lnaIsAIAueIAEN Inadg sunnne’

- a [ '
ANIANAUN

15fifia® (galantamine hydrobromide)

sUuuuaInaraUNS9

uailefaniinaangnsuiu

unilyavurn 8 Gaansu

=

- walgaianviurfiaaatduunds twas 4 ddrdarsa13n “G8” aaluussadfiaadiaidn 9 &
a1d9&u1uia usazualagalsynausla galantamine hydrobromide tAgutvindu
galantamine base au1a 8 dadnsu

unilyazurn 16 Jadniu

o

- ualgadduwiiuafiaaarfuuds was 2 fidanwsaiil “G16” aaluussadiaendfiaidn q &
a1dvduula usarualegalsynaudla galantamine hydrobromide tAgutvindu
galantamine base au1a 16 fiadnsu

dnFuansisoneven TUsaqiia s1ea158751/59U69£7

Qs a o
Aaanivaailn
2ianivla
Lsﬁﬂaﬁﬂamwmmmnmwﬂmﬁ'ﬁma“auaal,aiamao‘imaa"lmuassvmuLanuaﬂmsuusamu
na1y udlddnsusnEnzauaddanuaslsadaluiuasiuuiiilsaviaandananassINGI

AU ELNHATAITUZUNFLN
AvneN - Klua

asuilanduinlaiiaswassninenislaed

2RI DD USURUN1TSNE

auaenBusuRLusin ilddviusifaniaualgaaananiuiu da 8 fiadnsusaiu lunal 4
flai

w10£1 Tu2f1vA155n G 2T Y

“uummLsumu"lumamssnﬂmatuaa da 16 fiadnsusaiu (ufdaunrdya aurasiuiu 16
fa&n3u Tuazase) wazHihamsldiauadinaneaiiiasilunatatioian 4 a1
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msmumummaummummmammLLuum’LumomssnmmaLuaaﬂa 24 fiadnsusiaiu (ulle
wadga auiasuiilu 24 dadnsu 'Juauﬂsa) ATVINTUAIANATAUU T UNR D LA RN TS
AsdsyinlsyiaminiesruadfinuazralnunusagLan

nsuigaladan

aidi rebound effect avannn1sreANITTARIAENINTAURY (120U HIINITLOTANAINAUKNIAR)

Uszannsnauniten
wilengn

Tinuzinytladisidaluda de'lifidayanistadisiialugihaén

pﬁhanun‘nm‘)snw‘mwaa launwsay

ALY uaY galantamine Tuwatautaaastindulugihaiiaiizaisvinuaaslaunnsas
sgaduilunanv (A1 creatinine clearance 52-104 fia&&assiaulil) d9seausuwnsy (A1 creatinine
clearance 9-51 fiadanscauii)

Tugjihafisn creatinine clearance unnnInsavindu 9 fiaddaseaund Ludndlusaslsuauia
e (QWIUD AUANLTTNINUATUIAUAITAT — L5221nTAJULA L)

TuwuginTvuldisfidalunianid @1 creatinine clearance vaeanii 9 iaddassiauni twszdolaid
dayanistaisdfialugihamani

Hihesiin1:n15%v UG ULANS DY

ANNLNAURY galantamine Tuwatau1ataagindulugihafinnga1svinurasduunwsag
5EAULNUNRIIAITULTI

lugihaifiaizaisvinuzasduunwsasseduiiunany (a1 Child-Pugh score 7-9) a1nnns
Paasmaadaauaans mslil Hihesususulsyniuen widasduuuaangnaui dreauia
4 fiadn¥u Juara$e wazuuzininasFulssviuluthoi unatadiedas 1 &la1vf d1usuisd
flarfiaualganangnaunu annn1sinaadmaaduaaudans stk asususulseniue
franuin 8 fiadnsu Juriuiu waruuzininassulseniuluaha Wunalativias 1 §le
ndonntugihamslafuenluaua 4 Gadnsu Juar 2 afe unatadretas 4 §lan d1usu
asldisifiasduuuaanansiui wialdesluuuwalgauinaangniuiu Tuaue 8 fiadnsu Ju
arass o unaiatieias 4 e luaaugihamariauauaselasuinasinliads
tiuduay 16 dadniu

®iwuzintvlaisfiialugihafinngnaisvinuuasfiuunwsadsediusuuss (a1 Child-Pugh score
AN 9)

n1512015570 5237 UL12T0 51

luihaldsusnfnadudoattoussanisvineiunas CYP2D6 wia CYP3A4 asfiansandiuan
auauaIsiifiaty (QWia YFAa5e152121987 - NaZave1auaaiuunLaddunay galantamine)

ASU3UN5EN

snIssfiiataanissulseniu
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iidardaualgaaangnauiu assudsemuiuay 1 ase Tuhodh wsananns

Qs s e
Aaviuld
"Lﬁﬂ)i‘h.i"l,sﬁﬁaluvjﬂjﬁﬁmsmhﬁmammuﬁuﬁa galantamine hydrobromide wia&15139u69
au 9 lugessinsy

Altfaunazians523v
aAfinuasnzauasidaniilaurarnnnzauasidauaasisadalefuas

Lsuuamam“l‘z.famsusnma'msnwﬂwmumauau avidanvuavlsndalauasssduidniiand
JursIlunaig sﬁosaum‘lﬁd‘msusnmma”auamﬁamaaisﬂaa"l,ﬁﬁmail,mumu'imuaamaam
JUDIIIUGIE ﬂo“l,uumsuaimmﬂsz‘iwﬁmnm'ssnmmaownua‘tu@ﬂmmumu”auaomaumn
ALnnaunIanIIEANUIUANIaITULULAY

A mvdviivaiias 1Sy

aaa

fisnavrunisiiadfAsainiefiutdvaiinsausy (Stevens-Johnson syndrome wae acute
generalized exanthematous pustulosis) lufthaladisfifia (@da 21715 lwiv/seava) Wilhe
AT besuAILUs ALY LRI ATENMIvEIUTIATiaT 8L uasaITuYaTdEIvINLAG
Aufunilinarfidsngduasousn

A15EAOINLNUITAGH

Wihalseda lawasazfiiinindianadatinal n1ssneaae1nau cholinesterase inhibitor syuéls
galantamine fimnudunusdunisanavuavinuindrluihanguills #9ilu 521INNTTNBIAIT
AaennintnaIghe

Azisavsninsyie
wiudenAuenlunau cholinomimetics ufindu q sfifiafidanlsseolunislaen doi:

A1enwaruiIlauasviaaadan: saanannduinarzasenay cholinomimetics Aa1aiin
vagotonic effects dogonasiadnsinsiduaaiiila iy Wilawumag uag atrioventricular node
block naxiia (qrta 2175 luAv/seava) Agifilanaiafianaianudd Taaanizading
fosianilrand “sick sinus syndrome” mawﬂmmuma” supraventricular cardiac conduction
disturbances suuuudu q wiasiheRldudefinaandnsinisiuaasiilamuddusidasis iy
digoxin waga1nau beta-blockers Tunarsd@nrinvadiin asldisidafitlansvinlviviuasa
(syncope) uaziilanaiaanazvinlytianizimilasiuanseauguisy (severe bradycardia)

ANIENWAIUTEUUNIIAUDIYIT NﬂmmummLammmautﬂuimLmaiunsyl,wumms tdu
mhr;n/lmﬂnﬂsumLﬂu'imumnauwsauu,uﬁuumummamaummu SINNIEAAN &5 U 61U
asanRunfia lildafasand (NSAIDS) AITlasun1TiaaINa1n1T a1 lsAnNu nan1TEARN
dgrumpdfinuagnistadisfidangaslviiuindawsaudsuduenviaanuwadd L'suua“lu"lmwuaummsm
asiiaukalunssinzatmsmiavinbifildanaanlumatduainig Lainugth Wiladisfifiadusiha
fiflyrinnsaaduzasszuuMIdLAUAIWITUIAAMAINAHUINNNTHIAATELUMIILAUDIUNS
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AN ussyysEaI inaunsiianistnannnsladsita (qida a5 lvdvi/seava -
vayavdoe11v3miigluviavaaa) aymsinaragsiiiuainisuiiefinululsadalauasle ns
wadiulunisvineuaassyuudseain cholinergic aravinlwainisiiaendasdumnufadnéuag
seuy extrapyramidal weiae (@Wda amsluivi/seava - 2ayanadve111wIuieluviavaain)

A1 daaniuadannay cholinomimetics $9a3svion1slaenlugilhaifilseiatsa
nauaszausuLsInIalsalananiu

AVIENTIATIUTSULNIIEAUTIE1IE "Lums‘lmsuua‘tuwmm/mmsamnuwaomomuﬂamamsa
Adewnfuannassindansswslasy

aulaaadalugil afisinliuaiuisauavanasunwsavidniaa (mild cognitive
impairment, MCI)

ifalufidateldd i niusnugifiauaiunsanasanasunnsavidnvas (mild cognitive

impairment, MCI) andlat1oizu iudasliiudoninuauisalunisanituansasuinnini
aalilunguarguasyaunsd@nsdadu we'ludoinarinailudalauas

fi 2 msdnnvadfinuuuamuauiiluian 2 TJ‘Lupjﬂ'Jﬂﬁﬁmwmmsgmaoauaaunws‘amﬁnﬁaﬂ
(mild cognitive impairment, MCI) wudr'litaninavidsedndniniugiuainnisiden (dual
primary efficacy outcome) wiinagfidnsinis&adianalusihan 2 nau wuindunlesunis
gu1vlad galantamine umsn,amnmmnmmaum“lm’s“umviaan‘tusuﬂ BUAUNDINTTIVE W
atfffin1saluasainislaiielseasduuusauseluiie 2 aaudutdauvindu Sﬁamﬂﬁuﬁmuu
W dasdunatasua i lidansaaanisailiareminlddmsunaugihageats wavinnissiu
wauawaawﬂmmmumnmuumm"l,ﬂnaummsaaﬂﬁwﬂnﬂmauamaaomu (double-blind
period) ag @5 aduanysaiianlisng Naﬂsmmﬂuwnuanmu‘tumstwmuwaoanmmsmmm
Lé‘mmamstﬁuﬂm‘tunaumsnmmﬂLsuua naulasueaanwuIninisuaamaaunsiiadia
mnn’nnqum"l,mu galantamine sﬁoa‘mﬂummmwaammLmnmamamiunmnnnnamﬂms
WRadinluszazisusuiva'le

