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( .JDEPARTMENT OF HETH & HUMAN SERVICES,::~\- Public Health Service

Food and Drug Administration
Rockvile, MD 20857

NDA 20-690/8-011

Eisai Inc.
Attention: Rhea Willams, MPH
Glenpointe Centre West
500 Frank W. Burr Blvd
Teaneck, New Jersey 07666-6741

Dear Ms. Wiliams:

Please refer to your supplemental new drug application dated submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act for AriceptQ! (donepezil) 5 mg and 10 mg Tablets.

We acknowledge receipt of your submissions dated April 8, 2004 and April 19,2004.

Your submission of November 21,2003 constituted a complete response to our July 29, 2003 action
letter.

This supplemental new drug application provides for changes to the Precautions (Drug -Drug
Interactions and Carcinogenesis) section of labeling and the addition of a Geriatric use subsection.

We completed our review of this supplemental new drug application. It is are approved, effective on
the date ofthis letter, for use as recommended in the final printed labeling (FPL) submitted on April19,2004. .
If you issue a letter communicating important information about this drug product (i.e., a "Dear Health
Care Professional" letter), we request that you submit a copy of the letter to this NDA and a copy to
the following address:

MEDWATCH, HFD-410
FDA
5600 Fishers Lane
Rockvile, MD 20857

We remind you that you must comply with the requirements for an approved NDA set forth under
21 CFR 314.80 and 314.81. .
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If you have any que~tions, call Melina Griffis, R.Ph., Sr. Règulatory Project Manager, at (301) 594-
5526.

Sincerely,

(See appended e!cClí'()llìc s(gnaiure page!

Russell Katz, M.D.
Director
Division of Neuropharmacological Drug Products
Offce of Drug Evaluation I
Center for Drug Evaluation and Research



--_.......----------_..__.-------_..-------------_....--_...---_....--_....-------_..----_...--..------_....------_..
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
--------_..------------........._............................._.....-_..._--_.-...__............_-_.._-_.._------_..-
/s/

Russell Katz
5/4/04 05: 27 : 3 0 PM
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INOICAnoll AHD USAGE
AAi:I)~idi. brt4i friien!¡i nlil: 1lii-dIiUtliioriacl ~ie",~,;t~ ~ft'e

COIlAiHOICATIOlS
,1.!l.cko:~~ki~1Pt:\\t:h~"wM'Ii,r~.i'9:rd:M!ì""'Cincpi'll!l,y.:~
crtoplP'rldl:edrvatt.'t

WAlllli3
~:AAICfpr~.asa¡jImi~~~inl".l;;I.irW/:iMIiJ9Øli:~cl¡tril¡e¥i:e
musc!re1l,,:iijurlli()iM5;ll~la
t¡uifiø~frI;srCnl/l:lI(1ri ijii~;e c! :~.eii flliarl:iicolillJb",1 aci!i!f'. cho~ne5¡':!~
lnbillicr. ma~' hav~ \'anr,i¡¡æc e!".i¡,;;s:in the ~lii¡¡atr!¡i a(h1 a!l~1'.'linlricll!,lr Ih1,1r.s
lli ~t1c: ni;r r,:sl!es:i bl'ic:n:l.i:'' ~JØ! ¡¡I~i:~ In fl:in:~ 1:1I..t: lld l'1!t,ri
ki..n iimi~M!I ca¡;jla~ ~O¡¡r'Jç:iß dl:n,.rlll~ml~. !'~;o~-,~~i &~::~di~ ti",~ !.ill'l
I'p-Jlloo Jiia~citi~n 1';1/1 t"~ u~t e! A~ICE~i".
Glltwlnf,sliul Cøfllllanr.Th:.wllh thflr uf,,~:y ,¡IGn. ~h;;~M!'M~ In!"i;,.r3
ßii~ t.r il~-i'i 10 i~tê i¡lrk" i:¡. uiff!ic~ tl'l~!ll :.riW1 o;,iirtlrr;-: iilll:¡.
ThE:lIp¡!ilissli:uklLeil;.JI,ao;;!dcl.i!:!!lIS~'llP;'';tf'siti!:''l"rt.(..'l~!r::;;-
~:inj hleJnli, iiõ¡ieQtt lhiisi at licre.l~1 ~;k~:: :le-cl¡;~!l LIr.U~, e.9.. ¡h,;!ô
nI/i ¡ hit:i! uljlJz.';~::~!l f/;i'\;g i;~ll::U!I"It~.if~ii¡¡m¡.:;m~mah11)
dni!l$jt..S.l.fVS). ciL~lr.;; ~llt.:;ro r.r Ml!Ç¡:?T," Mi'c shç..n~.: l!\~r,~~c, I'~i:!~)~ ai
l!~lilJ. L~!b ~lt!d~¡M (11 ~~t,er p~.,;lç u"'~ ~Is~l~ r.r o¡(,!r::nl~~'tf:cI bltiJlr~

Af,,¡;i:;i-, dli ~ p"~!:lo rorr:~'l"willl'~ 0: ia ;:h'lr"~W:(;!f\",i prllp:rJi~.Il£ Iw..n
shi;wn = ~((i::CI di.wh!:. 1'~Use~ ami ~~n~iii¡~J. i11lr ~!lt:~s. wh~11 ~!liri U::I.
~¡¡pll"! ITc~rc 'ri~~ICtl/"Ni:1i 1ti~ 1ii r.~l.,!;ri '1,1i 1f~ln wi¡t ~ ~ l::(jt!: :l::~. :1' :lO~¡

