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FENOFIBRATE PHARMACEUTICAL
COMPOSITION HAVING HIGH
BIOAVAITARITITY

RELATED AFPLICATIONS 3

This applicution is x contiauation of U.S, applialiva Ser.
No. [/126,875 filed Apr. 22, 2002; which is a continuation
of US. application Ser. No. 10/078,500 filed Feb. 21, 200%;
which is « contisdation of U.S. spplication Ser. No. 09899, 39
026 filed Jul. G, 2001; which is a coatinuation of US.
application Ser. No. (19/572330 filed May 18, 2000, issucd
as US. Pat. No. 6,277,405; which is a congvation of U.S.
applicatios Ser. No. 09/005,12% filed Jan_ 9, 1998, issucd as
U.S. Pat. Na. 6,074,670; which claims priacity to Freack 15
Applicaton No. 97 G0 479 filed Jan. 17, 1997,

BACKGROUND OF THE INVENTION

The preseat inveaticn relawes 10 3 aovel plurmaceutical 20
eamposition having high bioavailabilily theough inproved
dissolution, and 2 methad for preparing ic. The inventon
mare pacticulerly relates to 2 phamaccutical compositioa
for adminisiration by orul route, containjng sn active ingre-
dicat of poor aqucous solubility.

Numecous active ingeadieats sufler from the dissdvaaage
af heing peorly saluble in an agueous medium, thus having
aq insullicicnt dissolution profile and, coasequently, paor
biocavailubdity within (he orgedisa, folfowiag ol admin. 30
istration. The theenpeutic dosc required 1o be administered
must thus be fncreased in order to chviate this disadvantage.
This particelarly applics 0 oumerous hypolipemiant active
ingredients, such as those belonging 1o the fibrate family.

Fenofibeste is a well-known hypolipemiant {rara the fam-
ily of fibcates, which is commercially available ia vacious
doses (100 2ad 300 i, for example Secalip®) but in a foan
Icading o poor bicavailability of the active inpredical.
ladeed, due (o it poor hydrosolubility, Leoufibrate is poorly
absarbed in the digestive tract and coasequently its biaxvail-
ubility is incomplete, iregular and afien varies from onc
person 1o aaother.

Ta improve the dissolution profils of fenotibeate and fts
binavailability, thereby teducing the dase requiring 10 be
wdmipisered, itwould be useful to increase its dissolution so
thar it could aruina 2 leve! close ta {00,

Morcover, for patent comfurl, it is advagrapeons © seek
& dosage form that anly requisss the medicament 1o be takea ¥
once daily while giviag the same effect a5 0oc 3dminisicred
several times daily.

EP-A-0330532 discloses a methied for improving bio-
availability of feaafibrate. This patent describics the cffect of ss
co-microniziag feaatibraie with & surfactans, for example
sodium laurylsubfuls in ooder W improve fepoflibrate solu-
bility and thereby nerease Its bioavailability. “(his pateat
waches that co-micranizing fenofibrate with a sofid sucfac-
ung impraves feaofibeats bivavailability (o & aech greater @
exteat thiza the improvement that would be obtained either
by adding 1 surfacraar, or through solely miceouiziag the
fenofibrate, or, yet aguin, throagh intimately mixing, the
fenolbrate aod surfactant, microaized scparatcly. The dis-
solution method saiployed is the coaveationut rotssing blade
tachaique (Encopean Pharmacopaeia); product dissolution
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kinetics acs measuced in a fixed volume of the dissolution
mediom, agifated by aeins of « standardized device; 1 test
was also carvied out with an alicmative fechmigue t© the
European Pharmacopaeia, using the contiguous-flow cell
wethod,

The process of EP-A-0330532 leads to a new dosage form
in which the active ingredicnt, co-microaized with a solid
surfacaat, has impraved Cenafibrate dissobution, and thus
increased bioavailability, which mukes it possible, for a
given tevel of cifectiveaess, to decrease the daily dose of the
medicameat: respective 67 mg and 200 mg insicad of 100
mg aad 300 mp.

However, the prepanation mediod ia thut patent is not
completely sasfuctacy fmasmuch as il dues oot lead w0
camplete bioavailability of the active jngeedicat, and suffers
[rom several disadvantages. The techmique of
<o-micronizing feaofibrate with & solid surfactaat docs, it is
true, improve dissolution of the wctive ingredicnt, but this
dissolution remaigs, howevee, incormplete.

There is thus a seed 10 improve fenofibeate bicavailability
in ocder 10 autain, over very short pedods of time, a level
clase 10 10U% (or, in any case, boter than e following
limits: 10% in 5 minules, 20% in 10 minuics, S0% in 20
minvtes and 73% i 30 mipuies o 3 medium coasisting of
1200 mi watct to which 2% Polysorhatc 80 is added, or of
1000 ml of water 1o which 0.025M sodium faucyl sulfate
sodivas is udded, with x bladc rotation speed of 75 pm), and
this cven when dissolution media haviag a low sucfactant
conieat are used. )

Applicaat has lound thal, surpeisiogly, it is possible 1o
resolve this peoblem by & new method for preparing &
pharmaceutical compusiton by spraying z suspension of the
active ingredicat Onto an inct hydasoluble carier. The
prescot iavention also relates 1o pharmucewical composi-
tioas thus prepared.

The use is alccady known of & polymer, such as palyvi-
nylpyeralidone for praducing tahlets, ja concentrations of
e order af 6.5 10 5% by weight, at 2 maximum 10% by
weight. In this case, the polyvinylpyrrolidone is usad a5 a
binder. Similacly, the use of & polymer such as hydroxym-
cthylpropylmethyl cellulose as & graaulation binder is
knowa, Thus, Curopean patent application 0,519,144 dis-
clases pellets of a poody soluble substance, omeprazole,
obteined by spraying « dispersion or suspetision of the aciive
ingredicat o 2 sofution coarsining said polymer omto iaert
pelleis in a fluidized-bed graoulator. Iluwever, bere sgaia,
the polymer (HPMC and HEC) is ooly used as a granulation
binder, in an amount ol about S0% by weight, bused on the
weight of the active ingredient, which, bearing in mind the
peeseace of the inert pellets of a tucge size (about 700 um)
and the overall Bnal weigit leads 10 fina! aclive ingredient
and polymer cuatoats which are vory low, of the arder of
barely a few percent based on the weight af 1he final covered
pelict. Finally, it will be goted that the sive of the iger pellcts
in this documeats s fairly tacge, which, in the case of
foulibrate, would kad 10 n finel formulation haviog &
volume which is much too large for ready oral sdministra-
tioa.

The use of polymer, such as polyvinylpyrolidune foe
wanulacturing “solid dispacsions” is also known, obtained
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ia peneral by co-precipitation, eo-fusioa or liquid-phase
mixing followoed by drving. What we have hiece is fixation of
the active iagredicnt in isaluted miccoparicles oo e
polyvinylpytrolidaae, which avoids probiems of poar wet-
ting of the salid aad re-agglomeratioa of the particles. The
asticks ~Stable Solid Dispersion System Agaiast Humidity™
by Kuchiki ot al., Yakueaigaku, 44 No. 1, 51-37 (1984)
deseribes such a technique for prepadag solid dispesioas
using polyvinylpyrrolidonc. The amuuats of PVP here ace
very high, aad the ratio betweea the active ingredicat and
PVP are comprised berween 1/1 and 3120, In the case
however there is no inert carrier,

WO-A-96 01621 fucher discloses a susteiocd releuse .

compositioa, comprisiog an isert core (silica ia all
exumples) costed with a Luyer which coatains the active
“inpecdient in admixture with a hydeophilic polymer, the
weight ratio active ingecdicnt/polymer being cocapdised
between 101 and 1/2 and the welght catio sotive iogredieat/
ineq core being comprised between 50 and 12, with an
quter layer (6 impart the susained release property. These
compositioas can be compressed. The bydrephific polymer
can be polyvinylpyrrotidone. This document alsa discloses 2
process for peepacing s3id compesition; for example ia a
Hluidized-bed granulstor one will spray o dispeesion of active
ingeedicn! in & polymer solulion onto the inert coces. This
documeal solely relates to sustrined release compositions,
the techaical peoblem to be solved being the compression,
without damages, of the outer laycr impurtng the sustained
releass property.

Neverllieless, nohing in the state of the ant teaches nor
supgest the present invention.

SUMMARY OF TIIE INVENTION

Thus, the peesenr javeation provides an immediate-
telease fenalibeate comapositica comprisiag:

(z) 22 inert hydrosolutile carrier cuvered with at least ane
layer contsining a foaofibrate active ingeedient in a
micronized farm haviag & size less than 20 o, a
hydrophilic polymer and, optionally, a surfactant; said
hydrophilic pulymec makiog tp at least 269 by weight
of (u); und

{b) vptivaally onv or several ouicr phasc(s) or l:ly(—l'(b)

12 ooc cabodiment, 3 surfactant is prescat with the active
ingredicnt and the bydraphilic polymer.

The inveation also peavides a composition comprising
Lenolibrawe having 2 dissolution of at {east 10% in 5 miouics,
20% 10 10 minues, 50% ju 20 mioutes and 75% in 30
minutes, as measuced uswg the rorating blade method ar 75
fpm accarding o the European Pharmacopacis, {n a dissa-
udan medium censtituted by water with 2% by weight
polysocbutc & or ia 3 dissoludon medivm coastutsd by
waler with 0.025M sodium Laugyl sulfute.

Amethod foc preparing a pharmaceutical composition is
4lso provided, comprising the steps of:

[©)] prcp.utmg 1 feaolibrate suspeasiod i micronized [orm
with a patticle size below 20 am, in a solution of
hydrophilic palymer and, optionally sucfactaat;

(b) spplying the suspeasiva from step (1) 1o an inert
hydrasoluble carrier;

(€) optionally, caating granules thus obuined with ane or
several phase(s) o luycr(s).
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Siep (b) is prefenbly caried out ia a fluidized-bed
greaufator.

The method 30 comprise # sp in which produds
obziged from siep (b) or () are compressed, with or without
sdditional excipicnts.

The iaveatioa also provides a suspeasion of fenofibraic fn
microaized torm having a size less than 10 zam, in 3 solution
of bydrophilic polyrmer aad, apticually, surfactant.

The inveation will be described in more detuil ia the
description which follows, with teference 1o the attached
deawings.,

BRIEF DESCRIPTION OF THE DRAWINGS

F1G. 1 is a graph of & companative study of the dissolution
peofile of & composidon according 10 the inveaton, com-
pared ta that of Lipaathyl® 200M;

FIG. 2 is s gruph iltustrating & comparative study of the
dissolution profile of a composilion according ta the inven-
tion snd that of pharmaceutical produds cummercially
available on the German market

DETAILED DESCRI'TION Of THE
FREFERRED EMBODIMENT

The expeession “in micronized focm” in this invention
areans 3 substance in 8 particulate form, the dimensions of
whe particles being less than oc equal 1o about 20 pa.

Advantageously, this dimetsion is less than or equal 1o 10

.

1a the framewodk of 1his faveation, the xpeession “inect
bydrosoluble carrice™ means dny cxcipicat, genecally
bydrophilic, pbarmacecutically inert, crystalliae oc
amocphous, in x pariiculate form, not leadiag w a chemical
reaction uader the. apernting ceoditions employed, aad
which is saluble in an 2queous medium, notably in 2 gastric
acid medium, Exarmples of such excipients atc derivatives of
sugurs, suck us lactuse, saccharose, hydrolyced stch
(mala-dextciag), ewe. Mixwee are also svitable. The indi-
vidual purticle size of the inert bydosaluble ¢arrice cun be,
for example, between 50 and 500 micron.

The expressiva “hydruphilic polymer in the inveotion
should he takea ta mican any high molecular weight sube
stance (grester, for example, than 300) having sufficicat
affinity towards water (o dissolve therein and form a gel.
Exumples of such polymers are potyvinylpymalidone, poty
(viayl alcohol), hydroxypceopylcellulose,
hydroxymethyleellulose, hydroxypropylmethyleeliulose,
gelatin, clc. Polymer blends are also suitable,

The povferred hydrophylic polymec is polyviaylpyrofi-
dane (PVP). The PVP uwsed in this inveatian has, for
example, & molecular weighit comprised betweea 10,000 and
JKLO00, preferably fac example between 20,000 aad
55,000,

The wrm “suefactan™ is used in its conveational sense in
this invention. Any surfactant js suitable, whethee it be
smpholerc, nun-ionic, cationic or soionic, Examples of
such sudiclants gre: sodium lavsyt swifate, wmoacoleate,
manolaurate, monopalavitate, manoestcarate or apather ey
of palyoxycihiylcac sotbitane, sodium dioctykul{osuccinate
(DOSS), lecithin, stearylic aloohol, cetostearylic alcobol,
chulesterol, polyoxyethyleac ricin ofl, pelyoxyethiyleue futty
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acid glycerides, pologamer®, cic. Mixtures of surfactanis
are also suitable.

The preferred sucfaciant is saditm laucylsulfate, which
can be co-micronized with fenofibrate.

Tue compositions zceording to the fovention can addi-
tonally contain uny excipivat cogventionally used in the
pharmaceutical and chemical fields which is compatible
with the active fagredieat, such as binders, fiflers, pigmonts,
disintegrating ageats, lubricants, werting ageans, buffers, ete.
As examples, excipicnts #ble to be used in this invention we
caaq £itd: gricreorystalline cellulose, lactase, starch, colloidal
silics, talc, glycecol esters, sodium steacyl fumaratc, deanivm
dioxide, magnesium stcerale, $teacic acid, ¢ross-linked poty-
viayl pyrratidone (AC DI SOL®), carbaxymethyl stacch
(Explotab@, Primojc]®), hydraxypropyleellulose,
hydeoxymethyleellulose, hydroxypropylmethylecllvlose,
gelatin, cte

Here, the expression “outee phasc or layer” should be
wXen 10 meaa any coing 0a the element (2) with the active
npredicot (formiog & “corc”). lodeed, it cun be uscful 10

_have aviilable onc or scveral phuse(s) o¢ layed(s) oa 1op of
the coated core. The invention thus covers a single core with
one Luyeq, but also several cores i 5 phase, a5 is the case of
tablets which ace formed from “coces™ mixed with 2 phase.

Tuis quter layer camprises conveational exciplents.

ft ¥s also possible to pravide alayer comprising additives,
for the manutacture of 1ables. Io this cmbodiment, the outer
layer compfises a disintegration agent and, for example, a
lubrivuat the thus covered and mixed geaaules can then be
readily compressed and easily disiategrate 10 water.

The coatpositions acoording e the invention canoprise, in 3

penoral, based on 1he tatal composition weight cxcluding the
outec phase or Layer, an inect bydrosoluble carrier maldng up
from 1010 80% hy weight, preferably 20 10 50% by weight,
the fenofibrate reproscnting from 5 10 50% by weight,
preferably from 30 10 45% by weight, the trydrophilic
polymec represeating from 20 to 60% by weight, preferably
25 1w 45% by weight, the surlactant niaking up from 0 10
10% by weight, peeferably 0.1 10 3% by weight

The out ayer or phuse il present, cun. make up v 80%
by weight of the tatal weight, prefembly np fo S0% by
weight. .

The hydrophilic polymer fepreseats prefecably more than
25% by weight, bused oa the weight of (x).

The weight ratio of fenafibrate/hydraphilic polymer can
for example be comprised between 1710 and 4/1, prefecably,
for example, betweea 1/2 and 1.

Wien 3 sucfactaat i3 emplayed, the weight ratio
surfictanthydrophilic polymer ¢an be comprised for

-exampk between 17500 sud 1714, prefecably, for cxample,
baetweea 14100 and 5/100.

in on¢ embodiment, the compositon according to the
inveatioa lakes the forg of fablets,

‘This tablet preferably cesulis from the compression of
clements (1) {under the &rm of granul wogcther with an
outer phasc.

In agother embadiment, the compasition of the invention
ukes the foom of gruaudes eaclused inside o capsule, for
cxample in gelativ, or fuside « bag.

(X
i
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The compositions of the inventida are particulacly suit-

able for administeriag active iagredicats hy ol route.

The composition according ta the inveativa is preparcd by
& novel process cumprisiag, spraying 1 suspension of the
active ingredicnt in a2 micconized form in a solution of a
hydrophilic polymer aad, optonally, a swfacant, outo the
incat core.

When s surfactant is present, the active ingredicor caa be-

co-mictanized with the surfactant. Oac will then use with
advantage the teachings of EP-A-0330532.

The methed accordiag 1o the inveation consists in using
the Ouidized bed graaulation principle, but with specific
surting maicrials, in arder 10 acrve at an improved dissos
lution profile and thus, at elevuled bicavailability, In
pacticuiar, the iuventioa employs a suspensios of the
alcroaized active fugredicat in a solutioa of 3 hydrophylic
polymer and, optioaally, a sucfaceant.

The fluidized-hed granulatioa technique i widely nsed in
the pharmacxutical industey foe prepating capsules or tab-
kits. Coavearionally, according o the prior art, a powder o¢
2 mixnuee of powders (active iageedicat+excipicats) is put
inla suspeasion in the Auidized bed in a granulatar, and a
soludoa coataining a binder and, epiicnally, a surfactaat, is
sprayed onto this bed o form granules. The fluidized-bed
granulation techaique is well kaowa 10 those skilled in the
act and cefecenss should be made (o standard warls such 2s
for example. “Dic Tablette”, by Rjischel, £d. Cuator
Aulendorf, pages 211212,

The inveation, as bas beca iadicated, comprises spraying
a suspeosion of an active ingredient micronized with 1
bydrophilic polymer oato an ioeet cacricr, Following
granulatiog, the geanulate formed consisis of erystals of, for
example, lactoss, which are isolated (or possibly agglomer-
ated together by the spray sohution) and paricles of active
ingredicat snd PVP adhering to the crysl sutface. The

granule could similacly be constituied of coared crystals

which arc agplomerated, or svea of such aa agplomecate
having teceived 8 coating.

The compositions according to the invention ¢an alse he
prepated by other methods, fec examplke by sprayiag a
soludoa of the micronized active ingredient oato the hydra-
soluble inett carrier.

“the gramulutes thus obained can, if desiced, be provided
with ag outer aligg or compressed inw wblew, o« fom
agglomerates.

The ouwr Riyer or laye isfase applicd usiog conventiondd
caating tecbaiques such as coating in a pan or Nuidized bed
cnzler. .

When the granufuie obuained (whether subsequently
coated e 100 is compressed 10 form tablets, this siep can be
implementcd using any cooveational lechaique which is
suitable, for ¢xample using an alicraating or rotating com-
pressing equipmucat.

The significant starting product is the suspensica of the
aclive ingeedticat, This suspeosion Is prepared by putting the
miccoaized acuve ingredicat Into suspension in & solutiod
comprising the hydrophylic polymec and, optionatly, &
surfacrant, in solution in a solvenmt. If a surluctant is
employed, it s pul inlo solusied ig i solvent (beakecr
magnetic ar vane sticrer). Nexd, the hydrophylic palymes
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(PVP) is dispersed, while stirring, in the solution previausly
ablaiged. Dependiog on polymer salubility, this either dis-
gotves in the solution o¢ foems 3 el or e suspension haviog
varying degrecs of thickaess, While still stering. the micron-
ized active jogredicat is dispersed in the form of 3 fine
shower ino the above solution o suspension, 10 form 3
tomogencous suspeasioa. The order of these steps can be
reversed, The salveat empioyed can be aqueous or arganic
(for example sthanot). For example demincralized wator can
be used. .

The active ingredicat concentration ia the suspension is
from 1 10 40% by weight, preferably from 10 to 25%.

The bydrophylic polymer concentrution in the suspension
is from § lo 40% by wright, preferably 10 v 25%.

The surfectzal conecawution io the suspensiva is from 0
0 10% by weight, preforably below §%.

The iavention also covers this novel sospensica.

Without wishing 10 be ticd down to x specific theory,
applicaat belicves that this aovel method, through the vsc of
3 miecroaized active ingredicat suspension ia a hydropbilic
polymer solution, caabled x novel composiion 1o be
obuained in which (e active ingredicat & in & non-cc-
agglamerated form.

The folfowing examples illustrate 1he inveatioa witkout
limiting it.

EXAMPLE 1

Preparation of 3 pharmaceulical compasition of feavfi-
brate according 0 e aveation.

A composition containing, as the elemear a), micronized
fenofibrate, Plasdone®, Cupsulac® 20d sodium laucyl sul-
[ate was prepared.

The micronized fenafibrate had a particle size of about §
nm, 3s measured using a Coulter counter.

The Plasdone X25®@ corresponds 0 4 polyvinylpyrroli-
doac PVP ISP and the Capsulac 608 corresponds 1o 2 coarse
crystal Jactase manohydrate (Meggle) (particle size between
100 and 400 sam).

The sodium laurylsalfate (7 g) is dissolved in water
{demineralized water, 1750 ) and the micoonized . fonofi-

" heale (350 2) is put into suspeosion in the mixtuce obiained
(fot example usiag 3 helix stireer at 30U rpm for L0 minutes,
then usiog a0 Ultre Tumrax agitstor st 10,000 tpu, foc 10
minutes), Follawing this, the PVP (350 p) is added while
sl agitating, stirring (belix sticre) heing continued until
the lattze had dissolved (30 minutes). Iuis alf passed through
a sisve {350 gam) o elimioate pussble yplomeniics,

Separately, the actasc (40K g) is pul futa suspension ia a
fluidized aic bed granulator (of 1he Gla® GPCGL—Top
Spaay type or cquivaleat) aad beaied 10 A Wmperature of 40°
c .

The fenafibrate suspension is sprayed anto the Jaclase.
This step & edrried our under the following conditions:
speayiog pressure: 2.1 bar, uir thoougbput 70 m*/h, air fnlet
temporstare: 45° C.; wir outlet temperatsre: 33° C.; product
temperature 34° C.; dusation of spraying: 3 h.

‘The granulate thus oblaiaed can be put taside capsules or
wansformed intws wblets. Any suitable conventivnal tech-
nique for prepadiag such dosape focms can be used.

in
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Far transformation to tablet form, one will mix 191 g of
the graaulate obtained (using for cxamplke 2 mixer-grinder
ype mixing apperaius, 2 planciary mixer of (uro-over
mixer), with the outer phase haviog the following compo-
sition: .

56 g Polyplasdoue XL® (cross-linked polyviaylpyceoli-
done ISP, as described ia Uk USA Phanmacopacia
“USP-NF* uader the aime of crospovidooe, meaa
atolecular weight>1,000,000);

88 g Aviccl® PH200 (microcrystalline cellulosc);

3.5 g sodium sleuryl limarate (Mendell, US. A); and

2 g Acrosil® 200 (colloidal silica).

