Milk 1 A~
4.2.2.3-05 Secretion Studies in the Rat After Single Intravenous - ;ﬂ?ﬁ ’El TN FENE B FFA & B
Administration
DD-93-053-005: In Vivo Metabolism of Nalmefene | Al ~1
4.2.2.4-01 in the Rat and Dog Following Intravenous ] ;ﬂ?ﬁ ’El ] sk FENE R 2B Gk}
Administration
13081: Lu AA36143 (Nalmefene): Investigation of
Metabolite Profiles in Plasma, Urine, and Faeces 5 Al ~2
4.2.2.4-02 From Han Wistar Rats, Beagle Dogs and Humans |||l ;ﬂ?ﬁlg H. Lundbeck A/S |4k KNG S G
and in Bile From Han Wistar Rats Following a
Single Oral Administration of [14C]-Nalmefene
14020: Lu AA36143 (Nalmefene): Identification and
Characterisation of Nalmefene-3-O-sulfate (Lu 2 ﬁl H~20 e - S e e
Il H. Lundbeck A/S ENEE R £
4.2.2.4-03 AF33153) and Nornalmefene-3-O-sulfate (Lu - %‘ﬂ H unbee i FEPETR AR
AF33154)
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4.2.2.4-04

17304: Lu AA36143 (Nalmefene): Calculation of
Plasma Exposures and Plasma Exposure Ratios for
['“C]-Lu AA36143 and Its Circulating Human
Metabolites in Male Han Wistar Rats, Male Beagle
Dogs and Healthy Male Subjects Following a Single

Oral Administration of ['*C]-Lu AA36143

2 H A~
2 HH

H. Lundbeck A/S

R

A

4.2.2.4-05

DD-93-053-004: In Vitro Metabolism of Nalmefene
by Rat Liver Microsomes and Precision Cut Rat Liver
Slices

il

R

SE G

4.2.2.4-06

13841: Nalmefene: Identification of the Human
Hepatic Cytochrome P450 Isoenzymes Involved in
the Metabolism of Nalmefene to Nornalmefene In
Vitro

2 AfE~2
HRH

H. Lundbeck A/S

R

A

4.2.2.4-07

13839: Nalmefene: In Vitro Evaluation of the UGT
Metabolism of Nalmefene by Recombinant Human
UGT Enzymes and Human Liver Microsomes

T

R

A

4.2.2.4-08

13278: Nalmefene: In Vitro Evaluation of the
Inhibitory Effect of Nalmefene, Lu AE67947, Lu
AE67945 and Lu AF27193 on Human Hepatic
Cytochrome P450 Enzyme Activity

2 H A~
2 H A

R

AP AR

4.2.2.4-09

14244: Nalmefene: In Vitro Evaluation of the
Inhibitory Effect of Lu AF33154 on Human Hepatic
Cytochrome P450 Enzyme Activity (XT115048)

2 Hi@H~2
H A

R

A

4.2.2.4-10

13840: Nalmefene: In Vitro Evaluation of the
Inhibitory Effect of Nalmefene on Human Hepatic
Uridine Diphosphate Glucuronosyltransferase (UGT)
Enzyme Activity

2 A ~20
HRH

R

A

4.2.24-11

13284: Lu AA36143 (Nalmefene): In Vitro
Evaluation of Nalmefene as an Inducer of
Cytochrome P450 in Fresh Cultured Human
Hepatocytes

