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DEPARTMENT OF HEALTH &. HU~\A~:~~lfVICES

Acc~mpanying this letter (ATTACHMEti~ 1)
labelin~ utlder which RISPERDAL~ may be

":~~ " ,
ta~ .4'J . '<t

~OA 20-272.,
J~nssen' R~search Founaation
Atten.tion:. Rut'iT Wasserman .
Di~ector, Regulatory ~ffairs ',.
1125 Tr~Dt6n-Harbou~tonRda~. ~

Titusville, New Jersey 08560-0~00.~ ....
...... .;;'@ •. ' " I '1,. . ~~

Dear' Ms. wa,sse.~~~.:" ~.' '<,' ;fl,." : .;,; '. •.

Reference is made to' Yd'ur:~>New Drug Applica'tion' (NO)..). dated April
15, 1992, submitted pursuant to section 50~'lb) of t!le 'Federal Food,
Drug, and Cosmetic Act for RISPERDAL~ (risperidone) 1 mg, 2 mg, v

3 mg, ,4 mg,' and 5 .. mg Tablets •.", ,L ' ~f-, ~". \ ~
I '~ • :'.: ' (~" ~

We also, a6knowledg~ r'ecelpt ot you~ additional cotnmunicatipnS-
da ted: :F ..~ " '. ~~) ---

. A' .--------

. 4 ~.
May 1, 1992 June 4,' 1992 ~une.-22, ,1992
June 26, ~992 ",. June 3 0, 1992 ,..!J-,-"·July 7,. 1992 ,-- , ~July 9;,1992 , JU1Y.. 1~,_19-92 '.~ J~ly 16, 1992
Sept~mber 30, 1992 'october 27, 1992!t.· Oc'tober 28,' 1992
OCL-ober 30, 1992 ....... N'iyember 9~ 1992 l November 20; 199,2
November 24,,1992 // .D~~ember 7, 1992 .If Oece.mber 9., ,1992
December 21, 1992 ... December '22'lr.·!992;s. December' 2'1, 1992

~. February 1, 1993 February 2;' \-1~93 ~ Februa·ry 10(2), ~993
, March '5, ,1993 March'l,9 , 1093 :' 'March~ll', 1993

March.,<.15, 1993 March 25(2), 1993 March··29 (2) ~' 1993
March:30(2), 1993 March :31,' 1993' April 1,' 1993 .•
Apri1 2(2), ~9~ April 8, 1~93. Apri~ .. 13, ~1993.
Ma" 4 (2)', 1~"23 ." May 12, 1993' .' . .S· M~y 14, 1993
May 17(2)"j~993 ,',MaY.24,·1993 . ,'June' 3,' 1993 .. :"
June 18, ),.993 .;. i~:July, I, 1993 ','. L,~""P.uly .6, 1993
JUly 9" 1993 .. " :t1 ,August 10, 1993 " Au'gust 20,:A;1.993 .

..-- August '23, 199,3. . Augl:lst 25, 1993' ,,,August 27,~993~

.sep~ember 24, flj;3 '~.t~~:~ ~3,',.~~?3 .:\~,.~ce~b~r.;;~~;.1993
.We ha~ completed our.~review ot this r=PP!iC~!On, las amended. ~ -_
,hav~_so~clu4ed that adequate intormation.)18s ~ee'ii prese te~
. demonstrate ~~tathe drug product~is sate and effective tor's

recommenped in tlie final text.ot labeling att'aehed to this _e::
A~cordlngly, the application~'with these labeling revisic

I approved, effective 8,-g-,Of: ·.t~e date ot this le~ter.
/" • I' '. 'x .' '.

Labeling ., .'. '...
/

....
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NDA>20-272

" ..

..

C:inical '.I'll:'.. ..... ,,:..' ',. ". \"" "·V "
. . , I .... iP .~.,!1'IJ~ .

LOnq-1tfm.Ef~ect.~:en;.:s .::~~il~S": .. ~ ~~~~:~: ..:.~: ' . '.~':.. ,", f~". ','.

•t>: AlthoUgh~he.iev idence ",~bmltte~fe~ivoca lly l:dbcuments t~Ei:'shc;~ t ~~~'
'term ef! icacy'of RISPERDAL~'in'th~fmanagement of bhe manifestatiC"-~
of, psychosis_,.. th~e '!' is "·,n01·~·!'evidence.,,bearing)i~dir~ctlY on·.t :
effective1'tess~\,of.i' this (~,:-drug;:in;the ': '.maintenance .....'t:reatment ::
remitted/partial1Y'~1~~emittedijl?sychotio .!.patients ~~. ;.pecause i t~:1ft;:~

~likely that'Risperdalwill be widely used for these ,purposes, it is
cri tical that ~ppropriate clinical :;;,' studies be. u!1dert~ken' t~ ,

.evaluate itd safety and effectiveness in J.ong-term~.use. ,.~.

