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: Elotuzumab (Genetical Recombination)

L84
DIQMTQSPSS LSASVGDRVT ITCKASQDVG TAVAWYQQKP GKVPKLLIYW
|
]
ASTRHTGVPD RFSGSGSGTD FTLTISSLQP EDVATYYCQQ YSSYPYTFGQ
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFEY PREAKVQWKV
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG
LSSPVTKSFEN RGEC
EVQLVESGGG LVQPGGSLRL SCAASGFDFS RYWMSWVRQA PGKGLEWIGE
I ]
INPDSSTINY APSLKDKFII SRDNAKNSLY LOMNSLRAED TAVYYCARPD
GNYWYFDVWG QGTLVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD
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Elotuzumab is a recombinant humanized monoclonal antibody composed of complementarity-
determining regions derived from mouse anti-human SLAM family member 7 (SLAMF7) monoclonal
antibody and framework regions and constant regions derived from human IgGl. Elotuzumab is
produced in mouse myeloma (NSO) cell line. Elotuzumab is a glycoprotein (molecular weight: ca.
148,000) composed of 2 H-chains (y1-chains) consisting of 449 amino acid residues each and 2 L-chains

(k-chains) consisting of 214 amino acid residues each.
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Tabalumab is a recombinant human IgG4 monoclonal antibody against the human B cell activating
factor belonging to the tumor necrosis factor family (BAFF), whose amino acid residue at position 231
in the H-chain is substituted by Pro. Tabalumab is produced in Chinese hamster ovary cells.
Tabalumab is a glycoprotein (molecular weight: ca. 149,000) composed of 2 H-chains (y4-chains)
consisting of 450 amino acid residues each and 2 L-chains (x-chains) consisting of 214 amino acid

residues each.
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5-[(4-Bromo-2-fluorophenyl)amino]-4-fluoro- N-(2-hydroxyethoxy)-1-methyl-1 A-benzimidazole-6-

carboxamide
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9 H-fluorene-9-carboxamide monomethanesulfonate
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1-Methylethyl N-[(9)-{[(1£)-2-(6-amino-9 A-purin-9-y1)-1-
methylethoxy]methyl}phenoxyphosphinoyl]-L-alaninate hemifumarate
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Pembrolizumab is a recombinant humanized monoclonal antibody composed of complementarity-
determining regions derived from mouse anti-human PD-1 monoclonal antibody and framework
regions and constant regions derived from human IgG4, whose amino acid residue at position 228
in the H-chain is substituted by Pro. Pembrolizumab is produced in Chinese hamster ovary cells.
Pembrolizumab is a glycoprotein (molecular weight: ca. 149,000) composed of 2 H-chains (y4-chains)
consisting of 447 amino acid residues each and 2 L-chains (k-chains) consisting of 218 amino acid

residues each.
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(4 RS)- N+-(6-Methoxyquinolin-8-yl)pentane-1,4-diamine diphosphate
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[6-Hydroxy-2-(4-hydroxyphenyl)benzolblthien-3-yl][4-(2-piperidin-1-ylethoxy)phenyllmethanone

monohydrochloride monohydrate
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In accordance with paragraph 7 of the Procedure The inclusion of a name in the lists of recom-

for the Selection of Recommended International mended infernational nonproprietary names does
Nonproprietary Names for Pharmaceutical Sub- not imply any recommendation for the use of the
stances,' notice is hereby given that the follow- substance in medicine or pharmacy.

ing are selected as recommended international

nonproprietary names.

i

(Rec. INN): List 30

Recommended International
Nonproprielary Name (Latin, English}

. Recommended International Nonproprietary Names

Chemical Name or Description and Molacular Formulae

ablukastum
ablukast

acamprosatum
acamprosate

acidum alendrenicum
alendronic acid

acidum neridronicum
neridronic acid

widum risedronicum
sedronic acid

actaritum
actarit

aloracetamum
aloracetam

( £ )-6-acetyl-7-[[5-(4-acetyl-3-hydroxy-2-propylphenoxy)penty|Joxy]-
2-chromancarboxylic acid
CEIHMOI

J-acetamido-1-propanesullonic acid
C.H,,NO,S

{4-amino-1-hydroxybutylidene)diphosphonic acid
C.H.aNO;P,

(6-aminoc-1-hydroxyhexylidene)diphasphonic acid
CeH1;NO,P,

[1-hydroxy-2-(3-pyridyljethylidene]diphasphonic acid
C,H,,NO,P,

{p-acetamidophenyljacetic acid
C!DHI 1 NO!

A-{2-(34tormyl-2,5-dimethylpyrrol-1-yl)ethyl Jacetamide
C1 1 H 1IN201

; Off. Rec Wid Hith Org., 1955, 80, 3 (Resolution EB15.R7); 1869, 1973, 10 (Resolution EB43.RS),
Other lists of recommended international nonproprietary names can be found in Cumuiative List No. 7, 1988.



Proposed International
Nonpropristary Name {Latin, English)

Chamical Nama or Description, Melecular and Graphic Formulae

alprafenocnum
alprafenone

altoqualinum
altoqualine

amocarzinum
amocarzine

artemetherum
artemether

artesunatum
artesunate

ataprostum
ataprost

atrimustinum
atrimustine

avobenzanum
avobenzone

bakaprofanum
bakeprofen

batanopridum
batanopride

hatoprazinum
batoprazine

belfosdilum
belfosdil

hemoradanum
bemoradan

brifentaniium
brifentanil

(+ )-3-[3-[2-hydroxy-3-( tart-pentylamina) propoxy]—4—methoxyphenyl]-
4’-methylpropiophenone
CasHaaNO,

(39)-T-ami no-4,5,6-triethoxy-3-[{(1A)-1,2,3,4-tetrahyd ro-6,7,8-trimethoxy-
2-methyl-1-isoquinolyljphthalide
CI7HJINIOI

4-methyl-4’-(p-nitroaniIino)lhio-1-piperazinecarboxanilide
C‘lHliN!OIS

{3R,5a5,6A,8aS,9A,1 08,12A,12aA)-decahyd ro-10-methoxy-3,8 S-trimethyl-
3.12—epoxy-12H-pyrano[4,3-;]-1 2-benzodioxepin
CuHuos

(3R,5a5,6H,BaS.9R,1OS,12H,1ZaR)-decahydro—3,6,9—trimelhyl-3.12-epoxy-1 2H
pyrano[4,3--1 2-benzodioxepin-10-ol, hydrogen succinate
CuHuOl . L

(+)-(2E,335.4H,5R,6&5’)-4—[{1E,35‘)-3—cycI%penwl-s-hydroxypropenyll-
3,3a,4,5.6.6a-hexahydro-s-hydroxy-A'“ #.%_pentalenevaleric acid
CaHy04

estradiol 3-benzoate 17-giycolate, 4-{p-[bis(2-
chloroethyl)aminalphenyl]butyrate
CanCIzNol

1-(p-tert—buty|pheny1)-3—(p~melhoxyphenyl)-1 ,3-propanedione
CNHZEOI

(i)-2-(m-benzoylphenoxy)propionic acid
CuHi0,

(x )-4-amino—5-chloro—N-[2—(diethyIamino)ethyl]-z-[(1-methylacelonyl}oxy]-
benzamide
C,7H2CIN,O,

8-(1-piperazinyl)coumarin
CiJH14N202

tetrabuty! [2-(2-phenoxyelhyl)trimethylena]diphosphonate
CaHaOrP:

{+)-7-(1 ,4,5,6-tetrahydro-4-methyI-6—oxo—3-pyridazinyl)-2H-1 J4-benzoxazin-
3{4Hh-ane
CIJH13N301

{x }-cis—N—[1-[2-(4—ethy1-5—oxm2-telrazolin-1-yl)ethyl]-S—methyl+piperidyl]-2
fluoro-2-methoxyacetanilide
CEOHZIFNIOS



Proposed International
Nonproprietary Name (Latin, English)

Chemical Name or Description, Molecular and Graphic Formulae

butenafinum
butenafine

calcipotriolum
calcipotriol

camonagrelum
camonagrel

candoxatrilatum
candoxatrilat

candoxatrilum
candoxatril

carmoxirolum
carmoxirole

cefdinirum
cefdinir

cericlaminum
cericlamine

ciclesonidum
ciclesonide

cilutazotinum
cilutazoline

clentiazemum
“entiazem

cronidipinum
cronidipine

daniquidonum
danigquidone

danofloxacinum
dancfloxacin

M-{p-tert-butylbenzyl)-M-methyl-1-naphthalenemethylamine
CaaHzN

(52,7 E,22E,24 5)-24-cyclopropyl-9,10-secochola-5,7,10(19),22-tetraene-
1a,38,24-triol
C!'I'H4DOJ

{+)-5-(2-imidazgl-1-ylethoxy)-1-indancarboxylic acid
CI.HllNEOS

{aS)-1-[(cis-4-carboxycyclohexyl)carbamoyl]-a-[ (2-methoxyethoxy)methy|]-
cyclopentanepropionic acid
CaHysNO;

(aS)}-1-[{cis-4-carboxycyclohexyl)carbamoyl]-a-[(2-
methoxyethoxylmethyl]cyclopentanepropionic acid, a-5-indany! ester
CnHiNO,

3-[4-(3,6-dihydro-4-pheny|-1{2H)-pyridyl)butyl]indole-5-carboxylic acid

CauHzN; O,

{—)-(8R.T A)-7-[2-{2-amino-4-thiazolyl)glyoxylamido}-B-oxo-3-vinyl-5-thia-1-
azabicyclof4.2.0Joct-2-ene-2-carboxylic acid, 7%-{Z)-oxime
C‘MH‘I!N!O!SE

(+)-3-(3,4-dichlorophenyl)-2-{dimethylamino)-2-melthyl-1-propancl
G12H,,CI.NO

114,16a,17,21-tetrahydroxypregna-1,4-diene-3,20-diona, cyclic 16,17-acetal
with cyclohexanecarboxaldehyde, 21-iscbutyrate
CSEHllOT

2-[[(6-cyclopropyl-m-tolyl}oxy]methyl]-2-imidazoline
CiHuNO

(+ )-cis-B-chloro-5-[2-(dimethylamino)ethyl-2,3-dihydro-3-hydroxy-
2-(p-methoxyphenyl)-1,5-benzothiazepin-4{5H)-cne acetate (ester)
C22HaaCIN,O,S

[8-(pchlorophenyl)-1,4-dioxa-8-azaspirof{4,5]dec-2-yljmethyl methyl
1,4-dihydro-2,6-dimethyl-4-(m-nitropheny|)-3,5-pyridinedicarboxylate
CaoH3,GIN,O,

B-aminoisoindolo[1,2-b]quinazolin-12(10H)-ocne
CisHuNLQ

1-cyctopropyl-6-fluoro-1,4-dihydro-7-[{15,45)-5-methyl-2 5-diaza-
bicyclo[2.2.1]hept-2-yl]-4-ox0-3-quinclinecarboxylic acid
CauHzFNyC,



Proposed International
Nonproprietary Name (Latin, English})

Chemical Name or Description, Molecular and Graphic Formulae

decitabinum
decitabine

i

desfluranum
desflurane

deslorelinum
. dsslorelin

devazepidum
devazepide

dexibuprofanum
dexibuprofen

dexrazoxanum
dexrazoxane

divaplonum
divaplon

docebenonum
docebenone

doconexentum
doconexent

dosmalfatum
dosmalfate

drofeninum
drofenine

duteplasum
duteplase

ecogramostimum
ecogramostim

ecomustinum
ecomustine

4-amino-1-(2-deoxy-f-v-erythro-pentofuranosyl)-s-triazin-2(14)-one
CyH:2N,O,

(+ )-difluoromethyl 1,22 2-tetrafluoraethyl ether
C;H.F,0

5-oxo-t-prolyl-t-hislidyl--tryptophy|-L-seryl-.-tyrosyl-o-tryptaphy l-.-lsucy|-
L-arginyl-A-ethyl--prolinamide
CHHI3N17O12

{5)-M-(2,3-dihydro-1-methyi-2-oxo-5-phenyi-1H1,4-benzodiazepin-3-yllindole
2-carboxamide
CE!HNNQOZ

{S)-(+)-p-iscbutylhydratropic acid

13" '~z '

{+)-(5)-4,4’-propylenedi-2,6-piperazinedione

c11H'II Lt}

6-ethyl-7-methoxy-5-methylimidazo[1,2-ajpyrimidin-2-yl pheny| ketons

CTTH |7N302

2-(12-hydroxy-5,10-dodecadiynyl)-3,5,6-trimethyl-p-benzoquinone

21! 1z2e%"a

{alF2)-4,7,10,13,16,19-docosahexaenoic acid
C22H3202

[uy-[{diosmin octasulfate](8-)]jtetracontahydroxyhexadecaaluminum
C!IHMAIHO‘I'SI

2-(diethylamino)ethyl a-phenylcyclohexaneacetate
CpoHaNO,

245+-methionineplasminogen activator (human tissue-lype 2-chain form
protein moiety)
C27MH4ITAND14OIEISOC

Mi-methionylcolony-stimulating factor 2 {human U937 cell protein moiety
reduced)

methyl 3-[3-(2-chioroethyi)-3-nitrosoureido]-2,3-dideoxy-a-o-arabino-
hexopyranoside
C,pH 4 CIN,O,



y
v

Proposed International
Nonproprietary Name (Latin, English}

Chemical Name or Description, Molecular and Graphic Formulae

edatrexatum
edatrexate

eflumastum
eflumast

elgodipinum
elgodipine

elsamitrucinum
elsamitrucin
)

analkirenum
enalkiren

epervudinum
epervudine

eptastigminum
eptastigmine

famciclovirum
famciclovir

fasiplonum

_fasipion

)

fedotozinum
fedotlozine

fibrinum
fibrin

finasteridum
finasteride

M[p-[1-[(2,4-diamino-6-pteridiny)methyl]propyl]benzoyl]1-glutamic acid
C!ZH!!NTOS

3-acetyl-5'-fluoro-2’-hydroxy-1 H-tetrazole-5-carboxanilide
CroHeFN:O,

2-[{p-tiuorobenzyl)methylamino]ethyl isopropyl {+)-1,4-dihydro-2,6-dimethyi-
4-[2,3-{methylenedioxy)phenyl]-3,5-pyridinedicarboxylate
CZIH:!FNZOI

10-[[2-O-(2-amino-2, 6-dideoxy-3-O-methyl-a-o-galactopyranosyl)-6-deoxy-3-C-
methyl-f-o-galactopyranosylloxy]-6-hydroxy-1-methylbenzo[A][1]-
benzopyrano(5,4,3-cde]{1lbenzopyran-5,12-dione

CMH3=N01I

(a5)-a-[(2 S)-u-(3-amino-3-methylbutyramido)-p-methoxyhydrocinnamamido]-
A ({15,2R,39)-1-(cyclohexylmethyl)-2, 3-dihydroxy-5-methylhexyl]imidazole-
4-propionamide

CasHagN, O,

2'-deoxy-5-isopropyluridine
C1:HuN,0,

M-demethyl-Atheptylphysostigmine or (3a$5,8aR)-1,2,3,3a,8,8a-hexahydro-
1,3a,8-trimethylpyrrclo[2,3-b]indol-5-y| heptylcarbamats
C21Hy3 N0,

2-[2-(2-amino-9H-purin-g-yl)ethyl]-1,3-propanediol diacetate (ester)
C1iHeN,O,

6-othyl-7-methoxy-5-methyl-2-{(5-methy|-1,2,4-oxadiazol-3-yl)imidazo-
[1.2-alpyrimidine
G1SH15N502

(+)-(R)-a-ethyl-MNdimethyl-a-[[{3,4,5-trimethoxybenzyl)oxy]methy|]|benzyl-
amine
CZEH"H NO‘

an insoluble plasma protein obtained by the action of thrombin on
fibrinogen
The source of the product should be indicated, e.g. fibrin {bovine).

M-tert-bulyl-3-oxo-4-aza-5e-androst-1-ene-17#-carboxamide
CRJHHNIOZ



Proposed International Chemical Name or Description, Molecular and Graphic Formulas
Nonproprietary Name (Latin, English)

fludecxyglucosum ("F) 2-deoxy-2-fluoro-"*F-a-o-glucopyranose

fludeoxyglucose (**F) CeHy ™FOy

flutomidatum
flutomidate

flutrimazolum
flutrimazole

fluvastatinum
fluyastatin

fosinoprilatum
fosinoprilat

fosphenytoinum
fosphenytoin

fosquidonum
fosquidone

galamustinum
galamustine

gedocarnilum
gedocarnil

gemcitabinum
gemcitabine

gevotrolinum
gevotroline

girisoparmum
girisopam

glipalamidum
glipalamide

B

ethyl (1 )-1-(p-flucro-e-methylbenzyl)imidazole-5-carboxylate

1aH13FN:O;

1-[o-fluoro-a~{ p-fluorcphenyl)-a-phenylbenzyllimidazole
C22H1IF2NI

{+)-(3A", 65" 6E)-7-[3-(p-fluorophenyl)-1-isopropylindol-2-y1]-3,5-dihydroxy-6-
heptencic acid
CaHaFNO,

(48)-4-cyclohexy!-1-[[hydroxy(4-phenylbutyl)phosphinyl]acetyl]-v-proline
CasHaNOP N !

3-(hydroxymethyh)-5,5-diphenylhydantoin, dihydrogen phosphate (ester)
C1IH1!NZOIP

benzyl 5,8,13,14-tetrahydro-14-methyl-8, 13-dioxobenz([5,6]isoindolo-
[2,1-blisoquinolin-3-yl hydrogen phosphate
CiaHi:NOP

6-[bis(2-chloroelhyl)amino]-6-deoxy-o-galactopyranose
C1oH14CINO,

isopropyt 5-{ p-chlorophenoxy)-4-(methoxymethyl)-8H-pyride[3,4-4]indole-
J-carboxylate
CaaHa CIN, O

2'-deoxy-2’, 2'-difluorocytidine
C'H“F2N304

B-fluoro-2,3,4, 5-tetrahydro-2-[3-(3-pyridyl) propyl]-1H-pyrido{4,3-b]indole
CIQHZHFNJ

1-(mchlorophenyl)-7,8-dimethoxy-4-methyl-54-2,3-benzodiazepine
CuHiGINO,

(1 )-5-methyi-A-( p-talylsuilfonyl)-2-pyrazeline-1-carboxamide
c12H15N3038



Proposed International
Nonproprietary Name (Latin, English)

Chemical Name or Description, Molecular and Graphic Formulae

icosapentum
icosapent

ioversolum
ioversol

ipazllidum
Ipazilide

isaglidolum
isaglidole

isbutyllinum

isbufyllina

isosorbidum
isosorbide

itrocinonidum
itrocinonide

laidlomyginum
laidlomycin

lavoltidinum
lavoltidine

“trazurilum

“1etrazuril

levemopamilum
levemopamil

leveliracetamum
levetiracetam

levobetaxoloium
levobetaxolol

(ai-2)-5,8,11,14, 17-eicosapentaencic acid or {a/F2)-5,8,11,14,17-
icosapentaenoic acid
CEGHNOE

N,N’-big(2,3-dihydroxypropyl)-5[N-(2-hydroxyethyl)glycolamido]-2,4,6-triiodo-
isophthalamide
CraHz4l3N; 04

M-[3-(diethylamino)propy|]-4,5-diphenylpyrazole-1-acetamide
CaHagNO

4-fluoro-2-(2-imidazolin-2-ylamino}iseindoline
Gy4H4sFN,

7-isobutyltheophylline
C-HH“N.O;

1,4:3,6-dianhydro-o-glucitol
CIH100‘

6a,9-difluorc-11f,16a,17-lrihydroxy-3-oxoandrosta-1,4-diene-17f-carboxylic
acid, ester with ethyl (5)-t-hydroxyethyl carbonate, cyclic (R)-16,17-acetal
with butyraldehyde

CZUHHIF!OI

(e5,6R,yS,25,5A,75,8R,95)-f,9-dihydroxy-z,y,2,8-tetramethyl-2-[ (28,5 5)-
tetrahydro-5-methyl-5-[(2R,38,5A)-tetrahydro-3-methyl-5-[(25,35,5R,6 R)-
tetrahydro-g-hydroxy-6-(hydroxymethy!)-3,5-dimethyl-2 H-pyran-2-yl]-2-turyl]-
2-turyi]-1,6-dioxaspiro[4.5]decane-7-butyric acid, f-propionate

CyHez0y,

1-mathyl-5-[[3-[{a-piperidino-m-tolyl)oxy]propyllamino]-1H-1,2 4-triazole-3-
methanol
CIDHIIN!OZ

{+)-[2,6-dichloro-4-{4,5-dihydro-3,5-dioxo-as-triazin-2{3 H)-yl)phenyl]{ s-fiuoro-
phenyl)acetonitrile
C.yH,CLFN,0,

(— )-(5)-2-isopropyl-5-(methylphenethylamino}-2-phenylvaleronitrile
CJJHHNE

{S}-c-ethyl-2-oxo-1-pyrrolidineacetamide
CaH1.N;0;

(— HSH1-[p-[2-(cyclopropylmethoxy)ethyi]phenoxy]-3-(isopropylamino)-
2-propanol
CuH:lNoa



Proposed International

Nonproprietary Name {Latin, English)

Chemical Name or Description, Molecular and Graphic Formulae

lidanserinum
lidanserin

losigamonum
iogigamone r

losmiprofenum
losmiprofen

melquinasium
melquinast

mequitamii iodidum
mequilamium iodide

meribendanum
meribendan

miltetosinum
miltefosine

mirtazapinum
mirtazapine

moguisteinum
moguisteine

moxidectinum
moxidectin

nardeterolum
nardeterol

natrii borocaptas (*°B)
sodium borocaptate ("B}

nebivolalum
nebivolol

neltenexinum
neltenexine

(i)-4—[3-[3-[4~{p-ﬂuorobenzoyI)piperldino]propoxy]d—methoxyphenyll-
2-pyrrolidinone
CaeHyFN:O.