The ceoss-linked potyvinylpyrrolidoge. the miccocrystal-
Lice cellulose, the sodium steacyl fumarate and the collaidal
silica ace respectively, distutegeation ageats, binders, lubri-
<ating and fow eabancing agenis

‘The tablet cun be obtainod on aa aliemating corpressioa
machinc (for example Korsch EKO) of & rotacy machiae (for
example Fette Pedecta 2).

Qne thus obtains tablets haviag the following
composition, expeessed in mg:

clement (3):

micwoatzed fenofthmie 100.0
rve 10.0
Lacrose e - 1143
wodium taarylealfot 0
gutur phase (0c leyctk:

erose-lidked VP 927
microcrystltine Scliulon 1457
sodium searyl femsrate SR
colloilaf sitica k]

EXAMPLE 2

Dissalution of a compositica dccording o the invention
and a composition sccording to the prior art.

1) Dissolution Medium aad Procedure for Measatiog Dis-
solucion.

A dissoludon medium which is discdminating, in other
words one in which (wo products baving very different
dissolution profiles in gastrc juices will have veey diffceent
dissolution cucves is looked for.

For this, an tqucous medium containing & surfactant, this
heing Palysorbate 80 (polyoxycthyleae sosbitane moao-
oleate) is used, This surfactant is peadily aviileble fom

* vacious supplicts, is the object of a macograph in the

Phacmacopoetas, and is thus sasy to impleacat (beiag also
1 wacee-soluble liguid product), Qther sucfactants can also be
used,

The rotating blade method (Buropesn Phermecopoeia) is
sed uader the fallowing conditions: volume of medivm:
110 mi; mediunt lemperature: 37° C.; blade rotation speed:
75 epm; samaples waken: evecy 2.5 minuwes, Determination of
the amount dissalved is esrred out by spectrophiotometry.
Tesk are repeated G Times ovee,

b) Results

The ¢omposition sccordinp 1o e inveaton consisied of
two Lablets contdlaing aboul 100 qg fenuGbrate prepurcd
aotarding ta Example 1.
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The pea aq composition was Lipaathyl® 200M from
Laboralaires Fournier, conlaining 200 mg fenofibratw
(cocrespondiag 10 capsules of 200 mg flcnalibrate,
co-micronized with sodium Isurylsulface, aod confaiging
lactose, pre-gelatinized starch; cross-linked polyvinylpys- ¥
rolidone aad magacsiua stearate, in Lioe with the teachiags
ol EP-A-0330532).

The resules ahtained are shiown graphically i FIG. 1, un
which the pecceatage of dissolution is showa, the observed 10
staadard deviaton being indicated between brackes.

Toese results clearly show that the compositians aceard-
iag © ihe invention have 3 dissolution profile which is
distiuctly bettes thaa that of the priac an coapositions.

These results also cleacly show that with the compasitions 3
of the invention, the standsrd deviation obsceved is dis-
tinctly lower thaa is the case with prior ant compositons,

EXAMPLE 3 2

Swdy of bioavailability of compasitions accarding 1o the
inveation and prior art compositions.

Atest ol biavailability an bealihy volnnieers was carcied
Qut. ag

The following compositions were tesied;

compasition according 1o the invention: capsules cantin-

img granules peepared according to example !, contain-
ing 200 mg [eaobbeate.
fiest compasition according 1o the prior aa: Lipaothyl® 3
200M from Laboratoires Founicr, conwining 200 mg
feaofibrate, ideatical wo that o the previous cxample,

sceond prior art compasitioa; Secalip® in capsule form
(300 mg [eoofibrate in the form of Uicoe 100 mg
capsules),

Tae study was carried out on & herlthy voluatests toceiv-
ing, a single dose of feaofibeate, with & minjmum Gday cest
period between sdminisiratioas., The samgles for pharmaca-
kinetic analysis were collected aficr each adeministration a @
lbc[ulbwingﬁmcs:O.Sh;1m2h:3h;4h;5h;6h;8h;
10 b; 12 b: 24 b; 36 b: 48 b 72 by and 96 bours foltowing
administratian of tbe medicament. Fesofibeic ncid canteat iy
plusma was measured foc cach sample,

‘Ihe rosults obuined ace piven io tabic 1 helow,

T-167  P.016/017

10
EXAMPLE 4

Comparison of the dissolution profile of compasitioas
according 1o the iuvention and that of products curreatly oa
the Germsa mardet,

On the German market, immediate or sustziged-release
fenofibrate formutations exist. Like in France, the 100 my
10d 300 mg (coaveatioal) farms cocxist with 67 aad 200
0@ forms (haviay enbiagced bigava ftabity, accordiag 1a the
teacking af EP-A-0330532). Tiese products arc a5 follows:

Fenofibrate—ratiopharmn; Ratiophare—Utm;

Capsules;

Compasitioa: 100 mg foaofibeate; -

Excipicats: 1actase, cora starch, magacsivm stcarae, G
171 calorant, gelatine,

Durafenay; Durachemic—Walfrashausen Capsules;

Compositica: 100 mg fenafibrate;

Excipieats: Luctose, com stacch, magossium stearate, E
171 caloraat, gelatine,

Notaalip peo; Kaoll—Ludwipshafen:

Capsules;

Composition: 200 mg Fenofibrate;

Excipicots: Crospovidone, gelating, monohydrate
lactose, megactivm stcarmie, com starch, sodium
laueylsulfate, € 132 30d & 171 colorants.

A comparison was made between:

the tublet of thie iavention as preparsed using exemple 1

(2x100 my)

Nocmalip po® (200 mg);-- - -

Lipanthyl® 200M (200 my) (according ta the preceding

cxample);

Fenaflibratc by Retiopharm® (3x100 mg);

Derafenat® (2x1U0 mg)

- The lests were implemented under the same conditions 35
in the previous examplés. FIG. 2 summarizes the results,

These results clearly sbaw that the compositions of the
invention have a distinctly improved dissoludon campared
to prior a1t compositons,

Obviausly, the present inveation is zot limited to the
cmbediments descriied but may be subject 1o numerdus
varitions readily accessible to those skilled in the an,

What is claimed is;

1. A composition camprisiop micronized fenofibeate,
whereln the composition bas u dissolution of a¢ least 20% in

TABLE §
. dozg Cawx AUCA« AUC O
Troduce (mg)  Gml) waly cah) Ggal  Gegbfml)
Trveadon 200 54 i o3 148 162
Scxfip ® 100 Sxl0 IJ as 30 53 56
Lipanchyl & 200M 200 16 83 41 n 9

Cawx: maxi phidniu co

wmax: time (o reach Camax

g plamts lilie

AUC 04 atex uaidef i Gxcva Gom 0 to ¢
AULC 0<; xoca wadar the curve Godg U 10 %,

The results cleurly show ha e cumpasitions of the
preseal ioventiva bave 1 dissoludon profile that §s ag
impcavement aver compasitions of the pror ant, leading to
a coasiderubly cohanced bioavailability of ¢he active e
dieat compared fo that obtained with compositions of the
prior ant. ’

]
J minvtes, 20% in 10 minutes, $0% io 20 miautes aod 756

in 30 minuics, a8 macasured using the wotating blvde mothed
A 75 pm aecyrding 1o the Europesn Pharmacopocix, ju a
dissalution medium constimted by waler with 2% Ly weight

& polysorbate 80 or 0.025 M sodinm Lauryl sulfate.

-2, The compasition of chim 1, whercin the micronized
fenofibrate has u size fess than or equal ta 20 micrans,
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3. The compasition of cluim 1, wheetin the micraaized
fepafibrate bas 2 size kss than of equal ta 10 micrans.

4. The compositioa of claim 1, [unhce conpdsing at loase
on¢ polymer.

S. The composition of claiam 1, wherein the aiccopized
Eenafibrate s present in an amount of 20 (o 45% by weighL

6. An orlly sdministruble tablet comprisioy micranized
{eaulibraw, wheeein the tablet bhas u dissolution of at least
10% ia 5 miauwes, 20% in L0 ninutes, SU% ia 20 minules
aad 75% in 30 minuics, a5 measueed usiag the cotadag biade
mecthed at 75 ¢pa accordiag 1o the Europern
Pharmacopocia, in a dissolution medium cosstituted by
water with 3% ly weight palysarhate 80 or a dissolution
medium cosstituted by water with 0.025 M sodium huryl
sulfate,

7. The tablct of claim &, wherein the micronizd feaos-
brute has a size less than or equal o 20 microns.

8. The tablet aof claim 6, whereia the microanized feaofis
brate has a size less than or equal 1o 10 microns.

8. The bkt of chaim 6, further comprising st loast onc
polywet.

10. The tablar of claim 6, wherein the micronized feoofi-
baic i preseat in 1o amount of 20 (0 45% by weight,

11. A compasition comprisiog mictoaized fenofibrate aod
At Least one palymer, whercia the composition Bas a disso-
lutioa of at Jeast 10% in § minutes, 20% in 10 miqures, S50%
in 20 minutes and 75%. ia 30 migutes, as measuced using the
rotaiting bixds mothod at 75 pm accarding 1o the European
Pharmacopocia, in a disvolution medivm coostiuted by
water with 2% by weight polysorbate 80 or 0.025 M sodium
faucy! sulfate.

12, The composition of clsim 11, wherein the mictonized
fenofibraic bas a size lesy than or equal to 20 microne,

13. The compasition of claim 1, wherein the micronized
tenofibrate bas a size less thaa or equal to 10 microns,

14, The camposition of claim 11, whereia the micronized
fenofibrate is presvn io 3p amount of 20 10 45% by weight.

15. Acompasition compeistag 1t leuast vae inert curtier aad
0t o o outer fayers comprising raicronized fenafibrate,
wieteia the corupositian has a-dissalution of at Jeast 10% in
S miguics, 20% in 10 minuies, $05 in 20 minutes snd 75%
in 30 mimutes, as measured usiag the rotating blade method
ar 75 po according 1o the European Phacmnoopoeis, in a
dissolution medivm constituted by water with 2% by weight
polysorbaie 80 uc 0.025 M sadiom luuryl sulfute,

16. The compositioa of claim 15, whecein the micronized
fenofibrate has a size kess than or equal 1o 20 microns.

17. The composition of claim 15, whereln the miccogized
fenofibrate bas a size less than or equat 10 10 microns.

18, The composition af cliim 15, furthee camprising at
least one polymec

19. The cumposition of claim 15, wherein the miceonized
fenafibrate i3 present in an amount of 20 10 455 by weigh,

20. The composition of claim 15 in the form of a tableL

21. The compasition of claim 15 in the form of a graou-
Tate,

22 A compasition somprising gfanulates which comprise
micronized feaafibeate; wherein she composition has 3 dis-
sulution of at least 10% io 5 anautes, 20% in 10 miautes,
50% in 20 mioukes und 75% ia 30 migures, as mousuced
usiog the rocatiag blade method at 75 fpm according ta the
Europeaa Pharmacopocia, ia u dissolution medium consi-
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uted by water with 2% by weight polysotbate 80 or a
dissalution medium constituted by waler with 0.025 M
sodivm lauryl sulfute,

23, The composition of claim 22, whercin the micronized
fenofibraic bas a size less than or equal to 20 microns.

24. The composition of claira 22, wherein the micronized
feaafibeate bas a sizo less than o¢ cquat 10 10 microns.

25. The composition of clainy 22, wherein the granulates
further comprise 1 least one polymet, '

26. The compasition of cluim 22, wherein the micronized
feoofibrate is prescat {n an amount of 20 to 45% by weight.

27. An orally udministrable tablet comprising geanulates,
whercin the graqulates comprise micranized feanfibeste, and
wherein the tnblet has a dissolution of at least 10% ia §
minutes, 20% in 10 miaues, 50% in 20 minutcs zad 73% in
30 minuics, 2« measured using the rowtiog blede method at
75 rpm_according to the Europewn Pharmacopocia, in a
dissthution medivm constituted by water with 2% by weight
palysacbate 80 or 2 dissolutioa medium coastituted by watee
wilh 0.025 M sodium Lauryl sulfate.

28, The tahlct of claim 27, wherein the micronized
(caofibrate bas « 5123 less thaa or equal 10 20 microas.

29, ‘Fte wublet of claim 27, wherein the micronized
Leaoflbears has a size less than or equal 10 10 microas.

30. The wbler of claim 27, whereia the granulates further
comprise at least onc polyaer.

31. The tblet of daim 27, whereia the micronized
fanofibeate is present i an amount of 20 to 45% by weight,

32. An ornlly adwmisistrable capsule comprising
granulates, whercia the gragulates comprise micronized
feaotibrate, and whercia the capsule has 2 dissolutioa of at
leust 10% ia 5 mioutes, 20% in 10 wminuter, 50% in 20
miouies and 75% in 30 minutes, as mcasured usiag 2
rotating blade method at 75 tpas accarding to the European
Plurmacapocis, in ¢ dissotution medium comprising water
with 2% by weight palysodbaw 80 or a dissolution medium
campdsiag water with 0.025 M sodium laugyl sulfate.

33. The capsule of chim 32, whercin the micronized
fenoiibrate bas u size less than or equal w 20 mictons.

34, The capsule of ¢laim 32, wherein the micronized
tevofibrate has a size less than or cqual to 18 microos.

33. The capsule of claim 32, wherein the graoulates
further comprise at lcast one palymer.

36, The eapsule of claim 32, wiiercia the microaized
{enafibrate is peesent io na amount of 20 10 45% by weight.

37. A granulate comprising micronized (enofibrate,
wherein the granulatc has a dissotution of at least 10% iu §
miouics, 200% in 10 minutcs, S0% ia 20 minuces and 75% ia
30 wiautes, as moeasured usipg the rolatiag blade method at
7S tpm accarding 1o the Eusopran Pharmecopoeia, in &
dissalution medivta constiwted by water with 2% by welght
pulysorbate 80 ur a dissalution medivm constituicd by waler
with 0,025 M sodium lauryl sulfate.

38. "The grandlute of claim 37, wherein the micronized
fenotlbrate bus a sigo kess thaa o cqual 0 20 microns.

39, The granvlace of claim 37, wherein the micronized
fenofibrate has-a size less thaa or equal o 10 micrans.

40. The geanulate of claim 37, (usther comprising at keast
ane polymer.

4l The granufdle of claim 37, wherein the micronized
fenaibrate is peescat in 10 amount of 20 1o 45% by weighi.

« ¢ ¥ 4 «
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Department of Health and quan_ Services Form éggir:;‘{iﬁ ggg 31%32%24)513
Food and Drug Administration See OMB Statement on Page 3.
PATENT INFORMATION SUBMITTED WITH THE NDA NUMBER
'FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT {1612
For Each Patent That Claims a Drug Substance NAME OF APPLICANT / NDA HOLDER
(Active Ingredient), Drug Product (Formulation and Cipher Pharmaceuticals Ltd
Composition) and/or Method of Use

The following is provided in accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act.
TRADE NAME (OR PROPOSED TRADE NAME)

Luxacor
ACTIVE INGREDIENT(S) . STRENGTH(S) :
Fenofibrate 50, 100, 150, ~ g b(4)

DOSAGE FORM
Capsule

This patent declaration form is required to be submitted to the Food and Drug Administration (FDA) with an' NDA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4).

Within thirty (30) days after approval of an NDA or supplement, or within thirty (30) days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c)(2)(ii) with all of the required information based on the approved NDA
or supplement. The information submitted in the declaration form submitted upon or after approval will be the only information relied
upon by FDA for listing a patent in the Orange Book.

For hand-written or typewriter versions (only) of this report: If additional space is required for any narative answer (i.e., one
that does not require a "Yes" or "No" response), please attach an additional page referencing the quéstion number.

FDA will not list patent information if you file an incomplete patent declaration or-the patent declaration indicates the
patent is not eligible for listing. :

. r each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the
brmation described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,

complete above section and sections 5 and 6
e

a. United States Patent Number b. Issue Date of Patent c. Expiration Date of Patent

5,545,628 8/13/1996 1/10/2015

d. Name of Patent Owner . Address (of Patent Owner)

Galephar PR ' Road 198 km 14.7 Num 100
City/State
Juncos
ZIP Code FAX Number (if available)
00777 (787) 713 0344
Telephone Number | E-Mail Address (if available)
(787) 713 0340 adeboeck@galephar.com

e. Name of agent or representative who resides or maintains  Address (of agent or representative named in 1.e.)
a place of business within the United States authorized to | same as 1d above
receive notice of patent certification under section
505(b)(3) and (j}(2)(B) of the Federal Food, Drug, and ,
Cosmetic Act and 21 CFR 314.52 and 314.95 (if patent City/State
owner or NDA applicant/holder does not reside or have a
place of business within the United States)

[ ZIP Code : ) FAX Number (if available)

Telephone Number E-Mail Address (if available)

. is the patent referenced above a patent that has been submitted previously for the

approved NDA or supplement referenced above? D Yes No
g. Ifthe patfﬂf referenced above has been submitted previously for listing, is the expiration
date arnew expiration date? El Yes ‘z No
FORM FDA 3542a (7/03) Page 1

PSC Media Arts (301) 443-1090  EF



For the patent referenced above, provide the following information on the drug substance, drug product and/or method of
use that is the subject of the pendmg NDA, amendment, or supplement

| Does the patent clalm the drug substance that is the actxve ingredient in the drug product

] described in the pending NDA, amendment, or supplement? D Yes E No
2.2 Does the patent claim a drug substance that is a different polymorph of the active
ingredient described in the pending NDA, amendment, or supplement? D Yes ' v No

2.3 [f the answer to question 2.2 is "Yes," do you certify that, as of the date of this declaration, you have test data
demonstrating that a drug product containing the polymorph will perform the same as the drug product

described in the NDA? The type of test data required is described at 21 CFR 314.53(b). D Yes D No

2.4 Specify the polymorphic form(s) claimed by the patent for which you have the test results described in 2.3.
Not applicable

2.5 Does the patent claim only a metabolite of the active ingredient pending in the NDA or supplement?
{Complete the information in section 4 below if the patent claims a pending method of using the pending

drug product to administer the metabolite.) [ves Xno

2.6 Does the patent claim only an intermediate?

2.7 If the patent referenced in 2.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent) o " Oyes @ No

Does the patent clalm the drug product as deﬁned in 21 CFR 314 3 in the pendmg NDA
amendment, or supplement? X ves CIno

3.2 Does the patent claim only an intermediate?

3.3 If the patent referenced in 3.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) D Yes & No

Sponsors must submlt the mformatlon in sect:on 4 separately for each patent claim claiming a method of using the pending drug
product for which approval is being sought. For each method of use claim referenced, provide the following information:

4._1 Does the patent claim one or more methods of use for which approval is being sought in

the pending NDA, amendment, or supplement? ' E Yes El No
4.2 Patent Claim Number (as listed in the patent) Does the patent claim referenced in 4.2 claim a pending method
11-15 of use for which approval is being sought in the pending NDA,
amendment, or supplement? @ Yes D No
4.2a if the answer to 4.21is Use: (Submit indication or method of use information as identified specifically in the approved labeling.)

"Yes," identify with speci- Py :
ficty the use with refer- For Type Ila, IIb, IV and V dyslipidemia

ence to the proposed
labeling for the drug
product.

For this pending NDA, amendment, or supplement there are no relevant patents that claim the drug substance (active ingredient),
drug product (formulation or composition) or method(s) of use, for which the applicant is seeking approval and with respect to . |Z
“ich a claim of patent infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in Yes

manufacture, use, or sale of the drug product.

o
L4

FORM FDA 3542a (7/03) - Page 2

PSC Media Arts (301) 443-1090  EF



6.1 The undersigned declares that this is an accurate and complete submission of patent information for the'NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time- -
sensitive patent information is submitted pursuant to 21 CFR 314.53. | attest that I am familiar with 21 CFR 314.53 and

-this submission complies with the requirements of the regulation. I verify under penalty of perjury that the foregomq
is true and correct.

Warning: A willfully and knowingly false statement is a criminal offense under 18 U.S.C. 1001.

6.2 Authorized Signature of NDA AppllcantIHoIder or Patent Owner (Attorney, Agent, Representative or Date Signed
other Authorized Official) (Provide information below) May 21, 2004

Gt

NOTE: Only an NDA applicant/holder may submit this declaration directly to the FDA. A patent owner who is not the NDA. appllcantl
holder is authorized to sign the declaration but may not submit it directly to FDA. 21 CFR 314.53(c)(4) and (d)(4). _

Check applicable box and provide information below.

IZ NDA Applicant/Holder I:] NDA Applicant’'s/Holder’s Attorney, Agent (Representative) or other
Authorized Official
D Patent Owner D Patent Owner’s Attomey, Agent (Representative) or Other Authorized
Official
Name
Cipher Pharmaceuticals Ltd
Address City/State’
Suite 201 Collymore Rock
Lauriston St. Michael, BARBADOS
ZIP Code Telephone Number
N. American Contact 905 602 5840
FAX Number (if available) E-Mail Address (if available)
N. American Contact 905 602 0628 landrews@cipherpharma.com

The public reporting burden for this collection of information has been estimated to average 9 hours per response, including the time for reviewfig
instructions,- searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information. Send
comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Food and Drug Administration
CDER (HFD-007)

5600 Fishers Lane

Rockville, MD 20857

An agency may not conduct or sponsor, and a person is not required to respond to, a collection of
information unless it displays a currently valid OMB control number.

»
’

Page 3
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MEMORANDUM . DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service

Food and Drug Administration

Center For Drug Evaluation and Research

DATE: June 2, 2004

FROM: David G. Orloff, M.D.
Director, Division of Metabolic and Endocrine Drug Products

TO: NDA 21-612
Luxacor«{fenofibrate) capsules
Cipher Pharmaceuticals
SUBJECT: NDA review issues and recommended action

Background

This is a 505b2 application for a new fenofibrate product referencing Tricor (fenofibrate),
manufactured by Abbott. -The original application was received February 26, 2003 and an
approvable action was taken on December 18, 2003 citing CMC deficiencies, and a new
dissolution method was recommended. The sponsor submitted a complete response on March
30, 2004.

Safety

Efficacy

Labeling

Biopharmaceutics :

There is a food effect with Luxacor, as there is with Tricor. Luxacor and Tricor were
bioequivalent under high fat meal conditions. Under fasting conditions, extent of absorption
(AUC) for Luxacor and Tricor were equivalent. Cmax was lower for Luxacor than for Tricor
under fasting conditions. Both drugs are to be taken with food. No concerns about toxicity
relative to Tricor are raised if patients were to take Luxacor without food.
Pharmacology/Toxicology

By reference.