Namaamsﬁnwwmma”ﬁniunauw”‘lhm/mmmmmsmlaaauaonnwsaatanuaﬂ (mild cognitive
impairment, MCI)uLLmnmo:nnNam'sﬁmzr'maamauaua\né‘ammnaahﬂmas TALANNNATINUDY
mmnm‘luwmﬁma”auauaammuaa"l,sﬁmas (317U 4614 51a) wundesasiiadialungu
Hihadlasuanvaangeninnguil lasuisfifiaadroinlada

UHAsasrunven
UfAsa15:suvensnd A auaIang

fna'lnunuaddunatanalauaznszuiunisiuaanmeladefidriutiertassanisairdaaacen
galantamine annn1s@nluniaaanaaay (/7 vitro) wuittau'laid CYP2D6 uag CYP3A4 1ilu
ulanivanitAAunisunuadguuay galantamine

nsfudanisndensalunseinizatwislifinasanisgaduuas galantamine

HRUEBUADATUIUNISINRILDATNZDY galantamine

Waldsuduenfifinadude CYP2D6 w3a CYP3A4 athouse a1avinlvitin AUC 29 galantamine
Anns@neniviaduaaudidasiaaldainaraaionudn AUC uav galantamine tindiu 30%
way 40 % wialusiudu ketoconazole way paroxetine arua1au &runistasiudu erythromycin
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dotfluavifinadudo CYP3A4 wuin AUC a9 galantamine vAndutiaolseaiar 10% ann
AsAnEIATzENIAuLARwRauAEAsua9lsz2aInT (population PK analysis) Turkihaauas
WWanuuudalauaswuinan cearance 2av galantamine anavilszunea 25-33% ialvisiudu
amitriptyline, fluoxetine, fluvoxamine, paroxetine ua¢ quinidine doifluenifinatduds CYP2D6

Frotiu °Lu'a'ymwmsl,sumumssnmmﬂmmuwaﬂum CYP2D6 w3a CYP3A4 atinvusd ihaana
w?.umﬂwwu*‘uaoaummsmﬁaamsmmmmsmommmu cholinergic 12u AAUlE way avinu
WHaMELUaANAAINRNITINALANUFINITAAITNUA LN INITANIITAUUTURAAUIAUDY
galantamine urhensinesatiiagle (@D 2w 10LMAAITUTITET - UTE2IATARUITLALY)

n1slvitn memantinedoifluenifina N- -methyl-D-aspatate (NMDA) receptor antagonist Tuauia
10 fiad@nsusiaiu Lﬂunm 2 Ju enueaauia 10 dadnsu Juay 2 59 tHuran 12 5u Lifinasa
LNRAARUAROSITAUAIT U9 galantamine au1a 16 dad&nsusiaiu

HWazav galantamine Aans1IUAITIUNLUDATNUD VT

2u1a galantamine Mld¥nxda 12 fiadn¥u Juay 2 A% Lifinasalaudansua digoxin way
warfarin wui1 galantamine Lifinasan1sinudunadml prothrombin time Ngatnitianiinlae
warfarin

as@nw1luviaaanaaad (/7 vitro) wuin galantamine fnafdudonisvinenunag cytochrome
P450 dnanlunywesiuin

UfAse1scuivennmetnIAnamIang

Luaaa'mna"Lnn'lsaanqw&wao galantamine dosiu §9'lainslasrufuannan cholinomimetics &2
auq uay galantamine fiandsudusnnan anticholinergic ﬂan'smmomﬁ?jwamamsmamsmu
afaldeuduaiandnsinisisunaiilaarofitiud ey wafu digoxin wag beta-blockers

galantamine fia3intfluenagu cholinomimetics deanafinatinnisvineiuzas nsaaranauiia
AfiaN &5 succinylcholine sgwinanstienaau

ANSRIASIALAAIsTIUNLAS
ANSHIATSA

"Lm"ﬁmsmmaaowa"ualamsﬁnﬁuﬁf‘luuuLLsmﬁaﬁaoﬁyumﬂ'] 16 fiadnfusaflaniu (wialszuna
25 wihaavuwnamnldinelunysd) uaznszanaavriasnaunean 40 dadnfusdailaniu (w3a
Useuan 63 meawummmmnm‘tuuumn) Tiwunsvintvtaenisnigy (teratogenlc) Wy
anufnlnfuasinsenseanidntasnluvyusniuunae 16 fadnsusadlaniy wadasnsiindu

1ol o

waoaummsmmnmﬂuuunmﬂm

"l,mJmsﬂm:nm's‘lmsuua‘tuamuﬂﬁﬂ Tundufinssaagiansannldisidialuns diviiuing
Usylaaniinnninanuidagsanisnlunssfvingu

Ashiiuuyas

1%

fo'linuinsifagnduaaninduinunuyraviali wazdolifinns@nen luan3nlviuuyns doiiu

]
a

an3Adelafisfifaliinisviunuas
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HasaaudIIsalunsduduaznisiadindasinsna

Tma”a"l,gimai’a'\w‘i'\“tvfﬂ'nummmiumsﬁwﬁu%am’msi'lmsn‘tun'\shi"m%'aoﬁ’nsamao
uanandl isidaaravinlitinainshinvlssaed (1du iaudsereuazdivuau) latduidaddue
au‘tunau cholinomimetics doanansagonasaninuauisalunisiudusaanusiuisalunisly
1A3a9dns Taaanzavdlaiusnaainsduaunssnen (guida 21275 wiv/szava)

ann1s luwvisesea

a oo

ﬁ)ﬂasia“mﬁuamﬁoﬂgnsm"l,aiﬁoﬂsumﬁ ﬂﬁﬁ’%m"l,uwoﬂsummﬂammmsm“l,uwoﬂsumﬂﬁnn
ManRsandovananiiietasdunisla galantamine hydrobromide dosrusinatnoiluszy
nntayawminnsallifvilseavdiifiagg ANuFNNusIZInanauaINaduliioilse mﬂmnms“l?j
galantamine  hydrobromide Lisusadaduldannainsiiaduiiiusneyana  uanainid
Luaamnmsmmaaomaﬂaunun'\sﬁnmmﬂ’tmaau"Lzmwmnumﬂ aasnstAad)Azen laine
Useadn a”’omm"l,mmnmsmm@aomaﬂaunmamﬂummmLﬂ'suul,mm"l,m”ilmumsoﬁua”mw
AsAnMIARTinuadenfmAaY  uazara luayviaulviiudivdnsnisifiandona laannnul {176
Al

2iayan1sANEINIVAATIN

PP o o

n1sansInIvadidnuuuilnilagavniv —gasurluvivilscava WGAI162avN155191U
a1anIisanrau 1%

dayatfasanulaandalunisldisfiiagnisefiuain ns@nrinieadfinituiu 8 ansdnun 1
mn’msﬁnw'nl,uuﬂnﬂmslaama Tmmmnﬂmﬂsnumuuﬂnﬂmaan imﬂummuwﬂwmimums
auaam‘nﬂu‘imauaomammuaa"l,suma's'svmfuLanuauaamunmosaumum 6502 18 Aayaii
daualudiudldunannnsnunutayans

aaa

s1a91ul§Ase iR se A n LN nAIMTawinAY 1% Tuihadlafunisinuslasidaly
AsAnEININAATIAGINATY uaavluansen 1

a5 1 dfAse ' lidvszaeanwunnnItudaindu 1% luilanlesuns
as 1 aa = PN ° = o = 2
Snmdaasifdaannnisdnmnivadiinaiuiu 8 nsdam Minsdnwuuuilnilagas
v Tnamuautliauiiauduanaan

STUUANY 9 A29319NL 15dda gnuiaan

UHnsenlunvdseaod (Rhuuriiha (Fruugiiha

3956 514) 2546 51a)
% %

anuAnlndtAardussuniuunuaddunas
1nrdun1s

AaNuaannaIrsanad (Decreased appetite) 7.4 2.1
AuAalAGNIYEIa

azduias (Depression) 3.6 2.3
REMINYL PR CCDS v. 23 Oct 2020_Update address and contact Created on 20 Apr 2023

Approval on 21 Aug 2023 VoSUsoINMIwA busdaguuiag, 5
vuldenuaenwnn o e 1 st



> a aa 1 e | ] a | s o > oo
a157191 1 UHAsanlunviscavannwulnnnlIuzatvindu 1% tuilhanledsuns
$hueaasiiiiaannnisdneinivadiiniiuiu 8 nsdnun Minarsdnmuuuilnilasas
v Teamuautliauiiauduanaan
STULAY 9 AAI VAL 15dda gnviaan

Ufnsenlunedseavd (Rhuuriiha (Rhuugiiha
3956 s51a) 2546 s1a)
% %
anuAaladAduszuulstan
audsey (Dizziness) 6.8 2.9
1hadsuy (Headache) 7.1 5.5
&u (Tremor) 1.6 0.7
nuasA (Syncope) 1.4 0.6
dann, dasdu (Lethargy) 1.3 0.4
Javuau (Somnolence) 1.5 0.8
a a o YRR
AMudaladtAa ALl
wlasiuadnindné (Bradycardia) 1.0 0.3
anudnlndiAeAusTuun1duaiing
Adu'ld (Nausea) 20.7 5.5
a1ty (Vomiting) 10.5 2.3
viaui&e (Diarrhea) 7.4 4.9
1haviav (Abdominal pain) 2.0 0.6
1haviavgruuu (Abdominal pain upper) 1.9 1.4
auns litiae (Dyspepsia) 1.5 1.0
sdnliuduradavviag (Abdominal 2.1 0.7
discomfort)

a a o o o & '
n:nsjwmdﬂnmnmnunmmuainsoswua:
watdatAgInuy

aauilavainse (Muscle spasms) 1.2 0.5
audndndTaa lduazusiiaiidinisg
U3uI5eN
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a5 1 dfAsanludviseavanuninnItudavindu 1% tueilhanlasunis
o o aa = a o o = a o = a
S$nueasddaannsAneimeadiniiuiu 8 nsdnun Mminasdnuuuuilnilasgas
v Tenamuautliauiiauduanaan