~iv~~~'~I~r~'~J~~~~~~~~j~~~..~~t~;~;f~~::~J. '¡s'~~l r,ii~!ç 1flhic w~eki.
6~ølllJli;iry; A!lfiiii.h II;; fi~rJt1 i:: Ghiilc:il liii!: ,;! Afii;;r-;:,-, i:o~rltr.;m¡¡¡¡cs
m¡1i:W'..bIl1i1r.rOU:!IoI'i:-b~rollr:n.
NcurltgjQ/ CoRditnii Sc~-'lJn~i: ;:cliliiidmi~1c ue ~,il:itd H; h¡r..~ $l1lP- p::ti!lJ¡J
tl ='i '1c."1 fl1I41!:!\Il. Hr,,,,,vr.. r,.urc :¡..It.-t¡ ~t~:'I'..~' t" a miJ;l!tl;;n
çlN;Mlmet3r.l5..~.
PiftrmC8dJI1r: Bo;i~ r'1 1m:' f.!jn:,mt-i:". ~c!lri. tt~limf:fas!: fnlir:
ihkl li pr~$l/l1irii w!tli G~!I!" ¡iaU~ni,. -.l;li i hl~!~rt ll! is:lir.i Of ot,.!rur~!'It
l!iimc!ldl:~!I
PRECAUTINS
Oru-!rugl:erinrii;C1likí".ann=llI/:a;lliciPllU.It:~j.':;k-.:(;llrirJ
ln1erae'Jcnsi
Efrd tJ ARfCEPP an tilt f¡iifiifiølìrm al Olhat Droiii: t~o ¡II '''Hlc!!rli:~llrji:s lil'R
11'i:~11. tlie e!!td c! Ama:r'T'" :inlho l;le;;JII~d '1' 1lIl"i~ niel;,!.:'uli.'! 1:( C"1'P JM
(~.V. cI.ar\w ll'fcf\¡uli!IC):i hy C'P ~.l~ (il.ii. i.-,ipmmiie) llol"..u. i~ ..fll sliidie

::;:r:~1~cp~;~!~~~~~n~~~~:irr~;:îi'f!Mii~~:i~:~;¡~~~'i~~~~1~i~d
clln:W',ffl~.

W1mlittARICEWlia ~nyy..illii: fcr ellZ'¡111l..in:!~L"lior, is no¡ kf,:::'Iii.

V.J°i~=:~~:~~~:~~'~~~ig,: ~;~~~:~t;~~~;,~)~~ ~1t~i;.n
en !llp!-.;f1-2ciiii:r.s 1I1!hi: drull$l'cro oii~crvd.
f1~t alOMar DfI:l an tJG 6ldJbøliim of ARIC£pr; Ke1u-:ona~:i1o aiid :¡liirdlii.
Inli!l''s ot cY4SU, 3M ~iid :Ws. rr:i¡:,ilve;,1, In!'!!!!: dcn':eilll'.II?.h:'i:~r:: !.'l ~'fo
\'o'¡.lll-.i! Ih~n is a d~lcal ef!r:t;: ;¡ln;¡I"' Is no: ir:'.."l. in f.1-1il; cri!''\'ll'tr ~tmf~
In t8ti)''Ilb¡OO,¡'.tl)oI~(2Oi)m~ q.d.!lroC~~..;jjneprjli5r.lllt¡.d.ì
crJliceniia~lirs (AUCw ~rr: c._J lrl 26'\;. TI& tfiiiltl rliL..~rl:: 1.: ¡his JOCII:Sl i:
C'.rlton¡¡¡¡~Gn isun!(~e""1~

IriDlsnICtp¡ir..ii:idC'ipa/.(f..;i.pII'~!t¡TrAn,e.'1m1t""!erJrr.¡leelh¡isi!I,
rim¡i'.l, ind pt:l"olli....~~î ~iilJ;¡!nro !h-J ralt o! ~im!n¡!!li;n:'! .mICfPT.

f:iI¡i....~ió~stilc(.e.,.initr..tf!Im.t¡,:.¡.r:o!Ai:::f.PTIsIlf)
sl1i1:iir.lffert!lb, C'.:c:,rtnt~llIT:!nl'tiai~-i ot dli;wjx!n orern6!llíi&,
lbø wllh /Jllcblltll'/cl: Bri'lJ~" t~"l rIJct"f:m çf õ:Uon, cllnllneS:m£D
Iion h.MitI ~!irtW:ç 1~1ôf~ w'.J l!:o actM!'1 cl i:1itUllr¡.-.il:tls
tlti wH" C/illtlamll1'llci ~ni l1lh,r Cool!iie'!rmmi frhfblr: A :;;nl9"i!c tfiii~i
inblex.i.Mid:e~~.!inhltl'..rs¡,%nc-:rolT!l'l'i'.!:sun;to:-¡6,
SimlianWF.:':Y.bl.:cid".¡,efl:s::rlt,iiinli(/ftag::r:'3£uchub:iint'wl
tardnliglotili,MirIlUMli.llii¡ilirnlnlolhrtllly
fj(' 1l1~iç6 oj:i Wtfnt"JJlilC !'Olfll¡J..:¡ ~.i!3lrw In v, Sô-..ë' (?.J11r1~~1N

~~lo~£~::~!~~t~Ë-æ~~~~~~~::;l~i~l~~i~~.
!~Pf:r~Ill:: ~O l1~:in ir",.lmmr, r"t.~r.mr.!HrJi h1!ma::::,¡:'~ ~ ir~:;f:f t:ils).

(ilittill W~$ n~i fiUia~Rit Iii \,~.. ß1".' r",lers~ m,¡t¡!!ifl ~ay il ~;(.~tti&, ,./~,
a lllI l¡m..'hom. lorw muæ!on ::o:,.:."1 'tltm in rh~ rr.¡;:i~'J~ir", at'drf~t!cii
ill ~i WitI'S ~l ':;i¡iiest h.1I11~11: 1::' ¡CHLj te~" s~l~~~ c¡¡mu~~iik ~!Iocls w\lre
nbswid. Oonelli¡i; \\'iS ii:il :;;S:og~¡iit in ¡¡,~ III iiVi :rooli::r. m:'!'micms teS! and
\y::iliol¡¡o!!ß:ëi:!ianirI'/I;'l!\o;li;idli!iilr:fJlIsi';¡fC~i¡:i.a~:¡¡r¡¡;s

