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§ -/(w’ DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville MD 20857

NDA 20-702/S-008

Parke-Davis Pharmaceutical Research, Div. of Warner-Lambert Company NOV 5 [997
Attention: Margaret Uprichard, Pharm.D.

Manager, FDA Liaison, Worldwide Regulatory Affairs

2800 Plymouth Road

P.O. Box 1047

ANN ARBOR, MI 48106- 1047

Dear Dr. Uprichard:

Please refer to your supplemental new drug application dated September 5, 1997, received
September 8, 1997, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic
Act for Lipitor (atorvastatin calcium) Tablets, 10 mg, 20 mg, and 40 mg.

We acknowledge receipt of your subrr;issidns_ da_ted October 9 and November 5, 1997.

The supplemental application as amended provides for the following additions to the
CLINICAL PHARMACOLOGY and the ADVERSE REACTIONS sections of the labeling:

CLINICAL PHARMACOLOGY, “Mechamsm of Action,” added to the end of the third
paragraph--

Although frequently found in association with low HDL-C, elevated plasma TG
has not been established as an independent risk factor for coronary heart
disease. The independent effect of raising HDL-C or lowering TG on the risk
for coronary and cardiovascular morb1d1ty and mortality has not been
established. »

ADVERSE REACTIONS, the following_ sentence is added below Table 4--

The events in italics occurred m >2% of patients and the events in plain type
occurred in <2% of patients.

ADVERSE REACTIONS (The following reactions or their italicization is added):
Chest pain; Nausea; Bronchitis, rhinitis; Insomnia, depression, hypesthesia,
hypertonia; Arthritis; Prurltls ‘Urinary tract infection; angina pectoris,
hypertension; Perzpheral edema '
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ADVERSE REACTIONS (The following subsectlon is added.):
Postintroduction Reports
Adverse events associated with Lipitor that have been received since market
introduction, that are not listed above, and that may have no causal relationship
to drug include the following: angioneurotic edema.

We have completed the review of this supplemental application, including the submitted draft
labeling, and have concluded that adequate information has been presented to demonstrate that
the drug product is safe and effective for use as recommended in the draft labeling in the
submission dated November 5, 1997. Accordingly, the: supplemental application is approved
effective on the date of this letter.

The final printed labeling (FPL) must be identical to the draft labeling submitted on
November 5, 1997.

Please submit 16 copies of the FPL as soon as it is available, in no case more than 30 days
after it is printed. Please individually mount ten of the copies on heavy-weight paper or
similar material. For administrative purposes, this submission should be designated "FINAL
PRINTED LABELING" for approved supplemental NDA 20-702/S-008. Approval of this
submission by FDA is not required before the labeling is used.

Should additional information relating to the safety and effectlveness of the drug become
avallable revision of that labeling may be required.

Should a letter communicating important information about this drug'product (i.é. , a “Dear
Doctor” letter) be issued to physicians and others responsible for patient care, we request that
you submit a copy of the letter to this NDA and a copy to the following address:

MEDWATCH; HF-2
FDA

5600 Flshers Lane
Rockville, MD' 20852- 9787

We remind you that you must comply with the requirements for an approved NDA set forth
under 21 CFR 314.80 and 314.81. '
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If you have any questions, please contact Margaret Simoneau, R. Ph Project Manager, at (301)
827-6418. -

‘Sincerely yours,

o FSolob .onSObe/ %)

Director
_Division of Metabolic and Endocrine Drug
Products
~ Office of Drug Evaluation II
Center for Drug Evaluation and Research

cc:
Original NDA 20-702
HFD-510/Div. files
HFD-510/CSO/MSimoneau -
HFD-510/DOrloff '
DISTRICT OFFICE
HF-2/Medwatch (with labeling)
HFD-92/DDM-DIAB (with labeling)
HFD-40/DDMAC (with labeling)
HFD-613/0GD (with labeling)
HFD-735/DPE (with labeling)
HFI-20/Press Office (with labeling)

- Drafted by: EMG/November 5, 1997/\20702508 ap //6777
Initialed by: DOrloff_ D& ///{'/‘?:2\——
final: emg/11/5/97

APPROVAL (AP)
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LIPITOR™ (Atorvastatin Calcium) Tablets : , ;

Lipitor®
(Atorvastatin Calcium) Tablets

DESCRIPTION

Lipitor® (starvastastin ehilclum) is 8 Synthetic lipid-lowering agent. Aloivastatin is Bn Inhibitor of 3-rzdr<;xy-
3-methylglutsrt-coenzyme A (HMG-CoA) reductase. This ca;rws the convralon of HMG-CoA
10 mevalonats, an exrly and ratedimiting step in cholcstored blosynthes!s.

AmVastatin caiclum I8 T R®, R*Y)-2-{4-tiugrophranyl)8. sdlivydroxy-S-(1-mathyletiyl)-3-pheny!-4-
[(phenylamindicarbonyi]- 14 rrole-1-heptanoic i, cakclum ial:{zﬂ)mnyumle. he smpincal Igrmuis

of Storvastatin caiclum is {CyyHy FNO,Ca*3H,0 3ne its moleculer weight Is 1209.42. Its structural formw-
1ai=.

cNa\ '(,cn,

Dbt

N F

2

Atorvantatin catciun Is 3 white to oft white crystami\e powder that s Imioluble in squeous solutlons of

. pH & snd below. Alorvastatin caicium s very sil solublg in distiiied water. pH 7.4 phosphate humiae,
and acctomtrie, $GNEY soluble in @hanol, and feely siubls in methanol.
Lipitor tablets for oot administration comain 10. 20, o 40 mg Morvesiatin and the followling inactve
[ngredionts calcum curbonate, USP. candriiia wax, FCC; vroscarmeliose sodium, NF; hydroxypropy! cél-
s, NF: lactose monofiydrate. NF: magnesium stearata. NF: migrocrystaiine collulese, NF; Opadry
White Y5-1-1040 (hydrewypropyimethylcellulose. polyothyin: glycol, tatc, danium dioxide). polyxarbste
80. NF. simathicont ermulsion.
CUNICAL PHARMACOLOGY
Machanism of Action

] ATORVOSTRIN 15 i1 Setectivee, Gor pRLUvE Inhibitor of HIMG-CoA rdductoss. 1 rats-lmiting crcymme xR e
/ vixts 3-hydroxy-3-methyi-glutaryl-coentyme A to mevalonate. a pracursor of SEerols, including choles
ol Cratnstarol and tiglycerides clrcuiats n tre bioodstream 8s pat of lipoprotein gomploxts. YWith
ultrscrntfugation, these eomplgwns xcpanite imo HOL (nigh-<tensity lipoprotsin), IDL {ntenmed gto-cien-
sity ipoprotisin), LDL (low-consity kpoprolein), snd VLDL (vary {ow-density lipoprotein fractions.
tnglycondas {TG) 8nd cnoIesterot A the liver arc incor wtedd irto VEDL 3nd relgased rto the plasmy for
anlivery to peripheral tissues. L OL ~ formed from and I5 cotabalizod prismarity through the hgh-
affinity LOL recaptor. Ciinical #nd pathalnglc Stirtias show that elevated plasme levels of tetal cholesterol
{1oal-C). LOL<hotesteral (LDL-C), and apolipoprotein B (2po B) promots human stheroacicrosis and are
nsk tacton f0r developing cartiavascular disease. while increased Invely of HOL-C ere 8550CI3%8d with &
decraasers cardiovasculef risk :

n 3rimat modety, Ligitor lowers plasma chalimtirol énd lipoproteln tevels by inhubiting HMG.COA redic-
Laste &ndd cholasterol synthimus in the ver 3nd by Increasing the nuret of Iernk; LOL recepeors on the
celi-surtace to gntoncr: upleke and catadbolsm of LOL: Liplor elso recucas LOL proguction and the nun
ber of LOL purtistes. Ligitor raduces LOL-C in some patients with hamnxygaux farmillsl hypeccholes-
trrolermis (FH). 8 pOpulation that rmrely responds 1o other Upid-lowering medicaton{(s).

A varicty of clinicy! Sturkes have damonstratid that elevatad levels of total-C, LDLLC, and upo B {8 rmen™
vrne complex 1or LDL-C) promot: human &ur Simibyrty, ducreased levets of HOL-C (and ity
wanspon complex, 2po A) sre associated with the o pereent of &tk osts. Epidermiviogic invensu
gauiorn heve established iat Grrdiova ul sy morbidity 3n0 mortality vary directly walth b level Of wal-C

3 LU C. and inversely with 1he vt of HDL-C. Althaugh frequently found in aesociation with tow
MOL-C, clevated plysms TG heg not baen cxtabiishcd a3 an indeperviant sisk factor for coranary et dis-
eme. The ingapendant effoct of raising HDL-C of lawering TG on thue risx for doronary and cardiovascular
avartudity and mortalicy has not hean rtatlished. © - ’

Lipitor rechces totat-C, 1.OLLC, and 6po B in patents wah homozygous und helerozygous FH, nontsmilid
forms ot hypercholexu:ratina, and mixed dysipidimia. Uplior 150 cecuces VDU gno TG ard pro-
Sures vari3bte ngrrses in HOL.C 8n@ apoilpopromgin A-1. The offect of Lipike un Cardlovasc AaT rmorbide
1y And Mortality hub ot bien deuimined.

Pharmacodynamics

AW VIS 35 well Ax same of 1§ Metaboiites ars phaamacologically actve in humans. The liver i the
PricTigry sits of &,l0n and the pnacipsl site of chotegarol syndwisin nd LOL cloaranco. Onug dosagia
rather than systemic drug concerration rormiatos betler with LOLC reduction. individualization of aruy
dosagu should be based on thermprutic reponse (see 0OSAGE AND ADMINISTRATION). .
Pharmanokinotics and Drug Metabnlism

Absorpian: AOIVASLAUR 1S rapidly gbsurbied after aral adnunistrtion. maximum plasra concenuatiant
occur within 1 to 2 hours. Extant of absomption incresses in proponion 10 3rvastatn dose. The sbsolute
wiodvailability of glorvanttin (parent drug) s approximataty 14% and the systemic availability of HMG-
CoA 18JUCLISE InTibitory Activity 15 Spproximately J0%. e low sysuimic avallability is attribuls U
(HESYSITC Clerancy 1n gaxlrointesungl mucosa and/or hepatic Tirst-pass rmetabolism. Althcugh tood
Secmanes the rate and cxtort of dam Absorpuon by spproximataly 25% and 8%. cespectively, a< asscmsnd
by Cmax and AUC. LDL-C reduction & sinslar whether Jtorvastatin Is givan with or without f0od. Pasma
AOVASTALN concrntration st {owe” (@pproximutely 30% for Crmny and AUC) (oltowing evening dnug
AdminsU Ston compared with mnrring. Howeyer, LDL-C raduction IS the $3mg regardiess of the urme of
day of drug adnunistrabon (s DOS. AND ADMINISTRAYION).

Distributun; Mean volume ot distribution Of BtOrVastaun is approxinataly 381 Iitiers. ADrvastsun i 708%
ound (0 PIISNY (rotmns. A bloodfplasm 7300 of spproximaely 0.75 inditates poor drug penetration
o red biood wiis. Based on obyservations in rats, storvastatin is likely e serratad in human malk kor
CONTRAINDICATIONS. Pragnancy and Lactaton, and FRECAUTIONS. Nursing Mothers).

p~~t Possible COPV
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Awry s, qlimﬂ boli to ortho- 2nd parshydroxyiated dervatives and vark
ous beta-oxkiation products. in viboinhibiion of HMG-COA reductase by ortho. arid parahydroxylstad
mctabolitos {5 equivalant 10 that of tex Jo. App y 70% of clreulating Wnibitory activity for
HMG-CoA reductase i3 gtributed 1o active metabalites. n wtro studied suggest the impartance of atarvas.
tatin metabolism bY eytochrorme P45S0 A4, consistent with | g plasma cor hons of sorvas.
wun in humans fotlawt

- Best Possible Copy

ng coadministration with crythromycin, 8 known inhititor of LIS isotyme (we
PRECAUTIONS. Orug Interoctions). in animals, the ortho-hydroxy metabolite undergoes further glu
cyronidatton.

Excretion: Atorvastatin and its rnetabeliu= arc diminated primarily in bitg rollowing hapatic and/or exta-
hepatic MEtRLOIISITY however, the drug does Not IPPERr 1O Undergo anerohepelc fecirculston Mean

@5ma ST half.lifc of sto Ztin in humans is approximately 14 houra, but the half-life of

rhlbitory activity for MMG-CoA reductase is 20 to 30 hours due to tha oo son of active r boli
Less than 2% of & dose of atrvastatin is recovenad In urine lollowlng orsl administation.