(5A" )-5-[(aS)-ochIoro-a-hydroxybe nzy1]-4-melhoxy-2(5H]-furanone
C.H GO,

(i)-2-[[3-(p-chlorobenzoyn—o-tolyl]oxy]propionic acid
CnHwCqu

athyl 6-ethyl-5,6-dihyd ro—9—rnethy|-5—oxo-s-triazolo[1 ,5-cjquinazoline-
2-carboxylate
GisHuNOs

(i—)-1-melhyl-3—{phenothiazin—10—ylmethyl]quinuclidinium iodide
CaHaslNS

4.5—dihydro—5-rnethyI-S—(2—pyrazol-3—yl-5-benzimid azolyl)-3{2H)-pyridazinona
CyuHuN©

choline hydroxide, hexadecyl hydrogen phosphate, inner salt
CaHaNOLP

1,23,4,10,1 4b-hexahydro-2—methylpyrazino[2,1-a]pyrido[2.3—c] [2]benzazepine
CirH N,

ethyl (i}-2—[(o-methoxyphenoxy)melhyl]-ﬂ—oxo-a-thiazolidinepropiunate
CyHaNOsS

(6H.25S)-5—Odemethyl-23—deoxy-25—[ {E)-1,3-dimethyl-1 -butenyl]-6,28-apoxy-
23-oxomilbemycin B 23-(-methyloxime)
CQ’H“NO.

(i)-a-[[[a-(1-benzimidazolyl)-1 .1-d|methylpropyl]amino]methyl]-z-lluoro-4—
hydroxybenzyl alcohol
CaoHaFNCe

disodium ur1duacahydrornercaptr;ndodet::aborate(z-]-'“B12
1°B,,H, Na,S

a,a’-(irninodimethylene)bis[S—fluoro—Z—chroman methanol]
022H25F2N01

4’,6'-dibromo-u—[(rrans-4-hyd roxycyclohexyl)amino]-z—thiophene-
carboxy-o-toluidide
CoaHzBrN.C.5



Proposed International
Nonproprietary Name (Latin, English)

Chemical Name or Description, Molecular and Graphic Formulae

nepinalonum
nepinalane

nitacaponum
nitecapone

octentanilum
oclentanil

oxilofrinum
oxilotrine

pancopridum
pancopride

!

pantoprazolum
pantoprazole

pemirolastum
pemirolast

penciclovirum
penciclovir

pentifyllinum
pentifylline
pibaxizinum

pibaxizine

pidolacetamolum
nidolacetamol

pilsicainidum
pilsicainide

quinagolidum
quinagolide

rebamipidum
rebamipide

{ £)-3.4-dihrydro-1-methyl-1-(2-piperidinoethyl)-2(1H}-naphthalencne
CaHz:NO

3-(3,4-dihydroxy-5-nitrobenzylidene)-2,4-pentanedione
C|2H11NOI

2’-fluoro-2-methoxy-N-(1-phenethyl-4-piperidyljacetanilide
szHﬂFNzOz

erythro-p-hydroxy-a-[1-(mathylamino)ethyilbenzyl alcohal
CWHIINO!

( +)-4-amino-5-chloro-a-cyclopropyl-Ar3-quinuclidinyl-o-anisamide
C1aH2CIN,O,

5-(diflluoromethoxy)-2-{[{3,4-dimethoxy-2-pyridyljmethyl]sulfinyi]-
benzimidazole
CraHuFaN,0.5

9-methyl-3-(1 Htetrazol-5-yl)-4 F-pyrido[1,2-a]pyrimidin-4-one
CioHeNO

9-[4-hydroxy-3-(hydroxymethyl)butyl]guanine
CroH1sN;05

1-hexyltheocbromine
C1JHNN40‘I

[2-[2-[4-(diphenylmethylene)piperidino]ethoxy]ethoxy]acetic acid

2el 129 £

5-oxo-L-proline, ester with 4"-hydroxyacetanilide
CﬂlH‘llN!Ol

tetrahydro-1Hpyrrolizine-7a(5H)-aceto-2' 6'-xylidide

C17H24N2

(F)-N,N-diethyl-N-[(3A",4aA",1025")-1,2,3,4,4a,5,10,10a-octahydro-6-hydroxy-
1-propylbenzo{glquinolin-3-y|]sulfamide
C!OH:l!N!oJS

( +)-a-(pchlorobenzamido)-1,2-dihydro-2-oxo-4-quinolinepropionic acid
CsHisCINO,



Proposed International
Nonproprietary Name (Latin, English)

Chemical Name or Description, Molecular and Graphic Formulae

rifametanum
rifametane

risotilidum
risotilide

rociclovirum
rociclovir

romurtidum
romurtide

ropinirolum
ropinirole

sampirtinum
sampirtine

saralloxacinum
sarafloxacin

saviprazolum
saviprazole

secalciferolum
secalciterol

sertindolum
sertindole

sezolamidum
sezolamide

s0buzoxanum
sobuzoxane

somalaporum
somalapor

10

(25,122,14E,165175,18A,19R,20R,215,225,235,245)-1,2-dihydro-5,6,9,17,19,21-
hexahydroxy-23-methoxy-2,4,12,16,18,20,22-heptamethyl-1, 11-dioxd-2, 7-
(epoxypentadecal,1 1,13]trienimino)naphtho[2,1- bjfuran-8-carboxaldehyde,
8-azine with N A-diethylacetamide, 21-acetate

CuHuNO12

4'-lisopropyl[2-{isopropylamino)ethyl]sulfamoyl)methanesulfonanilide
C1!HZTN!04SR

2-amino-9-[[2-isopropoxy-1-{isopropoxymethyl)ethoxy]methyljpurine
C1aH2aN,04

2-acetamido-3-C-[( A)-1-[[{S)-1-[[{A}-1-carbamoyl-3-[[{S)}-1-carboxy-
S-stearamidopentyl]carbamoy]propyl]carbamoyl]ethyl]carbamoy|]ethyl]-
2-deoxy-o-glucopyranose

CMHTINIO1:

4
4-[2-(dipropylamino)ethyl]-2-indolinone

all I‘NZ

2,6-diamino-3-(p-fluorobenzylipyridine
C1!H|2FN3

6-fluoro-1-(p-fluoropheny|)-1,4-dihydro-4-oxo-7-{1-piperazinyl)-3-quinoline-
carboxylic acid
c!ﬂH17F2N305

2-[[[4—(2.2.3.3,4,4,4—heptal|uorobutoxy]-?.—pyridyI]mathyI]squinyl]-1 H-
thieno[3,4-d)imidazole
CraH1aF N, 0.5,

(52.7E,24H)-9,10—secocholesta-5,?,10(19)-triene~33,24,25—tr|ol
CarHaO;5

1-[2-[4-[5-chloro-1-{p-flusrophenyl)indol-3-yl]piperidino)ethyl]-
2-imidazolidinone
CaHzCIFN,O

{+)-(5)-5,6~dihyd ro-4-(isobutylamino)-4H-thieno[2,3-b]lhi0pyran-
2-sulfonamide 7,7-dioxide
CrHuNO.S4

4,4"-ethylensbis[1-(hydroxymaethyl)-2,6-piperazinedione] bis(isobutyl
carbonate) (ester)
czzHMN401n

Mu-alanylgrowth hormone (pig clone pPGH-1 reduced)
CanwermOn?Sr



Proposad International

Nonproprietary Name (Latin, English)

Chemical Name or Description, Molecular and Graphic Formulae

somenoporum
somenopor

suroenacrinum
suronacrine

taniplonum
taniplon

technetium (**™Tc) teboroximum
technetium (™™Tc) teboroxime

.'lidapum
tenidap

terflavoxatum
terflavoxate

thymotrinanum
thymotrinan

timirdinum
timirdine

tiracizinum
tiracizine

‘ripristonum
sripristone

trelnarizinum
trelnarizine

tropisetronum
tropisetron

troquidazolum
troquidazole

M-L-alanyl-32-de-L-glutamic acid-33-de--arginine-34-de--alanine-35-de-L-
tyrosine-36-de-L-isoleucine-37-de--proline-38-de--glutamic acidgrowth
hormone (pig clone pPGH-1 reduced)

CosaHaaaMN 23502153,

(£ )-8-(benzylamino)-1,2,3,4-tetrahydro-1-acridinol

CazoHzN2O

6,7,8,9-tetrahydro-5-methoxy-2-(5-methyl-1,2,4-oxadiazol-3-yt)imidazo-
[1,2-2]lquinazoline
C1sH1aNsO,

[bis[{1,2-cyclohexanedione dioximato)({1-)-0][{1,2-cyclchexanedicne
dioximato){2-)-Olmethylhorato(2-)-NMN N/ N N’ N "]chloro[™"Tc]tech-
netiumilil)

C1yH2sBCIN,O™ T

{Z)}-5~chloro-3-(a-hydroxy-2-thenylidene)-2-oxo-1-indolinecarboxamide
C..HyCIN,0,S

1,1-dimethyl-2-piperidincathyl 3-methyl-4-oxo-2-phenyl-4#1-benzopyran-
8-carboxylate
CZIHEINOJ

M-(N*-L-arginyl-L-lysyl)+-aspartic acid
GilH31 N‘!ol

3-(2-amino-4-chlorophenyl)-2-iminothiazalidine
CgH,oCIN,S

ethyl 5-(N.A-dimethylglycyl)-10,11-dihydro-54-dibenz[ b azepine-3carbamate

CayHasN3O5

17§-hydroxy-115-[ p-(isopropyimethylaminc)phenyl]-17-(1-propynyl)estra-
4 9-dien-3-one
C:H HJ.NOR

(E}-1-[bis(p-fluorophenyl)methyl]-4-(3,4-dimethoxycinnamyl)piperazine
C!IHMFZNIOZ

1aH,5aHtropan-3a-yl indole-3-carboxylate
C‘TH20N202

N-(3-nitro-4-quinolyl)-4-morpholinecarboxamidine
G1aH4aN5O,



FProposed International
Nonproprietary Name (Latin, English)

Chemical Name or Description, Molecular and Graph

vapreotidum
vapraotide

velnacrinum
velnacrine

vintoperolum
vintoperol

voxergolidum
voxergolide

zatebradinum
zatebradine

12

n—phenylalany[—L-cysteinyI-L-tyrosyl-n-tryplophyI—L-IysyI-
tryptophanamide cyclic (2—7)-disulfide
C!THTGN 1lolSZ

(+)-9-amino-1,2,3,4-tetrahydro-1-acridinol
CIJH1¢ Nﬂo

{(—)-{15,12bS5)-1-ethyl-1,2,3,4,6,7,12,12b-octahydroindo
1-methanol
CiaHauN0

(£)-(6aA,9R,10aRA)-4,6a,7,8,9,10a-hexahydre-7-mathy|-
6Hindolo[3,4-gh][1,4]benzoxazine
CuHaN0S

3-[3-[(3,4-dimethoxyphenathy)methylamino]propyi]-1,:
dimethoxy-243-benzazepin-2-one
CZIHEINZOS



AMENDMENTS
TO PREVIOUS LISTS

WHO Chronicle, Vol. 13, No. 12, 1959
Recommended International Nonproprietary Names (Rec. INN): List 3

p. 468 tauralkonii chloridum raplace the chemical name by the following:

lauralkonium chlorid{e benzyl[2-[p-(lauroyl)phenoxylethyl}dimethylammonium chloride

Supplement to WHO Chronicle, Vol. 39, No. 5, 1985
Recommended International Nonproprietary Names {(Rec. INN): List 25

p. 6 etomoxirum replace the chemical name by the following:
stomoxir elhyl (+)-2-[6-( p-chlorophenoxy)hexyl]glycidate

) WHO Drug Information, Vol. 2, No. 3, 1988
Recommended International Nonproprietary Names (Rec. INN}): List 28

p. 5 saruplasum replace the chemical name and the molecular formula by the following:

saruplase prourckinase (enzyme-activating) (human clone pUK4/pUK18)

CNM H3121 NEISOIN SM

WHO Drug information, Vol. 3, No. 3, 1989
Recommended International Nonproprietary Names (Rec. INN): List 29

p.- 7 muroderminum replace the molecular fermula by the following:
murodermin
CZS?HSTSNTSOIEST

13



WHO Drug Information, Vol. 12, No. 1, 1998 RECOMMENDED INN: List 39

International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names
(Rec. INN): List 39

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off Rec. Wid Health Org., 1955, 60, 3
(Resolution EB15.R7); 1969, 173, 10 (Resolution EB43.R%)], the following names are selected as Recommended
International Nonproprietary Names. The inclusion of a name in the lists of Recommended International Nonpropri-
etary Names does not imply any recommendation of the use of the substance in medicine or pharmacy.

Lists of Proposed (1-73) and Recommended (1-35) International Nonproprietary Names can be found in
Cumulative List No 9, 1996,

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMENDEES
(DCI Rec): Liste 39

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure & suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org
mond. Santé, 1855, 80, 3 (résoiution EB15.R7); 1869, 173, 10 (résolution EB43 R%)] les denominations ci-dessous
sont mises a 'étude par I'Organisation mondiale de la Santé en tant que dénominations communes internationales
proposées. L'inclusion d'une dénomination dans les listes de DCI proposées n'implique aucune recommandation en
vue de I'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d'autres listes de Dénominations communes internationales proposées (1-73} et recommandées

(1-35) dans |a Liste récapitulative No 9, 1996.

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS
(DCI Rec.): Lista 39

De conformidad con lo gque dispone el parrafo 7 del Procedimiento de Seleccion de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. OF Mund. Salud, 1955, 60, 3 (Resolucion
EB15.R7); 1868, 173, 10 (Resolucién EB43.R9)], se comunica por el presente anuncic que las denominaciones que
acontinuacion se expresan han sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas.
La inclusién de una denominacién en las listas de las Denominaciones Comunes Recomendadas no supone
recomendacion alguna en favor del empleo de la sustancia respectiva en medicina o en farmacia

Las listas de Denominaciones Comunes Internacionales Propuestas (1-73) y Recomendadas {1-35) se encuentran
reunidas en Cumulfative List No. 8, 1896.
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Discussions have recently taken place between the World Intellectual Property Organiza-
tion and WHO’s Dhivision of Drug Management and Policies regarding the protection of
International Nonproprietary Names (INN) against (mis)use as domain names on INTERNET.
These discussions were initiated wier alia m view of INN having been registered as domain
names on Internet, for purposes not necessarily related to the global identification of a specific
pharmaceutical substance to protect the safety of patients. In this regard, there have been
several reported cases where an INN-based domain name has heen registered on the Internet
and then sold to a company which had an interest in avoiding proprietary use of the INN in
question.

In order to help ensure that INN are used exclusively for the identification of a specific
pharmaceutical substance under one single, globally available name and that no party can
claim any proprietary rights to INN, a paragraph relating to INN has been proposed for
inclusion in the Trademark Dispute Resolution, Draft Substantive Guidelines concerning
Administrative Domain Name Challenge Panels. Details are available on:

hitp:/www gild-mou org/does/tracps hitm and
http:/iwww wipo.int/eng/internet/domains/index him

After further consultation, it is suggested that the text of the proposed paragraph, as
contained in clause 1 (b} of Annex B of the Guidelines, should read as follows™:

“A name published by the World Health Organization (WHO) in the Cumui-
lative List of International Nonproprietary Names for Pharmaceutical Sub-
stances (INN), and updated regularly in WHO Drug [nformation, pursuant to
World Health Assembly (WHA) Resolution 3.11 and subsequent resolutions ”

It is hoped that the inclusion of tlus paragraph will allow interested parties to challenge
the registration of a domain name “if identical or confusingly identical” to an [NN, in
particular if such a registration has been made in bad faith,

WHO would like to emphasize that its main concern is the safety of patients. Inaccordance
with WHA resolution 3.11 on Non-proprietary Names for Drugs (adopted in May 1950 by the
Third World Health Assembly), the Organization is responsible for selecting and promoting
the protection of recommended International Nonproprietary Names as a means of 1dentifying
pharmaceutical substances under one single, globally available name, in which no party can
claim any proprietary rights.

For any further information or comments, please contact the Secretariat of the INN
Programme (Division of Drug Management and Policies, World Health Organization, 20 av.
Appia, CH-1211 Geneva 27, Fax: +41 22 791 4730, e-mail: koppkubels@who.ch).

“ Based on the third revised draft of the Guidelines dated 16 January 1998.

40



WHO Drug Information, Vol 12, No. 1, 1998 RECOMMENDED INN List 39

Latin, English, French, Spanish.

Recommended INN
DC! Recommandée

DC! Recomendada

Chemical name or description, Molecufar formula; Graphic formula
Nom chimique ou description, Formule brute; Formule développée

Nombre quimico o descripeidn; Férmula empirica: Formula desarrolfada

acidum iocanlidicum ('#I)
iocanlidic acid (1231

acide locaniidique ('231)

acido 10canfidico (123))

acreozastum
acreozast

acréozast

acreozast

argatrobanum
argatroban

argatroban

argatroban

15-(p-{12Jlodophenylipentadecancic acid
acide 15-(4-['*]]iodophényl)pentadécancique
acido 15-{p['*IJiedofenil)pentadecanoico

Ca1Haa'#*102

/@/\/\/\/\/\/\/\/CQH
)

N N-(2-chloro-5-cyano-m-phenylene)bis[glycolamide]diacetate (ester)
diacétate de 2,2'-[2-chlofo-5-cyano-1,3-phénylénebis(imino)]bis{2-oxoéthyle)
gster didcetico de N, N -(2-cloro-5-clano-m-fenilen)bis[glicotamida])

C15H14CIN3Og

0 ooy 0
HsC Jko’\n/N N\H/\OJJ\CHa
0 o
CN

(2R 4R}-4-methyl-1-{{S)-N[[{RS)-1 2,3 4-tetrahydro-3-methyl-8-quinolyl]-
sulfonyljarginyllpipecolic acid

acide [2R.4R)-4-méthyl-1-[(S)-NE-[[[RS)-1.2,3 4-tetrahydro-3-méthyl-8-guinolyl]-
sulfenyllarginyllpipecalique

acide (2R 4R)-4-meti|-1-[(S)-NE-[[(RS)-1,2,3,4-tetrahidro-3-metl-8-quinalil]-
sulfonillarginil]pipecdlica
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CHazzHasNsOsS

and epimer at C*
et 'épimere en C*
y €l epimero al G

NH»

aseripidum
aseripide (2R 4R)-3-{N[[3-[(5)-1-carbaxyethyl]pheny{]carbamoyl]glycyl]-
2-(o-fluorophenyl)-4-thiazolidinecarboxylicacid 4-tert-butylester

asérnpide acide (25)-2-[3-[3-[2-[(2R,4R)-4-[(1,1-diméthyléthoxy)carbonyl)-
2-(2-fluorophényl)thiazalidin-3-yl]-2-oxoéthyl]uréida]phényl]propanoique

aseripida (2R 4R)-3-[N-[[3-[{ S}-1-carboxietil]feniijcarbamaoil]glicil]-
2-(o-fluorafenil}-4-tiazolidinacarboxilate de terc-butilo

CzeH30FN205S

HaC g %Nm/\nku COzH
chﬁ/ Y N H

H CH
GCH; Q o 3
avoterminum
avatermin transforming growth factor B3 (humany), dimer
avotermine facteur de croissance transformant g3 (humain)
avotermina factor 53 de crecimiento transformador(humang), dimero

Cy128H1702N2380326520

1
ALDTNYCFRN LEEN(FC‘J'RPL YIDFRQDLGW  KWVHEPEDYY

1
ANFICSGP(FPY LRSADTTHST VLGLYNTINP EASASP(IZCVP

1 |
QDLEPLTILY YVGRTPKVEQ LSNMVVKSCK CS8 2
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cedelizumabum
cedelizumab

cédélizumab

cedelizumab

ceftizoximum alapivoxilum
ceftizoxime alapivoxl

ceftizoxime alapivoxil

ceftizoxima alapivoxilo

celgosivirum
celgosivir

celgosivir

celgosivir

immunaglobulin G 4 (human-mouse manoclonal OKTcdrda complementary
determining region-grafted y-chain anti-human CD 4 antigen), disulfide with
human-mouse monoclonal OKTcdrd4a complementary determining region-
grafted k-chain, dimer

immunoglobuiine G 4 (chaine y de I'anticorps manoclonal de souris humanisé
OKTcdr4a dirigé contre I'antigéne CD 4 humain), dimére du disulfure avec la

chaine k de l'anticorps monoclonal de souris humanisé OKTcdrd4a

inmunoglobulina G 4 {cadena y del anticuerpo manocional humanizado de
raton OKTcdrda, dingido centra el antigeno CD4 humano), dimero del
disulfuro con la cadena « del anticuerpo monoclonal humanizado de ratén
OKTedrda

(+)-(pivaloyloxyymethyl (6R,7R)-7-[2-[2-{L-alanylamino}thiazol-

4-yllglyoxylamido]-8-oxo-5-thia-1-azabicyclo[4.2.0]Joct-2-ene-2-carboxylate 72-

(2)-(O)-methyloxime)

(+)-(6R,7R)-7-[[2-[2-[[{25)-2-aminoprepanoyl]aminolthiazol-4-yl]-2-[(Z)-
methoxyiminolacétyllamino]-8-oxo-5-thia-{-azabicyclo[4.2.0loct-2-éne-2-
carboxylate de [(2,2-diméthylpropanoyljoxylmeéthyle

(6R,7R)-7-[2-]2-(L-alanilamino)tiazolin-4-il]glioxilamido]-8-oxo-5-tia-1-
azabiciclo[4.2 OJoct-2-en-2-carboxilato de (+)-pivaloxiymetil, 72-(2)-{O)-
methiloxime)