Chemistry/ Microbiology

ONDC recommends approval. All deficiencies have been addressed.

Patent certification
Regulatory issues remain in this regard and are cited in the action letter. Once these are
resolved, tentative approval can be granted.

Recommendation
Approvable, pending resolution of patent certification issues and labeling.

NDA # 21-612
Drug: Luxacor-(fenofibrate capsules)
Proposal: treatment of dyslipidemia referencing Tricor

s 7 06/02/04
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DRAFT (4/29/04)
INTERNAL/CONFIDENTIAL

NDA REGULATORY FILING REVIEW #2
(Including Memo of Filing Meeting)
AMENDED 505(B)(2) QUESTIONS

NDA # 21-612

Trade Name: . Luxacor
Generic Name: fenofibrate capsules b ( 4
Strengths: 50 mg, 100 mg, 150 mg, * wessmssns _ .

Applicant: Cipher Pharmaceuticals, Inc.

Date of Application:  March 30, 2004

Date of Receipt: April 2, 2004

Date clock started after UN: N/A

Date of Filing Meeting:

Filing Date:

Action Goal Date (optional): N/A User Fee Goal Date: June 2, 2004

Indication(s) requested: Reduction of LDL-C, Total-C, TG, Apo-B, and increase HDL-C in adults with
primary hypercholesterolemia (IIA & IIB) and adults with hypertriglyceridemia

(Type IV & V). '
Type of Original NDA: ®)(1) ®2 X
OR
Type of Supplement: ®d)(1) _ ®Q2)

NOTE: If you have questions about whether the application is a 505(b)(1) or 505(b)(2) application, see
Appendix A. A supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a
(b)(1) or a (b)(2). If the application is a (b)(2) application, complete Appendix B. Completion of Appendix B
is mandatory for all 505(b)(2) applications, even if the other parts of this Regulatory Filing Review are
not completed.

Therapeutic Classification: S X P

Resubmission after withdrawal? No Resubmission after refuse to file? No
Chemical Classification: (1,2,3 etc.) 3

Other (orphan, OTC, etc.) N/A

Form 3397 (User Fee Cover Sheet) submitted: YES
User Fee Status: Paid X ‘ Exempt (orphan, government)

Waived (e.g., small business, public health)

NOTE: If the NDA is a 505(b)(2) application, and the applicant did not pay a fee in reliance on the 505(b)(2)
exemption (see box 7 on the User Fee Cover Sheet), confirm that a user fee is not required. The applicant is
required to pay a user fee if: (1) the product described in the 505(b)(2) application is a new molecular entity or
(2) the applicant claims a new indication for use that that has not been approved under section 505(b).
Examples of a new indication for use include a new indication, a new dosing regime, a new patient population,
and an Rx to OTC switch. The best way to determine if the applicant is claiming a new indication for use is to
compare the applicant’s proposed labeling to labeling that has already been approved for the product described
in the application. Highlight the differences between the proposed and approved labeling. If you need
assistance in determining if the applicant is claiming a new indication for use, please contact the user fee staff.

g
Version: 4/29/2004
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NDA 21-612

NDA Regulatory Filing Review

Is there any 5-year or 3-year exclusivity on this active moiety in an approved (b)(1) or (b)(2)

application?
If yes, explain:

Does another drug have orphan drug exclusivity for the same indication?

Page 2

NO

NO

If yes, is the drug considered to be the same drug according to the orphan drug definition of sameness

[21 CFR 316.3(b)(13)]?

N/A

If yes, consult the Director, Division of Regulatory Policy II, Office of Regulatory Policy (HFD-007).

Is the application affected by the Application Integrity Policy (AIP)?
If yes, explain.

If yes, has OC/DMPQ been notified of the submission?

Does the submission contain an accurate comprehensive index?

"Was form 356h included with an authorized signature?

If foreign applicant, both the applicant and the U.S. agent must sign.
Submission complete as reqliired under 21 CFR 314.50?

If no, explain:

If an electronic NDA, does it follow the Guidance?

If an electronic NDA, all certifications must be in paper and require a signature.

Which parts of the application were submitted in electronic format?
Partially electronic.
Additional comments:

If in Common Technical Document format, does it follow the guidance?

Is it an electronic CTD?

If an electronic CTD, all certifications must be in paper and require a signature.

Which parts of the application were submitted in electronic format?
Additional comments:

Patent information submitted on form FDA 3542a?

Version: 4/29/2004
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Exclusivity requested? NO
Note: An applicant can receive exclusivity without requesting it; therefore, requesting exclusivity is
not required.

Correctly worded Debarment Certification included with authorized signature? YES
If foreign applicant, both the applicant and the U.S. Agent must sign the certlficatlon

NOTE: Debarment Certification should use wording in FD&C Act section 306(k)(1) i.e.,

“[Name of applicant] hereby certifies that it did not and will not use in any capacity the services of
any person debarred under section 306 of the Federal Food, Drug, and Cosmetic Act in connection
with this application.” Applicant may not use wording such as “To the best of my knowledge . . ..”

Financial Disclosure forms included with authorized signature? YES
(Forms 3454 and 3455 must be used and must be signed by the APPLICANT.)

Field Copy Certification (that it is a true copy of the CMC technical section)? YES

Refer to 21 CFR 314.101(d) for Filing Requirements

. PDUFA and Action Goal dates correct in COMIS? T YES
If not, have the document room staff correct them immediately. These are the dates EES uses for
calculating inspection dates.

. Drug name/Applicant name correct in COMIS? If not, have the Document Room make the
corrections.

L List referenced IND numbers:

. End-of-Phase 2 Meeting(s)? Date(s) NO -
If yes, distribute minutes before filing meeting.

] Pre-NDA Meeting(s)? : Date(s) 8/22/03
If yes, distribute minutes before filing meeting.

Project Management

. All labeling (PI, PPI, MedGuide, carton and immediate container labels) consulted to DDMAC?

YES

. Trade name (plus PI and all labels and labeling) consulted to ODS/DMETS? YES

L MedGuide and/or PPI (plus PI) consulted to ODS/DSRCS? N/A

. If a drug with abuse potential, was an Abuse Liability Assessment, including a proposal for
scheduling, submitted?

N/A

If Rx-to-OTC Switch application:

g

Version: 4/29/2004
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. OTC label comprehension studies, all OTC labeling, and current approved PI consuited to
ODS/DSRCS? N/A
. Has DOTCDP been notified of the OTC switch application? : N/A
Clinical
] If a controlled substance, has a consult been sent to the Controlled Substance Staff?
N/A
Chemistry
. Did applicant request categorical exclusion for environmental assessment? YES
If no, did applicant submit a complete environmental assessment? N/A
If EA submitted, consulted to Nancy Sager (HFD-357)? N/A
] Establishment Evaluation Request (EER) submitted to DMPQ? YES
. If a parenteral product, consulted to Microbiology Team (HFD-805)? N/A
Appears Thys Way
On Criging;

’
Version: 4/29/2004
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ATTACHMENT
MEMO OF FILING MEETING
DATE: April 15, 2003
BACKGROUND:
This is a 505(b)(2) NDA for fenofibrate capsules ip ~====tfengths, 50 mg, 100 mg, 150 mg, ws-ssmesss_ The bM
innovator, Abbott Laboratories, is not marketing its approved 67 mg, 134 mg, or 200 mg capsules :
(NDA 19-304). However, Abbott is marketing tablets approved in 54 mg and 160 mg strengths
(NDA 21-203).
ATTENDEES:
ASSIGNED REVIEWERS:
Discipline Reviewer
Medical: Mary Parks, M.D.
Secondary Medical: N/A
Statistical: J. Todd Sahlroot, Ph:D.
Pharmacology: Indra Antonipillai, Ph.D.
Statistical Pharmacology: N/A
Chemistry: Mike Adams, Ph.D.
Environmental Assessment (if needed): Mike Adams, Ph.D.
Biopharmaceutical: Wei Qiu, Ph.D.
Microbiology, sterility: N/A .
Microbiology, clinical (for antimicrobial products only): N/A i
DSI:
Regulatory Project Management: Valerie Jimenez
Other Consults:
Per reviewers, are all parts in English or English translation? YES
If no, explain:
CLINICAL _ FILE X REFUSE TO FILE
¢ Clinical site inspection needed: ' NO
e Advisory Committee Meeting needed? NO

¢ If the application is affected by the AIP, has the division made a recommendation regarding
whether or not an exception to the AIP should be granted to permit review based on medical
necessity or public health significance?
N/A
CLINICAL MICROBIOLOGY NA _ X FILE REFUSE TO FILE
STATISTICS FILE REFUSE TO FILE

’ _"\'/crsion: 4/29/2004
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BIOPHARMACEUTICS FILE X REFUSE TO FILE
o Biopharm. inspection needed: YES
PHARMACOLOGY NA FILE X | REFUSE TO FILE
e GLP inspection needed: v NO
CHEMISTRY . FILE X REFUSE TO FILE
. Establishment(s) ready for inspection? | YES
e Microbiology N/A
ELECTRONIC SUBMISSION:
Any comments:
REGULATORY CONCLUSIONS/DEFICIENCIES:
The application is unsuitable for filing. Expléin why:
X The application, on its face, appears to be well organized and indexed. The application
appears to be suitable for filing.
X__ Nofiling issues have been identified.
Filing issues to be communicated by Day 74. Lisf (optional):
ACTION ITEMS:
1. If RTF, notify everybody who already received a consult request of the RTF action. Cancel the EER.
2. If filed and the application is under the AIP, prepare a letter either granting (for signatﬁre by Center

Director) or denying (for signature by ODE Director) an exception for review.

3. Document filing issues/no filing issues conveyed to applicant by Day 74.

Valerie Jimenez
Regulatory Project Manager, HFD-

- Appears This Way
On Criginal

¢ “Version: 4/29/2004
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Appendix A to NDA Regulatory Filing Review
An application is likely to be a 505(b)(2) application if:

(1) it relies on literature to meet any of the approval requirements (unless the applicant has a
written right of reference to the underlying data)

(2) it relies on the Agency's previous approval of another sponsor’s drug product (which may be
evidenced by reference to publicly available FDA reviews, or labeling of another drug
sponsor's drug product) to meet any of the approval requirements (unless the application
includes a written right of reference to data in the other sponsor's NDA)

(3) it relies on what is "generally known" or "scientifically accepted" about a class of products to
support the safety or effectiveness of the particular drug for which the applicant is seeking
approval. (Note, however, that this does not mean any reference to published general
information or knowledge (e.g., about disease etiology, support for particular endpoints,
methods of analysis) causes the application to be a 505(b)(2) application.)

(4) it seeks approval for a change from a product described in an OTC monograph and relies on
the monograph to establish the safety or effectiveness of one or more aspects of the drug
product for which approval is sought (see 21 CFR 330.11).

Products that may be likely to be described in a 505(b)(2) application include combination drug
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations), OTC monograph
deviations, new dosage forms, new indications, and new salts.

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, please
consult with the Director, Division of Regulatory Policy II, Office of Regulatory Policy (HFD-007).

o
g

Appears This Way
On Original
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Appendix B to NDA Regulatory Filing Review
Questions for 505(b)(2) Applications
1. Does the application reference a listed drug (approved drug)? YES

If “No,” skip to question 3.

2. Name of listed drug(s) referenced by the applicant (if any) and NDA/ANDA #(s):
NDA 21-203 Tricor Tablets, 54 mg and 160 mg/Abbott Laboratories

3. The purpose of the questions below (questions 3 to 5) is to determine if there is an approved drug product
that is equivalent or very similar to the product proposed for approval and that should thus be referenced
as a listed drug in the pending application.

(a) Is there a pharmaceutical equivalent(s) to the proposed 505(b)(2) application that is already approved?
NO

(Pharmaceutical equivalents are drug products in identical dosage forms that: (1) contain identical amounts of
the identical active drug ingredient, i.e., the same salt or ester of the same therapeutic moiety, or, in the case of.
modified release dosage forms that require a reservoir or overage or such forms as prefilled syringes where
residual volume may vary, that deliver identical amounts of the active drug ingredient over the identical dosing
period; (2) do not necessarily contain the same inactive ingredients; and (3) meet the identical compendial or
other applicable standard of identity, strength, quality, and purity, including potency and, where applicable,
content uniformity, disintegration times, and/or dissolution rates. (21 CFR 320.1(c))

If “No,” skip to question 4. Otherwise, answer part (b).
(b) Is the approved pharmaceutical equivalent(s) cited as the listed drug(s)? YES - NO
If “Yes,” skip to question 6. Otherwise, answer part (c).

(c) Have you conferred with the Director, Division of Regulatory Policy II, Office of Regulatory Policy
(HFD-007) (ORP)?

YES NO
If “No,” please contact the Director, Division of Regulatory Policy II, ORP. Proceed to question 6.

4. (a) Is there a pharmaceutical alternative(s) already approved? YES

(Pharmaceutical alternatives are drug products that contain the identical therapeutic moiety, or its precursor, but
not necessarily in the same amount or dosage form or as the same salt or ester. Each such drug product
individually meets either the identical or its own respective compendial or other applicable standard of identity,
strength, quality, and purity, including potency and, where applicable, content uniformity, disintegration times
and/or dissolution rates. (21 CFR 320.1(d)) Different dosage forms and strengths within a product line by a
single manufacturer are thus pharmaceutical alternatives, as are extended-release products when compared with
immediate- or standard-release formulations of the same active ingredient.)

If “No,” skip to question 5. Otherwise, answer part (b).

» ~*Version: 4/29/2004
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(b) Is the approved pharmaceutical alternative(s) cited as the listed drug(s)? YES

NOTE: If there is more than one pharmaceutical alternative approved, consult the Director, Division of
Regulatory Policy I, Office of Regulatory Policy (HFD-007) (ORP) to determine if the appropriate
pharmaceutical alternatives are referenced.

If “Yes,” skip to question 6. Otherwise, answer part ().

(c) Have you conferred with the Director, Division of Regulatory Policy II, YES NO
ORP? '

If “No,” please contact the Director, Division of Regulatory Policy II, ORP. Proceed to question 6.

5. (a) Is there an approved drug product that does not meet the definition of “pharmaceutical equivalent” or
“pharmaceutical alternative” as provided in questions 3(a) and 4(a), above, but that is otherwise very
similar to the proposed product?

YES NO

If “No,” skip to question 6.

If “Yes,” please describe how the approved drug product is similar to thé})robosed one and answer part
(b) of this question. Please also contact the Director, Division of Regulatory Policy 11, Office of
Regulatory Policy (HFD-007), to further discuss.

(b) Is the approved drug product cited as the listed drug? YES NO %

6. Describe the change from the listed drug(s) provided for in this (b)(2) application (for example, “This
application provides for a new indication, otitis media” or “This application provides for a change in
dosage form, from capsules to solution”). :

This application provides for a change in dosage strength and dosage form. The reference listed drug is 54 mg
and 160 mg Tablets whereas the application contains 50 mg, 100 mg, 150 mg, wsesmsssme Capsules. b(4)

7. Is the application for a duplicaté of a listed drug and eligible for approval under NO
section 505(j) as an ANDA? (Normally, FDA will refuse-to-file such NDAs
(see 21 CFR 314.101(d)(9)).

8. Is the extent to which the active ingredient(s) is absorbed or otherwise made NO
available to the site of action less than that of the reference listed drug (RLD)?
(See 314.54(b)(1)). If yes, the application should be refused for filing under
21 CFR 314.101(d)(9)).

9. Is the rate at which the product’s active ingredient(s) is absorbed or otherwise NO
made available to the site of action unintentionally less than that of the RLD (see
21 CFR 314.54(b)(2))? If yes, the application should be refused for filing under
21 CFR 314.101(d)(9).

» ~Version: 4/29/2004
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10. Are there certifications for each of the patents listed for the listed drug(s)? NO

11. Which of the following patent certifications does the application contain? (Check all that apply and
identify the patents to which each type of certification was made, as appropriate.)

X 21 CFR 314.50(0)(1)(i)(A)(1): The patent information has not been submltted to FDA
(Paragraph I certification).

Patent No. 6,180,138 Abott 1/30/01

21 CFR 314.50(1)(1)(i)(A)(2): The patent has expired (Paragraph II certification).

21 CFR 314.50(i)(1)(i)(A)(3): The date on which the patent will expire (Paragraph III
certification).

X 21 CFR 314.50(i)(1)(i)(A)(4): The patent is invalid, unenforceable, or will not be infringed by
the manufacture, use, or sale of the drug product for which the application is submitted
- (Paragraph IV certification).

- Patent Numbers: 4,895,226
16,652,881 B2 expires January 9, 2018, Paragraph IV no proof of notification
6,074,670 and 6,277,405 B1, Fournier received notice 3/17/03 and Abbott received
notice 3/14/03.
6,589,552 no Cipher certification or proof of notification submitted

IF FILED, and if the applicant made a “Paragraph IV certification [2] CFR
314.50()(1)(i)(A)(4)], the applicant must subsequently submit a signed certification stating
that the NDA holder and patent owner(s) were notified the NDA was filed [21 CFR
314.52(b)]. The applicant must also submit documentation showing that the NDA holder and
patent owner(s) received the notification {21 CFR 314.52(e)].

21 CFR 314.50(i)(1)(ii): No relevant patents.

21 CFR 314.50(i)(1)(iii): The patent on the listed drug is a method of use patent and the
labeling for the drug product for which the applicant is seeking approval does not include any
indications that are covered by the use patent as described in the corresponding use code in the
Orange Book. Applicant must provide a statement that the method of use patent does not
claim any of the proposed indications (Section viii statement).

X 21 CFR 314.50(i)(3): Statement that applicant has a licensing agreement with the patent
owner (must also submit certification under 21 CFR 314.50(1)(1)(i)(A)(4) above).

Patent No. 5,545,628 Galaphar PR, Inc. (owner)
On April 21, 2003, Abbott Laboratories and Fournier filed a patent 1nfrmgement suit for Patent No.
6,277,405.

~* Version: 4/29/2004
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NO Written statement from patent owner that it consents to an immediate effective date upon
approval of the application.

12. Did the applicént:

o Identify which parts of the application rely on information (e.g. literature, prior approval of
another sponsor's application) that the applicant does not own or to which the applicant does not

have a right of reference?
YES

e Submit a statement as to whether the listed drug(s) identified has received a period of marketing

exclusivity?
YES

e  Submit a bioavailability/bioequivalence (BA/BE) study comparing the proposed product to the
listed drug? . :
YES

e Certify that it is seeking approval only for a new indication and not for the indications approved
for the listed drug if the listed drug has patent protection for the approved indications and the
applicant is requesting only the new indication (21 CFR 314.54(a)(1)(iv).?

N/A

13. If the (b)(2) applicant is requesting 3-year exclusivity, did the applicant submit the following information
required by 21 CFR 314.50()(4): N/A

ag

e Certification that at least one of the investigations included meets the definition of "new clinical

investigation" as set forth at 314.108(a).
’ N/A

e A list of all published studies or publicly available reports that are relevant to the conditions for

which the applicant is seeking approval.
N/A

e EITHER
~ The number of the applicant's IND under which the studies essential to approval were conducted.

IND # NO
OR

A certification that the NDA sponsor providéd substantial support for the clinical investigation(s)
essential to approval if it was not the sponsor of the IND under which those clinical studies were
conducted?

N/A

14. Has the Associate Director for Regulatory Affairs, OND, been notified of the existence of the (b)(2) application?
. Version: 4/29/2004
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Division of Metabolic & Endocrine Drug Products

PROJECT MANAGER LABELING REVIEW

Application Number: NDA 21-612
Name of Drug: Luxacor (fenofibrate capsules), 50 mg, 100 mg, 150 mg, mmemrrrer== b(4)
Sponsor: Cipher Pharmaceuticals, Inc.

Materials Reviewed:

Submission Date(s): Draft Labeling: Package Insert (PI), carton and container labels,
March 30, 2004

Background and Summary

The revised draft labeling was submitted on March 30, 2004, in response to an approvable letter

issued on December 18, 2003. Luxacor,:a 505(b) (2) application, is indicated as adjunctive

therapy to diet to reduce elevated LDL-C, Total-C, Triglycerides, and Apo B, and to increase

HDL-C in patients with primary hypercholesterolemia or mixed dyslipidemia (Fredrickson Type

Ila, Ilb, IV, and V). The reference listed drug is Tricor Tablets, 54 mg and 160 mg strengths for

Luxacor Capsules, 50 mg, 100 mg, 150 mg, - _ strengths. b(4)

Review

Package Insert
The submitted label (March 30, 2004) was compared to the annotated label (December 24, 2002),
which delineated the differences from the current Tricor Tablet labeling. The following revisions
have been made:

e

1. The trade name “CIP-FENOFIBRATE” was changed to “LUXACOR” throughout the
labeling.

b(4)

2. Under the DESCRIPTION section, ‘
(lauryoyl macrogol glycerides type 1500)

was replaced with “Gelucire 44/14

3. Under the DESCRIPTION section. * - — was replaced with “polyethylene b(4)
glycol 20, 000” and “polyethylene glycol 8000”.

4. Under the DESCRIPTION section, “gelatin and titanium dioxide” were added.

5. Under the CLINICAL PHARMACOLOGY section, Pharmacokinetics/Metabolism
subsection, “CIP-FENOFIBRATE " was changed to “LUXACOR”.

6. Under Pharmacokinetics/Metabolism, the Absorption section was changed from:
“The absolute bioavailability of fenofibrate cannot be determined as the compound is

virtually insoluble in aqueous media suitable for injection. However, fenofibrate is well
absorbed from the gastrointestinal tract. Following oral administration in healthy volunteers,
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approximately 60% of a single dose of radiolabelled fenofibrate appeared in urine, primarily
as fenofibric acid and its glucuronate conjugate, and 25% was excreted in the feces.

The absorption of fenofibrate is increased when administered with food. amsmesuss

To

TN ’ ey

- | b(4)

Sopn®

The extent of absorption of LUXACOR in terms of AUC value of fenofibric acid increased in
a less than proportional manner while the rate of absorption in terms of C,, value of
fenofibric acid increased proportionally related to dose.”

7. Under Pharmacokinetics/Metabolism, the Distribution section was changed from:

— S s S— b(4)

To

“In healthy volunteers, steady-state plasma levels of fenofibric acid were shown to be
achieved after 5 days of once a day dosing and demonstrated a mean 2.4-fold accumulation
following multiple dose administration. Steady-state plasma levels of fenofibrate
demonstrated not accumulation. Serum protein binding was approximately 99% in normal
and hyperlipidemic subjects.”