Spaciel Popedations

Garlatric: Plasma concentrstions of atorvastatin are higher {(appraxinatoly 40% for Cmax and 30% for
AUCQ) in heaithy aiderty subjects (agc 386 ycars) than in your:j gdutts, LDL-C reduction is comparabic to
that seen in yaunger patiant populations given equat doses of Uplwe.

Podiatric: Pharmacokingtle date in the pediatric poputation arc not avallable.

Gender: Plasru col NS Of SOrVAsALN in worren differ from those (n man (Bpproximstly 20%
highor 107 $max and 10% lower for AUC): however, thene ty no clinlusily sigr In LOLC
reducrion with Ligitor between men 8nd wormen.

Rens! insufficiancy: Renal diseasd i 1w influence an the plasmd concentratons of LDLC reaucton of
Wrvastatin; thus, tese adjustriynt In patients with renal dystunction ks nok necrsxary (see DOSAGE AND
ADMINISTRATION).

Humodistysia: Whilc xtudigy have not beeh conducted in patients with end-5tage renal disease, hemodial:
y¥s 15 not expacted W significantly enhance ci@irance of grom/agiatin Since the drug fx axtantively tound
1o plasma proteins,

Hepatc Insulficiancy: in patiants with chronic sl¢oholic liver dizease, plasma conantrations of Morvas
tatin are aarkedly increased. Crmax and AUC are axch 4-fold greater (n patients with Childs-Pugh A dis-
ease. Crmax and AUC 3re approximately 16-fold and 11.4aid ingreasad, respectivaly, i patients with
Chuids-fugh 8 disease (526 CONTRAINDICATIONS).

Clinlcal Swidieg

Hypercholesterolermio (Haterozygous Fumiltal end Nonfarvial) and Mixed Dyslipideinis (Frodricksor
Typos lis ond lib)

Lipttor reduces toud-C, LDL-C. VLDL-C, apo B, and G, and increasas HDL-C in patients with hypercholes-
terolomiy and mixed dyslipidernia. Thampmtiz mepanse (s seet Withia 2 woeks, and maximum response
I3 usuaity achiwad e 4 weeks and maintalned during ehroni¢ tharapy.

Lipitor s effective in o wide variety of patiant populrtions walh hyperchol esterolemia, with and wittout
hypertriglycsridomia. in man and wormen, And in the racrdy. Expertence in pediatric patients has been
limited w paticnts with Romogygous FH.

In two muiticentge, placebo-CoNtrolied, daN-ri=sponsa studies in pauenrts with hyporcholesterolermia,

Lipiter given i o single dose over 6 wixks sigruficanity reduced total-C, LDL-C. apo B, and YG (Pooled
1esuits ane provided in 13ble 1)

TABLE ¥. Dose-Resporwe In Patiorts With Primary N,rdwluurohmu
(Adjustad Maan X Clvnge From Raseline}’

Dome N TC oLc Ao @ T TIOLC  NonHOLL!
. HOLC
Placeba o N P ) w7 X 7
10 22 20 29 32 a9 6 N
20 n 33 .43 35 .26 ° -0
w0 21 &Y 50 a2 -29 6 A8
80 71 45 €0 0. -37 5 .53

*Results 8re poolad Trom 2 dos&reSpt;nsn stucins
In threa multcenus, doubla-dlind studies in psticats with iy percholeswrrolertus, | ipitor was compared 1o
othert:MG-CoA reductase ireyibrtors. After andomiusion, paugnts weare treated for 16 wirnks vnth aither
Lipit’ r Y0 mg pa¢ day or a3 fixed dosc af the Cunuidbve agent (Tubie 7).

TABLE 2. Mean Paroart Changs Froiv Baseline at End Point
Doty Carttr

te-Buing, R lzod, Acth d Trisls)

Toadtmoert Nun-HDLCS

{Dally Dose) N Tots-C LDOL-C Apc R G HOLC HOLC
Suxty ¥ €
Awrvastatin W0 mg 707 2r 6’ 28" Bhal o7 -3
Lovastatin 20 rng 191 12 . -2? -20 -8 .7 -26
95% Cl for Dilf* 92,85 0.7.-7 3 -10.0, -8.5 -16.2. -1 412,20 113,73
Study 2
Auxvastatin 10mg 2722 25" .t 2 e -6 -36"
Pravastatin 20y 77 2 -23 ar -9 ] .28
95% Cf tor Our' 110.8,-6.1 -14.5 82 13.4,.7.4 14107 49,16 115 41
Sludy 3 )
Atorvaswtin 10mg 132 2 37 14 23 .’ -39
SinwamMle Wy € .24 -30 K 15 i) -33
95% Cl for Dut’ 87,27 101,26 80,11 181,97 43,39 9619

V& cagaiiun vl fur e 3% C1 Rx e 2 v tevary 101 alt wmeupl MR & tor wheeh
.lm valyg tIVors BWrvasIstin. If thu rragm doms notnCkude Q. this mlicaten # wansics!ty 2grulant tifhrenon

R Ty Cet friomm ARCOVA 4005

& Sa il mly Ul wom xR, ANCOVA, 0 WL

3 y diffaront from ANCUVA, 135005

Tha impact on ¢linlcal outcomes of the ditferoness n lipid -sitering effacts Lilween treatrments shown In
Table 2 i3 mot known. Tatie 2 does not dontain dalbs comparing the effects of atorvastan 10 myg 8ad highar
1003 of lovastatin, pravastatin, 3nd stmvastatn. The drugs compared in the stdics surnmanamd 1 the
tavle are ot nocewsanly Intarchangeable. ’

1 3 large clinlcal study, the number of paterts rmueting ther National Cholestorol Fduratian Peagegon-
Adult Tresstrent Pangl INCEP-ATP) H target LOL-C tiveis on 10 mg of Lipitor datly was assessed. AMter 16
weeks, 1560187 (93%) of patients with lexs than 2 ek factors 1o CHD and taxaling LOL-C 2 190 mglal
machad 9 tanget of S160 rmloll 1417216 (85%) Of patients with Z or morg rsk factors for CHD andt LOL-C 2 160
MGAIL gchicved a laved of 130 mgAdL LDL-C, ang 217113 (199%) of patients watts CHO and LOL-C 2 130 mglal.
reachod 3 target level of <100 LoLC.

Harmgrygous Faeillsi Hyporcholasterotenis

1 8 Sludy without 3 CANCUIMRNL COnTrol Group, 29 pauents 3g0s 6 37 years widh honrazygous € H receivid
maxinum dally doscs of 20 to 80 myg of Lipitor. The muan LOL-C reduction in this study was 18% Twanty-
five patients with 3 reduction L1t LIDL-C hid a mean rv-'gmse of 20% (range of 7% 10 53%. modian of 24%y:
e remaning 4 patisnts had 7% w 24% incroases 1n LDL-C. Five ot the Z9 patients had absent LOL-weceplor
tunction. Of thessn, 2 paticnits Mx0 had 8 poadcavs! stunt snd had no Qnificant reduction in LDL-C The
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INDICATIONS AND USAGE

. Brlwrls Indicated as an adjunct 1 dict to roouca eleveted towi-C. LDL-C. 8po 8. and TG levels in patients
th prirmary hypercholesteroleria (heterazygous temiltal and nontamiliaf) 3nd mixed dysiipidemia
{Fraderickson Types fla snd Hb).

Liphor I3 also Indicated i reduce Wl-C and LOL-C tn patiants with homozygous familiat hypeechaoles-

wolw[ll':;l 2% 30 aqiurct to other tipid-lowerng teatments (eg. LOL apheresis or If such treatments sre
unavallable

Tharapy with Ilg!d-aluﬁng agurts shouk! e ¥ cOMponant of Mmuktiple-risk1acor intervention in individuels
8t increased Hak for wther vascular due © hypercholesterolemia. Lipld.aitering agents
should be uzed in addition W 8 Yk restricted In xaturatgd fat 3nd cholwsiercl only when (ha rasponse 1o
diet and ather nonphanTucological measures has been nadequate: (3o National Cholrstaro/ Education
Progrem (NCEP) Guidnlines, summarizect In Yable 3.

_ TABLE 3. NCEP Guideiinas for Upid

Definke LDLCholestaro
Atherosclerotic Two or More Other L
Orsppess Risk Factors Initigtion Minimum

- Level Gont

No No *190 <60

i (x4.9) {<4.1)

No Yos 2160 <130

) Ga) (<3.4)

Yes Yes cr No 2130¢ $100

- e3.4 529

'Cwﬁ:zh—‘t ARorsD Or PoriDharel vesu e diwmrws (Including vy MpONMNG o otkl amery &isoase).

- foea ¢ for goronary hoo't disesse (CHD) indlude: ago Imales: 249 yeary: Romeles: 235 Of DICTMEUN O GV

withoul eserogan repiscame—d Svery py) Nomily b of pramaurs CHO; asrent ] ng: hyperienslon: confirmed

A G S A (O8] oL T o Gl . Sohmemes ok fochor #HDLLC 1 350 gl V5 PG

9in CHO patients with LOLC ovels 100 © 129 maidL. tha phyiltisn whaudd fvo clinical In ‘whatior b
h‘_ﬂ.m yommont

At e time of hospitalization for an acute corchary evint, considaration can be given in intttating drug ther-
apy & dischange if the LOL-C teval Is 2130 mg/dt (NCEP-ATP ().

Prior to Inltistng thavapy with Lipitor. secondsry ¢auses for hypercholesterolommua {ug. paorly controlind
diabutas mellitus, hypothyroidism, nophrotic syndrome, dysprotsinemias, obstuctive liver discase, ather
drug therapy, and aleohaliam) shauld be 8nd 8 lipld tdlle‘geﬂom\ed 0 maasune ws!l.C, LDL-C,
HOLC, 3rw1 TG, For patiants with TG <400 mygidL (<4.5 rnrnolllf. can e estimated using the [ollow:
ing equatiors LOL-C = total-C - 0.20 x {TG} « HOL-C}. For TG tevels >400 mgiol (»4.5 mmodL). this equstion
15 kews accurat and LOL-C concenauations should be drtzamingd gy uitracgntrifugation

CONTRAINDICATIONS

Active liver diseest or ungxplained persistent @evations of serum trnsamirses
Hypersensitivity to any component of 1his rardication.

Pregnancy shd Lactstion

Atherosclanosis Is i chronic process and discontinuation of UPIc-Iowernng drugs durning pregnancy should
have little impact on the cutcoma of long4erm therapy of primary hyprrchalrsterotemly Chiotasterol and
other products of choleserol biesynthests sre assential comp {or tecal develop ® {including syn
i thasis of steroids and ool membranes). Since HMGCoA reductase infii v qr ol syntha-
#ix and posSIbly the synthesis of othar bictogically active substances derved from cholisterol, thay may
€3usa feral hiam whien auministered © pregnant womgn. Thereforo. HMG-COA reductase wihibitory are
conyaindicstad durd n3ncy and In nurging mothars. ATQRVASTATIN SHOULD BE ADMINISTERED
TO WOMEN OF CHil NG AGE ONLY WHEN SUCH PATICNTS ARC HIGHLY UNLUIKELY 1O CON-
CEIVE AND HAVE BEEN INFORMED OF THE POTENTIAL HAZARDS. If the pauent becomes pregnant whilr
taking this grug, therepy should be discontinued and the patem 3pprised of the potntat hmard to tha
tetus.
WARNINGS
Uwer Dystunction

HMGCoA reductase intiibiturs, iue some other (Ipld-lowering Tierapies, heve buen sxsocigted with bio-
chamical abnormalities of liver function. Persistant etevations (>3 s the uppar imit of normal ULN]

on 7 oF tnore Owca HONS) N SeruM trenssrimases ouiTed in 0.7K of pationts who recalved etor
vartatin (n chnical Uists. Tho bxtdence of these sbricvmalities was 0.2%, 0.2%, 0.6% and 2.3% lor 10, 20,
40, wd 30 rng, respectvaly.

One patent in clinical tials developed jBundice. Incriasex 1 fivey tunction wsts (LFT) in other patients were '
oS BS5OCIAWaY wWith jaundice or other clintes! signs or symptoms. Upan dosa Maustion. drug interruntion,
or discontnuation. fransanunase levels returncd to oF Near pretreament levels without saquestor:. Eighteen
of 30 patients with parsistent LFT elevetions continugd treatment with a reduced dose of a10nv aststin.