2 H A~
2 H A

R

AP AR
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16350: Lu AA36143: In Vitro Evaluation of the ) A~
4.2.2.4-12 Inhibitory Effect of Nalmefene on Human Alcohol - qu HI H _ sk PR P R
Dehydrogenase (ADH) Activity
13901: Nalmefene: In Vitro Evaluation of the
Interaction of Nalmefene With the Human ) Al ~2
4.2.2.6-01 Transporter Proteins MDR1, BCRP, MRP2, BSEP, ([ |GGG ;ﬂ% ’El I Iz thrvie At
OATP1B1, OATPIB3, OCT1, OCT2, OAT1 and
OAT3
KP17/JF-1: A M inati ~
423.1-01 7/J cute ouse Oral LDSO Determination Of— 1 ﬂ El 1 _ %ﬂ_j:% $i|j§]£§f*;l' 5%%*}
Nalmefene A A
KP5/JF-1: Acute Mouse Intravenous LDs, 1 Al A~ . , ,
123102 i — W W [saue
Determination of JF-1 11%'! 7t FEPEDR SRR
KP3/JF-1: Acute Mouse Subcutaneous LDs 1 Al A~ . , ,
123145 o — W W [saue
Determination of JF-1 11%’5 7t FEPEDR SRR
KP18/JF-1: A Rat 1 LD, Det inati ~
423.1-04 8/J cute Rat Ora 50 DEC ermination Of _ 1 ﬂ El 1 _ %ﬂ_j:% $i|j§]£§f*;l' 5%%*}
Nalmefene A A
KP4/JF-1: Acute Rat Intravenous LDy, 1 Al A~ . , ,
123105 i — W W [saue
Determination of JF-1 11%’5 7t FEPEDR SRR
KP2/JF-1: Acute Rat Subcutaneous LDs, 1 A E~1 . , ,
123106 o — W W [saue
Determination of JF-1 ;ﬂ?ﬁl! 7t FEPEDR SRR
KP21/JE-1: Acute Rabbit Oral LDs, Determination of 1 HRH~19 . , ,
4.2.3.1-07 N s BEEE
S — T U o R
KP6/JF-1: Acute Rabbit Intravenous LDs 1 A E~1 . , ,
123108 i — W W [saue
Determination of JF-1 ;ﬂ?ﬁ ’El 7t FEPEDR SRR
KP7/JF-1: Acute Rabbi t LD ~
423109 1 Acute Rabbit Subeutancous Lbso T ST TT l |in B
Determination of JF-1 A A
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13322: Nalmefene Hydrochloride: 28 Day Dietary ) Al ~
42.3.2-01 Administration Toxicity Study in B6.129-Trp53tm1 ||| zmqﬂ’a h HESH FEPEE ZEEFR
N5 (wild-type) Mice
2202/001: Nalmefene Hydrochloride: 5-week Dietary ) Al ~2
42.3.2-02 Administration Toxicity Study in B6.129-Trp53tm1 ||| (;%IE h HESH FEPEE ZEEFR
NS5 (wild-type) Mice
4232-03 KPC/3/84: 42 Day Dose Range Finding Study in the - 1 flzlﬂ ’VIS. st NG B
o Mouse, Nalmefene H e - T
KP/13/84: Nalmefene, 14 Day Rat Dose Ranging 1 fﬁ.ﬂ ’\“19. e _— P~
4.2.3.2-04 Study ] 5 ok FENE B SHEE
KPC/2/84: 28 Day Dose Range Finding Study in the 197 ~ 198 o _— PR
4.2.3.2-05 Rat, Nalmefene N 5 sk PR ZEEE
KPC/5/C: 13 Week Oral Toxicity Study in the Rat, 1945 ~ 19 e _— s
4.2.3.2-06 Nalmefene N ﬂ% st FENE R Rt
KPC/15/C: 52 Week Dietary Study in the Rat, AjE~1 o _— s
423207 KPC/19C I ;{;I 7 S e ekt
KPI9R/JF-1 and KP10M/JF-1: Seven Day Range- H~19
4.2.3.2-08 finding Study and Thirty Day Intravenous Toxicity _ %ﬂ.‘a _ TN PR SE Gk}
Study of JF-1 in the Rat