Ca22HzeNs0s52

CHs ~ CHgy

H NH2 H

0
N/O N
3 N__N NH--R
YT
! v H H
o] 5 0

(18,68,75.8R 8aR)-octahydra-1,7,8-trihydraxy-6-indoliziny] butyrate
butanoate de {18,65,75.8R BaR)-1,7.8-trihydraxyoctahydraindalizin-6-yle
butrrato de (15.65,75 8R,BaR)-1,7, B-trihidraxiostahidre 6-indolizinilo
C42Hz-NOs
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clenoliximabum
clenohximab

clenoliximab

clenoliximab

colesevelamum
colesevelam

colésévélam

colesevelam

deltibantum
deltibant

delttbant

deltibant

immunoglobulin G 4 (human-Macaca manoclonal CE9y4PE y4-chain anti-
human antigen CD 4), disulfide with human-Macaca monoclonal CESy4PE
k-chain, dmer

immuneglobuline G 4 (chalne y4 de I'anticorps maonoclenal chimérique homme-
Macaque CE9v4PE dingé contre 'antigene CD 4 humain), dimére du disulfure
avec la chaine x de I'anficorps monoclonal chiméngue homme-Macaque
CEH4PE

inmunaoglobulina G 4 {cadena y4 del anticuerpo monoclonal quimérico
hombre-Macaca CE9y4PE dingido contra el antigena antigen CD 4 humana),
dimero del disulfuro con la cadena « del anticuerpo monoclonal quimérico
hombre-Macaca CE9y4PE

allylamine polymer with 1-chloro-2,3-epoxypropane, [6-(allylaminajhexyl]=
trimethylammonium chlaride and A-allyldecylamine

copalymére de prop-2-én-1-amine, de dodécan-1-amine et de NIV, N-
triméthyl-6-(prop-2-enylamino}hexan-1-aminium réticule a l'aide de
2-{chlarométhyl)oxirane {épichlorhydnne)

copolimero de prop-2-en-1-aming, de dodecan-1-amina y de N A A-trimetl-
6-{prop-2-enilamincjhexan-1-aminio reticulade con 2-(clerometiljoxirana
(epiclarhidrina}

p-arginykL-arginyl--prolyl-trans-4-hydroxy-.-prolylglycyl-L-phenylalanyl-
L-cysteinyl-o-phenylalanyl-L-leucyl-L-arginine, 7,7'-bis(sulfide) with
(2R.2'S)-N,N '-hexamethylenebis[2-mercaptosuccinimide]

&7 87 [hexane-1,6-diylbis[(3R,3'5)-2.5-dioxopyrrolidin-1,3-diyl)|bis[c-arginyl-
L-arginyl-L-prolyl-[(4 R}-4-hydraxy-L-prolyl]-glycyl-.-phénylalanyl-L-cystéinyl-
L-phénylalanyl-L-leucyl-L-arginine}
p-arginil-L-arginil-L-prolil-trans-4-hidroxi-L-prolilglicil-L-ferlatanl-
L-cisteinil-o-fenilalanil-L-leucil-L-arginina, 7,7'-bis(sulfura} can

(2R,2'S)-N,N -hexametilenbis[2-mercaptasuccinmida]

C128H194N4002582

D-Arg—Arg —Pro —Hyp—Gly—Phe—Cys —D-Phe —Leu—Arg
HE o

o - H
S
D-Arg —Arg—Pra —Hyp—Gly —Phe —Cys —D-Phe —Leau—Arg
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eniluracilum
eniluracil

eniluracil

eniluracilo

enlimomabum pegolum
enlimomab pegol

enlimomab pégol

enlimomab pegol

eplerenonum
eplerenane

éplérénone

eplerenona

5-ethynyluragil
5-éthynylpyrimidine-2,4{1H,34)-dione
5-etinifuracilo

CsHaNzQ:z

N._.0
Y
NH

HC
o]

immunoglobulin G 2a (mouse monoclonal BI-RR-1 anti-human antigen CD
54), disulfide with mouse monoclonal BI-RR-1 light chain, dimer, reaction
product with a-(2-carboxyethyl}-e- methoxypaly(exy-1,2-ethanediyl}

N, NN NY NT-pentakis[a-méthylpoly(oxyéthyléne)-o-
(oxypropanoyl)immunoglebuline G2a (anticorps manoclonal de souris
BI-RR-1 dirigé contre l'antigéne CD 54 humain), dimére du disulfure avec la
chaine legére de |'anticorps monoclonal de souris BI-RR-1

inmunoglobulina G 2a (anticuerpe monoclonal de ratén BI-RR-~1 dingido
contra el antigeno CD 54 humano), dimero del disulfuro con la cadena ligera
del anticuerpo de ratén BI-RR-1, producto de reaccidn con a-(2-carboxietil)-
w-metoxipoli(oxi-1,2-etanodul}

9,11 z-epoxy-17-hydroxy-3-oxa-17a-pregn-4-ene-7o, 21 -dicarboxylic acid,
y-lactone, methyl ester

(2'R)-9,11c-epoxy-3,5'-dioxo-4',5'-dihydrospiro[androst-4-éne-17,
2'(3H)-furanel]-Tu-carboxylate de méthyle

éster metilico de la y-lactona del acido 9,11e-epoxi-17-hidroxi-3-oxo-
17a-pregn-4-en-7o,2 1-dicarbexilico

Ca4Hac0z
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felvizumabum
felvizumab

felvizumab

felvizumab

follitropinum beta

follitropin beta

follitropine béta

folitropina beta

fudosteinum
fudosteine

fudostéine

fudosteina

immuneglobulin G 1 {(human-mouse monoclonal, y-chain anti-respiratory
syncyhal virus), disulfide with human-mouse monoclonal k -chain, dmer

immunoglobuline G 1 {¢chaine y de l'anticorps monoclonal de souris humanisé
dirngé contre le virus syncytial respiratoire), dimére du disulfure avec la
chaine x de I'anticerps monoclonal de souris humanisé

inmuneglobulina G 1 (cadena y del anticuerpo moneclonal humanizado de
ratdn, dirigido contra el virus sincitial respiratorio}, dimero del disulfuro con la
cadena . del anticuerpe humanizado de ratén

follicle-stimulating hormane, glycoform i

c-subunit:

cherionic gonadotropin (human c-subunit protein moiety reduced)
p-subunit:

follicle-stimulating hormone (human p-subunit protein maiety reduced)

hormone folliculo-stimulante, ferme glycosylée )

sous-unité o

gonadotropine chorionique (partie protéique réduite de la sous-unité «
humaine)

sous-unité p:

hormone folliculo-stimulante (partie pretéique réduite de la sous-umité p
humaine)

hormona estimulante del foliculo, glicoforma

subunidad o:

gonadotropina corionica (fraccién proteica reducida de la subunidad
o humana)

subunidad p.

hormona estimulante del foliculo (fraceién proteica reducida de la
subunidad )

o. CaarHeazMN1220134513

3: CsanHe33N1450171513

APDVQDCPEC
LRSKKTMLVQ
ACHCSTCYYH
NSCELTNITI
DEARPKIQKT
QCHCGKCDSD

TLQENFFFSQ
KNVTSESTCC
K&

AIEKEECRFC
CTFKELVYET
STDCTVRGCLG

PGAPIT.QCMG
VAKSYNRVTV

ISINTTWCAG
VRVPGCAHHA
PSYCSFGEMK

{(-)-3-[(3-hydroxypropyl)thio]-L-alanine

CCFSRAYPT
MGGFKVENH

YCYTRDLVY
DSLYTYPVA
E

(-)-acide (2R)-2-amino-3-[(3-hydroxypropyl)sulfanyllpropanoique

(-)-3-{(3-hidroxipropil)tic]-L-alanina
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gavestinelum
gavestine]

gavestinel

gavestinel

glufosfamidum
glufosfamide

glufosfarmide

glufosfamida

infliximabum
infliximab

Iinfliximab

infiximab

CeH1aNGsS

HD/\/\S/\,( coH

H NHp

4,6-dichloro-3-[(E)-2-(phenylcarbamoyl)vinyl]indale-2-carboxylicacid

acide 4,6-dichloro-3-[(E)-2-(phénylcarbamoyl)éthényl]-1H-indole-2-
carboxylique

acido 4,6-dicloro-3-[(E)-2-(fenilcarbamoilivinilfindol-2-carboxilico

C1aH12C1N203

COzH

\ N

. 209

f-p-glucopyranose 1-[NN '-bis{2-chloroethyl)phospharodiamidate]

H
N

N N-bis{Z-chloroéthyl)phosphorodiamidate de (-p-glucepyranosyle
1-[N.N *-bns(2-cloroetil)fosforediamidato] de B-o-glucopirancsa
C1oH21CLzN207P

Cl
e

CH5CH O§P/
-~

Qo B

HN
CH —\—CI

OH

HO

immuneglobulin G (human-mouse menoclonal cAZ2 heavy chain anti-human
tumor necrosis factar), disulfide with human-mouse monoclonal cA2 light
chain, dmer

immuneglobuline G (chaine lourde de I'anticorps monoclonal chiménque
homme-souris cA2 dirigé contre le facteur de nécrose tumorale humain),
dimére du disulfure avec la chaine [égére de 'anticorps monaclonal
chimérigue homme-souris cA2

inmunoglobulina G (cadena pesada de!l anticuerpe menoclonal quimérico
hombre-ratdn cAZ dirigido contra el factor de necrosis tumeral humano),
dimere del disulfuro con |a cadena ligera del anticuerpo monoclonal
quimerico hambre-ratén cA2
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interferonum alfacon-1
interferon alfacon-1

interféron alfacan-1

interferon alfacen-1

lanepitantum
lanepitant

lanépitant

lanepitant

licostinelum
licostinel

licostinel

licostinel

N-t-methionyl-22.-L-arginine-76-L-alanine-78-L-aspartic acid-79-L-glutamic
acid-86-L-tyrosine-90-L-tyrosine-156-Lthreonine-157-L-asparagine-
158-L-leucineinterferon a1 (hurman lymphoblast reduced)

N-.-méthionyl{22-L-arginine-76-L-alanine-78-L-acide aspantique-79-L-acide
glutamique-86-L-tyrosine-30-L-tyrosine-156-L-thréonine-157-L-asparagine-
158-L-leucing]interféron o1 (lymphoblastique humain réduit)

N-L-metionil-22-L-arginina-76-L-alanina-78-a4cido L-aspartico-79-acido
L-glutdmico-86-L-tirosina-80-L-tirosina-156--treonina-157-L-asparagina-
158--leucinainterferon o1{linfoblastico humano reducide)

CeroH1268Nz35025959

MCDLPQTHSLG NRRALILLAQ MRRISPFSCL KDRHDFGFEQ

EEFDGNQFQK AQATISVLHEM IQQTFNLFST KDSSAAWDES
LLEKFYTELY QQINDLEACV IQEVGVEETP LMNVDSILAV
KKYFQRITLY LTEEKKYSPCA WEVVRAEIMR SFSLSTNLQE
RLRERKE

N-[(R)-2-indol-3-yl-1-[[N-{o-methoxybenzyl)acetamido] methyllethyl] [1.4'-
bipipendine]-1'-acetamide

N-[(1R)-1-[[acétyl{2-méthoxybenzyljamina]méthyl]-2-(1H-indo-3-yl)ethyl]-
2-(1,4'-bipipéridin-1'-yljacétamide

N-[(R)-2-indol-3-I-1-[[V-(a-metoxibencil)acetamido]metilletil] [1,4'-bipipendinal-
1'-acetamida

CaaHasNsOs

6,7-dichiore-1,4-dihydro-5-nitro-2, 3-quinoxalinedione
&,7-dichloro-5-nitro-1,4-dihydroquinoxaline-2,3-diane

&,7-dicloro-1,4-dihidro-5-nitro-2,2-quinoxalinadiona
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lumefantrinum
lumefantrine

luméfantrine

lumefantrina

milacainidum
milacainide

milacainide

milacamnida

CaHaClN:O:
H
cl N:Iio
cl N0
No, H

(£)-2,7-dichloro-8-[{Z£)-p-chlorobenzylidene]-¢[({dibutylamino}methylfluorene-
4-methanal
(1RS)-2-(dibutylamino)-1-[(Z)-2,7-dichloro-3-(4-chlorobenzylidéne)-
89H-flupren-4-y(]éthanol
(£)-2,7-dicloro-9-[(2)-p-clorohencilidenc]-a[(dibutilamino)metil]flucreno-
4-metanal

CacHz2ClaNO

and enantiomer
et énantiomére
¥ enantiomero

(-)-(R}-2-amino-N-[3-(3-pyndyl)propyl]-2',6'-propicnoxylidide
(-)-(R)-2-amino-AN-(2 5-diméthylphényi)-AN-[3-(pyridin-3-y[)propyl]propanamide
{-)-(R)-2-amino-N-[3-(3-pindfypropil]-2',6"-propionoxiidida

CigHzeN20
H NH:
N
N 8]
| HaC™ ™ CHg
e N /l
HaG™
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mivobulinum
mivobulin

mivobuline

mivobulina

nateglinidum
nateglinide

natéghnide

nateglimida

nonacogum alfa
nonacog alfa

nonacog alfa

nanacog alfa

oberadilolum
oberadilol

obéradilol

oberadilol

ethyl {S}-5-amino-1,2-dihydro-2-methyl-3-phenylpyrido[3,4-b]pyrazine-
7-carbamate

[(28)-8-amino-2-méthyl-3-phényl-1,2-dihydropyrido[3,4-b]pyrazin-
7-yllcarbamate d'éthyle

({5)-5-amino-1,2-dhidro-2-metil-3-fenilpirido [3,4-blpirazina-7-carbamato de
etilo

C17H1sNs02
NH;
zN | NSO
HaC
WIS N)ko/\CHg
H o H

{-)-N-[{trans-4-isopropylcyclohexyljcarbony!-o-phenylalanine

(-)-acide (2R)-2-[[[trans-4-(1-méthyléthyl)cyclohexyllcarbonyl]lamino]-
3-phénylpropancigue

(-}-N-[{trans-4-isopropilciciohexilicarbonil]-o-fenilalanina

C1oH27NOa

blood-coagulation factar IX (human), glycoform o
facteur |X de coagulation sanguine humain, glycoforme «

factor |X (humano) de la coagulacién sanguinea, forma glucosilada o

{(£)-4-chloro-2-[3-[[1, 1-dimethyl-2{p-(1.4,5,6-tetrahydro-4-methyl-6-oxo-
3-pyndazinyljanilinolethyllamino}-2-hydroxypropoxylbenzonitrile

4-chloro-2-[3-[[1, 1-dimé&thyl-2-[[4-(4-mé&thyl-6-0x0-1,4,5,6-tétrahydropyridazin-
3-yl)phényl]laminc]éthyllaminol-2-hydroxypropoxylbenzonitrile

(£)-4-cloro-2-[3-[[1,1-dimetil-2-[p-(1,4,5 6-tetrahidro-4-metil-6-oxo-
3-piridazmil)anilino]etil]aminoc]-2-hidroxipropoxilbenzonitrilc
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CasH30CINsOa

HzC 0]
% NH
CN OH |y N
0 N
A S
HaC ©CHaH
cl
opanixilum
opanixil 4-amino-2-(4 4-dimethyl-2-oxo-1-imidazolidinyl)-N-ethyl-r, a, a-trifluoro-
5-pyrimidinecarboxy-m-toluidide
opanixil 4-amino-2-(4,4-diméthyl-2-axoimidazolidin-1-yl)-N-éthyl-
N-[3-{tnfluarométhylyphényllpyrimidin-5-carboxamide
opanixilo 4-amino-2-{4 4-dimetil-2-oxo-1-midazolidinil)-N-etil-o, ., a-trifiuoro-
S5-pirmidinacarboxi-rr-toluidida
C1sH21FaNsO2
NH, O
N7 | N" CHs
PN
HsC N N
HaC
* N CFa
H G
oraziponum
orazipone 3-[p-{methylsulfonyl)benzylidene]-2 4-pentanedione
orazipone 3-[4-(méthylsulfonyl)benzylidéne]pentane-2,4-dione
orazipona 3-[p-(metilsulfoni}benciliden]-2 4-pentanadiana
CaH14048
Q Q
Hal CHa
H3C.~S
P/
o Q
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pegmusirudinum
pegmusirudin

pegmusirudine

pegmusirudina

pifonakinum
pifenakin

pifonakine

pifanakina

L-valyl-L-valyl-L-tyrosyl-L-threonyl- L-c-aspartyl-L-cysteinyl-t-threonyl-
L-n-glutamyl-L-serylglycyl-L-glutaminyl-L-asparaginykL-leucyl-L-cysteinyl-
L-leucyl-L-cysteinyl-L-a-glutamylglycyl-L-seryl-L.-asparaginyl-L-valyl-
L-cysteinylglycyl-L-glutamylglycyl- L-asparaginyl-NS-carboxy-L-lysyl-L-cysteinyl-
L-isoleucyl-L-leucylglycyl-L-seryl-Nf-carboxy-L-lysylglycyl-L-a-glutamyl-
L-arginyl-L-asparaginyl-L-glutaminyl-L-cysteinyl-L-valyl-L-threonylglycy!-
L-z-glutamylglycyl-L.-threcnyl-L-prolyl-L-arginyl-L-prolyl-L-glutaminyl-
L-seryl-L-histidyl-L-asparaginyl-L-c-aspartylglycyl-L-z-aspartyl-L.-phenylalanyl-
L-a-glutamyl-L-e-glutamyl-L-1soleucyl-L-prolyl-L-c-glutamyl-L-a-giutamyl-
L-tyrosyl-L-leucyl-L-glutamine cyclic (6 —14), (16 —28), {22— 39)-
tris(disulfide), 27,33-diester with polyethylene glycol menoethyl ether

NE 2T N 33 pis[e-méthylpoly (oxyéthyléne)-a-(oxycarbonyl}]-[33-L-lysine-
36-L-arginine-47-L-arginine]-0%-désulfohirudine (hirudo medicinals)

L-valil-L-valil-L-tirosil-L-treonil- L-a-aspartil-L-cisteinil-L-treonil-L-o-glutamil-
L-senlghclil-.-glutaminil-.-asparaginil-L-leucil-L-cisteinil-L-leucil-L-cisteinil-
L-a-glutamilglici-L-seril-L-asparaginil-L-valil-L-cisteinilglicil-L-glutamilglicil-
L-asparaginil-Nf-carboxi-L-lisil-L-cisteinil-+ -isoleucil- -leucilglici-L-seri-Ne-
carboxi- L-lisilglicil-t-c-glutamil-L-arginil-L-asparaginil-L-glutaminil-L-cisteinil-
L-vall-.-treoniglicil-L-a-glutamulgheil-L-treonil-L-prolil-L-arginil-L-prolil-
L-glutaminil-L-seril-.-histidil-L-asparagini-L-a-aspartilglici-L-c-aspartil-
L-fenilatanil-L-a-giutamil-L-a-glutamil-L-isoleucil-L-prolil-L-o-glutamil-
L-ee-glutamil-L-tirosii-L-leuci-L-glutamine tris{disulfuro) ciclice (6 —»14),

(16 —»28), (22— 39), 27 33-diester con polietilen glicol manoetil eter

(C2H4O)n (C2HaO)n CaozHas1NasO1125e

Val~-val-Tyr-Thr—Asp— Cys Thr~Glu-Ser— Gly Gln—-Asn—Leu-Cys—Leu-

H3C{ /\/},O\r

Cys —Glu-Gly—Ser—Asn —Val—Cys —Gly-GIn-Gly—Asn —Lys —Cys -lle-Leu-
20

ON?/O{‘/\O}'SHB L_.‘ v

Gly—-Ser—Lys —Gly—Glu—Arg —Asn —GIn-Cys -Val —Thr—Gly—Glu—Gly—Thr-
40

Pro -Arg —Pro —Gin-Ser-His-Asn —Asp —Gly—Asp -Phe—Glu—Glu-lle-Pro—
50 &0

Glu=Glu-Tyr~Leu—GIn

36-L-aspartic acid-141-L-serineinterleukin 1 (human clone p10A)
[36-acide 1-aspartique-141-L-sénnelinterleukine 1o {clone humain p10A)

36-1-acido aspartico-141-L-sennainterleuquina e (clon humano p10A)
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pleconarilum
pleconaril

pléconaril

pleconariio

pralmaorelinum
pralmorelin

pralmoreéline

pralmorelina

promazinum
promazine

promazineg

promazina

SAPFSFLSNV
TAAALHNLDE
VTAQDEDQEV
YFTSVAHPNL

KYNFMRIIKY
AVKFDMGAYK
LLKEMFEIPK
FIATKQDYWV

EFILNDALNQ
SSKDDAKITV
TITGSETNLL
SLAGGPPSIT

SIIRADDQYL
ILRISKTQLY
FFWETHGTKN
DFQILENQA

34-[3-{3-methyl-5-isoxazolyl)propoxy]-3.5-xylyl}-5-{triflucromethyl)-

1,2,4-oxadizole

3-[3,5-diméthyl-4-[3-(3-méthylisoxazol-5-y)propoxy]phényl]-5-
{tnflugrométhyl)-1,2,4-oxadiazole

3-[4-[3-(3-metil-5-1soxazelil)propoxi]-3,5-xilil]-5- (triflucrometil)-1,2,4-oxadizol

CisH1aF3Na03

O~n
FaC—{ 1
N

CH3

CHa

p-alanyl-3-(2-naphthyl}-o-alanyl-L-alanyl-L-tryptop hyl-o-phenylalanyl-

L-lysinamide

o-alanyl-[3-(naphtalén-2-yl)-o-alanyl]-L-alanyl-L-tryptophyl-p-phénylalanyl-

L-lysinamide

o-alanil-3-{2-naftil}-s-alanil-_-alanil-u-triptofil-o-ferilalaml-.-lisnamida

CusHssN=Q5

2-Ala—D-Ala—Ala —Trp—0-Phe —Lys —NH,

10-(3-dimethylaminopropyliphenotniazine

{dimé&thylamine-3-propyl)-10-aza-1-phénothiazine

10-(3-dimetilaminopropilifanotiazina
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rituximabum
ntuximab

rituximab

ntuximab

rivastigminum
rivastigmine

rivastigmine

rivastigmina

roflumilastum
roflumilast

roflumilast

roflumilast

Ci7H2oN2S
N/\/\N/CHa
|
5 o CHg3
2

immunoglobulin G 1 (human-mouse monoclonal IDEC-C2B8 y1-chain anti-
human antigen CD 20}, disulfide with human-mouse monoclonal IDEC-C2B8
«-chain, dimer

immunoglobuling G1 (chaine y1 de I'anticorps menoclonal chimérique
hemme-souris IDEC-C2B8 dingé contre 'antigéne CD20 humain), dimére du
disulfure avec la chaine x de 'anticorps monoclonal chimérique homme-
souns IDEC-C2B8

inmunoglobulina G 1 {cadena y1 del anticuerpo monoclonal guimérico
hombre-ratén IDEC-C2BB dingido contra el antigeno CD 20 humano), dmero
del disulfuro con la cadena « del anticuerpo monoclonal quimerico hombre-
raton IDEC-C2BB