K v rwcor that liver furettion tewts be performied before tha infdston of Yesunernt, 5t € snd 12
wousks after iniUstion of dwrpy or elevation in dose, snd parlodicalty (eg, semisnnusly] therealer. Uver
8nIyme changes genecally occur in the first 3 months of Uestnent with Rorvastadn Patlents who develop
Increased trenssminast evels should be monitored until the sbnomslitins msoive. Should an incredse in
ALT or AST of >3 times ULN perdist. reduction of dnsa of withdiawal of storvastalin is rocommondad.

Atorveswtn should be uxag with Caution in patients who canwume =ubstantal quantves of slcohdl undior
have 2 history of liver distese. Active livar qliseass o wnexplained pursistont tranzaminaza Alavetions gre
contrmndications to the wse of alorvastatin {xen CONTRAINDICATIONS). :

Skelatal Muscle

Rhsbdomyolysis with acute renal falure sécondary to miyagtabinuie hes boen reported with e
drugs In this class

Uncomplicated myigis Has bann rapored in storvastrin-teotad putierts (snc AOVERSE REACTIONS).
Myopeliy, delingd 35 Museiis aches oF MUSSIE wuskne<s (N CONPNCHION with incrrsas In (regtine phos-
phokinase ({CPK) valury »10 tmes ULN, should be considered in any patignt with diffusd myaigtas, mir-
Cig 1naeve s or waokness. andfor marked elevaton of CPK. Patirmits should de advied to report
promptly ungxplaintd muxcle pIIN. enderncss or weakness. panticulary if accompanied by rrudaisn or

fewoe. Atorvastatin thers py should be dissontinued i mprkediy clevatod CPK levis oonur oF Myopaty is
disgnased or Sulpecied. .

The risk of Mmyopathy gunng UraRkmeat with other drugs In this cl3ss is increawx? with CONCUTEnt adenin.
1=trgtion Of cyclosparing. NbAc 3cid dedvatives, erythronycin, alacin, or azole antfungals. Physicians con.
. sidpring combined thergpy wath atorvasustin and fibric acld derivatives, ein, Immunasuppres-
. sive drugs, azole antifungels. of lipid-lowering doxex of aiscin should carefully waigh the potentisl bene-
\ s ana risks andg should carefully monitor puti ents for any Signs of By of myseis pain, tende-
| ncss, or wankness, particulary duniag te inftial months of thgrapy ana during 3ry of upward
i dosage: litration of either drug. Periodic creating phosphokisisse determenations may be considered
1" SUCh Situstions, but there is NO assuranca that such Mnitdrng witl Erevent the ogcurrcrcg of severe
myopathy
Awrva w:t;:nmormbu e ly il or disc dinany p wWAth un scute, sert
ous O YU [ lwopl ¥ or heving 8 fisk Mctor predisposing to the developrment of renat
failure sacondery to shabdamydysis (eg, Sov-'o"l,unn infaction, hypotension, mafor sukgory, trsuma.
Sevore melauolic. endocring and sectolyte disorders, and uncontrolled selzues).

Best Possible Copy
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PRLCAUTIONS
Gonersi

- Before Imstituting therapy with slorvastatn, an attizm should be rrede to control hypereholestarciem|s
with approprinu: diet, exercise, and wedﬁ‘ht teduction in gbese petients, and to Ueat other underying
meaical problesms (see INDICATIONS AND USAGE).

Informnation tor Petients

Patients should be asdvlsad 1o report promplly unexplsined mwxcle poin, 1BNUErNass, of weakness, partic
ularly if acconpsnied by malatsa or faver.

DOrug intaractions

The risk of myopnthy duilig trestmeent wilh othor drugs of this Class IS incressed with concumet admin-
istration of ¢yclosporine, fbric acly derivatives, nlacin {ricotnic acld), erythvormycdn, smle arntifungats
(see WARNINGS. Skelctrl Muxsin).

Ardacid Whon atorvastatin and Maalox® TC suspension were nnistered, p cor of
swrvaststin docraasad approximately 35%. However, LOL-C reduction was net attarod.

Antipyrine: Becguse atorvastatin does not sfiect the phanmacokineties of srtipyrine, intaractions with
ather drugs mstahalizmed vig the same cytochrome lsoxy &g Nt d

p
Cotastipol: Piasma concentrations of storvaststin dacreased approximataly 258 when colestipol and
Atnrvaztatin wara coadiministered. However, LDLC reduction was greater whon atorvasttin ond
colesypal were condministarad than when either drug wes given alone.

Simetidng Atonvgstatin plesma concantrations 3nd UDL-C reduction were not attered by coadminista:
vion of clmeigine. .

Digoxin: When multipls dosgs of atorvastetin and digown were cosdministered, stoudy-state plasmd
digoxin concortrations incesasnd by approvimatety 20%. Pstients baking digown shouid be monitored
appropriswty.

Erythromycin: In husltny indwiduals, plasma concentrations of torvastatin increased approximetaty 40%
with COIAMINISIrAtion of aldrvarstatin xnd erythromycin, 8 known Inhibitar of cytochmome P4S0 3AL {sex:
WARNINGS. Skeietl Muscig).

Orel Contraceptives: Coadrmnistration of 2torvastatin and an orzl controcoptive increased AUC valuus for
norethindrone and attunyl estradiol by spproximatoly 30%.and 20%. These intreases should be consid-
ared when selrcting an gral contraceptive for 3 woman taking storvastatin.

Warfarin: Atarvgstatin had no ¢linically significant sffect on peothrombin e when administered to
patints racgiving chronic warfarin tvatmont

Other Concomitant Tharspy: In clinical studies, aorvastatin was used concomitanty with antinyperten-
sive agents andg rep ent therapy withgut gvidence of ciinicslly significant adverse Interao-
tions. Inweraction studies with specific agants have not been conducted.

Endocrine Function

HMGCoA reductase InhIbILOrs iaterfere with cholrsprol synthesis and thieorcticalty imaght blurt adrenal
andlor gunudal steraia production. Clinical Studirs tve shown that storvastitin does not raduce basal
planvs conisg! CONCentiation o Impan admgl reserve. The effects of MMG.CoA reductass Inhibiters on
male fertlity nave nat bagn studied In adequate numbers of patients. The effects. if any. on the pRultary-
gonadal avis In premenopausal woman ara unkaown. Caution should be rimreised 1T an Ul A reduc-
tave intuibitor 135 9dministesed concormiantly with drugs that may decrearse the igvets or acuivity of
2ndogenovus stroid harmones. Such 8s ketuconarole, spironciactone, and clrrustidina.

CNS Taxicity

Bran hemorrnage was soun in o femalc dog treand 1o 3 months ot 120 mg/kg/day. Baain hennchaoge
and VPtic nEvve Vacuolpuon were séen in another female dog that was secrificed in mortbund condltion
afer 11 weeks of excalsting doses up 10 280 mo/kygidey. The 120 mokg dose resulnd in a sy=tamis 8xXpo-
sur: approvimately 16 imes thx: hurmun plasma area-underue curvi: [AUC, 0-24 hours) based on the
maxiniurn human dose of 80 moiday. A Singl: tonic conrvulsion was seen in each of 7 male dogs (one
©ooWwy vt 10 mg/hgiday and O 3t 120 siwyfy/duy) in a 2-yenc study. No CNS igsions have: boen

1N mice atiar Chronic treatrnert far up to 2 y3ars 3t doses up W 400 mg/kgruady OF in rats 8t Joscs up to
100 mg/kg/iany. Thess doses were 8 16 11 timns {mousa) and 8 10 16 trthes (rat) the hurnan AUC {0-24)
BIsed On the Maximum rcgrmended human dose of 80 mglaay.

CNS vascular lesions, charactariznd hy periviscutar hermorrhages, adamg, and mononuciasr cal Infitra-
tion Of piivaicUIdr 3paces. Nave been obxerved in dogs treatad with &hor rmusmbers of this class A
chermnically Mmutagr grug in this ¢lass progucisd oplic nerve degengration (Wisiterian degenerstion of retno.
genicutae fluars) In clinically normal dogs in  dose-dependent faxhion Mt 3 dose thet produced plasma
drug levels sbaut 30 times higher thas the rmean drug Isvel in humans wWking the lighest recommended
(2220

Carcinoganess, Mulagenesls, Inmpeirmaent of Fertility

I 3 2-year carcinogrieity Sty in cats 8t dose tovels of 10, 30, and 100 mgghisy, 2 rang tumors were
found 1n muscle I high-dose fermales: 1n One. there wes 8 rhabdomyosancommd i, in snother, thve was
A fitrovircoma. This dosa reprasenms § plysmy AUC (0-24) value of approximstely 16 timas the maan
human plasma drug cxposura atar an 80 myg oml dose.

A 2-yc3r carcnogenicity study sn mice given 100, 200. &r 400 engiug/day résuitrxt in 9 siyralicent increwse
10 i 290n0mIs 10 high-8ose malay and er cCinomas in high-dase fomates. These findings

Gecurrid at pasmg AUL (0-24) vilues of appmxrmataly 6 thihes the mean huyman plasaig dug exposure
after an 80 g oral dose. : -

N w0, Arvantithin was Not Muagenic or clastaganic in the folIowing teats with and without me@botic
AcVotion he Ames test with SWmongla typhintrivm nnu Escruyichiy coll the HGPRT forwasrd muty-
tion ussiay i1 Chinase hanister luag cits, and the Chromosoms! aberration assay 1IN Chiness hamsier lung
cells. Arvinbein was NEgative in INe #) vivo mounn miccon Ic18us 1est

Studics In A% paifomyed st duses up 1o 175 mgig {15 Unas the human exposurt) produced no chenages
w teavility Thnerie was aplashs Aind aspermia ln tne epatidyrmus of 2 0t 10 s traated with 100 mghkg/day of
awrvintntin for X aonths (18 i trur human AUC at the 80 i) Jose): usstis weights were significantly
fower at 30 and 100 mglig) and sptdidyrng | woight was lowar at 100 mg/kg, Malc rats griven 100 mg&kgiday
161 11 weeeks prior to mating had deermmues spirm moniity. spermatid hésd concamraton, and increased
3DAOH AL SPETITL ADAVISIIIN $8USR 10 BV SHECTS O SBMEN Porarneten:, or MEnadLugTive ormyan
‘hnvopithotogy oY 049 given dases of 10, 40, o 120 mglkg for iwo yoiws.

Pregnancy

Pragnancy Category X

Saa CONTRAINDICATIONS

Sataty i pregnam wonen hag not boen established. Atorvistitin £msses Uik rat placanta snd rgaches a
tevel 10 fotstl hver 2qQuiv3ignt 1 that of muternal plazey. Atorvasaitin was not tertogonic in 13y o taues
up to 300 Mglkyiaay or in cabbits 3 doses up 10 100 mgikgaday. These 0oses rsuitnd in multiples of
b0t 30 unes (rat) or 20 simes (rabbiy the hurmsn gxpostire Based on surface ama (Mgl

{n 3 ®udy in ruts given 20, 100, ur 225 mgfugiday. from gesttion dasy 1 thiough to lsctalon dry 21 fwean-

g}, there wirs dacreased pup survival ot birth, ngongle. wesning. and mMaturity In pups of mothers dosed

with 725 ongig/day. Bady wright was dgcreased on duys 4 andd 21 i pups Of rathors doged at 100

mglkgfany: pup HOdy weight was détreused 9t birth and 8L days 4, 21, and 91 at 225 mghkgldny- Pup

doveloprient was dotayed (G006 Peroryrce st 100 mgkgilyy 3n0 acousic startin 3t 225 moigiday.

pinnag datachment snd iyr apening #t 223 mo/kg/day). Thiese foses comespond W 8 tmes (100 mg/kg)

and 22 tmas (225 mg/kg) the burrmn AUC at 8D mg/day.