TR . i .. e
423209 KP-1/JF-1: Suba.cute Toxicity of JF-1 Administered _ 3?& H IS.QE.H sk NGk BEYE
Subcutaneously in Rats
423210 KPC/1/84: 28-day Dose Range-finding Study in the _ fﬁlﬂ NIS. st NG B
Dog, Nalmefene
423911 KPC/4/C: Nalmefene, 13 Week Oral Toxicity Study _ flzlﬂ ’VIS. Hish NG ]
in the Dog H
KPC/6/C: 52 Week Oral Toxicity Study in the Dog, 1 E|5IHI H~19 - P S vl
4.23.2-12 Nalmefen I | sk PR R R
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KP8R/JF-1 and KP11M/JF-1: Seven Day Range- 1 Al ~1
4232-13 finding Study and Thirty Day Intravenous Toxicity _ ;ﬂ?ﬁ ’El _ TN & B SEGR
Study of JF-1 in the Dog
12662: Lu AA36143: 4 Week Oral (Dietary) 2 AR E~2 e . S e
423.2-14 o : 1 TE Rl
3 Toxicokinetic Study in Sprague Dawley Rats _ AR 4 FEPER AR
TOX-109: Plasma Concentrations of Free and e
423.2-15 Conjugated Nalmefene During the Course of a 13 |||} i%jgﬁ il h TN FENE B 2B Gk}
Week Oral Toxicity Study in the Rat
TOX-113: Plasma Concentrations of Free and PTach 9. £|5I HI
42.3.2-16 Conjugated Nalmefene at Week 52 of a One-year - I Elm h HES N E B SEGR
Oral Toxicity Study in the Rat
12372: Lu AA36143: 4 Week Oral (Capsule) 2 AR E~2 o S S s
4.2.3.2-1 e . . [=g5 R R
3.2-17 Toxicokinetic Study in Beagle Dogs - A H. Lundbeck A/S {7 FEPETR AR
TOX-103: Plasma Concentrations of Nalmefene and 1 9. £|5. A
4232-18 Nalmefene Glucuronide in the Dog During a 1 Year |||} B E h TN PR SE Gk}
Toxicity Study
4.2.3.3.1-01 5/8110: Bacterial Mutagenicity Tests on JF-1 (HCI) ||| %t A 19 = 7 ‘h TN FENE B 2B Gk}
BTT31-PD023: Nalmefene Hydrochloride: Reverse ) Al ~2
4.2.3.3.1-02 Mutation in Five Histidine-requiring Strains of - (;ﬂ?ﬁ ’El h TN NGB R R
Salmonella typhimurium
123/8405: Tests for Gene Mutation in L517BY 1 A~194 ‘ - e
42.3.3.1- . 1 Bk AEA &
3.3.1-03 Mouse Lymphoma Cells Treated With Nalmefene - ﬂ%ﬂﬁ ‘h 4 FEPIEERY AR
72/8506: Metaphase Analysis of Human 1 A NIS. e - i
42 . .l- 4 . Y RSy ENA Ry
3.3.1-0 Lymphocytes Treated With Nalmefene - E’*;?El 4 FEPIEERY AR
_ 1A~ N
4.2.3.3.2-01 27/8601: Mouse Micronucleus Test on Nalmefene ||| H AN PR RAlh
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42.3.3.2-02 JaIan: - yuogenctic Analysis of Rat Bone Marrow |y ﬂirﬂil ~l h His FEPZE A A i
423.4.1-01 El:i//{i/i;Nalmefene, 80 Week Carcinogenicity in _ ;!EFHNIS. ‘h st R ST
4234102 511;(};/2(87: Nalmefene, 104 Week Carcinogenicity in _ ngzuﬁawwl ‘h v T — T
sa3spor  [KPCIE Namefene Rar ety and Generl |y };I?ﬁ ~l ‘h 7 SR S
s e e oy e [ LPE o [
42.3.5.2-01 KP19/JF-1: Rat Teratology Study I i’!ﬁﬁlﬁﬁ‘ E ~ I HEPE R SEEE