W~ note "yo'-$' sUbmitted<!;pr~toc~l.:~d~"",~,.stud·y, 6'f ~~ps~ prevent'i"'l ~
and staffef. the Division 'of Neuropharmacolo~ical Drug ...·Productn'i "
expect"to discuss c:.thi's and' 'any other.. proposals with/'1You:~. '. . l'~"

... :~t~. .~~.,), .' ,.,":: .;: ".:. .~~~?(': :.~ _ . .: .. , ,~. ~ '.. .~~ 'j.. ~ ! ~:. . ," 'f'~

Pharmil'OQ)dnet;o,.:~tZ7~ot~~n:·s~: .~(i !"I'~ i~,'l .• \. '·A. .'?'
Altho~gh in vitro~rtudies!,!!Iuggestt~at·risp,.eridone is. not apote~.~ ':C:,

. ,inhibitor of. cyt.....c,hr.om'i'fP450IID6,:fonly,in i'yiyo'f studies would.i '1 ,-

. capable of confirming. whether ·or ,'not· r'isp~ridone .or its active .
~i1t, metabolite'.have'•.:ita l!;'clinically important·, :effect on... the .:.~.

pharrnacoRinetics ofothe$. drugs metabolized: by this' isozyme. ~';' r .
,Aconsequently I an in vivOVjstuay. is needed to explore the, potentlal':J.?;:· ~~

"r:t\ for such interaction. It.:~spossiblC3 that,a ~etailed submission C"i:(~"'*
literature, studyN97249, .which repor!:ed no' effect of risperidonC' ':=::;g"~/
6 mg on;~ th,e rne~;abolic~i5atio' C!;. de:xtromethorp~an, will ... 1:: '], ': _ .~ /
sufflcient.., . ' nf:'~"""~ . 'i-\' .

~';.' It -~~~ ~" . . .,~. . . . ~;',ir:;f' .:~~~:~':'/.~'~: r";}'~~:~?~"
'.' A "1~~~:V6rt'nd(j~i:stan ng·~iithem . an s~·fY~nd~;·~~ih~~~~~i;~'rf~~~£." .'
,,~,~f ~erinatal ~brtality obse.;ved' in·"ra't pups 'imRairs th~ abi~ity 0:: '~

',' prescribers to',make an infOhned judgement in the use of this dru!] ~
.' product~·. studies t0 1clarify this~att~r. ar«=;·., therefor~ needed .. , '«

-The' segment\I'I' '~:~f~d~ctio~")s~~~ie~~~~~~r~'~GiIJ'~~'~l~rial st~dY . '<'
in rats revea17d..~n inqrElaseJn pup rnort~,~i~yduring ~the. first four
days of lactati,on for. PUps~.l;D... to dams:'receiving risperidone:.,at

,doses ,rangi~g, fr~ffi"it;o~16W~.:t,57.li1g/ld;t.'/daY~~/LB'e'cause~'it·~·cannot.·'be
determined if,~thj.1i·.effect.;on"survival;.isiir~.lIted.to effects of the
drug· on'. the~;ldevelopin'(irte~U·ttt.in't~~ero,';~o~~~l'B.:.·se'o'orydary,'to'tmaternal .
n~.glect,'· \.Ie (hD;.ve;~'label'ed'."risper!done"·pregria!'lcy~··category· c. We·
recommend :t:hat Y.Qu c?nd.\lct a cross-fostering, exper,iment in order to

,~: ~rrnlne' whetlte~..;~the deaths occurred 'as, a ~result of,· fetal
abnorm4\).itles o~ .i,if ~heyoccurred becau~e;.of other problems during
lactatfon. It "this experiment clearly establishes. that the adverse
effect on pup mortality is. oc~r.ring; as "a" result of ,maternal
neglect rather .than .an effect o(O;ctrug ori the fetus, the labeling
may be .changed t:ro~pregnanc:iy category C t6 pregnancy category B. ,.,

., .~, . ." ','~''1.""'....,
. .'. ,:' :;:~r' _,I, .' r;;.·. ~, •.,:... " . .~;. l';'

'I';: {Ir1' ,.~" ..~:f.c;,~•..,VJ~~~,' ....J~.' :li'ikt-1I',;,' k ·.C
y~~ .<"'..,' ' .. "'-~:'""., ~ to" 1,I,Il\~.!$3lF "!~~/:~I~:;n, '(~"; ",
~)?:':: . jj:;.,' " "P'l' • ".x·' 'l'!i¥"'''' , "/i,;r;'Ifj;:,••. ", ;.