Rére report:: of congenitat sncrnaties higve born mceives following intrustenng exposure W HMG-CoA

roduClase mhibitar: Thara has haan nne e of savam conqeritsl bony deformity, Uaehgo-8soph

Histuld. ued anal amsa (VATER 8550CiaUotd in 2 haby DO/ [0 B woman who ok Iovestalin with dox- so_ 7 ,,\(f‘
trosmphitamice sulfgle during the: first timester of pregnancy. LIPItOT ShOUI De sdministorad (o womén | AR s Pt RNk mbpy
Ol Ehiks brearing pOENTaT oNly when Such pabents 2re highly unikely to concrive and have besn b [ DA o
IMtormed o the potentarl hazacds. It (he woman biecomiss pregaant while taking Liptor, it should be dis
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Nursdng Mothers
Nursing rat pups had plasme and ilver drug levels of 50% and 0%, respectivety, of that in dieir mothnr’s
milk. Secause of tha patantial Tor adverse reactlons in nursing infants, women taking Uphtor should not
breast.fond (s¢e CONTRAINDICATIONS). i
Pediatric Use .
Treatment experisnce In a pediatic population Is lhinitad o doses of Hflwr up to 80 mg/day for 1 year In
8 prtlents with homoxzygous FI{. No linicatl or tiochemicel ebnormalitics wore reported in these putenty,
None of those patients was balow 9 yesrs of sge.
Ganlatric Use
Treatment exparitncn in 3duUits age 270 yuars with dosas of Upitor up w 80 mgiday has been evaluated In
221 poucnts. The safety and rrticacy of Upiwr in this populaton were similar 1o thaas of patients <70
years of sge. :
ADVERSE REACTIONS .
Liplor is generally wolidolargied. Adverso reactions have usually boen mila and transient In controiled
clinical studies of 2502 putients, <2% of patents werc discontinued due to advarsn cxperlences
attribuable to storvastatin, The most frimquent adverse events thought to be related o starvastatin were
constpation, flatulence. dyspapsia. and ahdorminal paln.
Clinlcsl Adverse Expaviances
Adverse experiences porngd in 22% of patients in placgbo-oonrolied clinic skudios of atorvastatin,
regardiess of Causality assesment, 39 Shown In Table 4.
TABLE 4. Advarse F e P Conuolied Studies
(% of Patioras) <
BOOY SYSTFM Placebo Ator ' Ator Aorvestatin Alor '
Adgverse Event 10 my 2mg 40mg 80mg
. N =270 N - 883 Ne 38 N«79 N=94
BOOY AS A WHOLE
Wiecton 0.0 103 2R 0.1 74
Headache 70 X 167 ’ 25 6.4
Accldgrital Wjury 37 4.2 0.0 1.3 17
Fiy Synarome 1.9 22 00 2.5 32
Abdominat Pain 07 2.8 Qo 38 21
Back Palin 30 28 0.0 38 11
Nterglic Reaction 26 09 28 13 00
Asthenis 19 2.2 0.0 38 0.0
DIGES TIVE SYSTEM
Constipation 18 21 0.0 . 25 11
D:prrhes 15 27 o 3.8 5.3
Dyspepsta (8] 23 2.8 1.3 FA
Flawience 33 2.1 28 13 11
. RESPIRATORY SYSTEM
\' Slausius 2.0 28 0.0 2.8 6.4
Pharyngitis 1.5 2.5 0.0 1.2 21
SKIN AND APPENDAGES
Razh 07 39 2.8 38 1.1
MUSCULOSKELFTAL SYSTEM
Asthraigla 15 20 Q0 s 00
Myalgin kA © 37 5.6 1.3 0.0
The foliowing adverse events wers reported. regardless of causalit Yt in patients with
atorvasiatin i clinical trials. The events in 1Blics oceurrixt 1In 22% of patients and the cvonts in plgin type
occurrnd IR «2% of patigvs.
Bodty w3z a Whole: Chest parn. ticy gUema. fover, nack figidity, mataise, pholoscrsiuvity reaction, genarsi-
io301 edema.
Oig Systorrs N, Qastroentens, fiver functon tCsts abnonnat, cotits. vomiting, gastritls, dry
mouth, rectal hemorrhoge. @50phaglus, eructatiosn. glossiths, mauth ulcaration, anorexiy, increased
appetity. stomatiti=. billary pain, chollivs, ducdenal uicer, dysphegla. cntorys, ineleny, gum hemorrhings,
stomact ulcer, tgnesmus, ulcarative S1orutitis, hepatit's. pancreatitis, cholestatic jaundice.
Respirstary Systane Ranchitls, rhinlte. pocumonts, dyspngy, asthng, epistaxls.
Nervours Systerc tnsonia, dizrngss. paresthena, somnolence, pmnesla, 8bnowmal drearms, litkdo
decreasnd, armationat lability, inecordination, porghersl neuropachy, lorycoliix, 1a¢ial paralysis, hyparkine.
xia, cepresglon, hypestnesia, hypertonia, . .
Musculasisetal Systarve Arthwilis. log cranyyy. BUrsius. tRNOSYHUVILY, Myastiene, leAdinous contracture,
MYCsivs.
Sian 3nd Apgwndages: Prusnits. contact dermatitiy. alopecls, dry skin, swesting, agne. urlicana, GCzema,
sahorrey, skin ulcar .
Uraganital Syone Urinary trect micction, urinury trequency, Gystilis, Rermssaina. inpotence., dySuria, kig-
noy c3lculus, nocturly. epididyrmitls. oroeystic broast, vaginal Aormorshage, alburminuria, breast onlgrge-
Ment meroragis, nephnus. urlinary inconbngnce, urinary retention. urinary urgency. abriormal ajaculs
Uon. yerine hemormage.
Sproul Sensex Amblyopla. Unditus, dry ayes. refisction disorder. eyt nemanmage. destnass, glavcomy,
PITOSIME, sty 1055, 1aste prrversion.
Cands lar Systanx Falpitstion, vasodilatation. syncope. migraine, posturs! hypotansion. phicbitis,
arthythmuy, Inging pectorns, hypertension.
Metsbolic and Nutriitioral Olsorders: Fesipharl odema. hyperglycnmia, créeatine phosphakinase incragsed,
got, welgit gain, ypoglycedis. -
Hemic ot Lymphatic Systany Ecchymosis. anerria. tymphudannpethy, thrombecytoperna, pawchis.
Postntoduction Repornts
Adverze avenis gssociated with Uiptor that hiove buen recelved $K08 Nusrknt itroducUon, thert a7g nok istad
above. and thit may have NO causal miRtIonship to drug inciude the foRowing: zngionewotic coema
OVERDOSACE
There ix no sprciiic ueatmenl for Atorvasutin overdosage. In the gvent of sn ovardose, the p-ﬂierw should : .- i VNN
.ba treatad symptomatically, And Supportive e ures Invtituted a5 requimnd. Due 10 extnnsive drug teneting i '\-’

to plasma protoing, herodialysis is not expoctad to sIgaficantly rnhance slrvastatin clearsncn.

Sy
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DOSAGE ANO ADMINISTRATION

The Jmem shoutd bo plgead on 2 standard tholestenol-iowering diet brtare recetving Lipror 3ng should
contnue on this diet during trestrment with Lipltor.

H ' a (Heterozygous Famitial snd Nonfamille) and Mixed Dystipidamia {Fredrckson
Typws Bu arw Hb)

Tha recommended styting dose of Lipitor Is 10 mg once dally. The dosago range s 10 to 80 mg once dally.
Liphor oz be adrministared a5 @ singlc doye st any tYme of UiQ aay, with Or without food. Therspy shouks
be Individuaiized agoording to goal of therapy snd respane (xne P Guidalines, sumimarized in Table 3).
Anpr initiption andior upon ttraton of Lipitsr, ipld Iavals should bé ynalyznd within 2to 4 weeks Jnd
doyage sfustod gly.

Since the goe! of treatmant s to lowar LOL-C. the NCEP recommonds that LOL-C levels bC vsid g initiate
3nc1 asess tragtment respanse. Only if LOLC lsvels 3ra not avallsble, should tota!-C br used to monitor
therapy. )

Homorygous Ferilial Hyperdholosterolernia

Tha dosge of Upttor In patisns with homoltygous FH is 10 to 80 mg dally. Lipior should be used 23 #n
adjunctto other lipld-lowaring treatoents (8g. LOL spheresis) in these patients or If such treatments ar
unavaiavle.

Concormitatt Therspy
Atorvasiatin may b usod in combination with 8 bl acld binding resin for additive Mot Thy Wit Wit UON

of HMG-LoA reductase inhiblars srd fibrates should generally be avoided (o WARNINGS. Skalotal
Muscle, snd PRECAUTIONS, Orug Interections for other drug-drug interacdons).

Dosage In Paterts With Ranat insulfdancy

Renét disemse docs not HTect the plasna concent: sbons nur LOLL raduclion Of atoivastsln, thus, goxage

agustment in pauerts with mnat dystunction is not necessary (see CUNICAL PHARMACOLOGY.
Pharmrncokingtcs).

HOW SUPPUED

Upitor t3 suppiied as white. eliiptical, fiim-cantad tablots Of 1ONVastatin calcium contxmng 10, 20. and
40 mg atorvastatin.

10 rng tablets coded “FD 1557 0N One Side nd “10” on the other

NO0O710155-23 pottles of 90
NQO71-9155-34 botues of SU00
NOO71-G15540 10 x 10 unk dose bitsters

20 g trblety coded “PD 1567 on ore side and 707 on the other.

NO071-0156-23 botties of 80
NOG71.015640 10 x 10 unit gose bliswer

40 mg tetéets: coded "PD 157" on one 5ide and "407 gn the uthur.

NOOZ1-0157-23 botlles of 90

Storsge .

Store Bt conroled room tormporatura 20 C 10 25 T (68 ¥ 1o 77 F) {soa USP].
Caution - Federal law prohibits dispensing without presription.
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Public Health Service

Food and Drug Administration
Rockville MD 20857

NDA 20-702/S-008

SEP 4 1938

Parke-Davis Pharmaceutical Research, agent for
Warner-Lambert Export, Limited

Attention: Byron Scott, R.Ph.

Director Worldwide Regulatory Affairs

2800 Plymouth Road

Ann Arbor, MI 48105

Dear Mr. Scott:

We acknowledge the receipt of your April 18 and December 10, 1997, submissions containing
final printed labeling in response to our letters approving your new drug application (NDA) and
supplemental application, S-008, respectively, for Lipitor (atorvastatin calcium) Tablets.

We note that your additional supplemental application_s S-003 and S-005, approved on July 10,
1998, supersede these applications. Therefore, we will not review these applications but they
will be retained in our files. : :

If you have any questions, contact Margaret Simoneau, R.Ph., Regulatory Management Officer,
at (301)827-6418.

Sincerely,

e

olomon Sobel, M.D.
Director _
Division of Metabolic and Endocrine Drug Products
Office of Drug Evaluation II ‘
Center for Drug Evaluation and Research



e
S

NDA 20-702
Page 2

cc:
Archival NDA 20-702
HFD-510/Div. Files
HFD-510/M. Simoneau
HF-2/Medwatch
HFD-102/ADRA
HFD-40/DDMAC
HFD-95/DDMS
HFD-613/0GD
HFD-735/0PDRA
DISTRICT OFFICE

Drafted by: Mas/August 28, 1998

Initialed by:E.Galliers8.31.98

final:Mas8.31.98 '
filename: 20702.AR /@Wg/ 747y

ACKNOWLEDGE AND RETAIN (AR)
April 18,1997 (N-doc-FA)
Dec. 10, 1997 (S-008)



201 Tabor Road Phone: 201-540-2000
Morris Plains, NJ
07950

ORIGINAL

(ﬁ PARKE-DAVIS | December 10, 1997

. _?eople Who Care . B g
| | NDA. 20-702 / S-00
| | Ref. No. 55

Lipitor® (atorvastatin calcium) Tablets

Re: FINAL PRINTED LABELING

‘ for Approved Supplemental
NDA 20-7927S-008 ‘
Solomon Sobel, M.D.

Director
Division of Metabolic and Endocrine
Drug Products (HFD-510)

;@5 nEc'D'

Document Control Room 14B-19
Center for Drug Evaluation and Research /
Food and Drug Administration { DEC1/1] 199”

5600 Fishers Lane
Rockville, Maryland 20857

Dear Dr. Sobel:

Reference is made to our approved NDA 20-702 for L1p1t0r® (atorvastatin calcium)
Tablets.

Reference is also made to your letter of November 5, 1997, which approved our
labeling supplement (S-008) submitted on September 5, 1997. This supplement
provided for additions to the CLINICAL PHARMACOLOGY and ADVERSE
REACTIONS sections of the labeling. In your approval letter, you requested sixteen
copies of final printed labeling as soon as it was available.

Per your request, we are providing you with sixteen copies of the final printed labeling
in Attachment 1. The specification number of this package insert is 0155G023 and the
revision date is November 1997

If you have any questions or require additional information, please do not hesitate to
contact me at 973/540-3113 or FAX 973/540-5972.