8. Under the PRECAUTIONS section, Carcinogenesis and Mutagenesis was changed from:

b(4)
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b(4)

e

Carcinogenesis and Mutagenesis :

“Two dietary carcinogenicity studies have been conducted in rats with fenofibrate. In the
first 24-month study, rats were dosed with fenofibrate at 10, 45 and 200 mg/kg/day,
approxunately 0.3, 1, and 6 times the maximum recommended human dose (MRHD, based
on mg/m’ of surface area) At a dose of 200 mg/kg/day (at 6 times MRHD), the incidence of
liver carcinoma was significantly increased in both sexes. A statistically significant increase
in pancreatic carcinomas was observed in males at 1 and 6 times the MRHD; an increase in
pancreatic adenomas and benign testicular interstitial cell tumors was observed at 6 times
the MRHD in males. In a second 24-month study in a different strain of rats, doses of 10
and 60 mg/kg/day (0.3 and 2 times the MRHD based on mg/m? surface area) produced
significant increases in the incidence of pancreatic acinar adenomas in both sexes and
increases in testicular interstitial cell tumors in males at 2 times the MRHD (200

mg/kg/day).

A 117- week carcinogenicity study was conducted in rats comparing three drugs: fenofibrate
10 anc — mng/kg/day (0.3 and 2 times the MRHD), clofibrate (400 mg/kg; 2 times the
human dose), and gemfibrozil (250 mg/kg; 2 times the human dose, multiples based on
mg/m’ surface area). Fenofibrate increased pancreatic acinar adenomas in both sexes.
Clofibrate increased hepatocellular nodules in females. Gemfibrozil increased hepatic
neoplastic nodules in females, while all three drugs increased testicular mterst1t1a1 cell
tumors in males.
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In a 21-month study in mice, fenoﬁbrate 10, 45 and 200 mg/kg/day (approximately 0.2, 0.7,
and 3 times the MRHD on the basis of mg/m” surface area) significantly increased the liver
carcinomas in both sexes at 3 times the MRHD. In a second 18 month study at same doses,
fenofibrate 10, 45 and 200 mg/kg/day (approximately 0.2, 0.7 and 3 times the MRHD on the
basis of mg/m” surface area) significantly increased the liver carcinomas in both sexes at 3
times the MRHD. In a second 18 month study at the same doses, fenofibrate significantly
increased the liver carcinomas in male mice and liver adenomas in female mice at 3 times
the MRHD.”

9. Under the PRECAUTIONS section, Teratogenic Effects, Pregnancy Category C was
changed from:
- -
b(4)
k
L~ P
To

“Teratogenic Effects, Pregnancy Category: Safety in pregnant women has not been
established. Fenofibrate has been shown to be embryocidal and teratogenic in rats when
given in doses 7 to 10 times the maximum recommended human dose (MRHD) and
embryocidal in rabbits when given at 9 times the MRHD (on the basis of mg/m” surface
area). There are no adequate and well controlled studies in pregnant women. Fenofibrate
should be used during pregnancy only if the potential benefit justifies the potential risk to the
fetus.

Administration approximately 9 times the MRHD of fenofibrate to female rats before and
throughout gestation caused — of dams to delay delivery and resulted in 60% increase in
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post-implantation loss, a decrease in litter size, a decrease in birth weight, a 40% survival of
pups at birth, a 4% survival of pups as neonates, and a 0% survival of pups to weaning, and
an increase in spina bifida.

Administration of approximately 7 times the MRHD to female rats from day 15 of gestation
through weaning caused a delay in delivery, a 40% decrease in live births, a 75% decrease in
neonatal survival, and decreases in pup weight at birth, as well as on days 4 and 21 post-
partum. .

Administration of fenofibrate at 9 to 18 times the MRHD to female rabbits caused abortions
in 10% to 25% of dams, and death in 7% of fetuses at 18 times the MRHD.”

10. Under the DOSAGE AND ADMINISTRATION section, the first éentence “ i b

— 5P Was dveleted.

11. The HOW SUPPLIED section was revised from:
'

, b@

To

b(s)
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12. Under the Storage section, the statement © - was changed to “Protect b(4)
from moisture and light.”

The above modifications are acceptable per the response to the December 18, 2003,
Approvable letter. They are acceptable and comply with the FDA requests; however, the
biopharmaceutics reviewer has requested further revisions to the
Pharmacokinetics/Metabolism section, Absorption subsection in her May 13, 2004, review.

The following underlined text in the Pharmacokinetics/Metabolism section, Absorption and
Metabolism subsections, were included in the December 22, 2002, submission, however were
inadvertently left out of the March 30, 2004, submission and should be included in the
labeling.

To the Pharmacokinetics/Metabolism section, Absorption subsection, the underlined text should
be added as the first and second paragraphs under this heading.

Absorption

“The absolute bioavailability of fenofibrate cannot be determined as the compound is virtually

insoluble in aqueous media suitable for injection. However, fenofibrate is well absorbed from the
gastrointestinal tract. Following oral administration in healthy volunteers, approximately 60% of
a single dose of radiolabeled fenofibrate appeared in urine, primarily as fenofibric acid and its
glucuronate conjugate, and 25% was excreted in the feces. e

The absorption of fenofibrate is increased when administered with food.”

To the Pharmacokinetics/Metabolism section, Metabolism subsection, the underlined text should
be added as the last two paragraphs. .

g

Metabolism

Following oral administration, fenofibrate is rapidly hydrolyzed by esterases to the active
metabolite, fenofibric acid; unchanged fenofibrate is detected at low concentrations in plasma
compared to fenofibric acid over most of the single dose and multiple dosing periods.

“Fenofibric acid is primarily conjugated with glucuronic acid and then excreted in urine. A small
amount of fenofibric acid is reduced at the carbonyl moiety to a benzhydrol metabolite which is,
- in turn, conjugated with glucuronic acid and excreted in urine.

In vivo metabolism data indicate that neither fenofibrate nor fenofibric acid undergo oxidative

metabolism (e.g., cytochrome P450) to a significant extent.”"

Additional labeling changes that are required per the Biopharmaceutics review dated
May 13, 2004, are as follows:

Note: Under the Pharmacokinetics/Metabolism section, Absorption - subsection, the

biopharmaceutics review requested that the text be removed from the below
paragraph; . ~——""" . : b(4)

The paragraph should read as follows:



NDA 21-612

Page 7 : : )
P . =

\-~cg o
" b
Container Labels
The draft bottle labels submitted on December 24, 2002, were compared to the submitted draft .
labels (March 30, 2004). The following changes were made to the 50 mg, 100 mg, 150 mg, === b(a"
~-~=trade (30 and 90 count bottles) and Physician sample size (7-count): (4

13. NDC numbers were added to all container labels.

14. The trade name “~==""" was added to all container labels. b ( 4)

15.° was added to all container labels.

16. The statement “"

o B sresmmsmme was changed to “Usual Adult b(4)

Dosage: See accompanying package insert.”

17.- = Was changed 1O  ommrammemsy
b(#

18. s BN A e mneee. was changed

10 © s " TR A R RS R B R A
19. The following text was added: b(4}

»ia_.ﬁn(h g

S - -

The changes to the container labels are satisfactory per the Chiemistry Review dated
May 21, 2004, except the firm should be reminded to comply with the requirement at 21
CFR 201.10(g)(2) that the established name must be at least one half the height of the
proprietary name.

L
e

Conclusion

The biopharmaceutics review dated May 13, 2004, requests additional changes to the CLINICAL
PHARMACOLOGY section. Another AE letter should request the additional labeling changes
and include the 21 CFR 201.10 (g)(2) reminder and request proof of Paragraph 4 notification for
two patents remaining. The NDA cannot be approved now because a patent infringement suit is
pending.

Valerie Jimenez
Regulatory Project Manager, HFD-510
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O R \ 409 Matheson Blvd. E. Mississauga, ON Canada L47 2H2
. : tel: (905) 602 5840
fax: (905) 602 0628
P e e

HARMACEUTICALS LTD
R EC E l V E D www.cipherpharma.com

JUN 0 2 2004
CDR/CDER

June 1, 2004

David G. Orloff, M.D.

Director
Division of Metabolic and Endocrine Drug Products, HFD-510 . D
Office of Drug Evaluation I RECE‘VE
Center for Drug Evaluation and Research 2004
5600 Fisher's Lane JUN 63
Rockville, MD 20857 FDR/CDER
N voel

Re: NDA21-612

Luxacor (fenofibrate) Capsules 50 mg, 100 mg, 150 mg st b(4)

S

Request for additional information: 150 mg :

Dear Dr. Orloff:

We refer to a discussion between Dr. Mary Parks, Ms. Valerie Jimenez and b(4)
(Cipher Pharmaceuticals Ltd) on May 25, 2004. Dr. Parks had requested that Clpher
Pharmaceuticals Ltd should conS|der\ AT V o -

‘ 5 < % S S S b(d:»

AR e S 555 Dr Parks also noted that there was no
evidence presented to support bloequwalence between Cipher's 150 mg product and the 160 7y
mg strength of the reference listed drug, Tricor.
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.. Study FENPK.01 03

(PMRI 01-399) estabhshed that the product (alI strengths of WhICh are homotetrc i.e. they all -
have the same composition and strengths vary only by fill weight) exhibits linear

_. pharmacokinetics with respect to dose within the 50 to 200 mg dose range that was measured
(Reference NDA Module 2, Section 2.7.1.2). This is noted in the current draft of the package
insert, under Pharmacokinetics/Metabolism:
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With respect to potential concerns regarding having available ===:strengths which are so close, b(4)
Cipher Pharmaceuticals Ltd. notes that the Dosing and Administration section of the current

draft of the package insert states:



~ - S T b(4)

Since the product is intended to be titrated to effect, and the 150 mg strength falls within the
range that is likely to elicit the desired patient response, Clpher Pharmaceutlcals Ltd believes
that the 150 mg strength is a VIable dosmg optlon i S S A

-

Finally, since resolution of the intellectual property aspect of this NDA is still pending, and only a
tentative approval can be issued pending that resolution, Cipher Pharmaceuticals Ltd would
prefer to keep all options open with respect to == capsule strengths available for launch at
the time that a full approval is granted.

If you have any questions or comments, please do not hesitate to call me at 905 602 5840 x 24,
or you can contact r— . : S— .

SRR TR

= regardlng thlS submlssmn or on other related
matters.

Yours sincerely,

N

Larry Andrews
President
Cipher Pharmaceuticals Ltd.

atl

CC: Arthur DeBoeck, Galephar PR Inc.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0338

FOOD AND DRUG ADMINISTRATION Expiration Date: August 31, 2005
See OMB Statement on page 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, R FDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE
" A APPLICATION NUMBER
(Title 21, Code of Federal Reguiations, Parts 314 & 601)
APPLICANT INFORMATION
NAME OF APPLICANT . DATE OF SUBMISSION
Cipher Pharmaceuticals Limited June 1, 2004
TELEPHONE NO. (Include Area Code) FACSIMILE (FAX) Number (Include Area Code)
NA Contact (905) 602-5840 (905) 602-0628
APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State,
Code, and U.S. License number if previously issued): ZIP Code, telephone & FAX number) IF APPLICABLE
Arthur M. Deboeck
Suite 201 Galephar PR Inc.
Lauriston, Collymore Rock ?uo::o;glg d':ljzir:a?(y;?; 147
St. Michael, BARBADOS Juncos 00777-3873 Tel: (787) 713-0340
Puerto Rico Fax: (787) 713-0344
PRODUCT DESCRIPTION
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) 21-612
ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY
Fenofibrate LUXACOR
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (if any) CODE NAME (if any)
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:
Capsules 50, 100, 150+ wng Oral RECEIVED

(PROPOSED) INDICATION(S) FOR USE:

For Type Ila, Ilb, IV and V dyslipidemia JUN 0 2 2004
APPLICATION INFORMATION AN L AR
APPLICATION TYPE vont/uvoen
‘check one) (x] NEW DRUG APPLICATION (21 CFR 314.50) (J ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)
[ BIOLOGICS LICENSE APPLICATION (21 CFR Part 601) .
IF AN NDA, IDENTIFY THE APPROPRIATE TYPE 505 (b)(1) = 505 (b)(2)
IF AN ANDA, OR 505(b)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION L
Name of Drug _ Lricor Tablets _ Holder of Approved Application _ Abbott Laboratories
TYPE OF SUBMISSION (check one) 3 ORIGINAL APPLICATION 3 AMENDMENT TO A PENDING APPLICATION ] RESUBMISSION
[0 PRESUBMISSION {0 ANNUAL REPORT J ESTABLISHMENT DESCRIPTION SUPPLEMENT {1 EFFICACY SUPPLEMENT
{0 LABELING SUPPLEMENT O CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT X OTHER

IF A SUBMISSION OF PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY O cse [ CBE-30 3 Prior Approval (PA)

REASON FOR SUBMISSION
Response to FDA request for additional information; 150 mg ———

PROPOSED MARKETING STATUS (check one) X} PRESCRIPTION PRODUCT (Rx) [0 OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED 1 THIS APPLICATION IS & PAPER 1 PAPER AND ELECTRONIC [ ELECTRONIC

ESTABLISHMENT INFORMATION (Full establishment information should be provided in the body of the Application.)

Provide locations of afl manufacturing, packaging and control sites for drug substance and drug product {continuation sheets may be used if necessary). include name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps andor type of testing {e.g. Final dosage form, Stability testing)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

Please refer to original NDA #21,612 for Establishment information.

Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k}s, IDEs, BMFs, and DMFs referenced in the current application}

NDA#21,612

b(

b

i -
4

FORM FDA 356h (9/02) - PSC Media Aus: (301) 4431090 EF PAGE 1 OF 4



This application contains the following items: (Check all that apply)

1. Index

2. Labeling (check one) [] Draft Labeling {1 Final Printed Labeling
3. Summary (21 CFR 314.50 (c))
. .

. Chemistry section

A. Chemistry, manufacturing, and controls information (e.g., 21 CFR 314.50(d)(1); 21 CFR 601.2)
B. Samples (21 CFR 314.50 (e)(1); 21 CFR 601.2 (a)) (Submit only upon FDA'’s request)
C. Methods validation package (e.g., 21 CFR 314.50(e)(2)(i); 21 CFR 601.2)
5. Nonclinical pharmacology and toxicology section {e.g., 21 CFR 314.50(d)(2); 21 CFR 601.2)
6. Human pharmacokinetics and bioavailability section (e.g., 21 CFR 314.50(d)(3); 21 CFR 601.2)
7. Clinical Microbiology (e.g., 21 CFR 314.50(d)(4))
8
9

. Clinical data section (e.g., 21 CFR 314.50(d)(5); 21 CFR 601.2)
. Safety update report (e.g., 21 CFR 314.50(d)(5)(vi)(b); 21 CFR 601.2)
10. Statistical section (e.g., 21 CFR 314.50(d)(6); 21 CFR 601.2)
11. Case report tabulations (e.g., 21 CFR 314.50(f)(1); 21 CFR 601.2)
12. Case report forms (e.g., 21 CFR 314.50 (f)}(2); 21 CFR 601.2)
13. Patent information on any patent which claimé the drug (21 U.S.C. 355(b) or (c))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b)(2) or (j)(2)}(A))

15. Establishment description (21 CFR Part 600, if applicable)

16. Debarment certification (FD&C Act 306 (k)(1))

17. Field copy certification (21 CFR 314.50 (1)(3))

18. User Fee Cover Sheet (Form FDA 3397)

19. Financial Information (21 CFR Part 54)

20. OTHER (Specify) Response to FDA request for additional information: 1560 mg.and 160 mg

X00/0|0/0/00000000aoogoooo|o

CERTIFICATION : .

| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
warnings, precautions, or adverse reactions in the draft labeling. { agree to submit safety update reports as provided for by regulation or as
requested by FDA. If this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,
including, but not limited to the following:

Good manufacturing practice regulations in 21 CFR Parts 210, 211 or applicable regulations, Parts 606, and/or 820.

Biological establishment standards in 21 CFR Part 600.

Labeling regulations in 21 CFR Parts 201, 606, 610, 660, and/or 809.

In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR Part 202.

Regulations on making changes in application in FD&C Act Section 506A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12.
Regulations on Reports in 21 CFR 314.80, 314.81, 600.80, and 600.81.

Local, state and Federal environmental impact laws.

If this apphcatlon applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act, | agree not to market the
product until the Drug Enforcement Administration makes a final scheduling decision.

The data and information in this submission have been reviewed and, to the best of my knowledge are certified to be true and accurate.
Warning: A willfully false statement is a criminal offense, U.S. Code, title 18, section 1001.

A

“9’.‘-":‘“9’.’".’"

SIGNATURE, OF, RESP NSIB OFFICIAL OR AGENT TYPED NAME AND TITLE DATE:
,f_arry Andrews, President, Cipher Pharmaceuticals Ltd. June 1, 2004
Arthur M. Deboeck, Vice President & General Manager
ADDRESS (Stree({, Clty, State, and ZIP Code) Telephone Number
U.S. Agent, Galephar P.R. Inc. Cipher: (805) 602-5840
See attachment for address & contact numbers Galephar: (787) 713-0340

Public reporting burden for this collection of information is estimated to average 24 hours per response, inciuding the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information.
Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Department of Health and Human Services Food and Drug Administration
Food and Drug Administration CDER (HFD-94) .
. CDER, HFD-99 12229 Wilkins Avenue An agency may not conduct or sponsor, and a person is
- 1401 Rockville Pike Rockville, MD 20852 not required to respond to, a collection of information
‘Rockville, MD 20852-1448 unless it displays a currently valid OMB control number.
e
’
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INSTRUCTIONS FOR FILLING OUT FORM FDA 356h

APPLICANT INFORMATION This section should include the name, street address, telephone

and facsimile numbers of the legal person or entity submitting the application in the appropriate areas.
Note that, in the case of biological products, this is the name of the legal entity or person to whom the
license will be issued. The name, street address and telephone number of the legal person or entity
authorized to represent a non-U.S. Applicant should be entered in the indicated area. Only one person
should sign the form.

PRODUCT DESCRIPTION This section should include all of the information necessary to identify
the product that is the subject of this submission. For new applications, the proposed indication
should be given. For supplements to an approved application, please give the approved indications for
use.

APPLICATION INFORMATION If this submission is an ANDA or 505(b)(2), this section should
include the name of the approved drug that is the basis of the application and identify the holder of
the approved application in the indicated areas.

"TYPE OF SUBMISSION should be indicated by checking the appropriate box:
Original Application = a complete new application that has never before been submitted;

Amendment to a Pending Application = all submissions to pending original applications, or
pending supplements to approved applications, including responses to Information Request Letters;

Resubmission = a complete response to an action letter, or submission of :cl'r{appl_ication that has been
the subject of a withdrawal or a refusal to file action;

Presubmission = information submitted prior to the submission of a complete new application;

Annual Report = periodic reports for licensed biological products (for NDAs Form FDA-2252
should be used as required in 21 CFR 314.81 (b)(2));

A

Establishment Description Supplement = supplements to the information contained in the
Establishment Description section (#15) for biological products;

Efficacy Supplement = submissions for such changes as a new indication or dosage regimen for an
approved product, a comparative efficacy claim naming another product, or a significant alteration in
the patient population; e.g., prescription to Over-The-Counter switch;

Labeling Supplement = all label change supplements required under 21 CFR 314.70 and 21 CFR
601.12 that do not qualify as efficacy supplements;

Chemistry, Manufacturing and Controls Supplement = manufacturing change supplement
submissions as provided in 21 CFR 314.70, 21 CFR 314.71, 21 CFR 314.72 and 21 CFR 601.12;

Other = any submission that does not fit in one of the other categories (e.g., Phase IV response). If
this box is checked the type of submission can be explained in the REASON FOR SUBMISSION

block.

Submission of Partial Application Letter date of agreement to partial submission should be
provided. Also, provide copy of scheduled plan.

CBE "Supplement-Changes Being Effected" supplement submission for certain moderate changes for
~which distribution can occur when FDA receives the supplement as provided in 21 CFR 314.70 and

, 41 CFR 601.12.

FORM FDA 356h (9/02) PSC Media Arts: (301) 443-1090  EF PAGE 3 OF 4



CBE-30 "Supplement-Changes Being Effected in 30 Days" supplement submission for certain
moderate changes for which FDA receives at least 30 days before the distribution of the product made
using the change as provided in 21 CFR 314.70 and 21 CFR 601.12.

Prior Approval (PA) "Prior Approval Supplements" supplement submission for a major change for
which distribution of the product made using the change cannot occur prior to FDA approval as
provided in 21 CFR 314.70 and 21 CFR 601.12. :

REASON FOR SUBMISSION This section should contain a brief explanation of the submission,
e.g., "manufacturing change from roller bottle to cell factory" or "response to Information Request
Letter of 1/9/97" or "Pediatric exclusivity determination request" or "to satisfy a subpart H
postmarketing commitment".

NUMBER OF VOLUMES SUBMITTED Please enter the number of volumes, including and
identifying electronic media, contained in the archival copy of this submission.

This application is

[1Paper [ ] Paper and Electronic [] Blectronic

Please check the appropriate box to indicate whether this submission contains only paper, both paper
and electronic media, or only electronic media.

ESTABLISHMENT INFORMATION This section should include information on the locations of
all manufacturing, packaging and control sites for both drug substance and drug product. If
continuation sheets are used, please indicate where in the submission they may be found. For each
site please include the name, address, telephone number, registration number (Central File Number),
Drug Master File number, and the name of a contact at the site. The manufacturing steps and/or type
of testing (e.g. final dosage form, stability testing) conducted at the site should also be included.
Please indicate whether the site is ready for inspection or, if not, when it will be ready. Please note
that, when applicable, the complete establishment description is requested under item 15.

CROSS REFERENCES This section should contain a list of all License Applications, INDs,
NDAs, PMAs, 510(k)s, IDEs, BMFs and DMFs that are referenced in the current application.

e

Items 1 through 20 on the reverse side of the form constitute a check list that should be used to
indicate the types of information contained within a particular submission. Please check all that
apply. The numbering of the items on the checklist is not intended to specify a particular order for
the inclusion of those sections into the submission. The applicant may include sections in any order,
but the location of those sections within the submission should be clearly indicated in the Index. It is
therefore recommended that, particularly for large submissions, the Index immediately follows the
Form FDA 356h and, if applicable, the User Fee Cover Sheet (Form FDA 3397).