r:'Íncplllidfn:i:'l;l:i!r:~f.¡lnr.~\$,,¡,1n=(iplo1i:m.;¡'\:1,;;((:;:¡o.i:i:p,l)
a Umi; m~ na.km:;' fiu::.f:-.i;nd. him::r: ::~'? til, J 11..,,;,, ~$f;i.
Pre¡ian1:
høg~IlCY ¡;~fDfcr t; Toralvr,g $::tlh~$ ç,:nit(~';r~1In 1"l'II.I1 rats ~l ~~.¡ro uf:!n
16 mo.iv'OO ('!¡:iiñm.l~~' 13 !fiii€~ !M nw;~iium f~C'.:::r:tt,iln hun'-n ~::$&~,
amo':mil!o,l:¡a;;iirfJr"inai¡ral;ll¡$ltd~u¡:!o1Gm\l::,i::¥(q;fJ!t;.c';;f1'
15 II ihe l',;!.(jm~m recl.irntnell'k'J li~'tôi¡ '.ii~ :.~i ~ n'!,ii: 1!8"¡ i!ioJ i!!1¡ ¡JisclcSl
ai i!1i~ri f.:: i! õiril~r.ic ¡:r,¡¡¡:la Qt 'l~i:c;:.ir. Howc'l:I.1r a smdy in .hii:l1
pliln! !a:s l'~ a~RII up l: 10 ""p".gl::~ (~i,pl¡;-¿m,¡:&11; ::IEtS ih,; irZY~¡¡iirr,
rccrnmf::!.. Iimr,; i$t;:i en ~ IT:ii'ri' t:l\l!¡ ~'nm,;¡ ,7 ,,1 ~t¡¡h,n lhrou:¡'i tI;n
ZO LtQS~I'im, !I&t& 'M ~ sii~!l, !i¡;r~sa in t!ili :il:-Ji and ~ s1i~1i tlec= in fJw~

~~~i~~~~~'::~~~~~:i:~~~~~~~t~i~~~~¡,~l~~.
bi~dililr¡;I1n."":)' i¡i1t(!a"lr.::(I'~JIl-~itit~IIi5'l\fl(pllj¡it;r~ 1t1!i!:
N~HiiiMÐtbui
Ii I; nO! k¡;lil' ""tle1h-~r ¡'nirie~ ¡i t).r.r~~ed IiI numin hmilS: r.!11 :'_~iCf:"l" hll n¡;
Innlcru~.e1lliiirs;im::.er..
Ptdlatri Ui~
Th"'l! ar no ade::lJa!~ ari;f \leI¡"~on:rIi11 ¡¡l'lls!n dr~~ulIm ¡h~ $.1:~ty ani! ,'tl1i"Ill
AtilCEPl"!:;",~aoo,;(..rrlngJr,(:ldro,.
Geil¡lric(Je

~~~~~~~~~::~nll~'í:~f¡;~'~~;;~~~~r...~~~fj~~~:
8G ol1lti pas I'tì t.iiI'~l 5S ;¡~ iY yw£ oLj a~ 49'( III pa¡j",i!' Wo!~ a:
or~thilaeoi75,T1e!fic"lilids::i'~dat!pit'..1i!~1Ihei;it;-..¡¡Ii$eii
1'1: ebtlt!i (rem!lox pilier.1, ni~r~ 'rr~ I'c i:1'lt-1 !ii1cin o1il:Or~in:~~ i:
most l.fse owe reiir;~d!:i patlen; lJlll1l;S ~~ Yêal' ek! i\.,S ~i:ir. riI
AlVERSEREACnOMS
M1ersoEYnl¡LiillJnglnDI¡~or:r.:i~l1Ð.
1111) rale.!lf dis-it!UlU!,1i trom cilmro~!I e9n!c !rial! t;l AOHCEi'-llue ¡t, ad'Æf36
WMts for tMNUCEf' 5 miiidi: \ream"!nt grttws wi;~ c!.-m~afët:&!!1 th::il t4
plabo-tiineiit gl!1UP: ill ap¡.lri..iel"i 5%. TIie rald~! ijjsiwtin:it~.lll 01 p;ll~ri15
who w....ti ¡'.g'j es!;:i.-ms from!j I'.gd¡¡~' 10 lC mn"'iI~'. wa~ 1ilgl-.er;H 13~..

lbl most i:mmoii ad..c~ (l)cnt~ I:¡itn~ Tn dfsonliniiailii. G¡tln-~d iI.Ih!UO
Otiiiiln ~t iæ~ 2%. 01 i:~ænl¡ Bn~ ~t twk~c tæ Int!icn:i 5~ ~i p!aw.j flBt!-i\$,
are SfY'Wii In Twit I.