• • " '~\;~'.~~~ f~;;:" ",:'" :~"]:!iV,~I~~~
,~~\~:" ' '::'. \ . I .•~.
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.We suggest, a studY'~mparing a co#brol group atl<!. the high dose
6group (5 mg/kg/day) treated from gest:ation.day 15 ttn'o{fgh postn~tal

day ,21. Each qroup~hould contain 20 pregnant da~s. Half ot the
dams· in_oach. group should be removed4~from the cage after giving
birth'and~pl~cedwith a litter from'the other treatment qrou~.fot

nursing. ~ll groups shQ~ld." continue' nursing through d:~Y.21-
postpartum. •. • , (:. <" ,~,

~ .~~ .... ., .
~ . ., \

t~:~?TURING~AND CQNTR~LS # ,e}.! .•~~. £ '. _ ".1\' ,
The validatioriofthe an~lyticalmeth6dshas not been. completed ~or.
this appl,ication. ,~We frwo~ld . appreciate your fU~l cOoP~.7~tion"in"
reiolving any problems that may ar.ise.4· ~~ 1i{:' '-' C'l','

.' ". ". :~.ii' .. , .' ,\1.
promoti0l!lrnal 'Mato~ri~l: '.,.. .','" . ':.' .:~: ...... ' ~:

Pleas'e ~ubmil, "fn~riPlic'ate\,..,t~~ ~dvertisirig copy th~ ypuint'enci" '..
" , to use in your proposed introdu'ctory 'promotional and/oradvertisinq

,campaign. '" Pl.ea'se "submit:','0!leo :J·.copy....,~ tg,~ th~,'/4l,: Division, of\.
" ' 'NeuropharmacolocjicalDrug P~odu"l:ts and ·twocopies to the Division \

of Marketing, Advertising ana Communications,HFD-240,:Room 17B°;;'17 • \
Pleas's submit all proposed materials in draft(;>or mock-up form, not J"

finat~print.~.Also, please. dO~'-not"'use,f5"rm FD';'2253,~ for this -"".'
:,<~, ~Ub:~~ron:t~~~~fO~'\.i~' ~O~.frouti~e~~:~[, n,o~, proPO'se~ ,~aterialS. ~

At the' present time,' we . would consider any. advertisement or
rpromotional' labelin.or R,ISPERDALiI;alse" misleading ",o.~ lacking

.. fair balance-.undersections502(a) and 502(n) 9f~e Act'if there
'. 'is .presentatior( ~Of.· ,data ,\that: convl!Ys' the :~pression' that .~.j.~
,~ risper:idone. isflftiperiP;:" to .\halop~ridol ;ortanyother marketed

'. antipsychotic drug product with rega~d, to safety-oreffectiveness~
~~ . .:::, .t'I.,,:'. "~~'.' .!,....' h.' .•..r; . ~~" : (, • .... •

Please submlt 'i2,~~opi~s"6t i~he FPL as .. ~on ~s it i~ available.
Seven of the'copies1should:be~individually:mountedon heavy-weight

;!:, paper ,or similar)llater~~,l.. : The.sub~is~.ion~~hould b~ des~gnated for
administrative purposes ',as"FPL for apprqved NDA 20-272". Approval
of the submissionby·FDAiis'nut required be~ore thelabelinq'may be
used. ,Shouldl.t:additional information . relating to the sftety and,·

. ~ffec,:tivene'ss . of this drug' ,.¥product~~;be'c6me~' availahl'e,further
revisIon of ,the: -labelinq may.'be required. i. We remincf'y'O'U ,that. ~OttlBtf must comply with ~.therequirem~n~.s"to:r~rirapp~o~ed'~NDA .as set forth'

" .' under 21:,CFR.,314.',BOand;;3!'l1. 81 of';' :"~r~:1'l'" ~;. ',I,', ' . I

.. '.: .'~';';;~:~r~~ ~~,~;: T~;~··'·· *~, ..,

Director .
'Office of Drug Evaluation I
Center ,for Drug. EV~luation and Research
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