The CFR references are provided for most items in order to indicate what type of information should
be submitted in each section. For further information, the applicant may consult the guidance
documents that are available from the Agency.

Signature The form must be signed and dated. Ordinarily only one person should sign the form, i.c.,
the applicant, or the applicant’s attorney, agent, or other authorized official. However, if the person
signing the application does not reside or have a place of business within the United States, the
application should be countersigned by an attorney, agent, or other authorized official who resides or

maintains a place of business within the United States.

pe. 4
’
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Jimenez, Valerie
b L

From: Jimenez, Valerie

Sent: Friday, May 28, 2004 3:24 PM
To: Parks, Mary H

Subject: NDA 21-612/Luxacor Trade Name
Mary,

Per your email of May 14, 2004, and the trade name consultatlon response of

April 28, 2004. xwmss SR
NAME sawensizs NAS NOL found acceptable by the Agency

Thank you,

Valerie

Appears This Way
On Original

: ~vas notified that the trade

b(4)



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

Valerie Jimenez
5/28/04 03:23:48 BPM
Cs0O
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$ o s:kv:c&_%
_ -fj _( DEPARTMENT OF HEALTH & HUMAN SERVICES
.} %'Qh Public Health Service
Food and Drug Administration
Rockville, MD 20857

NDA 21-612

Galaphar PR Inc., Agent for
Cipher Pharmaceuticals Ltd.
Attention: Arthur M. Deboeck
Vice President and General Manager
"Road 198 No. 100 km 14.7, Juncos Industrial Park
Juncos, PR 00777-3873

Dear Mr. Deboeck:

We acknowledge receipt on April 2, 2004, of your March 30, 2004, resubmission to your new :
drug application for Luxacor«fenofibrate) Capsules, 50 mg, 100 mg, 150 mg, smeas s b(4)

We consider this a complete, class 1 response to our December 18, 2003, action letter.
Therefore, the user fee goal date is June 2, 2004.

All applications for new active ingredients, new dosage forms, new indications, new routes of

- administration, and new dosing regimens are required to contain an assessment of the safety and
effectiveness of the product in pediatric patients unless this requirement is waived or deferred. %
We note that you have not fulfilled the requirement. We are waiving the requirement for
pediatric studies in all pediatric groups for this application.

If you have any question, call me at (301) 827~9090.

Sincerely,
{See appended electronic signature page)

David G. Orloff, M.D.

Director
App eqrs This Wen, Division of Metabolic and Endocrine Drug
Cn @*fjﬂ;‘ri _ Products

Office of Drug Evaluation II
Center for Drug Evaluation and Research



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

Mary Parks
5/21/04 10:37:14 AM
for Dr. Orloff

Appears This Way
On Origing|



409 Matheson Bivd. E. Mississauga, ON Canada L4Z 2H2
tel: (905) 602 5840
_ . fax: (905) 602 0628

l PHARMACEUTICALS LTD

ORIGINAL R'ECEI'VED |

Y 242004
David G. Orloff, M.D. MAY 2 o Z004
Director _

" Division of Metabolic and Endocrine Drug Products, HFD-510 CDR / CDER
Office of Drug Evaluation 1l —
Center for Drug Evaluation and Research RECE‘V ED
5600 Fisher's Lane ‘ '

May 21, 2004

Rockville, MD 20857 V600 ( X r MAY 2 5 2004
FDR/CDER
u NEW CORRESP
Re: NDA 21-612
' Luxacor {fenofibrate) Capsules 50 mg, 100 mg, 150 mg, =—womososse. b(4)

Request for additional information: Forms 3542a and 3454

Dear Dr. Orloff:

We refer to a request for additional information from Ms. Valerie Jimenez on May 20, 2004. In
response to that request please find enclosed the following: :

o Completed FDA Form 3542a
e Completed FDA Form 3454

W
P

It is our understanding from subsequent communication with Ms. Jimenez that the debarment
certification provided as part of the March 30, 2004 response may indeed meet the Agency’s
requirements. If not, please advise and we will send a revised version.

If you have any questions or comments please do not hesﬂate to call me at 905 602 5840 x 24

Of You can contact s 2 : — emssmns : b(4) _
e -

oo .

i s €0ATdING this submission, or on other related

matters. »

Yours sincerely,

'}gw?/)wlw‘

Larry Andrews
President _
Cipher Pharmaceuticals Ltd.

CC: Arthur DeBoeck, Galephar PR Inc.



DEPARTMENT OF HEALTH AND HUMAN SERVICES : ‘FOIT{"Appfbved-‘ OMB No. 0910-0338
FOOD AND DRUG ADMINISTRATION - Expiration Date: August 31, 2005 -
. See OMB Statement on page 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, S ——
OR AN ANTIBIOTIC DRUG FOR HUMAN USE M-
(Title 21, Code of Federal Regulations, Parts 314 & 6071) ' :
APPLICANT INFORMATION
NAME OF APPLICANT DATE OF SUBMISSION
Cipher Pharmaceuticals Limited May 21, 2004
TELEPHONE NO. {Include Area Code} FACSIMILE (FAX) Number {include Area Code)
NA Contact (905) 602-5840 .| .(905) 602-0628 _
APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, Cily, State,
Code, and U.S. License number if previously issuedj: ZIP Code, telephone & FAX number) IF APPLICABLE
i Arthur M. Deboeck
Suite 201 : Galephar PR inc.

Road 198 No. 100 km 14.7

Lauriston, Collymore Rock Juncos Industrial Park

St. Michael, BARBADOS Juncos 00777-3873 Tel: (787) 713-0340
Puerto Rico - Fax: (787) 713-0344

PRODUCT DESCRIPTION : ’ T

"NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (/f previously issued) 21-612

ESTABLISHED NAME (e.g., Proper name, USP/USAN name} PROPRIETARY NAME (trade name) IF ANY

Fenofibrate LUXACOR _ »

CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (If any) ) CODE NAME (i any)

DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:

Capsules 50, 100, 150 - ===, mg | Oral EC E IV E D

(PROPOSED) INDICATION(S) FOR USE: ' .

For Type lla, llb, IV and V dyslipidemia MAY 2 4 2004

APPLICATION INFORMATION » DD OB
; APPLICATION TYPE \V4 V) B WAAW] V] u

{check one} X1 NEW DRUG APPLICATION (21 CFR 314.50) {1 ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)

[ BIOLOGICS LICENSE APPLICATION (21 CFR Part 601)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE 3505 (bY1) [ 505 (b)X2) %

IF AN ANDA, OR 505(b)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION

Name of Drug Tricor Tablets Holder of Approved Application Abbott Laboratories

TYPE OF SUBMISSION (check one)  [J ORIGINAL APPLICATION @ AMENDMENT TO A PENDING APPLICATION [J RESUBMISSION

OJ PRESUBMISSION O ANNUAL REPORT ) ESTABLISHMENT DESCRIPTION SUPPLEMENT {3 EFFICACY SUPPLEMENT
] LABELING SUPPLEMENT {J CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT [1OTHER

IF A SUBMISSION OF PARTIAL APPLICAfION. PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY JcBe [J CBE-30 3 Prior Approval (PA)

REASON FOR SUBMISSION

Response to FDA request for additional information

PROPOSED MARKETING STATUS (check one) B PRESCRIPTION PRODUCT (Rx) [ OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED 1 THIS APPLICATION IS B PAPER [H] ?APER AND ELECTRONIC  [J ELECTRONIC

ESTABLISHMENT INFORMATION (Full establishment information should be provided in the body of the Application.)
Provide locations of all manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). Include name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g: Final dosage form, Stability testing)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready. ’

Please refer to original NDA #21,612 for Establishment Information.

Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current application)

NDA#21,612

-
L4

FORM FDA 356h (9/02) : PSC Media Aris: (301) 443-1090 EF PAGE 1 OF 4
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This application contains the following items: (Check all that apply)

. Index

. Labeling {check one) [ Draft Labeling [JFinal Printed Labeling

1
2
3. Summary (21 CFR 314.50 (c))
4

. Chemistry section

A.  Chemistry, manufacturing, and controls information (e.g., 21 CFR 314.50(d)(1); 21 CFR 601.2)

B. Samples (21 CFR 314.50 (e)}(1); 21 CFR 601.2 (a)) (Submit only upon FDA’s request)

C. Methods validation package (e.g., 21 CFR 314.50(e){2)(i); 21 CFR 601.2)

. Nonclinical pharmacology and toxicology section (e.g., 21 CFR 314.50(d)(2); 21 CFR 601.2)

. Human pharmacokinetics and bioavailability section (e.g., 21 CFR 314.50(d)(3); 21 CFR 601 2)

. Clinical Microbiology (e.g., 21 CFR 314.50(d)(4))

. Clinical data section (e.g., 21 CFR 314.50(d)(5); 21 CFR 601.2)

OO ~NjO O

. Safety update report (e.g., 21 CFR 314.50(d)(5)(vi}(b); 21 CFR 601.2)

10. Statistical section (e.g., 21 CFR 314.50(d)(6); 21 CFR 601.2)

11. Case report tabulations (e.g., 21 CFR 314.50(f)(1); 21 CFR 601.2)

12. Case report forms (e.g., 21 CFR 314.50 (1)(2); 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.S.C. 355(b) or (c))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b)(2) or ()}2)(A))

15. Establishment description (21 CFR Part 600, if applicable)

16. Debarment certification (FD&C Act 306 (k)(1))

17. Field copy certification (21 CFR 314.50 (1)(3))

18. User Fee Cover Sheet (Form FDA 3397)

19. Financial Information (21 CFR Part 54)

0|x|0|o|ojo|jo|x|ojo|ojo|oo|oolo|o|oolojo|o

20. OTHER (Specify) Response to FDA request for additional information re particle size distribution

CERTIFICATION

A

1 agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
warnings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
requested by FDA. If this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,
including, but not limited to the following:

. Good manufacturing practice regulations in 21 CFR Parts 210, 211 or applicable regulatlons Parts 606, and/or 820.

Biological establishment standards in 21 CFR Part 600.

. Labeling regulations in 21 CFR Parts 201, 606, 610, 660, and/or 809.

In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR Part 202.

Regulations on making changes in application in FD&C Act Section 506A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12.
Regulations on Reports in 21 CFR 314.80, 314.81, 600.80, and 600.81.

Local, state and Federal environmental impact laws.

If this appllcat‘on applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act, | agree not to market the
product until the Drug Enforcemerit Administration makes a final scheduling decision.

The data and information in this submission have been reviewed and, to the best of my knowledge are certified to be true and accurate.
Warning: A willfully false statement is a criminal offense, U.S. Code, title 18, section 1001.

Neaswn s

SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE . DATE:
W Larry Andrews, President, Cipher Pharmaceuticals Lid: May 21, 2004
il’i’) 7 Arthur M. Deboeck, Vice President & General Manager
ADDRESS (Stréet, City, State, and ZIP Code) Telephone Number
U.S. Agent, Galephar P.R. inc. Cipher: (905) 602-5840
See attachment for address & contact numbers Galephar: (787) 713-0340

Public reporting burden for this collection of information is estimated to average 24 hours per response, including the time fqr revievying
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the colles:tion 9f information.
Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Department of Health and Human Services Food and Drug Administration
E(:;ODOS; '}fFDD'_‘;%M'“'"'S"a""" (1:22%’; %i?i?venue An agency may not conduct or sponsor, and a person is
1401 Rockville Pike Rockville, MD 20852 not required to respond to, a collection of information
Rockville, MD 20852-1448 unless it displays a currently valid OMB control number.
o
’
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. o ORIG AMENDITERT
fma/ca Lirmited RECEIVED

May 14, 2004 MAY 17 2004

CDR / CDER

David G. Orloff, M.D.
Director
Division of Metabolic and Endocrine Drug Products, HFD-510

Office of Drug Evaluation |1 R EC E i \/ E D

Center for Drug Evaluation and Research

5600 Fisher's Lane MAY 1 S 2001
Rockville, MD 20857
| FDR/CDER
Re: NDA 21-612 .
Luxacor (fenofibrate) Capsules 50 mg, 100 mg, 150 mg, - == b(4)

FDA Request for Additional Information re particle size distribution

Dear Dr. Orloff:

We refer to telephone commumcatlons between Valerie Jimenez on May b(4
10 and 11, 2004. The Agency had requested additional information from Cipher regarding )
particle size distribution of the Cipher's product as released in the gastrointestinal tract.

Cipher's fenofibrate capsules are prepared by werewismisssmmimmmmsmmsssios SRS
e B | . b

sismsasses 1N Other words,  —memme ..j,

z,

.As a result Cipher is unable to provide information regarding pamcle size dastnbutlon %
of fenof brate as released in the gastrointestinal tract. ‘

It is our understanding that this request does not affect the progress of the ongoing review of
NDA 21-612. _

If you have any questions or comments please do not hesntate to call me at! 905 696 9380 X 24
or you can contact === o A s T e

P e S T e B S e A R regarding this SubmiSSion, or on other related
matters.

Yours sincerely,

Tossy Andescos

Larry. Andrews
President
Cipher Pharmaceuticals Ltd.

CC: Arthur DeBoeck, Galephar PR Inc.

Suite 201, Lauriston, Collymore Rock
- A St. Michael, Barbados
Tel: (246) 228-9663 Fax: (246) 228-8329



DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0338
FOOD AND DRUG ADMINISTRATION v Expiration Date: August 31, 2005
See OMB Statement on page 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC,

‘OR AN ANTIBIOTIC DRUG FOR HUMAN USE
(Title 21, Code of Federal Regulations, Parts 314 & 601)

FOR FDA USE ONLY
APPLICATION NUMBER

APPLICANT INFORMATION

NAME OF APPLICANT DATE OF SUBMISSION
Cipher Pharmaceuticals Limited May 14, 2004
TELEPHONE NO. (Include Area Code) FACSIMILE (FAX) Number (Include Area Code)
NA Contact (905) 602-5840 ' (905) 602-0628
APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State,

Code, and U.S. License number if previously issued): ZIP Code, telephone & FAX number) \F APPLICABLE
: Arthur M. Deboeck
Galephar PR Inc..

Suite 201 Road 198 No. 100 km 14.7
Lauriston, Collymore Rock J::cos in du(s)irial Parrnk :
St Michael, BARBADOS Juncos 00777-3873 Tel: (787) 713-0340
Puerto Rico Fax: (787) 713-0344

PRODUCT DESCRIPTION
NEW DRUG OR ANTiBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) 21-612
ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY
Fenofibrate LUXACOR
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (If any) : CODE NAME (if any)
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINIST?QTEN'
Capsules » 50, 100, 150 - =52 mg Oral C E l V E D
(PROPOSED) INDICATION(S) FOR USE: M AY
For Type Ila, lib, IV and V dyslipidemia 17 2004
APPLICATION INFORMATION CNR /. Ane

PPLICATION TYPE METT T U
.check one) XI NEW DRUG APPLICATION (21 CFR 314.50) {1 ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)

[0 BIOLOGICS LICENSE APPLICATION (21 CFR Part 601) .
IF AN NDA, IDENTIFY THE APPROPRIATE TYPE 3505 (b)(1) [ 505 (b)(2) x'}
IF AN ANDA, OR 505(b)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug _ Tricor Tablets Holder of Approved Application Abbott Laboratories
TYPE OF SUBMISSION (check one} [0 ORIGINAL APPLICATION X AMENDMENT TO A PENDING APPLICATION L1 RESUBMISSION
] PRESUBMISSION ] ANNUAL REPORT {1 ESTABLISHMENT DESCRIPTION SUPPLEMENT [ EFFICACY SUPPLEMENT
[ LABELING SUPPLEMENT 0 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT O OTHER

{F A SUBMISSION OF PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:
IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY {1 CBE [J CBE-30 [ Prior Approval (PA)
REASON FOR SUBMISSION
Response to FDA request for additional information re particle size distribution
PROPOSED MARKETING STATUS (check one) Xl PRESCRIPTION PRODUCT (Rx) 00 OVER THE COUNTER PRODUCT (OTC)
NUMBER OF VOLUMES SUBMITTED 1 THIS APPLICATION IS I PAPER [J PAPER AND ELECTRONIC  [J ELECTRONIC

ESTABLISHMENT INFORMATION (Full establishment information should be provided in the body of the Application.)

Provide locations of all manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). Include name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g. Final dosage form, Stability testing)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

Please refer to original NDA #21,612 for Establishment Information.

Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current application)

NDA#21,612

L. -
#

FORM FDA 356h (9/02) PSC Media Arts: (301) 443-1090  EF PAGE 10F 4
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This application contains the following items: (Check all that apply)
N 1. Index
| 2. Labeling (check one) [ Draft Labeling [ Final Printed Labeling
O 3. Summary (21 CFR 314.50 (c))
O 4. Chemistry section
O A.  Chemistry, manufacturing, and controls information (e.g., 21 CFR 314.50(d)(1); 21 CFR 601.2)
| B. Samples (21 CFR 314.50 (e)(1); 21 CFR 601.2 (a)) (Submit only upon FDA's request)
[ C. Methods validation package (e.g., 21 CFR 314.50(e)(2)i); 21 CFR 601.2)
l____] 5. Nonclinical pharmécology and toxicology section {e.g., 21 CFR 314.50(d)(2); 21 CFR 601.2)
O 6. Human pharmacokinetics and bioavailability section (e.g., 21 CFR 314.50(d)(3); 21 CFR 601.2)
M 7. Clinical Microbiology (e.g., 21 CFR 314.50(d)(4))
O 8. Clinical data section (e.g., 21 CFR 314.50(d)(5); 21 CFR 601.2)
O 9. Safety update report (e.g., 21 CFR 314.50(d)(5.)(vi)(b); 21 CFR 601.2)
| 10. Statistical section (e.g., 21 CFR 314.50(d)(6); 21 CFR 601.2)
O 11. Case report tabulations (e.g., 21 CFR 314.50(f)(1); 21 CFR 601.2)
B 12. Case report forms (e.g., 21 CFR 314.50 (f)(2); 21 CFR 601.2)
[ 13. Patent ihformation on any patent which claims the drug (21 U.S.C. 355(b) or (c))
E] 14. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b)(2) or (j)(2)(A))
] 15. Establishment description (21 CFR Part 600, if applicable)
| 16. Debarment certification (FD&C Act 306 (k)(1)) )
O 17. Field copy certification (21 CFR 314.50 (1)(3))
d 18. User Fee Cover Sheet (Form FDA 3397)
I 19. Financial Information (21 CFR Part 54)
X 20. OTHER (Specify) Response to FDA request for additional information re particle size distribution
CERTIFICATION

| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
warnings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
requested by FDA. If this application is approved, | agree to comply with all applicable laws and regutations that apply to approved applications,
including, but not limited to the following:

Good manufacturing practice regulations in 21 CFR Parts 210, 211 or applicable regulations, Parts 606, and/or 820.

Biological establishment standards in 21 CFR Part 600.

Labeling regulations in 21 CFR Parts 201, 606, 610, 660, and/or 809.

In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR Part 202.

Regulations on making changes in application in FD&C Act Section 506A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12.
Regulations on Reports in 21 CFR 314.80, 314.81, 600.80, and 600.81.

Local, state and Federal environmental impact laws.

If this apphcatlon applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act, | agree not to market the
product until the Drug Enforcement Administration makes a final scheduling decision.

The data and information in this submission have been reviewed and, to the best of my knowledge are certified to be true and accurate.
Warning: A willfully false statement is a criminal offense, U.S. Code, title 18, section 1001.

e

SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE:
9 t Larry Andrews, President, Cipher Pharmaceuticals Ltd. May 14, 2004
i ‘ Arthur M. Deboeck, Vice President & General Manager

ADDRESS (Street, City, State, and ZIP Code) Telephone Number

U.S. Agent, Galephar P.R. Inc. Cipher: (905) 602-5840

See attachment for address & contact numbers Galephar: (787) 713-0340

Public reporting burden for this collection of information is estimated to average 24 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information.
Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Department of Health and Human Services Food and Drug Administration
Food and Drug Administration CDER (HFD-94) ' .
. CDER, HFD-99 12229 Wilkins Avenue An agency may not conduct or sponsor, and a person is

101 Rockville Pike Rockvilte, MD 20852
Jckville, MD 20852-1448

not required to respond to, a collection of information
unless it displays a currently valid OMB control number.

o~
L4
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INSTRUCTIONS FOR FILLING OUT FORM FDA 356h

APPLICANT INFORMATION This section should include the name, street address, telephone

and facsimile numbers of the legal person or entity submitting the application in the appropriate areas.
Note that, in the case of biological products, this is the name of the legal entity or person to whom the
license will be issued. The name, street address and telephone number of the legal person or entity
authorized to represent a non-U.S. Applicant should be entered in the indicated area. Only one person

should sign the form.

PRODUCT DESCRIPTION This section should include all of the information necessary to identify
the product that is the subject of this submission. For new applications, the proposed indication
should be given. For supplements to an approved application, please give the approved indications for
use.

APPLICATION INFORMATION If this submission is an ANDA or 505(b)(2), this section should
include the name of the approved drug that is the basis of the application and identify the holder of
the approved application in the indicated areas.

TYPE OF SUBMISSION should be indicated by checking the appropriate box:
Original Application = a complete new application that has never before been submitted;

Amendment to a Pending Application = all submissions to pending original applications, or
pending supplements to approved applications, including responses to Information Request Letters;

Resubmission = a complete response to an action letter, or submission of Azir-l-bapp'l_ication that has been
the subject of a withdrawal or a refusal to file action;

Presubmission = information submitted prior to the submission of a complete new application;

Annual Report = periodic reports for licensed biological products (for NDAs Form FDA-2252
should be used as required in 21 CFR 314.81 (b)(2));

a

Establishment Description Supplement = supplements to the information contained in the
Establishment Description section (#15) for biological products;

Efficacy Supplement = submissions for such changes as a new indication or dosage regimen for an
approved product, a comparative efficacy claim naming another product, or a significant alteration in
the patient population; e.g., prescription to Over-The-Counter switch;

Labeling Supplement = all label change supplements required under 21 CFR 314.70 and 21 CFR
601.12 that do not qualify as efficacy supplements;

Chemistry, Manufacturing and Controls Supplement = manufacturing change supplement
submissions as provided in 21 CFR 314.70, 21 CFR 314.71, 21 CFR 314.72 and 21 CFR 601.12;

- Other = any submission that does not fit in one of the other categories (e.g., Phase IV response). If
this box is checked the type of submission can be explained in the REASON FOR SUBMISSION

block.