STULAY 9 AAI VAL 15dda gnviaan
Ufnsenlunedseavd (Rhuuriiha (Rhuugiiha
3956 s51a) 2546 s1a)
% %
lauan (Fatigue) 3.5 1.8
ann1saautl&a(Asthenia) 2.0 1.5
Augdnlisune (Malaise) 1.1 0.5

aNunnilafiannnIsnasiau

iuiindan (Weight decreased) 4.7 1.5

AMNSUIALEU AISLARRLAZANITUNSNdaY

ANNNFTUIUNTINEN
wananunau (Fall) 3.9 3.0
auxadnua (Laceration) 1.1 0.5

Tunsdnuuugy Unllagasniv Taamuaulsauiauduaivaan anisaatdadannnsladis
uua‘ﬁumLtﬂﬂsﬁaaanqmsu'\muauﬂsaﬂmﬂﬂaanum'ﬂmsuuaﬂumLummmnaanqwﬁmum alu
FIUANNALARTIN B AULZADINITLAR

aaa

a1n1saduld uay adou dodludfazerbiviedlssaeAAnuanniign drulvaiazwuannludlouas
nasdsuauaen SHrulngiaswuludidlarvivsnuasdriulugiidnduiiasasorfad anslvensu
aduldalaunarnislasuzadalIniasnalztiganaInIstuaiil’le

= o a a a > o ) PPN
A1sdnsInvadidnuuuiinilndavnirvuazitdainaiacr — Ia11u0 22915519141 A5
Iuvivils=avaiiasanit 1%

uanuiiaannas@nsimvadfinuuuidntlegadnivuan maumsaom‘mﬂaamﬂﬂ‘lums‘lmsuua
anﬂsumumnmsﬁnmmaﬂaunmmu 5 n’rsﬁnmunmﬂmwwﬁam ‘Iﬂuummuwﬂmm"l,mn
msauaamuﬂuimauaoLaammnaa”L«muasszmmanuaunosuusamunmomswmmm 1454
578l

UFATE1 iR UsvaeAANLANA L duanalunns19i 1 dowutaanidt 1% lugihaildisifa
(31wu 5410 518) nnsAnmuuiiniasasnieiiuiu 8 nsdnmuaznsdnmuuudeine
flagnd1uu 5 M3@nE wanluase 2
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a5 2 dfAsalidvilscaeaiwuiaanidi 1% ’(uv{ﬂagﬁ'”lﬁ%’unﬁ%’nuwi’ams
fiflanvainnaisdnenvadingduuuilnilasgasnisudailaiwadiaan

S5TULADISIVANE 1sdda (Arueiha 5410 s1a)

Ufnsen‘linvdseaod %

a a d o a
AMuAaladAaAusTuLIunUadduuazrinduInig

Agsenaaia (Dehydration) 0.96

anudailndiAeduszuuilszain

anuausalunssusaidan (Dysgeusia) 0.31
a1nsuauunn (Hypersomnia) 0.55
ANnusdnduiaiiau (Paresthesia) 0.33

A ufndndtAaAunan

azuadiunwliade (Vision blurred) 0.31

P a o 'y a
aNunnldadiaaAunla

Atrioventricular block first degree 0.30
ansladu (Palpitation) 0.41
Sinus bradycardia 0.55
Supraventricular extrasystoles 0.46

aufndndiAanAuriaaatian

a1nsniwa (Flushing) 0.24

ANuUTaias (Hypotension) 0.52

AuAndnGLALIAUSTULNIVLAUDS

annsudau (Retching) 0.22

anudailndiAAufdiviivuaziiaidalam@iiugg

Agvdandaunn (Hyperhydrosis) 0.85

- PR o - & . &
AaudadndtAgrIAunaduLiliaTassviariiiatia

LAWY
annsnauLilaaausy (Muscular weakness) 0.61
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AayanadveIvIuLIaiuviavaan

10

uanttalanndHaserlunvissgodannnisnaaadnivandtdnanesunal s1a91udfazelung
Uszavasaliilaanniszaunisainsidenavaninvdnninaluriasearn a15199 3 ugavadud

2291 §A3en Lo seaeAAwufianuninadosalyd:

wulagun (very common) > 1/10 (= 10%)

Wulag (common) >1/100 wae < 1/10 (= 1% uay < 10%)

wu'laidas (uncommon) >1/1000 wag < 1/100 (= 0.1% uae < 1%)

wulaa (rare) > 1/10000 way < 1/1000 (= 0.01% uway < 0.1%)
wulaaunn (very rare) < 1/10000 (< 0.01%) 52u1T9a1AsATTHIURLLIRNAE

e

Linsuwida (not known) ‘bisnansadsznalaannlayaifiag
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Approval on 21 Aug 2023

M151911 3 UfAsu1 Bivilszavanlaannszaunisainisladavidernvitunalu
viavaatauadsdia
STULADIIIVNNE ULYAUANNA TALSIUSINAINEASINS
WAz lifodssaas Nunlaudinsla
AMUAalAGaaIsTULNTANAY

ANeiliAu (Hypersensitivity) WL UALINIA
AMudalnGn1Iin

annsuseanuaau (Hallucination) WYUaLNIN

1 - - - s

wiuanwKaau (Hallucination visual) WL UDENIA

11w37 (Hallucination auditory) WUUBENIA
anuAnlndiAaduszuuilstan

a1nsdn (Convulsion) WYUaLNIN

AmuAadnfuagssuu extrapyramidal WU UDENIA

(Extrapyramidal disorder)
auAaladtAsAuuaziasyuly

fildeavluy (Tinnitus) WYUDLNIA

a a o YRR

AMunalaana AT
Atrioventricular block complete WUUBENIA
auAalndiamduraaaidan

AaNudulanagy (Hypertension) WUUBENIN

Created on 20 Apr 2023
VaSUsINMIwA busdaguuiag,
wubdenumenann a de 1 wihatn
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a5 3 dfAsa'lidvilseavanldannlscaunisainistdanudvanedtvinalu
v

iavaanaaadLslia

¥ o

audnlndiAarduduuazvialing
auaniau (Hepatitis) WUUBENIA

aufdalndiAarAufdIuiisuaziilafiale’
e} i8]

Stevens-Johnson Syndrome WUUBENIA

Acute generalized exanthematous WL UAEINIA
pustulosis

Erythema multiforme WU UDENIA
ANsasIIFAU

taulaniduiAugodu (Hepatic enzyme WUUBENIA
increased)

n15'1la5uaNtANAUIA
2A1ANSLLAYANNANIUE R

21MIUATaINTUAAIABINIT LETULN galantamine tAvuneaivfitasAgy Sainsiuliauduiu
A13'lasua1Tungu cholinomimetics tAiuauta Aa fiannsiAgidasdussuy Ussanariunaig
52UUUTTRINWITIGUNILEAN WA neuromuscular junction uanmnmmsnmmuaaaumma
aauanszanua a1aLinain1suanIua cholinergic crisis uvatanaionue launainis
ﬂau"l,aisuu,sa adau nstaindedizasnsswigald inatefia e lvia ﬂaa'nv"lua 23315¢
510 wdaaan Mlaudi ANNEFUTanac flann1svu wararasin aauiadaua1Aindu
sufumsiignsudsluniaananunnuaznIsuanizadtaananatavinbiitaannemalasiuin'le

Tus1a9und9einiraanluviasnaiawuintinainisinaii Ly torsade de pointes, QT
prolongation, Walatsua (bradycardia), ventricular tachycardia ua mmsuumam‘if’;mn

vgndaedunislesy galantamine tanauiataa'lilsdela tugihe 1 sadinsuauaedaauia
4 fiadn5u A1uu 8 e (5 32 dadnsn) aaluiuiden

Wihe 2 51mﬁuLﬁyﬁswsmumﬂﬁmmmﬂmLﬁﬂomnmﬁnﬂszmumimﬂ”L:J“lm”(;‘fo‘laIumum 32
findnsu (anseduld antdau uazdhawiiy (1 5.18) anseduld antdau wagtiunvanuia
Tenszanan (1 518)) uasdihe 1 smmsuﬂsvmumwum 40 uaansu(mmsmmnu) unal
sihadasne lutsonenaflunarduqiadonaainisaugthavned gihe 1 sadeunndds
LienTuzuia 24 dadandusaiu uazddsyifiaaiiannisdssannvaauluhe 2 fAAr U 16 2den
Aewaiailunuie 24 dadndu Tuag 2 a3v uai34 u fihafiannsdszamuaauausasinm
M Tulseneaua KihadnsanleasuArnusinlviudsenuisiidazrialinauie 16 dadnfusaiu
wepahasuilszniuen 160 dadnsu (40 4addng) Tmﬂ"Lum‘Lq rinliiAnainsindaaan adau
Wlasutn wasiiauvuaad ndean'lasue 1 HTue Sedarnudndusdasinfunissnmi
Tsowenina Tagannsdenanidvnaldanaly 24 4T

REMINYL PR CCDS v. 23 Oct 2020_Update address and contact Created on 20 Apr 2023
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ANSSAEN

wingihanalaldduenifvauamsiadunisineiaiuainig Tlunsdiifianusuuseaunsaldenn
8w anticholinergic t2tu atropine doiflussruimd msuainay cholinomimetics Taauuginiu
auraesuey 0.5 §9 1.0 adnsu munisdadnvaanidansdy aunaaasesallduatdunis
fauduaInIvAdiineas atropine

o

Luaoznnmsammsmaomﬂmummumumumswmmamammuaa LLuum‘luﬂsnwmu gNEINEN
vwamamu,u“mms@m‘lumsammimaams"l,m*umLnumum

Aatdudaund2aInen
AMUAUTAN VG TULATUNAAI[NS
naneTMAfmingge: naualaiasansauansan
ATC-code: NO6D A04

nalnn1saanqus

galantamine 1ilu tertlary alkaloid A llﬂ']‘itl‘lltldﬂ'\i‘l/l'h‘.l’lu?.l av acetylchollnesterase ISTRT!
anwu(selectlve), w9y (competitive) uay 1A517 (reversible) uananndl galantamine 9
nsaangnaanuuuAaaziiy intrinsic action uav acetylcholine ia nicotinic receptors 1aa 114y
fiu allosteric site wav receptor doagliliiunisvineuuasszuy cholinergic finavinlviszuumlnu
suslugfihannsanasdanuasdalauasadu

ANSANHINIYAATIN

=

nnMsannadinuuualuanlugihetsadalawas wuhzueuasifanilszdngainly
nsinuda’lauas Aa 16, 24 uay 32 fadnFusaiu auaen 16 uay 24 fadnfudaiuiuauie
AlAIANuFNRusTEnIvlssTaminazaudaslunstdannusaungauaztdununaenuugiin
ns@nuiiadseifiudlse@niniwaag galantamine 1dnnsaunuianiziatzas 4 suuy lewn
ADAS-cog (Taaussauzn1siug) uay CIBIC-plus (1ilu global assessment Yalaaunnedasse 1o
laiayaannnsduaeainvadtinludihauazygua) nsTaluvaiaidaiiaidunisvinAaiag
Uszarfuzadeitha uaz NPI (San1sil@aunladnionafingss)