4.2.3.5.2-02 KPC/10/84: Nalmefene, Rat Teratology Study ] ;*flﬂ ~l ‘h fZas FEAE R Al ek
423.59-03 El: g?:gr_l;;:rﬁivenous Dose Range-finding Study in _ quﬁr H~ ‘_ Wik NGk BBk
49359.04 E:ncg/iln Zfisétill(;l;lmefene, Rabbit Oral Toxicity Dose . ﬂ!ﬂi] A~19 ‘h —_ —— —
4.2.3.5.2-05 KP20/JF-1: Rabbit Oral Teratology Study I ﬁlﬂzlil =19 I vt SHEER
4.2.3.5.2-06 KPC/11/84: Nalmefene, Rabbit Teratology Study ||l ;*flﬁ ~l ‘h st FEAE R A
42.3.5.2-07 ~ ﬁg;;lfﬁ;ﬁ?‘ms Dose Range-finding Study in | gy 1132' 0 ‘_ At KPR BEYE
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1101-001: Developmental Toxicity (Embryo-fetal
Toxicity and Teratogenic Potential) Study of _ 1 H@H~ o o~ e
4.2.3.5.2-08 Nalmefene Administered Intravenously to New 1 AR H 4 FEPETR AR
Zealand White Rabbits
12703: Lu AA36143: Oral (Gavage) Toxicokinetic 2 HH~ o o~ e
4.2.3.5.2-09 Study in the Pregnant Rat ] 5 2 5 I 4N *ENE R R
BTT31-PD024: Toxicokinetics of CPH-101 ) Al ~20
423.5.2-10 Following Repeated Oral Administration in Pregnant |||l %‘ﬂlla I TN PR PR
Rabbits
KPC/12/84: Nalmefene, Rat Peri and Post Natal 1945 ~ 19 o g = e T
4.2.3.5.3-01 Study ] ﬂ% st TR R Rt
. 1 A~ e e e
4.2.3.5.4-01 KPC/16/85: Nalmefene, Rat Neonatal Toxicity Study - H AN FENE B 2B Gk}
Study 8: Nalmefene, Studies in Drug-free Rhesus Y 7 P T
4.2.3.7.4-01 Monkeys (NF-4) I ‘rus A 22N FEPN A 5k
Study 10: Studies on the Physical Dependence Y T Sy
4.2.3.7.4-02 Liability of Nalmefene in Rhesus Monkeys (NF-6) - USA 7 FEPIEORL e
423.7.4-03 Study 9: Studies on the Self Administration of unknown . st NG E BEwE
Nalmefene (NF-8)
. . FEhi A1 ; i i
4.2.3.7.7-01 KP13/IF-1: In Vitro Hemolysis Study on Nalmefenc | N | [N iéjgﬂ i &k sk SR Sz p
530-036: Acute Perivascular and Intravenous 1 A A ~1 e - .
: ; BEYGR
4.2.3.7.7-02 Irritation Study in Rabbits - ;ﬂ?ﬁ ’El i FEPETR SEH
423.7.7-03 KP12/JF-1: Intramuscular Irritation Study on _ 1 A A~ _ sk R BEYE
Nalmefene 1 A A
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184/8601: Subcutaneous Injection Tolerance Study in 1 EIEI A NIS. - . S
4.2.3.7.7-04 the Albino Rabbit, Nalmefene - ﬂ*ﬂ ot HARH BERM
185/8601: Intra-Arterial Injection Tolerance Study in e e . -
- - 1 i 2R ZHEEE
4.2.3.7.7-05 the Albino Rabbit, Nalmefene I s B 1A 1Sk FENEEEE gt
71301: Nalmefene HCI Dihydrate, Crude Nalmefene ) Al ~20
4.2.3.7.7-06 HCI, delta-7-Nalmefene, Local Lymph Node Assay in [l ﬁlﬂj!lla I Iz SRl BELER
Mice
271/8510: Delayed Dermal Sensitisation Study in the WwmE A IS.EIE.H e R Bk
4.2.3.7.7-07 Guinea Pig, Nalmefenc ] T G20 FEPREER SH LR
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