Submission of Partial Application Letter date of agreement to partial submission should be
provided. Also, provide copy of scheduled plan.

CBE "Supplement-Changes Being Effected" supplement submission for certain moderate changes for
which distribution can occur when FDA receives the supplement as provided in 21 CFR 314.70 and

, 2l CFR 601.12.

FORM FDA 356h (9/02) ‘ PSC Media Arts: (301) 443-1090  EF PAGE3 OF 4



CBE-30 "Supplement-Changes Being Effected in 30 Days" supplement submission for certain
moderate changes for which FDA receives at least 30 days before the distribution of the product made
using the change as provided in 21 CFR 314.70 and 21 CFR 601.12.

Prior Approval (PA) "Prior Approval Supplements" supplement submission for a major change for
which distribution of the product made using the change cannot occur prior to FDA approval as
provided in 21 CFR 314.70 and 21 CFR 601.12.

REASON FOR SUBMISSION This section should contain a brief explanation of the submission,
e.g., "manufacturing change from roller bottle to cell factory" or "response to Information Request
Letter-of 1/9/97" or "Pediatric exclusivity determination request" or "to satisfy a subpart H
postmarketing commitment".

NUMBER OF YVOLUMES SUBMITTED Please enter the number of volumes, including and
identifying electronic media, contained in the archival copy of this submission.

This application is

[1Paper [T] Paper and Electronic [_] Electronic

Please check the appropriate box to indicate whether this submission contains only paper, both paper
and electronic media, or only electronic media.

ESTABLISHMENT INFORMATION This section should include information on the locations of
all manufacturing, packaging and control sites for both drug substance and drug product. If
continuation sheets are used, please indicate where in the submission they may be found. For each
site please include the name, address, telephone number, registration number (Central File Number),
Drug Master File number, and the name of a contact at the site. The manufacturing steps and/or type
of testing (e.g. final dosage form, stability testing) conducted at the site should also be included.
Please indicate whether the site is ready for inspection or, if not, when it will be ready. Please note
that, when applicable, the complete establishment description is requested under item 15.

CROSS REFERENCES This section should contain a list of all License Applications, INDs, Ty
NDAs, PMAs, 510(k)s, IDEs, BMFs and DMFs that are referenced in the current application.

Items 1 through 20 on the reverse side of the form constitute a check list that should be used to
indicate the types of information contained within a particular submission. Please check all that
apply. The numbering of the items on the checklist is not intended to specify a particular order for
the inclusion of those sections into the submission. The applicant may include sections in any order,
but the location of those sections within the submission should be clearly indicated in the Index. It is
therefore recommended that, particularly for large submissions, the Index immediately follows the
Form FDA 356h and, if applicable, the User Fee Cover Sheet (Form FDA 3397).

The CFR references are provided for most items in order to indicate what type of information should
be submitted in each section. For further information, the applicant may consult the guidance
documents that are available from the Agency.

Signature The form must be signed and dated. Ordinarily only one person should sign the form, i.e.,
the applicant, or the applicant’s attorney, agent, or other authorized official. However, if the person
signing the application does not reside or have a place of business within the United States, the
application should be countersigned by an attorney, agent, or other authorized official who resides or

maintains a place of business within the United States.

-
L 4
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Canaéfa Irnnc.

409 Matheson Blvd E
Mississauga, Ontario
L4Z 2H2

Tel. (905) 602-5840

Fax (905) 602-0628

Fax

To: Valerie Jimenez From: Arshi Kizilbash, MD

Fax: (301) 443-9282 Pages: 7 (including cover page)
: FDA Div of Metabolic and Endocrine

Company  Drug Products . Date: May 5, 2004

Re: NDA: 21,612 CC:

i you do not re¢eive a complete transmission, please call: (905) 602-5840

& Comments:

FYL

This fax ﬁar_xsmissioq ks privileged and contains confidential information intended only for the person{s) named above, Any other distribution,
copying or disclosure is strictly prohibited. I you have received this fax transmission in error, pleasa notify the sender immediately and destroy these
Pagsspromptly. We thank you for your cooperation. -

,‘4' .
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P/?a/m.src Lim/fted

May 5, 2004

David G. Orloff, M.D.

Director

Division of Metabolic and Endocrine Drug Products, HFD-510
Office of Drug Evaluation Ii

Center for Drug Evaluation and Research

5600 Fisher's Lane

Rockville, MD 20857

Re: NDA 21-612 .
Luxacor (fenofibrate) Capsules 50 mg, 100 mg, 150 mg, © s b(4)
Revised Request for Waiver of Pediatric Studies

Dear Dr. Orloff:

We refer to our new drug application (NDA) dated December 24, 2002 and received by FDA on
February 26, 2003. We also refer to our submissions dated January 10, March 24, May 6,
October 15, November 7, December 2 and 8, 2003, and the Complete Response to the FDA
letter of December 18, 2003, which was submitted on March 30, 2004. :

On May 3, 2004, Ms. Valerie Jimenez noted that the Request for Waiver of Pediatric Studies
which was included in the original NDA was inconsistent with the revised form 356h which was
submitted on December 8, 2003, with respect to the indications listed. As tequested, please find
enclosed a revised Request for Waiver of Pediatric Studies which lists the same indications as
those included in the revised form 356h which was submiitted on December 8, 2003 i.e. Types
lia, llb, IV and V dyslipidemia.

w
A

If you have any questions or comments, please do not hesitate to call me at 905 696 9380 x 24,

OF you can contact - sswssiomaissimmmenain sl s P B T R b ( 4)
. :i,,_{;m N ""g

C et

this submission, or on other related matters.

Yours sincerely,

oy hdce.

Larry Andrews
President
~ Cipher Pharmaceuticals Ltd.

CC: ArthLA:r DeBoeck, Galephar PR Inc.

Yy Suite 201, Lauriston, Collymore Rock
, - St. Michael, Barbados
Tel: (245) 228-9663 Fax: (246) 226-8329 I



B5/85/2884 16:13 3856620628 CIPHER PAGE 83

DEPARTMENT OF HEALTH AND HUNMAN SERVICES Form Approved: OMB No, 0910-0338
FOOD AND DRUG ADMINISTRATION . Expiration Date: August 31, 2005
Ses OMB Statement on page 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FOR USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE AFFTICATON NGREER
(Title 21, Code of Federal Regulations, Parts 314 & 601)
APPLICANT INFORMATION
NAME OF APPLICANT DATE OF SUBMISSION
Cipher Pharmaceuticals Limited May 5, 2004
TELEPHONE NO, (Include Arag Code) FACSIMILE (FAX) Number (Inefude Aree Code)
NA Contact (905) 602-5840 (905) 602-0628
APPLICANT ADQRESS {Numba::, Streat, Clty, State, Country, ZIf* Cade or Mall AUTHORIZED U.S. AGENT NAME & ADDRESS (Numbr, Strect, City. State,
Code, and U.S. License number if previously issued): ZIP Cade, tolaphione & FAX number) IF APPLICABLE
. Arthur M, Deboeck
Suite 201 : Galephar PR Inc,
Lauriston, Collymore Rock Road 188 No. 100 km 14.7
St. Michael, BARBADOS Juncos {ndustriat Park
. ' Juncos 00777-3873 Tel: (787) 713-0340
Puerto Rico Fax; (787) 713-0344
PRODUCT DESCRIPTION )
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (I previously Issued) 21612
ESTABLISHED NAME (0.9., Froper name, USP/USAN name) PROPRIETARY NAME (lrads name) I ANY
Fenofibrate LUXACOR
CHEMICAL/BIOCHEMICAL/BLOOD PRODUGT NAME (if any) CODE NAME (if sny)
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION;
Capsules 50,100, 150 - === g ) ] Ol
{PROPOSED) INDICATION(S) FOR USE: ]
For Type lfa, b, IV and V dyslipidemia
APPLICATION INFORMATION
‘SPLICATION TYPE N
hack ane) Xl NEW DRUG AFPLICATION (21 CFR 214.50) [ ABBREVIATED NEW DRUG AFPLICATION (ANDA, 21 CFR 314.94)
[ BIOLOGICS LICENSE APPLICATION (21 CFR Part 601) 5y
IF AN NDA, IDENTIFY THE APPROPRIATE TYPE L3505 m)(1) 1 505 (b)2)
IF AN ANDA, OR 505(b){2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT [S THE BASIS FOR THE SUBMISSION
Name ofbrug _ Tricor Tablets Halder of Approved Agplication  Abbott Laboratories
TYPE OF SUBMISSION (chack ons) [1 ORIGINAL APPLICATION B AMENDMENT TO A PENDING APPLICATION {3 RESUBMISSION
U PRESUBMISSION [0 ANNUAL REPORT £3 ESTABLISHMENT DESCRIPTION SUPPLEMENT 0 EFFICACY SUPPLEMENT
[ LABELING SUPPLEMENT [J CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT O OTHER
IF A SUBMISSION OF PARTIAL AFPUCATION. PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:
IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY [J cee [ ceEe-30 [ Prior Approval (PA)
REASON FOR SUBMISSION . :
Correction of information refated to proposed Indications as submitted in ariginal NDA dated December 24, 2002
PROPOSED MARKETING STATUS (cfrack one) [ PRESCRIPTION PRODUGCT {Rx) [1 OVER THE COUNTER PRODUCT (OTC)
NUMBER OF VOLUMES SUBMITTED 1 THISAPPLICATIONIS  [RIPAPER ] PAPER AND ELECTRONIC ] ELEGTRONIC
ESTABLISHMENT INFORMATION (Full astahllzhment Information should be provided in the body of the Application.) ’
Provide locations of all manufacturing, packaging and control sites for drug substance and drug product (continuation sheats may be used i necessary). Indude name,
addregs, contact, telaphiono numbar, registration numbor (CFN), DMF number, and manufacturing steps andlor type of taating (e.g. Final dosage form, Stabllity testing)
conductad at the site. Plaase indicate whethor the aite ie foady for Ingpection ar. if not, when i wifl bo ready. .
Pleasa refer to original NDA #21,612 for Establishment information: )
| Cross References (list related License Applications, INDz, NDAs, PMAs, 510(k)s, IDEs, BMF3, and DMFs referanced In the current application)
NDA#¥21.612

V [
FORM FDA 356h (9/02) 5 Mt A 0 et EF PAGE 1 OF 4
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This application contains the following ltems: (Check afl that apply)

1. Index .
. Labeling {check one) [ Draft Labeling [ Final Printed Labeling

2
3. Summary {21 CFR 314.50 ()]
4. Chemistry sectlon

A.  Chemistry, manufacturing, and controls information (e.g., 21 CFR 314.50(d)(1); 21 CFR 601.2)

B. Samples (21 CFR 314.50 (e)(1); 21 CFR 601.2 (a)) (Submit anly upon FDA's reqﬁest)

C. Methods validation packsge (e.q., 21 CFR 314.50(e)(2)(1): 21 CFR 601.2)

5. Noaclinical pharmacology and toxicology section (e.g., 21 CFR 314.50(d)2); 21 CFR 601.2)

6. Human pharmacokinetics and bloaveilability saction (e.g.. 21 CFR 314.50(d)3); 21 CFR 601.2)

7. Clinical Microblology (e.g., 21 CFR 314.50(d)(4))

8. Clinical data section (e.g., 21 CFR 314.50(d)(5); 21 CFR 601.2)

9. Safety update feport (e.g., 21 CFR 314.50(d)(5)(viXb); 21 CFR 601.2)

10. Statistical section (e.g., 21 CER 31 4.50(d)(6); 21 CFR 601.2)

11. Case report tabulations {e.g., 21 CFR 314.50(f)(1); 21 CFR 601.2)

12, Case raport forms (e.g., 21 CFR 314.50 (f(2); 21 CFR 601.2)

13. Patent information on any patent whicl claims the drug (21 U.S.C. 355(b) or (c))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b)(2) or () 2KA)

15. Establishment description (21 CER Part 600, if appllcable)

16. Debarment certification (FD&C Act 306 (KX

17. Field copy certification (21 CFR 314.50 (1)(3))

18. User Fee Cover Sheat (Form FDA 3397)

LOOoooooonoooooooooioolo

9. Financfal Information (21 CFR Part 54)

<] 20. OTHER (Specify) Revised Request for Waiver of Pediatric Studles

CERTIFICATION

| agree to update this application with new safety Information about the product that may reasonably affect the statement of contralndications,
warnings, precautions, or adverse reactions in the draft labeling. I agrae to submit safety update reparts as provided for by ragulation or as
requested by FDA. If this application is approved, | agree to comply with afl applicabie laws and regulations that apply to approved applications,
including, but nat fimited to the following:

- Good manufacturing practice regulations in 21 CFR Parts 21 0, 211 or applicable fegulations, Parts 608, and/or 820;
. Biclogical establishment standards in 21 CFR Part 600.
. Labeling regulations in 21 CFR Paris 201, 606, 610, 660, and/or 809,
- In the case of a prescription drug or blolagical product, prescription drug adverlising regulations (n 21 CFR Part 202.
. Regulations on making chaiges in application In FD&C Act Section 5064, 21 CFR 314,71, 314.72, 314.97, 314,99, and 601,12,
. Regulations on Reports in 21 CER 314.80, 314,81, 600.80, and 600.81.

7. Local, state and Federal environmental impact laws.

If this application applies to a drug product that FDA has propased for scheduling under the Controlled Substances Act, | agree not to market the
product until the Drug Enforcement Administration makes a final scheduling decislon,
The data and information in this submission have bean reviewed and, to the best of my knowledge are certified ta be true and accurate.
Warning: A willfully false statement is a eriminal offense, U.S. Code, title 18, section 1001.

A

DN B WA -

SIGNATURE OF RESPONSIBLE OFEIGIAL OR AGENT TYPED NAME AND TITLE : DATE:
7.% Larry Andrews, President, Cipher Phanmaceuticals Lid, May 5, 2004
. Arthur M. Daboeck, Vice President & General Manager
ADDRESS (Stroet, Clty, Stats, and ZIP Cods) : Tolephane Number
U.S. Agent, Galephar P.R. Inc, Cipher: (905) 602-5840
Sea attachmant for address & contact numbers Galephar: (787) 713-0340

Public reparting burden for this collection of information is estimated ta average 24 hours per response, including the time for reviewing
instructions, searching existing data source. , gathering and maintaining the data needed, and completing and reviawing the collection of Information.
Send comments regarding this burden estimate or any other aspect of this collection of informalion, including suggestions for reducing thls burden to:

Department of Health and Human Servicas Food and Drug Administration
Food and Drug Administration CDER (HFD-94 s
CDER, HFD-ggs 12229 ‘(Nuilns A?venue An agency may not conduct or sponsor, and 2 persan is

1401 Rockville Pike Rackvilla, MD 20652 not required to respond fo, a collection of information

Fockville, MD 20852-1448 unless it displays a currently valid OM8 contral number,

-
FORM FDA 356h (9/02) _ PSC Mcdis Adix: (301) 443-1090  BP PAGE20OF 4
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INSTRUCTIONS FOR FILLING OUT FORM FDA 356h

APPLICANT INFORMATION This section should include the name, street address, telephone

and facsimile numbers of the legal person or entity submitting the application in the appropriate areas.
Note that, in the case of biological products, this is the name of the legal entity or person to whom the
license will be issued. The name, street address and telephone number of the legal person or entity
authorized to represent a non-U.S. Applicant should be entered in the indicated area. Only one person
should sign the form. .

PRODUCT DESCRIPTION This section should include all of the information necessary to identify
the product that is the subject of this submission. For new applications, the proposed indication
should be given. For supplements to an approved application, please give the approved indications for
usc.

APPLICATION INFORMATION If this submission is an ANDA or 505(b)(2), this section should
include the name of the approved drug that is the basis of the application and identify the holder of
the approved application in the indicated areas.

TYPE OF SUBMISSION should be indicated by checking the appropriate box:
Original Application = a complete new application that has never before been submitted;

Amendment to a Pending Application = all submissions to pending original applications, or
pending supplements to approved applications, including responses to Information Request Letters;

,

Resubmission = a complete respouse to an action letter, or submission of an application that has been
the subject of a withdrawal or a refusal to file action:

Presubmission = information submitted prior to the submission of a complete new application;

Annual Report = periodic reports for licensed biological products (for NDAs Form FDA-2252
should be used as required in 21 CFR 314.81 ®)(2);

e

Establishment Description Supplement = supplements to the information contained in the
Establishment Description section (#15) for biological products;

Efficacy Supplement = submissions for such changes as a new indication or dosage regimcn for an
approved product, a comparative efficacy claim naming another product, or a significant alteration in
the patient population; e.g., prescription to Over-The-Counter switch:

Labeling Supplement = all label change supplements required under 21 CFR 3 14.70 and 21 CFR
601.12 that do not qualify as efficacy supplements;

Chemistry, Manufacturing and Controls Supplement = manufacturing change supplement
submissions as.provided in 21 CFR 314,70, 21 CFR 314.71, 21 CFR 314.72 and 21 CFR 601.12;

Other = any submission that does not fit in onc of the other categories (e.g., Phase IV response), If
this box is checked the type of submission can be explained in the REASON FOR SUBMISSION
block.

Submission of Partial Application Letter date of agreement to partial submission shonld be
provided. Also, provide copy of scheduled plan.

CBE "Supplement-Changes Being Effected® supplement submission for certain moderate changes for
which distribution can occur when FDA receives the supplement a$ provided in 21 CFR 314.70 and
21 CFR 601.12.

‘ s
FORM FI¥A 356h (9/02) POC Mool A (1041 443,100 £F PAGE 3OF 4
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CBE-30 "Supplement-Changes Being Effected in 30 Days" supplement submission for certain
moderate changes for which FDA ceceives at least 30 days before the distribution of the product made
using the change as provided in 21 CFR 31 4.70 and 21 CFR 601.12.

Prior Approval (PA) "Prior Approval Supplements” supplement submission for a major change for
which distribution of the product made using the change cannot occur ptior to FDA approval as
provided in 21 CFR 314.70 and 21 CFR 601.12.

REASON FOR SUBMISSION This section should contain a brief explanation of the submission,
¢.g., "manufacturing change from roller bottle to cell factory" or "respounse to Information Request
Letter of 1/9/97" or "Pediatric exclusivity determination request” or "to satisfy a subpart H
postmatketing commitment".

NUMBER OF VOLUMES SUBMITTED Plcase enter the number of volumes, including and
identifying electronic media, contained in the archival copy of this submission. »

This application is

Paper [ ] Paper and Electronic [ Electronic
Please check the appropriate box to indicate whether this submission contzins only paper, both paper
and electronic media, or only electronic media.

ESTABLISHMENT INFORMATION This scction should include information on the locations of
all manufacturing, packaging and control sites for both drug substance and drug product, If
continuation sheets are used, pleasc indicate where in the submission they may be found. For each
site please include the name, address, telephone number, registration number (Central File Number),
Drug Master File number, and the name of a contact at the sitc. The manufacturing steps and/or type
of testing (e.g. final dosage form, stability testing) conducted at the site should also be included.
Please indicate whether the sitc is ready for inspection or, if not, when it will be ready. Please note
that, when applicablc, the complete establishment description is requested under item 15.

a5
At

CROSS REFERENCES This section should contain a list of all License Applications, INDs,
NDAs, PMAs, 510(k)s, IDEs, BMFEs and DMFs that are referenced in the current application.

Items 1 through 20 on the reverse side of the form constitute a check list that should be uscd to
indicate the typcs of information contained within a particular submission, Please check all that
apply. The numbering of the items on the cheeklist is not intended to specify a particular order for
the inclusion of those sections into the submission. The applicant may include sections in any order,
but the location of those scctions within the submission should be cleatly indicated in the Index. It is
therefore recommended that, particularly for large submissions, the Index immediately follows the
Form FDA 356h and, if applicablc, the Uscr Fee Cover Sheet (Form FDA 3397).

The CFR refercnces are provided for most items in order to indicate what type of information should
be submitted in each section. For further information, the applicant may consult the guidance
documents that ate available from the Agency.

Signature The form must be signed and dated, Ordinarily only one person should sign the form, i.e.,
the applicant, or the applicant’s attomey, agent, or other authorized official. However, if the person
signing the application does not reside or have a place of business within the United States, the
application should be countersigned by an attorney, agent, or other authorized official who resides or

maintains a place of business within the United States.

-
FORM FDA 356h (9[02) FIC Mcdin Adts: (301) 4431090 [F PAGE40OF 4
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REQUEST FOR WAIVER OF PEDIATRIC STUDIES

Sponsor: Cipher Pharmaceuticals Limited

Product: CIP-Fenofibrate (fenofibrate capsules) — 50, 100, 150, v mg b(4)
strengths / -

Indications(s): Type IV and V hypercholesterolemia

1. What age ranges are included in your waiver request?
All pediatric age groups.

2. Reasons for waiving pediatric studies:

@ No meaningful therapeutic benefit over existing treatments and is unlikely
to be used in a substantial number of pediatric patients

(b) Studies are impossible or highly impractical because the number of
patients is so small or geographically dispersed

(©) The product would be ineffective or unsafe in all pediatric age groups

(d) Attempts to develop a pediatric formulation for a spemﬁc age group have
failed

(e) Disease-specific waiver indicated for the treatment of the condition in
adults (please check)

Alzheimer’s disease Age-related macular degeneration

Prostate Cancer Breast cancer

Renal cell cancer Non-germ cell ovarian cancer :

Hairy cell cancer Pancreatic cancer, colorectal cancer

Osteoarthritis Squamous cell cancers of the oropharynx

Uterine cancer Basal cell and squamous cell cancer

Endometrial cancer Small cell and non-small cell lung cancer

Parkinson’s disease Amyotrophic lateral sclerosis

Arteriosclerosis Symptoms of menopause

Infertility Other (please state and justify)

O OX O O

o

3. Justification for waiver (not necessary if category 2(e) is checked): |
Fenofibrate is typically not beneficial until patients reach maturity.

DF. Tan W. French Ph.D.
Chairman and Chief Scientific Officer

\Z/q ‘ /{//é’/

Date

Suite 201, Lauriston, Collymore Rock, St. Michael, Barbados
- Fax (246) 228-8329

AL



DEPARTMENT OF HEALTH & HUMAN SERVICES

Public Health Service
Food and Drug Administration

NDA 21-612 Rockville, MD 20857

Galephar PR Inc., US Agent for

Cipher Pharmaceuticals, Inc.