REVIEWS COMPLETED

Sincerely, ~ !
630 ACTION: C WMA W
v

Clwerter CInAL [CIMEMO

CSO INITIALS DATE Advertising and Labeling
1 - Worldwide Regulatory Affairs
JP\sv\rm  t:\nda\20-702\120897-55

Attachment

A Division of Warner-Lambert Company
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coniTea ry; 8 populauon AT rarely 1ESPONTS 10 OMer npidlowering medicatiori(s). o

A variety of clinical studies have demonstrated that elevated levels of total-C, LDL-C, and apo B {(a mem-
brane complex for LDL-C) promote human atherosclerosis. Similarly, decreased levels of HDL-C {and its
transport complex, apo A) are associated with the development of atherosclerosis. Epidemiologic investi-
gations have established that cardiovascular morbidity and mortality vary directly with the levelof total-C
and LDL-C, and inversely withi the levei of HDL-C. Aithdugh frequentiy found in association with low
HDL-C, elevated ptasma ¥G has not been blished as an independent risk factor for coronary heart dis-
ease. The independent effect of raising HOL-C or lowering TG on the risk for coronary and cardiovascular

morbidity and mortality has not been established. _ i

Lipitor reduces total-C, LDL-C, and apo B in.patients with homozygous and heterozygous FH, hanfamilial
forms of hypercholesterolemia, and mixed dyslipidemia. Lipitor also reduces VLDL-C and TG and pro-
duces variable increases in HDL-C and apolipoprotein A-1. The effect of Lipitor on cardiovascular morbidi-
ty and mortality has not been determined.

Pharmacodynamics

Atorvastatin as well as some of its metabolites are pharmacologically active in humans. The liver is the
primary site of action and the principal site of cholesterol synthesis and LDL clearance. Drug dosage
rather than systemic drug concentration correlates better with LDL-C reduction. Individualization of drug
dosage should be based on therapeutic response (see DOSAGE AND ADMINISTRATION]).
Ph kinetics and Drug M, . -
ion: Atorvastatin is rapidly absorbed after oral administration; maximum plasma concentrations
oecur within 1to 2 hours. Extent of absorption increases in proportion to atorvastatin dose. The absolute
bioavailability of atorvastatin (parent drug) is approximately 14% and the systemic availability of HMG-
CoA reductase inhibitory activityis approximately 30%. The low systemic availability is attributed to
presystemic clearance in gastrointestinal mucosa and/or hepatic first-pass metabolism. Although food
Jecreases the rate and extent of drug absorption by approximately 26% and 9%, respectively, as assessed
oy Cmax and AUC, LDL-C reduction is similar whether atorvastatin is given with or without food. Plasma
atorvastatin concentrations are lower {approximately 30% for Cmax and AUC) following evening drug
administration compared with morning. However, LOL-C reduction is the same regardless of the time of
1ay of drug administration (see DOSAGE AND ADMINISTRATION).

Jdistribution: Mean volume of distribution of atorvastatin is approximately 381 liters. Atorvastatin is 298%
sound to plasma proteins. A blood/plasma ratio of approxirnately 0.25 indicates poor drug penetration
nto red blood cells. Based on observations in rats, atorvastatin is likely to be secreted in human milk {see
“ONTRAINDICATIONS, Pregnancy and Lactation, and PRECAUTIONS, Nursing Mothers). :

Vetabolistm: Atorvastatin is extensively metabolized to ortho- and parahydroxylated derivatives and vari--
us beta-oxidation praducts. In vitro inhibition of HMG-CoA reductase by ortho- and parahydroxylated
netabolites is equivalent to that of atorvastatin.-Approximately 70% of circulating inhibitory activity for
1MG-CoA reductase is attributed to active metabolites. In vitro studies suggest the importance of atorvas-
atin metabolism by cytochrome P450 3A4, consistent with increased plasma concentrations of atorvas-
atin in humans following coadministration with erythromycin, a known inhibitor of this isozyme (see
*RECAUTIONS, Drug Interactions). In animals, the ortho-hydroxy metabolite undergoes further glu-
uronidation, - :

ixcretion: Atorvastatin and its metabolites are eliminated primarily in bile following hepatic and/or extra-.
1epatic metabolism; however, the drug does not appear to undergo enterohepatic recirculation. Mean
Nasma elimination half-life of atorvastatin in humans is approximately 14 hours, but the haif-life of
nhibitory activity for HMG-CoA reductase is 20 to 30 hours due to the contribution of active metabolites.
-essthan 2% of a dose of atorvastatin is recovered in urine following oral administration.

special Populations .
3 Plasma co! ions of aton in are higher (approximately 40% for Cmax and 30% for

\UC) in healthy elderly subjects (age 65 years) than in young adults. LDL-C reduction is comparable to
hat seen in younger patient populations given equal doses of Lipitor.

‘ediatric: Pharmacokinetic data in the pediati'ic population are not available.

H Plasma cor ions of ator irs in women. differ from those in men {approximately 20%
ligher for Cmax and 10% lower for AUC); however, there is no clinically significant difference in LDL-C
eduction with Lipitor between men and women..

Al

lenal Insufficiency: Renat disease has no influence on the plasma concentrations or LDL-C reduction of

torvastatin; thus, dose adjustment in patients with renal dysfunction is not necessary {see DOSAGE AND
\DMINISTRATION).

lemodialysis: While studies have not been conducted in patients with end-stage renal disease, hermodial-
sis is not.expected to significantly enhance clearance of atorvastatin since the drug is extensively bound
> plasma proteins. - o ’

lepétic Insufficiency: In patients with chronic 'alcoholic liver disease, plasma concentrations of atorvas-
1tin are markedly incréased. Cmax and AUC are each 4-fold greater in patients with Childs-Pugh A dis-
ase. Cmax and AUC are approximately 16-fold and 11-fold increased, respectively, in patients with-
hilds-Pugh B disease (see CONTRAINDICATIONS). .

finical Studies

ypes lla and lib)

ipitor reduces total-C, LDL-C, VLDL-C, apo B, and TG, and increases HDL-C in patients with hypercholes-
wolemia and mixed dyslipidernia. Therapeutic response is seen within 2 weeks, and maximum response
i usually achieved within 4 weeks and maintained during chronic therapy.

ipitor is effective in a wide variety of patient populations with hypercholesterolemia, with and without
ypertriglyceridemia, in men and women, and in the elderly. Experience in pediatric patients has been
mited to patients with homozygous FH.

| two multicenter, placebo-controlled, dose-response studies in patients with hypercholesterolemia,
ipitor given as a single dose over 6 weeks significantly reduced total-C, LDL-C, apo B, and TG (Pooled
1sults are provided in Table 1). - .

Yg Famifial and Nqnfamiliall and Mixed Dyslipiﬂemia (Fredrickson

: gi'b;ﬁe‘;t;‘ﬁsa'i%To'zzsz?;c?e‘;;s:s"i';,‘iﬁ'c”fﬁo;;f“gﬁe"‘z‘s‘;;&é:t;zszz’a;::?t‘sc;e‘;’;{&
functu_op. Of these, 2 patients also had a portacaval shunt and had no significant reduction in LDL-C. The
remaining 3 receptor-negative patients had a mean LDL-C reduction of 22%.

INDICATIONS AND USAGE -

Lipitor is indicated as an adjunct to diet to reduce elevated total-C, LDL-C, apo B, and TG levels in patients
with primary hypercholesterolemia (heterozygous famifial and nonfamilial) and mixed dyslipidemia
(Fredrickson Types lla and iib).

Lipitor is also indicated to reduce total-C and LDL-C in patients with homo:
terolernia as an adjunct to other lipid-lowering treatments (eg,
unavailable.

Therapy with lipid-altering agents should be a component of multiple-risk-factor intervention in individuals
atincreased risk for atherosclerotic vascular disease due to hypercholesterolemia. Lipid-altering agents
should be used in addition to a diet réstricted in saturated fat and cholesterol only when the response to

diet and other nonpharmacological measures has been inadequate (see National Cholesterol Educati
Program (NCEP) Guidelines, summarized in Table 3} Heation

zygous familial hypercholes-
LDL. apheresis) or if such treatments are

__TABLE 3. NCEP Guidalines for Lipid Manage
Definite - LDL-Cholesterol
Atherosclerotic Two or More Other mg/dL (mmol/L)
Diseaser Risk Factorsb Initiation . Minimum
Level Goal
No No >190 <160
4.9} (<4.1)
No Yes 2160 <130
4.1} {<3.4}
Yes Yes or No 2130¢ <100
_ - 3.4 1£2:6)
:Coronary heart disease or peripheral vascular disease {including symptomatic cai

1 v a rotid artery disease).
Other risk factors for coronary heart disease {CHD) include: age (males: 245 years; females: 255 years or premature menopause
without estrogen replacement therapy); family history of premature CHD; current ciy king; ht ion; confi
ROL-C <§5_ mgldl._(<o.91 mmolA); and diabetes meilitus. Subtract 1 risk factor if HDL-C is >60 mg/dL (1.6 mmol).

€In CHD patients with LDL-C levels 100 to 129 mg/dL, the physician should ise clinical jud in deciding whether to

initiate drug treatment.

At the time of hospitalization for an acute coronary event, consid
apy at discharge if the LDL-C fevel is >130 mg/dL (NCEP-ATP 1i).

Prior to initiating therapy with Lipitor, secondary causes for hypercholesterolemia (eg, poorly controlled
diabetes mellitus, hypothyroidism, nephrotic syndrome, dysproteinemias, obstructive liver disease, other
drug therapy, and alcoholism) should be excluded, and a lipid profile performed to measure total-C, LDL-C,
HDL-C, and TG. For patients with TG <400 mg/dL (<4.5 mmoiA), LDL-C can be estimated using the follow-
ing equation: LDLC = total-C -(0.20'x [TG] + HDL-C). For TG levels >400 mg/dL.(>4.6 mmol/l), this equation
is less accurate and LDL-C concentrations should be determined by ultracentrifugation.
CONTRAINDICATIONS

Active liver disease or unexplained persistent elevations of serum trénsaminases.
Hypersensitivity to any component of this medication.
Pregnancy and Lactation

eration can be given to initiating drug ther-

CEIVE AND HAVE BEEN INFORMED OF THE POTENTIAL HAZARDS. If the patient becomes pregnant while
ft::xjng this drug, therapy should be discontinued and the patient apprised of the potential hazard to the

S, .
WARNINGS
Liver Dysfunction .
HMG-CoA reductase inhibitors, like somie other Iipid-!ovilering therapies, have been associated with bio-

chemical abnormalities of liver function. Persistent elevations (>3 times the upper fimit of normal JULN]
oewrr!'ng on 2 or more ions) in serum tr: i d in 0.7% of pati wh tor-

1 p 0 received ai
nin clinical trials. The incid of these ab lities was 0.2%, 0.2%, 0.6%, and 2.3% for 10, 20,
40, and 80 mg, respectively. .

One patient in clinical trials developed jaundice: Increases in liver function tests (LFT} in other-patients were
not associated with jaundice or other clinical signs or symptoms. .Upan dose reduction, drug interruption,
or discontinuation, transaminase levels retumed to or near pretreatment levels without sequelae. Eighteen
of 30 patients with persistent LFT elevations continued treatment with a reduced dose of atorvastatin,

It is recommended that liver function tests be performed before the-initiation of treatment, at 6 and 12
weeks after initiation of therapy or elevation in dose, and periodically (eg, i y) th fter. Liver
enzyme changes generally occur in the first 3 months of treatment with atorvastatin. Patients who develop-
increased transaminase levels should be moriitored until the abnormalities resolve. Should an increase in
ALT or AST of >3 times ULN persist, reduction of dose or withdrawal of atorvastatin is recommende_df.
Atorvastatin should be used with caution in patients who consume substantial quantities of alcohol arid/or. |
have a history of liver disease. Active liver di or plained persis transaminase elevations-are. -
contraindications to the use of atorvastatin (see CONTRAINDICATIONS). L ' .
Skélsﬁl'Mu;da ; . R
Rhabhdomyolysis with acuta renal failure d:
in this class.

y to my ia has been reported with other drugs

Uncomplicated myalgia has been reported in atorvastatin-treated patients {see ADVERSE REACTIONS).

- Myopathy, defined as muscle aches or muscle weakness in conjunction with.increases in creatine phos-

phokinase {CPK) values >10 times ULN, should bo considered in any patient with diffuse myalgias, muiscle -
tendemess or weakness, and/or marked elevation of CPK. Patients should be advised to report promptly

0155G023
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unexplained muscle pain, tenderness or weakness, particularly if accompanied by malaise or fever.
Atorvastatin therapy should be discontinued if markedly elevated CPK levels occur or myopathy is diag-
nosed or suspected.