{(-}-m-[{S)-1-(dimethylaminc)ethyllphenyl ethylmethylcarbamate
(-}-éthylméthylcarbamate de 3-(1S)-1-(diméthylarmino)éthyl]phényle
etiimetilcarbamato de (-)-m-{(S)-1-(dimetilameo)etillfenilo

C1aHa2zN20z

H CH3

VT

3-{cyclopropyimethaxy)-N-(3,5-dichioro-4-pyridyl)-4-(difiuaromethoxy)=
benzamide

3-(cyclopropylméthoxy)-N-(3,5-dichloropyrdin-4-yl)-4-(difluorométhoxy)=
henzamide

3-(cicloprapilmetoxi)-N-(3, 5-dicloro-4-pindil)-4-(diflucrometoxi)benzamida
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roxifibanum
raxifiban

roxifiban

roxifiban

sevelamerum
sevelamer

sévelamer

sevelamero

sibrafibanum
sibrafiban

sibrafiban

sibrafiban

C17H14C]2F2N203

(28}-3-[2-[{5R)-3-(p-amidinophenyl)-2-1soxazolin-5-yl] acetamido]-
2-{carboxyamino)propionic acid, 2-butyl methyl ester

(25)-3-[[2-[{(6R)-3-(4-carbamimidcylphényl}-4, 5-dihydrolsoxazol-
5-yl]acétyllamino]-2-[{butoxycarbonyljamino]propanoate de méthyle

2-butii metil éster del acido (25)-3-{2-[{5R)-3-(p-amidinofenil)-2-isoxazolin-
5-illacetamido]-2-(carboxiamino)prapidnico

C21HzeN50s

HsN

I ‘-H/(”J\ /\j\\ ~GH3
N-_O - N ¢ &)

H Ii<NH
HaC 0
N Y

allylamine polymer with 1-chloro-2,3-epoxypropane

copolymére de prep-2-én-1-amine et de 1,3-bis(prap-2-énylamino)propan-
2-ol

copolimero de prop-2-en-1-aming y de 1,3-bis{prop-2-enilamina)propan-2-cl

ethyl {(Z)-[[1-[N-[{p-hydroxyamidino)benzoyl]-L-alanyl]-4-piperidylJoxy] acetate

[[1-[(23)-2-[[4-[(Z)-amino{hydraxyimino)méthyl benzoyllamino]propanoylj=
piperidin-4-ylloxylacétate d éthyle

(Z)-[[1-[N-[(p-hidroxiamidine)benzoi(]-L-alanil]-4-pipendiljoxi] acetato de etilo
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tazomelinum
tazomeline

tazomélne

tazomelina

terestigminum
terestigmine

térestigmine

terestigmina

CzoH28N40Os
0
o
O H CHy Q/ 0" CHa
; N
N/%,
H
N o}
HO™
NH2

3-[4-(hexylthio}-1,2 5-thiadiazal-3-yl]1,2,5,6-tetrahydro-1-methylpyridine
3-[4-thexylsulfanyl}-1,2 5-thiadiazol-3-yl]- 1-méthyl-1,2,5, 6-tétrahydiopyridine
3-[4-thexltio)-1,2,5-tiadiazel-3-11]1,2,5,6-tetrahidro- 1-metilpiridina
CraHaaNa52

G
N
S/\/\/\
= A CHa
I N
N-g

{(4aS,9a5)-2,3 4, 4a,9 9a-hexahydro-2 4a,9-tnmethyl-1,2-oxazine[6, 5-blindol-
B-y! heptylcarbamate

heptylcarbamate de {4aS,9aS)-2.4a,9-triméthyl-2,3,4.4a,9,9a-hexahydro-
1,2-oxazino[8,5-blindol-6-yle

heptilcarbamato de (425,9a5)-2,3,4,4a,9,%a-hexahidro-2,4a,5-trimetil-
1,2-oxazino[6,5-blindol-6-ilo

Cz21H33N303
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trecovirsenum
trecovirsen

trécovirsen

trecovirseno

upenazimum
upenazime

upénazime

upenazima

P-thiothymidylyl-(5'53"-2'-deoxy-P-thiocytidylyl-(5'—»3")-P-thiothyrmidylyl-
{5'>3")-P-thiothymidylyl-(5—»3"}-2'-deoxy-P-thiccytidylyl-(5'—>3"-2'-deoxy-P-
thiocytidylyl-(5'—3')-P-thiothymidylyl-(5'—3")-2-deoxy-P-thiocytidylyl-(5'—3")-
P-thiathymidylyl-(5'>3"-2'-deoxy-P-thiocytidylyl-(5'»3")-P-thiothymidylyl-
{5'>3")-2'-deoxy-P-thiocytidylyl-(5— 3"}-FP-thiothymidylyl-(5'—3")-2'-deoxy-P-
thioadenylyl-(5'—>3"-2"-deoxy-FP-thiocytidylyl-(6'—3")-2"-deoxy-F-thiocytidylyl-
{5'>3")-2"-deoxy-P-thiocytidylyl-(5'—»3"}-2'-deaxy-P-thioadenylyl-(5'»3')-2'-
deoxy-P-thiacytidylyl-(5'—>3")-2'-deoxy-P-thioguanylyl-(5'—»3")-2'-deoxy-P-
thiocytidylyl-(5'—3")-P-thiothymidyly-(5'—»3')-2-deoxy-P-thiocytidylyl-(5'—~3')-
P-thiothymidylyl-(5'—3")-2'-deaxycytosine

P-thiothymdylyl-(5'—>3'}-2'-désoxy-P-thiocytidylyl-(5'—=3")-P-thiothymidylyl-
(5'—=3")-P-thiothymidylyl-(5'—3')-2"-désoxy-P-thiocytidyly-(5'—3")-2"-désoxy-P-
thiocytidylyl-(5'—3'}-P-thiothymidylyl-(5'— 3")-2'-désoxy-P-thiocytidyty|-(5'—3')-
P-thiothymidylyl-(5'—»3")-2"-désoxy-P-thiocytidylyl-(5'—=3")-P-thiothymidylyl-
(5'—»3"-2'-désoxy-P-thiocylidylyl-(5'—3"-P-thiothymidylyl-(5'—»3")-2'-désoxy-P-
thioadénylyl-{5'— 3")-2'-désoxy-P-thiocytidylyl-(5'>3')-2'-désoxy-P-
thiocytidylyl-(5'—>3')-2'-désoxy-P-thiocytidylyl-{5'—3')-2'-désoxy-P-
thioadénylyl-(5'—3')-2'-désoxy-P-thiocytidylyl-(5'—>3"-2'-désoxy-P-
thioguanylyl-(5'-»3')-2'-désaxy-P-thiocytidylyl-(5"—3"-P-thiothymidylyl-(5'— 3"}-
2'-désoxy-P-thiocytidylyl-(5'—3')-P-thiothymidylyl(5'—3')-2'-désoxycytosine

P-tiotimidilil-{5'—+3")-2'-desoxi-P-tiocitidilil-(5'— 3")-P-tiotimidilil-(5'—» 3")-P-
tiotimidilil-{5'>3')-2'-desoxi-P-tiocitidilil-(6'— 3')-2 -d es oxi-P-tiocitidill-(5'—=3")-
P-tiotimidilit-(5'—»3")-2'-desoxi-P-tiocitidilil-(5'—»3")-P-tiotirmidlil-(5' = 3")-2'-
desoxi-P-tiocitidilil-(5'-—+3"}-Piotimidill-(5'—»3')-2'-desoxi-F-tiacitidilil-(5'— 3")-
P-tiotimidill-(5'—>-3")-2'-des oxi-P-tioadenilil-(5'—»3")-2'-de soxi-P-tiocitidilil-
(5'=3"-2'-desox-P-tiocitidilil-(5'—3")-2"-desoxi-P-tocitidilil-(5'-— 3")-2'-desoxi-P-
tioadenilil-{5'—+3")-2'-desoxi-P-tiocitidilil-(5'—3")-2'-des oxi-P-tioguanilil-(5'— 3')-
2'-desoxI-P-tiacitidilil-(5— 3")-P-tiotimidill-(5'—»3")-2'-desoxi-P-tiocitidiil-
(5'=3)-Pictimidilil-(5'»3"}-2"-desoxicitosina

Ces7Ha10N72013:P24524

3,3-({tetramethylenedimino)bis[3-methyl-2-butanone] diexime
3,3-(butane-1,4-diyldimmo}bis({3-méthylbutan-2-one} (£, £)-dicxime

3,3-(tetrametilendimmo)bis[3-metil-2-butanona] dicxima

C14H33N40Qz
HO _OH
\N N
CHz HaC
H3CJ7< ° *krm
H3C N N CHa
H H
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urokinasum alfa
urokinase alfa

urokinase alfa

urokinasa alfa

vatanidipinum
vatanidipine

vatanidipine

vatanidipino

xylazinum
xylazine

xylazine

xylazina

urakinase (enzyme-achivating) (human clone pA3/pD2/pF1 high-molecular-
weight 1soenzyme protein moiety}

activateur du plasminogéne {partie protéigue de I''spenzyme de masse
moléculaire élevée fournie par le clone humain pA3/pD2/pF1)

uroquinasa, activador del plasmindgeno {fraccién proteica de la 1soenzima
de masa molecular elevada producida por el clon humano pA3/pD2/pF1)

{+}-p-[4-(diphenylmethyl)-1-piperazinyl]lphenethyl methyl 1,4-dihydre-2,6-
dimethyl-4-(m-nitrophenyl}-3,5-pyridinedicarboxylate

(4RS)-2,6-diméthyl-4-(3-nitrcphényl}-1,4-dihydropyndine-3,5-dicarboxylate de
2-[4-[4-(diphénylméthyl)pipérazin-1-yl]phénylléthyle et de méthyle

1,4-dihidro-2,6-dimetil-4-(m-nitrofenil}-3,5-piridinadicarboxilato de (+)-p-[4-
{difeniimetil)-1-piperaziniljfenetilo y metilo
Ca1H4zN4Og

Q
\/\Q\ and enanticmer
N /\ et l'énantomére
K/ y enantiémerc

r4

5,6-dihydro-2-(2,6-xylidino}-4H-1,3-thiazine
2-(2,B-xylidino)-5,6-dihydro-4H-1,3-thiazine
2-(2,6-xilidino)-5,6-dihidro-4H-1,3-tiazina

Ciz2H1sN2S

I
o
T
w
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AMENDMENTS TO PREVIOUS LISTS |
MODIFICATIONS APPORTEES AUX LISTES ANTERIEURES
MODIFICACIONES A LAS LISTAS ANTERIORES

Recommended International Nonproprietary Names (Rec. INN): List 31
(WHO Drug information, Vol. 5, No. 3, 1991}

p. 4

p. 10

p. 11

dalteparinum natricum
dalteparin sogium

parnaparinum natricum
parnaparin sadium

reviparinum natricum
reviparin sodium

replace the defintton by the following.

Sodium salt of a low molecular mass heparin that is obtained by nitrous acid
depalymerization of heparin from porcine intestinal mucasa; the majority of the
compenents have a 2-O-sulfo-o-L-1dopyranosuronic acid structure at the non-
reducing end and a 6-O-sulfo-2, 5-anhydro-o-mannitol structure at the reducing
end of their chain, the mass-average molecular mass ranges between 5600
and 6400 with a charactenstic value of about 6000; the degree of sulfatation is
2.01a 2.5 perdisaccharidic unit

replace the definition by the folfowing.

Sodium salt of a low molecular mass heparin that I1s obtained by radical-
catalyzed depalymerization, with hydrogen peroxide and with a cupric salt. of
heparir from bovine or pork Intestinal mucasa; the majority of the components
have a 2-O-sulfo-z-L-idopyranosuronic acid structure at the non-reducing end
and a 2-N,6-O-disulfa-o-glucosamine structure at the reducing end of their
chain; the mass-average molecular mass ranges between 4000 and 6000 with
a characteristic value of about 5000, the degree of sulfatationis 2 Dto 2 6 per
disacchandic unit

replace the definition hy the foilowing

Sodium salt of a low molecular mass heparin that is obtained by nitrous acid
depolymenzation of heparin from potcine intestinal mucosa, the majonty of the
companents have a 2-O-sulfo-u-L-depyranosuronic acd structure af the non-
reducing end and a 6-O-sulfo-2,5-anhydro-o-mannitol structure at the reducing
end of their chain: the mass-average molecular mass ranges between 3150
and 5150, with a characteristic value of about 4150; the degree of sulfatation 1s
about 2,1 per disaccharidic unit.
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p 16 enoxaparinum natricum
enoxapann sodium

replace the defirition by the following:

Sodium salt of a low molecular mass heparin that 1s obtained by alkaline
depolymerization of the benzyl ester denvative of heparin from porcine
tntestinal mucosa, the majority of the components have a 2-O-sulfo-4-desoxy-
4-u-L-threc-hex-4-enopyranosuronic acid structure atthe non-reducing end of
their chain, the mass-average molecular mass ranges between 3500 and 5500
with a characteristic value of about 4500, the degree of sulfatation is about 2
per disaccharidic unit,

Recommended International Nonproprietary Names {Rec. INN): List 32
(WHO Drug Information, Vol. 6, No. 3, 1992}

p 10 tinzaparinum natricum
tinzaparin sodium

replace the definition by the following-

Sodium salt of a low molecular mass hepann that is obtained by controlled
enzymatic depolymenzation of heparin from poreine intestinal mucosa using
heparinase from Flavobactenum heparinum, the majonty of the components
have a 2-QO-suilfo-4-desoxy-4-a-L-threo-hex-4-enopyrancsuronic acid structure
atthe non-reducing end and a 2-N,6-Q-disulfo-p-glucosamine structure at the
reducing end of their chain; the mass-average molecular mass ranges between
5500 and 7500 with a charactenstic value of about 6500; the degree of
sulfatation s 1.8 to 2.5 per disaccharndic unit

Recommended International Nonproprietary Names (Rec. INN): List 35

Dénominations communes intemationales recommendées (DCI Rec.): Liste 35

Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 35
(WHO Drug information, Vol. 8, No. 3, 1995}

p. 14  itamelinum
itameline

tamelina

p 11 eptacogum alfa (activatum)
eptacog alfa (activated})
eptacog alfa {activé)
eptacog alfa {activado)

replace the chemical name by the following:

(E)-p-chloropheny| 3-formyl-5,6-dihydro-1(2H)-pyridinecarboxylate,
O-methyloxime

sustituyase el nombre guimico por lo siguente-
3-formil-5,8-dihidro-1({2H)-pindinacarboxilato de (£)- p-clorofenila, O-metiloxima

replace the molecular formufa by the following-
remplacer la formule brute par.
sushiuyase la férmula empirica por.

C1oaaHaps4Nse0Os185 28
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Recommended International Nonproprietary Names (Rec. INN): List 36

Dénominations communes internationales recommendées (DCIRec.): Liste 36

Denominaciones Comunes Internacionales Recomendadas{DCIRec.): Lista 36
(WHO Drug Information, Vol. 10, No. 3, 1336)

p. 148 igovomabum

p. 160

p. 154

igovomab

igovomab

igovomab

thymalfasinum
thymalfasin
thymalfasine
timatfasina

palonosetronum
palonosetron

palanosétron

palonosetron

replace the description by the following:

immunoglobulin G 1 (mouse monoelonal QG125 F(ab’), F{ab'),fragment anti-
human ovarian cancer antigen CA 1258}, disulfide with mouse monoclonal
QC125F(ab’}, ightchain

remplacer la description par la suivante:

fragment F(ab’), de I'anticorps monoclanal ©C 125 F(an’), dingé contre
I'antigéne CA 125 associé a certaines tumeurs ovariennes

sustituyase la descripeién porfa siguiente:

fragmento F(ab’}, delanticuerpo monoclanal OC 125 F{ab'), anti-antigena CA
125 asociado a ciertos tumores ovaricos

replace the molecular formula by the follawing:
remplacer la formule brute par fa suivante:
sustituyase fa formufa empinca por:

C125Hz15Na30s5

replace the chemical name and the molecular formula by the folfowing.
(3a5)-2,3,3a,4,5,6-hexahydro-2-[{35)-3-quinuclidinyl}-1H-benz[delisequinalin-
1-one

remplacer le nom chimigue et fa formuie brute par :
(3a5)-2-[(35)-1-azabicyclo[2 2.2]oct-3-y1]-2.3,3a,4,5,6-hexahydro-
1H-benzo[delisoquinolein-1-one

sustituyanse ef nombre quinico y la formula empirica por
(3a8)-2,3,3a,4,5,6-tetrahidre-2-[(3.5)-3-quinuchdinil]-1H-benz[delisoquinolin-
1-cna

019H24N20
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Dénominations communes internationales recommendées (DC| Rec.): Liste 31
(Informations pharmaceutiques OMS, Vol. 5, No. 3, 1891)

p. 5 dalteparinum natricum
daltéparine sodique remplacer la descnption par

Sel sedigue d'une hépanne de basse masse moléculaire obienue par
depolymerisation, au moyen d'acide nitreux, d'heparine de mugueuse
intestinale de pore, la majonte des composants de fa daltéparine sodique
possedent une structure acide 2-O-sulfo--L-dopyranosurenique a l'extrémité
non reductrice de leur chaine et une structure 6-0-sulfo-2,5-anhydro-o-
mannitol a I'extrémité réductnce de leur chaine, 1a masse maleculaire relative
moyenne est de 5600 a 6400, avec une valeur caractéristique de 6000 environ;
le degré de sulfatation estde 2 042 5 par unité disacchandique.

p 10 parnaparinum natricum
parnapanne sodigue remplacer fa description par

Sel sodigue d'une héparne de hasse masse maléculaire obtenue par
dépolymerisation, a catalyse radicalaire , au moyen de peroxyde d'hydrogene
et d'un sel de cuivre, d’héparine de mugueuse intestinale de boeuf ou de porc,
la majorité des composants de la parnaparine sodigue possédent une structure
acide 2-O-sulfo-a-L-idopyranosuronigue a l'extrémité non réductrice de leur
chaine et une structure 2N, 6-N,6-0O-disulfo-p-glucosamine a l'extremité
réductrice de leur chaine; la masse moléculaire relative moyenne est de 4000 a
6000, avec une valeur caractéristigue de 5000 enviren, le degré de sulfatation
estde 2.0 4 2.6 parunité disacchandique

p 17 enoxaparinum natricum
énoxaparnme sodique remplacer la dascription par’

Sel sodigue d'une héparine de basse masse molécularre cbtenue par
dépalymenisation alcaline de I'ester benzylique d'hépanne de muqueuse
intestinale de porc; la majorité des composants de l'enoxapanne sodigue
possédent une structure acide 2-O-sulfo-4-désoxy-4-a-L-fhiréo-hex-4-
énopyranosuronique a l'extrémité non réductrice de leur chaine, la masse
moléculaire relative moyenne estde 3500 4 5500, avec une valeur
caractéristiquede 4500 enviren;le degré de sulfatation est de 2 par unité
disaccharidique.

p.12  reviparinum natricum

reviparine sedigue remplacer la description suvante:

Sel sodrque d'une héparine de basse masse moléculaire obtenue par
dépolymerisation, au moyen d'acide nitreux, d'héparine de muqueuse
Intestinale de pore; la majorité des composants de la révipanne sodique
possédent une structure acide 2-0-sulfo-a-L~dopyranosuronique a lextremité
non réductrice de leur chaine et une structure 8-O-sulfo-2,5-anhydro-o-
mannitol & l'extrémité réductrice de leur chaine, la masse moléculaire relative
moyenne estde 3150 & 5150, avec une valeur caracténstique de 4150 enviren,
le degré de sulfatation est 2 1 environ par unité disacchandique
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Dénominations communes intemationales recommendées {DCI Rec.): Liste 32
(informations pharmaceuligues OMS, Vol. 6, No. 3, 1992)

p.10

tinzaparinum natricum
tinzaparine sodique

remplacer la description par:

Sel sodigue d'une heparine de basse masse moléculaire abtenue par
depolymerisation enzymatique controlée, au moyen de I'héparinase de
Flavobacterium heparinum, d'héparine de mugueuse Iintestinale de pore: la
majorité des composants de la tinzaparine sodique possédent une structure
acide 2-O-sulfo-4-désoxy-4-a-L-fhréo-hex-4-énopyranosuronique a 'extrémité
non réductrice de leur chaine et une structure 6-N, 6-O-disulfo-p-glucasamine &
I'extrémité réductrice de leur chaine; la masse moléculaire relative moyenne
estde 5500 a 7500, avec une valeur caracténstique de 6500 environ: le degré
de sulfatation est de 1.8 4 2.5 par unité disaccharidique

Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 31
(Informacion Farmacéutica, OMS, Vol. 5, No. 3, 1581)

p.4

p 10

dalteparinum natricum
dalteparina sédica

parnaparinum natricum
parnaparina sadica

sustituyase la descripcion porfa siguiente:

Sal sodica de una heparina de baja masa molecular obtenida por
despolimerizacion con 4cido nitroso de la heparina de la mucosa intestinat de
cerdo, la mayoria de los componentes tienen una estructura de acido 2-O-
sulfo-o-L-idopiranosurénico en el extremo no reductor y una estructura de 6-0-
sulfo-2,5-anhidro-c-mannitol en el extrerno reductor de la cadena, lamasa
molecular relativa media es de 5600 a 6400, con un valor caracteristico de
6000 aproximadamente; el grado de sulfatacion esde 2 0 a 2 5 por unidad de
disacarido.

sustituyase Ja descripcion por la sigurente”

Sal sédica de una heparnna de baja masa molecular cbtemida par
despolimerizacion con perdxido de hidrogena y un sal de cobre de la heparnina
de la mucosa intestinal de buey o de cerde, la mayaoria de los componentes
tienen una estructura de acido 2-O-sulfo-u-L-idopiranosuronico en el extremo
no reducter y una estructura de 6-O -6-N-disulfo-c-glucosamina en el extremo
reductor de la cadena, la masa molecular relativa media es de 4000 a 6000,
con un valor caractenstico de 5000 aproximadamente el grado de sulfatacidn
esde 2.0a2 6 parunidad dedisacarido.
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WHO Drug Information, Vol. 12, No 1, 1598

p. 16

p 11

enoxaparinnum natricum
enoxaparina sodica

reviparinum natricum
reviparnna sédica

sushituyase fa descripcion porla siguente

Sal sédica de una heparina de baja masa molecular obtenida por
despolimerizacién alcalina del éster bencilico de la heparina de la mucosa
intestinal de cerdo, la mayoria de los compoenentes tienen una estructura de
acido 2-O-sulfo-4-desoxi-4-u-L-freo-hex-4-enopiranosuronico en el extremo no
reductor en el extremo reductor de la cadena; la masa melecular relativa media
es de 3500 a 5500, con un valor caractenstico de 4500 aproximadamente, el
grado de sulfatacién es de 2 por unidad de disacarido.

sustituyase fa descripcion por fa siguiente

Sal sodica de una heparnna de baja masa molecular obtenida por
despolimerisacién con 4cido nitrico de la heparina de la mucosa intestinal del
cerdo; la mayoria de los compuestos tienen una estructura de cido 2-O-sulfo-
a-L-idopiranasuronice en el extremo no reductor y una estructura de 6-C-sulfo-
2,5-anhidro-o-manitol en el extrerno reductor de la cadena, la masa molecular
relativa media esta entre 3150 y 5150, un valor caracteristico de 4150
aproximadamente, el grado de sulfatacién es de 2.1 por unidad de disacando.