Mod Fniq!eii Ad~rse CLLit~L f.Vlin~ SGeR io An~r;lIiQø willi lh~ Use 01 JlIìi:Pl'

~~~~H~~;:~lE~E;~~~-~i~~~1~~~;:~:~i~:i~::~lJ£~~~
'J""~liiJ, niii~ in~lÇ, l~:"iue ¡¡1tll:Cre1.i TlI! iilis~ t"...n!s .."!Nllll!l!l.:
mlf. Intdnsl! aiiiJ :.a/l£1~nt, f&~::t;!. '!lI!llil t~n:inu~d A~ir.EI'T" !rt;'p",n! wl;lii1I
tln~ilk;ilo~r.wifltl1it\ji.

~i =~ ~i~tte:~~ ;:I~~~~~~~~~~~i~f1~~~~,~~~:.~~r,~~~~~~;;-rl~~~
\ltiiirr.u1l!ipl;r.bvlIIIMj:i;s;¡D."""r::s!ld~1$ Ttt!f:òi:Wlntiw'!leUir:,U'T,f.
d~ i;f 10 rr/da( over ~ ir'tmi fJiícd. !l:~ r~!d~ cl r;mmon 1t'Ii'& iI....'1~ \'rt
l!lr.ha t!'JS' r.~n lii ¡i¡j&lts u-,;a¡fl!! ~Q m:J..y c\..r Gne wi.è ~!M ~ot:!!!if;(j
t!iiî tr.a 2:il ~~re t"tr.par;i!i ;'" tllll~!;n ~l palims:: S 1J;¡;'d2"¡.

Sel Tallie :lliir ¡ ecmpolrii:n ~i Iii~ rmis!. Cf.1Hrniili ~.i.C1 ~.'ems iiill¡¡ing eii
i: s1~ mek i¡¡ra¡i:: ii:lni,~¡¡s.

Ail"l"ef~i=Re¡iofbdJnCanltOriedTmlts
Tho 1)~m1 cied idli cxrI;~~, q¡k'i~ ~'l~olr t:OI;etf m:ih:"iH!d cm!di:is:i1 i:~n:
ir!& In a h1gbtf llr: p~ll~:: çr,¡:~lli.. ¡~ ;¡:.hi.l i'!n!t! r.facli:e i;r In ,¡¡JCf i:!!:t
!rfs, !ht~ !r~ut'(,¡ N;tlma\~£ m¡¡ r"~l J¡i..I, as ~':e r.ond~ilii ::! lU. r~¡;!lrln::
tilla'J1t, te iæ ~Jod~ iil p.tl~n1S tii,t;¡ m~'l rj'flj. Tab;, 3 U£!S tr.i\ml enJlr!rnl
slJtl ai ~p!i:ins Ihai..'t !I'1urie ili at!o 2~. of ~a!iits ~l ~~~-eo;irr..j

~1~~;;I~~l;~;;f:~:e~~~~i(~~I~:~Ii~~r~~~~~%'i:t~.;:ITP,
morn fff~Uf!f In Iu:,,;(\ y;¡r.:m aIl'l! aii,~nr1rn l'¡~

ADVERSEREAnONS(r;IIi;'I'.'if)

-_.__.._r_..- ---Z-..~-
, "

. --_._$._-_. -_.10--
,, .

otli" Jldnn:e Evaßli !Jb¡~Ndd OUriiig cir~lnl Trialt
/t!CE?\" h;~ bf'f ~.:lm¡,l!w"'! t::;f' 1;'0 l:!'ii!¡: dirln¡¡ din.i tria ...~..ii1:
A¡f.rt.(m::Øf 17.00 r,1lf,1, r,at.\$ h~~'l r.,~~n !:¡;\l.: (,"r .tl"'.i$ 3 m-:~1lM aiid !roolilIiill ltfl!¡i~!fts ILl\ß ;,re !1,~ii1 ior i: !e.1S f. IT.¡II:!S. t~~~llriiri1 itd iirt:nlri~ei
1f¡¡ ~l ;h., ll¡~j:eo1 S:~H: i!K!u~ a~;."Hl:dn,.\'fl !il)~ pai;.its.!n fe'~Md$!o!hi. higJi'it

='f~l~~~;;i~;;1j~~~!~~~~~e¡e~.;f~~r:'~;~::~~~i1~r;~lls
Ð:~.,~r; 15 fnim 1 !f, 1?14 ~"y:.

lrJ~i:r~~J'"~;:g:~t~~!ib:'fL~ fl:8~~~¡ :~~~~~~~~~~ ~~r:~~.~~~~l
lrf:l i;¡Jil ~1,-e¡¡'Ji!lmi JJi~'l !e:min.:l~;'/"t'i ;I~if o'!n dl~::¡ilU. To Plo\WG a¡i
:r.."'ill esiita!i;¡! ¡lit! piu?Cr~'i1l 01 iwJMo1lialli~\in~ ~;¡lIar ¡~ of Iitl¡iS, tho
lrJlt: \'re ~"Ini'¡f/ lrl! i :w.tll~ r,a:.i~I"1 &!aiid~;jd Cê!ie: utllll a fIJo1Jäf
COSTART dlt'!i"iiari Md ~~'tm 1(~Q¡¡r:I'J I'.'iiiii ~¡;~lat ;;m~ ~LI ~lud¡"s. TIIs

it~:;~1r~~il~~~~I~;~\otr~~~~~~:~~~Ii;~I~l:~I~~~~;1~~~.

;r no! M."'~ (C"'~it t; AR1GEr'!' ru!P.t~: iri1ln m:i r..w:s Wlre nltri.-
at a slliu k¡i:rC'( Iii i:bClli-il1~itt ¡ii'Jlls III lhe¡;-,iuriiM ~i! t. 1!iplIil
iiilltoci1 adl'lIJl evli'.s..¥l $o:~ in sludoJ~ ::no1utei oU¡~di ¡til U¡i¡loo S'.:1;!~
!fadr a¡ a Whnle; FWjr/fr lnffu~~.i ~hCS ¡:ln, in;iliett: Inrrilli¡Ml!,~l'r. ro~m:i
iv,l"mrtlT~ll'lla.hltlhic!a1,;Jr.e.CfilflT15,ch¡IS,'lf:t:l!zcrw.~,
tJ;d full.i.lilar,~r.s

~i~!i~~~~~l~~~:I~~~¥á~~~~~~f~J
DltelÜn Srslim: fl6au6"1: ~iieoJ lr.::i¡IIlMCf, ii¡¡3ti.!nti:;ri: b1rll¡r~. bfJ¡¡¡¡r,g,

~~~::~Jm;:~~r;'~~l~~:~~: ~;~~;,rrß~~Sn~:;~i::
eclrrl. mric eder..1, ei:l!:lll: dlsiro'~h Q;iril!~Jik.ln.-..r.r.r triir,amin.i..~..
henuirhokls, IÌlI, ii~;I''U d,!i r.iUIi:ii. merii, p:~iilp5ia, iJirde:i;i! ul::r,
t.n:;chub:.
Elloulnt 3ymm: l;ilrtlr/~nl iiI,1hrtii rWl¡u~. 'lr,l!~r.
Ilsrilçaødl.pbiUcSyøi¡r.re'Ilfti:~fliatfIJOlIbccylJiliri~b.;l¡r,-nibcLyt:i:
ê.tlnc.¡hlla,4f)!irc¡wperlil
r.illii!caridNutsllllioi$ln!eri¡;.CÇ~:-Il!~rd!iII¡.-t:r!J.lrf.h,iGI111.
_~iili:i,ekh~.!ri-p',u: ;ij:.¡~ì~.~u= l'dt~'ltil;Ze.
MIICGlød:aletal Syittii FirljuMI. b:'M !ni:urr:: Im,"ii¡rtfti. mU$i: w~~n..:;.s,
musr.ofasbJliiin
Himu. Spllm; fr.(rnt !,,lU!.01l3. ir..'ltt, !rl:ailBi,, pa~thes, ~.'l!..
witllltl, a'.. iitfew ¡~1¡j1. f&tt:SSll~r., a~n~'i¡lUl r;¡L"l, n&'oolJn~, aptisla
tr'm¡Ii~litl:rcl...."v"Jlar aorJde!l.If:acr~J!llim~rr.;e, \rR4l.nt b:l1k