The risk of myopathy during treatment with other drugs in this class is increased with concurrent adm|n<
istration of cyclosporine, fibric acid derivatives, erythromycin, niacin, or azole antifungals. Physicians con-
sidering combined therapy with atorvastatin and fibric acid derivatives, erythromycin, immunosuppres-
sive drugs, azole antifungals, or lipid-lowering doses of niacin should carefully weigh the potential bene-
fits and risks and should carefully monitor patients for any signs or symptoms of muscle pain, tender-
ness, or weakness, particularly during the initial months of therapy and during any periods of upward
dosage titration of either drug Periodic creatine phosphokinase (CPK) detérminations may be considered
in such situations, but there is no assurance that such monitoring will prevent the occurrence of severe .
myopathy.

o +

Ator thet td be y withheld or di din anyp with an acute, seri-
ous condition suggesuve ofa myopathy or havmg a risk factor pr disp g to the devel of renal
faiture y to th yoly (eg, severe acute inf yp ion, major surgery, trauma,
savere boli docrine and el Y and fled sei ).

PRECAUTIONS

General

Before i msututmg therapy with atorvastatin, an attempt should be made to control hypercholesterolemla
with appropriate diet, exercise, and weight reduction in obese patients, and to treat other underlying
medical problems {see INDICATIONS AND USAGE).

Information for Patients

Patients should be advised to report promptly unexplained muscle pain, tenderneas or weakness, partic-
ularly if accomipanied by malaise or fever.

Drug Interactions ~

The risk of myopathy during treatment with other drugs of this class is increased with concurrent admin-
istration of cyclosporine, fibric acid derivatives, niacin {nicotinic acid), erythromycin, azole antifungals
(see WARNINGS, Skeletal Muscle).

A id: When ator in and Maalox® TC suspension were coadministered, plasma concentrations of
atorvastatin decreased approximately 35%. However, LDL-C reduction was not altered.

Antipyrine: Because ator 1 does not affect the pharmacokinetics of antipyrine, interactions with
other drugs metabolized via the same cytochrome isozymes are not expected.

Colestipot: Plasma eoncentraﬂons of atorvastatin decreased approximately 25% when colestipol and .
aton in were coadmini d. However, LDL-C reduction was greater when atorvastatin and
colestipol were coadministered than. when either drug was given alone.

Cimetidine: Atorvastatin plasma concentrations and LDL-C reduction were not altered bycoadmmlstra-
tion of cimetidine.

Digaxin: When muitiple doses of atorvastatin and digoxin were coadministered, steady-state plasma
digoxin concentrations increased by approximately 20% Patients takmg digoxin shoutd be monitored
appropriately.

E'yﬁwmydn in healthy individuals, plasma concentrauons of atorvastatin increased apprommately 40%

with coad of ato y and eryth nomycm, a known inhibitor of cytochrome P450 3A4 (see
WARNINGS, Skeletal Muscle)

Oral Contraceptives: Coadministration of ator in.and-an oral cor d AUC values for
norethindrone and ethinyl estradiof by approximately 30% and 20%: These increases should be consid-
ered when selecung an oral contracepuve for a woman taking atorvastatin.

Warfarin: Ator 1 had no cl scgmﬁcant effect on prothrombm time when adrnlnlstered o
patients receiving chronic warfarin treatment.
Other C i Ther: In clinical studies, ato in was used concomltantly with annhyperten—

-sive agents and estrogen replaoement therapy wnthout evidence of clinicalty stgmt' icant adverse-interac-
tions: Interamon ,studIss wnh.specuﬁc agems hav ot been conducted

Endocrine Function

HMG-CoA reductas nhlbctoes mterfere with cholestérol symhesls and theor iy might blunt adrenal
andlorgonadal stergid-production. Cllmcal studies have shown that atorvastatin: does not reduce basal

Lipitor® (Atorvastatin Calcium) Tablets

Clinical Adverse Experiences

Adverse experiences reported in 22% of pa‘tlems in placebo-controlted clinical studies of atorvastatm,
regardless of causality assessment, are shown in Table 4.

TABLE 4. Adverse Events in Placebo-Controlied Studies

. (% of Patients)
BODY SYSTEM\ Placebo Ator Ator Ator in Atorvastatin
Adverse Event 10 mg 20 mg 40 ng 80 mg
N =270 N =863 N =236 N=79 N=94
BODY AS A WHOLE .
Infection 10.0 10 3 28 101 7.4
Headache 7.0 5.4 16.7 - 25 6.4
Accidental Injury 37 R 42 0.0 13 32
Flu Syndrome 19 22 0.0 25 32
Abdominal Pain 0.7 28 0.0 38 21
Back Pain 3.0 28 00 38 1.1
" Allergic Reaction 26 09 : 28 13 0.0
Asthenia 19 2.2- 0.0 38 0.0
DIGESTIVE SYSTEM .
Constipation 1.8 . 21 0.0 25 1.1
Diarrhea 15 27 0.0 38 53
Dyspepsia 4.1 23 28 13 21
Flatulence 33 : 21 2.8 13 1.1
RESPIRATORY SYSTEM - .
Sinusitis 26 28 0.0. 25 6.4
Pharyngitis 15 25 0.0 13 21
SKIN AND APPENDAGES .
Rash 0.7 " 39 28 38 11
NMUSCULOSKELETAL SYSTEM . ’
Arthralgia 15 20 0.0 5.1 0.0
Myalgia 1.1 3.2 5.6 1.3 0.0

The followmg adverse events were reported, regardless of causality assessment in patients treated with
atorvastatin in clinical trials. The events in italics occurred in 2% of patlents and the events in plaln type
occurred in <2% of patients.

Body as a Whole: Ch&ctpaln, face edema, fever, neck ngldlty, malaise, photosensmvrty reaction, general— ’
ized edema. .

Digestive S gastroenteritis, liver function tests abnormal, colitis,’ vommng, gastritis, dry
momh rectal hemorrhage esophagitis, eructation, glossitis, mouth ulceration; anorexia, increased
appetite, stomatitis, biliary pain, cheilitis, duodenal ulcer, dysphagla, enteritis, melena, gum hemorrhage, :
stomach ulcer, teniesmaus, uleeranve stomatitis, hepatms, pancreatitis, cholestatlc jaundice. .
Respiratory System: anchms, rhinitis, prieumonia, dyspnea, asthma, epistaxis.

Nervolis § / 1

Airri

paresthesia, somnolence, amnesia, abnormal dreams, libido

" decreased, "emotional {ability, incoordination, periphéral neuropathy, torticollis; facial paralysns,hyperkme

sia, depression, hypesthesia, hypertonia.
Musculaskeletal System: Anhm:s, leg cramps, bursitis, tenosynovms, myasthema, tendinous contracture,

. myositis,

Skin and Appendages. Pruntus, contact dermatms, alopec:a, dry skm, sweaung. acne; urticaria, eczema, .
seborrhea, skin ulcer. -

Urogenital System: Unnaryrractmﬁcnon, urinary frequency, cystitis, hematuna |mpotence, dysuria; kid-
ney caleulus, nocturia, epididymitis, ﬁbrocysnc breast, vaginal hemorrhage, albuminuria, breastenlarge-
ment, metrorrhagia, nephiritis, urinary inco e, urinary fion, urinary urgency, abnormal efacula- .

o
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Other Concomitant Therapy: n clinical studies, atorvastatin was used concomitantly with antihyperten-
sive agents and estrogen replacement therapy without eviderice of clinically significant adverse interac-
tions. Interaction studies with specific agents have not been conducted.

Endocrine Function

"HMG-CoA reductase inhibitors interfere with cholesterol synthesis and theoretically might biunt adrenal
and/or gonadal steroid production. Ciinical studies have shown that atorvastatin does not reduce basal
plasma cortisol éonsentration or impair-adrenal raserve. The effects of HMG-CoA redyctase inhibitars.cn
male fertility have not béen studied in adequate numbers of patients. The effects, if any, on the pituitary-
gonadal axis in prenienopausal women are unknown. Caution should be exercised if an HMG-CoA reduc-
tase inhibitor is administered concomitantly with drugs that may decrease the levels or activity of
endogenous steroid hormones, such as ketoconazole, spironolactone, and cimetidine.

CNS Toxicity

Brain hemorrhage was seen in a female dog treated for 3 months at 120 mg/kg/day. Brain hemorrhage
and optic nervé vacuolation were seen in another ferhale dog that was sacrificed in moribund condition
after 11 weeks of escalating doses up to 280 mg/kg/day. The 120.mg/kg dose resufted in a systemic expo-
Sure approximately 16 times the human plasma area-under-the curve (AUC, 0-24 haours) based on the
maximum human dose of 80 mg/day. A single tonic convulsion was seen in each of 2 male dogs (ore
treated at 10 mg/kg/day and one at 120 ma/kg/day) in a 2-year study. No CNS lesions have been observed
in mice after chronic treatment for up to 2 years at doses up to 400 mg/kg/day or in rats at doses upto
100 mg/kg/day. These doses were 6 to 11 times (mouse} and 8 to 16 times (rat) the human AUC {0-24)
based on the maximum recommended human dose of 80 mg/day.

CNS vascular lesions, ch ized hemorrhages, edema, and mononuclear celi infiltra-
tion of perivascular spaces, have been observed in dogs treated with other members of this class. A
chemically similar drug in this class produced optic rierve degeneration (Wallerian degeneration of retino-
geniculate fibers) in clinically normal dogs in a dose-dependent fashion at a dose that produced plasma
drug levels about 30 times higher than the mean drug level in humans taking the highest recommended
dose.

Carcs o P

Impairment of Fertility

In a 2-year carcinogenicity study in rats at dose levels of 10, 30, and 100 mg/kg/day, 2 rare tumors were
found in muscle in high-dose females: in one, there was a rhabdomyosarcoma and, in another, there was
a fibrosarcoma. This dose represents a plasma AUC (0-24) value of approximately 16 imes the mean
human plasma drug exposure after an 80 mg oral dose. - .

A 2-year carcinogenicity study in mice given 100, 200, or 400 mg/kg/day resulted in a significant increase
in liver adenomas in high-dose males and liver carcinomas in high-dose females. These findings ’
occurred at plasma AUC {0-24) values of approximately 6 times the mean human plasma drug exposure
after an 80 mg oral dose. . :

In vitro, atorvastatin was not mutagenic or clastogenic in the following tests with and without metabolic
activation: the Amnes test with Salmonella typhimurium and Escherichia coli, the HGPRT forward muta-
tion assay in Chinese hamster lung cells, and the chromosomal aberration assay in Chinese hamster lung
cells. Atorvastatin was negative in the in vivo mouse micronucleus test.

Studies in rats performed at doses up to 175 mg/kg (16 times the human exposure) produced no changes
in fertility. There was aplasia and aspermia in the epididymis of 2 of 10 rats treated with 100 mg/kg/day of
atorvastatin for 3 months {16 times the human AUC at the 80 mg dose); testis weights were significantly
lower at 30 and 100 mg/kg and epididymal weight was lower at 100 mg/kg. Male rats given 100 mg/kg/day
for 11 weeks prior to matirig had decreased sperm motility, spermatid head concentration, and increased
abnormal sperm. ‘Atorvastatin caused no adverse effects on semen parameters, or reproductive organ
histopathology in dogs given doses of 10, 40, or 120 mg/kg for two years. ’

Pregnancy
ngnancy Category X
See CONTRAINDICATIONS

Safety in pregnant women has not been established. Atorvastatin crosses the rat placenta and reaches a
level in fetal liver equivalent to that of maternal plasma. Atorvastatin was not teratogenic in rats at doses
up to 300 mig/kg/day or in rabbits at doses up.to 100 mg/kg/day. These doses resulted in multiples of
about 30 times {rat) or 20 times {rabbit) the human exposure based on surface area {mg/m).

n astudy in rats given 20, 100, or 225 mg/kg/day, from gestation day 7 through to lactation day 21 (wean-
ng), there was decreased pup survival at birth, neonate, weaning, and maturity in_pups of mothers dosed
with 225 mgfkg/day. Body weight was decreased on days 4 and 21 in pups of mothers dosed at 100
ng/kg/day; pup body weight was decreased at birth and at days 4, 21, and 91 at 225 mg/kg/day. Pup
levelopment was delayed (rotarod performance at 100 mg/kg/day and acoustic startle at 225 mg/kg/day;
sinnae detachment and eye opening at 225 mg/kg/day). These doses correspond to 6 times {100 mg/kg)
ind 22 times (225 mg/kg) the human AUC at 80 mg/day. :

3are reports of congenital anomalies have been received following intrauterine exposure to HMG-CoA
‘eductase inhibitors. There has been one report of severe congenital bony deformity, tracheo-esophageat
istula, and anal atresia (VATER association) in a baby born to a woman who took lovastatin with dex-
roamphetamine sulfate during the first trimester of pregnancy. Lipitor should be administered to women
»f child-bearing potential only when such patients are highiy unlikely to conceive and have been
nformed of the potential hazards. If the worman becomes pregnant while taking Lipitor, it should be dis-
'ontinued and the patient advised again as to the potential hazards to the fetus.