Denominaciones Comunes Internacionales Recomendadas (DCIRec.): Lista 32
{Informacién Farmacéutica, OMS, Vol. 6, No. 3, 1992)

p.9

tinzaparinum natricum
tinzaparina sodica

sushtuyase la descripcitn por la siguiente

Sal sodica de una hepanna de baja masa molecular obtenida por
despolimerizacion enzimatica controlada con heparinasa de Flavcbacterium
heparinum de la heparina de la mucosa mntestinal de cerdo; la mayona de los
componentes tienen una estructura de acido 2-G-suifo-4-desoxy-4-a-L-treo-
hex-4-enopiranosurdnico en el extremo no reductor y una estructura de 6-C-6-
N-disulfo-o-glucosamina en el extremo reductor de la cadena, lamasa
molecular relativa media es de 5500 a 7500, con un valor caractenstico de
6500 aproximadamente; el grado de sulfatacion es de 1.8 a 2 5 por unidad de
disacarido

Proposed International Nonproprietary Names (Rec. INN): List 35
Dénominations communes internationales proposées (DCI Rec.): Liste 35
Denominaciones Comunes |nternacianales Propuestas (DC| Rec.): Lista 35
(WHO Drug information, Vol. 3, No. 3, 1995)

p 25

teverelixum
teverelix

repface the chemical name by the following:
N-acetyl-3-(2-naphthyi)-p-alanyl-p-chloro-o-phenylalanyl-3-{3-pyndyl)-
p-alanyl-L-seryl-L-tyrosyl-NS-carbamoyl-p-lysyl-L-leucyl-NP-isapropyl-L-lysyl-
L-prolyl-c-alaninamide
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RECOMMENDED INN-' List 29

tévérelix

teverelix

remplacer le nom chimique par

[Nv-acétyl-3-{naphtalén-2-yl)-o-alanyl]-(4-chloro-p-phénylalany))-[3-(pyndin-

3-yl)-o-alanyl]-L-séryl-Ltyrosyl-[ME-(carbamoyl)-o-lysyl]-L-leucyl-[NE-
(1-méthyléthyl}-L-lysyl]-L-prolyl-o-alaninamide
sushtuyase el nombre quimico por
[Nv-acetil-3-(naftalen-2-il}-c-alanil]-{4-cloro-p-fenilalanil}-{3-(piridin-2-11)-

o-alanil]-L-seril-L-trosi-{ Ne-(carbamail}-p-lis il]-L-leuci-[A8-{ 1 -metietil)-t-lisil]-

L-prolil-o-alaninamida

Proposed International Nonproprietary Names {Rec. INN): List 28
Dénominations communes internationales proposées (DCI Rec.): Liste 38

Denominaciones Comunes Internacionales Propuestas {(DCI Rec.): Liste 38

(WHO Drug Information, Vol. 11, No. 3, 1837)

p 162 bimoclomolum
bimoclomal

p 175 opratoniiiodidum
opratonium iodide

1oduro de opratonto

p 178 tasonerminum
tasonermin
tasonermine
tasonermina

replace the chemical name by the following
(£)-N-(2-hydraxy-3-piperidinopropoxy)nicotinimidayl chloride

replace the chemical name by the foflowing-

tnmethyl[3-{10-undecenamido)prapyilammanium tedide

sustituyase el nombre quimico por lo siguenta”
1oduro de trimetl[3-(10-undecenamido)propillamonio

replace the graphic formula by the following.

remplacerla formule développee paria suvante:

susfituyase fa formufa desarrollada porfa siguienfa.

VRSSSRTPSD
VELRENQLVV
SRIAVSYQTHE

GEVFOLEEGD

KPVAHVVANE
FSEGLYLIYS
VNLLSATKSP
*LSAEINPPC

CAEGOLOWLN
QVLFKGQGCP
COQRETPEGAE
YLDFAESGQV

RRANALLANG
STHVLLTHTTI

AKPWYEPIYL
YFGITAL
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Procedure and Guiding Principles / Procédure et Directives / Procedimientos y principios generales

The text of the Procedures for the Selection of Recommended International Nonproprietary Names for Pharmace Lifi-
cal Substances and General Principles for Guidance m Devising intermnational Nonpropnietary Names for Pharma-
ceutical Substances will be reproduced in uneven numbers of proposed INN lists only

Les textes de la Procédure & sutvre en vue du choix de dénominations communes internationales recommandees pour

fes substances pharmaceubques et des Directives générales pour fa formation de dénominations communes infernafio-
nales appircables aux substances pharmaceufiques ont &té publiés avec la liste 77 des DCI proposées et seront, & nou-
veau, publiés avec|a prochaine liste.

El texto de los Procedimientos de sefeccion de denominaciones comunes internacionales recomendadas para las
sus-tancias farmacéuticas y de los Principios generales de onentacion para formar denominaciones comunes
internacio-nales para sustancias farmacéuticas aparece solamente en los numeros iImpares de las listas de DCI
propuestas.
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COA566

it % 4% - (3R,5a8,6R,8aS,9R,10S,12R,12aR)-10-Methoxy-3,6,9-trimethyldecahydro-1H-3,12-
epoxy[1,2]dioxepino[4,3-i]isochromene (B4 7 V7 A7 V)
(1RS)-2-Dibutylamino-1-[(Z)-2,7-dichloro-9-(4-chlorobenzylidene)-9 H-fluoren-4-yl]ethanol
G A7 7 R V)
1 i TIVT AT NAT 7Y
H CHs;
“H
H3C RUOHRGEMEE
Hy~
CH3
% He ~7 U7
S WE, REIISCT 1A 1 §E~4 8 (TAT ATV AAT7 o R e LT 20mg/
120 mg~80 mg, 480 mg) ZHJEl, MElHk 5% 8 WEfH], FD%ITM4 1 B 212 AR (GFe
M), RERICEARET D,
RERIO 1 EEEEIE, FRRossh) THD,
5kg PAE 15 kg K3 : 20 mg, 120 mg (1 £E)
15 kg LA F 25 kg Riifi : 40 mg, 240 mg (2 #%)
25 kg LAk 35 kg Kii - 60 mg, 360 mg (3 )
35kg VL E : 80 mg, 480 mg (4 %)
Bl % o E
moR 4 Q| FIK : TAT AT AVRONAT 7 MY v
HANESY = o2 B | sz 07 2y NELAEE (LB T LT AT 20mg RUMA T 7> hU L 120 mg )
i PE | BRI G mERE (B DB )

PR i 8 H 5
Arm/Lmf? 7w b >2000 mg/kg
A X >1000 mg/kg
Arm vk >800 mg/kg
A X >1000 mg/kg
Lmf 7w b >2000 mg/kg
A X >1000 mg/kg

Arm: 7/VT ATV, Lmf: VA7 72 MUV, a: Arm/Lmf IZH & 1:6
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B
(
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Confidential Page 3
CTD1.10 X - BIXEZDHEEEETEHDFE LD COA566
AR P 5 R R
I | &5 | B | #E5E T B BT
IR | BB | (mgkg/H) | (mgkg/H)
(CEfH)
Sy h |4 ®%0 | Am/Lmf® | <200 >200 mg/kg: | AREIENNE(ME), 2
0, 200, FERE(HE); | ARIERR /ST A — 4
600, 1000 BRI HE S |ALP (), 1
i BRI Y oo RERER
HEhn; B RE: AR BRI Y
BRE), ~T T VU ukaE ),
il Mg, ~E o5
VLA T 22l k), B
fil: BRI R - N ()
>600 mg/kg: MHEK IR MBS, IR
IMERFE R TCEE; |ALP (B); JFhk:
~NEDT Y vk (1)
1000 mg/kg: | (R EIEAN & (L), 2
AH (k) MHRIREE Y » o4 iR
(HE), BRE: AR TE Rk ()
13 #no | Arm/Lmf® | <100 >100 mgkg: | ~EZ B E L, o~
0, 100, ~ F7 U b taRMmERE; | R Y
300, 1000

7U%V R, TEE: Elafb),
FOR MR IR (RE) 5 "BH: PRAN
B R T AT EENNHE)

>300 mg/kg: | AERIEINE(HE); 1
Mf/NRER, MEIRIR MEREL; R 1M
ERTHESLES; 1 ALT (K),
LALP(E); MERIIEY o /B fiE
R(HE); TR &, e Y o)
B PWIENEMERAE; g ~E
7 U U (M), Fle: MRAE Rz
bt HURAR: R RR(HE)

1000 mg/kg: | REEIEINE(HE); |
A& 1AST, |ALP(ME); =1 L 2
T a—)b, RIE(ME); | IR L (M),
BB Y o oS B (HE); AT,
BHEE, B IANT—; IF
ARG, Bk REEY R
AT BN, g ~E T
U ), KIREE8E: FRifl
HREmITHE; - ~EeYT
U ik, Mg WEEENERE
(M)

Arm: TI)LT AT )L, Lmf: VAT 7 "YU v, a: Arm/Lmf IZ &L 1:6
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53 | SRR (BiX)
( e = ) B | &5 | &S | REE I T F 72T A
I R (mg/kg/H) | (mg/kg/H)
(EH)
A4 X 4 & | Arm/Lmf* | <60 >60 mg/kg: FUIRMR: AT - EH
0, 60, 200, ek
600 >200 mg/kg: A, BEBAEIRA
fi8; TALP; IFE &, THERATEE:
HIRRAE K
600 mg/kg: Wi RRFEHESE, 18
PEIAE ()
Army/Lmf?® | 20 >20 mg/kg: 1TSH; 1B R IR &
0, 20, 60, (BfE); FROPRR: T bR RAR AR
200 >60 mg/kg: 121 L A5 1 —/L|T4,
T3, rT3; T E &), 1HRIRE
()
200 mg/kg: T, AStafE, 3K
R EIRAE; JIF 5 (H); 1T
figh: RS
F vk 13 ®o o | Arm <20 200 mg/kg: —HOIRIEHEAL DT
0, 20, 60, 2 5, M 10 51 & R85y,
200 i 5 510 AAEA IR 47 H T
PGk, EIEMERG
>20 mg/kg: |FRIMERSR/RT A —
& TIRFE (M), JRAR: mEadl; fg
fie: MR (KE); WP, B, B,
RN Y /R, R, TR, O
BomBELE, Mg it
1t
>60 mg/kg: | HINE; 1HEIRAR
iEREL, f/ e, R ERFERE
FLH ERE: SR IERIE K U
M LR Z VY Rith Yo
L), B U E ), RE
(B, | TG ER(HE); Ui NEK
(ME); to0oMBR, TR, AR, SIS
(M), B IR Rk ()
200 mg/kg: |FEARE; R AR
IR T (JE); TAST, ALT, 4
U'D L), BV E )|
ALP(Hf), = L AT a—)L, 7)1
a— A M R (), AP /)
BEFRLL M IREESE; b
el T Bl (1)
Arm 100 300 mg/kg: | HASHE AN E(HE); | 7R
0, 30, 100, MERR /ST A — & 1R IR Bk
300 o, ARMERRE R, BRI
ERTERTUHE,; BBl i i
(), ol BESME M CkE), R
fiR: JE R R AR ()

Arm: TI)LT AT )L, Lmf: VAT 7 "YU v, a: Arm/Lmf IZ &L 1:6
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COA566
i P | KER S EERBR ()
( H = ) g | &S5 | &5 | B5E T ESANGiE)
Wi | B | (mg/kg/H) | (mg/kg/A)
(CEfH)
7 b 13 #0 | Lmf <100 >100 mg/kg: | ~E/ e, 13
0, 100, 300, )25 5 —¥, TSH(HE); |7
1000 ST I, T4, rT3(HE); 1, JRH
EEE); BRI o) W
FEMEZE; FORAR: Y8R R
JEREA; FEEMA: Z2 s (k)
>300 mg/kg: /N PASEREMESIE
(M)
1000 mg/kg: |MCH(#); tAST; /s
Wor: AR 4 0 (f)
q4 X 13 o Lmf 600 >60 mg/kg: FEWRYEIRNE
0, 60, 200,
600
Lmft VA7 7 hJ
=] 1E A | ABFNIENIZBW T 7 U TREZNG L LR 2 946 L T,
SETEPHED 7 WA~ 5 1 7 BB 2RI E Sz 7 > OREFRRER (60 B
b= 6 ARG, 96 Fiflich= v 6 [AHS) =V O T —ZIcB\W\WT, 13
O/NRBR A 712 B 124 6] (17.4%) (CRIVERARS bz, ERpIEREEED £
W25 (3.5%) , BACRIE 24 ] (3.4%) , #2061 (2.8%) HThoTz, 12mELTFD/N
WECIE 820 B 146 511 (17.8%) ICRITENGRD bivlz, EZ2EWERIZIEM: 56 4
(6.8%) , &L 16l (2.0%) , MFEREREEIE 12 B (1.5%) HThH-o7=,
(KR £ TOERH)
D ARORELCHERE, Ak - AEWSE,
= t*

S NVT 4 AT 7 ERSEE A A
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= b/ 4
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- HEE AR
B %= £z RU arn | mmx | #Eoss
B E ST
32 7 SNIWEE
328 [RE [Artemether]
3.2.81 —HiE®
Artemether —— ; e -
32811 SNILT AR — =5 HtAREE B2
Nomenclature
Artemether = : e o
32812 ST AR = &5 HAREE il
Structure
Artemether N _ ., . =3
32813 Gerisral Propartiss JNNNLT AR pir R HtAREE =i
3050 e
Artemether I N . .
32821 SNNT AR = pir R HtAREE Bl
Manufacturer(s)

32822 |Atemether 7 ISLF £ R - g2\ HRBEE i
T Description of Manufacturing Process and Process Controls = =
32§ zee [Aromether J LT 4 R — E=20) HAREE B

2= Control of materials T == 8
Yy [ RemISEn JINLT 1 R - ot HAREE el
Testing Monograph
3.2.52.4.1 |Artemether JISLT 4 R — moh HABEE 5T
T Controls of Critical Steps and Intermediates = =
325242 : ST AR - a5 HAHREE ER L
Testing Monograph
] o= _ 3 s £T
328243 Testifg Mancarsph AT AR & HAHEEE i
Artemether i i 3 e =
32825 ST AR = &5 HAREE i

Process validation andfor evaluation
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- HEE AR
B %= £z RU arn | mmx | #Eoss
B E ST
32826 |\remether J ST 4 R — @ HNREE =i
Manufacturing Process Development
3253 %%
52831 |Artemether 7 ISLF £ R - g2\ HRBEE i
T Elucidation of structure and other characteristics = =
Artemether St 4 S .
32832 o SNINT AR — =5 HtAREE B
Impurities
3284 BEQOEE
Artemether s = _ 8 &= -
328411 SpBETIN LNNT AR & HAEEE i
Artemether —— 5 g -
3284.1-2 . ZSLT AR — =5 HAREE i
Tesiing Monograp (D
Artemether i i 5 s g
32842 : AT AR — pired HtAREE B2l
Analytical Procedures
ygget [Lometie: JIRLT AR - ot HAREE e
== validation of Analytical Procedures T == |
Artemether —— 5 g -
325432 i _ JNILT 4 A — piire HAREE E i
Validation repor: (D
Artemether i i 5 s g
325433 S } " : AT AR — pired HtAREE B2l
Validation report: Particle S|ze_
3.2.5.4.3.4 |ethod Validation for: Artemether (CGP 56 696) 78T 4 R - 91 HARES i
Identification by infrared spectrum
3.2.5.43.5 |frtemether J LT 4 R — E=20) HAREE B
2" validation report: Residual solvents by GC/HS T == 8
Artemether 5 % g - e -
325436 AT AR — pired HtAREE =i

Validation report. Residual solvents Headspace GC
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- HEE R AR
B %= £z RU arn | mmx | #Eoss
B E ST
3.2.54.3-7 Sp?mﬂ? iptical RatationorAnermether JNT AR — =5 HAHREE ER i
Validation Report
Artemether = : e o
325438 T _ JNILT 4R = piire HAREE E i
Validation report: Heavy metals—
sy ametherls (no:sal) Dug substance J LT 4 R — 5t HAREE i
Validation report for monograph
3.2.5.43.10| rtemether J LT 4 R — 5t HRREE B
=T M validation report: Assay and impurities by HPLC T 3= B
o | TEeher 7 ISLF £ R - g\ HRBEE i
R Validation report: Assay and related substances by HPLC = B
Artemether No salt S _ N . =3
3285812 Method suitability report: Microbial enumeration tests FEMleT AR &% HARSSE R
32544 |Artemether 71T 4 R — o HRBEE ST
== |Batch Analyses T 3= B
50645 |Aremether 7 ISLF £ R - g\ HRBEE i
R Drug Substance Justification of Specification = B
32585 BERNIEEDNE
Artemether S _ 4 i 5=
32551 |Reterance Standards or Matarials ALTAR 0t HARES Rl
gyisey [ARomelben JI8LTF 4 R — o HRmEE il
T Testing Monograph for Reference Substance = "
3256 TWHRERUMESR
Artemether —— _ ” . =3
3286 Container dlosure system SNNIILTAR =5 HTAHEE R i
3287 XHEME
Artemether —— ; e -
3.2.8.7.1-1 SNILT AR — =5 HAHREE ER i

Stability Summary and Conclusions
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395712 Accelerated Stability Report for Artemether DS— * _ T splgprE S
395713 Loni-term Stability report for Artemether DS— * _ w5t itplsprE ST
395714 Stability Testing Report for Artemether/DS _ Ho1 P £
-Accelerated Testing Report
Stability Testing Report for Artemether/DS _ 5 s =3
328715 L ong-term Testing_Report S i mEE £ 4iff
_a |Stability Testing Report for Artemether _ 5 e =3
BRI -Accelerated Testing Report A HARSE R
395717 Stability Testlng.Re ort for Artemether _ Ho1 splsp® £
-Long-term Testing Report
Artemether T _ 3 o =3
Rl Post-approval Stability Protocol and Stability Commitment Sl Ko A HARES Gl
55675 [Asmetoer J LT £ R = @ HHNEEE i

Stability Data
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32 7 SNIBEE
328 [RE [Lumefantrine]
3.2.81 —HiE®
32811 |-umefantrine I 4 R - @ HNREE i
Nomenclature
358 (TEtAINI JRLTA R = 51 HARES £Hif
Structure
Lumefantrine it _ ., . =3
32813 |aoneral e — JB3NT AR a5 HTAHEE B
3252 e
32821 |-umefantrine JLT 4 R - @ HNREE i
Manufacturer(s)
Lumefantrine &5 _ y . =3
32822 Drug Substance Description of Manufacturing Process and Process Controls SINTAR & HARSE Gl
Lumefantrine s = _ 5 e =3
325231 GRSl of raterals ST AR =5 HAHEE R i
32523 D )L - el HREBEE | E
Testing Monograph
325253 [ SR - 5 HABEE | O
Testing Monograph
n _ ~ o -
325234 Testirig Monagraph =5 oSS R i
N ) _ _ ; . 3
328235 T CIBA-GEIGY & L E E i
Lumefantrine &5 _ y . =3
328241 Controls of Critical Steps and Intermediates INTAA Ll HAREE R
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3.2.524-2 - JRNT AR — =5 HAHREE ERE il
Ciba Monograph
- _ ; - -
3.2.524-4 : JBNT A — a5 HAHREE ERE il
Testing Monograph
Lumefantrine ¢ o _ 5 g =T
B2 Process validation andfor evaluation SNNTAR a5 HARSE Gl
35608 [HHMERAITE ZRLT 4R = 5t HRmEE B
Manufacturing Process Development
3283 1%
Lumefantrine L= _ 5 = =3
Sl Elucidation of Structure and Other Characteristics PR &% HARSE R
Lumefantrine sy _ 3 e =T
32832 e ST LR & HARREE EF4iff
3254 REQOEHE
S [LHmelontting JNT 4R = o HRmEE il
Specification
328l | UEtanING JBLT g R - Eo HAREE e
Testing Monograph, (D
Lumefantrine S _ . e .
32842 Argltica] Procsdies ST LR & HARREE £ 4iff
Lumefantrine s _ ” = -
SESH Validation of Analytical Procedures SRR At HARSS A
e R s Sl JBLT g R - Eo HAREE e