Attention: Authur M. Deboeck

Vice President and General Manager

Road 198 No. 100 km 14.7, Juncos Industrial Park
Juncos, PR 00777-3873

Dear Mr. Deboeck:

Please refer to the meeting between representatives of your firm and FDA on February 23, 2004.
The purpose of the meeting was to clarify comments in the December 18, 2003, action letter.

The official minutes of that meeting are enclosed. You are responsible for notifying us of any
significant differences in understanding regarding the meeting outcomes.

If you have any questions, call me at (301) 827-9090.
Sincerely,
{See appended electronic signature page)}
Valerie Jimenez
Regulatory Project Manager
Division of Metabolic and Endocrine Drug Products
Office of Drug Evaluation II

Center for Drug Evaluation and Research

Enclosure



NDA 21-612

MEMORANDUM OF MEETING MINUTES

MEETING DATE:
TIME:

LOCATION:
SPONSOR:

TYPE OF MEETING:
DRUG:
APPLICATION:

MEETING CHAIR:

MEETING RECORDER:

February 23, 2004

12:00 noon — 1:00 p.m.

DMEDP Conference Room, 14B-39.
Cipher Pharmaceuticals, Ltd.

Type C

Luxacor (fenofibrate) Capsules
NDA 21-612

Stephen K. Moore, Ph. D., Chemistry Team Leader,
Division of Metabolic and Endocrine Drug Products (DMEDP)

Valerie Jimenez, Regulatory Project Manager

FDA ATTENDEES, TITLES, AND OFFICE/DIVISION

Name of FDA Attendee Title Division Name & HFD#
1. Stephen K. Moore, Ph. D. Chemistry Team Leader DMEDP, HFD-510
2. Mike Adams, Ph. D. Chemistry Reviewer DMEDP, HFD-510
3. Wei Qiu, Ph. D. Chemistry Reviewer DMEDP, HFD-510
4. Valerie Jimenez Regulatory Project Manager DMEDP, HFD-510

EXTERNAL ATTENDEES AND TITLES:

External Attendee Title | Sponsdr/Firm Name
1. — Consultant Cipher Pharmaceuticals
2. Arthur Deboeck Vice President Galephar PR, Inc.

and General Manager

3. Ileana Diez

Scientific Director Galephar PR, Inc.

b(4)



NDA 21-612

BACKGROUND:

On February 9, 2004, the sponsor requested a guidance meeting to discuss further clarification
of comments regarding the December 18, 2003, action letter.

MEETING OBJECTIVE:

Obtain input from the Agency regarding the chemistry and biopharmaceutics issues in the
December 18, 2003, action letter.

DISCUSSION:

Questions from the action letter:

Question 7(a) Regarding the proposed analytical methods “Revise the methods for Content
Uniformity (SOP 633.83) and Dissolution (SOP 633.84) to use reference standards and sample
solution concentrations which are approximately the same.

Based on Cipher’s calculations, the solution concentrations cited above are already
approximately the same. Could the Agency please provide further clarification of which
concentrations are at odds?

FDA’s response:

e The Agency stated that the reviewer’s calculations showed a very large difference
between the concentrations of the sample solution and the reference standard solutions.
The submitted calculations showed that the difference was much less and was
acceptable. The difference was attributed to either something missed by the reviewer or
a statement missing in the method description. It was concluded that the submitted
calculations would be considered an adequate response to the comment. The firm
agreed to submit the information that was provided for this meeting.

Point (C) at the end of the letter “Identity [sic] the tests to be performed for the acceptance of
each lot of each ingredient and for the nitrogen gas”.

Cipher believes that the tests for the acceptance of each lot have already been identified by test
reference number in the NDA, and has interpreted this comment to mean that the Agency
would like to have copies of each of the tests to be performed. Could the Agency please
confirm that this interpretation is correct?

FDA’s response:

e The Agency stated that, qualification of the supplier, acceptance of excipient lots would
be based on a supplier Certificate of Analysis (COA) and the performance of an identity
test. The identity tests were not specified in the NDA. It was concluded that a list of
identity tests would be a sufficient response to the comment. The firm agrees to submit
a complete list of these tests.



NDA 21-612

Additional Recommendations:

The Agency notified the firm that the dissolution method and specifications should be
revised to: Apparatus Type: USP apparatus 2 (Paddles)

Rotation Speed: 75 rpm

Medium: 2% Tween 80 and 0.1% pancreatin at pH 6.8, 37°C

: Specification: © —————____ . ——

e This specification was based on the data obtained from——upsules for each strength. The
data showed that each individual capsule dissolved more than — jor all strengths. The
sponsor should submit additional dissolution data for —units from —ots for each
strength to justify any modification of the specification.

Minutes Prepared by _/s/ 2/23/04
Valerie Jimenez
Project Manager, HFD-510
Chair Concurrence: _/s/ 4/22/04
Stephen K. Moore, Ph. D.
Chemistry Team Leader, HFD-510
MEETING MINUTES

Appears This Way
On Original

b(4)

b(4)
b(4)



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

Valerie Jimenez
4/23/04 09:44:03 AM

Appears This Way
On Original



ORIGINAL

Pharmaceuticals Limited RECEIVED
March 30, 2004 APR 0 2 2004
David G. Orloff, M.D. CDR/CDER
Director
.Division of Metabolic and Endocrine Drug Products, HFD-510
Office of Drug Evaluation Il R
Center for Drug Evaluation and Research ' ECENED
5600 Fisher's Lane N oo Bl APR 0 6 20
Rockville, MD 20857 ORIG AMENDMENT
FDR/CDER

Re: NDA 21-612

Luxacor (fenofibrate) Capsules 50 mg, 100 mg, 150 mg, == b(4)

Complete Response to FDA letter of December 18, 2003

Dear Dr. Orloff:

We refer to our new drug application (NDA) dated December 24, 2002 and received by FDA on
February 26, 2003. We also refer to our submissions dated January 10, March 24, May 6,
October 15, November 7, December 2 and 8, 2003. The submission dated November 7, 2003
has been incorporated by specific reference as part of our response to question 10 in your letter
of December 18, 2003. We notified the Agency of our intent to respond to the December 18,
2003 letter in correspondence dated January 7, 2004.

Please find enclosed a complete response to your letter of December 18, 2003. This response
consists of 4 volumes of original information, and two copies of the same. This submission

- includes revised draft labeling (clean and marked-up versions), one copy in paper format, and s
one copy in electronic format, as requested.

Please note that on February 16, 2004, we notified you of our intent to change the brand name

for the fenofibrate produict that is the subject of the pending application, NDA 21-612, from b(4'
Luxacorto ..z .. Since we have not yet been notified of the acceptability of the proposed )
new brand name '—'z:-,e_- all documentation that includes a brand name still refers to Luxacor.

Once confirmation of the acceptability of wwmussses has been received, all relevant documents b(4)

will be revised to include the new brand name, and copies will be submitted to the NDA.

If you have any questions or comments, please do not hesntate to call me at 905 696 9380 X 24,
OF YOU Can contact — esmsumisanstons s e Sua R dniion s b R
. b

ey . Y
% )

Yo N R -
this submission, or on other related matters.

. ) {
Yours sincerely, ) OW)
e . : ‘}/f’ \

/\ ("a’-i..i/(_/ /"1’) A5 D : \“ v@
Larry Andrews \
President \o“

\\0\
_ Suite 201, Lauriston, Collymore Rock A
¢ St. Michael, Barbados ‘

Tel: (246) 228-9663 Fax: (246) 228-8329



CC: Arthur DeBoeck, Galephar PR Inc.

-

b(4)

Appears This Way
On Originai
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No 0910-0338
FOOD AND DRUG ADMINISTRATION Expiration Date: August 31, 2005

See OMB Statement on page 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC,

OR AN ANTIBIOTIC DRUG FOR HUMAN USE OO O O
(Title 21, Code of Federal Regulations, Parts 314 & 601 )
APPLICANT INFORMATION .
NAME OF APPLICANT DATE OF SUBMISSION
Cipher Pharmaceuticals Ltd. 3/30/04
TELEPHONE NO. (Include Area Code) ‘ FACSIMILE (FAX) Number (Include Area Code)
905 696 9380 , 905 602 0628 _
él;l:LlCANT ADDRESS (Number, Strest, City, State, Country, ZIP Code or Mail AUTHORIZED U.S. AGENT NAME & ADDRESS (Nurfioef=gnept Ropses
e, and U.S. License number if previously issued): ZIP Code, telephone & FAX number) IF APPLICABLE
Suite 201 Arthur M. Deboeck '
Lauriston, Collymore Rock » Galephar PR Inc. APR 0 6 2004
St. Michael, Barbados Road 198 No. 100 km 14.7
Juncos Industrial Park, Juncos 00777-338DR/CDER
PRODUCT DESCRIPTION
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) 21,612
ESTABLISHED NAME (e.g., Proper name, USP/USAN name}) PROPRIETARY NAME (trade name} IF ANY
Fenofibrate Luxacor
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (If any) CODE NAME (If any)
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION: ,
_Capsules 50, 100, 150 -~ mg " | Oral RECEIVE D

(PROPOSED) INDICATION(S) FOR USE:

For Type Ila, IIb, IV and V dyslipidemia | APR 02 2004

\PPLICATION DESCRIPTION FaTn = B P pugn
APPLICATION TYPE N wiItv/ viER
{check onej [XI NEW DRUG APPLICATION (CDA, 21 CFR 314.50) ] ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94) ,

[J BIOLOGICS LICENSE APPLICATION (BLA, 21 CFR Part 601) %y

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE 505 (b)X1) X1 505 (bX2) '

IF AN ANDA, OR 505(bX2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Holder of Approved Application
TYPE OF SUBMISSION ({check onej} [0 ORIGINAL APPLICATION {3 AMENDMENT TO APENDING APPLICATION ] RESUBMISSION

[0 PRESUBMISSION [J ANNUAL REPORT [J ESTABLISHMENT DESCRIPTION SUPPLEMENT ] EFFICACY SUPPLEMENT
7 LABELING SUPPLEMENT . OO0 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT B OTHER

IF A SUBMISSION OF PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY Ocse JcBE-30 {1 Prior Approval (PA)
REASON FOR SUBMISSION

Complete response to FDA letter December 18, 2003

PROPOSED MARKETING STATUS (check one) m PRESCRIPTION PRODUCT {Rx) ] OVER THE COUNTER PRODUCT {OTC)

NUMBER OF VOLUMES suBMITTED _ 4 (in triplicate) THIS APPLICATIONIS [1PAPER  [X] PAPER AND ELECTRONIC ] ELECTRONIC

ESTABLISHMENT INFORMATION (Full establishment information should be provided in the body of the Application.)

Provide locations of all manufacturing, packaging and controf sites for drug substance and drug product (continuation sheets may be used if necessary). Include name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g. Final dosage form, Stability testing)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

Please refer to original NDA # 21,612 for Establishment Information

Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current application)

DA #21,612

-
L4

FORM FDA 356h (4/03) PAGE 1 OF 4

b(4)



J This application contains the following items: (Check all that apply)

. Index

. Labeling (check one)

X Draft Labeling {JFinal Printed Labeling

. Chemistry section

1
2
3. Summary (21 CFR 314.50 (c))
4

A. Chemistry, manufacturing, and controls information {e.g., 21 CFR 314.50(d)(1); 21 CFR 601.2)

B. Samples (21 CFR 314.50 (e)(1); 21 CFR 601.2 (a)) (Submit only upon FDA's request)

C. Methods validation package (e.g., 21 CFR 31 4.50(e)(2)i); 21 CFR 601.2)

. Nonclinical pharmacology and toxicology section (e.g., 21 CFR 314.50(d)(2); 21 CFR 601.2)

. Human phammacokinetics and bioavailability section (e.g., 21 CFR 314.50(d)(3); 21 CFR 601.2)

. Clinical Microbiology (e.g., 21 CFR 314.50(d)(4))

. Clinical data section (e.g., 21 CFR 314.50(d)(5); 21 CFR 601.2)

Wi ~N|D| W,

. Safety update report (e.g., 21 CFR 314.50(d)(5)(vi)(b); 21 CFR 601.2)

10. Statistical section (e.g., 21 CFR 314.50(d)(6); 21 CFR 601.2)

11. Case report tabulations (e.g., 21 CFR 314.50(f)(1); 21 CFR 601 .2)

12. Case report forms (e.g., 21 CFR 314.50 (f)(2); 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.S.C. 355(b) or (c}))

14. A patent certification with respect fo any patent which claims the drug (21 U.S.C. 355 (b)(2) or ()}(2)(A))

15. Establishment description (21 CFR Part 600, if applicable) . -

16. Debarment certification (FD&C Act 306 (k)(1))

17. Field copy certification (21 CFR 314.50 (i)(3))

18. User Fee Cover Sheet (Form FDA 3397)

19. Financial Information (21 CFR Part 54) ~

0)0|0)0|xR|0|0|0|0|0{0|0/0/0|0|0|R 0K |0O|00|=

20. OTHER (Specify)

E o

CERTIFICATION

including, but not fimited to the following:

NOOALN

| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
warnings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation oras
requested by FDA. If this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,

- Good manufacturing practice regulations in 21 CFR Parts 210, 211 or applicable regulations, Parts 606, and/or 820.

Biological establishment standards in 21 CFR Part 600.

Labeling regulations in 21 CFR Parts 201, 606, 610, 660, and/or 809.

In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR Part 202.
Regulations o making changes in application in FD&C Act section 506A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12.
Regulations on Reports in 21 CFR 314.80, 314.81, 600.80, and 600.81. )

. Local, state and Federal environmental impact laws.

if this application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act, | agree not to market the
product until the Drug Enforcement Administration makes a final scheduling decision.

The data and information in this submission have been reviewed and, to the best of my knowledge are certified to be true and accurate.
Warning: A willfully false statement is a criminal offense, U.S. Code, title 18, section 1001.

SIGNATURE OF RERPONSIBLE QFFICIAL OR AGENT TYPED NAME AND TITLE DATE:
M N M _lan W. French, CSO 3/30/04
_ //s)/ ! Arthur M Deboeck, VP & General Manager
ADDRESS (Streel; City, State, and ZIP Code} ' Telephone Number
US Agent, Galephar PR Inc., Juncos, Puerto Rico, 00777-3873 ( 787 ) 7130340

“Department of Health and Human Services

.Public reporting burden for this collection of information is estimated to average 24 hours per response, including the t‘ime fqr reviewfing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collef:tlon gf information.
Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

FORM FDA 356h (4/03)

“p0d and Drug Administration Food and Drug Administration An agency may not conduct or sponsor, and a person is
DER, HFD-99 CDER (HFD-94) ) - f inf i
1401 Rockvillg Pike 12229 Wilkins Avenue not required to respond to, a ) collection of information
Rockvilles MD 20852-1448 Rockville, MD 20852 unless it displays a currently valid OMB control,num_ber.
PAGE 20F 4
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_(: DEPARTMENT OF HEALTH & HUMAN SERVICES

: Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 21-612

Galephar PR Inc., US Agent for

Cipher Pharmaceuticals, Inc.

Attention: Authur M. Deboeck

Vice President and General Manager

Road 198 No. 100 km 14.7, Juncos Industrial Park

Juncos, PR 00777-3873

Dear Mr. Deboeck:

Please refer to the meeting between representatives of your firm and FDA on February 23, 2004.
The purpose of the meeting was to clarify comments in the December 18, 2003, action letter.

The official minutes of that meeting are enclosed. You are responsible for notifying us of any
significant differences in understanding regarding the meeting outcomes.

If you have any questions, call me at (301) 827-9090.
Sincerely,

{See appended electronic signature page}

X

Valerie Jimenez
Regulatory Project Manager
Division of Metabolic and Endocrine Drug Products

Office of Drug Evaluation II
Center for Drug Evaluation and Research

Enclosure

Appears This Way
On Original



NDA 21-612

MEMO
MEETING DATE:
TIME:
LOCATION:
SPONSOR:
TYPE OF MEETING:
DRUG:
APPLICATION:

MEETING CHAIR:

RANDUM OF MEETING MINUTES

February 23, 2004

12:00 noon — 1:00 p.m.

DMEDP Conference Room, 14B-39
Cipher Pharmaceuticals, Ltd.

Type C

Luxacor (fenofibrate) Capsules
NDA 21-612

Stephen K. Moore, Ph. D., Chemistry Team Leader,

- Division of Metabolic and Endocrine Drug Products (DMEDP)

MEETING RECORDER:

Valerie Jimenez, Regulatory Project Manager

FDA ATTENDEES, TITLES, AND OFFICE/DIVISION

Name of FDA Attendee Title Division Name & HFD#
1. Stephen K. Moore, Ph. D. Chemistry Team Leader * | DMEDP, HFD-510
2. Mike Adams, Ph. D. Chemistry Reviewer DMEDP, HFD-510
3. Wei Qiu, Ph. D. Chemistry Reviewer | DMEDP, HFD-510
4. Valerie Jimenez Regulatory Project Manager DMEDP, HFD-510

EXTERNAL ATTENDEES AND TITLES:
External Attendee Title Sponsor/Firm Name
1 — — Consultant ' Cipher Pharmaceuticals
2. Arthur Deboeck Vice President Galephar PR, Inc.
and General Manager
3. Ileana Diez Scientific Director Galephar PR, Inc.

ad”
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NDA 21-612

BACKGROUND:

On February 9, 2004, the sponsor requested a guidance meeting to discuss further clarification
of comments regarding the December 18, 2003, action letter.

MEETING OBJECTIVE:

Obtain input from the Agency regarding the chemistry and biopharmaceutics issues in the |
December 18, 2003, action letter.

DISCUSSION:

Questions from the action letter:

Question 7(a) Regarding the proposed analytical methods “Revise the methods for Content
Uniformity (SOP 633.83) and Dissolution (SOP 633.84) to use reference standards and sample
solution concentrations which are approximately the same.

Based on Cipher’s calculations, the solution concentrations cited above are already
approximately the same. Could the Agency please provide further clarification of which
concentrations are at odds? '

FDA’s response:

e The Agency stated that the reviewer’s calculations showed a very large difference
between the concentrations of the sample solution and the reference standard solutions.
The submitted calculations showed that the difference was much less and was
acceptable. The difference was attributed to either something missed by the reviewer or
a statement missing in the method description. It was concluded that the submitted g
calculations would be considered an adequate response to the comment. The firm
agreed to submit the information that was provided for this meeting.

Point (C) at the end of the letter “Identity [sic] the tests to be performed for the acceptance of
each lot of each ingredient and for the nitrogen gas™.

Cipher believes that the tests for the acceptance of each lot have already been identified by test
reference number in the NDA, and has interpreted this comment to mean that the Agency
would like to have copies of each of the tests to be performed. Could the Agency please
confirm that this interpretation is correct?

FDA'’s response: _

o The Agency stated that, qualification of the supplier, acceptance of excipient lots would
be based on a supplier Certificate of Analysis (COA) and the performance of an identity
test. The identity tests were not specified in the NDA. It was concluded that a list of
identity tests would be a sufficient response to the comment. The firm agrees to submit
a complete list of these tests.



NDA 21-612

Additional Recommendations:

The Agency notified the firm that the dissolution method and specifications should be
Apparatus Type: USP apparatus 2 (Paddles)

revised to:
Rotation Speed: 75 rpm .
Medium: 2% Tween 80 and 0.1% pancreatin at pH 6.8, 37°C | b‘4)
Specification: ’ — . b ( 4)
o This specification was based on the data obtained from ~Tapsules for each strength. The
data showed that each individual capsule dissolved more thar —=_jor all strengths. The b(4}

sponsor should submit additional dissolution data for =wunits from-=ots for each
strength to justify any modification of the specification.

Minutes Prepared by_/s/ 2/23/04
Valerie Jimenez

Project Manager, HFD-510

Chair Concurrence: /s/ 4/22/04
Stephen K. Moore, Ph. D.

Chemistry Team Leader, HFD-510

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

Valerie Jimenez
4/23/04 09:44:03 AM
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

REQUEST FOR CONSULTATION

TO (Division/Office): o FROM: Valerie Jimenez, HFD-510

Dlrectf)r, Division of Medication Errors and (301) 827-9090

Technical Support (DMETS), HFD-420

PKLN Rm. 6-34
DATE IND NO. NDA NO. TYPE OF DOCUMENT DATE OF DOCUMENT
February 23, 2004 21-612 NDA February 16, 2004
NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE
Luxacor (fenofibrate) Tablets Standard Lipid Altering (5) | July 9, 2004

[ NAVE OF FIRM:
REASON FOR REQUEST
I. GENERAL

0O NEWPROTOCOL

O PROGRESS REPORT

O NEW CORRESPONDENCE

(3 DRUG ADVERTISING

O ADVERSE REACTION REPORT

1 MANUFACTURING CHANGE/ADDITION
O MEETING PLANNED BY

O PRE-NDA MEETING

O END OF PHASE Il MEETING
3 RESUBMISSION

O SAFETY/EFFICACY

3 PAPERNDA

O CONTROL SUPPLEMENT

£] RESPONSE TO DEFICIENCY LETTER
3 FINAL PRINTED LABELING

O LABELING REVISION

3 ORIGINAL NEW CORRESPONDENCE
3 FORMULATIVE REVIEW

OTHER (SPECIFY BELOW): Trade name review

Il. BIOMETRICS

STATISTICAL EVALUATION BRANCH

STATISTICAL APPLICATION BRANCH

OO TYPE A OR B NDA REVIEW
O END OF PHASE i MEETING
0 CONTROLLED STUDIES

0 PROTOCOL REVIEW

03 OTHER (SPECIFY BELOW):

0 CHEMISTRY REVIEW
O PHARMACOLOGY
O BIOPHARMACEUTICS

L1 OTHER (SPECIFY BELOW):

lll. BIOPHARMACEUTICS

CJ DISSOLUTION
0 BIOAVAILABILTY STUDIES
0 PHASE IV STUDIES

O DEFICIENCY LETTER RESPONSE
O PROTOCOL-BIOPHARMACEUTICS
0 IN-VIVO WAIVER REQUEST

IV. DRUG EXPERIENCE

O PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL
O DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES
0 CASE REPORTS OF SPECIFIC REACTIONS (List below)

O REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
O SUMMARY OF ADVERSE EXPERIENCE

I POISON RISK ANALYSIS

3 COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

V. SCIENTIFIC INVESTIGATIONS

O CLINICAL

a 'PRECLINICAL

of

COMMENTS, CONCERNS, and/or SPECIAL INSTRUCTIONS:
This application was AE’d on December 18, 2003, and will be resubmitted. The firm has submitted general correspondence
notifying the Agency of another trade name. Therefore, we are requesting your comments/review on the proprietary name
fhe first trade name review was finalized on November 6, 2003, for Luxacor. Please call if you need
additional information, Valerie Jimenez, Regulatory Project Manager, (301) 827-9090.