‘lumsﬁnmmaﬂaunﬂsauwmwﬁaw"l,sﬁunjﬁnmimu galantamine azfiAn ADAS-cog (u&av
Tugaw) uag CIBIC-plus ddumnnningihanladuenvaanadrofidaddgnieaia Wihan'lesuy
n1s¥nmeae galantamine (fuan 6 Wiaudduadnofitudday (Ussiiunalaalad ADAS-cog)
WlaauduatEusEy uway L:uaquunmunnnnaum"Lu”Lmumssm:n wuInnssnuiaaly
galantamine finadsiamausugatinoun (cognitive functlon) wavihe vinlviihadfidsains
Usedriule tdu nsueInIe guaurda A1sLATENAINNS doUssifiunalaala Disability
Assessment in Dementia (DAD) wag Alzheimer’s Disease Cooperative Study (ADCS) -ADL-
Inventory mtﬂumsﬂsymumnwmu,awﬂ'zm Wu31 galantamine au1a 16 wag 24 dadnsusaiy
2 avinlvidn NPI score ﬂammaam Tuzhezasnsdainanissne ualuaaeiieihaldsuanaand

A1 NPI score utiauatinataLau sﬁoLﬂuwaznnmmﬂsﬂsaumaownmnssu

REMINYL PR CCDS v. 23 Oct 2020_Update address and contact Created on 20 Apr 2023
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sdnIni 1 ugavmtads (+ mumuamummsm (SE)) Mildauudlasannarsusdulunns
Uszifiunalna ADAS-cog/11 Score maammonmmnwaua (muam”tmmnmsﬁamm) (daya
531310 GAL-USA-1 uay GAL-INT-1)

P
Lo

=4

2 m
14
1A
—— Placebo
24 —O0— Gl 24 higDay
—— GAL 32 Mg Day

a4

Improwerment

Datarioration

Mean (£ SE) Change from Baseline in ADAS coghl1 Scare
o

=l
el

T T T T
Baseline 1 ] G
hdonths of Treatment

sUAYW 2 usaoAade (+ mumuomummgwu (SE)) Au&aunasannarsusulunis
UszifiunaTag ADAS-cog/11 Score aranzheiaritAudaya (Tugihaionua tayafilaainnis
fatne) (GAL-USA-10)

o A
-3 <
(&) [0
2 £
T
-2 - s
s £
& E
<

2

=1

[0)

£

D

80

m

£

o

51

C

o —l— Placebo c
o ~O— GAL 4 mg bid S
w2 —¥— GAL 8 mg bid g
H —— GAL 12 mg bid =
5 :
23 Y

T T T T

a

Baseline 1 3
Months of Treatment

nstinisineluseazeany (wuudntlagasmaiduial 6 iauuadiausianisiinisnwuuy
dawwadasduian 6 thiau) wudinisiug (cognitive) uas n1sd w7 (functional
performance) aavriheatglussduiduiunainaanio 1 1

REMINYL PR CCDS v. 23 Oct 2020_Update address and contact Created on 20 Apr 2023

Approval on 21 Aug 2023 VaSUsINMIwA busdaguuiag, 5
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fins@nundelsedninazacsidaudaualganuuaangniuulunis@neidowuudy Untlagas
N Tagamuautliauiauduaivaanlukihaisada’lawas ihaled5u galantamine aua 8
fiadniusiaiu unan 4 el aueha galantamine auna 16 fiadnsusaiu tHunan 4 et
& 8 aunsavinauiaaiu 24 dadnsusaiuldleaduduanulaandauazanunusa
snuaviihauazsnsaanuuamadiu 16 dadnfusdaiundlevin 12 o aueennidan’lia
e 12 azgnlddaliifluiian 6 wWau lulasinisidaszunisiensvidsednanananes 2
I8Uszfiuanud (ADAS-cog/11 uay CIBIC-plus) Mithaul 6 wudsiiiazniiauadgaluuaanana
unuldnadininanaanadiifasrdgynvadfdannaisdszdiulaalad ADAS-cog/11 windu uag
‘L@ﬂfﬂﬂ‘u Lsuum.iumLm'ﬂqjau,m.laanqwﬁmuﬂaimwam’tumsmﬂi iiheadiinAainslszariua
fdunigvaanadvidaddgnivaiia (ADAS-ADL) 6ﬁaL:Jum'sﬂ'sumuﬂ'suawﬁmwsawaam
ﬂsvﬁmﬁwawaaLsﬁﬁaﬂumLmﬂeziauuuaanqmwm‘(,naLﬂmnunmsuumjummmmuaannmmsa
dolaiflusmmuauiianiuasnsdnuni

scdansuanazaiuilaaanneuluszazed (2 I) tunihalsnda leanuasseaiudniaaavilu
a1

asAnsuuugu Unllagasnie leamuaulaudisudueivaan lunguaguuiu nauaaiiu
wialsuudsedninanazanulaandalussazend (2 U) wag galantamine ufiaualgavuuaan
anduulunsinegihalsadalauasszduidniaadosuussiunay laagulvnguilaiumn
naandiuiu 1023 51 uazngun'laddu galantamine 31udu 1028 s1e AnvazuarAUIUTA
Wugiuzaviihalun 2 naulndidaedu fibasruluaiilusude (65%) uazdiu11 (99.9%)
aisagiuuadargfa 74 duazaAausuuay Mini-Mental State Examination (MMSE) score fi@n
19

AnyAlguqd (primary endpoint) aaviss&nina (mmnmmﬂﬂaﬂuuﬂawaa MMSE score
Wau 24 Wisusudtsusu) wudgihalunguild galantamine fiaaus NI UBIRNAY
n_nwsaaaaaauann:nnaumuaanamouund‘mmimmmnmmnﬂauuuﬂawaa MMSE iifiau
7 24 winuduasueu (-1.41 winudy -2.14; p<0.001) fruaeadnfand (secondary endpoint)
maoﬂsyawﬁwa (mmnmmsn,ﬂaﬂul,l,ﬂawaa MMSE score #Aifiauii 6 LLE\]uﬂ']ﬂ']‘SLﬂEQEIULLﬂa\‘l‘LIa\‘l
DAD score mmaum 24) wmwﬂw‘tunaum‘m galantamine finsildaunilasuasdr MMSE i
Wiaut 6 mmuamauuﬂdmmmamn‘ununqumuaan (mmﬂﬂaﬂuuﬂaugan 0.15 ey
Au -0.28; p<0.001) uay DAD score anaviaaninngueIviaanatvitaddunifaui 24 (-8.2
viaudy -10.8; p = 0.002)

fnsuegdlguadi (primary endpoint) aavanudaansds (nsidadin (mortality)) Ain1si&adia
nanua 89 s51e 1ea 56 518 (5.5%) atlungunldenviaanuas 33 518 (3.2%) adlunauinlad
galantamine udaslviliundasinsidadianlunquenvaangeniingy  galantamine  atinodl
fla&1Agy [A1 hazard ratio wazAANdasiu 95% A1 0.58 (0.37-0.89) (p = 0.011)]

wWiheaTsadalenuasinilsavaamdanduavsiuae (AD + CVD)

asdneinvadfiinuuuilnilagasnie amuauuliauvisuduaivaanivilss&nanauazainy
Uaaafauay galantamine Tugihatlsadaladwasnilsavaaaidanduassiudlre (AD + CVD) i
fihafinHuns@neionue 592 s1e Taad 282 ;e wiadaiilu 48% iunaailulsadala
wasnfilsanaaaidaadnassiusia (AD + CVD) winnis@nmazlulddimanaudlanioly
sfusumsitesznalunautan udwunngulasy galantamine agliannshiduadrofivasdey
mwaaﬁmﬁaLﬂsm.lLﬁf;mﬁ’une\jnﬁ“l,m"'?usrmaan'imﬂﬁmsnnmnﬂszﬁmﬁwaﬁugmmnms“h.i"m Aa
AMNMrANuFUY uaznsvinAanssuludiailszdiniu (druanusug: ADAS-Cog/11 [p < 0.001]; é1u
nsiszuiiunieadiinasdsiu CIBIC-plus [p < 0.001] uazaisvinAanssuluiiiaszariu: DAD [p
= 0.003]) Teavdldasdlainanulaasdauazanunusaa galantaminelunaueihe Tsada’la
masmuimuaamaamauaasmmm (AD + CVD) aarandvAunIsA@ninauninlungueile

Tsada'lauas a1n1slifelseaedsnaoutaniga taun adu'ld (19% lunaui'lasu
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galantamine uaz 11% Tlunauila¥usvaan) awnwslﬂﬁoﬂsxaoﬁﬁuﬁwumnmh 5% waviiha
Tsada'leuasniilsaviaanidanduasudia (AD + CVD) lundui'ladu galantamine Aifisiaonu
vagniinduilafuaivaan leud Haudswe anlau ihaviag viasie uazdautwda wu
atifinsalzavnnsdadndiicAunaanifanduad (11U Tsavaantdanauay (stroke)) Tungun
esuenuaangeninnaunladu galantamine 1aalunguilasusivaanwu 5 Tu 96 57a Aaiily
5% s&hulunaui'lesu galantamine wu 2 Tu 186 51a Aaiilu 1%

rs

Taaasluaiayaiimduamiulaaadalunaugihalsada'lauasiilsanaanidanauasuse
(AD + CVD) faanaavlndifdavAudayanldainaisdnuinivaaiiniilyd galantamine Tungu
Wihalsadalauas

Hilradiiin11udIu15anavANavUANSTaVISALaL (MILD COGNITIVE IMPAIRMENT,
MCI)

fi 2 nmsd@nnadfinuuuamuauiiluian 2 ﬁ’J‘Luw’ﬂaﬂmumwmmsnwaoauaounwsa\nanuaﬂ
(mild cognitive impairment, MCI wmﬂmmmmmmmumsmauﬂiuaMﬁmwwugmmaao
wuuansldin widasidasnnndadiae (0.7%) uwsluszazisusunasnsidadunuinnau
1e5un158u11lad galantamine (13 shaea 1026 514) :Jmsmummmnmwnaum"l,@snmuaqn
(\&udia 1 s1asa 1022 518) usatinisainavarnisludvilssavanuusaussluny 2 aguilu
wiauvindgu (19%)

mnmﬁmsw:ﬁﬁwams%’nmyﬂunm 24 \fauuuy intent-to-treat wuinnauilasuauaaniaig
WRadia 20 ,e uazlungun'la3y galantamine fin1si&afiia 34 s7a (A relative risk [95% CI]