Validation report: Particle size_
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355433 IVIethpQ Vglldathn for: Lumefantrine (CGP 56 695) JRLT 4R _ ot 2R E =T
Identification by infrared spectrum
Lumefantrine _ g i s
E Validation Report: Determination of residual solvents by GC _ A HARSE R
Lumefantrine o _ N = =3
325435 |y iidstion report: Residual solvents by GC FEUT A A HARES R
Lumefantrine ¢ o _ 5 g =T
325436 Validation report: Residual solvents by GC SINTAR ) HRREE BF{
8284407 |LUmetantine. . JRLT (R - @ HNEEE i
Validation report: Loss on drying
Lumefantrine o _ N = =3
3.2.54.38 |\ igation report: Metals by ICP-MS FEUT A A HARES R
Lumefantrine ¢ o _ 5 g =T
325439 Validation report: Assay and impurities by HPLC SINTAR ) HRREE BF{
Lumefantrine . _ g & =T
S Validation report: Assay and related substances by HPLC AR ER A HARSE R
Lumefantrine o _ N = =3
3.2.54.3-11 e — report- SN T A b HtAmEE ES il
Lumefantrine No salt & _ 5 g =T
SRS Method suitability report: Microbial enumeration tests ST AR & HARSE Gl
Lumefantrine . _ g & =T
3.2.8.4.3-13 METHOD VAL|DAT|ON_ ST A Bt HREmESE B2
Yo 4| -umeEnine JRLT AR - ot HAREE el
Validation report._
32544 |CUmefantrine 7T 1R - @ HNEEE i

Batch Analyses
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32545 |Cumefantrine I AR - @t HAREE i
Justification of Specification
3255 BERNIBEDE
Lumefantrine o e _ 5 . =T
3.2.85-1 Reference Standards or Materials SINTAR ) HRREE R
Lumefantrine L= _ 5 = =3
22882 Testing Monograph for Reference Substance CE g L HRRSE R
3256 BBRRUEEHR
Lumefantrine S _ . e .
3288 Container closure system AP TA L HRREE RF{
3257 &TEM
Lumefantrine N _ . &= .
32821 Stability Summary and Conclusions AP TA L HRREE R
Lumefantrine s _ 5 = -
82542 Post-approval Stability Protocol and Stability Commitment ST AR B HRREE B
Lumefantrine 5 _ 5 e =T
325731 Stability Data ST AR &5 HARETE E i
5 |Stability Testing Report for Lumefantrine _ . s -
S2ETEL -Accelerated Stability Testing_Report e HARSE R
| Stability Testing Report for Lumefantrine _ 5 . -
R B -Long-term Stability Testing_Report B HAREE R
3.2.P WE
32P1 EHROLS
Riamet 20 /120 mg Tablets N _ ; &= =T
F2.B Description and Composition of the Drug Product ST 5t HARSE R
32P2 HERFEDES
32p.2.q |Riamet20/120 mg Tablets JRLT AR — @ HAREE i

Pharmaceutical Development
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32p2p |Ramet20/120 mg Tablets J LT AR — @t HNREE i
Clinical Trial Formulae
COAS566 20+120mg Tablet B _ 5 g =3
REFER Development history report of the dissolution test method HRIT LR & HARSE B
COARTEM CONVENTIONAL TABLETS 20/120 MG
3.2P.2-4 [COMPARISON OF DISSOLUTION PROFILES- JNT AR = w4 HAHLE i
32P3 &
Riamet 20 /120 mg Tablets N _ . g =5
3.2P31 T —— JNT AR = T ARESE e
39P 39 Riamet 20 /120 mg Tablets T R — & HAHBEE E i
Batch Formula
Riamet 20 /120 mg Tablets 1 i _ 5 . =z
32P33 Drug Product Description of Manufacturing Process and Process Controls PRI &% HARSSE R
Coartem / Riamet 20 mg + 120 mg Tablets N _ . g =5
BaFRA Drug product controls of critical steps and intermediates AT A HARES B
39P35 Riamet 20 I‘I_20 mg Tablets _ JRLT LR _ s e spiE
Process Validation and/or Evaluation
32P.4 RIEIQEE
32p4 |Riamet20/120 mg Tablets J LT AR — @t HNREE i
Control of Compendial Excipients
35545 |REMEIC0/ERMD TApIEn - JBLT AR = = HAREE e
Excipients of Human or Animal Origin
32P46 Riamet 20 /120 mg Tablets JALTAR _ ot M= £

Novel Excipients
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32P5 HEDEE
32.P5.1-1 |Riamet 20 /120 mg Tablets JRLT 4R - @ HRREE i
Specification(s)
39 p .5 1.0 |Riamet 20+120mg tablets ST AR - ) HARESE M
Testing Monograph
32P52 Rlame.t 20 120 mg Tablets JRLTLR _ s o1 iR E £
Analytical Procedures
Riamet 20 /120 mg Tablets I _ 8 — =5
2R3 Validation of Analytical Procedures ST 5t HARSE A
COARTEM 20 + 120 mg Tablets
3.2.P.5.3-2 [~ temether, identification by TLC PRAVIE Pl - =N HHHEE B
Validation Report
COARTEM 20 + 120 mg Tablets
3.2P53-3 Lumefantrine, identification by TLC ST AR = = TRREE Fotii
Validation Report
Coartem 20+120mg Tablet
3.2.P.5.3-4 |Identification TLC test procedure reference standard{ | | GTcNcNIEGTGNGNGD ST AR - =S HAREE Bl
COARTEM (CGP 56697) 20 + 120 mg tablets
39 P53.5 Validation Report for Testing Monograph JLS g R _ ot M= £
Coartem Tablet 20+120mg
3.2.P.5.3-6 |Method validation report: (| | D YRAVL P = ot HAREE e
COARTEM 20 + 120 mg Tablets
ST AR - a5 HAHREE BT

3.2.P5.3-7 Artemether, identification by HPLC
Validation Report
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COARTEM 20 + 120 mg Tablets
3.2.P.5.3-8 [Lumefantrine, identification by HPLC JNT 4 R - ot HHgEE e
Validation Report
COARTEM 20 + 120 mg tablets
Artemether, content uniformity_ s _ " = -
3.2P53-9 Artemether. assay by HPLC TR =5 HtARREE =i
Validation Report
COARTEM 20 + 120 mg tablets
Lumefantrine, content uniformity- I _ 8 — =5
A2a-10 Lumefantrine, assay by HPLC AT as A HARSS B
Validation Report
Coartem/Riamet 20+120mg tablets
3.2.P.5.3-11|Addendum to method validation: Identification, Assay, Uniformity of dosage SN TAR — ma HTARBEE ]
units by content uniformity of Artemether and Lumefantrinel
COARTEM 20 + 120 mg tablets
Related substances,—of Lumefantrine, by
32P 5312 JRLT 1R - w5 HABREE £
Total related substances,—of
Lumefantrine, by HPLC
Validation Report
Coartem 20+120mg Tablet
3.2.P.5.3-13|Method validation: Lumefantrine related substance reference standard- JNTR — Bt HAREE ET4ih
Coartem/Riamet 20+120mg tablets £ 5 =
- ST AR - HE iF
#ZReEN Addendum to method validation: Degradation products for Lumefantrine by LC T &% HARS Hi
COARTEM 20 + 120 mg tablets
Dissolution of Artemether
3.2P53-15 JNT AR — & HAREE EREi

Dissolution of Lumefantrine
of Testing Monograph
Validation Report: Dissolution rate
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Coartem 20+120mg Tablet
3.2.P.5.3-16|Method validation report addendum Lumefantrine Dissolution - Addition of ST R — Bt HAMESE i
concomitant reference standard
3.2,p.5.3.17|Coartem 20 + 120mg Tablet JrT g R - @ HAREE i
Lumefantrine Dissolution -
1 q|Coartem/Riamet 20+120mg tablets 0 — _ Z = =3
#ZrRea Addendum report to method validation: Dissolution of Lumefantrine by UV CE g &% HRRSE B
Coartem 20+120 mg Tablet sy _ 3 e =T
A8ka-13 Validation Report: Artemether Dissolution by UPLC AT A & HARSE Gl
Coartem/Riamet 20+120 mg tablets
3.2.P.5.3-20| Addendum report to method validation: Dissolution of Arthemeter by LC ST A — =5 HtAREE B2
3505 S SSEm 20 120y tebiet LR — 5t HHREE i
Riamet 20 /120 mg Tablets S _ . e .
32P541 o P ST LA piite N HARETE E il
3zpss |RomEran/1omg Tavler JLT AR — @t HAREE i
Characterisation of Impurities
Riamet 20 /120 mg Tablets S _ . e .
BaFR.. Justification of Specification AP TA & HRREE RF{
32.P6 EEGXIIEFEEYS
sppg |Samets0ME0mg Tablets JRLT AR - @ HANREE i

Reference Standards or Materials
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s 4ot e SERE M AR %
e % £ BU | g | mmE | HEBE
AERE IS AT
32.P.7 BHEUEER
Riamet 20 /120 mg Tablets o= _ N . =3
3.2.P7 Container Closure System JNILT AR Iﬁg* *il*]iﬁn = n;{ﬁ
32.P.8 TEM
Riamet 20 /120 mg Tablets o= _ N . =3
3.2.P.8.1-1 Stablllty Summary and Conclusion JNILTAR Iﬁg* *il*]iﬁn = n;{ﬁ
_, |Riamet 20+120mg Tablet o= _ s . =T
3.2p.8.1-2 Stability commitment report: Summary and conclusion INTAR s HAREE A
Riamet 20 /120 mg Tablets o= _ N . =3
3.2P.8.2 Post-approval Stability Protocol and Stability Commitment 7T AR s HAREE A
Riamet 20 /120 mg Tablets o= _ N . =3
3.2.P.8.3-1 Stablllty Data JNNIT AR Iﬁg* *il*]iﬁn = n;{ﬁ
_, |Riamet 20+120mg Tablet o= _ s . =T
3.2.p8.3-2 Stability commitment report: Data tables INTAR s HAREE A
3.2.A Zoih [ZEENEL]

32.R HWNEREN [BAIBEHELI]
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42 FEHTE
421 FEEHE
4211 BHhEEHTLEER
In vitro investigations of the sensitivity to benflumetol and 5 .
SRl artemisinin in fresh isolates of Plasmodium falciparum - wet 5t HARSE &%
Sensitivity of Plasmodium falciparum to artemisinin and o i 5 s
AL D2 benflumetol (CGP 56 695) in Eastern Africa - Rud=7 2} HARSE &%
Longitudinal observation of the sensitivity of Plasmodium
4.211-3 |falciparum to artemisinin and benflumetol (CGP 58 695) in IV ey piiea HAHEE BE
Eastern Africa
Sensitivity of Plasmodium falciparum to artemisinin and . .
G2 ul4 benflumetol in Southern China, 1992 . PE ot HIA RS E &%
Longitudinal observation of the sensitivity of Plasmodium
4.211-5 [|falciparum to artemisinin and benflumetol (CGP 56 695) in A it HAHREE BE
Mae Hong Son, Thailand
Follow-up investigation of the sensitivity of Plasmodium
4.2.1.1-6 |falciparum to artemisinin and benflumetol (CGP 56 695) in 24 a5 HtHREE &E
Mae Hong Son, Thailand
42117 Sensitivity of PIasmodmmfa_Impgrum to +benflumetol and - _ 1m XYL —F Hoh dtpl g = s
benflumetol in a continuous in vitro culture system
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FTEH srgion s oo b fE HELE cx =z
=S x® & £E a7 5% 52 HE HARE SR ERE RIS AT (ER ) EHES L i
Sensitivity of East African Plasmodium falciparum to
benflumetol racemate (CGP 56695) and the plus (CGP m . ap— . e
Sl 0 64455) and minus (CGP 64456) enantiomers of g 2HF=7 =5 HIREE &%
benflumetol
Comparative in vitro study of the activities of lumefantrine
4.2.1.1-9 |and desbutyl-benflumetol in one Thai and two African - Aoz —F v E5n HHREE &E
strains of Plasmodium falciparum
Interaction of benflumetol and artemether against
4.2.1.1-10 |Plasmodium falciparum in a continuous in vitro culture _ Az —TYw i i EREE HE
system
491111 Induction of er_Jg reS|st_ance to _benflumetol, artemether and %E A5 stpl R 5=
co-artemether in malaria parasites
Blood schizontocidal activity of artemether and benflumetol
4.2.1.1-12 |alone or in combination against Plasmodium berghei in FE a5 A REE BE
Mus musculus
Blood schizontocidal activity of artemether and
4.2.1.1-13 |benflumetol, alone or in combination against Plasmodium thE w5 i EREE HE
knowlesi in Macaca mulatta
Experimental development of Plasmodium berghei
4.2.1.1-14 |populations resistant to artemether, benflumetol or both, in FE Fiiea HHREE &E
Mus musculus
4212 BIRMEEAER
42121 [Mneractions of CGP 56 695 and CGP 56 695, antt- JISLT 4 R JISLT 4 R 9t HhBEE | 5%
malarials, at neurotransmitter receptors in vitro
4212 The neurotoxic potential of benflumetol and - 1m =@ ot it phapE =

artemether/dyhydroartemsinin combination in vitro
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=S = @ E a7 5% 52 HE HARE R BRE EIGFT (ER ) & fas il &E
1213 REREERB
1 |ARTEMETHER: Electrophysiological Safety Measurements S 2 ~ S N . =T
#2121 of hERG Currents in Stably Transfected HEK293 Cells 2T & 2 ANNILTAR e ) HRBEE e i
Artemether: Effect of Artemether on Cloned hERG 5 -
4.2.1.3-2 |Potassium Channels Expressed in Human Embryonic - m KE Fiiea HtHREE B i
Kidney Cells {amendment no.1)
DIHYDROARTEMISININ: Electrophysiological Safety 5 -
4.2.1.3-3 |Measurements of hERG Currents in Stably Transfected ST AR m NNILT AR g% § HARETE T4
HEK?293 Cells
Dihydroartemethesinin, Effects of Dihydroartemisinin on 5 -
4.2.1.3-4 |Cloned hERG Potassium Channels Expressed in Human - m *E a5 tHREE ERR i
Embryonic Kidney Cells
Effect of Lumefantrine, Desbutyl-Lumefantrine,
4.2.1.3-5 |Halofantrine, Chloroquine and Mefloquine on HERG ] pll o = E EE b HOMREE B
Currents Recorded from Stably Transfected HEK293 Cells
42136 Cart_:llac Action Pgtentlal Parameters in Guinea-pig Isolated 1 ~ HE A4 st slp T4
Papillary Muscle in vitro 1
Evaluation of the cardiocascular and renal effects of Co- 1 -
4.2.1.3-7 |Artemether (CGP56697), Artemether (CGP56696) and [ ] 1m AR B HARES LR
Benflumetol (CGP56695)
4274 EAFHEDRE(FHAR [RLa L]
4.2.2 R ENREEER _
4221 SWERUAUT—L 3 VHREE
Quantitative determination of artemether and its metabolite -
~ b E==5--4 =T
42211 dihydroartemisinin in human plasma by LC-MS/MS. - 2'“3 ST vA =2l HAREE gl
Method description and validation.
42212 Additional development tests for artemether/DHA assay. - 2m 95w3 st SRR 5547
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Quantitative determination of artemether and its metabolite

4.221-3 |dihydroartemisinin in dog plasma by LC-MS/MS. Method ] Pl = = = ISR izt HAREE ST
description and validation.
Quantitative determination of artemether and

4.221-4 |dihydroartemisinin in rat plasma by LC-MS/MS. Method o plt = = = 73 YR gty HPBREE Bl
description and validation.
Quantitative determination of artemether and its
dihydroartemisinin metabolite in human plasma by liquid S oy = 3 e =3

#2212 chromatography-mass spectrometry method. Method SR ais 2001411 308 L ETE R "5 HAREE Gl
description and validation.

42216 |["CD.] CGP56696 Synthesis and release analysis. SNNLT AR 20055118158 SNNILT AR Bt HAREE i
Quantitative determination of lumefantrine in human

4.2.21-7 |plasma by liquid chromatographyftandem mass JNNT AR 200556H8H JNILT AR E5 HAREE i
spectrometry. Method description and validation.
Quantitative determination of desbutyl lumefantrine in

4.2.2.1-8 |human plasma by liquid chromatography/tandem mass JNTAR 200557H5H SNNILT AR a5 HARBESE i
spectrometry. Method description and validation.
Quantitative determination of lumefantrine in dog plasma

4.221-9 |by liquid chromatographyftandem mass spectrometry. LT AR 200752H22H JNNT AR E5n HAHREE i
Method description and validation.
Quantitative determination of lumefantrine in human

422110 |plasma by HPLC method with UV detection. Method ST AR 200146 H5H ST 4R it HAREE ERa i