PDUFA DATE: Resubmission of application will be late March.

bia

SIGNATURE OF REQUESTER METHOD OF DELIVERY (Check one)
0 MALL X HAND
SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER




This is a representation of an electronic record that was signed electfonieally and
this page is the manifestation of the electronic signature.
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Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Evaluation ODE II

=

FACSIMILE TRANSMITTAL SHEET

DATE: February 10, 2004

To: Arthur M. Deboeck From: Valerie Jimenez

Company: Cipher Pharmaceuticals, Inc. Division of Metabolic and Endocrine Drug
Products

Fax number: (787) 713-0344 Fax number: (301) 443-9282

Phone number: (787) 713-0340 Phone number: (301) 827-9090

Subject: Teleconference Granted

Total no. of pages including cover: 1

Comments: The meeting regarding NDA 21-612 you have requested has been scheduled for the
following: .
Date: Monday, February 23, 2004
Time: 12 noon to 1:00 p.m.
Place: Teleconference

FDA Participants: Stephen K. Moore, Ph. D., Chemistry Team Leader
W. Mike Adams, Ph. D., Chemistry Reviewer
Wei Qiu, Ph. D., Biopharmaceutics Reviewer
Valerie Jimenez, Regulatory Project Manager

Document to be mailed: QYES . MNO

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM (T IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED
FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the addressee,
you are hereby notified that any review, disclosure, dissemination, copying, or other action based
on the content of this communication is not authorized. If you have received this document in
error, please notify us immediately by telephone at (301) 827-6430. Thank you

e



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

Valerie Jimenez
2/23/04 03:08:55 PM
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ORIGINAL

Pﬁa_rf Lirmiited

1Y il
FRCE IVED
FEB 1 8 2004
February 16, 2004 R /CDE ]
David G. Orloff, M.D.
Director
Division of Metabolic and Endocrine Drug Products, HFD-510
Office of Drug Evaluation Il c
Center for Drug Evaluation and Research Q\/ &o00 C

5600 Fisher's Lane

Rockville, MD 20857 NEW ¢ OR RESP

Re: NDA 21-612
Luxacor (fenofibrate) Capsules 50 mg, 100 mg, 150 mg
Change in Brand Name

b(ay

Dear Dr. Orloff:

We refer to our previous letter of October 15, 2003 notifying you of the proposed name
LUXACOR for the fenofibrate product that is the subject of the pending application, NDA 21- b(4*
612. We now wish to notify you of our intention to use the brand nam¢ — logize

for any inconveénience caused by this further change. i ,
If you have any questions or comments please do not hesitate to call me\at 905 696 9380 x 24,

or you can contact =

Ftd

Lo -7 '

— ] ' o ) b4,
g - .egarding this submission, or on other related

matters.

Yours sincerely,

ﬁu,’ M
Appears This Way

Larry Andrews ' . .
President On» Original

Cipher Pharmaceuticals Ltd

CC: FDA Central Document Room
Arthur DeBoeck, Galephar PR Inc.

Suite 201, Lauriston, Collymore Rock
St. Michael, Barbados
Tel: (246) 228-9663 Fax: {246) 228-8329

A Drug Development Company



DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0338

FOOD AND DRUG ADMINISTRATION . Expiration Date: August 31, 2005
. See OMB Statement on page 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, R —
OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUVBER

(Title 21, Code of Federal Regulations, Parts 314 & 601)

APPLICANT INFORMATION

NAME OF APPLICANT © | DATE OF SUBMISSION
Cipher Pharmaceuticals Ltd 2/16/04
TELEPHONE NO. (Include Area Code) ' FACSIMILE (FAX) Number (include Area Code)
905 696 9380 : 905 602 0628
APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State,
Code, and U.S. License number if previously issued): . ZIP Code, telephone & FAX number) IF APPLICABLE
Suite 201 ‘ * | Arthur M. Deboeck ’
Lauriston, Collymore Rock Galephar PR Inc.
St. Michael, Barbados _ Road 198 No. 100 km 14.7
. : : Juncos Industrial Park, Juncos 00777-3873
PRODUCT DESCRIPTION )
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) 21,612
ESTABLISHED NAME (e.g., Proper name, USP/USAN name) ' PROPRIETARY NAME (trade name) IF ANY
Fenofibrate . , . Luxacor
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (If any) ' . CODE NAME (ff any)
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:
Capsules . 50, 100, 150 ~—————mg .. 4.Oral

(PROPOSED) INDICATION(S) FOR USE:
For Type IIa, Ilb, IV and V dyslipidemia

APPLICATION DESCRIPTION
PPLICATION TYPE : )
check one) XI NEW DRUG APPLICATION (CDA, 21 CFR 314.50) [ ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)
) [ BIOLOGICS LICENSE APPLICATION (BLA, 21 CFR Part 601) .
{F AN NDA, IDENTIFY THE APPROPRIATE TYPE 1505 (b)(1) X1 505 (b)(2) v
IF AN ANDA, OR 505(b)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Holder of Approved Application
TYPE OF SUBMISSION (check one) [0 ORIGINAL APPLICATION ’ B AMENDMENT TO APENDING APPLICATION [ RESUBMISSION
1 PRESUBMISSION 0 ANNUAL REPORT 1 ESTABLISHMENT DESCRIPTION SUPPLEMENT [0 EFFICACY SUPPLEMENT

J LABELING SUPPLEMENT . O CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT 0O OTHER '

IF A SUBMISSION OF PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY dcee [ cBE-30 O Prior Approval (PA)

REASON FOR SUBMISSION

Change in Brand Name

PROPOSED MARKETING STATUS (check one) &l PRESCRIPTION PRODUCT (R 0 OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES suBMITTED  N/A THIS APPLICATION IS B PAPER {0 PAPER AND ELECTRONIC  [] ELECTRONIC

ESTABLISHMENT INFORMATION (Full establishment information should be provided in the body. of the Application.)

Provide locations of all manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). Include name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing {e.g. Final dosage form, Stability testing)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready. .

Please refer to original NDA # 21,612 for Establishment Information

Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current application)

» NDA # 21,612 '

L . -

FORM FDA 356h (4/03) : PAGE 10OF 4
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l This application contains the following items: (Check all that apply)
" 1. Index v ‘
2. Labeling (check one) 1 Draft Labeling [ Final Printed Labeling
3. Summary (21 CFR 314.50 (c))
4. Chemistry section ) ) _
A.  Chemistry, manufacturing, and controls information (e.g., 21 CFR 314.50(d)(1); 21 CFR 601.2)
B. Samples (21 CFR 314.50 (e)}(1); 21 CFR 601.2 (a)) (Submit only upon FDA's request)
C. Methods validation package (e.g., 21 CFR 314.50(e)(2)(i); 21 CFR 601.2)
. Nonclinical phammacology and toxicology section (e.g., 21 CFR 314.50(d)(2); 21 CFR 601.2)
. Human pharmacokinetics and bioavailability section (e.g., 21 CFR 314.50(d)(3); 21 CFR 601.2)
. Clinical Microbiology (e.g., 21 CFR 314.50(d)(4))
. Clinical data section (e.g., 21 CFR 314.50(d)(5); 21 CFR 601.2)
. Safety update report (e.g., 21 CFR 314.50(d)(5)(vi)(b); 21 CFR 601 .2)
10. Statistical section (e.g., 21 CFR 314.50(d)(6); 21 CFR 601.2)
11. Case report tabulations (e.g., 21 CFR 314.50(f)(1); 21 CFR 601 2)
12. Case report forms (e.g., 21 CFR 314.50 (f)(2); 21 CFR 601.2)
13. Patent information on any patent which claims the drug (21 U.S.C. 355(b) or (c))
14. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b)(2) or (j)(2)(A))
15. Establishment description (21 CFR Part 600, if applicable)
16. Debarment certification (FD&C Act 306 (k)(1))
17. Field copy certification (21 CFR 314.50 (1)(3))
18. User Fee Cover Sheet (Form FDA 3397)
19. Financial information (21 CFR Part 54)
20. OTHER (Specify) Letter
CERTIFICATION 5

| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
warnings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
requested by FDA. If this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,
including, but not limited to the following:
. Good manufacturing practice regulations in 21 CFR Paits 210, 211 or applicable regulations, Parts 606, and/or 820.

Biological establishment standards in 21 CFR Part 600. :
Labeling regulations in 21 CFR Parts 201, 606, 610, 660, and/or 809.
In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR Part 202.
Regulations on making changes in application in FD&C Act section 506A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12.
. Regulations on Reports in 21 CFR 314.80, 314.81, 600.80, and 600.81.

7. Local, state and Federal environmental impact laws.

If this application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Adt, 1 agree not to market the
product until the Drug Enforcement Administration makes a final scheduling decision. )
The data and information in this submission have been reviewed and, to the best of my knowledge are certified to be true and accurate.
Warning: A wilifully false statement is a criminal offense, U.S. Code, fitle 18, section 1001. ) .

SIGNATURE OF RESPONSIBPE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE:
%M fan W. French, CSO 2/16/04
‘ Arthur M Deboeck, VP & General Manager

ADDRESS (Stlpet, City, State, and ZIP Code) Telephone Number
US Agent, Galephar PR Inc., Juncos, Puerto Rico, 00777-3873 ( 787 ) 7130340

Oiw|~NjO|O

XI0)00O00000o0ooonoooooooiooo

PmpwNa

Public reporting burden for this collection of information is estimated to average 24 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information.
Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

‘Department of Health and Human Services

‘Food and Drug Administration Food and Drug Administration .
CDER, HFD_ggg CDER (HFD—QE) An agency may not conduct or sponsor, and a person is
101 Rockuville Pike 12229 Wilkins Avenue not required to respond to, a collection of information
. _ckville, MD 20852-1448 Rockville, MD 20852 unless it displays a currently valid OMB control number.
I —

L 4
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7% aowe e OR IGINAL
_ /,

Pharrsceuticals Limited CEIVED
7 | RECEIVED
FEB 1 2 2004
PATENT CERTIFICATION FDR/CDER

Paragraph IV Certification
U.S. Patent No. 6,652.881 B2

In accordance with the Federal Food, Drug and Cosmetic Act, as amended by
Title Xl of the Medicare Prescription Drug, Improvement and Modernization Act,
Pub. L. No. 108-173, 117 Stat. 2066 (2003), and 21 C.F.R. § 314.50(i)(1)(i)(A)(4),
a Patent Certification, and in particular a Paragraph 1V Certification pursuant to
21 U.S.C. § 355(b)(2)(A)(iv), as to U.S. Patent No. 6,652,881 B2 (“th
patent”) is hereby provided for our New Drug Application (“NDA™) zbd
Fenofibrate Capsules 50, 100, 150, —— mg. b{4)

Cipher Pharmaceuticals hereby certifies, pursuant to 21 U.S.C.

§ 355(b)(2)(A)iv), that, in its opinion and to the best of its knowledge, the ‘881

patent, expiring on or about January 9, 2018, will not be infringed upon by the
manufacture, use, sale, offer for sale or importation by Cipher Pharmaceuticals of
Fenofibrate Capsules 50, 100, 150, - -mg for which Clpher’s application b(4)
has been submltted and/or that the ‘881 patent is invalid. :

STATEMENT CONCERNING NOTICE TO
PATENT OWNER AND NDA HOLDER

As required by Section 505(b)(3)(B) of the Federal Food, Drug and Cosmetic Act,
as amended by Title Xl of the Medicare Prescription Drug, Improvement and

- Modernization Act, Pub. L. No. 108-173, 117 Stat. 2066 (2003), Cipher hereby
states that the notice required by Section 505(b)(3) and 21 C.F.R. § 314.52 has
been concurrently sent to Abbott Laboratories Inc., as the holder of approved
NDA No. 21-203 for Tricor® (fenofibrate) 54 mg and 160 mg tablets and the
exclusive licensee of U.S. Patent No. 6,652,881 B2, and to -
~=-as the record owner of U.S. Patent No. 6 652,881 B2.

This notice to Abbott Laboratories Inc. and ' . has been
" sent by certified mail, return receipt requested, as reqwred by 21 CFR. §
314.52(a).

Suite 201, Lauriston, Collymore Rock
St. Michael, Barbados
Tel: (246) 228-9663; Fax: (246) 228-8329



fM /ol 5
Ian W. French ~ : : ‘Date

Chief Scientific Officer |
Cipher Pharmaceuticals Ltd.

Appears This Way
On Criginal

Suite 201, Lauriston, Collymore Rock
St. Michael, Barbados

=17

Tel: (246) 228-9663; Fax (246) 228-8329

s
A



DEPARTMENT OF HEALTH AND HUMAN SERVICES Fonm Approved: OMB No. 0910-0338
FOOD AND DRUG ADMINISTRATION Expiration Date: August 31, 2005
: See OMB Statement on page 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, o ——
OR AN ANTIBIOTIC DRUG FOR HUMAN USE ) Sk
(Title 21, Code of Federal Regulations, Parts 314 & 601) -
APPLICANT INFORMATION
NAME OF APPLICANT DATE OF SUBMISSION
Cipher Pharmaceuticals Ltd. 2/3/04
TELEPHONE NO. (Include Area Code) ' FACSIMILE (FAX) Number (Include Area Code)
Contact 905-696-938 246-228-8329
APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State,
Code, and U.S. License number if previously issued): ZIP Code, telephone & FAX number) IF APPLICABLE
Suite 201 : Arthur M. Deboeck
Lauriston, Collymore Rock : Galephar P.R. Inc.
ST. Michaels Road 198 No. 100 km 14/7
Barbados Juncos Industrial Park Tel: 787-713-0340
Juncos, Puerto Rico 00777-3873 . Fax: 787-713-0344
PRODUCT DESCRIPTION . ' .
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) 21-612
ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY
Fenofibrate ' CIP-Fenofibrate
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (if any) CODE NAME (If any)
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:
Capsules 50, 100, 150 ——~—===mg Oral
(PROPOSED) INDICATION(S) FOR USE:
ypercholesterolemia, mixed dyslipidemia and hypertriglyceridemia
RODUCT DESCRIPTION ' '
APPLICATION TYPE : .
(check ane) X1 NEW DRUG APPLICATION (21 CFR 314.50) [J ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)
[ BIOLOGICS LICENSE APPLICATION (21 CFR Part 601) )
IF AN NDA, IDENTIFY THE APPROPRIATE TYPE 1505 (b)(1) [ 505 (b)(2) 5y
IF AN ANDA, OR 505(b)(2). IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE.SUBMISSION
Name of Drug _ Lricor Tablets ] : Holder of Approved Application _ Abbott Laboratories
TYPE OF SUBMISSION (check one) O ORIGINAL APPLICATION & AMENDMENT TO APENDING APPLICATION [0 RESUBMISSION
{0 PRESUBMISSION [0 ANNUAL REPORT [1 ESTABLISHMENT DESCRIPTION SUPPLEMENT 0O EFFICACY SUPPLEMENT
[ LABELING SUPPLEMENT 0 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT 0 OTHER

IF A SUBMISSION OF PARTIAL APPLICATION, PROVIDE LETI'ER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY Ocee 0 cee-30 [ Prior Approval (PA)

REASON FOR SUBMISSION )
Paragraph IV Certification - a new US patent # 6,652,881 was listed in the Orange Book

PROPOSED MARKETING STATUS (check one) B} PRESCRIPTION PRODUCT (Rx) ) {1 OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED L THIS APPLICATION IS B PAPER [0 PAPER AND ELECTRONIC [T ELECTRONIC

ESTABLISHMENT INFORMATION (Full establishment information should be provided in the body of the Application.)

Provide locations of all manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). include name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g. Final dosage form, Stability testing)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

See original NDA for eastablishment information

f'oss References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current application)

ND 62,780; DMFs: ~

o

FORM FDA 356h (9/02) v ) ) PSC Media Arts: (301) 443-1090 EF . PAGE 1 OF 5
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R | g
~ », This application contains the follovying items: (Check all that apply)

1. Index

. Labeling (check one) [ Draft Labeling {3 Final Printed Labeling

2
3. Summary (21 CFR 314.50 (c))
4. Chemistry section

A.  Chemistry, manufacturing, and controls information (e.g., 21 CFR 314.50(d)(1); 21 CFR 601.2)

B. Samples (21 CFR 314.50 (e)(1): 21 CFR 601.2 (a)) (Submit only upon FDA's request)

C. Methods validation package (e.g., 21 CFR 314.50(e)(2)(i); 21 CFR 601.2)

. Nonclinical pharmadology and toxicology section (eg., 21 CFR 31 4.50(d)(2); 21 CFR 601.2)

. Human pharmacokinetics and bioavailability section (e.g., 21 CFR 314.50(d)(3); 21 CFR 601.2)

. Clinical Microbiology (e.g., 21 CFR 314.50(d)(4))

- Clinical data section (.g., 21 CFR 314.50(d)(5); 21 CFR 601.2)

Ol N[O |

. Safety update report (e.g., 21 CFR 314.50(d)(5)(vi)(b); 21 CFR 601.2)

10. Statistical section (e.g., 21 CFR 314.50(d)(6); 21 CFR 601.2)

11. Case report tabulations (e.g., 21 CFR 314.50(f)(1); 21 CFR 601.2)

12. Case report forms (e.g., 21 CFR 314.50 (f)(2); 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.S.C. 355(b) or (c))

14. A patent certification with respect to any patent which-claims the drug (21 U.S.C. 355 (b)(2) or G)(2)(A))

15. Establishment description (21 CFR Part 600, if applicable)

16. Debarment certification (FD&C Act 306 (k)(1))

17. Field copy certification (21 CFR 314.50 (1)(3))

18. User Fee Cover Sheet (Form FDA 3397)

19. Financial Information (21 CFR Part 54)

0)0|0/0|00|xr|0|0|0|0|ooo|o|o|ooiololololo

20. OTHER (Specify,

S wNa

7.

CERTIFICATION :

| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
warnings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
requested by FDA. If this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,
including, but not limited to the following:

If this application applies to a drug product that FDA has proposed for scheduling under the Controlied Substances Act, | agree not to market the
product until the Drug Enforcement Administration makes a final scheduling decision. .

The data and information in this submission have been reviewed and, to the best of my knowledge are certified to be true and accurate.
Warning: A wilifully false statement is a criminal offense, U.S. Code, title 18, section 1001. :

e

Good manufacturing practice regulations in 21 CFR Parts 210, 211 or applicable regulations, Parts 606, and/or 820.

Biologicat establishment standards in 21 CFR Part 600.

Labeling regulations in 21 CFR Parts 201, 606, 610, 660, and/or 809.

In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR Part 202,
Regulations on making changes in application in FD&C Act Section 506A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12.
Regulations on Reports in 21 CFR 314.80, 314.81, 600.80, and 600.81. . .

Local, state and Federal environmental impact laws.

SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE ' DATE:
' Tan W. French, Ph.D., Chief Scientific Officer 2/3/04
Arthur M. Deboeck, VP and General Manager
i Telephone-Number
» Arthur M. Deboeck, Galephar P. R. Inc. ' (
See original NDA for contact information ' Cipher: 905-696-9380
Galephar: 787-713-0340

4

“ublic reporting burden for this collection of information is estimated to average 24 hours per response, including the time for reviewing
" ftructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information.
:nd comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

-
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FDR/CDER

David G. Orloff, M.D.

Director

Division of Metabolic and Endocrine Drug Products, HFD-510 -

Office of Drug Evaluation I N 000 M&

Center for Drug Evaluation» and Research ORIG AMENDMENT

5600 Fisher's Lane
Rockville, MD 20857

Re: NDA 21-612
Luxacor (fenofibrate) Capsules 50 mg, 100 mg, 150 Mg. S b(4)

Dear Dr. Orloff;

We refer to your letter of December 18, 2003 indicating that the above mentioned NDA is
approvable once additional information has been provided, and our letter of January 7, 2004
indicating our intent to provide that additional information.

In order to finalize our response to your request, we require further clarification of a number of
comments in the letter, specifically:

%
*

Question 7(a) Regarding the proposed analytical methods “Revise the methods for Content
Uniformity (SOP 633.83) and Dissolution (SOP 4) to use reference standard and sample
solution concentrations which are approximately the same.

Based on Cipher’s calculations, the solution concentrations cited above are already
approximately the same (see attached sheet). Could the Agency please provide further
clarification of which_ concentrations are at odds?

Point (C) at the end of the letter “Identity [sic] the tests to be performed for the acceptance of
each lot of each ingredient and for the nitrogen gas”.

Cipher believes that the tests for the acceptance of each lot have already been identified by test
reference number in the NDA, and has interpreted this comment to mean that the Agency would
like to have copies of each of the tests to be performed. Could the Agency please confirm that
this interpretation is correct?

Cipher has also requested clarification from Ms. Valerie Jimenez regarding FDA guidance on
the inclusion of comparative bioavailability claims in product labeling, specifically the use of a
comparator's brand name. It is proposed that this can be dealt with separately from the other
requests for clarification in this letter.

Suite 201, Lauriston, Collymore Rock
St. Michael, Barbados
Tel: (246) 228-9663 Fax: (246) 228-8329

A Drug Development Company



In a telephone conversation with Ms. Jimenez on February 4, 2004, it was suggested that
Cipher request a teleconference to clarify the above mentioned points relating to chemistry &
manufacturing. Please consider this letter a request for a meeting by teleconference, unless it
would be more efficient for the Agency to respond to the questions above in writing, which
Cipher would certainly deem to be an acceptable approach.

Purpose of meeting:

Clarification of questions 7(a) and (C) in the December 18, 2004 approvable letter for NDA-21-
612.

Proposed external attendees:

b(4)

-

Dr. Arthur DeBoeck, Galephar Inc, us Agent for Cipher Pharmaceuticals Ltd
Requested FDA participants:

Ms. Valerie Jimenez
CMC reviewer for NDA 21-612

Background information:
Provided above, and in attachment. No further information to be supplied.
Proposed dates:

February 10 - 13 inclusive
February 16 - 20 inclusive
February 23 - 24 inclusive

If you have any questions or comments, please do not hesitate to call me at 905 696 9380 x 24,

or you can contact ==

¢ _

\,{ .
- o regarding this submission, or on other related

matters.

~E

Yours sincerely,

Larry Andrews

President S
Cipher Pharmaceuticals Ltd.

CC: FDA Central Document Room
Arthur DeBoeck, Galephar PR Inc.

s
A

b(4)
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