= 1.70 [1.00, 2.90]; p = 0.051) laiansangihaddadsaairesening protocol- speC|f|ed
period analu 30 'Jumwﬂmamumuﬂumoﬂnﬂmaaama wudrlunauii'lasy galantamine
Wadia 14 518 wazlunauildsueuaan fidadia 3 518 (A1 relative risk [95% CI] = 4.08
[1.57, 10.57]; p = 0.004) fisfiheRaiie 13 s1a lunguilasuavaan uazdyihadadia 20
578 Tunauiilesu galantamine donuinfimnuduiuslaeaseduainslifivlszaesannnislaien
Tuseninevinnsd@nuuuinilagadnie (A relative risk [95% CI] = 1.54 [0.78, 3.04]; p =
0.218)

Tunguitleduenuaaninsuaaeludaufianfedinunainnguilesy galantamine dosnansa
mmaﬁmﬂmmmLmnmwaoasmmﬂﬁuﬂm"tus”u%summaﬂ“l,m laldsindayauasefihe
Puunnfedasnguingaelldauinisisuazduaaluhvilnilagainie (GAL-COG-3002)
wmmpgﬂamaﬂmmmum 102 518 Taalunauilasy galantamine (&ad9a 56 518 uazlunax
Nlasusviaanitdudia 46 s1a (A0 relative risk [95% CI] = 1.24 [0.84, 1.83]; p = 0.274)

asidadiafuAdasfunaiaaviailiaiunsananisalliarenin ladmsunausithageans
Taglszunanivuilvuasihaiidadinny 2 nan dsauansidadinuiannssuunaantdan

AaLANANIIINA2AauAIENT
n1sQa AN

n&9anFusenu galantamine uflauia au1a 8 fiadnu wuuafofar nudrenfinsgaduiss
Taafiaanuudulunaisdungege (peak plasma concentratlon) WinAu 43 + 13 unTundusia
1addas Manavnisiulszniuen 1.2 1109 warAads AUC, windu 427 + 102 urtuniu.
RPN RHEREY TaafA1ilsunaaangniduysaiiialiiaanissulssniuzas galantamine
winfu 88.5% wila¥uilsyvnuenida galantamine wianaiuisasvinlvdnsinisqadutiag (Crax
anavisvana 25%) udhifinasaliuaaionuaiignaadu (AUC)

n&9a1n Y galantamine ufiauin 2u1a 12 9adnfu Juaz 2 a%9 wuuei 9 wunAadauag
Usuraszduenluidaaludrvengauasiivgeogainisinivacssning 30 uag 90 unluniuea
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5 Tnanduaaudansuas galantamine Wuwumaunsasiafinisladanluie 4-16 dadniu

ée gn
“ 3
N 3
ho]
2&

A121/5310upangubuaversiluyusiaangnsisniiaunusuyysiaangnsuiy

mnmsﬁnmﬁm‘%mmaanqméﬁsyﬁnmmoﬁ'mausﬁﬁmjﬁmmﬂqjaunnaanqméuwuwum 24
iadnsu Juay 1 A% umauua (bioequivalent) m.ln'ls"l,mmsuum.iummml,uuaanqmmswum
12 fiadn3u Juas 2 a5y ‘Imﬂmmnﬂsmmmmummau‘i,u'nomﬂ (AUCz4n) tagauLdutduuad
PBunaenlunseudidanendn (Coin) "Lumm"mmmLmumumammaom‘tunsyumaam (Crmax) 2@9L5
uuaﬁummﬂmu,nuaanqwﬁmuwmm 24 fia&n3u Juaz 1 asy Azfivqegugaunavanlaiuenuiu
4.4 %1109 sﬁaavmnnms"l,mnLsuuaﬂumumwnaanqmmsa 12 findn%u Juas 2 A Uszana
24% mms”l,uuwamammﬂsmmaanqmsmswmnmmmmamsuumjumLmﬂsﬁauuuaaﬂqmsmu
U6 24 iadnsu ans@ndraurae (dose propomonallty)“luwaomﬂammwmLtauww’mm
maus\uwm'lLua"mesuumjummﬂqjaLLunaanqwﬁmumum 8, 16 uag 24 fiadnsuszauanlu
AssudLtdanazaIinnaly 6 Ju u,ausumum‘lun'suumaammuanﬂnmummm‘m‘tuﬂummm
vinns@nmnluzhe 8 v 24 dadnsu luriogasnauans

siUaawi 3. uaavnisilfauisuanwidunseiuansAladauassedurag galantamine 1u
WAIFNIAULIAN

120

—@— 24 mg q.d. extended release capsule, fasted
—O— 12 mg b.i.d. immediate release tablet, fasted

100

80

60

40

Galantamine, ng/mL

20

Time, hours

AN5ASTUEN
Galantamine fitsunasnisaszanaeniiunaie (fd1ade Vds windu 175 &a9)

W31 galantamine finsduduTdsfulunaraunaautnesi da 17.7 + 0.8% luidanlaasingians
nseanauav galantamine Laaadiaidaatdundn (52.7%) uazinisaszanalutitnaiaun
(39.0%) luaadadiuuad galantamine MfuAuTUsAulunaIsniiiad 8.4% dasdruau
\iuduad galantamine TulRaasialuwarauiavindgu 1.17
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ASLLNUadduan

AszuunIsudnlunalisiuunuadduanda N-oxidation, N- -demethylation, O-demethylation,
qucuronldatlon way epimerization 1ae O-demethylation tHunsyuunisAfiauaday Tus s
Asunuadguatiivunn ( Extensive metabolizer) 1ae CYP2D6

seduaaINITAITARRIsANTUAFIZTInnamITaa1IzULazaaa15 LU NUANULANEIITEUINY
poor wag extensive metabolizer Tunis@nluniaannaaag (in vitro) fimstiududn cytochrome
P450 2D6 uay 3A4 1iflu cytochrome P450 isoenzymes ndnffnasanssnumsunuadduaad
galantamine

Tuwaannuavy poor uay extensive metabolizer wudn galantamine Tusdilildauulauasiuy
51 glucuronide aggawunnigalu sample radioactivity Tunalguuag extensive metabolizer
agwu O-desmethylgalantamine Tusil glucuronide (flunan

liwutnunualaviifignd (active metabolites) uav galantamine (norgalantamine, O-
desmethylgalantamine uag O-desmethyl-norgalantamine) Tugil unconjugated Tuwaidul2ad
poor #3a extensive metabolizer MaunavanladugiuuuaioLien uasusany norgalantamine
Tunaraguzasihanravdavann’laauuuvaraasy wawuNddsualiuinnin 10% vasseeu
galantamine

ANSANANEN

galantamine Hlusnfinsidndau1esi (Msmdaelunairaundszuna 300 dadansdauli)
n15f19a galantamine tfuuwuy bi-exponential TaafidnaTedinadr9aaving (terminal half-life)
windu 7-8 1Tug

7 Suamaundeannleasulsemiu 3H-galantamine 4 fia&n¥u wuuafoLdiad wuit 90-97% uavdns
Auua39& (radioactivity) gawulutlaaiy uas 2.2-6.3% gawulualansy navain'lasuenlu
sduvudainiduidasduazlugduuusudszniuwuin 18-22% mawummm"l,msuanwnaanm
Tusd galantamine m"LaJLﬂaﬂuuﬂaamoﬂama“ﬂ'\ﬂiu 24 H7Tu9 TeefinisAtdnaanniele (renal
clearance) iszunau 65 findanssauvidesiaiiu 20-25% vasaAnIsAITazaINANENITALTIN
(total plasma clearance)

UszansnaunLaL
Hiisin122n15viv 129 IauAwsav

n1s@nwn1sasauuad galantamine luandaiasangianidisedunisvineuaaslasefuwuin
n13findm galantamine anav TupifiA creatinine clearance anavy s¥ay galantamine Tuwaiau
AN 38% Tupifinnaznisvinuaadiaunawsassyauiiunaie (@ creatinine clearance 52-
104 ﬁaa“a“msiamﬁ) szu galantamine Tuwatauazifindu 67% lugiifinnzaisvineunadia
UNWIaIsTAUTULSY (AN creatinine clearance 9-51 daddnsaaunii) WlawFaudsusuaranaiag
guawdrifianguaziniingvindu (A1 creatinine clearance > 121 fiad&nssiaunil) n1sitaag
wariassiauLn duaaudansaaslszannswuinlidniudasdiusurauas galantamine u

§ihelsadalauasifinisvinouzaslauansasfifid creatinine clearance atinviaadous 9
finddnsaauidulyl (QV¥ata 2uwI9gUasnITUENTET — Y52 INTARUMAL)

Hii5in122n15Y 191U ZDIGULANSDY
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PRODUCT NAME
REMINYL® (galantamine hydrobromide).

DOSAGE FORMS AND STRENGTHS

Prolonged-release capsules

8 mg capsules

White opaque, size 4 hard gelatin capsules with the inscription “G 8”, containing white to off-
white pellets. Each capsule contains galantamine hydrobromide, equivalent to 8 mg galantamine
base.

16 mg capsules

Pink opaque, size 2 hard gelatin capsules with the inscription “G 16", containing white to off-
white pellets. Each capsule contains galantamine hydrobromide, equivalent to 16 mg galantamine
base.

For excipients, see List of Excipients.

CLINICAL INFORMATION

Indications

REMINYL is indicated for the treatment of mild to moderately severe dementia of the Alzheimer
type, including Alzheimer’s dementia with cerebrovascular disease.

Dosage and Administration
Dosage — Adults
Ensure adequate fluid intake during treatment.

Starting dose

The recommended starting dose of REMINYL prolonged-release capsules is 8 mg/day for 4 weeks.

Maintenance dose

The initial maintenance dose is 16 mg/day (16 mg once a day with capsules) and patients should
be maintained on 16 mg/day for at least 4 weeks.
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An increase to the maximum recommended maintenance dose of 24 mg/day (24 mg once a day
with capsules) should be considered after appropriate assessment including evaluation of clinical
benefit and tolerability.

Treatment withdrawal

There is no rebound effect after abrupt discontinuation of treatment (e.g. in preparation for
surgery).

Special populations
Pediatrics

Use of REMINYL in children is not recommended. No data on the use of REMINYL in pediatric
patients are available.

Renal impairment

Galantamine plasma concentrations may be increased in patients with moderate (creatinine
clearance = 52-104 mL/min) to severe (creatinine clearance = 9-51 mL/min) renal impairment.