æ~=~:l~~jl~~~~~~E5:fmr~~El~~!~t
;illr...~d,lr,!õ¡im;;s,pJljr.,
Ruplr.laiy Syitim: Frqli,l;'::d~$¡;II6& lii:r~ !!:r!l?.I, br':l\,:lil!:i: 1.l¡~uMtrçl':!.li:

~~~r:J;:;~&ï;;,ri~~~;;~r.~~~~~;:i:'~lr~;~ ~~~;~~n. M,QN~II. !r~¡iii.!a,

~~~~":!1.~$!3~~~::J;I~'f:;':;e';~~':~~~~~~!~,~1 ~:~~~l;' ~~:t
ill11!.hk$l."I;';l1.$Î~,:;.!!!i:S"'e~,~1111lIlli'.

~?~ii1è:~~r~~~~~~~!\~f~~i;~~1~r~£~~~~;:~1'

~-::1~~~~~1Æe~~~iWi~7:~r~;~~:~£~;5Tf£~~,
m;o$J.'" p~'lri.ir:r! !~;Jurc, 'ia(ji:il~;
PorUlItrduçUØIiRl~lirts

t;~n::~,:~~;i ~~iDi:&~~~:pi:~.~~~7'~~~ ;i!~;~~~~~tt:;: ;~tI~~

:lfJ.~~ ~l¡~~~~l~~Íi~~'~~I~\;:r~: ~~:~J:i:;:~t~~~ia~;;;~l~r:

~~~6~:~~~:~a:~~Ia. h~r:;jtis, ~'1r.1fJ.trtmli, ntUrii¡'¡:l/c mal!in¡i:
OVERDOSAGf

::~~re::::: ~ftP~:Il~~~~FC~1::t~V4~~:=i:~ ih:~i:a:~=~:LJ~:
fat tie mlØagem~lit III ~ø ~~idriu ii any drag..

As In alrl Ci0 r,f !I~'ldUSl, \li!l~d ~ii:;orJ\'1llit2Sr~$ shGufd 1:e utili.'..
OvU::JRgt..i! ctt"'¡IIIts&r~~ In/!ibr,,.rs c.l re~u!' ki cl:ol!imiile ct:i ctarf.e¡lzd

~p~~~n~~~~~~~~:~1~~c~~n'I~.::i~;'~9 ~~~~~i:~i~~~~Ji~;¡~;:

~i~ii~¡€~.~i~~Ë~~~~~~¿~~fl.
DOSAGE AND ADMIHISTRTION
Th di:S-CI A~iCfP~ li~~"':O be ~11l'!Î/'J In 'iintra~ din:. tiai~ ar&:: n:i
arIO"'.f,:mlii~l~r¡'::~ril;n

"llll
~::J %rl~ ~'IB '~;~.1I1 b~ ~"!'!!(lmr,I~!~\l iinm pathn!S lll\'l D'n on ~ dJ11y ::J~&!lf
ia~:l~~~~:~~:~~ti~~::il:' L'l ~~.i !i;iio!!'. ¡:'S! rri:":r In rt:l1r:\. ~J\¡:;fPl" ç;1n bl

''.brt!.Rl¡;E?T'"O(:T;aI:!ii:IiI"~so¡;!veO¡I;j!!tertiif::f,:¡''I';l/lla¡li.
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+t-'t SU.VIC'ESo"

( -t DEPARTMENT OF HEALTH & HUM SERVICES,::
Public Heai:~service

,

Food and Drug Administration
Rockvile, MD 20857

NDA 20-690/SLR-Oll

Eisai Medical Research, Inc.
Attention: Rhea Wiliams
Glenpoint Centre West
500 Fran W. Burr Blvd
Teaneck, NJ 07666

Dear Ms. Willams:

Please refer to your supplemental new drg application dated January 30,2003, received
February 3,2003, submitted under section 505(b)/pursuant to section 505(b)(2) of the Federal

Food, Drug; and Cosmetic Act for ArceptCI(donepezil hydrochloride) Tablets.

This supplemental new drg application provides for changes to the Precautions (Drug -Drug
Interactions and Carcinogenesis) section of labeling a.ri,a-tle adØition of a Genatrc use
subsection.

We completed our review of this application and it isapprovable. Before this application may be.
approved, however, it wil be necessary for you to submit drft labeling revised as follows:

1. The proposed revisions to the subsectiòn of the label entitled "Effect of Arcept on
Metabolism of Other Drugs" (under Clincal Pharmacokinetics (Drug Interactions) &
Precautions) areacceptable. In addition, the revisions to the label updating the number of
patients with renal impairent that received the drg in protocol E2020-E044-00 11 are
accèptable.

2. The proposed revision to the subsection of the label entitled "Effect of Other Drugs on the
Metabolism of Arcept" (under Clincal Pharmacokietics (Drug Interactions) &, Precautions)
is not acceptable. Ths section should read as follows:

"In a 7-day crossover study in 18 healthy volunteers, ketoconazole (200 mgq.d.) increased
mean donepezil (5 mg q.d.) concentrations (AUCo-24 and Cmax) by 36%.

We note that you have proposed that the above statement reflect a: ' in AUCo-24 and a
-However, our calculations reflect ~increase in both. We believe the

discrepancy is due to a mathematical error on yoUr part. .



NDA 20-690/SLR-Oll
Page 2

3. The Geriatrc Use subsection oflabeling should be edited to read as follows:

Alzheimer's disease is a disorder occurrng primarily in individuals over 55 years of age.
The mean age of patients enrolled in the clinical studies with ARICEPT~ was 73 years; 80%
of these patients were between 65 and 84 years old and 49% of patients were at or above the
age of75. The efficacy and safety data presented in the clinical trials section were obtained
from these patients. There were no clinically signficant differences in most adverse events
reported by patient groups ¿ 65 years old and.: 65 years old.

4. The Carcinogenesis, Mutagenesis, Impairment of Fertility subsection oflabeling should be
edited to read as follows:

No evidence of a carcinogenic potential was obtained in an 88-week carcinogenicity study of
donepezil hydrochloride conducted in CD-l mice at doses up to 180 mglg/day
(approximately 90 times the maximum recommended human dose on a mg/m2 basis), or in a .
1 04 week carcinogenicity study in Sprague-Dawley rats at doses up to 30mglg/day
(approximately 30 times the maximum recommended human 

dose on a mg/m2 basis).

Donepezil was not mutagenic in the Ames reverse mutation assay in bacteria, or in a mouse
lymphoma forward mutation assay in vitro. In the chromosome aberration test in cultues of
Chiese hamster lung (CHL) cells, some clastogenic effects were observed. Donepezil was
not clastogenic in an in vivo mouse micronucleus test and was not genotoxic in an in yivo
unscheduled DNA synthesis assay in rats.

Donepezil had no effect on fertility in rats at doses up to 10 mglg/day (approximately 8

times the maximum recommended human dose on a mg/m2 basis).

We note that you have proposed animal-to-human mg/m2 safety factors for the mouse and rat
carcinogenicity. studies as. . , respectively. Since our calculations differ from yours please

explain in your response how you derived these factors.

If additional information relating to the safety or effectiveness of this drug becomes. available,