description and validation.
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Quantitative determination of lumefantrine and its desbutyl
metabolite in human plasma by HPLC method with UV JINILT AR 20014108108 JINILT AR 2N HRBEE i
detection. Method description and validation.
42211 Quantitative determination of lumefantrine and its desbutyl
metabolite in human plasma by HPLC method with UV S o= o= N . -
detection. Method description and validation. Amendment I NNT AR 2002512A 138 I NNT AR =5t HAHEE &F
no.1
) Quantitative determination of benflumetol in plasma by o= o= N . =5
422112 high-performance liquid chromatography and UV detection. JINT AR 199458A 248 JINTAA 5 HAHREE i
Development of an HPLC assay and plasma
concentrations of the two enantiomers CGP 64455 S(+) o= o= . g =5
422.9-13 | |14 CGP 64456 R(-) of racemic benflumetol (CGP 56695) | 7 /M7 1% 19965124208 INNT AR =5t HNHEE F
in humans, dogs and rats.
4.2.2.1-14 |[Dg] COAS566 Synthesis and Release Analysis. YRAVIS P 2004F5R85H VRAVIS P i2)N HRNBES B
Quantitative determination of Quinine in human plasma by
4.2.2.1-15 |HPLC method with fluorescence detection. Method JINIT AR 200154H3H JNILT 4R piir 2N HR|EE o]
description and validation.
4222 RIR
Disposition studies in rats after administration of Co-
4.2.2.2-1 |artemether (CGP 56 697) containing radiolabelled JINILT 4R 199748 H29H JNILT 4R piT)N HARESE B
artemether (CGP 56 696) and unlabelled benflumetol.
Absorption and disposition of CGP 56696 (artemether)
after administration of CGP 56697 (co-artemether) . . . -
4.2.2.2-2 VAV P 199747 H 16 JINILTF 4R ; &8
containing C-labelled CGP 56696 (artemether) to male T4 F7H16R T4 il HARE i
dogs.
Artemether and dihydroartemisinin plasma concentrations
4.2.2.2-3 |in female cynomolgus monkeys in a pilot pharmacokinetic JNNIT AR 199647H10H JNNIT AR piAN HARESE B
study with a single Co-artemether oral dose.
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Disposition studies in rats and dogs after administration of
4.2.2.2-4 |Co artemether (CGP 56697) containing "“C-labelled JINLT AR 199748H29A JINILT AR 2 HRHREE i
benflumetol (CGP 56695) and unlabelled artemether.
Benflumetol plasma concentrations in female cynomolgus
4.2.2.2-5 |monkeys from a pilot pharmacokinetic study with a single JNNIT AR 199647 A29H JNNIT AR pi)N HARESE B
co-artemether oral dose.
Plasma concentrations of benflumetol in rats treated with o= o= s . -
4.2.2.2-6 single intravenous doses of 1 ma/kg. JINIVT 4R 199643 H 13H JINIVT 4R B HARES B i
Plasma concentrations of CGP 56695 in a 13-week oral o = o= . . -
4.2.2.2-7 (capsule) toxicity study in dogs. JNILT 4R 199746 A3H J LT AR B HARES AT it
4223 &
In vitro binding of artemether to human serum proteins,
4.2.2.3-1 [human erythrocytes, and serum proteins from dog, rabbit, J LT 4R 199841/ 29H J LT 4R b8 HRREE B i
rat, mouse, and cynomolgus monkey.
In vitro binding of benflumetol to human serum proteins,
4.2.2.3-2 |human erythrocytes, and serum proteins from mouse, rat, JNILT 4R 1996411 H28H JNILT 4R B HARESE E i
dog, rabbit, baboon, and cynomolgus monkey.
Ex vivo plasma protein binding of quinine in healthy
4.2.2.3-3 [subjects given quinine alone or in combination with J LT AR 20014 12A6H J LT AR pii)N HHRREE STl
COAb566 (study trial 2302).
Transfer to the embryo-fetal compartment of pregnant rats
after peroral administration of 30 mg/kg of CGP 56697 (co- . o = . -
4.223-4 VAV R 1997%7H16H VAV R ; &E &t
artemether) containing °H labelled CGP 56696 A 7R A =t HARS il
(artemether).
Transfer of radioactive substance(s) to the embryo-foetal
compartment of rats after peroral administration of 30
4.2.2.3-5 |mg/kg CGP 56697 (Co-artemether) containing [*C]CGP JINILT 4 R 1997448218 JINILT 4 R ot HRABES Eodfi]
56695 ([14C]benﬂumetol) and unlabelled CGP 56696
(artemether).
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Transfer of radioactive substance(s) to the embryo-foetal
compartment of rabbits after peroral administration of CGP . . . -
4.2.2.3-6 AV R 19964 12A20H VAV R ; &HE &t
56697 (co-artemether) containing "*C-labelled CGP 56695 A F12R A =t HARS il
(benflumetol).
Plasma concentrations of benflumetol in pregnant rabbits
after peroral administration of CGP 56697 (co-artemether) . . . -
42237 JNLTAR 199746H2H JNLT AR j tRRES
containing C-labelled CGP 56695 (benflumetol) and E 65 ki il HARE i
unlabelled CGP 56696 (artemether).
Transfer of radioactive substance (s) to the embryo-fetal
compartment of rabbits after peroral administration of CGP N . . -
4.2.2.3-8 VAV R 19974 7H16H VAV R ; &E &t
56697 (co-artemeter) containing "“C-labelled CGP 56696 A 7R A =t HARS il
(artemeter)
4224 KH
Characterization of metabolites of artemether (CGP 56696)
4.2.2.4-1 [formed in rats and dogs after single oral doses of co- JNILT 4R 199844 H29H JNILT 4R &5 HR|EE R i
artemether containing radio labelled artemether.
Characterization of radioactive substances in disposition
studies with "*C-labelled benflumetol (CGP 56695) after o= o= ; s
42.24-2 JNLTAR 199746 R 13H JNLT AR j tRRES
administration of co-artemether (CGP 56697) in rats and E F6R E il HARE i
dogs.
Identification of in vitro metabolites of artemether (CGP
4.2.2.4-3 |[56696) in incubations with rat blood, dog blood, and bovine JNILT 4R 1997%787H JNNIT AR 2N HAmEE L i
hemoglobin by GC-MS analysis.
In vitro biotransformation of CGP 56696; comparison of o = o= s . -
4.2.24-4 three animal species and man. JNIT4 R 199756 A3H JNILT 4R &5 HRREE ERR i
In vitro biotransformation: Identification of the human
4.2.2.4-5 |cytochrome P450 isoenzyme(s) involved in the JNILT 4R 199746 H26H JNILT 4R FAN RS i
biotransformation of artemether.
4224.6 In vitro t_)lotransformatlon of CGP 56695; comparison of JINLT 4 R 199742 A 258 J LT 4 R T NI =
three animal species and man.
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In vitro bictransformation: ldentification of the human
4.2.2.4-7 |cytochrome P450 isoenzyme(s) involved in the N- JNTAR 1997468108 SNNILT AR a5 HRBEE i
dealkylation of benflumetol.
Evaluation of a new chemical entity, CGP 56696, as an _ | 5 e -
42248 |inhibitor of human P450 enzymes. E iz 2 Tala w HARSE B
4224.9 Evglgatlon of a new chemical entity, CGP 56695, as an _ 1m 74U A ot iR E 547
inhibitor of human P450 enzymes.
Evaluation of artemether, dihydroartemisinin, and
422410 Iumefantrlne.as inducers of drug metapohzmg enzymes ST 4R 2011&3828 J LT 1 R ot iR E 547
and metabolism of oral contraceptives in human
hepatocytes.
4225 Hit (ZEERmL] _ __
4226 EYBEFHZMABEEHECGERE) [ZEEHGL]
4227 ¥QihOEVHEZR [RIAFHEL]
423 BlEdE
4231 HOxESEEE
42311 |CGP56697: Acute Oral Toxicity Study in Rats ST AR 11% TR it HAREE e i
4.23.1-2 |CGP56697: Acute Cral Toxicity Study in Dogs JINT AR 1m~ JINT AR i) HAREE Bl
42313 |CGP56698: Acute Oral Toxicity Study in Rats AT AR 11m AT AR i) HAREE Bl
4.2.3.1-4 |CGP56696: Acute Oral Toxicity Study in Dogs ST AR 1m~ TR it HAREE e i
42315 |CGP56695: Acute Oral Toxicity Study in Rats JINT AR 11m JINT AR i) HRBEE B i
4.2.3.1-6 |CGP56695: Acute Oral Toxicity Study in Dogs JINT AR 1m~ JINILT AR it HAREE i
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4232 REERSEMEHERE
CGP56697: 1-Month Oral Toxicity Study in Rats JINLT AR 1m~ ST R a5 HAREE ERCli
4.2.3.2-1 |Plasma concentrations of CGP 56 695 (benflumetol) in rats
after repeated daily administration of 200, 600 and 1000 — m — 5 e -
mg/kg of CGP 56 697 (co-artemeter) during a 1-month oral FElET o & L TS 2 25} HARSS R
toxicity study
CGP56697: 3 MONTH ORAL TOXICITY STUDY IN RATS ST AR 1m~ TR Fiiea HAHREE B i
Artemether and dihydroartemisinin concentrations in male
and female rats on days 1 and 91 of a 3-month
pharmacokinetic study following oral administration of Co- JNNT AR ‘Im ST AR E5 HAREE i
4.23.2-2 |artemether daily doses of 100, 300 and 1000 mg/kg body
weihgt
Plasma concentrations of CGP 56 695 (benflumetol) in rats
after repeated daily administration of 100, 300 and 1000 i i = . &= =3
mg/kg of CGP 56 697 (co-artemeter) during a 3-month oral PENET A 1m LHNITH =5 HARSS gl
toxicity study
CGP56697: 1-Month Oral Toxicity Study in Dogs ST AR 1m~ ST AR a5 HABESE 2 3
4.2.3.2-3 |Plasma concentrations of CGP 56 695 (benflumetol) in
dogs after repeated daily administration of 60, 200 and 600 A A . . =3
mg/kg of CGP 56 697 (co-artemeter) during a 1-month oral PENIET A 1m Lt et a5 HARSE ¥ 1
toxicity study
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CGP56697: 3-Month Oral Toxicity Study in Dogs JINT AR 1m~ JNILT AR it HAREE i
Artemether and dihydroartemisinin concentrations in male
and female _dogs on day_s ‘I ano_l 89 of a 3-month toxmty J LT 4 R 1m J LT 4 R ot AL E £
4232.4 study following oral administration of Co-artemether daily
doses of 20, 60 and 200 mg/kg body weihgt
Plasma concentrations of CGP 56 695 (benflumetol) in
dogs after repeated daily administration of 20, 60 and 200 — o 5 &= =3
mg/kg of CGP 56 697 (co-artemeter) during a 3-month oral AT 1m il E 5 HARSS Gl
toxicity study
42325 |CGP56696: 13-week oral toxicity study in rats AT AR 1m~ JINT AR i) HAREE B
4.23.2-6 |CGP56696: 13-week oral (capsule) toxicity study in dogs ST AR 1% i ST AR a5 HAHREE i
CGP56695: 13-week oral toxicity study in rats AT AR 11m AT AR B4 HAREE Bl
AR Plasma concentrations of CGP 56 695 (benflumetol) in rats
after repeated daily administration of 100, 300 and 1000 ST AR ‘Im ST AR En HAHBREE Eii]
mg/kg of CGP 56695 during a 13-week oral toxicity study
4.23.2-83 |CGP56695: 13-week oral (capsule) toxicity study in dogs ST AR 1m~ ST AR E5n HAHREE i
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4233 jnlnesling
42331 InVitosE&
CGP56697: SALMONELLA AND 1 -
4.2.3.3.1-1 |ESCHEICHIA/MAMMALIAN-MICROSOME AT AR m AT AR w5t HAREE ER i
MUTAGENICITY TEST
CGP56697: GENE MUTATION TEST WITH CHINESE s 1 ~ < = = =3
CGP56697: CYTOGENETIC TEST ON CHINESE . 1 ~ R . . .
42331-3 HAMSTER CELLS IN VITRO JINIT A m JINIT A Bt HTAREE e i
CGP56696: SALMONELLA AND ’ -
4.2.3.3.1-4 |ESCHERICHIA/MAMMALIAN-MICROSOME AT R m AT R Bt AR ESE Zih
MUTAGEINCITY TEST
CGP56696: GENE MUTATION TEST WITH CHINESE . 1 ~ . . . T
423815 | L svieTer CELIS YO ST A4 R m S NT AR B HAREE AT A
CGP56696: CYTOGENETIC TEST ON CHINESE s 1 ~ S = 4 -
423316 |7\ MsTER CELLS IN VITRO ST AR 1m RAVI S s Bt FHAHRES B
CGP56695: SALMONELLA AND 1 -
4.2.3.3.1-7 |ESCHEICHIA/IMAMMALIAN-MICROSOME TR m LT R &t HRBEE i
MUTAGENICITY TEST
CGP56695: GENE MUTATION TEST WITH CHINESE G 1 ~ e 2 e T
423318 | sTER CELLS V79 JINLT AR m JIULT AR By #HAHEE &t A
CGP56695: CYTOGENETIC TEST ON CHINESE s = 1 ~ s = . &= =3
4 EFRIYN - maetens Bn S ITRE LT AR 1m T 4 R Bt HRREE AT
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42332 /nVivosdB&

423321 | S5P20697 MICRONUCLEUS TEST, RATIN VIVO snsaez | - 7 ISILT 4 R #4h HAREE | HE
STUDY 1

4233.2-2 | SOP20086: MICRONUCLEUS TEST, RAT IN VIVO JISILT 4 R ! = 7 ISILT 4 R #5h HAREE |
STUDY 1

423323 GERI0E0s. MIERONUELELSTEST. RAT BH¥IND ST AR 1 - JILT AR &5 HAHREE B
STUDY 1

4234 HPARMERR

42341 REPARERE [BI3E8GL]

42342 BHANIHHANARERRE [EIERLL]

42343 FohpEE [BRIEEHEL]

4235 EBRESITaER

42351 SRERVERFTOPNIMREEICET S8
CGP56697: An Cral Study for Effects on Fertility and Early S 1 . 2 5 4 -

423511 Ertibryenic Developtient in Fais JSNLT AR 1m9 JINT AR i) HAREE Ea i

42352 Jt-RBEEEICEHT S5

423591 CGP56697: A follow-up oral dose-rangeflndlng study for ST 4 R 1 Ao g & Hoh 2 ERE = sE
effects on embryo and fetal development in rats 1

4973500 E;CESP56697: An oral embryo and fetal development study in J 1L 4 R 1M~ R 551 N i
CGP56697: An oral dose-rangefinding study for effects on s 7 1 b o 5 .

423523 embryo and fetal development in rabbits IINT LR m ST AR L HAHREE &%
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CGP56697: A follow-up dose-rangefinding study for effects —— 1 ~ — 5 s
on embryo and fetal development in rabbits Al Er A 1 AT AR ot HAREE HE
Artemether and dihydroartemisinin plasma concentrations
in female rabbits in a follow-up dose-range finding study e m e e 5 e
42352.4 evaluating effects of Co-artemether on embryo and fetal I R 1 ST R 25} HARSS 8%
D development
Plasma concentrations of CGP 56 695 (benflumetol) in
female rabbits after repeated daily administration of 210, — m o 5 .
700 and 2100 mgfkg of CGP 56697 (co-artemether) on AT g it 5 HAREE &%
day 19 of gestation during a 13-day oral toxicity study
493505 CGP56697: An oral gtudy for effects on embryo and fetal ST 4 R 1 ~ I ST R A5 attps T4
development in rabbits 1
49359.6 CGP56696: An oral study for effects on embryo and fetal J LT 4 R 1 ~ J LT 4 R ot it Ep B 547
development in rats 1
CGP568696: An oral dose-rangefinding study for effects on s 1 e — . &=
e 2 embryo and fetal development in rabbits RAERINET o 1 AT RX Bt AR ESE &HE
423508 CGP56696: An oral gtudy for effects on embryo and fetal JILT R 1 ~ I ST R A5 s R E ST
development in rabbits 1
42352.9 CGP56695:.E.mbry.on|c and fetal development study in rats JILT 4R 1 ~ J LT 4R ot SRR £
by oral administration 1
CGP56695: An oral limit test for effects on embryo and o 1 ~ —— . .
fetal development in rabbits ZEXGT AR ‘Im‘ﬂ LT A =5 HAREE &%
4.2.3.5.2-10|Plasma concentrations of CGP 56 695 (benflumetol) in
female rabbits after repeated daily administration of 1000 — m o 5 .
mg/kg CGP 56695 on day 19 of gestation during a 13-day AT g it 5 HAREE 5%
oral toxicity study
4235911 CGP56695: An oral gtudy for effects on embryo and fetal ST 4R 1 ~ J LT R ot SRR £
development in rabbits 1
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42353 HEFRUGHEROFEES VITEAOREEICEY 58
493531 CGP56697: An oral study for effects on pre- and postnatal J LT 4R 1 ~ J LT 4R ot MR £
development in rats 1
42354 ERZRL -8R
CGP56697: 13-week oral toxicity study in weanling rats ST AR 1m~ AT AR it HARLE ot
4.2.3.5.4-1 |Plasma concentrations of CGP 56 695 (benflumetol) in
weanling rats after repeated daily administration of 100, —— m — 5 s =3
300 and 1000 mgfkg CGP 56697 (co-artemether) during a Al Er A 1 AT B 2} HARSE R
13-week oral toxicity study
4935 4.0 Artemefche_r: An oral_(gavage) juvenile development dose ST 4 R 2 ~ I ST R A5 attps sE
range-finding study in rats 2
4.2.3.5.4-3 |Artemether: An oral juvenile development study in rats ST AR 2m~ JNNT AR &t ITRBEE O]
4535.4.4 Arteme.the.r: An oral.(gavage) juvenile development dose J LT 4 R 2 ~ J LT 4 R ot i ERE 5%
range finding study in rats 2
403545 Artemefche_r: An oral (gavage) Juvenl_le developn_wen’_t dose JILT R 2 ~ I ST R A5 s R E 5=
range-finding study with staggered interval dosing in rats 2
Artemether. A mechanistic oral {gavage) study to explore w 2 ~ e 3 e &
423546 s i o — JSNIT AR 5 ANNIILTAR &5 HRHEEE R
4236 RBHEEEE
1 |ARMSEE: Primary skin irritation study in rabbits (4-hour 2 ~ 5 e =3
#2884 semi-occlusive application) - 2 RER A Laaes Al
ARMS66 (Artemether): Assessment of contact sensitizing 5 -
4.23.6-2 |potential with the murine local lymph node assay (LLNA JINLT AR m JNIT AR E5n HAHREE i
tier I)
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4237 XOMOSEFEE
42371 fmEMEER [BAFRGL]
42372 REEEEE [BEEHALL)
42373 EEREO#FICEHYT HEE
COAS56: 1- or 2-week intramuscular exploratory s 7 2 o o 5 .
4.2.3.0.3-1 neurotoxicity study in rats IINT LR m ST AR = HAHREE &%
423732 |ARME66, COAS66: Oral neurotoxicity study in dogs JILT 4R ZIva ST 4R it HAREE ERa i
CGP56§96: Oral and I.ntra.lmuscular Neurotoxicity Study in J LT 4R 1 ~ J LT 4 R ot i ERE 547
Dogs with Pharmacokinetics 1
4.2.3.7.3-3 |Artemether and dihydroartemisinin plasma concentrations
in dogs in a 8 days neurotoxicity study following i.m. and o= m — . &= =3
oral administrations of artemether daily doses PENET A L LHNITH =5 HARSS gl
(intermediate results)
CGP56696: Pilot Intramuscular Neurotoxicity Study in —— 1 ~ — 5 . -
Dogs with Pharmacokinetics ST AR 1m ST 4 R Bt HARETE R i
Artemether and dihydroartemisinin plasma and
423734 ; . y . ;
cerebrospinal fluid concentrations in male dogs in a 5 days
(interim) or 30 days (main) neurotoxicity study following ST AR ‘Im AN TAR =a HARESE L4
i.m. administrations of artemether daily doses of 20 mg/kg
body weight
4.2.3.7.3-5 |COA556: 8-day exploratory neurotoxicity study in dogs ST AR 2m~ JINNT AR E5 HtAREE &E
4.2.3.7.3-6 |ARM566: Intramuscular neurotoxicity study in dogs JNNT AR ém JNNT AR E5 HAREE i

42374 &

fFlimes (B arel]

42375 £

DO EEAEE (%S FEL]
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42376 THYOEMERE

4.23.7.6-1 IiE#%%EB*: Mutagenicity test using Salmonella typhimurium ST AR 2m‘3~ JINITAR 5 HRREE £F4h

423762 iﬁ%%ﬁ(}f Mutagenicity test using Salmonella JILS 4R 2 ~ J L4 R 5 P 1
typhimurium 2

42377 ZTOMOEE

493771 Artemether: UV/vis absorption spectrum for initial ST 4R 2m J LT 1 R ot iR E s
phototoxicity assessment

423772 Lumefan.trl.ne: UV /vis absorption spectrum for initial J LT 4R Q(M J LT 4 R Aol AL E 5%
phototoxicity assessment

4.2.3.7.7-3 |CGP56697: Skin Phototoxicity in Hairless Mice ST AR 1ﬁ~ ST AR piiea HARLEE R

4.2.3.7.7-4 |CGP56695: Skin Phototoxicity in Hairless Mice JNIT AR 1%~ ST AR a5 HtAREE ERa i

423775 ;SQS%GrS:emether): 2-week oral (gavage) toxicokinetic J LT 4 R ém; J LT 4 R Aol LS S

* o FERAGRERERICES R
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4.3-1 Ariey F, Witkowski B, Amaratunga C, et al. (2014) A molecular marker of artemisin-inresistant Plasmodium falciparum malaria. Nature; 505:50-55. 0N
4.3-2 Ashley EA, Dhorda M, Fairhurst RM, et al. (2014) Spread of artemisinin resistance in Plasmodium falciparum malaria. N Engl J Med; 371:411-23. 0N
433 Avery MA, Gao F, Chong WKM, et al. (1993) Structure-activity relationships of the antimalarial agent artemisinin. 1. Synthesis and comparative molecular T
"~ field analysis of C-9 analogs of artemisinin and 10-deoxoartemisinin. J Med Chem; 36:4264-75.
4.3-4 Brewer TG, Grate SJ, Peggins JO, et al. (1994) Fatal neurotoxicity of arteether and artemether. Am J Trop Med Hyg; 51(3):251-9. B
435 Burk O, Arnold KA, Nussler AK, et al. (2005) Antimalarial artemisinin drugs Induce cytochrome P450 and MDR1 expression by activation of xenosensors T
T pregnane X receptor and constitutive androstane receptor. Mol Pharmacol; 67(6):1954-65.
436 Butler AR, Gilbert BC, Hulme P, et al. (1998) EPR evidence for the involvement of free radicals in the iron-catalysed decomposition of Qinghaosu T
"~ (Artemisinin) and some derivatives; Antimalarial action of some polycyclic endoperoxides. Free Rad Res; 28:471-6.
437 Clark RL (2009) Embryotoxicity of the artemisinin antimalarials and potential consequences for use in women in the first trimester. Reprod Toxicol; 28:285- T
"~ 96. !
4.3-8 Colussi D, Parisot C, Legay F, et al. (1999) Binding of artemether and lumefantrine to plasma proteins and erythrocytes. Eur J Pharm Sci; 9:9-16. B
4.3-9 Eastman RT and Fidock DA (2009) Artemisinin-based combination therapies: a vital tool in efforts to eliminate malaria. Nat Rev Microbiol; 7:864-74. wo
4.3-10 Eckstein-Ludwig U, Webb RJ, van Goethem IDA, et al. (2003) Artemisinins target the SERCA of Plasmodium falciparum. Nature; 424:957-61. EH
4.3-11 Golenser J, Waknine JH, Krugliak M, et al. (2006) Current perspectives on the mechanism of action of artemisinins. Int J Parasitol; 36(14):1427-41. 0N
4.3-12 Koleala T, Karl S, Laman M, et al. (2015) Temporal changes in Plasmodium falciparum anti-malarial drug sensitivity in vitro and resistance-associated T