For patients with a creatinine clearance =9 mL/min, no dosage adjustment is required (see
Pharmacokinetic Properties — Special populations).

The use of REMINYL is not recommended in patients with creatinine clearance less than 9 mL/min
because no data are available.

Hepatic impairment

Galantamine plasma concentrations may be increased in patients with moderate to severe hepatic
impairment.

In patients with moderately impaired hepatic function (Child-Pugh score 7-9), based on
pharmacokinetic modeling, dosing should begin with 4 mg once daily with immediate-release
formulations, preferably taken in the morning for at least one week. For prolonged-release
capsules, based on pharmacokinetic modeling, dosing should begin with 8 mg every other day
for at least one week, preferably taken in the morning. Thereafter, patients should proceed with
4 mg twice daily for immediate-release formulations or 8 mg once daily for prolonged-release
capsules for at least four weeks. In these patients, total daily doses should not exceed 16 mg.

In patients with severe hepatic impairment (Child-Pugh score >9), the use of REMINYL is not
recommended.

Concomitant treatment

In patients treated with potent CYP2D6 or CYP3A4 inhibitors, dose reductions can be considered
(see Interactions — Other drugs affecting the metabolism of galantamine).
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Administration
REMINYL is administered orally.

REMINYL prolonged-release capsules should be administered once daily in the morning,
preferably with food.

Contraindications

REMINYL should not be administered to patients with a known hypersensitivity to galantamine
hydrobromide or to any excipients used in the formulations.

Warnings and Precautions
Types of dementia other than Alzheimer’'s dementia

REMINYL is indicated for patients with mild to moderately severe dementia of the Alzheimer’s
type, including Alzheimer’'s dementia with cerebrovascular disease. The benefit of REMINYL in
patients with other types of dementia or other types of memory impairment has not been
demonstrated.

Serious skin reactions

Serious skin reactions (Stevens-Johnson syndrome and acute generalized exanthematous
pustulosis) have been reported in patients receiving REMINYL (see Adverse Reactions). 1t is
recommended that patients be informed about the signs of serious skin reactions, and that use
of REMINYL be discontinued at the first appearance of skin rash.

Weight monitoring

Patients with Alzheimer’s disease lose weight. Treatment with cholinesterase inhibitors, including
galantamine, has been associated with weight loss in these patients. During therapy, patient’s
weight should be monitored.

Conditions requiring caution
As with other cholinomimetics, REMINYL should be given with caution in the following conditions:

Cardiovascular Conditions. because of their pharmacological action, cholinomimetics may have
vagotonic effects on heart rate, including bradycardia and all types of atrioventricular node block
(see Adverse Reactions). The potential for this action may be particularly important to patients
with ‘sick sinus syndrome’ or other supraventricular cardiac conduction disturbances or who use
drugs that significantly reduce heart rate concomitantly, such as digoxin and beta-blockers. In
clinical trials, use of REMINYL has been associated with syncope, and rarely with severe
bradycardia.

REMINYL PR CCDS version 23 Oct 2020_Update address and contact Created on 20 Apr 2023

VasuseenMInA lutdeuudag,
wuldenuaawwnn a g 1 it

Approval on 21 Aug 2023

A



FOR REFERENCE ONLY
4

Gastrointestinal Conditions: patients at increased risk of developing peptic ulcers, e.g. those with
a history of ulcer disease or those predisposed to these conditions, including those receiving
concurrent nonsteroidal anti-inflammatory drugs (NSAIDS), should be monitored for symptoms.
However, clinical studies with REMINYL showed no increase, relative to placebo, in the incidence
of either peptic ulcer disease or gastrointestinal bleeding. The use of REMINYL is not
recommended in patients with gastro-intestinal obstruction or recovering from gastro-intestinal
surgery.

Neurological Conditions: Convulsions have been reported with REMINYL (see Adverse Reactions
— Postmarketing data). Seizure activity may also be a manifestation of Alzheimer’s disease. An
increase in cholinergic tone may worsen symptoms related to extrapyramidal disorders (see
Adverse Reactions — Postmarketing data).

Pulmonary Conditions: because of their cholinomimetic actions, cholinomimetics should be
prescribed with care for patients with a history of severe asthma or obstructive pulmonary
disease.

Genitourinary: the use of REMINYL is not recommended in patients with urinary outflow
obstruction or recovering from bladder surgery.

Safety in subjects with mild cognitive impairment (MCI)

REMINYL is not indicated for individuals with mild cognitive impairment (MCI), i.e., those who
demonstrate isolated memory impairment greater than expected for their age and education, but
do not meet criteria for Alzheimer’s disease.

Two, 2-year controlled trials in subjects with MCI did not meet dual primary efficacy outcomes.
Although mortality in both treatment arms was low, more deaths were initially recorded in
subjects randomized to galantamine than to placebo, but the incidence of serious adverse events
was identical between treatment groups. The deaths were due to various causes that are not
unexpected in an elderly population. When data retrieved from the large proportion of patients
who discontinued prior to completion of the double-blind period was included, there was no
evidence of an increasing risk of death in REMINYL-treated subjects over time. More subjects
from the placebo than the galantamine group discontinued prior to death, which may account for
the difference in mortality initially recorded.

The MCI study results are discrepant from those observed in studies of Alzheimer’s disease. In
pooled studies in Alzheimer’s disease (n=4614), the mortality rate was numerically higher in the
placebo than the REMINYL group.

Interactions
Pharmacokinetic interactions

Multiple metabolic pathways and renal excretion are involved in the elimination of galantamine.
Based on /n vitro studies, CYP2D6 and CYP3A4 were the major enzymes involved in the
metabolism of galantamine.

Inhibition of gastric acid secretion will not impair the absorption of galantamine.
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Other drugs affecting the metabolism of galantamine

Drugs that are potent inhibitors for CYP2D6 or CYP3A4 may increase the AUC of galantamine.
Multiple dose pharmacokinetic studies demonstrated that the AUC of galantamine increased 30%
and 40%, respectively, during co-administration of ketoconazole and paroxetine. As
co-administered with erythromycin, another CYP3A4 inhibitor, the galantamine AUC only
increased approximately 10%. Population PK analysis for patients with Alzheimer’s disease
showed that the clearance of galantamine was decreased about 25-33% by concurrent
administration of amitriptyline, fluoxetine, fluvoxamine, paroxetine and quinidine, known
inhibitors of CYP2D6.

Therefore, during initiation of treatment with potent inhibitors of CYP2D6 or CYP3A4 patients may
experience an increased incidence of cholinergic side effects, predominantly nausea and vomiting.
Under these circumstances, based on tolerability, a reduction of the galantamine maintenance
dose can be considered (see Dosage and Administration — Special populations).

Memantine, an N-methyl-D-aspartate (NMDA) receptor antagonist, at a dose of 10 mg/daily for
2 days followed by 10 mg twice a day for 12 days had no effect on the pharmacokinetics of
galantamine 16 mg/day at steady state.

Effect of galantamine on the metabolism of other drugs

Therapeutic doses of galantamine (12 mg twice a day) had no effect on the kinetics of digoxin
and warfarin. Galantamine did not affect the increased prothrombin time induced by warfarin.

In vitro studies indicated that the inhibition potential of galantamine with respect to the major
forms of human cytochrome P450 is very low.

Pharmacodynamic interactions

Because of its mechanism of action, galantamine should not be given concomitantly with other
cholinomimetics. Galantamine antagonizes the effect of anticholinergic medication. As expected
with cholinomimetics, a pharmacodynamic interaction is possible with drugs that significantly
reduce the heart rate (e.g. digoxin and beta blockers).

Galantamine, as a cholinomimetic, is likely to exaggerate succinylcholine-type muscle relaxation
during anesthesia.

Pregnancy and Breast-Feeding
Pregnancy

Reproduction studies conducted in pregnant rats at doses up to 16 mg/kg (or about 25 times the
human therapeutic dose) and in pregnant rabbits up to 40 mg/kg (or about 63 times the human
therapeutic dose) did not show any evidence of a teratogenic potential. A non-significant increase
in the incidence of minor skeletal abnormalities was noted at a dose of 16 mg/kg in rats.

No studies are available on the use of REMINYL in pregnant women. REMINYL should be used
during pregnancy only if the potential benefit justifies the potential risk to the fetus.
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Breast-feeding

It is not known whether REMINYL is excreted in human breast milk and there are no studies in
lactating women. Therefore, women on REMINYL should not breast-feed.

Effects on Ability to Drive and Use Machines

Alzheimer’s disease may cause gradual impairment of driving performance or compromise the
ability to use machinery. Furthermore, like other cholinomimetics, REMINYL may cause adverse
reactions (such as dizziness and somnolence), which could affect the ability to drive or use
machines, especially during the first weeks after initiation of treatment (see Adverse Reactions).

Adverse Reactions

Throughout this section, adverse reactions are presented. Adverse reactions are adverse events
that were considered to be reasonably associated with the use of galantamine hydrobromide
based on the comprehensive assessment of the available adverse event information. A causal
relationship with galantamine hydrobromide cannot be reliably established in individual cases.
Further, because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in the clinical trials of a drug cannot be directly compared to rates in the clinical
trials of another drug and may not reflect the rates observed in clinical practice.

Clinical trial data
Double-blind data — adverse reactions reported at >1% frequency

The safety of REMINYL was evaluated in 6502 subjects with mild to moderately severe dementia
of the Alzheimer’s type who participated in 8 placebo-controlled, double-blind clinical trials. The
information presented in this section was derived from pooled data.

Adverse reactions reported by >1% of REMINYL-treated subjects in these trials are shown in
Table 1.