revision of the labeling may be required. -----

Withi 10 days after the date of ths letter, you are required to amend ths application, notify us
of your intent to file an amendment, or follow one of your other options under 21 CFR 314.110.
If you do not follow one of these options, we wil consider your lack of response a request to -

witharw the application under 21 CFR 314.65. Any amendment should respond to all the
deficienCies listed. We wil not process a parial reply as a major amendment nor wil the review
clock be reactivated until all deficiencies have been addressed.

This product may be considered misbranded under the Federal Food, Drug, and Cosmetic Act if
it is marketed with this change before approval of this supplemental application.
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If you have any questions, call Melina Griffs, R.Ph, Senior Regulatory Project Manager, at
(301) 594-5526.

Sincerely,

(See appended electronic signatue page 1

Russell Katz, M.D.
Dire~tor
Division of Neuropharacological Drug Products

Office of Drug Evaluation I '
Center for Drug Evaluation and Research

,.



This is a representation of an electronic.record that was signed electronically and
this page is the manifestation of the electronic signature.

/s/
Thomas Laughren
7/29/03 09: 30: 40 AM
Signed for Russell Katz, M.D.
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Review and Evaluation of Clinical Data

NDA (Serial Number)
Sponsor:
Drug:
Proposed Indication:
Material Submitted:
Correspondence Date:
Date Received 1 Agency:
Date Review Completed
Reviewer:

20690. (SLR-011)
Eisai
Donepezil
Alzheimer's Disease
Draft Labeling Supplement
8/30/99
8/31/99
10/29/99
Ranjit B. Mani, M.D.

1. Background
This submission contains a draft labeling supplement for donepezil.

Donepezil(Aricepte) is a centrally-acting, piperidine-based, cholinesterase inhibitor
marketed in this country for the treatment of mild to moderate dementia of the
Alzheimer's type.

2. Changes to Labeling
All changes to labeling involve the "Precautions" section. One of the changes is also
in the "Drug-Drug Interactions" section. The changes are under the following
headings:

2.1 Drug-Drug Interactions
The changes summarize the results of-a multiple dose interaction study between
donepezil and ketoconazole conducted in healthy volunteers (Protocol 62020-
A001-012). The results of this study Were submitted to NDA 20690 on 2/23/98.

The addition to the label is as follows:
"In a 7-day cross-over study in - healthy volunteers, ketoconazole increased mean donepeiil
conaentration (AUCo-24 ).

This change has been included in both the "Ciinical Pharmacology" and. .
"Precautions" sections under this heading

2.2 Carcinogenesis, Mutagenesis, Impairment of Fertilty
The draft package insert now additionally describes the results of:
· 88-week mouse and 104-week rat carcinogenicity stùdies
· Mutagenicity studies in mouse lymphoma and rat hepatocyte cultures

The results of these studies are described as negative. i have not reproduced the
text of the change



Ranjit B. Mani, MD, HFD-120 Medical Review
ND 20690 (SLR-D11), Donepezil, Eisai

Page 2 of 2
10/29/99

2.3 Geriatric Use
A Geriatric Use subsection has been added to comply with an Agency Guidance.
The wording of this subsection is provided below:

"Alzheimer's Disease is a disorder occurrng pnmanly in individuals over 55 years of age. The mean
age of patients enrolled in clinical studies with Ancept(JwasT of these patients
were between 65 and 84 years old and- of patients were above the age of 75 years. The
effcacy and safety data presented in the clinical tnals section were obtained from these patients.
There were no clinically significant differences in adverse events reported by patient groups - 65
years old and 0: 65 years old. n

A table from the original NDA is provided as the basis for the demographic data
above

3. Comments and Recommendations
. Pharmacology and biopharm reviews of this draft labeling supplement are

pending
. In the Geriatric Use subsection, 2 minor inaccuracies need to be corrected

. The stated percentage of patients betWeen 65 and 84 years is mildly inaccurate based on

the table supplied by the sponsor: the correct figure is 80 %
. The stated percentage of patients above the age of 75. years is also somewhat inaccurate:

what can be estimated from the table is the proportion: '

. In regard to the Geriatric Use subsection, the sponsor has supplied no data to

support the assertion that "there were no clinically significant differences in
adverse events reported by patient groups- 65 years old and c: 65 years old."
The sponsor should either supply data to support that assertion or delete the
statement

Ranjit B. Mani, M.D.
. Medical Reviewer

R. Levin, M.D.

rbm10/29/99
cc:
HFD-120
NDA 20690 (SLR-011)
electronic copy-Levin
Malandrucco

I recommend that the geriatric section read:
Thé effcacy and safety data described in the
labeling reflect the use of the drug in an elderly
population. The mean age of patients enrolled
in the clinical trials waS'. . Approximately
80% of patients were between 65 and 84 years.

Biopharm and pharmtox reviews are pending.



Reviêw and Evaluation of Clinical Data

NDA (Serial Number)
Sponsor:
Drug:
Proposed Indication:
Material Submitted:
Correspondence Date:
Date Received 1 Agency:
Date Review Completed
Reviewer:

20690 (SLR-011)

Eisai
Donepezil
Alzheimer's Disease
Amendment To Labeling Supplement
11/21/03
11/24103
3118104