genetic mutations in isolates from Papua New Guinea. Malar J; 14:37.
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4.3-13 |Lefévre G and Thomsen MS (1999) Clinical pharmacokinetics of artemether and lumefantrine (Riamet®). Clin Drug Invest; 18(6):467-80. piAN
4.3-14 Li QG, Peggins JO, Fleckenstein LL, et al. (1998) The pharmacokinetics and bioavailability of dihydroartemisinin, arteether, artemether, artesunic acid and T
hd artelinic acid in rats. J Pharm Pharmacol; 50:173-82.
4.3-15 Li W, Mo W, Shen D, et al. (2005) Yeast model uncovers dual roles of mitochondria in the action of artemisinin. PLoS Genet; 1(3):0329-34. i 0N
4316 Longo M, Zanoncelli S, Della Torre P, et al. (2006) In vivo and in vitro investigations of the effects of the antimalarial drug dihydroartemisinin (DHA) on rat T
hd embryos. Reprod Toxicol; 22:797-810.
Mbengue A, Bhattacharjee S, Pandharkar T, et al. (2015) A molecular mechanism of artemisinin resistance in Plasmodium falciparum malaria. Nature; .
4.3-17 , o
520:683-7.
4318 McChesney EW and Fitch CD (1984) 4-Aminoquinolines. In: Peters W, Richards WHG, (eds). Handbook of Experimental Pharmacology. Antimalarial drugs T
T II.;Berlin Heidelberg New York Tokyo:Springer-Verlag, p. 3-61. !
4.3-19 Meshnick SR, Taylor TE, Kamchonwongpaisan S (1996) Artemisinin and the antimalarial endoperoxides: from herbal remedy to targeted chemotherapy. T
T Microbiol Rev; 60(2):301-15. !
4.3-20 Nkhoma S, Nair S, Mukaka M, et al. (2009) Parasites bearing a single copy of the multi-drug resistance gene (pfmdr-1) with wild-type SNPs predominate T
T amongst Plasmodium falciparum isolates from Malawi. Acta Trop; 111(1):78-81. !
4.3-21 Peters W (1970) The chemotherapy of rodent malaria, X. Dynamics of drug resistance, part 2: Acquisition and loss of chloroquine resistance in Plasmodium T
T berghei observed by continuous bioassay. Ann Trop Med Parasitol; 64(1):25-40. !
Pillai DR, Lau R, Khairnar K, et al. (2012) Artemether resistance in vitro is linked to mutations in PfATP6 that also interact with mutations in PfIMDR1 in .
4.3-22 ) . . : - . Al Eo
travellers returning with Plasmodium falciparum infections. Malar J; 11:131.
4323 Price RN, Uhlemann AC, van Nugt M, et al. (2006) Molecular and pharmalogical determinants of the therapeutic response to artemether-lumefantrine in T
T multidrug-resistant Plasmodium falciparum malaria. Clin Inf Dis; 42(11):1570-7. !
Traebert M, Dumotier B, Meister L, et al. (2004) Inhibition of hERG K+ currents by antimalarial drugs in stably transfected HEK293 cells. Eur J Pharmacol; .
4.3-24 _ ot
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4.3-26 | ARMEX (2002) TZUTITHITEHZMEABEDOIIR. BREAEES; 76(8):585-93. E W
4.3-27 |Wang J, Huang L, Li J, et al. (2010) Artemisinin directly targets malarial mitochondria through its specific mitochondrial activation. PLoS One; 5(3):€9582. s AN
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4.3-28 . pi)N
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4.3-29 Xing J, Kirby BJ, Whittington D, et al. (2012) Evaluation of P450 inhibition and induction by artemisinin antimalarials in human liver microsomes and primary T
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52 ZHREFABR—ER
5.2 LREREBR-ER JINILT AR - - E3] HABES ESa i
5.3 BARABRBREE
53.1 AYEINFHABREEE
53.1.1 NAATARLSEYT4BAHBRBESE [BLEREL]
53.1.2 HEBARBRERUAYFHEEYE (BE) BBRBEE
A randomized, open-label, single-dose, three-period,
twosequence, crossover study to evaluate the relative 2005510526 H ~
5.3.1.2-1 |bioavailability of COA566 given as dispersible tablet for oral JNLT AR 200641 B 266 ISR, EHMERR B/ HNBESE %
suspension, commercial tablet formulation crushed for oral
suspension and intact commercial tablet to healthy volunteers
A randomized, open-label, single-dose, three-period, six
sequence crossover study of Coartem® to evaluate the
bioequivalence between the dispersible tablet manufactured at 2008415 12H ~
5.3.1.2-2 |Suffern [batch #: FO003], the dispersible tablet from a scale up JNNILT 4R 200847520 A4 X R, §2Ex )N HRREE B5E
batch [batch #: X0005] (similar to the batch used in Novartis
clinical studies) and the commercial tablet crushed for oral
suspension [batch #: FO350], in sixty healthy volunteers
5.3.1.3_In Vitro-In Vivo DES:2 2 a1 Ll- e = (2 S B i/aL]
5314 AYFHRUVEBILEMDITERTRSE
Quantitative determination of artemether and its metabolite,
_, |dihydroartemisinin, in plasma by high-performance liquid o= . = = N . =z
5.3.14-1 chromatography and electrochemical detection in the reductive INNT AR 1996517298 IT YA, EHE 2o HRBRSE =F
mode
Quantitative determination of Artemether and its metabolite Veeda Clinical
5.3.1.4-2 |dihydroartemisinin in Na-Heparin human plasma by HPLC-ESI- Research 20125%7H4H 142K, EH1iE pi )N HRFEE B i
MS/MS
Validation of an LC-MS/MS method for the determination of
5.3.1.4-3 |artemether and its metabolite dihydroartemisinin in human WuXi AppTec 201343H8H hE, FH1EER TN HAREE B2
plasma (heparin Li)
Quantitative determination of artemether and dihydroartemisinin SGS Cephac
5.3.1.4-4 |in human plasma by LC-MS/MS using isotope labelled artemether Euro;)e 20094 1H27H 75 VUR, EH1MEE &5 HRFEE S

as internal standard
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= |Quantitative determination of artemether and dihydroartemisinin SGS Cephac - = s N . =5
5.3.1.4-5 in human urine by LC-MS/MS Europe 2008-"5'512ﬁ 19H 22K, n+1ﬁﬁn§ Iﬁg* *il*]?ﬁn = n;{ﬁ
5.3.1.4-6 | nantiaive determination of Lumefantrine in human plasma Y| vy appTec | 2009128108 thiE, MR g HREEE | FHE
Validation of an LC-MS/MS method for the determination of . = = . . =5
8.3.1.4-7 | antrine in human plasma WuXi AppTec 20105108 8H hE, 1R AN HRREE e i
o |Quantitative determination of lumefantrine in sodium heparin Veeda Clinical o = = . . =5
5.3.1.4-8 human plasma by using UPLC-ESI-MS/MS Research 2012$7ﬁ 18H ’( ~ I‘ , n'l“”jﬁ:& Iﬁy* *il*lgﬁn = n:Hﬁ
Quantitative determination of lumefantrine in human plasma by
liquid chromatography / tandem mass spectrometry o= . = = s . =5
53149 \1othod validation report: Additional data JNTAR 2009%27 98 I YA, B 25t HRRSE F{
Amendment no. 02
Quantitative determination of lumefantrine in human urine by
5.3.1.4-10 [liquid chromatography / tandem mass spectrometry JNNILT 4R 2009%2H20H 75 VR, ik )N HARES ER i
Amendment no. 3
532 E MEGREEZAVE-ENISEEEOHKREEE
5321 MEEAKSARBSE [(RIEREL]
5.3.22 FRBIRUVEDHEERZRBEE [BLEHEL]
5.3.2.3 tOEFERKHEAV-EBRREE [RIEHLL]
533 BEREMIE PK) HABRESE
5331 BEHBEICEITAPKRUVIHZARHERBRES
_4 |An open-label, single dose study to assess the safety, tolerability N 201545H290 ~ = = g =5
5.3.3.11 and pharmacokinetics of COA566 in Japanese healthy subjects I NNT AR 20154%6H23H =Py, EHEER =R HAREE H{
Comparative bioavailability of single oral doses of CGP 56697 199549 B 258 ~
5.3.3.1-2 |(co-artemether) under fed and fasted conditions in healthy male JINILT 4 R 1095411878 hE, FH1ER )N HA|EE B5E

volunteers

5332 BEICEITAPKRUMNMIRUARBEE [ZIBEHEL]

5.3.3.3 NAMZERZRFALI-PKHARKREE [(RIEHEL]
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5334 HNEAMEHEZRE LI-PKEARBKREE
Randomized, open-label, 2 period cross-over study to evaluate
the pharmacokinetic interaction of the combined single dose o= 200154 R 198~ .| R R . =
5.3.34-1 administration of COA566 and CYP3A4 inhibitor (ketoconazole) in JLT AR 200156 H19H TFUR, FHHER 2ot HRRSE &%
healthy subjects.
A randomized, double-blind, parallel-group study to evaluate the
cardiac effects and pharmacokinetic interaction of the combined o= 2000%10A78~ Y < 5 R . =
5.3.3.4-2 (sequential) administration of oral COA566 and i.v. quinine in ST 4R 2000128118 TRUZR, EHHER 2 HRRSE %
healthy subjects.
Open pilot study followed by a randomized, double-blind, parallel-
group study to evaluate the cardiac effects and pharmacokinetic o= 19984 5H5H ~ 1998 s o = =n s P =
5-3.34-3 linteraction of the combined (sequential) administration of JT AR F8H4H A2, B 2ot HRRSE %
mefloquine and CGP 56697 in healthy subjects
5335 REaL— 3 PKRBRBRES
Impact of food intake on exposure to lumefantrine in infants and
_, |children receiving artemether-lumefantrine  (Coartem) for o= _ N g %
5.3.3.5-1 uncomplicated malaria due to Plasmodium JINILT 4R 2008411 H26H TN HRHEE 5%
falciparum
534 BREKREANF (PD) HARBEE
5341 BERHFEREICETSHPDHARK UPK/PDHABRBKEE
A randomized, single-blind, parallel group, multiple-dose
study to evaluate the effects of the oral 6-dose regimen of o= 2005%11A23H~ = = =n N P -
53411 1 c0A566 on cardiac safety in healthy subjects versus JNLT AR 2006538 14H ITVR, BH2HEEK 2ot HRRSE F{
placebo with positive control (moxifloxacin hydrochloride)
Open pilot study to evaluate cardiac effects and plasma
concentrations of the antimalarials co-artemether (artemether and S = 1996 3A 118 ~ = = : . =
53.4.1-2 benflumetol) and halofantrine in healthy male subjects after single INNT4R 199653 H28H AAR, B 2 HRRSE %
oral doses taken with food
Comparison of cardiac effects of the antimalarials co-artemether
and halofantrine in relation to the plasma concentrations of the S = 199647 A 298 ~ s = 5 . P
5.3.4.1-3 study drugs in healthy male volunteers after single oral doses INLT AR 1996E10A 318 AR, B 2ot HRRSE &%
taken with a high fat meal

5342 BEICBITAPDREBREUPKPDERBRHREE [ZIERLL]




Novartis Confidential Page 39
CTD1.12 RIEH—FE COA566
SR AT SR e = —— ek EA 8= S e =
AEOR % B 5% SR AR HRRIEST | o a, | BEE | EES%
535 HAMMRUVZREUHABRBREE
5.3.5.1 HET SBIEICET 2 LB BRRREE
A randomised, double-blind, parallel group trial comparing
efficacy, safety and pharmacokinetics of the standard schedule 199649 F 24 H ~
(4x4 tablets over 48 hours) with two higher dose schedules of co- JNNLT AR 199738108 24, E2HEER fi: )N HARESE &%
5351.1 |artemetherin the treatment of acute Plasmodium falciparum
T malaria in adults and children in Thailand
PK report srngaz | TSOESRMBS s somm 91 HHNBEE | 5%
A randomised trial confirming efficacy and safety of the high dose
regimen of CGP56697 (in comparison with o= 1997118128~ = =n s P =
5.3.5.1-2 mefloquine+artesunate) in the treatment of acute Plasmodium JNLTAR 199843 A 9H sS4, EH2ER 2ot HRRSE %
falciparum malaria in adults and children in Thailand
A randomised, open-label trial (in comparison with MAS)
o |confirming efficacy and safety of the 6-dose regimen of o= 19984 9A30H ~ = N . =
53.513 |capses97 using FMI in the treatment of acute Plasmodium ST 4R 199941 H8H o4, BEEX ot HRRSE %
falciparum malaria in patients aged >12 years in Thailand
An open-label, single-center study of the effects of co-artemether
(Coartem®), atovaquone-proguanil (Malarone®) and artesunate- 200546827 H ~
mefloquine on auditory function following the treatment of acute JINILTF 4 R 2005211 5288 A4, FHMEER )N HRREE s5%E
5351-4 uncomplicated Plasmodium falciparum malaria in patients 12
T years of age or older
PK report srngaz | ZOTSATES s stiem 9t HNEmEE | 5%
An open-label, randomized, single—center, parallel group study of
the effects of artemether-lumefantrine (Coartem®) atovaquone-
proguanil (Malarone®) and artesunate-mefloquine on auditory S o= 200755828~ . = =n N . =
function following the treatment of acute uncomplicated T AR 2008%11H22H SRYET, B 2ot HRRSE &%
5.3.5.1-5 |Plasmodium falciparum malaria in patients 12 years of age or
older
M&.S report srngaz | ZOTESRERC lamvey, siem| s wnEsE | 5%
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A randomized, investigator-blinded, multicenter, parallel-group _ S
, o 77, EYUE—
study to compare efficacy, safety and tolerability of Coartem® 20064E8 B8 H ~ B e
5.3.5.1-6 |dispersible tablet formulation vs. Coartem® 6-dose crushed tablet| //S)L7 4 X Tl fi 29N HAHEE SE
. ; . . 2007%3H2AR ), RFUHME,
in the treatment of acute uncomplicated Plasmodium falciparum = =
o . BE) i
malaria in infants and children
A double-blind, comparative trial of an oral anti-malarial drug
combination co-artemether and its respective individual NN
5.3.5.1-7 |components, artemether and benflumetol, given in 48 hours to FIARAF 199446431 hE, FH1HERR TN HRFEE &%
. . . ; . .| GRZNILTAR) 19945 10A6H
patients with naturally occurring Plasmodium falciparum Infection:
a combined pharmacokinetic and efficacy trial in China
A randomised, open, parallel group, comparative efficacy and N -
5.3.5.1-8 |safety trial of co-artemether versus oral quinine in the treatment of FNAAF 1995%6 A 128 24, Et3MEER 2 HRBEE &%
; ; A . ; (/NI T4R) 19964 9H23H
acute Plasmodium falciparum malaria in children in Thailand
A randomised, double-blind, parallel group, comparative efficacy
and safety trial of oral co-artemether versus oral mefloquine in the|  F/\fi/¥— 1995558241 ~ b4t En . . =
535.1-9 treatment of acute Plasmodium falciparum malaria in adolescents | (3R//\)LT4X) 1996548198 EE 5t HARSE 5%
and adults in Thailand
A randomised, open, parallel group, long-term (9 weeks)
) comparative efficacy and safety trial of oral co-artemether versus FNHAF— 1995128138~ = =n N . %
5.3.5.1-10 oral artesunate and mefloquine in the treatment of acute (BN T4R) 19964 10H4H 54, E2HE = HAREE e%
Plasmodium falciparum malaria in children and adults in Thailand
A randomised, double-blind, parallel group, dose optimisation trial
of oral co-artemether using three schedules to compare the drug's FINHAF— 199546 7H ~ = = N . %
5.3.5.1-1 safety, efficacy and pharmacokinetics in the treatment of acute (BR/1NILT4R) 1995%11H822H SA. E2HER 2ot HNREE s%
Plasmodium falciparum malaria in adults in Thailand
A randomised, open, parallel group, comparative trial of oral co-
artemether versus quinine followed by Fansidar® to compare the FNHAF—/ 1996F4H28 ~ - < 5 . . .
5.3.5.1-12 safety and efficacy in the treatment of acute, uncomplicated JINIVTAR 19974%7HR18H RE. Ft3HER = HAREE e%
Plasmodium falciparum malaria in adults in Europe
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A randomised, double-blind, parallel group, comparative efficacy
and safety trial of oral co-artemether versus oral chloroquine in o= 199656 A 218 ~ 1 stotezn 5 P =
53.5113 L6 treatment of acute, uncomplicated Plasmodium falciparum JT AR 19974 1821H 1 F, B2 2ot HRRSE &%
malaria in adults in India
A randomised, double-blind, parallel group, comparative efficacy
and safety trial of oral co-artemether versus Fansidar® 199647 B30 H ~
5.3.5.1-14 |(sulphadoxine-pyrimethamine) in the treatment of acute JNLT AR AUET, F2ME B HNBEE %
) f L . 19974 1HA3H
Plasmodium falciparum malaria in small children aged 1 - 5 years
(>6 kg) in The Gambia, West Africa
A randomised, open, parallel group, comparative efficacy and
safety trial of oral co-artemether versus chloroquine in the FINHLF— 1996F2H2H ~ s = s N g P
5.3.5.1-15 treatment of acute Plasmodium falciparum malaria in small (BR/NIILT4R) 199648A17H BLY=T, B 2 HRRSE %
children aged 1 - 5 years (5-25 kg) in Tanzania
A randomised, double-blind, parallel group, comparative safety,
efficacy and pharmacokinetics trial of co-artemether versus o= 19964 1A8H ~ ISV, *35v N . =
5.3.5.1-16 halofantrine in the treatment of acute, uncomplicated Plasmodium ST 4R 19974 5H6H 4, EteiEEk 2ot HRRSE s%
falciparum malaria in adults in Europe
A randomised, parallel group, comparative trial of an oral anti-
malarial drug combination, co-artemether, and one of its 19964E6 821 H ~
5.3.5.1-17 |components, benflumetol (2 formulations), given to patients with JNNILT 4R thE, EH1MEER =5 HAREE B5E
. . . o . S 19964 11H5H
Plasmodium falciparum infection: a combined pharmacokinetic
and efficacy trial in China
5352 FXEBHABRBRES
Open label, multi-center, non-comparative efficacy, safety and AALR, B4y, 2
tolerability study of Riamet® in the treatment of acute o= 2001%5821H~ | VX, 4127, 8 . P
5.3.5.2-1 uncomplicated Plasmodium falciparum malaria in non-immune ST 4R 20055€8H11H AS5v4%, anvkE 2 HRRSE %
patients 7, EH16HEE%
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Open label, multicenter study for the evaluation of safety and F4STyT b=
efficacy of Coartem® (artemether-lumefantrine) tablets (6-dose o= 20024%7H23H ~ e et R . =
regimen) in African infants and children in the treatment of acute JT AR 2003%2H17H 7. % '/;,;ET’ B3 2ot HRRSE &%
5.3.5.2-2 uncomplicated falciparum malaria 8
FATIIT, 7=
o= 200278238~ < oar— = N . =
PK report JRNILT 4R 2003428176 7, 3 /"1;;7, &3 pi: TN HRHEE 5%
An open 4 dose tablets regimen of an oral anti-malarial drug
o |combination given in 48 hours to patients with naturally acquired FINHAF— 1993458268 ~ = s N . P
53.5.2-3 |5 smodium falciparum infection. A combined therapeutic and (BRINILT4R) 1993410A3H FE, FHER ot HRRSE %
pharmacokinetic study in China after registration approval.
An open, non-comparative in-patient pilot study to assess safety
and efficacy of oral co-artemether in infants and small children 1-|  F/\fi4/¥— 1995818 ~ T . . =
53524 |5 years (5-25 kg body weight) with acute, uncomplicated (B 1NILTAR) 199642 R 15H AvET, FHER 2ot HRRSE &%
Plasmodium falciparum malaria in Western Africa
5353 #BROABBBEHETHEILEBREE
53.53-1 2.5 Clinical Overview in acute uncomplicated falciparum malaria _ _ _ _ _ sz
T (Appendix) Post-text figures, tables and listings =
5.3.5.3-2 |Japan SCE Appendix 1 — - - — - 5%
5.3.56.3-3 |Japan SCS Appendix 1 — — — — — SE
Population Pharmacokinetic-Pharmacodynamic analysis of data
5.3.5.3-4 |from P. falciparum malaria patients treated with CGP56697, JINILTAR 199844 H30H - pi AN HAREE &%
Trials: AB/M01, AB/M02, 004, 012, 014 and 025
5354 ZOMOBKRARBRSE
4 |Pregnancy Registry in Zambia Evaluating the Safety Profile of o= 20044108158~ co s = =n N . =
5.3.54-1 Coartem® and SP in Pregnant Women with Symptomatic Malaria IT AR 20085 7H16H FLET, B4l 2ot HRRSE &%
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National, randomized, open-label, comparative parallel group in
vivo and in vitro study of the efficacy and tolerability with Coartem 2000412 B8 H ~
5.3.5.4-2 |® (artemether/lumefantrine; 6-dose regimen) versus JINILT 4R 200241 B 148 TSDI, Et2ME% fi: )N HAHREE &%
quinine/doxycycline association in the treatment of patients with
uncomplicated malaria falciparum in Western Amazon
A Randomized, Controlled Trial Comparing Artemether- Department 2001448 ~
5.3.5.4-3 |Lumefantrine With Artesunate-Mefloquine for Uncomplicated Malaria Treatment 200146 8 N bhF L, FHHES i AN HOAREE %
Falciparum Malaria in Vietnam Research
Comparison of Artemether-Lumefantrine (Co-artem) and Quinine- . - = = =
5.3.5.4-4 [Fansidar in the treatment of uncomplicated malaria in a multidrug Malarlca;rlzssearch 202%202:;29% N7 7%59?1 i B HOHREE 2%
resistant falciparum area in Bangladesh P "
Single dose, open, two period, randomized, crossover study to
evaluate and compare pharmacokinetics of the two oral Sp= 19945118288 ~ 5 = 5 . =
5.3.54-5 formulations F2 and F81 of CGP 56 697 (benflumetol/artemether) INNT AR 199541 A30A AAR, B 2ot HRRSE &%
in healthy male volunteers
A randomized, open-label, single-dose, two-period, crossover
study to evaluate the relative bioavailability of COA566 powder-in- o= 2004£%5A27H ~ S vy = = . g PN
bottle (PIB) for oral suspension compared to the COA566 tablet INNT4R 2004%10H9AR BAY, B ot HRRSE %
5.3.5.4-6 |formulation in healthy subjects
o= 2004£F5A278 ~ s o = = s . =
CSR Amendment 1 JRNILTAR 2004210 B9H FAy, EHHEER Eo HARES 5%
A randomized, open-label, single dose, two-period, within
formulation crossover study of Coartem to evaluate the 2012461 B3H ~2012
5.3.5.4-7 |bioequivalence between a novel single 4-in-1 tablet and a dose of |  / /NILF 4 R E4R11E 142 F, 1% fi: )N HAHRESE %
four individual tablets and between a novel single 3-in-1 tablet
and a dose of three individual tablets in healthy volunteers
536 MAROEAGR I o HEE
. . period covered: 2015
53.6-1 PERIODIC SAFETY UPDATE REPORT 5 (PSUR 5) Dispersible J LT 4 R F4825H ~2015% . _ ML= s

Tablet

10H24H
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5.4-1 Batty KT, llett KF, Davis TME (2004) Protein binding and a: anomer ratio of dihydroartemisinin in vivo. Br J Clin Pharmacol; 54(4):529-33. B
542 FDA (2007) Guidance for Industry Malaria: Developing Drug and Nonvaccine Biological Products for Treatment and Prophylaxis. Rockville:Center for Drug T
a Evaluation and Research. !
German P, Greenhouse B, Coates C, et al. (2007) Hepatotoxicity due to a drug interaction between Amodiaquine plus Artesunate and Efavirenz. CID; 44(15 .
5.4-3 . B
March):889-91.
Grant D, Sarah S, Tamara DC, et al. (2007) Combination Therapy for Uncomplicated Falciparum Malaria in Ugandan Children A Randomized Trial. JAMA,; .
5.4-4 ; B
297(20):2210-9.
545 Kibwika PB, Lamorde M, Mayito J, et al. (2012) Significant pharmacokinetic interactions between artemether/lumefantrine and efavirenz or nevirapine in T
al HIV-infected Ugandan adults. J Antimicrob Chemother; 67:2213-21. !
5 4-6 Lefévre G, Looareesuwan S, Treeprasertsuk S, et al. (2001) A clinical and pharmacokinetic trial of six doses of artemether-lumefantrine for multidrug st hh
’ resistant Plasmodium falciparum malaria in Thailand. Am J Trop Med Hyg; 64(5,6):247-56. !
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