Table 1. Adverse Reactions Reported by >1% of REMINYL-Treated Subjects in
8 Placebo-Controlled, Double-Blind Clinical Trials
REMINYL Placebo
System Organ Class (n=3956) (n=2546)
Adverse Reaction % %
Metabolism and Nutrition Disorders
Decreased appetite 7.4 2.1
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Table 1. Adverse Reactions Reported by >1% of REMINYL-Treated Subjects in
8 Placebo-Controlled, Double-Blind Clinical Trials
REMINYL Placebo
System Organ Class (n=3956) (n=2546)
Adverse Reaction % %

Psychiatric Disorders

Depression 3.6 2.3
Nervous System Disorders

Dizziness 6.8 2.9

Headache 7.1 5.5

Tremor 1.6 0.7

Syncope 1.4 0.6

Lethargy 1.3 0.4

Somnolence 1.5 0.8
Cardiac Disorders

Bradycardia 1.0 0.3
Gastrointestinal Disorders

Nausea 20.7 5.5

Vomiting 10.5 2.3

Diarrhea 7.4 4.9

Abdominal pain 2.0 0.6

Abdominal pain upper 1.9 1.4

Dyspepsia 1.5 1.0

Abdominal discomfort 2.1 0.7
Musculoskeletal and Connective Tissue
Disorders

Muscle spasms 1.2 0.5
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Table 1. Adverse Reactions Reported by >1% of REMINYL-Treated Subjects in
8 Placebo-Controlled, Double-Blind Clinical Trials
REMINYL Placebo
System Organ Class (n=3956) (n=2546)
Adverse Reaction % %

General Disorders and Administration Site
Conditions

Fatigue 3.5 1.8

Asthenia 2.0 1.5

Malaise 1.1 0.5
Investigations

Weight decreased 4.7 1.5
Injury, Poisoning and Procedural
Complications

Fall 3.9 3.0

Laceration 1.1 0.5

In a randomized, double-blind, placebo-controlled clinical trial, the safety profile of once-daily
treatment with REMINYL prolonged-release capsules was similar in frequency and nature to that
seen with tablets.

Nausea and vomiting, the most frequent adverse reactions, occurred mainly during titration
periods, lasted less than a week in most cases and the majority of patients had one episode.
Prescription of anti-emetics and ensuring adequate fluid intake may be useful in these instances.

Double-blind and open-label data — adverse reactions reported at <1% frequency

In addition to double-blind clinical trials, the safety of REMINYL was evaluated in 1454 subjects
with mild to moderately severe dementia of the Alzheimer’s type who participated in 5 open-label
clinical trials.

Additional adverse reactions not reported in Table 1 that occurred in <1% of REMINYL-treated
subjects (n=5410) in the 8 double-blind and 5 open-label clinical datasets are listed in Table 2.
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Table 2. Adverse Reactions Reported by <1% of REMINYL-Treated Subjects in
Either Double-Blind or Open-Label Clinical Trials
REMINYL
System Organ Class (n=5410)
Adverse Reaction %
Metabolism and Nutrition Disorders
Dehydration 0.96
Nervous System Disorders
Dysgeusia 0.31
Hypersomnia 0.55
Paresthesia 0.33
Eye Disorders
Vision blurred 0.31
Cardiac Disorders
Atrioventricular block first degree 0.30
Palpitations 0.41
Sinus bradycardia 0.55
Supraventricular extrasystoles 0.46
Vascular Disorders
Flushing 0.24
Hypotension 0.52
Gastrointestinal Disorders
Retching 0.22
Skin and Subcutaneous Tissue Disorders
Hyperhydrosis 0.85
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Table 2. Adverse Reactions Reported by <1% of REMINYL-Treated Subjects in
Either Double-Blind or Open-Label Clinical Trials
REMINYL

System Organ Class (n=5410)

Adverse Reaction %
Musculoskeletal and Connective Tissue
Disorders

Muscular weakness 0.61

Postmarketing data

In addition to the adverse reactions reported during clinical studies and listed above, the following
adverse reactions have been reported during postmarketing experience. Table 3 provides adverse
reaction frequencies according to the following convention:

Very common 2= 1/10 (=210%)

Common > 1/100 and < 1/10 (=1% and <10%)
Uncommon = 1/ 1000 and < 1/100 (=0.1% and <1%)
Rare > 1/10000 and < 1/1000 (=0.01% and <0.1%)
Very rare < 1/10000 (<0.01%), including isolated reports
Not known Cannot be estimated from the available data.
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Table 3.
REMINYL

Adverse Reactions Identified During Postmarketing Experience with

System Organ Class

Adverse Reaction

Frequency Category Estimated From
Spontaneous Reporting Rates

Immune System Disorders
Hypersensitivity
Psychiatric Disorders
Hallucination
Hallucination visual
Hallucination auditory
Nervous System Disorders
Convulsion
Extrapyramidal disorder
Ear and Labyrinth Disorders
Tinnitus
Cardiac Disorders
Atrioventricular block complete
Vascular Disorders
Hypertension
Hepatobiliary Disorders
Hepatitis
Skin and subcutaneous tissue disorders
Stevens-Johnson Syndrome,
Acute generalized exanthematous pustulosis,

Erythema multiforme

Very rare

Very rare

Very rare

Very rare

Very rare

Very rare

Very rare

Very rare

Very rare

Very rare

Very rare

Very rare

Very rare
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Investigations

Hepatic enzyme increased Very rare

Overdose
Symptoms and signs

Signs and symptoms of significant overdosing of galantamine are predicted to be similar to those
of overdosing of other cholinomimetics. These effects generally involve the central nervous
system, the parasympathetic nervous system, and the neuromuscular junction. In addition to
muscle weakness or fasciculations, some or all of the signs of a cholinergic crisis may develop:
severe nausea, vomiting, gastro-intestinal cramping, salivation, lacrimation, urination, defecation,
sweating, bradycardia, hypotension, collapse and convulsions. Increasing muscle weakness
together with tracheal hypersecretions and bronchospasm, may lead to vital airway compromise.

There have been post-marketing reports of Torsade de Pointes, QT prolongation, bradycardia,
ventricular tachycardia and brief loss of consciousness in association with inadvertent overdoses
of galantamine. In one case where the dose was known, eight 4 mg tablets (32 mg total) were
ingested on a single day.

Two additional cases of accidental ingestion of 32 mg (nausea, vomiting, and dry mouth; nausea,
vomiting, and substernal chest pain) and one of 40 mg (vomiting) resulted in brief hospitalizations
for observation with full recovery. One patient, who was prescribed 24 mg/day and had a history
of hallucinations over the previous two years, mistakenly received 24 mg twice daily for 34 days
and developed hallucinations requiring hospitalization. Another patient, who was prescribed
16 mg/day of oral solution, inadvertently ingested 160 mg (40 mL) and experienced sweating,
vomiting, bradycardia, and near-syncope one hour later, which necessitated hospital treatment.
His symptoms resolved within 24 hours.

Treatment

As in any case of overdose, general supportive measures should be used. In severe cases,
anticholinergics such as atropine can be used as a general antidote for cholinomimetics. An initial
dose of 0.5 to 1.0 mg intravenously is recommended, with subsequent doses based on the clinical
response.

Because strategies for the management of overdose are continually evolving, it is advisable to
contact a poison control center to determine the latest recommendations for the management of
an overdose.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic Properties
Pharmacotherapeutic group: Antidementia drugs, ATC code: NO6D A04.
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Mechanism of action

Galantamine, a tertiary alkaloid is a selective, competitive and reversible inhibitor of
acetylcholinesterase. In addition, galantamine enhances the intrinsic action of acetylcholine on
nicotinic receptors, probably through binding to an allosteric site of the receptor. As a
consequence, an increased activity in the cholinergic system associated with improved cognitive
function can be achieved in patients with dementia of the Alzheimer type.

Clinical studies

The dosages of REMINYL shown to be effective in controlled clinical trials in Alzheimer’s disease
were 16, 24 and 32 mg/day. Of these doses, 16 and 24 mg/day were determined to have the
best benefit/risk relationship and are the recommended doses. Galantamine’s efficacy has been
studied using four specific outcome measures: the ADAS-cog (a performance based measure of
cognition), the CIBIC-plus (a global assessment by an independent physician based on a clinical
interview with the patient and caregiver), several measurements of the activities of daily living
and the Neuropsychiatric Inventory (NPI, a scale that measures behavioral disturbances).

In clinical studies, performance of galantamine treated patients on the ADAS-cog (see Figure)
and CIBIC-plus was consistently statistically significantly better than that of patients who were
on placebo. Patients who were treated for 6 months with galantamine had ADAS-cog scores that
were significantly improved compared to their baseline scores. Compared to the untreated
patients there was a substantial and sustained benefit in cognitive functioning. Galantamine
treatment also significantly preserved the activities of daily living, such as dressing, hygiene, meal
preparation. These were assessed using the Disability Assessment in Dementia (the DAD) and
the Alzheimer’s Disease Cooperative Study (ADCS)-ADL-Inventory, caregiver-rated assessments.
Galantamine doses of 16 and 24 mg daily maintained the NPI score throughout the observation
period whereas the score of the placebo patients clearly deteriorated, as a result of the emergence
of behavioral disturbances.
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Figure 1. Mean (+ SE) change from baseline in ADAS-cog/11 score over time (observed data)

(pooled data GAL-USA-1 and GAL-INT-1)
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Figure 2. Mean (+ SE) change from baseline in ADAS-cog/11 score over time (all patients,
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Long-term treatment (combination of 6 months double-blind followed by 6 months open
treatment) suggested that patients’ cognitive and functional performance was maintained for a
full year.

The efficacy of REMINYL prolonged-release capsules was studied in a randomized, double-blind,
placebo-controlled trial in Alzheimer’s disease. Patients received galantamine 8 mg/day for
4 weeks, followed by galantamine 16 mg/day for 4 weeks. At week 8, the dose could be increased
to 24 mg/day based on safety and tolerability, and could be reduced to 16 mg/day at week 12.
The dose chosen at week 12 was fixed for the remainder of the 6 months. In the
protocol-specified primary efficacy analysis for the two endpoints (ADAS-cog/11 and CIBIC-plus)
at Month 6 simultaneously, REMINYL prolonged-release showed a statistically significant
improvement over placebo for ADAS-cog/11 only. In addition, REMINYL prolonged-release was
statistically significantly better than placebo in improving activities of daily living (ADCS-ADL), a
key secondary efficacy measure. Efficacy results were similar for REMINYL prolonged-release
capsules and REMINYL tablets, which served as an active control in this study.

Long-term (2-year) efficacy and safety in mild to moderately severe Alzheimer's
disease

A randomized, double-blind, placebo-controlled, parallel group, multi-center study evaluated the
long-term (2-year) efficacy and safety of galantamine prolonged-release capsules in the
treatment of patients with mild to moderately-severe Alzheimer’s disease. One thousand and
twenty three patients were randomized to the placebo group, and 1028 to the galantamine group.
Demographic and baseline characteristics were similar between the groups. The majority of
patients were female (65%) and white (99.9%). The median age was 74 years, and baseline
Mini-Mental State Examination (MMSE) score was 19.