Ranjit B. Mani, M.D.

1. Background
This submission contains the second amendment to a supplemental New Drug
Application (NDA) for donepezil hydrochloride (Aricept().

This supplemental NDA proposes changes to the product labeling and was
originally submitted on August 30,1999; the Division responded to that
submission in an Approvable letter, dated August 28, 2000. Please refer to my
review of that submission for full details.

The first amendment to this labeling supplement was submitted on January 30,
2003; an Approvable letter was issued on July 29, 2003; again, please refer to
my review of that submission for full details.

Donepezil(Aricept(I) is a centrally-acting, piperidine-based, acetylcholinesterase
inhibitor, that has been marketed in this country for the treatment of mild to
moderate dementia of the Alzheimets type since 11/25/1996.

In this review i wil first summarize the previous 2 submissions under this labeling
supplement and the Division's response (in the form of Approvable letters) to
them. I wil then describe the current submission. .

2. Original Labeling Supplement
Both the labeling changes proposed and the Division~s response in an
Approvable letter are summarized below

2.1 Changes Proposed
The changes to labeling that were proposed by the sponsor in the original
submission of this labeling supplement (correspondence date of 8/30/1999) were
under the following headings: .
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Review and Evaluation of Clinical Data

NDA (Serial Number)
Sponsor:
Drug:
Proposed Indication:
Material Submitted:
Correspondence Date: .
Date Received / Agency:
Date Review Completed
Reviewer:

20690 (SLR-011)

Eisai
Donepezil
Alzheimer's Disease
Amendment To Labeling Supplement
1/30/03
2/3/03
6/18/03
Ranjit B. Mani, M.D.

1. Background
This submission contains an amendment to a labeling supplement for donepezil.

The original labeling supplement was submitted on August 30, 1999; the Division
responded in an Approvable letter, dàted August 28, 2000. The current
submission responds to the Division's letter of August 28,2000.

Donepezil(AriceptQD) is a centrally-acting, piperidine-based, cholinesterase
inhibitor marketed in this country for the treatment of mild to moderate dementia
of the Alzheimets type, since 11/25/1996.

In this submission I will address the following in the same order as below:
. The contents of the original labeling supplement

. The text of the Division's Approvable Letter of August 28, 2000.

. The contents of the current submission

2. Original Labeling Supplement
The following is a summary of the labeling supplement, as originally proposed in
the submission of August 30, 1999.. .
The changes to labeling that were proposed were under the following headings:

.2.1 Drug-Drug Interacüons .
The changes summarized the results of a multiple dose interaction study
between donepezil and ketoconazole conducted in healthy volunteers (Protocol
E2020-A001-012). The results of this study were submitted to NDA 20690 on
2/23/98.

The proposed adØition to the label was as follows:
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REGULATORY PROJECT MANAGER
LABELING REVIEW

NDA:
DRUG:
Sponsor:
Supplements:

20-690
Arcept (donepezil Hc1) Tablets
Eisai
SLR-Oll

Materials Reviewed:
Current approved product labeling for Aricept (October 2003)
Curent proposed labeling incorporated in SLR- 011

REVIEW

SLROll
Dated: August 30, 1999, amended Januaiy 30, 2003, November 21,2003, April 8, 2004
and April 19, 2004
Class: Prior Approval

This supplemental application provides for updated labeling to the Precautions (Drug -
Drug Interactions and Carcinogenesis) section of labeling and the addition of a Geriatrc
use subsection (see attched document comparison of proposed changes).

CONCLUSIONS

In the attched electronic comparison (provided by the sponsor) between the last
approved labeling and the curent proposed labeling only the changes highlighted were
made. All changes have been approved by the medical, phanntox and biopharm
reviewers. I recommend approval of the above listed supplement.

Melina Grffs, RPh
Regulatoiy Project Manager
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CLINICAL PHARACOLOGYIBIOPHARCEUTICS REVIEW

NDA:
Sponsor:
Drug:
Formulation:
Proposed Indication:
Material Submitted:
Correspondence Date:
Reviewer:

20-690/SLR -011
Eisai
Donepezil (Arcept)

Oral tablets
Alzheimer's Disease

Response to Approvable Letter
1130/03
Sally Usdin Yasuda, MS, Pharm

Background:

Arcept( donepezil) is a reversible inibitor of acetylcholinesterase that is indicated for
the treatment of mild, to moderate Alzheimer's tye dementia.

The Sponsor submitted a supplemental NDA for Arcept(donepezil) 5 and 10 mg tablets
in August 1999 that proposed changes to the Precautions (Drug-Drug Interactions and
Carcinogenesis) section of labeling and the addition of a Geriatrc use subsection.
Following review of the application, the Agency requested 1) specific revisions to the
draft labeling, 2) revision of the label to reflect the final number of patients with renal
impairent that received the drg in protocol E2020,-E044-001 " A single-dose study to

compare the pharmacokinetics ofE2020 and its metabolites in subjects with moderate to
severely impaired renalfiction", 3) evidence to address the question of differences in
response between elderly and younger adults, and 4) clarfication of the results öfthe
UDS toxicity assay.