Sursing Mothers

lursing rat pups had plasma and liver drug levels of 50% and 40%, respectively, of that in their mother's
nilk. Because of the potential for adverse reactions in nursing infants, women taking Lipitor should not
weast-feed (see CONTRAINDICATIONS).

‘ediatric Use ]

‘reatment experiénce in'a pediatric population islimited to doses of Lipitor up to 80 mg/day for 1 yearin

} patients with homozygous FH. No clinical or biochemicat abnormalities were reported in these patients.
lone of these patients was below 9 years of age.

seriatric Use e )
‘teatment experience in adults age >70 years with doses of Lipitor up to 80 mg/day has been evaluated in

21 patjents. The safety and efficacy of Lipitor in this population were similar to those of patierits <70
‘ears ofage. .. .

\DVERSE REACTIONS _
ipitor is generally.well-tolerated. Adverse reactions have usually been mild and transient. In controiled
finical studies of 2502 pati <2% of pati were discontinued due to adverse experiences

tributable to atorvastatin. The most frequent adverse everits thought to be related to atorvastatin were
onstipation, flatulence, dyspepsia, and abdominal pain.

Musculoskeletal System: Arthritis, leg cramps, bursitis, ’tenosynovirjs, myasthenia, tendinous contractuse,
myositis. )

Skin and Appendages: Pruritus, contact dermatitis, alopecia, dry skin, sweating, acne, urtican'a: eczema,
seborrhea, skin ulcer. -

Urogenital System: Urinary tract infection, urinary frequency, cystitis, hermaturia; impotence, dysuria, kid-

ney calculus, nocturia, epididymitis, fibrocystic breast, vaginal hemorrhage, albuminuria, breast enlarge-

ment, metrorrhagia, nephritis, urinary incontinence, urinary retention, urinary urgency, abnormal ejacula-
tion, uterine hemorrhage. .

Special Senses: Amblyopia, tinnitus, dry eyes, refraction disorder, eye hemorrhage, deafness, glaucoma,
parosmia, taste loss, taste perversion. .

Cardiovascular System: Palpitation, vasaodilatation, syncope, migraine, postural hypbtension', phiebitis,
arrhythmia, angina pectoris, hypertension. .

Metabolic and N [ Dicord,
gout, weight gain, hypoglycemia.
Hemic and Lymphatic System: Ecchymosis, anemia, lymphadenopathy, thrombocytopenia, petechia.
Postintroduction Reports

Adverse events associated with Lipitor that have been received since market introduction, that are not listed. .
above, and that may have no causal relationship to drug include the following: angionéurotic edema.
OVERDOSAGE

There is no specific treatment for atorvastatin overdosage. In the event of an overdose, the pétient should’
be treated wmp_tomauca"y_, and supportive measures instituted as required. Due to extensive drug binding
to plasma proteins, hemodialysis is not expected to significantly enhance atorvastatin clearance.

DOSAGE AND ADMINISTRATION : i

The patient should be placed on a standard cholesterol-lowering diet before receiving Lipitor and should
continue on this diet during treatment with Lipitor.

Peripheral edema, hyperglycemia, creatine phosphokinase increased,

Hypercholesterolemia {Heterozygous Familial and Noﬁfamilial) and Mixed Dyslipidemia (Fredrickson
Types ila and lib} .

The recommended starting dose of Lipitor is 10 mg once daily. The dosage range is 10 to 80 mg once daily.
Llpltor_c_an be admlmste[ed as a single dose at any time of the day, with or without food. Therapy should
be individualized according to goal of therapy and response (see NCEP. Guidelines, summarized in Table 3).

After initiation and/or upon titration of Lipitor, fipid levels should be analyzed within 2 to 4 weeks and
dosage adjusted accordingly. .

Since the goal of treatment is to lower LDL-C, the NCEP recommends that LDL-C levels be used ta initiate
and assess treatment response. Only if LOL-C levels are not available, should total-C be used to monitor
therapy.

t Familial Hyperchol

. The dosage of Lipitor in patients with homozygous FH is 10'to 80 mg daily. Lipitor should be used as an

adjunc} tg other fipid-lowering treatments (eg, LDL apheresis} in these patients or if such treatments are
unavailable.

Concomitant Therapy
Atorvastatin may be used in combination with a bile acid binding resin for additive effect. The combination

of HMG-CoA reductase inhibitors and fibrates shoutd generally be avoided (see WARNINGS, Skeletal
Muscle, and PRECAUTIONS, Drug Interactions for other drug-drug interactions). : .

Dosage in Patients With Renal Insufficiency

Renal disease does not affect the plasma concentrations nor LDL-C reduction of atorvastatin; thus, dosage

adjustment in patients with renat dysfunction is not necessary (see CLINICAL PHARMACOLOGY,
Pharmacokinetics).

HOW SUPPLIED

Lipitor is supplied as white, elliptical, film-coated tablets of atorvastatin calcium containing 10, 20, and
40 mg atorvastatin. . .

10 mg tablets: coded “PD 155" on one side and “10” on the other.

N0071-0155-23 bottles of 90
N0071-0155-34 bottles of 5000

" NO071-0155-40 10 x 10 unit dose blisters

20 mg tablets: coded “PD 156" on one side and “20* on the other.

N0071-0156-23 bottles of 90
NO0071-0156-40 10 x 10 unit dose blisters

40 mg tablets: coded “PD 157“ on one side and “40” on the other.

NO0071-0157-23 bottles of 90

Storage

Store at controlled room temporature 20°C to 25°C (68°F to 77°F) [see USP]._
Caution - Federal law prohibits dispensing without prescripﬁbn.

© 1997, Warner-Lambert Co.
Revised November 1997 .
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Pharmaceutical Research Division
Warner-Lambert Company

2800 Plymouth Road If there is a problem with the transmission
Ann Arbor, Michigan 48105 please call: (313) 996-4906
USA

TO: Enid Galliers COPIES
Peggy Simoneau 200 44-2,- 938 >—
FROM:  Maggie Uprichard

DATE: November 5, 1997

Enid and Peggy:

As discussed with Irwin Martin today, accompanying this fax, please find the cover letier and
the revised labeling for labeling supplement S-008. The third paragraph under CLINICAL
PHARMACOLOGY, Mechanism of Action, has been revised to include the wording proposed
by Dr. Orloff. A hard copy of the submission will follow.

Please contact me if you have questions. .
REVIEWS COMPLETED

%/( €SO ACTION:

Maggie I HEmeR CINAL EIME’MO
My 1540 M b lplb"’v{

CSO INITIALS DATE

NOTICE: This fucsimile is intended only for the nse of tho individual or entity w which it is addressed and may contain information that Is
priviloged, confidential and exempt from disclasuve. If the veader of this fucsimile is not the intended recipiont, or un employee or agent
responsible for delivering the facsimile to the intended recipicnt, you are hereby notified that any roview, disclosure, dissemination,
distribution or copylng of the communication is strictly prohibited. If yuu bave received this communication in crror, please nutlfy tw sender
immedintely at the telephone number(s) listcd above und return the original facsimile to us at tho nbave address by U.S. Mail, e cost of
which will be reimbursed. Thank you. :
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NDA 20-702

Ref. No. 51

Lipitor® (atorvastatin calcium) Tablets

Re: Amendment to Labeling

Supplement S-008
Solomon Sobel, M.D. ‘ / '
Director W{
Division of Metabolism and M '
Endocrine Drug Products (HFD-510) Pp V4
Document Control Room 14B-19 QW +
Center for Drug Evaluation and Research ‘@ ' .4 |
Food and Drug Administration ke S o o
Parklawn Building : / A
5600 Fishers Lane
Rockville, Maryland 20857 ' ff
_ » \(

Dear Dr. Sobel: | "%
Reference is made to approved NDA 20-702 for Lipitor® (atorvastatin calcium) / ’

Tablets; to approved labeling supplement S-002 (approved October 28, 1997); to W
pending supplements’ o _ o ' s :
o r and S-008 (Ref. Nos. 47 and 50, submitted %é]ﬁ’/??/
September 5, 1997, and amended October 9, 1997); and to today’s telephone ' '

. conversation between Ms. Enid Galliers of your Division and Dr. Irwin Martin of
Parke-Davis regarding an amendment to labeling supplement S-008.

R ' "+ comprised two changes to the labeling: the addition of
adverse reactions amct/ o - . - : . /
¢ ¢ joth changes were submitted as “Changes Being Effected”, and

- revised labeling was provided with a date of July 1997 (label number 0155G022). On
November 4, 1997, T was informed by Ms. Margaret Simoneau of your Division that

r! 4

< o . . { Labeling supplement S-008 was
thus submitted with draft labeling revising the unapproved July 1997 version of the
package insert. Since that time, we have also received approval for §-002 which
corrected the volume of distribution and absolute bioavailability in the CLINICAL
PHARMACOLOGY section.

Fateezdn o Wesar Liuedeal 000 aariy
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Solomon Sobel, M.D,
NDA 20-702
November 5, 1997
Page 2

‘(. . d

o 7, and made the changes as approved in $-002,
and are now submitting the attached revised labeling as an amendment to S-008. This
change will be implemented as soon as possible when approved by the Division.

If there arc any qucstions or comments regarding this submission, please contact me at
313/996-4906 or FAX 313/998-3283.

Sincerely,

Margaret J. Uprichard, Pharm.D.
Senior Manager, FDA Liaison
. Worldwide Regulatory Affairs

MU\rm
\nda\20-702\1 10597-51

Attachment

Desk Copy: Ms. Enid Galliers (HFD-510)
Ms. Margaret Simoneau (HFD-510)




& Page(s) Withheld

§ 552(b)(4) Trade Secret / Confidential

A § 552(b)(4) Draft Labeling

§ 552(b)(5) Deliberative Process

Withheld Track Number: Administrative- ’%’7&2
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@ PARKE-DAVIS November 5, 1997 SC 003
S NDA 20-702
Ref. No. 51

Lipitor® (atorvastatin calcium) Tablets

Re: Amendment to Labeling
Supplement S-008

Solomon Sobel, M.D.

Director

Division of Metabolism and

~ Endocrine Drug Products (HFD-510)
Document Control Room 14B-19

Center for Drug Evaluation and Research
Food and Drug Administration

Parklawn Building

5600 Fishers Lane

Rockville, Maryland 20857

Dear Dr. Sobel: .

Reference is made to approved NDA 20-702 for Lipitor® (atorvastatin calcium)
Tablets; to approved labeling supplement S-002 (approved October 28, 1997); to
pending supplements ¢ , g
/ ¢ and S-008 (Ref. Nos. 47 and 50, submitted

September 5, 1997, and amended October 9, 1997); and to today’s telephone

. conversation between Ms. Enid Galliers of your Division and Dr. Irwin Martin of

Parke-Davis regarding an amendment to labeling supplement S-008.

¢ .l ( comprised two changes to the labeling: the addition of
adverse reactions and ¢ ) B _ )

( ( Both changes were submitted as “Changes Being Effected”, and
revised labeling was provided with a date of July 1997 (label number 0155G022). On
November 4, 1997, 1 was informed by Ms. Margaret Simoneau of your Division that -
[4 e

¢ ' . ¢ Labeling supplement S-008 was
thus submitted with draft Iabehng rev1smg the unapproved July 1997 version of the
package insert. Since that time, we have also received approval for S-002 which
corrected the volume of distribution and absolute bioavailability in the CLINICAL

PHARMACOLOGY section.

Division of Warner-Lambert Company



Solomon Sobel, M.D.
NDA 20-702
November 5, 1997
Page 2

F

and made the changes as approved in S-002,

and are now submitting the attached rev1sed labeling as an amendment to S-008. This
‘change will be implemented as soon as possible when approved by the Division.

If there are any questions or comments regarding this submission, please contact me at
313/996-4906 or FAX 313/998-3283.

REV|EWS COMPLETED

CSO ACTION:

[ALerier CINAL DMEW{\
mas s l6F

L

CSO INITIALS

DATE

MU\rm

t:\nda\20-702\110597-51

Attachment

Sincerely,

Margaret J. Uprichard, Pharm.D.
Senior Manager, FDA Liaison
Worldwide Regulatory Affairs

Desk Copy: Ms. Enid Galliers (HFD-510)

Ms. Margaret Simoneau (HFD-510) 4/%’
D
9.
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- September 5, 1997

NDA 20-702
Ref. No. 47
Lipitor® (atorvastatin calcium) Tablets

Re: Labeling Supplement

Solomon Sobel, M.D.