On the primary efficacy endpoint (defined as change from baseline in the MMSE score at
Month 24), there was a significantly less cognitive impairment in the galantamine group compared
with placebo in the change from baseline in MMSE at Month 24 (-1.41 versus -2.14; p<0.001).
On the key secondary efficacy endpoints (defined as change in MMSE at Month 6 and change in
DAD score at Month 24), there was significantly greater improvement in change from baseline in
MMSE at Month 6 in the galantamine group compared with placebo (mean change of 0.15
versus -0.28; p<0.001) and significantly less impairment in the DAD score at Month 24 in the
galantamine group compared to placebo (-8.2 versus -10.8; p = 0.002).

On the primary safety endpoint (mortality), there was a total of 89 deaths; 56 (5.5%) deaths in
the placebo group and 33 (3.2%) deaths in the galantamine group. This represents a significantly
higher rate of death in the placebo group compared with galantamine [hazard ratio and 95%
confidence intervals of 0.58 (0.37 — 0.89) (p = 0.011)].

Alzheimer’s disease with cerebrovascular disease (AD+CVD)

The efficacy and safety of galantamine in subjects with Alzheimer’s disease and significant
cerebrovascular disease (AD+CVD) was investigated in a double-blind, placebo-controlled study.
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There were 282 subjects, 48% of the total study population (N=592), who met criteria for
AD+CVD. Although the clinical trial was not powered for subgroup analyses, galantamine-treated
subjects experienced a statistically significant improvement, compared to placebo-treated
subjects on both primary outcomes [(cognition: ADAS-cog/11 [p<0.001]; global clinical
assessment: CIBIC-plus [p<0.001] and on a measure of activities of daily living (DAD [p =
0.003]). Overall, the safety and tolerability of galantamine in subjects with AD+CVD was similar
to that seen in previous studies of galantamine in Alzheimer’s disease. The most frequently
reported adverse event in subjects was nausea (19% of galantamine and 11% of placebo
subjects). Other events, occurring in >5% of AD+CVD subjects and reported more frequently in
the galantamine than the placebo group, were dizziness, vomiting, abdominal pain, diarrhea, and
fatigue. The incidence of “cerebrovascular disorders” (e.g., stroke) was higher in the placebo
group (placebo, 5/96 [5%] subjects; galantamine, 2/186 [1%] subjects).

Overall, the safety profile in AD+CVD was consistent with that observed in studies of galantamine
in subjects with Alzheimer’s disease.

Mild cognitive impairment (MCI)

Two, 2-year controlled trials in subjects with MCI did not meet dual primary efficacy outcomes.
Although mortality was low (0.7%), more deaths were initially recorded in subjects randomized
to galantamine (13/1026) than to placebo (1/1022), but the incidence of serious adverse events
was identical (19%) between treatment groups.

The 24-month intent-to-treat analysis recorded 20 deaths among subjects randomised to placebo
compared to 34 deaths recorded among subjects randomised to galantamine (relative risk [95%
CI] = 1.70 [1.00, 2.90]; p = 0.051. Of subjects who died within the protocol-specified period of
30 days of discontinuing double-blind study medication, there were 14 in the galantamine group
and 3 in the placebo group (relative risk [95% CI] = 4.08 [1.57, 10.57]; p = 0.004). Thirteen
deaths in the placebo group and 20 deaths in the galantamine group were found to be directly
related to adverse events that occurred while the subjects were exposed to double-blind study
drug (relative risk [95% CI] = 1.54 (0.78, 3.04); p = 0.218.

More placebo-treated than galantamine-treated subjects discontinued prior to death, which may
have accounted for the difference in mortality initially recorded. When data retrieved from the
large proportion of patients in both treatment groups who discontinued prior to completion of the
double-blind period (GAL-COG-3002) were included, a total of 102 deaths were identified, 56 in
the galantamine group and 46 in the placebo group (relative risk [95% CI] = 1.24 [0.84, 1.83];
p = 0.274).

The deaths were due to various causes that were not unexpected in an elderly population, with
about half of the deaths in both groups due to vascular causes.

Pharmacokinetic Properties
Absorption

After oral intake of a single dose of 8 mg galantamine as tablets, absorption is rapid, with a peak
plasma concentration of 43 + 13 ng/mL, which is reached after 1.2 hours, and a mean AUC,, of
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427 + 102 ng.h/mL. The absolute oral bioavailability of galantamine is 88.5%. Oral intake of
galantamine tablets with food slows down its rate of absorption (Cmax reduced by about 25%),
but does not affect the extent to which it is absorbed (AUC).

After repeated oral dosing of 12 mg galantamine twice a day as tablets, mean trough and peak
plasma concentrations fluctuated between 30 and 90 ng/mL. The pharmacokinetics of
galantamine are linear in the dose range 4-16 mg twice a day.

Bioavailability of immediate-release versus prolonged-release formulations

In a steady-state bioavailability study, REMINYL prolonged-release capsules, 24 mg once daily,
were shown to be bioequivalent to the 12 mg twice-daily immediate-release tablets with respect
to AUCu4n and Crin. The Cmax Value of the 24 mg once-daily prolonged-release capsule, which is
reached after 4.4 hours, was about 24% lower than that of the 12 mg twice-daily
immediate-release tablet. Food had no effect on the steady-state bioavailability of the 24 mg
prolonged-release capsules. In a dose-proportionality study of REMINYL prolonged-release
capsules in healthy elderly and younger adult subjects, steady-state plasma concentrations were
achieved within 6 days at all doses (8 mg, 16 mg, and 24 mg) in both age groups. Steady-state
pharmacokinetics were dose-proportional within the studied dose range of 8 mg to 24 mg in both
age groups.

Figure 3. Comparative Linear Plot of Mean Galantamine Plasma Concentration-Time Profiles

120

—@— 24 mg q.d. extended release capsule, fasted
—O— 12 mg b.i.d. immediate release tablet, fasted

Galantamine, ng/mL

Time, hours

Distribution

Galantamine has a moderate volume of distribution (average Vdss of 175 I).
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The plasma protein binding of galantamine is low: 17.7 + 0.8%. In whole blood, galantamine is
mainly distributed to blood cells (52.7%) and plasma water (39.0%), whereas the fraction of
galantamine bound to plasma proteins in only 8.4%. The blood-to-plasma concentration ratio of
galantamine is 1.17.

Metabolism

Major metabolic pathways were N-oxidation, N-demethylation, O-demethylation, glucuronidation
and epimerization. O-demethylation was far more important in extensive metabolizers of CYP2D6.
The levels of excretion of total radioactivity in urine and feces were not different between poor
and extensive metabolizers. In vitro studies confirmed that cytochrome P450 2D6 and 3A4 were
the major cytochrome P450 isoenzymes involved in the metabolism of galantamine.

In plasma from poor and extensive metabolizers, unchanged galantamine and its glucuronide
accounted for most of the sample radioactivity. In plasma from extensive metabolizers, the
glucuronide of O-desmethylgalantamine was also important.

None of the active metabolites of galantamine (norgalantamine, O-desmethylgalantamine and
O-desmethyl-norgalantamine) could be detected in their unconjugated form in plasma from poor
or extensive metabolisers after single dosing. Norgalantamine was detectable in plasma from
patients after multiple dosing, but did not represent more than 10% of the galantamine levels.

Elimination

Galantamine is a low-clearance drug (plasma clearance of approximately 300 mL/min). The
elimination of galantamine is bi-exponential, with a terminal half-life in the order of 7-8 h.

Seven days after a single oral dose of 4 mg 3H-galantamine, 90-97% of the radioactivity was
recovered in urine and 2.2-6.3% in the feces. After i.v. and oral administration, 18-22% of the
dose was excreted as unchanged galantamine in the urine in 24 hours, with a renal clearance of
about 65 mL/min, which represents 20-25% of the total plasma clearance.

Special populations
Renal impairment

The disposition of galantamine was studied in young subjects with varying degrees of renal
function. Elimination of galantamine decreased with decreasing creatinine clearance. Plasma
concentrations of galantamine increased in subjects with impaired renal function by 38% in
moderate (creatinine clearance = 52-104 mL/min) or 67% in severe renal impairment (creatinine
clearance = 9-51 mL/min), compared to age and weight-matched healthy subjects (creatinine
clearance = 2121 mL/min). A population pharmacokinetic analysis and simulations indicate that
no dose-adjustments are needed in Alzheimer patients with renal impairment provided that the
creatinine clearance is at least 9 mL/min (see Dosage and Administration — Special populations)
as the galantamine clearance is lower in the Alzheimer population.
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The pharmacokinetics of galantamine in subjects with mild hepatic impairment (Child-Pugh score
of 5-6) were comparable to those in healthy subjects. In patients with moderate hepatic
impairment (Child-Pugh score of 7-9), AUC and half-life of galantamine were increased by about

30% (see Dosage and Administration — Special populations).

Characteristics in patients with Alzheimer’s disease

Data from clinical trials in patients indicate that the plasma concentrations of galantamine in
patients with Alzheimer’s disease are 30-40% higher than in healthy young subjects.

NON-CLINICAL INFORMATION

All other preclinical safety data relevant to the prescriber have been included in the appropriate

sections.

PHARMACEUTICAL INFORMATION
List of Excipients
Prolonged-release capsules

Diethyl phthalate

Ethylcellulose

Gelatin

Hypromellose

Macrogol

Maize starch

Red ferric oxide (E172) (16 mg capsule)
Sucrose

Titanium dioxide (E171)

Incompatibilities
Not applicable.

Shelf Life

See expiry date on the outer pack.
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Storage Conditions
REMINYL prolonged release capsules: Store between 15°C and 30°C.
Keep out of the sight and reach of children.

Nature and Contents of Container
Capsules

The capsules are packaged in a PVC-PE-PVDC/Alu blister that hold 7 capsules, 4 blisters. Blisters
are packed in a cardboard box.

Available pack sizes: 8 mg 28 capsules and 16 mg 28 capsules.

MANUFACTURED BY
Janssen-Cilag SpA., Latina, Italy

MARKETING AUTHORIZATION NUMBER
REMINYL prolonged release capsule 8 mg: 1C 114/48 (N)
REMINYL prolonged release capsule 16 mg: 1C 115/48 (N)

DATE OF AUTHORIZATION

REMINYL prolonged release capsule 8 mg: 3 October 2006
REMINYL prolonged release capsule 16 mg: 3 October 2006

DATE OF REVISION OF THE TEXT
20 April 2023 (CCDS v. 23 October 2020)

Warning
This drug should be prescribed by neurologist, psychologist, or physician in geriatric care unit.

Imported by
Janssen-Cilag Ltd., Bangkok, Thailand

To report Suspected Adverse Reactions, please contact us at aepgcjacth@its.jnj.com
For any product information, please contact us at medinfosea@its.jnj.com
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