The present review wil evaluate the pharmacokietic portions ofthe Sponsor's response.

Sponsor's Response: ')

1. Revision to subsection of label entitled "Effect of Aricept on Metabolism of Other

Drugs" - The requestedrèvision has been made to read: "Formal

pharacokinetic studies evaluated the potential of Arcept for interaction with
theophylline, cimetidine, warfar, digoxin, and ketoconazole. No effect of
Arcept on the pharacokinetics of these drugs - 'observed".

2. Revision to subsection of label entitled "Effect of Other Drugs on the Metabolism

of Aricept" - The Agency requested that this section reflect a 36% increase in
donepezil AUCo-24 and Cmax when administered with ketoconazole. The Sponsor

has proposed that this statement reflect a_'ii!t ii 2 I wand a -

.. According to the OCPB review of December 8, 1999 in the
drg-drg interaction study investigating the potential changes of doIiepezil and
ketoconazole pharacokietics, an increase of abou - was observed in both



AUCo-24 and Cmax for donepezil after 7 days of repeated dosing compared to a
single dose of donepezil alone. In that review, it was noted that the Sponsor's
calculations of the magnitude of interaction are questionable.

The parameter in question is the AUCo-24 for which the mean values in the
absence and presence of ketoconazole were 501.1 ng*hr/ml and 680.91 ng*hr/ml,
respectively. Although the Sponsor calculates this

_ The discrepancy between the Sponsor's proposed labeling and

the Agency's change is due to a mathematical error on the part of the Sponsor.
Therefore, the change requested by the Agency should be made.

This section should read:

"In a 7-day crossover study in 18 healthy volunteers, ketoconazole (200 mg q.d.)
increased mean donepezil (5 mg q.d.) concentrations (AUCo-24 and Cmax)by 36%.

3. Revision to the.label updating the number of patients with renal impairment that
received the drug in protocol £2020-E044-001 - The proposed label has been
revised as requested in the OCPB review ofDec~mber 8, 1999.

Conclusions and Recommendations:

From the perspective of Clinical Pharmacology and Biopharaceutics, the Agency's.
requested label change regarding the magnitude ofthe ketoconazole~induced increase
(36%) in donepezil AUCo_24 and Cmax is stil required. Please forward this comment to

the Sponsor.

Sally Usdin Yasuda, MS, Phar
Reviewer, Neuropharmacological Drug Section, DPE I
Offce of Clinical Pharacology and Biopharmaceutics

Concurence: Ramana Uppoor, PhD

Team Leader, Neuropha.acologiCal Drug Section,DPE I

Offce of Clinical Pharacology and Biopharmaceutics
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cc: HFD-120

HFD-860

NDA 21-690/S-011
CSO/J. Ware
lBiopharmS. Yasuda
ITL Biopharm. Uppoor

, IDD DPEIIM. Mehta, C. Sahajwalla
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CLINICAL PHARACOLOGYIBIOPHARMCEUTICS REVIEW

NDA:
Sponsor:
Drug:
Formulation:
Proposed Indication:
Material Submitted:
Correspondence Date:
Reviewer:

20-690/SLR -011
Eisai
Donepezil (Aricept)
Oral tablets
Alzheimer's Disease

Supplement Amendment
November 21,2003
Sally Usdin Yasuda, MS, Phar

Background:

Arcept (donepezil) is a reversible inhibitor of acetylcholinesterase that is indicated for
the treatment of mild to moderate Alzheimer's tye dementia.

The Sponsor submitted a supplemental NDA for Arcept (donepezil) 5 and 10 mg tablets
in August 1999 that proposed changes to the Precautions (Drug-Drug Interactions and'
. Carcinogenesis) section of labeling and the addition of a Geriatrc use subsection.
Pertinent to the present supplement amendment, following review of the application, the
Agency requested specific revisions to the draft labeling in the subsection entitled
"Effect of Other Drugs on the Metabolism of Arcept" (under Clinical Pharacokinetics
- Drug Interactions and Precautions). This was followed by a request by the Division on
July 29,2003 that the proposed revision be changed to read as follows:

"In a 7-day crossover study in 18 healthy volunteers, ketoconazole (200 mg q.d.)
increased mean donepezil (5 mg q.d.) concentrations (AUCo-24 andCmax) by 36%.

This recommendation was based on an error by the Sponsor in calculating the magnitude
of the increase.

Sponsor's Response:

The Sponsor has acknowledged its error in calculating the increase in AUCo-24 and Crnax
. and has revised the labeling accordingly to reflect a 36% increase in both. In the present
submission, the Sponsor proposes the following alterIate language (change is in bold):

"In a 7-day crossover study in 18 healthy volunteers, ketoconazole (200 mg q.d.)
increased mean donepezil (5 mg q.d.) concentrations (AUCo-24 and Crnax) by 36%.

The clinical relevance of this inèrease in concentration is unknown."



Conclusions and Recommendations:

From the perspective of Clinical Pharmacology and Biopharmaceutics, the Sponsor's
proposed language is acceptable. Please forward this comment to the Sponsor.

Sally Usdin Yasuda, MS, PharmD
Reviewer, Neuropharmacological Drug Section, DPE I
Office of Clinical Phamiacology and Biopharmaceutics

Concurence: Ramana Uppoor, PhD

Team Leader, Neuropharmacological Drug Section, DPE I
Office of Clinical Pharmacology and Biopharmaceutics

HFD-860

NDA 21-690/S-0 11
CSOIM. Griffis
lBiopharS. Yasuda

rrL Biophar. Uppoor
IDD DPEIIM. Mehta, C. Sahajwalla

cc: HFD-120



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

/s/
Sally Yasuda
12/18/03 06: 56: 04 AM
BIOPHACEUTICS

Ramana S. Uppoor
12/18/03 10: 35: 56 AM
BIOPHARMCEUTICS