Director

Division of Metabolism and Endocrine
Drug Products (HFD-510) 55

Document Control Room 14B-19 ;‘ | RECD

Center for Drug Evaluation and Research
Food and Drug Administration | SEPOS 19921
Parklawn Building _

5600 Fishers Lane .
Rockville, Maryland 20857

~ Dear Dr. Sobel.

_ Reference is made to approved NDA 20-702 for Lipitor® (atorvastatin calcium) Tablets and )

; to my telephone conversations with Dr. David Orloff of your Division on Y,

" August 26, 28, and September 3, 1997, regarding modifications to the CLINICAL g
PHARMACOLOGY section of the package insert which would place atorvastatin’s effects on ’
plasma triglycerides into perspective. As suggested verbatim by Dr. Orloff, we propose the
following modification (in italic type) to the third paragraph of the CLINICAL \bﬁ/
PHARMACOLOGY, “Mechanism of Action” section: . \1/

“A variety of clinical studies have demonstrated that elevated levels of total-C, LDL-C,
and apo B (a membrane complex for LDL-C) promote human atherosclerosis.
Similarly, decreased levels of HDL-C (and its transport complex, apo A) are associated

- with the development of atherosclerosis. Epidemiologic investigations have established
that cardiovascular morbidity and mortality vary directly with the level of total-C and
LDL-C, and inversely with the level of HDL-C. Although frequently found in
association with low HDL-C, elevated plasma TG has not been established as an
independent risk factor for coronary heart disease. The independent effect of raising

- HDL-C or lowering TG on the risk for coronary and cardiovascular morbidity and
mortalzty has not been established. ”

In accordance with 21 CFR 314. 70(b)(3) we are submitting for your review and approval the
above proposed revision. This change will not be implemented until approved by the
Division.

Division of Warner-Lambert Companby



Solomon Sobel, M.D.
NDA 20-702
September 5, 1997
Page 2

‘If there are any quéstions or comments regarding this submission, please contact me at
313/996-4906 or FAX 313/998-3283. '
Sincerely, .
%WM
Margaret J. Uprichard, Pharm.D.

Manager, FDA Liaison _
Worldwide Regulatory Affairs

MU\rm N
t:\nda\20-702\090597-47
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* _/(" " DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service_

*‘h ' Food and Drug Administration
: Rockville MD 20857
NDA 20-702/S-008

PARKE-DAVIS PHARMACEUTICAL RESEARCH SEP 19 1997
DIVISION of WARNER-LAMBERT COMPANY ‘

2800 Plymouth Road P. O. BOX 1047

Ann Ahbor, MI 48106-1047

Attention: Margaret J. Uprichard, Ph.D., Manager, FDA Liasion Worldwide Regulatory Affairs.

Dear Dr. M. J. Uprichard:

We acknowledge receipt of your supplemental application for the following:
Name of Drug;: LIPITOR TABLETS

NDA NUmber: : 20-702

Supplement Number: S-008

Date of Supplement: September 5, 1997

Date of Receipt: September 8, 1997

Unless we find the application not acceptable for filing, this application will be ﬁlecl under Section
505(b)(1) of the Act on November 7, 1997, in accordance with 21 CFR 314.101(a).

All communications concerning this NDA should be addressed as follows:

Center for Drug Evaluation and Research

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

Attention: Document Control Room 14B-19

5600 Fishers Lane

Rockville, MD 20857

Chief, Project Management Staff

Division of Metabolic and Endocrine
Drug Products, HFD-510

Office of Drug Evaluation I

Center for Drug Evaluation and Research



NDA 20-702/S-008
Page 2

CC. ’ )

Original NDA 20-702/S-008
I—IFD-_S 10/Div. Files :
HFD-510/CSOA-Rheem. sinonec oo

filename:

SUPPLEMENT ACKNOWLEDGEMENT



DEPARTMENT OF HEALTH AND HUMAN SERVICES, Form Approved: OMB No. 0910-0297
PUBLIC HEALTH SERVICE - -- Expiration Date. November 30, 1996 -

FOOD AND DRUG ADMINISTRATION US E R F E E COVE R S H E ET

~hlic reporting burden for this coliection of information is estimated to average 30 minutes per response, including the {ime for reviewing instructions, searching existing data sources, gathering and
: 1a|n|ng the data needed, and completing and reviewing the collection of information. .Send comments regarding this burden estimate or any aspect of this collection of information, including
_gestions for reducing this burden to:

Reports Clearance Officer, PHS and to: Office of Management and Budget
Hubert Humphrey Building, Room 721-B Paperwork Reduction Project (0910-0297)
200 Independence Avenue, S.W. Washington, DC 2050

Attn: PRA

Please DO NOT RETURN this form to either of these addresses

See Instructions on Reverse Before Completing This Form

1. APPLICANTS NAWE AND ADDRESS : 2. USER FEE BILLING NAME, ADDRESS, AND CONTACT
James A. Parker, Jr. - | Mary E. Taylor, MPH
Parke-Davis Regulatory Affairs Parke-Davis Research and Development
201 Tabor Rd. Warner-Lambert Company
Morris Plains, NJ 07950 2800 Plymouth Road

Ann Arbor, MI 48105
3. TELEPHONE NUMBER (NCLUDE AREA copg)  (313)996-5000

4. PRODUCT NAME
Lipitor® (atorvastatin calcium) Tablets

£ DOES TH!IS APPLICATION CONTAIN CLINICAL DATA? O VYES } X NO

IF YOUR RESPONSE IS “NO” AND THIS IS FOR A SUPPLEMENT, STOP HERE AND SIGN THIS FORM

6. USER FEE I.D. NUMBER : 7. LICENSE NUMBER

8. IS THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF 8§0, CHECK THE APPLICABLE EXCLUSION.

4 A LARGE VOLUME PARENTERAL DRUG PRODUCT O THE APPLICATION IS SUBMITTED UNDER 505(b)(2)
APPROVED BEFORE 9/1/92 (See reverse before checking box.)
O AN INSULIN PRODUCT SUBMITTED UNDER 506

FOR BIOLOGICAL PRODUCTS ONLY

WHOLE BLOOD OR BLOOD COMPONENT FOR d A CRUDE ALLERGIC EXTRACT PRODUCT
TRANSFUSION :
BOVINE BLOOD PRODUCT FOR TOPICAL O AN “IN VITRO” DIAGNOSTIC BIOLOGIC PRODUCT
APPLICATION LICENSED BEFORE 9/1/92 LICENSED UNDER 351 OF THE PHS ACT

9. a. HAS THIS APPLICATION QUALIFIED FOR A SMALL BUSINESS EXCEPTION? ] YES | NO

(See reverse if answered YES)

b. HAS A WAIVER OF APPLICATION FEE BEEN GRANTED FOR THIS APPLICATION? ' El YES O NO
(See reverse if answered YES)

This completed form must be signed and accompany each new drug or biologic product, original or supplement.

SIGNATURE OF AUTHORIZED COMPANY REPRESENTATIVE TITLE - DATE
Director

| { ; Advertising and Labeling
W A/L/X Worldwide Re gUlatOI'y Affairs ecember 10, 997

FORM FDA 3397 (12/93)




"NDA #0027 DOCUMENT ID/LETTER DATE ° 2 - o0% o

USER FEE DATA ENTRY/VALIDATLON FoRM

)5

APPLICANT NAME AFKAS - DS TRACMPEE0TIE @Qm:\

PRODUCT NAME -~ L;p,rok 7RABLETS

‘as an original instead of a supplement. IF NO, list resulting NDA numbers,

/

CLINICAL DATA?

[Check YBS if contains study, reports or literature reports of what are
explicitly or implicitly represented by the applicant to be adequate and well-
contrellec-trials ~ "Clinical-data do not-include data-used to-modify—the—0
labelling to add a restriction that would improve the safe use of the dxruec .
(e.g., to add an adverse reaction, contraindication or warning to the
labeling).] . . )

IF NO CLINICAL DATA IN SUBMISSION, INDICATE IF CLINICAL

DATA ARE CROSS REFERENCED IN ANOTEHER. SUBMISSION?

Emn
-l

NDA BEING SPLIT FOR ADMINISTRATIVE CONVENIENCE (OTHER TEAN
BUNDLING)? IF YES, list ALL NDA numbers, review divisions & indicate those

which application fees apply. .

NDA # DIVISION ‘
N -FEE NO FEE
. N ' : FEE NO FzE

BUNDLING POLICY APPLIED CORRECTLY? NO DATA ENTRY REQUIRED

FOR ELEMENT .
{Check YES if application is properly designated as one application or is
properly submitted as a supplement instead of an original application. Check
No.if application should be ‘8plit into wmore than one aprlication or submitted

review divisions.]
NDA # DIVISION ’ NDA & . DIVISION
N . N

PRIORITY OR STANDARD?

I STGHATURE,/DATE

COPY DISTRTIBUTICN:
"DIVISION FPILE AND CDER, ASSOCIATE DIRBCTOR FOR POLICY HFD-5

ORIGINAYL TO ABC'HIVZL AFPTER DATA ENTRY, ONE COPY EACH TO ,




DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0297
PUBLIC HEALTH SERVICE * T Expiration Datg: November 30, 1996 -

' i FOOD AND DRUG ADMINISTRATION US ER FE E COVE R S H E ET

Public reporting burden for this collection of information is estimated to averags 30 minutes per response, including the time for reviewing instructions, searching existing data sources, gathering and
maintaining the data needed, and completing and reviewing the callection of information. Send comments regarding this burden estimate or any aspsct of this collection of information, including
sunaestions for reducing this burden to:

Reports Clearance Officer, PHS and to: . Office of Management and Budget
Hubert Humphrey Building, Room 721-8 Paperwork Reduction Project (0910-0297)
200 Independence Avenus, S.W. Washington, DC 2050

Attn: PRA :

Please DO NOT RETURN this form to either of these addresses

See Instructions on Reverse Before Completing This Form

1. APPLICANTS NAME AND ADDRESS 2. USER FEE BILLING NAME, ADDRESS, AND CONTACT
Parke-Davis Research and Development ~ | Mary E. Taylor, MPH
Division of Warner-Lambert Company Parke-Davis Research and Development
2800 Plymouth Rd. Warner-Lambert Company
Ann Arbor. MI 48105 2800 Plymouth Road

’ Ann Arbor, MI 48105
3. TELEPHONE NUMBER (INCLUDE AReA cope)  (313)996-5000

4. PRODUCT NAME

Lipitor® Tablets

5. DOES THIS APPLICATION CONTAIN CLINICAL DATA? [ VYES XI NO

IF YOUR RESPONSE IS “NO” AND THIS IS FOR A SUPPLEMENT, STOP HERE AND SIGN THIS FORM

FRFEE L.D. NUMBER 7. LICENSE NUMBER

20-702

8. IS THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF SO, CHECK THE APPLICABLE EXCLUSION.

O A LARGE VOLUME PARENTERAL DRUG PRODUCT [} THE APPLICATION IS SUBMITTED UNDER 505(b)(2)
APPROVED BEFORE 9/1/92 (See reverse before checking box.)
a AN INSULIN PRODUCT SUBMITTED UNDER 506

FOR BIOLOGICAL PRODUCTS ONLY

WHOLE BLOOD OR BLOOD COMPONENT FOR . a A CRUDE ALLERGIC EXTRACT PRODUCT
TRANSFUSION .
BOVINE BLOOD PRODUCT FOR TOPICAL | AN “IN VITRO” DIAGNOSTIC BIOLOGIC PRODUCT
APPLICATION LICENSED BEFORE 9/1/92 LICENSED UNDER 351 OF THE PHS ACT

9.a. HAS THIS APPLICATION QUALIFIED FOR A SMALL BUSINESS EXCEPTION? ! YES (M NO

(See reverse if answeréd YES)

b. HAS A WAIVER OF APPLICATION FEE BEEN GRANTED FOR THIS APPLICATION? [:l YES [:I NO
) (See reverse if answered YES)

This completed form must be signed and accompany each new drug or biologic product, original or supplement.

SIGNATURE OF AUTHORIZED COMPANY REPRESENTATIVE | TITLE DATE
Director
¢ Worldwide
: : ) September 5, 1997
o crrC_ Regulatory Affairs

/

FORM FDA 3397 (12/93)



